CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 020819

CHEMISTRY REVIEW




DEC 19 1997

DIVISION OF Metabolism and Endocrine DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA#; 20-819 CHEM.REVIEW #: 1 REVIEW DATE: 12-16-97

SUBMISSION TYPE  DOCUMENT DATE CDER DATE  ASSIGNED DATE

NDA (Original) 1-17-97 1-23-97 1-30-97

Amendment: 5-30-97 6-2-97 6-9-97

Amendment: 8-1-97 8-4-97 - 8-6-97

Amendment 8-15-97 8-18-97 8-20-97

Amendment 8-29-97 9-2-97 9-4-97 AT e
Amendment 9.3-.97 9-8-97 9-11-97 S
Amendment 10-1-97 10-6-97 10-8-97 ‘
Amendment 10-31-97 11-3-97 11-5-97

NAME & ADDRESS OF APPLICANT:

Abbott Laboratories

200 Abbott Park Road, D-389 AP30

Abbott Park, IL 60064-3537 pomT T

DR PRODU

Proprietary; CaPTHrol
Nonproprietary: Paricalcitol Injection
Formerly called: Paracalcin Injection

Code Name/#: None L
Chem. type/Ther. Class: 1 S Afﬁ“{if_'_,.;ﬁhux{
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PHARMA H
Prevention and treatment of renal osteodystrophy and secondary
hyperparathyroidism encountered with chronic renal failure.

DOSAGE FORM: Injectable solution in ampuls or vials
{ given as a bolus dose)
STRENGTHS: 5 mcg/ml (total volumes: 1 ml, 2 ml, and 5 ml in ampules or vials)

19- Nbr 1 alpha 25- dlhydroxy vitamin D:
{19-nor-1 alpha,3 beta,25-trihydroxy-9,10-secoergosta-5(2),7(E), 22(E)priené)}

USAN name: Paricaleitol

C27H440s Molecular weight: 416.65

T Ay




RELATED DOCUMENTS : None
CONSULTS: Microbiology (HFD-160)

REMARKS/COMMENTS :

The amendment, dated 5-30-97 provides a discussion of some of the
methodology for monitoring the Drug Product specifications. )
The amendment of 8-1-97 supplies: Information relative to the sterility of
paracalcin in ampules, changes in the original specifications for the drug
product in ampules, changes in the stability protocol for the drug product in
ampules, and information to support the additions of 1 ml, 2 ml, and 5 ml
glass vials including revised labelinga.

CONCLUSIONS & RECOMMENDATIONS:

From a chemistry point of view, this submission is approvable
pending satisfactory responses to the chemistry deficiencies in
the NDA and in the . for the drug substance as well as

an acceptable CGMP inswection. Issue an information request
letter - . :
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DIVISION OF Metabolism and Endocrine DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA#: 20-819 CHEM_REVIEW #: 2 REVIEW DATE: 3-24-98
SUBMISSION TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE
Amendment 1-23-98 1-26-98 1-30-98
Amendment 3-3-98 3-9-98 3-10-98
Amendment (stability) 3-3-98 3-9-98 3-9-98
Amendment 3-23-98 3-24~98

NAME & ADDRESS OF APPLICANT:
Abbott Laboratories

200 Abbott Park Road, D-389 AP30
Abbott Park, IL 60064-3537

DRUG PRODUCT NAME:

Proprietary: CapThrol™ Appramrome s
Nonproprietary: Paricalcitol Injection Ol
Code Name/#: None

Chem. type/Ther. Class: 15

PHARMACOL . CATEGORY/INDICATION:
Prevention and treatment of renal osteodystrophy and secondary
hyperparathyroidism encountered with chronic renal Ffailure.

DOSAGE FORM: Injectable solution in ampuls or vials

( given as a bolus dose)
STRENGTHS: 5 mcg/ml (total volumes: 1 ml, 2 ml, and 5 ml in ampules
or vials)

ROUTE OF ADMINISTRATION: TI.V. AFT e
(J‘d ‘\.“‘:L}::,.‘.
DISPENSED: X Rx orc

CHEMICAL NAMES, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOL.WT:
19~Nor-l-alpha,25-dihydroxy vitamin D,

[19-nor-1 alpha, 3 beta,25-trihydroxy-9, 10~secoergosta-5(2Z),7(E), 22(E)-
triene)] '

USAN name: Paricalcitol
Cy7Hq403 Molecular weight: 416.65 APnMn-w~”~-«'-gv
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Structure: See Chemistry Review # 1

RELATED DOCUMENTS : None

CONSULTS: Microbiology (HFD-160)
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* Samples (in vials) will be stored both inverted and upright.
Stability testing will be conducted on the first three marketed lots
in both upright and inverted storage positions.
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CONCLUSIONS & RECOMMENDATIONS :

Satisfactory CMC information has been provided, and the application is
approvable from a Chemistry point of view.
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REVIEW CHEMIST'S NOTE TO FILE
DATE: 4-15-98
FROM: 5. Markofsky
NDA: 20-819
SUBJECT: Name change from Capthrol to ZEMPLAR
Abbott requested a trade name change from Capthrol to
Zemplar for Paricalcitol Injection (NDA 20-819). In an
electronic message ( 4-14-98) from Ban Boring to S.
Markofsky, it was noted that the Labeling and Nomenclature

Committee found no reason to find the name ZEMPLAR
unacceptable. Thus Abbott may use the name ZEMPLAR for

Paricalcitecl Injection. . :

Sheldon Markofsky \\\

CcC:
Original NDA 20-819
HFD-510 (div. File)
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