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Mylobac 25 mg tablet (',&2//"‘\) Before starting treatment with Baclofen it is prudent to realistically assess the overall extent of clinical
CﬁA'—,ﬁ_.; e improvement that the patient may be expected to achieve. Careful titration of dosage is essential

Active ingredients:

Baclofen 25mg

Inactive ingredients:

Lactose monohydrate, maize starch, pregelatinized starch, Colloidal silicon dioxide, croscarmellose

(particularly in the elderly) until the patient is stabilised. If too high a dose is initiated or if the dosage
is increased too rapidly side effects may occur. This is particularly relevant if the patient is ambulant in
order to minimise muscle weakness in the unaffected limbs or where spasticity is necessary for support.

sodium , magnesium stearate. Once the maximum recommended dose has been reached, if the therapeutic effect is not apparent
PHARMACEUTICAL FORM Tablet within 6 weeks a decision whether to continue with Baclofen should be taken.

White round tablet

Excipients Discontinuation of the treatment should always be gradual by successively reducing the dosage over a

period of approximately 1 to 2 weeks, except in overdose-related emergencies, or where serious

i . Pati i i lactose intolerance, total
Mylobac Tablets contain lactose. Patients with rare hereditary problems of galactose s ke niich ke putaail.

lactase deficiency or glucose-galactose malabsorption should not take this medicine.

CLINICAL PARTICULARS Adults: Treatment should be started with a dosage of 15 mg daily, preferably in divided doses. The
Therapeutic indications following gradually increasing dosagc regimen is suggested, but should be adjusted to suit individual

VR Eur, patient requirements, "‘*-x.,_\
Mylobac 25 mg tablets is indicated i du]ts for the relict afpasticity of voluntary muscle resulting ) i r:\'\
from such disorders as: multiple scifrosis, (her spmal‘%gons &g Xumours of the spinal cord, Smg three times a day for ceaqa ,,Ja o

syringomyelia, motor neurone di yellt traumd! artial section of the cord.

10mg three times a da; for}hr?p days b

in adu] r the relief of spdsticity of voluntary muscle arising 15mg three times a d§y i tgtee days “g |

Mylobac 25 mg tablets is also i
chra] pa]sg memugllls trafafic head injury.

from e.g. cerebrovascular acci

) 20mg three times a day for three days o
Patient selection is important ting Baelg@fen therapy; it isjiKely to be of most benefit in b

patients whose spasticity consti hapdicap to @dtivitics and/ siotherapy. Treatment should Satisfactory control of sympt_x)ms is usdally obtained with/dgses of up to 60mg daily, but a careful
not be commenced until the spastiys h‘hbccmﬁg‘stahnllsc adjustment is often necessary to meet the requirements 'gf gch individual patient

P

Mylobac 25 mg tablets is also indical atic treatment of muscle spasms The dose may be increased slowly if rcqujircd, but amdximum daily dose of more than 100mg is not
occurring in spinal cord diseases of infecti , traumatic, neoplastic, or unknown origin advised unless the patient is in hospital under caréfulfnedical supervision. Small frequent dosage may
such as multiple sclerosis, spastic spinal paralysis, amyotrophic lateral sclerosis, prove better in some cases than larger spaced doses.
syringomyelia, transverse myelitis, traumatic paraplegia or paraparesis, and compression of the spinal Also some patients benefit from the use of Baclofen only at night to counteract painful flexor spasm.
cord. Similarly a single dose given approximately 1 hour prior to performance of specific tasks such as

washing, dressing, shaving, physiotherapy, will often improve mobility.
Posology and method of administration

Special populations
Dosage
Elderly patients (aged 65 years or above): Elderly patients may be more susceptible to side effects,
particularly in the early stages of introducing Baclofen. Small doses should therefore be used at the
start of treatment, the dose being titrated gradually against the response, under careful supervision.

There is no evidence that the eventual average maximum dose differs from that in younger patients.

Baclofen is given orally in either tablet or liquid form. The liquid may be particularly suitable for
children or those adults who are unable to take tablets. Dosage titration can be more precisely managed
with the liquid. The lowest dose compatible with an optimal response is recommended.

Mylobac 25 mg tablets are not suitable for use in children.
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Patients with impaired renal function:

In patients with impaired renal function or undergoing chronic hacmodialysis, a particularly low
dosage of Baclofen should be selected i.e. approx. Smg daily.

