For the use only of Registered Medical Practitioners or a Hospital or a Laboratory
BETNELAN TABLETS
Betamethasone Tablets|.P. 0.5mg
QUALITATIVE AND QUANTITATIVE COMPOSITION

Each uncoated tablet contains:
Betamethasone I.P. 0.5 mg

PHARMACEUTICAL FORM
Uncoated Tablets
CLINICAL PARTICULARS
Therapeutic Indications

A wide variety of diseases may sometimes requirgaosteroid therapy. Some of the principal
indications are:

* Bronchial asthma.

» Severe hypersensitivity reactions - Anaphylaxis.

* Rheumatoid arthritis.

» Systemic lupus erythematosus.

» Dermatomyositis.

» Mixed connective tissue disease (excluding systeclgrosis).

* Polyarteritis nodosa.

* Inflammatory skin disorders including pemphigus gausls, bullous pemphigoid, and
Pyoderma gangrenosum.

* Minimal change nephrotic syndrome.

» Acute interstitial nephritis.

* Ulcerative colitis.

* Crohn's disease.

» Sarcoidosis.

* Rheumatic carditis.

* Haemolytic anaemia (autoimmune).

» Acute and lymphoblastic and chronic lymphocytiddaemia - malignant lymphoma.

* Multiple myeloma.

» Idiopathic thrombocytopenic purpura.

* Immunosuppression in transplantation.

Posology and M ethod of Administration



The lowest dosage that will produce an acceptadeltr should be used. When it is possible
to reduce the dosage, this must be accomplishstages. During prolonged therapy, dosage
may need to be increased temporarily during peraddsress or in exacerbations of illness.

Populations
e Adults

The dose used will depend upon the disease, ixisgvand the clinical response obtained.
The following regimens are for guidance only. Dedlddosage is usually employed.

Short-term treatment: 2 to 3 mg daily for the first few days, subseqlyereducing the daily
dosage by 250 or 500 micrograms (0.25 or 0.5 me)yetwo to five days, depending upon the
response.

Rheumatoid arthritis: 500 micrograms (0.5 mg) to 2 mg daily. For maiatese therapy the
lowest effective dosage is used.

Most other conditions. 1.5 to 5 mg daily for one to three weeks, themcaty to the minimum
effective dosage. Larger doses may be needed feednionnective tissue diseases and
ulcerative colitis.

e Children

Fractions of the adult dosage may be used (e.g.at5P3 years, 50% at 7 years and 25% at 1
year) but clinical factors must be given due weight

Note: Betamethasone is also available as Betnesal @ops where each ml (approx. 20
drops) contains Betamethasone 0.5 mg (as Betanogih&odium Phosphate).

Contraindications

» Systemic infections, unless specific anti-infectikkerapy is employed.
» Live virus immunisation.
* Hypersensitivity to any component of the tablets.

Special Warnings and Special Precautionsfor Use

Administration of corticosteroids may impair thald@pto resist and counteract infection e.g.
where there is a previous history of tuberculosisgddition, clinical signs and symptoms of
infection are suppressed.

Chickenpox is of particular concern since this naliyn minor illness may be fatal in
immunosuppressed patients. Patients without a iteefimstory of chickenpox should be
advised to avoid close contact with chickenpox enpbs zoster and, if exposed, they (or the
parents of such children) should see urgent medittahtion. Passive immunisation with



varicella/ zoster immunoglobulin (VZIG) is neededdxposed non-immune patients who are
receiving systemic corticosteroids or who have ubedn within the previous three months.
This should be given within ten days of exposurehtickenpox. If a diagnosis of chickenpox
is confirmed, the illness warrants specialist Gard urgent treatment. Corticosteroids should
not be stopped and the dose may need to be indrease

Corticosteroid treatment is likely to reduce thgp@nse of the pituitary-adrenal axis to stress,
and relative insufficiency may persist for up tgear after withdrawal of prolonged therapy.

