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Davalindi 5000 .U Tablets
Vitamin D Tablets (D, Cholecalciferol)

NAME OF MEDICINAL PRODUCT
Davalindi 5000 |.U Tablets
QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains:
50 mg cholecalciferol concentrate [equivalent to (5000 1.U) cholecalciferol
(vitamin Ds)].
For the full list of excipients, see DOSAGE FORMS, COMPOSITION AND
PACKAGING
PHARMACEUTICAL FORM
Tablet.
White to off white oval biconvex tablet.
INDICATIONS
Davalindi 5000 I.U tablets is indicated for:
« the treatment of refractory rickets (vitamin D resistant rickets)
« the treatment of hypoparathyroidism
SAGE

At the higher doses of Vitamin D used for active treatment, the range between
therapeutic and toxic doses is narrow. The dosage of vitamin Ds must be
individualized with careful monitoring of serum-calcium levels. Readjust
therapeutic dosage as soon as there is clinical improvement.

Careful titration is necessary to avoid overdose. Dietary and other sources of
vitamin D must be considered. Calcium intake should be adequate.

For treatment of Vitamin D resistant rickets: 12 000 to 500 000 I.U (0.3 to
12.5 mg) daily.

For treatment of hypoparathyroidism: 50 000 to 200 000 I.U (1.25 to 5.0 g) daily.
Calcium supplementation is also required.

Lactose

This product contains lactose. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption
should not take this medicinal product.

ADVERSE EFFECTS

Vitamin D; (cholecalciferol) is generally well tolerated in doses that do not exceed
the recommended daily intake. Chronic excessive dosing can lead fo toxicity

(see precautions).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorization of the medicinal
product is important. It allows continued monitoring of the benefitfrisk balance of
the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via:

1. The Egyptian Pham\amvwgﬂance Center (EPVC): vquuwu edaeqypt.gov.ex
2.MUPF
OVERDOSE

Symptoms

Acute fon with Vitamin Ds
(See Precautions).

Treatment
Treatment of acute or chronic intoxication mcludes wnhdrawa\ of the Vitamin Dy
and any calcium diet, of
oral IV fluids and, if needed, corticosteroids cr ca\clunc dlurencs suchas
furosemide and ethacrynic acid, to decrease serum calcium concentrations.
Peritoneal or hemodialysis with calcium free dialysate will help remove calcium.

If acute ingestion is recent, gastric lavage or emesis may minimize further
absorption. If the drug has already passed through the stomach, administration of
mineral oil may promote faecal elimination.

Hypercalcemia is usually reversible, however, if metastatic calcification has
occurred, severe renal or cardiac failure or even death may result.
PHARMACOLOGY

Vitamin D is a fat-soluble vitamin that helps regulate serum calcium and

by enhancing the efficiency of the small intestine to

may cause hypervif D

A specialist must be consulted in the treatment of Hypophosphatemla
enal O and C
CONTRAINDICATIONS

Davalindi 5000 |.U tablets should not be used in patients with:

« known hypersensitivity to Vitamin D or any of its analogues and derivatives

« hypercalcemia

+ malabsorption syndrome

+ abnormal sensitivity to the toxic effects of Vitamin D

+ hypervitaminosis D

PRECAUTIONS

Chronic or acute administration of excessive doses may lead to hypervitaminosis
D, manifested by hypercalcemia and its sequelae.

The therapeutic index of Vitamin D analogues is narrow and there is great
interindividual variation in the dose that will lead to chronic toxicity. Daily doses of
cholecalciferol ranging from 50 000 to 100 000 I.U (1.25 to 2.5 mg) in adults and
1000 I.U (25 pg) in children may result in hypervitaminosis. Other Vitamin D
analogues with shorter duration of action may have a lower propensity to
accumulate and to cause hypercalcemia.

absorb these minerals from the diet. The term Vitamin D collectively refers to a
group of structurally similar chemicals and their metabolites, which includes
alfacalcidol (1a-hydroxycholecalciferol), calcitriol (1 25- d\hydroxycho\ecalcwfeml)

i (Vitamin Ds), (DHT) an (Vitamin
D,). These agents have antirachitic properties.
In human beings there is no practical difference between the biologic activity of

i (vitamin Dy) and i (vitamin D,). One microgram (pg)
of either compound is equivalent to 40 I.U of vitamin D activity. Vitamin D is
essential for the absorption and utilization of calcium and phosphate and aids in
the mobilization of bone calcium and mair of serum calcium
In humans, cholecalciferol (vitamin Ds) is synthesized in the skin,
from7-dehydrocholesterol, on exposure to ultraviolet radiation. Cholecalciferol is
also present in fish, liver oils, Ergocalciferol (vitamin D) is produced by ultraviolet
irradiation of provitamin D sterol (ergosterol). Ergosterol is not synthesized in
humans but is consumed in the diet from yeasts and plants. Cholecalciferol and
ergocalciferol are hydroxylated in the liver by the enzyme vitamin D-25-

to form 25 and

Early symptoms of hypercalcemia may include weakness, fatigue,
headache, anorexia, dry mouth, metallic taste, nausea, vomiting, vertigo, tinnitus,
ataxia and hypotonia. Later and possibly more serious manifestation include

