Health Products Regulatory Authority
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

altavitaD3 400 IU soft capsules

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each capsule contains 400 |U colecalciferol (equivalent to 0.01 mg vitamin D3).

For thefulllistofexcipients,see section6.1.

3 PHARMACEUTICAL FORM

Soft capsule

Clear, oval-shaped, soft capsule. It contains a slightly yellow oily liquid. Each capsule has “0.4" printed in white ink. Capsule
dimensions are 10.5mm x 7mm.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Prophylaxis and treatment of Vitamin D deficiency in children and adolescents with an identified risk.
Prophylaxis of Vitamin D deficiency in adults, pregnant and breast-feeding women with an identified risk.

As an adjunct to specific therapy for osteoporosis in patients with Vitamin D deficiency or at risk of Vitamin D deficiency

4.2 Posology and method of administration

Posology

e Paediatricposology
- prevention ofdeficiency10-18years800 IU/day (2 capsules).

- Doses of up to 1200 1U/day (3 capsules) may be required to prevent deficiency in some children.
- treatment ofdeficiency 10-18years2000 IU/day (5 capsules) for 6 weeks,followed bymaintenancetherapyof 400-12001U/day
(1-3 capsules)

e Pregnancyand breastfeeding

- Prevention of deficiency 400 1U/day (1 capsule)
- Doses of up to 2000 1U/day (5 capsules) may be required to prevent deficiency in some women (see below).
- Even higher doses may be required during breast-feeding if women choose not to give the infant a vitamin D3 supplement.

e Adults

- prevention ofVitamin D deficiency800 IU/day (2 capsules).

Higher doses may be required in certain situations, see below.
- as anadjunct tospecifictherapyforosteoporosis:800 1U/day (2 capsules)

e Certainpopulationsareathigh riskof vitamin D3 deficiency, and may requirehigherdosesand monitoringof
serum25(0OH)D:

- Institutionalisedor hospitalisedindividuals

- Darkskinnedindividuals

- Individualswithlimitedeffective sun exposureduetoprotectiveclothingorconsistentuse ofsunscreens
- Obeseindividuals
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- Patientsbeingevaluatedforosteoporosis
- Use ofcertainconcomitantmedications(e.g.,anticonvulsantmedications,glucocorticoids)
- Patientswithmalabsorption,includinginflammatory boweldiseaseandcoeliacdisease
- Thoserecently treatedfor vitamin D3 deficiency, and requiringmaintenancetherapy.

Methodofadministration

Oral — The capsules should be swallowed whole with water.
Patientsshouldbe advisedtotakealtavitaD3preferablywith ameal.

4.3 Contraindications

e Hypersensitivity to the active substance(s) or to any of the excipients.

e Hypercalcaemia and/or hypercalciuria.

e Nepbhrolithiasis and/or nephrocalcinosis

e Serious renal impairment

e Hypervitaminosis D

e Pseudohypoparathyroidismas the vitamin D requirement may be reduced due to phases of normal vitamin D
sensitivity, involving the risk of prolonged overdose. Better-regulatable vitamin D derivatives are available for this.

4.4 Special warnings and precautions for use

Vitamin D3 shouldbeusedwithcautionin patientswithimpairmentofrenalfunctionand theeffectoncalciumand
phosphatelevelsshouldbe monitored.Theriskof softtissuecalcificationshouldbe taken intoaccount.

Cautionisrequiredin patientsreceivingtreatmentforcardiovasculardisease(seesection4.5
Interactionwithothermedicinalproductsandotherforms ofinteraction-cardiacglycosidesincludingdigitalis).

altavitaD3should beprescribedwithcautionin patientswithsarcoidosis, duetoapossibleincreaseinthe metabolismof Vitamin D3
initsactiveform.In these patientsthe serumand urinarycalciumlevelsshould be monitored.

Allowancesshould be made forthetotaldose of Vitamin D3 incasesassociatedwithtreatmentsalreadycontainingVitamin D3, foods
enrichedwithVitamin D3,casesusingmilkenrichedwithVitamin D3, and thepatient'slevelof sun exposure.

Thereis noclearevidenceforcausationbetweenVitamin D3 supplementation and renalstones,buttheriskisplausible,especiallyin
thecontextofconcomitantcalciumsupplementation.Theneedfor additionalcalciumsupplementationshould

beconsideredforindividual patients.Calciumsupplementsshouldbe givenunder closemedicalsupervision.

Oraladministration ofhigh-doseVitamin D3 (500,000 IU bysingleannualbolus)wasreported toresultin anincreasedriskof
fracturesin elderlysubjects,withthegreatestincreaseoccurringduringthefirst3 monthsafter dosing.
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4.5 Interaction with other medicinal products and other forms of interactions

Concomitantuseof anticonvulsants(suchasphenytoin) or barbiturates(andpossiblyother drugsthatinducehepaticenzymes)may
reduce theeffectofvitaminD3bymetabolicinactivation.

