
SKEDULERINGSTATUS  S4

1	 NAAM VAN DIE MEDISYNE
ZODORAY 0,25 µg kapsules
ZODORAY 0,5 µg kapsules
ZODORAY 1 µg kapsules

2	 KWALITATIEWE EN KWANTITATIEWE KOMPOSISIE
ZODORAY 0,25 µg kapsules: Elke kapsule bevat 0,25 µg alfakalsidol.
ZODORAY 0,5 µg kapsules: Elke kapsule bevat 0,50 µg alfakalsidol.
ZODORAY 1 µg kapsules: Elke kapsule bevat 1 µg alfakalsidol.

Hulpstof: Bevat 98,7 mg aragisolie (grondboontjie-olie). 
Bevat suiker: Sorbitol 10 mg.
Vir volledige lys hulpstowwe, sien afdeling 6.1.

3	 FARMASEUTIESE VORM
ZODORAY 0,25 µg kapsules: Rooi-bruin gekleurde, ovaalvormige sagte gelatienkapsules wat helder 
olierige vloeistof bevat.
ZODORAY 0,5 µg kapsules: Ligte pienk gekleurde, ovaalvormige sagte gelatienkapsules wat helder 
olierige vloeistof bevat.
ZODORAY 1 µg kapsules: Ligte geel gekleurde, ovaalvormige sagte gelatienkapsules wat helder olierige 
vloeistof bevat.

4	 KLINIESE BESONDERHEDE
4.1	 Terapeutiese indikasies 
a) Renale osteodistrofie
b) Hipoparatiroïedisme
c) Hiperparatiroïedisme (met beensiekte)
d) Hipofosfatemiese vitamiene D-weerstandige ragitis en osteomalasie
e) Pseudo-tekort (vitamiene D-afhanklike) ragitis
f) Voedings- en wanabsorptiewe ragitis en osteomalasie

4.2	 Posologie en metode van toediening
Posologie
Aanvangsdosis vir alle indikasies
Volwassenes: 			   1 µg daagliks 
Kinders met liggaamsgewig van 20 kg en bo: 	 1 µg daagliks
Kinders met liggaamsgewig onder 20 kg: 	 0,05 µg/kg daagliks
Bejaardes: 				    0,5 μg daagliks

Dit is belangrik om die dosis daarna aan te pas volgens die biochemiese reaksies en om hiperkalsemie 
te vermy. Die responsindekse sluit in vlakke van plasmakalsium, alkaliese fosfatase, paratiroïedhormoon, 
urinêre kalsiumuitskeiding asook radiografiese en histologiese ondersoeke. Die korrekte plasmavlakke 
moet aanvanklik met weeklikse tussenposes gemeet word. Die daaglikse dosis Alfakalsidol kan met 0,25 
– 0,5 μg verhoog word. Wanneer die dosis bepaal word, moet die plasmavlakke van kalsium, fosfor en 
kreatinien elke 2 – 4 weke geneem word.
Pasiënte met ‘n duidelike beensiekte kan ‘n hoër dosis verdra sonder om hiperkalsemie te ontwikkel. 
As die plasmakalsium nie vinnig styg by osteomalakiese pasiënte nie, beteken dit nie noodwendig dat 
‘n hoër dosis nodig is nie, aangesien kalsium deur verhoogde derm ingewande-kalsiumabsorpsie in die 
gedemineraliseerde been opgeneem kan word. Die meeste pasiënte reageer daagliks op dosisse tussen 1 
en 3 µg. Die dosisvereistes neem gewoonlik af by beenafwykings op ‘n tydstip wanneer daar biochemiese 
of radiografiese bewyse is van beengenesing en by hipoparatiroïedpasiënte nadat normale kalsiumvlakke 
in plasma bereik is. Onderhoudsdosisse is gewoonlik tussen 0,25 en 1 µg per dag.

Pediatriese populasie 
Vir neonatale hipokalsemie is die normale aanvangsdosis van 1α-OHD3 is 0,05 tot 0,1 µg/kg/dag. Die dosis 
word dan aangepas deur noukeurige titrasie. Terwyl geïoniseerde serumkalsium vlakke ‘n riglyn vir reaksie 
kan bied; is meting van plasmiese alkaliese fosfatase-aktiwiteit dalk meer nuttig. Die vlakke van alkaliese 
fosfatase in plasma kan aansienlik verhoog word by die pre-termyn baba met ‘n lae geboortegewig. 
Alhoewel die vlak van vyf keer die normale laboratoriumwaarde vir volwassenes in hierdie groep gebruiklik 
kan wees, dui alkaliese fosfatasevlakke bo 7,5 keer die volwasse reeks op ‘n aktiewe siekte. 

