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ERGOCALCIFEROL

Ergocalciferol can cause:
+ Impairment of renal function + Widespread calcification of the soft tissues,
with polyurio including the heart, blood vessels, renal

+ Nocturia (waking at night to  tubules, and lungs

urinate) + Bone demineralization (osteoporosis) in

+ Polydipsia (teeling of adults occurs concomitantly

extreme thirstiness) + Decline in the average rate of linear growth

+ Hypercalciuria (elevated and increased mineralization ot bones in

calcium in the urine) infants and children (dwarfism)

+ Reversible azotemia + Vague aches
+ Generalized vascular

(abnormally high levels of + Stittness

. - calcitication
nitrogen-containing + Weakness

. + Irreversible renal insufticienc
compounds in the blood) + Nausea 4

which may result in death

+ Hypertension + Constipation

+ Nephrocalcinosis + Mild acidosis  * Mento retardation

+ Weight loss

+ Anorexia + Anemia

SOURCES FROM BIONPHARMA INC. + NIH



https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=2a8d73d6-9991-401b-ab8b-81f22e5a0695
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=2a8d73d6-9991-401b-ab8b-81f22e5a0695

INGREDIENTS

According to the Bionpharma insert, these are the ingredients in each capsule:

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
ERGOCALCIFEROL (UNII: VS041H42XC) (ERGOCALCIFEROL - UNII:VS041H42XC) ERGOCALCIFEROL 1.25mg

Inactive Ingredients

Ingredient Name Strength
SOYBEAN OIL (UNII: 241ATL177A)
GELATIN (UNII: 2G86QN327L)
GLYCERIN (UNII: PDC6A3C00X)
WATER (UNII: 059QF0KOOR)
D&C YELLOW NO. 10 (UNII: 35SW5USQ3GQG)
FD&C BLUE NO. 1 (UNII: H3R47K3TBD)

However, the approved labeling does not include the inactive

ingredients: 7 Not listing the

BIONPHARMA *EACH SOFTGEL (SOFT GELATIN  Store at 25°C (77°F); excursions

= CAPSULE) CONTAINS: permitted to 15° to 30°C (59° to 86°F) additional
NDC 69452- -20 Vitamin D (Ergocalciferol) [See USP Controlled Room Temperature].

Vitam i n n 1,250 mcg equivalent to Protect from light and moisture. mg I‘ed ients Could

50,000 USP Units. Dispense in a tight, light-resistant

(Ergﬂcalciferol DIRECTIONS AND DOSAGE: ~ container as defined in the USP. be problematic for

See package insert CAUTION: KEEP OUT OF .
Capsules, USP) WARNING: DO NOT EXCEED ~ REACH OF CHILDREN. those trying to
RECOMMENDED DOSAGE.  For inquiries, call 1-888-235-2466 avoid certain

1 ,250 mcg* Manufactured for:

Bionph Inc. : .
50,000 USP Units 600 Alexander Road, ingredients

- Princeton, NJ 08540, .
Rx only 100 Softgels  usA eSPeCWH)’ due to
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INGREDIENTS

These are the ingredients listed on the SigmaPharm Laboratories, LLC insert:

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
ergocalciferol (UNII: VS041H42XC) (ergocalciferol - UNII:VS041H42XC) ergocalciferol 1.25 mg

Inactive Ingredients

Ingredient Name Strength
soybean oil (UNII: 241ATL177A)
gelatin (UNII: 2G86QN327L)
D&C Yellow No. 10 (UNII: 35SW5USQ3G)
FD&C Blue No. 1 (UNII: H3R47K3TBD)
Polysorbate 80 (UNII: 60ZP39ZG8H)
Benzyl Alcohol (UNII: LKG8494WBH)
Methylparaben (UNII: A2ISC7HIOT)
Butylparaben (UNII: 3QPI1U3FVRB)
Propylparaben (UNII: Z8IX2SC10H)
Sodium Lauryl Sulfate (UNII: 368GB51411J)

https://dailymed.nIm.nih.gov/dailymed /tda/fdaDrugXsl.ctm?setid=7c040a9d-c19t-4ca2-a095-41t8b60e03a76




HOW DOES IT WORK?