Because of the possibility of fluid retention, caneist be taken when corticosteroids are
administered to patients with congestive heartfall

Corticosteroids may worsen diabetes mellitus, @sisusis, hypertension, glaucoma and
epilepsy.

Care should be taken when there is a history dreeaffective disorders (especially a previous
history of steroid psychosis), previous steroid pathy or peptic ulceration.

In patients with liver failure blood levels of ciaxsteroid may be increased, as with other drugs
which are metabolised in the liver.

Systemic corticosteroids may cause growth retavdati infancy, childhood and adolescence.
Treatment should be limited to the minimum dosagehe shortest possible time. In order to
minimise suppression of the HPA axis and growthrdition consideration should be given to
administration of a single dose on alternate days.

Treatment of elderly patients, particularly if lotegm, should be planned bearing in mind the
more serious consequences of the common sidestiecorticosteroids in old age, especially
osteoporosis, diabetes, hypertension, susceptiboliinfection and thinning of the skin.

When treatment is to be discontinued, the doseldhmireduced gradually over a period of
several weeks or months depending on the dosagduaation of the therapy.

In rare cases reduction or withdrawal of oral @mdteroid therapy may unmask underlying
eosinophilic conditions (e.g. Churg Strauss syndrpoim patients with asthma.

Visual disturbance has been reported by patiemsg systemic and /or topical corticosteroids.
If a patient has blurred vision or other visualtalibances, consider evaluation of possible
causes which may include cataract, glaucoma oralesgrous chorioretinopathy.

Interaction with Other Medicaments and Other Forms of I nteraction

Corticosteroids may reduce the effects of antictedierases in myasthenia gravis,
cholecystographic x-ray media, salicylates and steneidal anti-inflammatory agents.



The effect of corticosteroids may be reduced byngtwn, phenobarbitone, ephedrine and
rifampicin.

Betamethasone is metabolised by CYP3A4 and co-aslmaiion with CYP3A inhibitors (e.g.
ritonavir, cobicistat, itraconazole) is expected ibarease the systemic concentration of

betamethasone.

Oestrogens may potentiate the effects of glucammds and dosage adjustments may be
required if oestrogens are added to or withdrawmfa stable dosage regimen.

The dosage of concomitantly administered anti-clzads may have to be altered (usually
decreased).

Pregnancy and L actation

The use of corticosteroids during human pregnandylactation requires that the benefits be
weighed against the possible risks associatedtivglproduct or with any alternative therapy.

Pregnancy

There is insufficient evidence of safety in humaagmancy. Administration of corticosteroids
to pregnant animals can cause abnormalities oéfaketvelopment including cleft palate and
intrauterine growth retardation. The relevancehid finding to human beings has not been
established, however, patients should avoid extensse in pregnancy.

Hypoadrenalism may occur in the neonate.

Lactation

Corticosteroids are excreted in small amounts ea&tr milk and infants of mothers taking
pharmacological doses of steroids should be madtacarefully for signs of adrenal
suppression.

Effects on Ability to Drive and Use Machines

None identified.

Undesirable Effects

Prolonged treatment with corticosteroids in highsalye is occasionally associated with
subcapsular cataract, skin thinning, osteoporasi$ glaucoma. In addition, any of the features
of hypercortisolism, such as suppression of the ldRi&, may occur.



Aseptic osteonecrosis, particularly of the femoftaad, may occur after prolonged
corticosteroid therapy or after repeated shortseaimvolving high dosage.

Peptic ulceration may develop, or be aggravated.
In children, prolonged therapy may retard growth.
In patients on long term therapy fluid and elegti®balance may be altered.

Other rare side effects that have been reportdddadenign intracranial hypertension and
pyschic instability.

Overdose

Acute overdosage is very unlikely to occur, howewethe case of chronic overdosage or
misuse the features of hypercortisolism, may apaedrin this situation the product should be
discontinued slowly.