4.3	 Kontraindikasies
•	 Hipersensitiwiteit vir alfakalsidol of vir enige hulpstowwe daarvan.
•	 Hiperkalsemie of bewyse van vitamiene D-intoksikasie. 
•	 Swangerskap en laktasie.

4.4	 Spesiale waarskuwings en voorsorgmaatreëls vir gebruik
1α-OHD3 moet met sorg aan pasiënte met verswakte renale funksie gegee word. As hiperkalsemie 
veroorsaak word deur 1α-OHD3 kan dit vinnig reggestel word deur om die behandeling te staak. Gedurende 
die behandeling is gereelde plasmakalsiumbepalings noodsaaklik. Fasiliteite vir die monitering van 
gereelde gekorrigeerde plasmakalsium en ander toepaslike biochemiese parameters moet beskikbaar 
wees as 1α-OHD3 gebruik word.
Vroeë simptome sluit in poliurie, polidipsie, swakheid, hoofpyn, naarheid, hardlywigheid, droë mond, spier- 
en beenpyn, metaalagtige smaak. Indien hiperkalsemie voorkom, moet 1α-OHD3 gestaak word totdat die 
plasmakalsium weer normaal is (ongeveer een week) en dan weer hervat met die helfte van die laaste 
dosis wat gebruik is.
Die risiko van hiperkalsemie hang af van faktore soos die mate van mineralisasie-defek, nierfunksie en 
die dosis 1α-OHD3 wat gebruik word. Dus, hiperkalsemie is minder waarskynlik in osteomalasie en meer 
waarskynlik in nierversaking. Hiperkalsemie sal voorkom as daar biochemiese bewyse is van beengenesing 
(bv. ‘n terugkeer na normaal in die vlak van alkaliese fosfatase in plasma) en as die dosis van 1α-OHD3 
nie gepas verminder is nie. Langdurige hiperkalsemie moet vermy word, veral by chroniese nierversaking. 
Plasma-kalsiumvlakke moet weekliks tot maandeliks gemeet word, afhangende van die vordering van die 
pasiënt. Gereelde beramings is nodig in die vroeë stadiums van die behandeling en later as daar bewyse is 
van genesing van die been. Plasma-kalsiumvlakke moet ook gereeld geskat word tydens die aanvanklike 
behandeling van afwykings sonder beduidende betrokkenheid by die been, bv. hipoparatiroïedisme.
Hiperkalsemie in samewerking met hiperfosfatemie verhoog die risiko van metastatiese verkalkings. By 
siektes waar hiperfosfatemie kan voorkom, bv. verminderde nierfunksie, moet fosfaatbindende medisyne 
gebruik word.
Pasiënte wat barbiturate en ander antikonvulsante gelyktydig gebruik, mag groter dosisse 1α-OHD3 
benodig om die verlangde effek te lewer, aangesien hierdie stowwe die metaboliseerensiem van die lewer 
kan veroorsaak.
1α-OHD3 moet slegs tydens swangerskap en laktasie gebruik word as dit deur die dokter beskou word as 
noodsaaklik.

ZODORAY bevat aragisolie (grondboontjie-olie). Arachis-olie kan ernstige allergiese reaksies veroorsaak 
by pasiënte wat allergies is vir grondboontjies.
Pasiënte met seldsame oorerflike probleme met fruktose-onverdraagsaamheid moet nie ZODORAY neem 
nie.
ZODORAY bevat 1 mg alkohol (etanol) in elke dosis eenheid, wat ekwivalent is aan 1 % v/v. Die klein 
hoeveelheid alkohol in ZODORAY sal geen merkbare effekte hê nie.

4.5	 Interaksie met ander medisyne en ander vorms van interaksie 
Tiasieddiuretikum en kalsiumbevattende preparate: Gelyktydige gebruik van tiasieddiuretikum of 
kalsiumbevattende preparate kan die risiko van hiperkalsemie verhoog. Kalsiumvlakke moet gemonitor 
word.
Ander preparate wat vitamiene D bevat: Gelyktydige gebruik van ander vitamiene D-bevattende 
preparate kan die risiko van hiperkalsemie verhoog. Gebruik van verskeie vitamiene D-analoë moet vermy 
word.
Antikonvulsante: Antikonvulsante (bv. Barbiturate, fenitoïen, karbamasepien of primidoon) het 
ensieminduserende effekte wat lei tot ‘n verhoogde metabolisme van alfakalsidol. Pasiënte wat 
antikonvulsante gebruik, kan groter dosisse ZODORAY benodig.
Teensuurmiddels en lakseermiddels wat magnesium bevat: Die opname van magnesium-
teensuurmiddels kan deur ZODORAY verhoog word, wat die risiko van hipermagnesemie verhoog.
Preparate wat aluminium bevat: ZODORAY kan die serumkonsentrasie van aluminium verhoog. 
Pasiënte wat aluminiumbevattende preparate neem (bv. Aluminiumhidroksied, sukralfaat) moet op tekens 
van aluminiumverwante toksisiteite gemonitor word.
Galsuurbindmiddels: Gelyktydige orale toediening van galsuurbindmiddels soos cholestiramien kan die 
dermabsorpsie van ZODORAY benadeel. ZODORAY moet minstens 1 uur voor, of 4 tot 6 uur na die 
inname van die galsuuroplossing toegedien word om die potensiële risiko van interaksie te verminder.
Alfakalsidol moet met versigtigheid gebruik word vir: 
a) Pasiënte wat gelyktydig met digoksien as hiperkalsemie behandel word, kan by sulke pasiënte tot 
ritmestoornisse lei.
b) Pasiënte met nefrolitiase