nal in adults, impaired growth in
children, anemia, metastatic calcification, pancreatitis, generalized vascular
calcification and seizures.
Periodic monitoring of serum calcium, phosphate, magnesium, and alkaline
phosphatase is recommended for patients taking Vitamin Ds. Serum calcium
should be maintained in the range of 2.25 -2.5 mmol/L and not allowed to exceed
2.75 mmollL.
Drug Interactions
Antacids (Magnesium-containing)
Hypomagnesemia may develop when these agents are used concurrently with
Vitamin D, particularly in patients with chronic renal failure
Anticonvulsants (Phenytoin. Phenobarbital
Decreased Vitamin D effects may occur when certain anticonvulsants are
administered, as they may induce hepatic microsomal enzymes and accelerate
the conversion of Vitamin D to inactive metabolites.
Cholestyramine, Colestipol, Mineral Oil

25- ively. These undergo further

hydroxylation in the kidneys by the enzyme vitamin D-hydroxylase to form the

active metabolites 1,25-dihydroxycholecalciferol (calcitriol) and

1,25-dihydroxyergocalciferol respecﬂvely These are the primary active

(Source: Gilman)

Dihydrotachysterol is pruduced by synthetic reducllon of ergocalciferol.

Patients with chronic renal disease cannot convert calcifediol to calcitriol.

Alfacalcidol (1a-hydroxyvitamin D), a synthetic analogue of calcitriol, is rapidly

converted in the liver to calc\mol bypassing the renal conversion step. Because
idiol, calcitriol and do not require renal hydroxylation,

they are useful in patients with renal failure.

PHARMACOKINETICS

Table 1: Pharmacokinetics

T% (hours) | Onsetofaction | Duration of action
Alfacalcidol 3 6 Up to 48 hours
Calcitriol 3-6 26 3-5 days
Dihydrotachysterol N/A Several Up to 9 weeks
19-48° 12-24" Up to 6 months®

Intestinal absorption of Vitamin D may be impaired. Patients on
colestipol should be advised to allow as much time as possible between the
ingestion of these drugs and Vitamin D.

Digoxin

Vitamin D should be used with caution in patients on digoxin as hypercalcemia
(which may result with Vitamin D use) may precipitate cardiac arrhythmias.
Thiazide diuretics

* Increase in serum calcium level

® Therapeutic effect may require 10-14 days

© Cumulative effect occurs with repeated dosing

Vitamin D analogues are readily absorbed from the small intestine if fat
absorpllon is nurma\ Bile is required for absorption. As described previously,
are converted to active metabolites through a

There is-an increased risk of if vitamin D is i with
thiazide diuretics and calcium: Plasma-calcium concentrations should be
monitored in patients receiving the drugs concurrently. (Source: Martindale)
Different Vitamin D analogues should not be administered concurrently.

Special Population

Pregnancy

Safety of doses in excess of 400 I.U (10 ug) of Vitamin D; daily during pregnancy
has not been established. Maternal hypercalcemia, possibly caused by excessive
Vitamin D intake during pregnancy, has been associated with hypercalcemia in
neonates, which may lead to supravalvular aortic stenosis syndrome, the
features of which may include retinopathy, mental or growth retardation,
strabismus and other effects.

Hypercalcemia during pregnancy may also lead to suppression of parathyroid
hormone release in the neonate, resulting in hypocalcemia, tetany and seizures.
Lactation

Vitamin D is deficient in maternal milk; therefore, breastfed infants may require
supplementation. Use of excessive amounts of Vitamin D in nursing mothers may
result in hypercalcemia in infants. Doses of Vitamin Ds in excess of 10 g daily
should not be administered daily to nursing women.

two-step hydroxy\ahon process, the first occurs in the liver and the second occurs
in the kidney.

Dihydrotachysterol and alfacalcidol are converted to their active metabolites in
the liver. The liver activates Dihydrotachysterol and alfacalcidol. Vitamin D is
eliminated renally and by biliary excretion.

DOSAGE FORMS, COMPOSITION AND PACKAGING

Each white to off white oval biconvex tablet, contains Vitamin Dy 5000 L.U.

N dicinal Lactose Colloidal silicon dioxide,
Sodium starch glycolate, Magnesium stearate. Available in boxes of 30 tablets in
HDPE plastic bottle covered with child safe poly propylene plastic cap lined with
aluminum induction seal + inner leaflet.

STORAGE CONDITIONS

Store at a temperature not exceeding 30°C , in a dry place and protect from light.
MARKETING AUTHORISATION HOLDER
Medical Union Pharmaceuuca\s
Abu-Sultan, Ismailia, Egy;

DATE OF REVISION OF THE TEXT
05/01/2020
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150225284011 SUMMARY OF PRODUCT CHARACTERISTICS

Davalindi
Chalecaicfera 10000 U taies

1. NAME OF THE MEDICINAL PRODUCT
Davalindi

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each one _tablet contains:

Cholecalciferol concentrate 100 mg (equivalent to 10,000 1U cholecalciferol (vitamin D,)

For the fullist of excipients, see section 6,

3. PHARMACEUTICAL FORM

Tablets.