The in vivo synthesis of the major biologically active metabolites of vitamin D occurs in two
steps. The first hydroxylation of ergocalciferol takes place in the liver (to 25-hydroxyvitamin
D) and the second in the kidneys (to 1,25-dihydroxyvitamin D). Vitamin D metabolites
promote the active absorption of calcium and phosphorous by the small intestine, thus
elevating serum calcium and phosphate levels sufficiently to permit bone mineralization.
Vitamin D metabolites also mobilize calcium and phosphate from bone and probably increase
the reabsorption of calctum and perhaps also of phosphate by the renal tubules.

There 1s a time lag of 10 to 24 hours between the administration of vitamin D and the
initiation of its action in the body due to the necessity of synthesis of the active metabolites in

the liver and kidneys. Parathyroid hormone is responsible for the regulation of this metabolism
in the kidneys.

Vitamin D administration from fortified foods, dietary supplements, self-administered and
prescription drug sources should be evaluated. Therapeutic dosage should be readjusted as
soon as there 1s clinical improvement. Dosage levels must be individualized and great
care exercised to prevent serious toxic effects. IN VITAMIN D RESISTANT RICKETS
THE RANGE BETWEEN THERAPEUTIC AND TOXIC DOSES IS NARROW. When

high therapeutic doses are used progress should be followed with frequent blood calcium

determinations. CHy ,H
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RECOMMENDED DOSAGE

THE RANGE BETWEEN THERAPEUTIC AND TOXIC DOSES IS NARROW.
Vitamin D Resistant Rickets: 12,000 to 500,000 USP units daily.

Hypoparathyroidism: 50,000 to 200,000 USP units daily concomitantly with calcium lactate 4 g, six
times per day.

DOSAGE MUST BE INDIVIDUALIZED UNDER CLOSE MEDICAL SUPERVISION.

Calcium intake should be adequate. Blood calcium and phosphorous determinations must be made

every 2 weeks or more frequently if necessary. X-rays of the bones should be taken every month until
condition 1s corrected and stabilized.

In general, dose selection for an elderly patient should be cautious, usually starting at the low end of the dosing

range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or
other drug therapy.

According to the manutacturer, the range between
therapeutic and toxic doses is narrow.

Prior to accepting this product, speak with your healthcare
provider about the manutfacturer's recommendation of
blood, calcium, and phosphorous determinations as well as
x-rays of your bones. It you are elderly, follow the above

manutfacturer guidance on dosing.




OVERDOSE

Vitamin D administration from fortified foods, dietary supplements, self-administered and
prescription drug sources should be evaluated. Therapeutic dosage should be readjusted as
soon as there 1s clinical improvement. Dosage levels must be individualized and great

care exercised to prevent serious toxic effects. IN VITAMIN D RESISTANT RICKETS
THE RANGE BETWEEN THERAPEUTIC AND TOXIC DOSES IS NARROW. When

high therapeutic doses are used progress should be followed with frequent blood calcium
determinations.

The etfects of administered vitamin D can persist for two or more
months after cessation of treatment.

Hypervitaminosis D 1s characterized by:

1. Hypercalcemia with anorexia, nausea, weakness, weight loss, vague aches and stiffness, constipation,
mental retardation, anemia, and mild acidosis.

2. Impairment of renal function with polyuria, nocturia, polydipsia, hypercalciuria, reversible azotemia,
hypertension, nephrocalcinosis, generalized vascular calcification, or irreversible renal insufficiency which
may result in death.

. Widespread calcification of the soft tissues, including the heart, blood vessels, renal tubules, and lungs.
Bone demineralization (osteoporosis) in adults occurs concomitantly.

. Decline in the average rate of linear growth and increased mineralization of bones in infants and children
(dwarfism).

According to the manutacturer, dosage levels must be
individualized and great care exercised to prevent

serious toxic effects.