4.6	 Vrugbaarheid, swangerskap en laktasie 
Swangerskap
ZODORAY moet nie tydens swangerskap gebruik word nie. ZODORAY moet nie tydens die eerste trimester 
van swangerskap gebruik word nie.
Hiperkalsemie kan aangebore afwykings veroorsaak.
Daar is geen voldoende data oor die gebruik van ZODORAY by swanger vrouens nie. Studies by diere het 
voortplantings toksisiteit getoon. Die potensiële risiko’s vir mense is onbekend.

Borsvoeding
Vrouens wat ZODORAY neem, moet nie hulle babas borsvoed nie.
ZODORAY word vermoedelik in borsmelk uitgeskei. Hiperkalsemie by die baba kan nie uitgesluit word nie. 
As gevolg van onvoldoende data, word borsvoeding afgeraai tydens behandeling met ZODORAY.

Vrugbaarheid
Daar is geen kliniese studies oor die effek van ZODORAY op vrugbaarheid nie. ‘n Pre-kliniese studie het 
nie ‘n effek op vrugbaarheid by rotte getoon nie.

4.7	 Effekte op die vermoë om te bestuur en masjiene te gebruik 
ZODORAY het geen of onbeduidende invloed op die vermoë om te bestuur en masjiene te gebruik nie.

4.8	 Ongewenste effekte 
a. Opsomming van die veiligheidsprofiel 
Die ongewenste effekte wat meestal gerapporteer word, is hiperkalsemie en verskillende velreaksies soos 
pruritus en uitslag, gastro-intestinale pyn/ongemak en hiperfosfatemie.

b. Getabelleerde opsomming van nadelige reaksies/Opsomming van nadelige reaksies in tabelvorm 
MedDRA-stelsel 
orgaanklas

Frekwensie Nadelige reaksies

Metabolisme en 
voedingsafwykings

Gereeld Hiperkalsemie, hiperfosfatemie

Psigiatriese afwykings Frekwensie 
onbekend

Verwarringstoestand

Senuweestelsel afwykings Minder gereeld Hoofpyn, duiseligheid
Gastro-intestinale 
afwykings

Gereeld Buikpyn en ongemak
Minder gereeld Diarree, braking, hardlywigheid, naarheid

Vel- en subkutane weefsel 
afwykings

Gereeld Pruritus, uitslag*
* Verskeie soorte uitslag, soos eritematiese uitslag, 
makulopapulêre pustulêre uitslag, is gerapporteer.

Frekwensie 
onbekend

Urtikaria

Spier- en 
bindweefselafwykings

Minder gereeld Mialgie

Renale- en urienafwykings Gereeld Hiperkalsurie
Minder gereeld Nefrolitiase/Nefrokalsinose
Frekwensie 
onbekend

Renale inkorting

Algemene afwykings en 
toedieningsplek kondisies

Minder gereeld Moegheid, astenie, malaise, kalsinose

Aanmelding van vermoedelike nadelige reaksies Dit is belangrik om newe-effekte wat vermoed word na 
die medisyne gemagtig is, te rapporteer. Dit laat die voortgesette monitering van die voordeel/risiko-balans 
van die medisyne toe. Gesondheidsverskaffers word gevra om enige vermoedens van newe-effekte aan te 
meld by SAHPRA deur die “6.04 Adverse Drug Reaction Reporting Form”, wat aanlyn gevind word onder 
SAHPRA se publikasies: https://www.sahpra.org.za/Publications/Index/8