Awhite to off white oval biconvex tablets,

4. CLINICAL PARTICULARS

4.4 Therapeutic indications

« Initial treatment of vitamin D deficiency (serum 25 (OH) D <25 nmol /1)

« Prevention of vitamin D deficiency in adults with identified risk.

« As an adjunct o specific treatment for osteoporosis in patients with vitamin D deficiency or
patients at risk of vitamin D deficiency.

Davalindi is indicated for use in adults

4.2 Posology and method of administration

The dose should be determined on an individual basis depending on the degree of vitamin D
supplementation required. The patient’ dietary habits should be carefully evaluated and the
artfcially added vitamin D content of certain foods should be taken into account. The dosage
should be individually determined by a physician.

ts

Initial treatment of vitamin D deficiency (serum levels <25 nmol /1 or <10 ng / m) (loading
056):100,000 1U at one time.

Overdose of vitamin D during pregnancy should be avoided because prolonged hypercalcaemia
canlead to physical and mental disabilties, supravalvular aortic stenosis and retinopathy in the child
Breastfeeding

Vitamin D metabolites are excreted in human milk. There are no side effects observed in infants.
Vitamin D, is allowed in case of vitamin D deficiency during breastfeeding at the recommended
doses. This should be taken into account when administering extra vitamin D to the child.
Eertiity

No data are available on the effect of cholecalciferol on fertity. However, normal endogenous
vitamin D levels are not expected to have negative effects on fertilty.

4.7 Effects on ability to drive and use machines

No studies on the influence on the abilty to drive and use machines have been performed.
Cholecalciferol has no known side effects that could affect the abilty to drive and use machines.
4.8 Undesirable effects

“The frequencies of the side effects are not known (cannot be estimated from the available data),
Immune system disorders:

Hypersensitivity reactions.

Metabolism and Nutrition Disorders:

Pruritus, rash and urticaria
Reporting suspected adverse reactions after authorization of the medicinal product is important. It

allows continued monitoring of the benefitrisk balance of the medicinal product. Healthcare
profesionas are asked o report any suspected sverse rocions via

- The Egyptiar r (EPVC) at
- MUP Pnarmmmguance depariment af pv@mUpeq com
4.9 Overdose

Overdose of the product can cause
Symptoms of hypercalcaemia: anorexia, thirst, nausea, vomiting, eonsnpahon abdorminal pain,
muscle weakness, fatigue, confusion, polydipsia, polyuria, bone pain, renal calcification,
hypercalciuria, kidney stones and in severe cases cardiac arrhythmias.

One month afer the loading dose, a 800-1,600 1U/ day or a

ute or of vitamin D can cause hypercalcaemia, which can be permanent and

weekly or monthly dose should be considered.
Preveriion o viamin D defciency in adus wilhdented risk 800-1,600 U / day ora
corresponding weekly or monthly dos

Fighe dosos should bo acjusted depending onth desred serum evels of 25 hydronycholecaliero
(25 (OH) D), the severity of the condifion and the patients response to the therapy.

Osteaporosis

800-1,000 U / day or a corresponding weekly or monthly dose (5,600 1U / week or 25,000 1U /

month)

In frail elderly patients with  high risk of falls and fractures, a daily dose of 2,000 1U of vitamin D
is considered. Patients should receive calcium supplements as the intake through food is not enough.
National dosage recommendations for the treatment of vitamin D deficiency can also be followed.
Pediatric patients

Davalindi 10,000 1U tablets should not be used in children and adolescents (less than 18 years of
age) due to alack of data on high dose treatment

Special patient groups

Hepatic impairment: No dose adjustment is necessary for patients with hepatic impairment,

Renal insufficiency: Davalindi should not be used in patients with severe renal insufficiency.
Method of administration

Davalindi can be taken with or without a meal with sufficient water.

4.3 Contraindications
- Hypersensitivity to the active substance or to any of the excipients listed in section 6.1

- Diseases and / or conditions associated with hypercalcaemia and / or hypercalcria.

- Galium neptroltisi,neptrocalcinois

- Hypervitaminosis D.

Svers ronal msuficency.

4.4 Special warnings and precautions for use

During vitamin D therapy, calcium and phosphorus intake is fundamental to success of treatment
Before starting treatment with vitamin D, the patient's dietary habits should be carefully evaluated
by the physician and the artficially added vitamin D content of certain foods should be taken into

Long-term treatment
Durig lang-tom reament serum calium lvelsand renal unctionshouid be mariored by
determination of the serum creatinine le\

potentially life-threatening. Persistently high calcium levels can cause irreversible renal failure:
and soft tissue calcification
‘Treatment of hypercalcaemia: Vitamin D (and calcium) treatment should be discontinued. At the
same time, the use of thiazide diuretics, lithium, vitamins D and A and cardiac glycosides should
also be discontinued. Gastric emptying is also necessary in patients with impaired
consciousness. Rehydration and mono- or combination therapy with loop diuretics,

calcitonin and be used depending on the severity of the
overdose. Serum electrolyte levels, renal function and diuresis should be monitored. In severe
cases, an ECG and central venous pressure measurement may be required.
5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Vitamin D and analogues, cholecalciferol

Vitamin D increases intestinal calcium absorption, renal calcium reabsorption and bone formation,
and decreases parathyroid hormone (PTH) levels. Vitamin D receptors are present in several
other tissues in addition to the skeleton and therefore vitamin D has a diverse effect on different
physiological processes. Regarding the effect at the cellular biological level, research data is
available regarding the autocrine / paracrine realization of growth and differentiation control on
hematopoietic and immune cells, skin, skeletal and smooth muscle cells, as well as on the cells of
the brain, liver and certain endocrine organs.

