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(‘ : DIVISION OF METABOLISM AND ENDOCRINE DRUG PRODUCTS - HFD-510

Review of Chemistry, Manufacturing. and Controls
NDA #: 20-862 DATE REVIEWED: May 27,1999 CHEMISTRY REVIEW #: 2

SUBMISSION TYPE DOCUMENT DATE CDER DATE
ORIGINAL 3/7/98 3/8/98 (See Chemistry Review #1)
Amendment 4/2/99 4/5/99
NAME & ADDRESS OF SPONSOR: Bone Care International, Inc.
One Science Court, Madison, WI 53711 (608) 236-2500
DRUG PRODUCT NAME:
Proprietary: Hectorol
“Nonproprietary: 1-alpha-hydroxyvitamin-D5, 1-alpha-hydroxyergocalciferol,
USAN name: Doxercalciferol
Code Name/#: BCI-101
Chem.Type/Therapeutic.Class: Type 1, NME/ Class S
PHARMACOL. CATEGORY/INDICATION: Treatment of secondary hyperparathyroidism in end
stage renal disease (ESRD)
DOSAGE FORM: Soft Gelatin Capsules
STRENGTHS: 2.5 microgram
ROUTE OF ADMINISTRATION: Oral
Rx/OTC: ' XRx __OTC
( CHEMICAL NAME, STRUCTURAL FORMULA,

MOLECULAR FORMULA, MOLECULAR WEIGHT:
(1¢,38,5Z,7E,22E)-9,10-Secoergosta-
5,7,10(19),22-tetraene-1,3-diol
CAS #: 54573-75-0, CogH4407, mol. wt. 412.66

REMARKS:
The drug substance is a pro-drug for the native active form of vitamin D5, 1a,25-dihydroxyvitamin Ds.
The due date has been extended to 6/9/99 because of major medical and statistical amendments. The 4/2/99

amendment contains responses to chemistry deficiencies and requests for information in a fax from Dr. Wu dated
3/24/99. The applicant has provided satisfactory responses to the majority of deficienci for
additional impurity testing.

. ere are no remaining chemi issues. The EER status is acceptable. Deficiencies in the
DME have also been corrected. [

CONCLUSIONS & RECOMMENDATIONS:
From a chemistry viewpoint the application is approvable.

Orig. - NDA # 20-862 o
cc: HFD-510/Division file/D-G.WuwM.Haber/R.Hedin
ONDC/].Gibbs/S.Koepke/ODEI Martin Haber, Ph.D.

( R/D Init by: Dr. D-G. Wu, Team Leader Chemist Review Chemist
e
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DIVISION OF METABOLISM AND ENDOCRINE DRUG PRODUCTS - HFD-510
Review of Chemistry. Manufacturing, and Controls
NDA #: 20-862 DATE REVIEWED: April 7,1999 CHEMISTRY REVIEW #: 1

SUBMISSION TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE
ORIGINAL 3/7/98 3/8/98 3/18/98
Amendment 10/8/98 10/9/98
Amendment 12/23/98 12/24/98
NAME & ADDRESS OF SPONSOR: Bone Care International, Inc.
: One Science Court, Madison, WI 53711 (608) 236-2500

DRUG PRODUCT NAME:

Proprietary: Hectorol

Nonproprietary: ‘ 1-alpha-hydroxyvitamin-D,, 1-alpha-hydroxyergocalciferol,

USAN name: Doxercalciferol

Code Name/#: BCI-101

Chem.Type/Therapeutic.Class: Type 1, NME/ Class S
PHARMACOL. CATEGORY/INDICATION: Treatment of secondary hyperparathyroidism in end

stage renal disease (ESRD)

DOSAGE FORM: Soft Gelatin Capsules
STRENGTHS: 2.5 microgram
ROUTE OF ADMINISTRATION: Oral
Rx/OTC: XRx_ OTC

CHEMICAL NAME, STRUCTURAL FORMULA,
MOLECULAR FORMULA, MOLECULAR WEIGHT:

(1,38,5Z,7E,22E)-9,10-Secoergosta-
5,7,10(19),22-tetraene-1,3-diol

CAS #: 54573-75-0, C2gH4402, mol. wt. 412.66

REMARKS:

The drug substance is a pro-drug for the native active form of vitamin D3, 1a,25-dihydroxyvitamin D>.
Normal Vitamin D hormone biosynthesis involves an initial hydroxylation of ergocalciferol (Vitamin D») or
cholecalciferol (Vitamin D3) at carbon 25 in the liver, followed by hydroxylation at the 1 carbon in the kidney.
In ESRD patients, the second step is deficient. The firm claims this drug is less toxic than corresponding vitamin
D3 analogs. The 10/8/98 amendment contains minor changes to drug substance batch records and the 12/23/98

amendment information on impurities. The due date has been extended to 6/9/99 because of major medical and
statisti
e status is acceptable. ||
. 0

“ From a chemistry viewpoint the application is approvable, pending a satisfactory response to deficiencies
delineated in the draft list of deficiencies.

Orig. NDA # 20-862 .
cc: HFD-510/Division file/J.Gibbs/S Koepke/D-G. WM Haber/R Hedin_ ... Il
ONDC/ODEII ¢ """ sMartin Haber, Ph.D,

R/D Init by: Dr. D-G. Wu, Team Leader Chemi LT Review Chemist
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