4.9	 Oordosering 
Die aanvanklike tekens en simptome van vitamiene D-intoksikasie wat verband hou met hiperkalsemie, 
sluit in swakheid, moegheid, slaperigheid, hoofpyn, anoreksie, naarheid, braking, diarree en pruritus. As 
hiperkalsemie toegelaat word om aan te hou, kan die volgende ook ontwikkel: konjunktivitis, ‘n verkorte Q-T 
interval en kardiale ritmestoornisse, manifestasies van verswakte renalefunksie wat bestaan uit poliurie, 
polidipsie, nokturie, hipostenurie, dehidrasie en ligte proteïnurie. Agitasie, angstigheid, pyn in die ledemate, 
verlammende ileus, buikpyn en, selde, openbare psigose. Sommige ligte verhogings in AST en ALT is 
gerapporteer by ‘n klein persentasie pasiënte wat met ZODORAY behandel is.
Behandeling van hiperkalsemie en oordosering by hemodialise pasiënte:
Algemene behandeling van hiperkalsemie (groter as 0,25 mmol/l bo die boonste grens van normale 
omvang) bestaan uit onmiddellike staking van ZODORAY-terapie, instelling van ‘n lae kalsiumdieet en 
onttrekking van kalsiumaanvullings. 
Algemene ondersteunende maatreëls: Hou die pasiënt goed gehidreer deur IV-infusie van 0,9 % 
natriumchloried (gedwonge diurese), meet elektroliete, kalsium- en nierfunksie-indekse; evalueer 
elektrokardiografiese afwykings, veral by digoksienpasiënte.
Spesifieke behandeling: Glukokortikosteroïede, lusdiuretika, bisfosfonate, kalsitonien en uiteindelik 
hemodialise met lae kalsium dialise vloeistof. 
Die serumkalsiumvlakke moet daagliks bepaal word totdat normokalsemie voorkom.
Hiperkalsemie verdwyn gereeld binne twee tot sewe dae. Wanneer die serumkalsiumvlakke binne 
normale perke teruggekeer het, kan die behandeling weer ingestel word met ‘n dosis van 0,25 µg/dag 
minder as vorige behandeling. Serumkalsiumvlakke moet minstens twee keer per week verkry word 
na alle dosisveranderings en daaropvolgende dosis-titrasie. Aanhoudende of duidelike verhoogde 
serumkalsiumvlakke kan deur dialise teen ‘n kalsiumvrye dialisaat reggestel word.

5	 FARMAKOLOGIESE EIENDOMME
5.1	 Farmakodinamiese eienskappe
Farmakologiese klassifikasie: A 22.1.4 Vitamines: Ander
Farmakoterapeutiese groep: Vitamiene D en analoë. ATK kode: A11CC03

1α-hidroksivitamiene D3 (1α-OHD3) word in die lewer omgeskakel na 1,25-dihidroksivitamiene D3 
(1,25-(OH)2D3), die metaboliet waardeur vitamiene D vermoedelik die meeste effekte op kalsium- en 
fosformetabolisme uitdruk. Verminderde endogene produkise van 1,25-(OH)2D3 deur die niere is gevind 
dat dit bydra tot die minerale metabolisme versteuring in verskeie afwykings, insluitende renalebeensiekte, 
hipoparatiroïedisme en pseudo-tekort ragitis. Hierdie afwykings, “vitamiene D-bestand” genoem, omdat 
hulle gewoonlik hoë dosisse vitamiene D benodig om dit reg te stel, reageer op klein fisiologiese dosisse 
van 1α-OHD3.
Die vertraging in reaksie en die hoë dosis wat benodig word vir die behandeling van hierdie siektes met 
ouer-vitamiene D, maak die aanpassing van die dosis moeilik. Dit kan lei tot onvoorspelbare hiperkalsemie, 
wat weke of maande kan neem om om te keer. As daar per ongeluk hiperkalsemie voorkom, kan dit 
omgekeer word deur die staking van behandeling.

5.2	 Farmakokinetiese eienskappe 
In pasiënte met renale inkorting, het 1-5 mikrogram/dag van 1α-hidroksivitamiene D (1α-OHD3) intestinale 
kalsium- en fosforabsorpsie op ‘n dosisverwante manier verhoog. Hierdie effek is binne 3 dae na die 
aanvang van die middel waargeneem en inteendeel, is dit binne 3 dae na beëindiging daarvan omgekeer. 
By pasiënte met voedings-osteomalasie, is die toename in kalsiumabsorpsie binne 6 uur nadat 1 μg 
1α-OHD3 oraal toegedien is, opgemerk, en het gewoonlik op 24 uur ‘n hoogtepunt bereik. 1α-OHD3 het ook 
toenames in anorganiese fosfor in plasma veroorsaak as gevolg van verhoogde intestinale absorpsie en 
renalebuisherabsorpsie. Die laasgenoemde effek is die gevolg van PTH-onderdrukking deur 1α-OHD3. Die 
effek van die middel op kalsium was ongeveer dubbel die effek op fosforabsorpsie.
Pasiënte met chroniese renale inkorting het verhoogde kalsiumvlakke in die serum getoon binne 5 dae na 
ontvangs van 1α-OHD3 in ‘n dosis van 0,5 - 1,0 mikrogram/dag. Soos serumkalsium gestyg het, het PTH-
vlakke en alkaliese fosfatase afgeneem tot normaal