5.2 Pharmacokinetic properties

Absorption

Vitamin D from food is absorbed in the entire smallintestine, but especially in the distal small
intestine. Research with radiolabeled substances shows that the absorption effciency of vitamin
D in humans vary from 55% to 99% (average 78%). Bile acids are essential for intestinal
absorption of vitarin D.

Distribution

The vitamin D absorbed from the gut s incorporated into chylomicrons that enter the systenic
circulation through the Iymphatic system. Upon arrival in the tissues, vitamin D is released from
the chylomicrons by the action of lipoprotein lipase.

‘The transport of vitamin D from the skin to storage tissue or to the liver is provided by a specific
plasma protein, the so-called "vitamin D binding protein” (DBP). Transport of D3 from food to
storage depots ot he ver i ia chylomicrons, alihough there are indicaton that there s 2
transfer (0 DBP.

This monfoing s sspacialy mporant for emeny patients on concomitant cardiac glycosides or
diuretics (see section 4.5), and in case of hyperphosphataemia, as well as for patients with an
elevated risk of lithiasis. In case of hypercalcaemia or renal insufficiency, the dose should be
reduced or the treatment should be discontinued.

Renal insufficiency

Vitamin D may be given with caution to patients with impaired renal function. In this case,
monitoring of calcium and phosphate levels is necessary and the risk of soft tissue calcification
should be taken into account.

Impatets wi sevee renal nsufiiency,cholecalfera .. viamin D, isnot melaboized
normally an other forms of viamin D should

P

Vitamin D, should rothe ke fthre s pseudohypoparathyroidism (the need for vitamin D may
be less due to occasional abnormal sensitivity to vitamin D, with a risk of long-term overdose). In
such cases, more manageable vitamin D derivatives are available.

rcoi
Vitamin D, should be administered with caution to patients with sarcoidosis because of the risk of
increased conversion of vitamin D, to its active metabolite. Calcium levels in blood and urine
should be monitored regularly in these patients.
Tn case of concamitant use wit alner medicinalproducts containing vtamin . the contentof

Wi heurs of mgesﬂcn o synthesis in the skin, vitamin D is distributed to the liver or released
s vitamin D or ts metabolites to the storage tissues, especially skeletal muscle tissue and
adipose tissue.

‘The main sites for long-term vitamin D storage are adipose tissue, muscles, liver and other tissues.
Biotransformation

Vitamin D activation takes place in two steps. The first step occurs after vitamin D is released
from DBP o the liver, where vitamin D undergoes 25-hydroxylation to 25 (OH) D,

The product of the 25-hydroxylation step, 25 (OH) D,,is bound fo DBP and transported to the
Kidney. The second step is the 1-alpha hydroxylation of 25 (OH) D, which takes place mainly in
the kidneys. In addition to the kidneys, 1,25 (OH) 2D, is also produced autocrine in other organs,
such as bone cells and parathyroid cells. The placenta s one of the extrarenal sites where 1.25
(OH) 2D, is produced by the 1-alpha hydroxylase. After production, 1.25 (OH) 2D, bound to DBP
in the blood is transported to the target tissues.

‘The catabolism of 25 (OH) D, and 1.25 (OH) 2D, in the body occurs through inactivation by
24-hydroxylation, initally resuilting in 24.25 (OH) 2D, (which means the activation of 25 (OH) D, to
1,25 (OH) 2D,) and 1,24,25 (OH) 3D, (ie 1.24,25-trihydroxyvitamin D) are formed, which are
then converted to calcitroic acid,

There are two main pathways for degradation, the C23 lactone pathway and the C24 oxidation
pa\hway Viamin D metaboles i he body ae broken down by an oxidaio pathiay invoing

vitamin D in those products should be taken into account. The f
and detary supplements containing viamin D should be avoided

Mednes that it bane reserption reduce he amount of cacium extracted rom bone. To
prevent this and in addition to a treatment to improve bone development, it is necessary to take
Aarmin'® and ensure a suffcienty igh calcum eve,

Davalln contalnslctos. Patlnts wih oo herockery probiems of galclase ntlesrc, the
hould not take thi 1 product.

43 Inoraction with ather roducts and othor forms of Interaction
Concomiant uso wih cakum-containing product acminitored I high doses mey Increass the
risk of hypercalcaemi
Thiasids uretics raducethe excretion ofcacium i the urine. Regular contol of the serum
calcium level is necessary in case of concomitant use with thiazide diuretics or with high doses of
calcium-containing products because of the increased risk of hypercalcaemia
Systemic corticosteroids can accelerate the metabolism and elimination of vitamin D.
Concomitant use may require an increase in vitamin D dosage.
‘Concomitant treatment with ion exchange resins (such as cholestyramine or colestipol) or
laxatives (such as paraffin oil) can decrease vitamin D absorption
Oriistat may decrease the absorption of cholecalciferol because cholecalciferol i fat soluble.
Products containing magnesium (such as antacids) are not allowed during vitamin D treatment
because o e rik of ypormagressermia