Baclofen should be administered to end stage renal failure patients only if the expected benefit
outweighs the potential risk. These patients should be closely monitored for prompt diagnosis of early
signs and/or symptoms of toxicity (e.g. somnolence, lethargy) .

Patients with hepatic impairment:

No studies have been performed in patients with hepatic impairment receiving Baclofen therapy. The
liver does not play a significant role in the metabolism of baclofen after oral administration of Baclofen
. However, Baclofen has the potential of elevating liver enzymes.

ICU‘SKV ;

Baclofen should be prescribed with caution j
Patients with spastic states of cerebral

gin:
Unwanted effects are more likely to o @’I'h': llcms is th

cautious dosage schedule be adopted and’ t}iat pat be kept under
1
Method of administration 4 '

Baclofen should be taken during meals with a littl¢ [fuid. = 3

-+

Contraindications . -.a- oy

« Hypersensitivity to baclofen or to an Ohg; cﬂmalems
« Peptic ulceration.

Special warnings and precautions for use
Psychiatric and nervous system disorders

Porphyria, history of alcoholism, hypertension, psychotic disorders, schizophrenia, depressive or
manic disorders, confusional states or Parkinson's disease may be exacerbated by treatment with
Baclofen. Patients suffering from these conditions should therefore be treated cautiously and kept under
close surveillance.

Suicide and suicide-related events have been reported in patients treated with baclofen. In most cases,
the patients had additional risk factors associated with an increased risk of suicide including alcohol
use disorder, depression and/or a history of previous suicide attempts. Close supervision of patients
with additional risk factors for suicide should accompany drug therapy.

Patients (and caregivers of patients) should be alerted about the need to monitor for clinical worsening,
suicidal behaviour or thoughts or unusual changes in behaviour and to seck medical advice
immediately if these symptoms present.

Cases of misuse, abuse and dependence have been reported with baclofen. Caution should be exercised
in patients with a history of substance abuse and the patient should be monitored for symptoms of
baclofen misuse, abuse or dependence ¢.g. dose escalation, drug-seeking behaviour, development of
tolerance.

Epilepsy

Baclofen may also exacerbate epileptic manifestations but can be employed provided appropriate
supervision and adequate anticonvulsive therapy are maintained.

Others
Baclofen should be used with extreme care in patients already receiving antihypertensive therapy.

Baclofen should be used with caution in pa /gm&suﬂcnng from cerebrovascular accidents or from

respiratory or hepatic impairment. = TP
Since unwanted effects are more likely io Qgel, a cauuous d,osangchcdule should be adopted in
elderly and patients with spasticity of cerebral origin. '+ N
¢ rh \
Renal impairment ’ g il "}\ i

Baclofen should be used with caution in pallenl§ with renal impaifment and should be administered to
end stage renal failure patients only if the expegted benefit outweighs the potential risk . Neurological
signs and symptoms of overdose inchiding clinical manifestations of toxic encephalopathy (e.g.
confusion, disorientation, somnalerice and depfeSSed level of consciousness) have been observed in
patients with renal impairment takmg oral Baclofen at doses of more than Smg per day. Patients with
impaired renal function should be cfoseiy momlced for prompt diagnosis of early symptoms of
toxicity. "

Particular caution is required when combining Baclofen to drugs or medicinal products that can
significantly affect renal function. Renal function should be closely monitored and Baclofen daily
dosage adjusted accordingly to prevent baclofen toxicity.

Cases of baclofen toxicity have been reported in patients with acute renal failure .

Besides discontinuing treatment, unscheduled haemodialysis might be considered as a treatment
alternative in patients with severe baclofen toxicity. Haemodialysis effectively removes baclofen from
the body, alleviates clinical symptoms of overdose and shortens the recovery time in these patients.
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Urinary disorders

Under treatment with Baclofen neurogenic disturbances affecting emptying of the bladder may show
an improvement. In patients with pre-existing sphincter hypertonia, acute retention of urine may occur;
the drug should be used with caution in such cases.

Laboratory tests

In rare instances elevated aspartate aminotransferase, blood alkaline phosphatase and blood glucose
levels in serum have been recorded.

Appropriate laboratory tests should be performed in patients with liver diseases or diabetes mellitus in
order to ensure that no drug induced changes in these underlying diseases have occurred.