6	 FARMASEUTIESE BESONDERHEDE
6.1	 Lys van hulpstowwe 
Watervrye sitroensuur,
Al-rac-alfa-tokoferol (antioksidant), 
Propielgalaat (antioksidant), 
Watervrye etanol (1,0 % v/v), 
Verfynde aragisolie (grondboontjie-olie). 
Sagte gelatien kapsule dop: 
Gelatien, gliserol, 
Gedeeltelike dehidreerde sorbitolvloeistof (anidrisorb), 
Gesuiwerde water,
Medium-ketting trigliseried. 
Kapsule kleure: 
Vir 1 µg Kapsules: Titaandioksied (E171) en ysteroksied geel (E172). 
Vir 0,5 µg Kapsules: Titaandioksied (E171) en ysteroksied rooi (E172). 
Vir 0,25 µg Kapsules: Titaandioksied (E171), ysteroksied rooi (E172) en ysteroksied swart (E172). 
Waarskuwing(s): Bevat geraffineerde grondboontjie-olie, sorbitol en etanol (1,0 % v/v).

6.2	 Onverenigbaarhede
Nie van toepassing.

6.3	 Raklewe 
2 Jaar. Bêre by of onder 25 ° C.

6.4	 Spesiale voorsorgmaatreëls vir berging 
Hierdie medisyne vereis geen spesiale bergingsvoorwaardes nie.

6.5	 Aard en inhoud van die houer
Wit, ondeursigtige HDPE houer met wit ondeursigtige HDPE skroefsluiting en induksie seël.
Verpakkingsgroottes van 30’s, 50’s en 100’s.
Nie alle verpakkingsgroottes word moontlik bemark nie.

6.6	 Spesiale voorsorgmaatreëls vir wegdoening <en ander hantering> 
Geen spesiale vereistes nie.

7	 HOUER VAN DIE SERTIFIKAAT VAN REGISTRASIE 
Strides Pharma SA (Edms) Bpk 
106 16de Weg, 
Gebou 2,
Midrand, 1685

8	 REGISTRASIE NOMMER(S)
ZODORAY 0,25 µg: 	 53/22.1.4/0679
ZODORAY 0,5 µg: 	 53/22.1.4/0678
ZODORAY 1 µg: 	 53/22.1.4/0677

8	 DATUM VAN EERSTE MAGTIGING/HERNUWING VAN DIE MAGTIGING
02 Maart 2021

9	 DATUM VAN HERSIENING VAN DIE TEKS
02 Maart 2021

Tel: 010 594 5610. Email: PV@kahmagroup.co.za 

SCHEDULING STATUS  S4

1	 NAME OF THE MEDICINE
ZODORAY 0,25 µg capsules
ZODORAY 0,5 µg capsules
ZODORAY 1 µg capsules

2	 QUALITATIVE AND QUANTITATIVE COMPOSITION
ZODORAY 0,25 µg capsules: Each capsule contains 0,25 µg alfacalcidol.
ZODORAY 0,5 µg capsules: Each capsule contains 0,50 µg alfacalcidol.
ZODORAY 1 µg capsules: Each capsule contains 1 µg alfacalcidol.

Excipient: Contains 98,7 mg arachis oil (peanut oil). 
Contains sugar: Sorbitol 10 mg.
For full list of excipients, see section 6.1

3	 PHARMACEUTICAL FORM
ZODORAY 0,25 µg capsules: Reddish brown coloured, oval shaped soft gelatine capsules containing 
clear oily liquid.
ZODORAY 0,5 µg capsules: Light pink coloured, oval shaped soft gelatine capsules containing clear oily 
liquid.
ZODORAY 1 µg capsules: Pale yellow coloured, oval shaped soft gelatine capsules containing clear oily 
liquid.