of treatment with medicines containing digitalis or other cardiac glycosides, the
adminiration of lamin D ncrease the sk of digas Idcaton (antyihmial, St medica
supervision is necessary and, if necessary, monitoring of the ECG and calcium levels,
Anti-epileptics, such as phenobarbital, hydantoin and ot arihutes o primidone, can reduce
the effect of vitamin D through the activation of the microsomal enzyme system.
Taking calcitonin, gallium nitrate, pamidronate or plicamycin concomitantly with vitamin D may
counteract the effect of these drugs in the treatment of hypercalcaemia.
‘Co-administration of phosphorus-containing products in high doses may increase the risk of
hyperphosphataemia.
Rifampicin can accelerate the breakdown of vitamin D in the liver and lead to decreased serum
levels of calcidiol and osteomalacia.
Isoniazid may decrease the effectiveness of vitamin D by inhibiting the metabolic activation of
vitamin
The cytotoxic actinomycin and antifungals belonging to the imidazoles interfere with vitamin D
activity by inhibiting the conversion of 25-hydroxyvitamin D to 1,25-dihydroxyvitamin D by the
Kidney enzyme 25-hydroxyvitamin D-1-hydroxylase.
4.6 Fertility, pregnancy and lactation
Pregnancy
There are limited amount of data from the use of cholecalciferol in pregnant women. Vitamin D
deficiency is harmful to mother and child.

through the action of CYP24A1 (24-hydroxylase).
Elimination
After several steps, one of the end products of the C24 oxidation pathway, namely calcitroic acid,
is excreted mainly in the bile and thus in the faeces. Most (about 70%) of the metabolites of th
vitamin D breakdown pathways are excreted in the bile. Due to active reuptake in the kidneys,
urinary excretion of vitamin D metabolites is low.
Special patient groups
Hepatic insufficiency: In cholestatic liver disease the availabilty of bile salts in the intestine is
reduced. This can lead to malabsorption of fat-soluble vitamins such as vitamin
Renal insufficiency: In patients with severe renal insufficiency, the renal metabolism of
cholecalciferol is altered; in such cases, preference is given to vitamin D in smaller doses and on
‘a dally dosing schedule, with close monitoring of the calcium phosphate metabolism and kidney
functions.
Elderly: Elderly people often have an increased risk of vitamin D deficiency due to limited health
exposure to sunlight, decreased abiliy for vitamin D synthesis in the skin and decreased intake of
vitamin D through diet. A higher age in itselfis not accompanied by changes in the
pharmacokinetics of vitamin D.
Obesity: Obesity is associated with reduced bioavailabiliy of dietary vitamin D and
skin-synthesized vitamin D. This is probably due to the sequestration of vitamin D into a larger
‘amount of adipose tissue.
6. PHARMACEUTICAL PARTICULARS
61 Listof excilents
Lactose monohydrat
Colloidal Siicon D\oxlde  (rosi 200
Sodium Starch Glycol
Vagnesom Steardte

2 Incompatibilities
Not applicable.
6.3 Shelf life
2years.
6.4 Special precautions for storage
To be stored at a temperature not exceeding 25 °C in a dry place, protect from ligh.
6.5 Nature and contents of container
Carton box containing one high density polyethylene (HDPE) plastic bottle covered with child safe
polypropylene (PP) plastic cap lined with aluminum induction seal containing 30 tablets + inner
leaflet
6.6 Special precautions for disposal and other handling
No special requirements for disposal of this medicinal product
7. Applicant name & manufacturer:
Medical Union Pharmaceuticals- EGYPT
Approved date: 12/7/2021
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Davalindi 12

Cholecalciferol
200,000 IU/ml. Ampoule for I.M injection

1. NAME OF THE MEDICINAL PRODUCT
Davalindi
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each 1 ml contains:
cl (Vitamin D, crystalline) 5 mg
For the ful list of excipients, see section 6.1.
3. PHARMACEUTICAL FORM
Ampoule for IM injection.
Colorless to slightly yellow viscous solution
4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Prophylaxis and / or treatment of vitamin D deficiency.
4.2 Posology and method of adi i
1 ampoule contains 200,000 IU of vitamin D,.
Method of adminigiration:
IM route.
Prevention of vitamin D deficien
Itis generally accepted that prophylaxis for vitamin D deficiency should be:
o Systematic:
o in newborns and infants,
o in pregnant women (last trimester) and breastfeeding women at the end of winter and in
spring,
oin the elderly,
o possibly in children and adolescents if they are exposed to the Sun insufficiently
« Under the following conditions:
0 no sun exposure or strong skin pigmentation with:
- unbalanced diet (low in calcium, vegetarian, ...)
+ or extensive dermatological pathology,
- or granulomatous disease (tuberculosis, leprosy, ...)
o subjects on phenytoin,
o subjects receiving long-term corticosteroid therapy,
o digestive pathologies (intestinal malabsorption and cystic fibrosis),
o liver failure.
The dosages are as follows:
In infants receiving milk fortified with vitamin D.
1/2 ampoule (i.e. 100,000 U) every 6 months.
In infants who are breaslfed or not receiving vitamin D fortified milk and in young children

t0 200,000 1U)

System organ classes quency[ Side effects
General disorders and Frequent | Reaction at the injection site (pain, nodule,
administration site conditions panniculitis, granuloma, urticaria, infection,
erythema, prurius) *

Immune system disorders Very rare
and nutrition disorders |Very rare Hyperca\cemia -
Kidney and urinary tract disorders _|Very rare | Calcium lthiasis **

* Reactions of which the documentation remains limited, reported as being related to the
intramuscular use of Vitamin D.,, mainly during clinical trials.