In cases oftreatmentwiththiazidediuretics,whichdecreaseurinaryelimination
ofcalcium,monitoringofserumcalciumconcentrationisrecommended.

Concomitantuseof glucocorticoidscan decreasetheeffectofVitamin D3.

In cases oftreatmentwithdrugscontainingdigitalisandothercardiacglycosides,theadministrationof Vitamin D3
mayincreasetheriskof digitalistoxicity(arrhythmia).
Strictmedicalsupervisionisneeded,togetherwithserumcalciumconcentrationandelectrocardiographicmonitoringifnecessary.

Simultaneoustreatmentwith ion exchangeresinsuchascholestyramine,colestipolhydrochloride,orlistatorlaxative such
asparaffinoilmayreducethe gastrointestinalabsorptionofVitamin D3.

Thecytotoxicagentactinomycin and imidazoleantifungalagentsinterferewithVitamin D3 activitybyinhibitingtheconversionof
25-hydroxyVitamin D3 to 1,25-dihydroxyVitamin D3 bythekidneyenzyme,25-hydroxyVitamin D3-1-hydroxylase.

4.6 Fertility, pregnancy and lactation

Pregnancy
Thereareno orlimitedamountofdatafromthe useof colecalciferolinpregnantwomen. Studiesin

animalshaveshownreproductivetoxicity(seesection5.3Preclinicalsafetydata). Therecommendeddailyintake forpregnantwomen is
4001U,however, in women who areconsideredto be vitamin D3 deficienta higherdosemaybe required(upto 20001U/day-10
drops withtheoraldropspresentation).

Duringpregnancywomen shouldfollowthe adviceoftheirmedicalpractitionerastheirrequirementsmayvarydependingon
theseverityof theirdiseaseand theirresponsetotreatmentVitamin D3 anditsmetabolitesareexcreted inbreastmilk.

Breast-feeding
Vitamin D3 canbe prescribedwhilethepatientis breast-feedingif necessary.Thissupplementationdoesnotreplacethe

administration ofVitamin D3 in theneonate.

Fertility
There is no data regarding treatment with vitamin D3 and its effects on fertility.

4.7 Effects on ability to drive and use machines
Thereareno dataontheeffectsofaltavitaD3 onthe abilityto drive.However,aneffecton thisabilityis unlikely.
4.8 Undesirable effects

Adversereactionsarelistedbelow, bysystemorganclassandfrequency.Frequenciesare
definedas:uncommon(>1/1,000,<1/100)orrare(>1/10,000,<1/1,000).
Metabolismandnutritiondisorders

Uncommon:Hypercalcaemiaandhypercalciuria

Skin andsubcutaneousdisorders:

Rare: pruritus,rash,andurticaria.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued

monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected
adverse reactions via HPRA Pharmacovigilance, Earlsfort Terrace, IRL - Dublin 2; Tel: +353 1 6764971; Fax: +353 1 6762517.
Website: www.hpra.ie; E-mail: medsafety@hpra.ie.

4.9 Overdose
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Symptoms of overdose
Ergocalciferol (vitamin D2) and colecalciferol (vitamin D3) have a relatively low therapeutic index. The threshold for vitamin D
intoxication is between 40,000 and 100,000 IU daily for 1 to 2 months in adults with normal parathyroid function. Infants and
small children may react sensitively to far lower concentrations. Therefore, it is warned against intake of vitamin D without
medical supervision.
Overdose leads to increased serum and urinary phosphorus levels, as well as hypercalcaemic syndrome and consequently
calcium deposits in the tissues and above all in the kidneys (nephrolithiasis, nephrocalcinosis) and the vessels.
Discontinue altavitaD3 when calcaemia exceeds 10.6 mg/dl (2.65 mmol/l) or if the calciuria exceeds 300 mg/24 hours in adults
or 4-6 mg/kg/day in children.
Chronic overdosage may lead to vascular and organ calcification, as a result of hypercalcaemia.
The symptoms of intoxication are little characteristic and manifest as nausea, vomiting, initially also diarrhoea, later
constipation, loss of appetite, weariness, headache, muscle pain, joint pain, muscle weakness, persistent sleepiness, azotaemia,
polydipsia and polyuria and, in the final stage, dehydration. Typical biochemical findings include hypercalcaemia, hypercalciuria,
as well as increased serum 25 hydroxy colecalciferol concentrations.

Treatment of overdose

Symptoms of chronic vitamin D overdosage may require forced diuresis as well as administration of glucocorticoids or
calcitonin.

Overdosage requires measures for treating the - often persisting and under certain circumstances life- threatening -
hypercalcaemia.

The first measure is to discontinue the vitamin D preparation; it takes several weeks to normalise hypercalcaemia caused by
vitamin D intoxication.