PHARMACOLOGICAL PROPERTIES
Phar macodynamic Properties

Mechanism of action
Betamethasone is a synthetic analog of prednisoldmeh is more potent milligram per
milligram than hydrocortisone.

Corticosteroids have multiple actions which prodacgiinflammatory effects and result in
their widespread use for treating diseases sudsthsna. Historically, glucocorticoids were
thought to decrease inflammation by stabilizinglyfs@somes in neutrophils which prevented
degranulation and the resulting inflammatory resgodditional research demonstrated that
glucocorticoids also induce the antiinflammatorgtpm, lipocortin. This protein inhibits the
enzyme phospholipase A2 which inhibits synthesispadstaglandins and lipoxygenase
products. Corticosteroids also bind to glucocorticdeceptors (GRs) located in the cytoplasm.
After binding occurs, the activated GR moves frdme tytoplasm to the nucleus where
upregulation of antiinflammatory genes (eg, lipaegrneutral endopeptidase, inhibitors of
plasminogen activator) occurs. This effect resiutism binding of the GRs to glucocorticoid
response elements (GRESs). Corticosteroids alscedserthe stability of selected messenger
RNA molecules which alter gene transcription. Geaftéscted by this action include those
involved in synthesis of collagenase, elastasesnuileogen activator, nitric oxide synthase,
cyclooxygenase type Il, cytokines, and chemokines.

During allergic reactions, four types of cytokinase believed to induce allergic cell
recruitment. The cytokines, tumor necrosis factpha and interleukine (IL)-1,
nonspecifically activate the endothelium which podes recruitment of neutrophils,
eosinophils, mononuclear cells and basophils. 8eteactivation of the endothelium results
from release of the cytokines, IL-4 and IL-13. Tdegtokines promote expression of vascular
cell adhesion molecule-1 and binding of basopledsinophils, monocytes and lymphocytes



which have the leukocyte counterligand very latévation antigen-4. The third class of
cytokines, IL-3, IL-5, granulocyte-macrophage cghlatimulating factor (GM-CSF), and
interferon gamma, cause prolonged eosinophil salviincreased adhesion molecule
expression, and increased eosinophil degranulaimh movement across the endothelial
barrier. The last class of cytokines, the chemakihave chemotactic properties which induce
cell migration and activate selected cell typesttiCosteroids are effective inhibitors of the
described cytokines and thus reduce the inflammatsponse elicited by these cytokines.

Phar macokinetic Properties
Corticosteroids are, in general, readily absoriedhfthe gastrointestinal tract.

Corticosteroids are rapidly distributed to all bdtysues. They cross the placenta to varying
degrees and may be distributed in small amountshirdast milk.

Most corticosteroids in the circulation are extgali bound to plasma proteins, mainly to
globulin and less so to albumin. The corticostetmittling globulin (transcortin) has high

affinity but low binding capacity, while albumin sidow affinity but large binding capacity.

The synthetic corticosteroids are less extensipadyein bound than hydrocortisone (cortisol).
They also tend to have longer half-lives.

Corticosteroids are metabolised mainly in the libat also in other tissues, and are excreted
in the urine. The slower metabolism of the synthetrticosteroids with their lower protein-
binding affinity may account for their increasedtgey compared with the natural
corticosteroids.

Clinical Studies

No relevant text.

Preclinical Safety Data

No relevant text.

PHARMACEUTICAL PARTICULARS
List of Excipients

Starch (Maize), Acacia Powder, Lactose, Methyl lygbenzoate, Propyl Hydroxybenzoate,
Talc (Purified), Magnesium Stearate, Sodium St&bfcollate,Purified Water.

I ncompatibilities
No data available.

Shelf Life



The expiry date is indicated on the label and pgicica
Special Precautionsfor Storage

Keep in a cool dry place protected from direct gintl
Keep out of reach of children.

Natur e and Specification of Container

Aluminium strips in a carton

Instructionsfor Use/Handling

No relevant information.
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