4	 CLINICAL PARTICULARS
4.1	 Therapeutic indications 
a) Renal osteodystrophy
b) Hypoparathyroidism
c) Hyperparathyroidism (with bone disease)
d) Hypophosphataemic vitamin D resistant rickets and osteomalacia
e) Pseudo-deficiency (vitamin D-dependent) rickets
f) Nutritional and malabsorptive rickets and osteomalacia

4.2	 Posology and method of administration 
Posology
Initial dose for all indications
Adults: 				    1 µg daily 
Children 20 kg body weight and above: 		  1 µg daily
Children less than 20 kg body weight: 		  0,05 µg/kg daily
Elderly: 				    0,5 μg daily

It is important to adjust dosage thereafter according to the biochemical responses and to avoid 
hypercalcaemia. Indices of response include levels of plasma calcium, alkaline phosphatase, parathyroid 
hormone, urinary calcium excretion as well as radiographic and histological investigations. Correct plasma 
levels should initially be measured at weekly intervals. The daily dose of Alfacalcidol may be increased by 
increments of 0,25 – 0,5 μg. When the dose is established, plasma levels of calcium, phosphorous and 
creatinine should be taken every 2 - 4 weeks.
Patients with marked bone disease may tolerate a higher dose without developing hypercalcaemia. 
However, failure of the plasma calcium to rise promptly in osteomalacic patients does not necessarily 
mean that a higher dose is required, since calcium from increased intestinal calcium absorption may be 
incorporated into demineralised bone. Most patients respond to doses between 1 to 3 µg daily.
The dose requirements generally decrease in bone disorders at a time when there is biochemical or 
radiographic evidence of bone healing and in hypoparathyroid patients after normal plasma calcium levels 
have been attained. Maintenance doses are generally in the range of 0,25 to 1 µg daily.

Paediatric population 
For neonatal hypocalcaemia the normal starting dose of 1α-OHD3 is 0,05 to 0,1 µg/kg/day. Adjustment 
of the dose thereafter is by careful titration. Whilst ionised serum calcium levels may provide a guide to 
response; measurement of plasma alkaline phosphatase activity may be more useful. Levels of plasma 
alkaline phosphatase may be markedly raised in the pre-term low birthweight infant. Whilst level of 5 times 
the normal adult laboratory value may be usual in this group, alkaline phosphatase levels above 7,5 times 
the adult range indicate active disease. 

4.3	 Contraindications
•	 Hypersensitivity to alfacalcidol or to any of the excipients (see section 6.1)
•	 Hypercalcaemia or evidence of vitamin D intoxication. 
•	 Pregnancy and lactation.

4.4	 Special warnings and precautions for use 
1α-OHD3 should be given with care to patients with impaired renal function. If hypercalcaemia is induced 
by 1α-OHD3 it can be rapidly corrected by stopping treatment. Throughout treatment, regular plasma 
calcium determinations are essential. Facilities for monitoring regular corrected plasma calcium and other 
appropriate biochemical parameters should be available when 1α-OHD3 is used.
Early symptoms include polyuria, polydipsia, weakness, headache, nausea, constipation, dry mouth, 
muscle and bone pain, metallic taste. If hypercalcaemia occurs, 1α-OHD3 should be stopped until the 
plasma calcium returns to normal (about one week) and then restarted at half the last dose used.
The risk of hypercalcaemia depends on such factors as the degree of any mineralisation defect, renal 
function, and the dose of 1α-OHD3 that is used. Thus, hypercalcaemia is less likely in osteomalacia and 
more likely in renal failure. Hypercalcaemia will occur when there is biochemical evidence of bone healing 
(e.g. a return towards normal in the level of plasma alkaline phosphatase) and the dose of 1α-OHD3 is not 
reduced appropriately. Prolonged hypercalcaemia should be avoided, particularly in chronic renal failure. 
Plasma calcium levels should be measured at weekly to monthly intervals depending on the progress 
of the patient. Frequent estimations are necessary in the early stages of treatment and later when there 
is evidence of bone healing. Plasma calcium levels should also be estimated regularly during the initial 
treatment of disorders without significant bone involvement, e.g. hypoparathyroidism.
Hypercalcaemia in conjunction with hyperphosphataemia increases the risk of metastatic calcifications. 
In diseases where hyperphosphataemia may occur, e.g. reduced kidney function, phosphate binding 
medicines should be used.
Patients concurrently taking barbiturates and other anticonvulsant medicines may require larger doses of 
1α-OHD3 to produce the desired effect, as these substances may induce the hepatic metabolising enzymes.
1α-OHD3 should only be used during pregnancy and lactation if considered essential by the doctor. 

ZODORAY contains arachis oil (peanut oil). Arachis oil may cause a severe allergic reaction in patients 
that are allergic to peanuts.
Patients with rare hereditary problems of fructose intolerance should not take ZODORAY.
ZODORAY contains 1 mg of alcohol (ethanol) in each dosage unit which is equivalent to 1 % v/v. The small 
amount of alcohol in ZODORAY will not have any noticeable effects.