Depending on the degree of hypercalcaemia, measures include a diet that is low in calcium or free of calcium, abundant liquid
intake, increase of urinary excretion by means of the drug furosemide, as well as the administration of glucocorticoids and
calcitonin.

If kidney function is adequate, calcium levels can be reliably lowered by infusions of isotonic sodium chloride solution (3-6
liters in 24 hours) with addition of furosemide and, in some circumstances, also 15 mg/kg body weight/hour sodium edetate
accompanied by continuous calcium and ECG monitoring. In oligoanuria, in contrast, haemodialysis (calcium-free dialysate) is
necessary.

No special antidote exists.

It is recommended to point out the symptoms of potential overdose to patients under chronic therapy with higher doses of
vitamin D (nausea, vomiting, initially also diarrhoea, later constipation, anorexia, weariness, headache, muscle pain, joint pain,
muscle weakness, persistent sleepiness, azotaemia, polydipsia and polyuria).

5 PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Vitamin D andanalogues,colecalciferolATC Code:A11CCO5

In its biologicallyactive formVitamin D3 stimulates intestinalcalciumabsorption,incorporation of calciuminto the osteoid,and
release of calciumfrombone tissue.Inthe smallintestineitpromotesrapid and delayed calciumuptake. The passive andactive
transportof phosphate isalso stimulated. In thekidney, itinhibits the excretionof calciumand phosphate bypromotingtubular
resorption.Theproductionofparathyroidhormone (PTH) intheparathyroidsisinhibited directlybythebiologicallyactive formof
Vitamin D3. PTH secretion is inhibitedadditionallybytheincreased calciumuptake inthe smallintestine underthe influenceof
biologicallyactive Vitamin D3.

5.2 Pharmacokinetic properties

ThepharmacokineticsofVitamin D3 is wellknown.

Absorption

Vitamin D3 is wellabsorbedfromthe gastro-intestinaltractinthepresenceofbile,sothe administrationwiththemajormealofthe
daymightthereforefacilitatetheabsorptionof Vitamin D3.

Distributionandbiotransformation

Itis hydroxylatedinthelivertoform25-hydroxy-cholecalciferolandthen undergoesfurtherhydroxylationinthekidneyto formthe
activemetabolite 1,25-dihydroxy-cholecalciferol (calcitriol).

Elimination

Themetabolitescirculate inthe bloodboundto aspecific oa— globin,Vitamin D3andits metabolitesareexcretedmainlyin the
bileandfaeces.
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Characteristicsin SpecificGroupsofSubjectsorPatients
A57% lowermetabolicclearancerateisreportedinsubjectswithrenalimpairmentas comparedwiththatofhealthyvolunteers.
DecreasedabsorptionandincreasedeliminationofVitamin D3occursin subjectswithmalabsorption.
Obesesubjectsarelessableto maintainVitamin D3 levelswithsunexposure, and arelikelytorequirelargeroraldosesof Vitamin D3to
replacedeficits.

5.3 Preclinical safety data

Pre-clinicalstudiesconducted in variousanimalspecieshavedemonstratedthattoxiceffectsoccurin animalsatdoses
muchhigherthanthoserequiredfortherapeuticusein humans.

In toxicitystudiesatrepeateddoses,the effectsmostcommonlyreported wereincreasedcalciuriaand
decreasedphosphaturiaandproteinuria.

Hypercalcaemia hasbeenreportedin high doses. In a
stateofprolongedhypercalcaemia,histologicalalterations(calcification)weremorefrequentlybornebythe
kidneys,heart,aorta, testes,thymus and intestinalmucosa.

Colecalciferolhasbeenshown to beteratogenicathigh dosesinanimals.

Atdosesequivalentto those usedtherapeutically,colecalciferolhasnoteratogenicactivity.

Colecalciferolhas no potentialmutagenicor carcinogenicactivity.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients
all-rac-a-tocopherol (E307)
Medium chain triglycerides
Glycerol
Gelatine
Opacode® White imprinting ink
Shellac (E904)
Titanium dioxide (E171)
Simethicone
6.2 Incompatibilities
Not applicable.
6.3 Shelf life
30 months

6.4 Special precautions for storage

Do not store above 25°C.
Store in the original package in order to protect from light.

6.5 Nature and contents of container

28 capsules packed in PVDC/Aluminium foil blisters, inserted into a cardboard carton.
6.6 Special precautions for disposal

Anyunused productshouldbe disposed ofinaccordancewiththelocalrequirements.

7 MARKETING AUTHORISATION HOLDER

Consilient Health Limited

5th Floor, Beaux Lane House
Mercer Street Lower
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Dublin 2
Ireland
8 MARKETING AUTHORISATION NUMBER
PA1876/004/001
9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 2" September 2016
Date of last renewal: 30" June 2021

10 DATE OF REVISION OF THE TEXT

May 2022
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