** Very rarely and especially in the event of an overdose

Injection site reactions

Due in particular to the presence of medium chain triglycerides as an excipient and / or in
the event of incorrect IM adminisiration, reactions at the site of injection may occur.
Reporting of side effects

Reporting suspected adverse reactions after authorization of the medicinal product is
important. It allows continued monitoring of the benefitrisk balance of the medicinal
product. Healthcare professionals are asked to report any suspected adverse reactions via

« The Egyptian Pharmaceutical Vigilance Center (EPVC) at: p goveg
« MUP at: com
4.9 Overdose
Signs resulting from the of excessive doses of vitamin D orits
« Clinical signs associated with hypercalcemia:
o Headache, asthenia, anorexia, weight loss, depression, stunted growth,
o Nausea, vomiting, constipation,
o Polyuria, polydipsia, dehydration,
o Arterial hypertension,
o Calcium lithiasis, tissue calcifications, in particular renal and vascular,
o Renal failure,
o Heart rhythm disturbance,
o even coma
o Biological signs:
o Hypercalciuria,
o Hypercalcemia,
o Hyperphosphatemia,
o Low concentration of parathyroid hormone,
o High concentration of 25-hydroxyvitamin D.
What to do: stop the adminisiration of vitamin D, reduce calcium intake, increase diuresis,
abundant drinks
5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

up to 5 years:
1 ampoule (200,000 IU) every 6 months.
In adolescents: 1 ampoule (200,000 IU) every 6 months during the winter.
In pregnant women.
1/2 ampoule (i.e. 100,000 IU) in the 6 or 7" month of pregnancy, possibly repeated once at
the end of a month, when the last trimester of pregnancy begins in the winter period or in
the event of no sun exposure.
In the elderly: 1/2 ampoule (i.e. 100,000 IU) every 3 months.
In children or adults with digestive pathology:
1/2 to 1 ampoule (i.e. 100,000 to 200,000 IU) every 3 months.
In children or adults on anticonvulsant treatment:
1/2 to 1 ampoule (.. 100,000 to 200,000 IU) every 3 months.
In children or adults under other special conditions other than those described above:
1 ampoule (200,000 IU) every 6 months.
Treatment of vitamin D deficiency (rickets, osteomalacia, neonatal hypocalcemia)
1 ampoule (200,000 1U) possibly repeated once after 1 to 6 months
4.3 Contraindications
« Hypersensitivty to the active ingredient or to any of the excipients listed in section 6.1
of ia, calcium
4.4 Special warnings and precautions for use
« To avoid overdose, take into consideration the total vitamin D doses in case of
ion of several ing this vitamin
 Monitor calcium excretion and serum calcium and stop the intake of vitamin D if calcium
levels exceed 105 mg / ml (2.62 mmol / I) or the calcium exceeds 4 mg / kg / day in adults
or4-6mg/ kg / day in children.
o In case of high calcium intake, regular control of calciuria is essential
4.5 Interaction with other medicinal products and other forms of interaction
Combinations that requires ions for use
+ Enzyme-inducing anticonvulsants:
Decrease i vitamin D concentrations more marked than in the absence of an inducer
Determi of vitamin D and if .

+ Rifam|

Decrease in vitamin D concentrations is more marked than without treatment with rifampicin.
D ination of vitamin D i and if

Interactions to tak o account

+ Orlistat:

Decreased absorption of vitamin D

4.6 Fertility, pregnancy and lactation

There is no teratogenesis Study available in animals.

Clinically, a significant decline seems to exclude malformities or fetotoxic effect of vitamin D.
As a result, vitamin D can be prescribed during pregnancy if needed

If needed, vitamin D can be prescribed while breastfeeding.

4.7 Effects on ability to drive and use machines

Not applicable.

4.8 Undesirable effects

Adverse reactions that may occur with Vitamin D, in ampoule are ligted according to the
MedDRA system organ classification and listed below by frequency using the following
convention: very common (21/ 10), common (21 / 100 to <1/10), uncommon (21 /1,000 to
<1/100), rare (21/10,000 to <1/ 1,000), very rare ( <1/10,000), not known (cannot be
edtimated from the available data),

group: vitamin D,
The essential role of vitamin D is exerted on the intestine, of which it increases the capacity
to absorb calcium and phosphates, and on the skeleton, of which it favors the
mineralization (due to its direct actions on the bone formation and its indirect actions
involving the intestine, parathyroid and already mineralized bone).