Abrupt withdrawal:

Treatment should
successively r

ys (unlesd &g verse effects occur), be gradually discontinued by
c' saue over a?’pn of about 1-2 weeks. Anxiety and confusion state,
delirium, hal 0 psy tic dl der, Yhama or paranoia, convulsion (status epilepticus),
dyskinesia, ,cl‘ryc ia, hyp hermig habdp lysis and temporary aggravation of spasticity have
been repol d abmpl Wi rawal of Bacl especially after long term medication.

Drug wit lﬂeactlons luding postnal vulsions in neonates have been reported after

intrauterind exposyre to ordl Baclofeir™ 2

e effects occur), therefore be gradually discontinued by

Treatment should a?ways (umless serious q&lﬁ
of about 1-2 weeks.

successively rogdue ngThu,ﬂosaﬂt over a peri

Paediatric patien

There is very limited clinical data on the use of Baclofen in children under the age of one year. Use in
this patient population should be based on the physician's consideration of individual benefit and risk of
therapy.

Posture and balance

Baclofen should be used with caution when spasticity is needed to sustain upright posture and balance
in locomotion .

Interaction with other medicinal products and other forms of interaction

Levodopa/dopa decarboxylase (DDC) inhibitor (Carbidopa)

In patients with Parkinson's disease receiving treatment with Baclofen and levodopa (alone or in
combination with DDC inhibitor, carbidopa), there have been reports of mental confusion,
hallucinations, nausea and agitation. Worsening of the symptoms of Parkinsonism has also been
reported. Hence, caution should be exercised during concomitant administration of Baclofen and
levodopa/carbidopa.

Drugs causing Central Nervous System (CNS) depression

Increased sedation may occur when Baclofen is taken concomitantly with other drugs causing CNS
depression including other muscle relaxants (such as tizanidine), with synthetic opiates or with alcohol.

The risk of respiratory depression is also increased. In addition, hypotension has been reported with
concomitant use of morphine and intrathecal baclofen. Careful monitoring of respiratory and
cardiovascular functions is essential especially in patients with cardiopulmonary disease and
respiratory muscle weakness.

Antidepressants

During concomitant treatmgnf with tncyclic apttdcprcssants the effect of Baclofen may be potentiated,
‘h
resulting in pronounced r;rﬁ’ q&r’y‘poﬁbma

Lithium / ) / p 3 /"\ \

Concomitant use of pral Baqlofen and Kthium rd's‘nltedu!L ravated hyperkinetic symptoms. Thus,
caution should be cxj:rcrsed*whcn Ba:?fcn is used conc??tamly with lithium.

i -

i\ 4 3

Since concomitant tr lmcnl with B!clofen and anti- ‘I'lypcrtenswcs is likely to increase the fall in blood
pressure, the dosage of 'l:hypenenswc medication should be adjusted accordingly.

Antihypertensives 1

Drugs or medicinal products that can significantly affect renal function may reduce baclofen excretion
leading to toxic effects .

