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Applicant: Hospira Product: Doxercalciferol Injection Submission: SDN2 (11/30/2016)

DISCIPLINE RECOMMENDATION: This application is approvable from a Pharmacology/Toxicology 
perspective. This memo contains discipline recommendations for labeling updates per PLLR.

Background: Hospira (the Applicant) seeks to market Doxercalciferol Injection for the treatment of 
secondary hyperparathyroidism in patients with chronic kidney disease on dialysis. The Applicant is 
relying on the previous finding of safety and effectiveness for the approved drug Hectorol 
(doxercalciferol) Injection marketed under NDA 021027 by Genzyme Corp (approved 6/2000).

Nonclinical assessment: The active pharmaceutical ingredient (API) and excipients are present  
to the approved Hectorol Injection product. 

According to the Quality Review Team’s review, 

“The proposed product has the same active ingredient and the same inactive ingredients 
 as Hectorol®. The excipients used in the formulation of 

Doxercalciferol Injection are Alcohol (Ethanol 96 %), USP; Polysorbate 20, NF; Butylated 
Hydroxytoluene, NF; Sodium chloride, USP; Sodium phosphate dibasic, heptahydrate, 
USP; Sodium phosphate monobasic, monohydrate, USP; Disodium edetate, USP and 
Water for Injection, USP. Excipients are the same as those used in the RLD. All the 
excipients are compendial (USP / NF).”

No CMC concerns were raised regarding the API during the review period. See the Quality Review 
Team’s review for further details regarding assessment of the API. Based on the presence of all 
excipients  in the listed drug (Hectorol), I have no nonclinical safety concerns for the 
levels of any excipient in this product.

Prior to NDA submission, the Applicant was informed by the Division in a letter (8/2016) that, “If any 
unqualified impurities or leachables / extractables from the container are identified in the final drug 
product, then additional nonclinical studies may be required. It is recommended that you provide 
information on any known or suspected leachables or extractables, when available. Additionally, if any 
impurities with structural alerts for genotoxicity (ICH M7) are identified in the final formulation, then 
additional nonclinical studies may also be required.” Compounds identified as extractables in 
Doxercalciferol Injection were not observed as leachables and do not represent a significant safety 
concern. No structural alerts for genetic toxicity were identified for any impurity. No leachables or 
impurities of toxicological concern were identified. 

Pregnancy and Lactation Labeling Rule recommendations: In the 8/2016 letter, the Division notified the 
Applicant that they must submit proposed prescribing information (PI) that conforms to the content and 
format regulations found at 21 CFR 201.56(a) and (d) and 201.57 including the Pregnancy and Lactation 
Labeling Rule (PLLR) (for applications submitted on or after June 30, 2015) with their NDA. Below is the 
recommended PLLR labeling from Pharmacology/ Toxicology for Doxercalciferol Injection:
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8.2 Lactation

[See DPMH review for clinical labeling recommendations.]

13 Nonclinical Toxicology

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

[The text in this section should remain identical to language currently used in approved labeling for the 
listed drug, Hectorol.]
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