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ATTACHMENT A

Based on Applicant’s present knowledge and belief, there are no patents which
claim the drug or the drug product or which claim a method of using the drug product and
with respect to which a claim of patent infringement could reasonably be asserted by
Applicant if a person not licensed under the patent engaged in the manufacture, use, or

sale of the drug product that is the subject of this New Drug Aplication Supplement.

Senior Counsel




PATENT INFORMATION FOR SUPPLEMENT TO NDA 18-044

1. Active Ingredient(s): Calcitriol

2. Strengths: 1 mcg/mL solution

3. Trade Name: ROCALTROL®

4. Dosage Form and Route of Administration: Solution, Oral -
5. Applicant (Firm) Name: Hoffmann-La Roche Inc.

6. NDA Supptement Number: 2| - 008

7. First Approval Date of original NDA: August 17, 1978 (capsw,ﬁs )
8. Exclustivity:

9, Patent Information: See Attachment A

CONFIDENTIAL INFORMATION

*Since the New Drug Application Supplement has not yet been approved, this submission
is considered as constituting trade secrets or commercial or financial information which is
privileged or confidential within the meaning of the Freedom of Information Act (5USC
552). It is requested that this submission not be published until the Supplement has been
approved.
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Pediatric Page Printout for JENA WEBER Page 1 of 1

PEDIATRIC PAGE

(Combplete for all original application and all efficacy supplements)

ND LA 18044 Trade Name: ROCALTROL
Number: E—
Supplement 25 Generic CALCITRIOL
Number: Name:
Supplement SEl Dosage Capsule: Oral
Type: ~—— Form:
treatment of secondary hyperparathyroidism in

Regulatory Proposed X : .

. PN . . patients with moderate to severe chronic renal
Action: = Indication: P

failure who are not yet undergoing dialysis

IS THERE PEDIATRIC CONTENT IN THIS SUBMISSION? YES

What are the INTENDED Pediatric Age Groups for this submission?
NeoNates (0-30 Days )_X Children (25 months-12 Years)
_X Infants (1-24 Months) _X Adolescents (13-16 Years)

Label Status ADEQUATE Labeling for SOME PEDIATRIC ages
Formulation Status NEW FORMULATION developed with this submission
Studies Needed No further STUDIES are needed

Study Status .
Are there any Pediatric Phase 4 Commitments in the Action Letter for the Original
Submission? NO

COMMENTS:
recommended approval

This Page was completed based on information from a PROJECT MANAGER/CONSUMER
SAFETY OFFICER, JENA WEBER

/S 1/fels

“ Date

Signature

http://cdsmiweb1/PediTrack/editdata_firm.cfm?ApN=18044&SN=25&ID=309 11/13/98




Pediatric Page Printout for JENA WEBER Page 1 of 1

PEDIATRIC PAGE
‘ (Complete for all original application and all efficacy supplements)
~ NDABLA . Trade  ROCALTROL
Number: Name: (CALCITROL)SOLUTION/CAPSULES
Supplement Generic CALCITROL
Number: Name:
Supplement Dosage Solution: Oral
Type: Form: '
treatment of secondary hyperpara thyroidism in
Regulatory Proposed . - X
A PN . .. patients with moderate to severe chronic renal
Action: Indication:

failure who are not yet undergoing dialysis.

IS THERE PEDIATRIC CONTENT IN THIS SUBMISSION? YES

What are the INTENDED Pediatric Age Groups for this submission?
NeoNates (0-30 Days )_X_Children (25 months-12 Years)
_X_Infants (1-24 Months) _X Adolescents (13-16 Years)

Label Status ADEQUATE Labeling for SOME PEDIATRIC ages

: Formulation Status NEW FORMULATION developed with this submission
Studies Needed No further STUDIES are needed
Study Status .

Are there any Pediatric Phase 4 Commitments in the Action Letter for the Original
Submission? NO

COMMENTS:

This Page was completed based on information from a PROJECT MANAGER/CONSUMER
SAFETY OFFICER, JENA}N§7ER

—— y-27¢
Signature - Date

http://cdsmlweb1/PediTrack/editdata_firm.cfm?ApN=21068&SN=0&ID=320 11/13/98




DEBARMENT CERTIFICATION

Hoffmann-La Roche Inc. hereby certifies that it did not and will not use in any
mpacity the services of any person debarred under 21 U.S.C. 306(a) and (b), in

connection with this application.