4.5	 Interaction with other medicines and other forms of interaction 
Thiazide diuretics and calcium containing preparations: Concurrent use of thiazide diuretics or calcium 
containing preparations may enhance the risk of hypercalcaemia. Calcium levels should be monitored.
Other vitamin D containing preparations: Concurrent use of other vitamin D containing preparations 
may enhance the risk of hypercalcaemia. Use of multiple vitamin D analogues should be avoided.
Anticonvulsants: Anticonvulsants (e.g. barbiturates, phenytoin, carbamazepine or primidone) have 
enzyme-inducing effects resulting in an increased metabolism of alfacalcidol. Patients taking anticonvulsants 
may require larger doses of ZODORAY.
Magnesium-containing antacids and laxatives: Absorption of magnesium-containing antacids may be 
enhanced by ZODORAY, increasing the risk of hypermagnesaemia.
Aluminium-containing preparations: ZODORAY may increase the serum concentration of aluminium. 
Patients taking aluminium-containing preparations (e.g. aluminium hydroxide, sucralfate) should be 
monitored for signs of aluminium related toxicities.
Bile acid sequestrants: Concomitant oral administration of bile acid sequestrants such as cholestyramine 
may impair the intestinal absorption of ZODORAY. ZODORAY should be administered at least 1 hour 
before, or 4 to 6 hours after the intake of the bile acid sequestrant in order to minimise the potential risk 
of interaction.
Alfacalcidol should be used with caution for: 
a) Patients concomitantly treated with digoxin as hypercalcaemia may lead to dysrhythmia in such patients.
b) Patients with nephrolithiasis

4.6	 Fertility, pregnancy and lactation 
Pregnancy
ZODORAY should not be used in pregnancy. ZODORAY should not be used in the first trimester of 
pregnancy.
Hypercalcaemia may produce congenital disorders.
There are no adequate data from the use of ZODORAY in pregnant women. Studies in animals have shown 
reproductive toxicity. The potential risks for humans are unknown.

Breastfeeding
Women using ZODORAY should not breastfeed their babies.
ZODORAY is suspected to be excreted into breast milk. Hypercalcaemia in the infant cannot be excluded. 
Because of inadequate data, breastfeeding is advised against during treatment with ZODORAY.

Fertility
There are no clinical studies on the effect of ZODORAY on fertility. A pre-clinical study did not show an 
effect on fertility in rats.

4.7	 Effects on ability to drive and use machines 
ZODORAY has no or negligible influence on the ability to drive or use machines.

4.8	 Undesirable effects 
a. Summary of the safety profile 
The most frequently reported undesirable effects are hypercalcaemia and various skin reactions such as 
pruritus and rash, gastrointestinal pain/discomfort and hyperphosphataemia.

b. Tabulated summary of adverse reactions 
MedDRA system organ class Frequency Adverse reactions
Metabolism and nutrition disorders Frequent Hypercalcaemia, 

hyperphosphataemia
Psychiatric disorders Frequency unknown Confusional state
Nervous system disorders Less frequent Headache, dizziness
Gastrointestinal disorders Frequent Abdominal pain and discomfort

Less frequent Diarrhoea, vomiting, constipation, 
nausea

Skin and subcutaneous tissue 
disorders

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

Frequency unknown Urticaria
Musculoskeletal and connective 
tissue disorders

Less frequent Myalgia

Renal and urinary disorders Frequent Hypercalciuria
Less frequent Nephrolithiasis/Nephrocalcinosis
Frequency unknown Renal impairment

General disorders and 
administration site conditions

Less frequent Fatigue, asthenia, malaise, calcinosis

Reporting of suspected adverse reactions 
Reporting suspected adverse reactions after authorisation of the medicine is important. It allows continued 
monitoring of the benefit/risk balance of the medicine. Healthcare providers are asked to report any 
suspected adverse reactions to SAHPRA via the “6.04 Adverse Drug Reactions Reporting Form”, found 
online under SAHPRA’s publications: https://www.sahpra.org.za/Publications/Index/8

