Size: 165x120 mm

Alfost

alfacalcidol capsules

Composition
Each soft gelatin capsule contains:

Alfacalcidol BP  0.25mcg

Each soft gelatin capsule contains:

Alfacalcidol BP  0.5mcg

Each soft gelatin capsule contains:

Alfacalcidol BP  Imeg

PHARMACOLOGICALPROPERTIES:

Pharmacodynamic properties:

Pharmacotherapeutic group: Vitamin D and analogues, ATC code A11CC03

Alfacalcidol is converted rapidly in the liver to 1,2 amin D. This is the of vitamin D which actsas

response. Indices of response include plasmalevels of calcium (ideally corrected for protein binding), alkaline
phosphatase, parathyroid hormone, as well as
Plasma levels should initially be measured at weekly intervals. The daily dose of Alfacalcidol Capsules may
be increased by increments of 0.25 - 0.5 microgram. When the dose is stabilised, measurements may be taken
every 2-4weeks.

Most adult patients respond to doses between 1 and 3 micrograms per day. When there is biochemical or
radiographic evidence of bone healing, (and in hypoparathyroid patients when normal plasma calcium levels
have been attained), the dose generally decreases. Maintenance doses are generally in the range 0f 0.25 to | microgram per
day. If hypercalcaemia occurs, Alfacalcidol Capsules should be stopped until plasma calcium returns to normal
(approximately 1 week) then restarted at halfthe previous dose.

(a) Renal bone disease:

Patients with relatively high initial plasma calcium levels may have ism, often

to Alfacalcidol Capsules. Other therapeutic measures may be indicated.

Before and during treatment with Alfacalcidol Capsules, phosphate binding agents should be considered to prevent
hyperphosphataemia. It is particularly important to make frequent plasma calcium measurements in patients with chronic
renal failure because prolonged ‘may aggravate the decline of renal function.

(b) Hyperparathyroidism:
In patients with primary or tertiary hyperparathyroidism about to undergo parathyroidectomy, pre-operative treatment with
Alfacalcidol Capsules for 2-3 weeks alleviates bone pain and myopalhy without aggravating pre-operative

percalcaemia. In order to decrease Capsules should be continued until
plasmaalkaline phosphatase levels fall to normal or hypercalcaemia occurs.

©

a regulator of calcium and phosphate metabolism. Since this conversion is rapid, the clinical effects of
Capsules and 1,25-dihydroxyvitamin D are very similar.
Impaired 1a-hydroxylation by the kidneys reduces

This comnbutcs to

In contrast to the response to parent vitamin D, low plasma calcium levels are restored to normal relatively quickly with
Alfacalcidol Capsules. Severe hypocalcaemia is corrected more rapidly with higher doses of Alfacalcidol Capsules (e.g. 3-

the disturbances in mineral metabolism found in several disorders, including renal bone disease,
neonatal and vitamin D dependent rickets. These disorders, which require high doses of parent vitamin D
for their correction, will respond to small doses of Alfacalcidol Capsules.

The delay in response and high dosage required in treating these disorders with parent vitamin D makes dosage adjustment
difficult. This can result in unpredictable hypercalcaemia which may take weeks or months to reverse. The major advantage
of Alfacalcidol Capsules is the more rapid onset of response, which allows a more accurate titration of dosage. Should
inadvertent hypercalcaemia occur it can be reversed within days of stopping treatment.

Pharmacokinetic Properties:
In patients with renal failure, 1-5 pg/day of 1o-hydroxyvitamin D (1a-OHD3) increased intestinal calcium and phosphorus
absorption in a dose-related manner. This effect was observed within 3 days of starting the drug and conversely, it was
reversed within 3 days of its discontinuation.

In patients with nutritional osteomalacia, increases in calcium absorption were noted within 6 hours of giving 1 pg la-

5 together with calcium

(d) Neonatal hypocalcaemia:
Although the normal starting dose of Alfacalcidol Capsules is 0.05-0.1 microgram/kg/day (followed by careful titration) in
severe cases doses of up to 2 microgram/kg/day may be required. Whilst ionised serum calcium levels may provide a guide
to response, measurement of plasma alkaline phosphatase activity may be more useful. Levels of alkaline phosphatase
approximately 7.5 times above the adult range indicates active disease.

A dose of 0.1 microgram/kg/day of Alfacalcidol Capsules has proven effective as prophylaxis against early neonatal
hypocalcaemia in premature infants.

ick d.