APPEARS THIS WAY
ON ORIGINAL




EXCLUSIVITY SUMMARY FOR NDA # Q,)~O(a{ SUPPL #

Trade Name \?O (A l ‘\‘(‘LU’Q Generic Name Cé/‘ C iTQ;O[

Applicant Name ‘QD (,\/\(‘ urp# S 1) DRALS&L\W:OU

—————
Approval Date If Known jo - NC'\//QE
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?
1. An exclusivity determination will be made for all original

applications, but only for certain supplements. Complete PARTS II
and III of this Exclusivity Summary only if you answer "yes" to one
or more of the following question about the submission.

a) Is it an original NDA?
YES// NO /_ /

b) Is it an effectiveness supplement?

YES /___/ NO /—T
If yes, what type? (SEl1, SE2, etc.)

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of biocavailability or
biocequivalence data, answer "no.")

YES /__// NO /__ /

If your answer is "no" because you believe the study is a
biocavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a bioavailability study,
including your reasons for disagreeing with any arguments made
by the applicant that the study was not simply a
bicavailability study.

If it is a supplement requiring the review of clinical data
but it is not an effectiveness supplement, describe the change
or claim that is supported by the clinical data:

Form OGD-011347 Revised 10/13/98
cc: Original NDA Division File HFD-93 Mary Ann Holovac




d) Did the applicant request exclusivity?

YES /. / NO //

If the answer to (d) is "yes," how many years of exclusivity
did the applicant request?

e) Has pediatric exclusivity been granted for this Active
Moiety?

~/C >
IJF YOU HAVE ANSWERED "NO" TO ALL OF THE AROVE QUESTIONS, GO{
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule, previously
been approved by FDA for the same use? (Rx to OTC switches should
be answered NO-please indicate as such)

YES /_ [/ NO ~/

If yeé)'NDA # . Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8.

3. 1Is this drug product or indication a DESI upgrade?

) YES /__ / NO [—/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug
product containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has
been previously approved, but this particular form of the active
moiety, e.g., this particular ester or salt (including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(such as a compléx, chelate, or clathrate) has not been approved.

Page 2




Answer "no" if the compound requires metabolic conversion (other
( than deesterification of an esterified form of the drug) to produce

an already approved active moiety.
YES / l// NO / __/

APPEARS THIS WAY
ON ORIGINAL

Page 3




If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

was | 3 -0HY Tfocal#ol CG}OSUJQS

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in
Part II, #1), has FDA previously approved an application under
section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-
before-approved active moiety and one previously approved active
moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is
considered not previously approved.)

N//o( YES /___/ No /—T

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDA’S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant." This
section should be completed only if the answer to PART II, Question
1 or 2 was "yes." -
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1. Does the application contain reports of clinical

investigations? (The Agency interprets "clinical investigations"
to mean investigations conducted on = humans other than
biocavailability studies.) If the application contains clinical

investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to

question 3(a). If the answer to 3(a) is “"yes" for any
investigation referred to in another application, do not complete
remainder of summary for that investigation. V//

YES /__ / NO /_.V /

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no clinical investigation is
necessary to support the supplement or application in light of
previously approved applications (i.e., information other than
clinical trials, such as bioavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505(b) (2) application
because of what is already known about a previously approved
product), or 2) there are published reports of studies (other than
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficienc to
support approval of the application, without reference to the
clinical investigation submitted in the application.

(a) In 1light of previously approved applications, is a
clinical investigation (either conducted by the applicant or
available from some other source, including the published
literature) necessary to support approval of the application

or supplement?
YES /___/ NO /__ /

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY TO
SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug product
and a statement that the publicly available data would not
independently support approval of the application?

YES /___/ NO /__/

Page 5




(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant’s
conclusion? If not applicable, answer NO.

YES /___/ NO /___/

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness of
this drug product?

YES /___/ NO /___/

If yes, explain:

‘-(c) If the answers to (b) (1) and (b) (2) were both "no,"
identify the clinical investigations submitted in the
application that are essential to the approval:

Studies comparing two products with the same ingredient (s) are
considered to be bioavailability studies for the purpose of this
section.

3. In addition to being essential, investigations must be "new" to
support exclusivity. The agency interprets ‘"new clinical
investigation” to mean an investigation that 1) has not been relied
on by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the
results of another investigation that was relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved
application.

Page 6




—

a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the agency
to-demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support
the safety of a previously approved drug, answer "no.")

Investigation #1 YES / _/ NO /__ /

Investigation #2 YES / __/ NO /__ /

If you have answered "yes" for one or more inveétigations,
identify each such investigation and the NDA in which each was
relied upon:

b) For each investigation identified as "essential to the
approval", does the investigation duplicate the results of
another investigation that was relied on by the agency to
support the effectiveness of a previously approved drug
product?