5.2 Pharmacokinetic properties

Vitamin D is absorbed in the small intesltine passively, then reaches the general circulation
by lymphatic route, incorporated into chylomicrons

Adter absorption, it binds to a specific carrier protein and is transported to the liver where it
is converted into 25-hydroxyvitamin D. This in turn binds to the same carrier protein and is
transported to the kidneys where it is transformed into its active form, 1, 25 dinydroxy vitamin D
Its essential storage sites are adipose tissue, muscles, and also blood. Hydroxyvitamin D
bound to its carrier protein is the major circulating reserve form of vitamin D.

Its half-life in blood is 15-40 days

The elimination of vitamin D and its metabolites occurs via the faeces, in unprocessed form
or in water-soluble form (calcitroic acid, glycoconjugate derivatives)

5.3. Preclinical safety data

Not applicable.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

« di-alpha tocopherol

© Medium chain triglyceride

6.2 Incompatibilities

Because of the absence of a compatibility study, this medicinal product must not be mixed
with other medicinal products.

6.3 Shelf life

2 years

6.4 Special precautions for storage

Store at a temperature not exceeding 30°C.

6.5 Nature and contents of container

Carton box contains 1 or 2 or 3 amber colored ampoules (type 1) USP glass, each ampoule
contains 1 ml solution in a plastic tray with aluminum cover + insert leaflet

6.6 Special precautions for disposal and other handling

Ampoule opening procedure

Note that the opening of the ampoule must be done at the neck of the ampoule, using a
swab (or equivalent)

Tap on the top of the ampoule to lower the liquid down.

Hold the ampole by the body, with the left hand, the body being clenched between the
thumb and the folded index finger, the two fingers being positioned at the edge of the
ampoule (near the neck)

Grasp the tip of the ampoule with your right hand between your thumb and forefinger, bent
at the curve of the ampoule.

Apply effort with the right thumb (leverage) while resisting with the left index finger
(fulcrum). The two hands must not move apart (pull-out effect), nor move towards each
other, nor twist. The effect applied must be constant and must not be disproportionate to the
force required for the opening. There should be no acceleration in the exerted force.

7. and ization holder
Medical Union Pharmaceuticals (MUP)

Abu-Sultan, Ismailia, Egypt.
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Davalindi

1000 IU
Tablets

cholecalciferol (vitamin D3)

1 NAME OF THE MEDICINAL PRODUCT

Davalindi 1000 1U tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 10 mg cholecalciferol concentrate100, 000 1U /g
equivalent to (1000 IU) cholecalciferol (vitamin D3).

For the full ist of excipients, see section 6.1

3 PHARMACEUTICAL FORM

Tablets

White to off white round biconvex tablet.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Prevention and treatment of vitamin D deficiency in adults and

effects on fertiity.
regnancy

Davalindi should be used during pregnancy, only in the case of a vitamin D
deficiency. Davalindi is not recommended during pregnancy in patients
without a vitamin D deficiency as the daily intake should not exceed 600 U
vitamin D. Studies in animals have shown reproductive toxicity of high doses
of vitamin D (see section 5.3). There are no indications that vitamin D at
therapeutic doses is teratogenic in humans.

Bre in

Vitamin D can be used during breast-feeding. Vitamin D3 passes into breast
milk.

This should be considered when giving additional vitamin D to the child.

4.7 Effects on ability to drive and use machines

There are no data about the effect of this product on driving capacity. An
effect is, however, unlikely.

4.8 Undesirable effects

Adverse reactions frequencies are defined as: uncommon (21/1,000<1/100),
rare

(21/10,000<1/1,000) or not known (cannot be estimated from the available
data)

Immune system disorders

Vitamin D deficiency is defined as serum levels of 25-hydroxycolecalciferol
(25(0H)D) < 25 nmol.

In addition to specific ogteoporosis treatment of patients who are at risk of
vitamin D deficiency, preferably in combination with calcium.

4.2 Posology and method of administration

Posology

Recommended dose: One tablet per day.

Higher doses can be necessary in treatment of vitamin D deficiency, where
the dose should be adjusted dependent upon desirable serum levels of 25-
hydroxycholecalciferol (25(0H) D), the severity of the disease and the
patient’s response to treatment.

The daily dose should not exceed 4000 IU (four tablets per day).

Pediatric population

The safety and efficacy of Davalindi in children under 12 years have not
been established.

Dosage in hepatic impairment

No dose adjustment is required.

Dosage in renal impairment

Davalindi should not be used in patients with severe renal

Not known (cannot be estimated from the available data): Hypersensitivity
reactions such as angioedema or laryngeal oedema.
Wetabolsm and nuiiion msomers

Skm and subctaneous dlsorders
Rare: Pruritus, rash and urticaria

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal
product is important. It allows continued monitoring of the benefitfrisk
balance of the medicinal product.You can report any suspected adverse
reactions via contact The Egyptian pharmaceutical Vigilance center (EPVC)
Email: pv.followup@edaegypt.gov.eg

4.9 Overdose

Overdose can lead to hypervitaminosis D. An excess of vitamin D causes
abnormally high levels of calcium in the blood, which can eventually severely
damage the soft tissues, and kidneys. Tolerable Upper Intake Level for
vitamin D3 (colecalciferol) is set at 4000 1U (100 g) per day. Vitamin D3
should not be confused with its active metabolites

(see
section 4.3).

Method of administration

The tablets can be swallowed whole or crushed. The tablets can be taken
with food.