Fertility, pregnancy and lactation

Pregnancy

During pregnancy, especially in the first 3 months, Baclofen should only be employed if its use is of
vital necessity. The benefits of the treatment for the mother must be carefully weighed against the
possible risks for the child. Baclofen crosses the placental barrier.
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Foetal/neonatal adverse reactions Nervous system order
¢ S . et ; v Sedation ,
Drug withdrawal reactions including postnatal convulsions in nconates have been reported after intra- & oe:_lym i ot K e
uterine exposure to oral Baclofen . common Respiratory depression , confusion statc , dizziness , hallucination,
Breast Feeding depression, fatigue,insomnia, euphoric mood, muscular weakness, ataxia,
tremor, nightmare, myalgia, headache, nystagmus, dry mouth
In mothers taking Baclofen at therapeutic doses, the active substance passes into the breast milk, but in Rare Paraesthesia , dysarthria, dysgeusia
quantities so small that no undesirable effects in the infant are to be expected. Unknown Sleep apnea syndrome
=2 2 . eye disorder
Effects on ability to d"" d use machiney P common [ Visual impairment , accommodation disorder
Baclofen may be assog mﬂgl verse effects such®s dizziness, sedation, somnolence and visual .A_ca"diac disorder . -
impairment which ihpaft the pgignt's rcai;l,ion. Patients experiencing these adverse reactions | Common | Cardiac output decreased
should be advised tf wirap{from drivilig or usjile machines. | Not known Bradycardia
X o o h Vascular disorder _————
Undesirable eff - ) Jf Common 77 Hypotension ™.
< s = = r 72 N\
Adverse effects ocdur gnag ly at thé art of treatment (g gf sedation, somnolence and nausea), if the Gastrointestinal disofder, : ". A
= S E T i x . Verycommon /|7 ausea . S
dosage is raised too§aPiilyaif largg&ioses are emplay r in elderly patients. They are often 7 - - - —— -
: : i ; i common [~ 4% Gastrointgstinal disordgr, gonstipation , diarrhea,
transitory and can be'y{Fhuated or eliminated by r g the dosage; they are seldom severe enough p f retehing Yomiting =
& . e " 2 5 !
to necessitate withdrawshof lhmedf:anow Rare 11 Abdopninal pairt # ._.'
Should nausea persist follo dCliap-dosage, it is recommended that Baclofen be ingested Hepatobiliary d‘“ﬁda‘ L . : :u’
with food or a milk beverage. rare Jo “Hepatig;function abnormal
Skin & subcutangous tissue disorder 'y
In patients with a history of psychiatric illness or with cerebrovascular disorders (e.g. stroke) as well as common iy Rash , hyperhidrosis .~
in elderly patients, adverse reactions may assume a more serious form. Not known . urtecaria 7 Lr
Lowering of the convulsion threshold and convulsions may occur, particularly in epileptic patients. Renal & urinary disorder. - — J -
common Pollakiuria;enuresis, dysuria
Certain patients have shown increased spasticity as a paradoxical reaction to the medication. An rare Urinary retension
undesirable degree of muscular hypotonia - making it more difficult for patients to walk or fend for Reproductive system & breast disorder
themselves - may occur and can usually be relieved by re-adjusting the dosage (i.e. by reducing the rare | Erectile dysfunction
doses given during the day and possibly increasing the evening dose). General disorder & administration site conditions
) : . Very rare hypothermia
Advcrs.c reactions (T able 1) are ranked under heading of frequency, the most frequent first, using the Not known Drug withdrawal syndrome
following convention: very common (> 1/10); common (= 1/100, < 1/10); uncommon (> 1/1,000, < Investigations
1/100); rare (= 1/10,000, < 1/1,000) very rare (< 1/10,000) and Not known (cannot be estimated from Not known [ Blood glucose increased

the available data).

Table 1: Tabulated summary of adverse drug reactions
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*Drug withdrawal syndrome including postnatal convulsions in neonates has also been reported after
intra-uterine exposure to oral Baclofen. * Cases of central sleep apnoea syndrome have been observed
with baclofen at high doses (= 100 mg) in patients who are alcohol dependent.

Overdose
Symptoms:

Prominent features are signs of central nervous depression: somnolence, depressed level of
consciousness, coma, respiratory depression. Also liable to occur are: confusion, hallucination,
agitation, convulsion, abnormal electmemephalogam (burst suppression pattern and triphasic waves),
accommodation disorder, | ' reflex, generalised muscular hypotonia, myoclonus,
hyporeflexia or arefle ipheral vasod ion, hypotension or hypertension, bradycardia,

i ) 1 w1t Rypotherhfy usea, vomiting, diarrhoea, salivary hypersecretion,
increased hepatig nd rh myolysis.*Palients with renal impairment can develop signs of
overdose even off lew dffses of orXI actof‘er:;, "':)

A deterioratior§i Jondm ay oceur :f van&s substances or drugs acting on the central nervous
system (e.g. al I, maﬂ.pam cyclic afﬂldepre#nts) have been taken at the same time.

; ould be given for complications such as

festinal disorders and respiratory or cardiovascular

Treatment: No

o ﬁ&&udp is knowil.

hypotension, hypertchgion, convulsiow
depression. l_d -

Since the drug is excreted chiefly via the kidneys, generous quantities of fluid should be given, possibly
together with a diuretic. Haemodialysis (sometimes unscheduled) may be useful in severe poisoning
associated with renal failure .

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties
Pharmacotherapeutic group: Antispastic with spinal site attack

Baclofen is an antispastic agent acting at the spinal level. A gammaaminobutyric acid (GABA)
derivative, Baclofen is chemically unrelated to other antispastic agents.