Investigation #1 YES / / NO / /

Investigation #2 YES / / NO / /

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
on:

c) If the answers to 3(a) and 3(b) are no, identify each "new"
investigation in the application or supplement that is
essential to the approval (i.e., the investigations listed in
#2(c), less any that are not "new"): !
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4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or sponsored by
the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the
investigation, 1) the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecessor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing 50
percent or more of the cost of the study.

a) For each investigation identified in response to question
3(c): if the investigation was carried out under an IND, was
the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !

IND # YES / / ! NO / / Explain:

Investigation #2 !

IND # " YES / [/ ! NOo/ / Explain:

(b) For each investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant’s predecessor in
interest provided substantial support for the study?

Investigation #1

YES / / Explain NO / / Explain

Investigation #2

YES / / Explain NO / / Explain

!
!
!
!
!
]
!
1
!
1
]
!
!
!
!
!
!
!
!
!
1
!
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(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should not
be "credited with having "conducted or sponsored” the study?
(Purchased studies may not be used as the basis for
exclusivity. However, if all rights to the drug are purchased
(not just studies on the drug), the applicant may be
considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES /__/ NO /__/

——

If yes, explain:

APPEARS THIS WAY
ON ORIGINAL

sj" t 3 s
Tiere BRI p/3/5 ¢

Date

7. W A :
/ o/ \ /
t

ignature of Office/ Da
%Vision Diredtor
cc: Original NDA Division File HFD-85 Mary Ann Holovac
APPEARS THIS WAY
ON ORIGINAL
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EXCLUSIVITY SUMMARY FOR NDa # [K—04 sopeL .S CAS

Trade Nr;nme EDC& !"L*.u L Generic Name (67}4 /C/ M/OL Cgf,b’u/
Applicant Name _ED QL\\L HFD # S / Q {
Approval Date If Known ZD—NL’V«??

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete PARTS II
and IITI of this Exclusivity Summary only if you answer "yes" to one
or more of the following question about the submission.

a) 1Is it an original NDA? p//
YES /__/ NO /_ ¥/
b) 1Is it an effectiveness supplement?
YES /_}// NO /__ /

If yes, what tychz, etc.)

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bioavailability or
bicequivalence data, answer "no.")

YES /_4" NOb /___/

If your answer is "no" because you believe the study is a
bioavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
including your reasons for disagreeing with any arguments made
by the applicant that the study was not simply a
bicavailability study.

If it is a supplement requiring the review of clinical data
but it is not an effectiveness supplement, describe the change
or claim that is supported by the clinical data:

Form OGD-011347 Revised 10/13/98
cc: Original NDA Division File HFD-93 Mary Ann Holovac




d) Did the applicant request exclusivity?
YES / / NO / .~/

If the answer to (d) is "yes," how many years of exclusivity
did the applicant request?

e) Has pediatric exclusivity been granted for this Active
Moiety?

e,

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient (s), dosage form,
strength, route of administration, and dosing schedule, previously
been approved by FDA for the same use? (Rx to OTC switches should
be answered NO-please indicate as such)

YES /___/ NO ///

If yes, NDA # . Drug Name
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8.
3. 1Is this drug product or indication a DESI upgrade?
YES /__/ NO /—7

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug
pProduct containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has
been previously approved, but this particular form of the active
moiety, e.g., this particular ester or salt (including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(such as a complex.. chelate, or clathrate) has not been approved.

Page 2




Answer "no" if the compound requires metabolic conversion (other
than deesterification of an esterified form of the drug) to produce

an already approved active moiety. ’///////
YES /~ / NO /__ /

APPEARS THIS WAY
ON ORIGINAL

Page 3




If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

voag |@-0Y Y Qoru\‘\f\vl- C‘A,‘ps\)\$

NDA#

NDA#

2. Combination product.

»

If the product contains more than one active moiety(as defined in _.

Part II, #1), has FDA previously approved an application under:
section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-
before-approved active moiety and one previously approved active
moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is
considered not previously approved.)

N/A YES /__ / NO /7

If "yes,™ iaentify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. 1IF "YES" GO TO PART III.

PART IIT THREE-YEAR EXCLUSIVITY FOR NDA’S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant." This
section should be completed only if the answer to PART II, Question
1 or 2 was "yes." D
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1. Does the application contain reports of clinical

investigations? (The Agency interprets "clinical investigations"
to mean investigations conducted on humans other than
biocavailability studies.) If the application contains clinical

investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to
question 3(a). If the answer to 3(a) is ‘"yes" for any
investigation referred to in another application, do not complete
remainder of summary for that investigation.