4.9	 Overdose 
The initial signs and symptoms of vitamin D intoxication associated with hypercalcaemia include weakness, 
fatigue, somnolence, headache, anorexia, nausea, vomiting, diarrhoea, and pruritus. If hypercalcaemia 
is allowed to persist, the following may also develop: conjunctivitis, a shortened Q-T interval and cardiac 
dysrhythmias, manifestations of impaired renal function consisting of polyuria, polydipsia, nocturia, 
hyposthenuria, dehydration and mild proteinuria. Agitation, apprehension, pain in the extremities, paralytic 
ileus, abdominal pain and, rarely, overt psychosis. Some mild elevations in AST and ALT have been 
reported in a small percentage of patients treated with ZODORAY.
Treatment of hypercalcaemia and overdosage in patients on haemodialysis:
General treatment of hypercalcaemia (greater than 0,25 mmol/l above the upper limit of the normal range) 
consists of immediate discontinuation of ZODORAY therapy, institution of a low calcium diet and withdrawal 
of calcium supplements. 
General supportive measures: Keep the patient well hydrated by IV infusion of 0,9 % sodium chloride 
(forced diuresis), measure electrolytes, calcium and renal function indices; assess electrocardiographic 
abnormalities, especially in patients on digoxin.
Specific treatment: Glucocorticosteroids, loop diuretics, bisphosphonates, calcitonin and eventually 
haemodialysis with low calcium content dialysis fluid.
Serum calcium levels should be determined daily until normocalcaemia ensues.
Hypercalcaemia frequently resolves in two to seven days. When serum calcium levels have returned to 
within normal limits, therapy may be reinstituted at a dose of 0,25 µg/day less than prior therapy. Serum 
calcium levels should be obtained at least twice weekly after all dosage changes and subsequent dosage 
titration. Persistent or markedly elevated serum calcium levels may be corrected by dialysis against a 
calcium-free dialysate.

5	 PHARMACOLOGICAL PROPERTIES 
5.1	 Pharmacodynamic properties 
Pharmacological classification: A 22.1.4 Vitamins: Other
Pharmacotherapeutic group: Vitamin D and analogues. ATC code: A11CC03

1α-hydroxyvitamin D3 (1α-OHD3) is converted in the liver to 1,25-dihydroxyvitamin D3 (1,25-(OH)2D3), the 
metabolite through which vitamin D is considered to express most of its effects on calcium and phosphorus 
metabolism. Impaired endogenous production of 1,25-(OH)2D3 by the kidney appears to contribute 
to the disturbance in mineral metabolism found in several disorders including renal bone disease, 
hypoparathyroidism and pseudo-deficiency rickets. These disorders, termed "vitamin D resistant" since 
they usually require high doses of vitamin D for their correction, respond to small physiological doses of 
1α-OHD3 
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. Should inadvertent hypercalcaemia occur it can be reversed by stopping treatment.

5.2	 Pharmacokinetic properties 
In patients with renal failure, 1-5 microgram/day of 1α-hydroxyvitamin D (1α-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 μg 1α-OHD3 orally and usually peaked at 24 hours. 1α-OHD3 also produced increases in plasma 
inorganic phosphorus due to increased intestinal absorption and renal tubular re-absorption. This latter 
effect is a result of PTH suppression by 1α-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 calcium levels within 5 days of receiving 
1α-OHD3 in a dose of 0,5-1,0 microgram/day. As serum calcium rose, PTH levels and alkaline phosphatase 
decreased toward normal.

6	 PHARMACEUTICAL PARTICULARS 
6.1	 List of excipients 
Anhydrous citric acid,
All-rac-alpha-tocopherol (antioxidant), 
Propyl gallate (antioxidant), 
Anhydrous ethanol (1,0 % v/v), 
Refined arachis oil (peanut oil). 
Soft gelatine capsule shell: 
Gelatine, glycerol, 
Partially dehydrated sorbitol liquid (anidrisorb), 
Purified water, 
Medium chain triglyceride. 
Capsule colours: 
For 1 µg Capsules: Titanium dioxide (E171) and ferric oxide yellow (E172). 
For 0,5 µg Capsules: Titanium dioxide (E171) and ferric oxide red (E172). 
For 0,25 µg Capsules: Titanium dioxide (E171), ferric oxide red (E172) and ferric oxide black (E172). 
Warning(s): Contains refined peanut oil, sorbitol and ethanol (1,0 % v/v).

6.2	 Incompatibilities 
Not applicable

6.3	 Shelf life 
2 years. Store at or below 25 °C.

6.4	 Special precautions for storage 
This medicine does not require any special storage conditions.

6.5	 Nature and contents of container 
White, opaque HDPE container with white opaque HDPE screw closure and induction sealing.
Pack sizes of 30’s, 50’s and 100’s.
Not all pack sizes may be marketed.

6.6	 Special precautions for disposal <and other handling> 
No special requirements.

7	 HOLDER OF CERTIFICATE OF REGISTRATION 
Strides Pharma SA (Pty) Ltd.
106 16th Road,
Building 2, Midrand
1685

8	 REGISTRATION NUMBER(S)
ZODORAY 0,25 µg: 	 53/22.1.4/0679
ZODORAY 0,5 µg: 	 53/22.1.4/0678
ZODORAY 1 µg: 	 53/22.1.4/0677
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