(&) Nutrit " .
Nutritional rickets and osteomalacia can be cured rapidly with 1 Capsules.
(responding to large doses of IM or IV parent vitamin D) will respond to small doses of Alfacalcidol Capsules,

OHD3 orally and usually peaked at 24 hours. 1a-OHD3 also produced increases in plasma inorganic due to
increased intestinal absorption and renal tubular re-absorption. This latter effect is a result of PTH suppression by la-
OHD3. The effect of the drug on calcium was about double its effect on phosphorus absorption.

Patients with chronic renal failure have shown increased serum calcmm levels w|ll||n 5 days of receiving 1a-OHD3 in a
dose of 0.5 - 1.0 pg/day. As serum calcium rose, PTH levels and d toward normal.

INDICATIONS

Alfacalcidol Capsules is indicated in all where there is a of calcium
hydroxylation such as when there is reduced renal function. The main indications are:

a) Renal osteodystrophy

b) Hyperp: (with bone di

¢) Hypoparathyroidism

d) Neonatal hypocd]cacmm

C)Nuln(mnd] and i

dueto impaired 1-a

rickets and
(D-d dent) rickets and
) Hypophosphalaemlc vitamin D resistant rickets and ostcomalacia
DOSE AND ADMINISTRATION
Posology
Initial dose for all indications:
dults and childs k; ight: 1 miy d

Elderly: 0.5 microgram/day
Neonates and premature infants: 0.05 - 0.1 microgram/kg/day

Children under 20 kg bodyweight: 0.05 microgram/kg/day

The dose of Alfacalcidol Capsules should be adjusted thereafier to avoid

Pseudo-deficiency (D- ick d.
Although large doses of parent vitamin D would be required, effective doses of Alfacalcidol Capsules are similar to those
required to heal nutritional vitamin D deficiency rickets and osteomalacia.

d.

© ic vitamin D.
Neither large doses of parent vitamin D nor phosphate supplements are entirely satisfactory. Treatment with Alfacalcidol
Capsules at normal dosage rapidly relieves myopathy when present and increases calcium and phosphate retention.
Phosphate supplements may also be required in some patients.

Route of Administration
Oraluse

C()N TRAINDICATIONS:
tothe b toany of th

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:

During treatment with Alfacalcidol Capsules, serum calcium and serum phosphate levels should be monitored regularly
especially in children, patients with renal impairment and patients receiving high doses. PTH, alkaline phosphatase and
calcium phosphates should be monitored as clinically indicated.

Hypercalcaemia might appear in patients treated with A]facalcldnl Capsules. For this reason, patients should be informed
about the clinical symptoms connected with Signs of are muscle and bone pain, muscle
weakness, confusion, dehydration, anorexia, fatigue, nausea and vomiting, constipation, polyuria, sweating, headache,
po lydipsia. hypertension and somnolence.

according to the

can be rapidly corrected by stopping treatment until plasma calcium levels return to normal (in about one

week). Alfacalcidol Capsules may then be restarted at a reduced dose (half the previous dose) with monitoring of calcium.
Prolonged hypercalcaemia may aggravate arteriosclerosis, cardiac valve sclerosis or nephrolithiasis and therefore
prolonged hypercalcaemia should be avoided when Alfacalcidol Capsules is used in these patients. Transient or even long-
lasting dclcnorauon of kidney function has been observed. Alfacalcidol Capsulcs should also be used with caution in
patients with fpulmonary as this may result in cardia

In patients with renal bone disease or severely reduced renal I'umuon a phosphate binding agent could be used
simultaneously with alfacalcidol to prevent increased serum phosphate and potential

Alfacalcidol Capsules should be used with caution in paucnts with diseases such as
sensitivity to vitamin D is increased due to increased hydroxylation activity.

Concurrent use of digitalis glycosides in the presence of hypercalcaemia due to vitamin D administration increases the
potential for cardiac arrhythmias.

INTERACTION W ITH OTHER DRUGS.