HYPERVITAMINOSIS D WITH HYPERCALCEMIA

The treatment of hypervitaminosis D with hypercalcemia consists in immediate
withdrawal of the vitamin, a low calcium diet, generous intake of fluids, along
with symptomatic and supportive treatment. Hypercalcemic crisis with
dehydration, stupor, coma, and azotemia requires more vigorous treatment. The
first step should be hydration of the patient. Intravenous saline may quickly and
significantly increase urinary calcium excretion. A loop diuretic (furosemide or
ethacrynic acid) may be given with the saline infusion to further increase renal
calcium excretion. Other reported therapeutic measures include dialysis or the
administration of citrates, sulfates, phosphates, corticosteroids, EDTA
(ethylenediaminetetraacetic acid), and mithramycin via appropriate regimens.
With appropriate therapy, recovery 1s the usual outcome when no permanent
damage has occurred. Deaths via renal or cardiovascular failure have been
reported.

The LD 59 in animals is unknown. The toxic oral dose of ergocalciferol in the
dog 1s 4 mg/kg.

National Library of Medicine

Hypervitaminosis D is a condition that occurs after taking very high doses of vitamin D.

https://medlineplus.gov/ency/article /001594 .htm




PREGNANCY + BREASTFEEDING

Animal reproduction studies have shown fetal abnormalities in several species associated with
hypervitaminosis D. These are similar to the supravalvular aortic stenosis syndrome described in
infants by Black in England (1963). This syndrome was characterized by supravalvular aortic
stenosis, elfin facies, and mental retardation. For the protection of the fetus, therefore, the use of
vitamin D in excess of the recommended dietary allowance during normal pregnancy should be
avolded unless, in the judgment of the physician, potential benefits in a specific, unique case outweigh

the significant hazards involved. The safety in excess of 400 USP units of vitamin D daily during
pregnancy has not been established.

Nursing Mothers

Caution should be exercised when ergocalciferol 1s administered to a nursing woman. In a mother given
large doses of vitamin D, 25-hydroxycholecalciferol appeared in the milk and caused hypercalcemia in her
child. Monitoring of the infant's serum calcium concentration is required in that case (Goldberg, 1972).

According to the manutacturer, the satety in
excess ot 400 USP units ot vitamin D daily during

pregnancy has not been established.

Carcinogenesis, Mutagenesis, Impairment of Fertility

No long-term animal studies have been performed to evaluate the drug's potential in these areas.




SOURCES OF VITAMIN D

m) National Institutes of Health https://ods.od.nih.gov/tactsheets/Vitamind-
Office of Dietary Supplements

HealthProfessional /

Few foods naturally contain vitamin D. The flesh of fatty fish (such as trout, salmon, tuna, and mackerel) and
fish liver oils are among the best sources [17,1]. An animal’s diet affects the amount of vitamin D in its
tissues. Beef liver, egg yolks, and cheese have small amounts of vitamin D, primarily in the form of vitamin D4
and its metabolite 25(0OH)D3. Mushrooms provide variable amounts of vitamin D, [17]. Some mushrooms
available on the market have been treated with UV light to increase their levels of vitamin D-. In addition, the
Food and Drug Administration (FDA) has approved UV-treated mushroom powder as a food additive for use
as a source of vitamin D, in food products [18]. Very limited evidence suggests no substantial differences in
the bioavailability of vitamin D from various foods [19].

Animal-based foods typically provide some vitamin D in the form of 25(0OH)D in addition to vitamin D3. The
impact of this form on vitamin D status is an emerging area of research. Studies show that 25(OH)D appears
to be approximately five times more potent than the parent vitamin for raising serum 25(0OH)D
concentrations [17,20,21]. One study found that when the 25(0H)D content of beef, pork, chicken, turkey, and
eggs is taken into account, the total amount of vitamin D in the food is 2 to 18 times higher than the amount
in the parent vitamin alone, depending on the food [20].

Sun exposure

Most people in the world meet at least some of their vitamin D needs through exposure to sunlight [1]. Type
B UV (UVB) radiation with a wavelength of approximately 290-320 nanometers penetrates uncovered skin
and converts cutaneous 7-dehydrocholesterol to previtamin D3, which in turn becomes vitamin D3. Season,
time of day, length of day, cloud cover, smog, skin melanin content, and sunscreen are among the factors
that affect UV radiation exposure and vitamin D synthesis. Older people and people with dark skin are less
able to produce vitamin D from sunlight [1]. UVB radiation does not penetrate glass, so exposure to sunshine
indoors through a window does not produce vitamin D [27].