Baclofen depresses monosynaptic and polysynaptic reflex transmission, probably by stimulating the
GABAB-receptors, this stimulation in turn inhibiting the release of the excitatory amino acids
glutamate and aspartate. Neuromuscular transmission is unaffected by Baclofen.
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The major benefits of Baclofen stem from its ability to reduce painful flexor spasms and spontaneous
clonus thereby facilitating the mobility of the patient, increasing his independence and helping
rehabilitation.

Baclofen also exerts an antinociceptive effect. General well being is often improved and sedation is less
often a problem than with centrally acting drugs.

Baclofen stimulates gastric acid secretion.
Pharmacokinetic properties

Absorption

Baclofen is rapidly and completely absorbed from the gastro-intestinal tract. Following oral
administration of single doses (10-30mg)-peak plasma concentrations are recorded after 0.5 to 1.5

hours and areas under the ’cwccmralion"c\sryes are proportional to the dose.
By - .,
g o & ‘. Y e ._‘-.4 iy,
Distribution P 1”,,( \

The volume of d1st}‘ibuhon,df baclofcnﬂs’O 7 kg, The protcm binding rate is approximately 30% and
is constant in the conccmralmn range/oﬂ(l nanogrémfﬁil.. to 300 microgram/mL. In cerebrospinal fluid
active substance c@ncemrauons ar;?proxamalt:ly 8.5 times lower than in the plasma.

"-vl

Biotransformation ‘:

Baclofen is mclabohsed to only a minor extent. Deﬁmmauon yields the main metabolite, p-(p-
chlorophenyl)-4- hydroxybutync acid, which i is p’q cologically inactive.

Elimination/excretion 23

The plasma elimination half-life ofrl‘J‘a-ncvlroxl'en averages 3 to 4 hours. Baclofen is eliminated largely in
unchanged form. Within 72 hours, approximately 75% of the dose is excreted via the kidneys with
about 5% of this amount as metabolites.

Special populations

Elderly patients (aged 65 years or above) The pharmacokinetics of baclofen in elderly patients are
virtually the same as in patients below 65 years of age. Following a single oral dose, elderly patients
have slower elimination but a similar systemic exposure of baclofen compared to adults below 65 years
of age. Extrapolation of these results to multi-dose treatment suggests no significant pharmacokinetic
difference between patients below 65 years of age and elderly paticnts.

Paediatric patients

10



General Directorate of Registration Approval Date: 26/10/2020 Iry Revisor: Dr khadija fathy

Pharmacology Department According to: MHRA Secondary Revisor : Dr Alaa

Following oral administration of 2.5 mg Baclofen tablet in children (aged 2 to12 years), Cmax of
62.8+28.7 nanogram/mL., and Tmax in the range of 0.95- 2 h have been reported. Mean plasma
clearance (C1) of 315.9 mL/h/kg; volume of distribution (Vd) of 2.58 L/kg; and half-life (T12) of 5.10
h have been reported.

Hepatic impairment

No pharmacokinetic data are available in patients with hepatic impairment after administration of
Baclofen. However, as the Iiver a significant role in the disposition of baclofen, it is
unlikely that baclofen ph altered to a clinically significant level in patients
with hepatic impairme

‘Renal impairment

No controlled clingalph:
administration of
concentration datag
failure indicate sighi
Dosage adjustment
patients, and prompt
circulation.

ofen. Baclofegfjis predonitdantl inated unchanged in urine. Sparse plasma
d only fygfemale patients under chronic hemodialysis or compensated renal
an'h»y degrgpsed clea{ancc and-+fépeased half-life of baclofen in these patients.

baclﬁkn BAsed on its systemigieytls should be considered in renal impairment
modialysis is an effective of reversing excess baclofen in systemic
~ VO
L g’
Packing :

Carton box containing 2 (Al / transparent colorless PVC) Strips each of 10 tablets + inner leaflet.(local)
Carton box containing 1 or 100 (Al / transparent colorless PVC ) Strips each of 10 tablets + inner
leaflet. (tender&export)

Storage:

Keep at a temperature not exceeding 30°C in a dry place.

Keep out of reach of children.

Reporting side effects:

If you find any side effects even if not found in this Pamphlet Please report to www.EPVC gov.eg
Shelf life :

three years

Manufacturer:

Pharaonia Pharmaceuticals (Pharo Pharma) New Burg El Arab city — 3rd Industrial zone — block no. 16
— Alexandria — Egypt

acokin tudy is gyailatjelin patients with renal impairment after
chg Y13 P
i
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