Thiazide diureti
Concurrent use of th

where the

ided

calcium ¢ may enhance the risk of Calcium

Metabolism and nutrition disorders

Hypercalcacmia
Hyperphosphatacmia

Common:

Psychiatric disorders

Not known: Confusional state

Nervous system disorders

levels should be monitored
Other vitamin D containing preparations
Concurrent use of other vitamin D containing preparations may enhance the risk of hypercalcacmia. Use of multiple
vitamin D analogues should be avoided.
Anticonvulsants

sants (c.g. phenytoin, or
increased . idol. Patients taking
Magnesium-containing antacids
Absorption of magnesium-containing antacids may be enhanced by Alfacalcidol Capsules, increasing the risk of

have ducing effects resulting in an
may require larger doses of Alfacalcidol Capsules.

Uncommon: [ Headache

Rare: | Dizziness

Gastrointestinal disorders

Common: Abdominal pain and discomfort

[ Diarrhoea
Vomiting
Constipation
Nausea

Skin and subcutaneous tissue disorders

Common: Rash*
Pruritus

*Various types of rash such as erythematous,
maculo-papular and pustular have been reported

hypermagnesaemia. o
A)IZmi zfm -containing preparations Not known: Urticaria
Alfacalcidol Capsulcs may increase the serum concentration of aluminium. Patients taking and ive tissue disorders
hydroxide, should be monitored for signs of aluminium related toxicities. U Myaleia
B:lzaud.\eque.\tmm» yalgl
itant oral i of bile acid such as may impair the intestinal ion of Renal and urinary disorders
oral A Capsules formulations. A Capsules should be administered at least 1 hour before, or 410 6 | Common: Hypercalciuria
hours after the intake of the bile acid sequestrant in order to minimise the potential risk of interaction. Uncommon: P
USE INPREGNANCY AND LACTATION: Not known: Renal impairment (including acute renal failure)

Pregnancy:

There is a limited amount of data from the use of alfacalcidol in pregnant women. Studies in animals have shown
reproductive toxicity at high doses.

Therefore, Alfacalcidol Capsules is not recommended during pregnancy and in women of child-bearing potential not using
contraception.

Lactation/Breastfeeding:

Although it has not been established, it is likely that increased amounts of 1,25-dihydroxyvitamin D will be found in the
milk of lactating mothers treated with Alfacalcidol Capsules. This may influence calcium metabolism in the infant.

General disorders and administration site conditions

Uncommon: Fatigue/asthenia/malaise

Calcinosis

OVERDOSES:
Excessive intake of Alfacalcidol Capsules may lead to the development of hypercalcacmia, however, the effect is reversed
rapidly on withdraval.

Consequently, breast-fed infants of should be closely for

EFFECTS ONABILITY TO DRIVEAND OPERATE MACHINE:
Alfacalcidol has no or negligible direct influence on the ability to drive and use machines. However, the patient should be
informed that dizziness may occur during treatment and take this into account while driving or using machines.

SIDE-EFFECTS

The estimation of the frequency of undesirable effects is based on a pooled analysis of data from clinical studies and

spontaneous reporting.

The most frequently reported undesirable effects are various skin reactions such as pruritus and rash, hypercalcaemia,
intestinal p and i

Renal failure has been reported post-marketing.

Undesirable effects are listed by MedDRA system organ class (SOC) and the individual undesirable effects are listed

starting with the most frequently reported one. Within each frequency grouping, adverse reactions are presented in the order

of decreasing seriousness.

Very common=>1/10

Common=1/100to<1/10

Uncommon>1/1,000to<1/100

Rare>1/10,000to <1/1,000

Very rare <1/10,000

Notknown (cannot be estimated from the available data)

In ia general supp hould be undertaken. Keep the patient well hydrated by i.v.

infusion ofsalmc (force diuresis), measure clectrolytes, calcium and renal function indices, assess electrocardiographic

abnonnd]\ucs especially in patients using digitalis. More sp ly, treatment with gl . loop diuretics,
calcitoninand s with low calcium content should be considered.

SHELF LIF]

STORAGE: Storeat temperature not exceeding 30°C.
Keep medicine out of reach of children/ Jauhi ubat daripada capaian kanak-kanak.

AVAILABILITY: Alw/PVC-PVDC Blister pack of 10x10's

36 months from the date of manufacturing.

PRODUCT DESCRIPTION

Alfost0.25meg - White opaque oval shape soft gelatin capsule containing clear transparent liquid.

Alfost0.5meg - Red opaque oval shape soft gel ing clear liquid =

Alfost Imcg - Brown opaquc oval shape soft gelatin capsu]c containing clear transparent liquid. g

Date of Revision: 24.02.2026 8
s

Manufactured by: =
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