4.3 Contraindications

+ Diseases and/or conditions resulting in hypercalcaemia or hypercalciuria

« Nephrolithiasis

« Nephrocalcinosis

« Hypervitaminosis D

+ Hypersensitivity to the active substance or to any of the excipients

ligted in section 6.1

4.4 Special warnings and precautions for use

Davalindi should be prescribed with caution to patients suffering from
sarcoidosis due to risk of increased metabolism of vitamin D into s active
form. These patients should be monitored with regard to the calcium content
in serum and urine.

During long-term treatment, serum calcium levels should be followed and
renal function should be monitored through measurements of serum
creatinine. Monitoring is especially important in elderly patients on
concomitant treatment with cardiac glycosides or diuretics (see section 4.5)
and in patients with a high tendency to calculus formation. In case of
hypercalciuria (exceeding 300 mg (7.5 mmol) / 24 hours) or signs of
impaired renal function the dose should be reduced o the treatment
discontinued.

Davalindi should be used with caution in patients with impairment of renal
function and the effect on calcium and phosphate levels should be
monitored. The risk of soft tissue calcification should be taken into account.
In patients with severe renal insufficiency, vitamin D in the form of
cholecalciferol is not metabolized normally and other forms of vitamin D
should be used.

The content of vitamin D (1000 U) in Davalindi should be considered when
prescribing other medicinal products containing vitamin D. Additional doses
of vitamin D should be taken under close medical supervision. In such cases
it is necessary to monitor serum calcium levels and urinary calcium excretion
frequently.

Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency o glucose-galactose malabsorption should not take this
medicine.

4.5 Interaction with other medicinal products and other forms of
interaction

Thiazide diuretics reduce the urinary excretion of calcium. Due to the
increased risk of hypercalcaemia, serum calcium should be regularly
monitored during concomitant use of thiazide diuretics.

Concomitant use of phenytoin or barbiturates may reduce the effect of
vitamin D since the metabolism increases.

Excessive dosing of vitamin D can induce hypercalcaemia, which may
increase the risk of digitalis toxicity and serious arrhythmias due to the
additive inotropic effects. The electrocardiogram (ECG) and serum calcium
levels of patients should be closely monitored.

Glucocorticoid Steroids may increase vitamin D metabolism and elimination.
During concomitant use, it may be necessary to increase the dose of
Davalindi tablets.

Simultaneous treatment with ion exchange resins such as cholestyramine or
laxatives such as paraffin oil may reduce the gastrointestinal absorption of
vitamin D.

4.6 Fe
Fertilty

There are no data on the effect of Davalindi on fertility. However, normal
endogenous levels of vitamin D are not expected to have any adverse

y, pregnancy and lactation

may include anorexia, thirst, nausea, vomiting,
consllpatlon, abdominal pain, muscle weakness, fatigue, mental
disturbances, polydipsia, polyuria, bone pain, nephrocalcinosis, renal calculi
and in severe cases, cardiac arrhythmias. Extreme hypercalcaemia ma
result in coma and death. Persistently high calcium levels may lead to
irreversible renal damage and soft tissue calcification.

Treatment of hypercalcaemia: The treatment with vitamin D must be
discontinued. Treatment with thiazide diuretics, lithium, vitamin A, and

cardiac must also be and, according
lo severity, isolated or combined treatment wllh loop diuretics,
calcitonin and should

Serum electrolytes, renal function and diuresis must be monitored. In severe
cases, ECG and CVP should be followed!
5 PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Vitamin supplements
Vitamin D increases the intestinal absorption of calcium and phosphate.

of vitamin D3 of rickets in children
and in adults. It also the increase of
hormone (PTH) which is caused by calcium deficiency and which causes
increased bone resorption.
In addition to bone and intestinal mucosa many other tissues have vitamin D
receptors, to which the active hormonal form of vitamin D, (calcitriol) binds.
5.2 Pharmacokinetic properties
Vitamin D
Absorption
Vitamin D is easily absorbed in the small intestine
Distribution and metabolist
Cholecalferl and s metaboltes ciriats in the biood bound to a specific
globulin. Cholecalciferol is converted in the liver by hydroxylation to
25-hydroxycolecalciferol.
Itis then further converted in the kidneys to 1,25- dmydroxycc\ecalc\fercl
1,25- is the active
increasing calcium absorption. Viamin D, which is not melabollsed, is Stored
in adipose and muscle tissues.
Elimination
Vitamin D is excreted in faeces and urine.
6.1 List of excipients
Lactose Monohydrate
Colloidal Silicon Dioxide (Aerosil 200)
Sodium Starch Glycolate
Magnesium Stearate
6.2 Incompatibilities
Not applicable.
6.3 Shelf life
2 years
6.4 Special precautions for storage
Store in a dry place at a temperature not exceeding 30°C.
Keep in the original pack in order to protect from light and moisture.
6.5 Nature and contents of container
Carton box containing one (HDPE) plastic bottle with child safe (HDPE)
plastic cap lined with carton foam liner and aluminum induction seal
containing 100 tablets + ingtruction leaflet
6.6 Special precautions for disposal
No special requirements.
7 license Holder and Manufacturer
Medical Union Pharmaceuticals
Abu-Sultan, Ismailia, Egypt
Date of revision of the text

9/05/2022
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