YES / v/7 NO /[
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no clinical investigation is
necessary to support the supplement or application in light of
previously approved applications (i.e., information other than
clinical trials, such as biocavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505 (b) (2) application
because of “what is already known about a previously approved
product), or 2) there are published reports of studies (other than
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to
support approval of the application, without reference to the
clinical investigation submitted in the application.

(a) In 1light of previously approved applications, is a
clinical investigation (either conducted by the applicant or
available from some other source, including the published
literature) necessary to support approval of the application

or supplement?
; YES /—/  NO /__/

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY TO
SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug product
a a statement that the publicly available data would not
independently support approval of the application?

YES / ___/ NO / V /

”
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(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant’s
conclusion? If not applicable, answer NO.

YES /___/ NO /_—~/

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness of
this drug product?

YES /__/ NO /_~T

If yes, explain:

~

(c) If the answers to (b) (1) and (b)(2) were both "no, "
identify the «clinical investigations submitted in the
application that are essential to the approval:

Studies cémparing two products with the same. ingredient(s) are
considered to be biocavailability studies for the purpose of this
section.

3. In addition to being essential, investigations must be "new" to
support exclusivity. The agency interprets ‘"new clinical
investigation" to mean an investigation that 1) has not been relied
on by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the
results of another investigation that was relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved
application.

Page 6




a) For each investigation identified as "essential to the
approval, " has the investigation been relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support
the safety of a previously approved drug, answer "no.")

Investigation #1 YES / / NO /,V<;

Investigation #2 YES / / NO / /

If you have answered "yes" for one or more investigations,
identify each such investigation and the NDA in which each was
relied upon:

b) For each investigation identified as "essential to the
approval', does the investigation duplicate the results of
another investigation that was relied on by the agency to
support the effectiveness of a previously approved drug
product?

Investigation #1 YES /  / NO / \/

Investigation #2 YES / / NO / /

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
on:

c) If the answers to 3(a) and 3(b) are no, identify each "new"
investigation in the application or supplement that is
essential to the approval (i.e., the investigations listed in
#2(c), less any that are not "new"):

Loy N—/39325
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4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or sponsored by
the applicant. Aan investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the
investigation, 1) the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecessor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing 50
percent or more of the cost of the study.

a) For each investigation identified in response to question
3(c): if the investigation was carried out under an IND, was
the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !

IND  _____ YES / /) ! NO /__/ Explain:
Eocle N~)39275 !
Investigation #2 !

1) !

IND # . YES / / ! NO / / Explain:

(b) For each investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant’s predecessor in
interest provided substantial support for the study?

Invesiigation #1

YES / / Explain NO / / Explain

Investigation #2

YES / / Explain NO / / Explain

]
]
]
]
]
!
]
!
!
!
!
!
!
1
!
!
!
!
!
!
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(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should not
be credited with having "conducted or sponsored" the study?
(Purchased studies may not be wused as the basis for
exclusivity. However, if all rights to the drug are purchased
(not just studies on the drug), the applicant may be
considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES / / NO /o /

If yes, explain:

/o/ el D 958

*§E§néiu . Date
Title: ;é//—f’/‘/l
SZgnature of Office/ Date
ivision Director
cc: Original NDA Division File HFD-85 Mary Ann Holovac
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MEMO TO THE FILE

DATE: 11/19/98

NDA: 18-044 (s/025)

=1

v i3 JAY

SUBJECT: 4-month safety update AL

The data submitted to support the safety and efficacy of Rocaltrol in this application were, aside
from one study, reports from published literature. Given that this product has been on the market
for over 10 years and the fact that there are no ongoing studies of Rocaltrol as a therapy for
patients with pre-dialysis chronic renal failure, I believe that the previous annual reports and the
data submitted with this NDA are sufficient to assess the safety of this drug. Therefore, I am
waiving the requirement for a 4-month safety update.

/S /1/7/7/

Eric Colman, MD

APPEARS THIS wAY

M Ao s e g
W gy




LebeR
SEP 14 198

NDA 18-044 S025BL Review Completed: September 14, 1998

Sponsor: Hoffmann-La Roche Inc, Nutley, NJ 07110-1199
Date Submitted: September 1, 1998
Date Received: September 3, 1998

DRUG: Rocaitrol; Calcitriol; Ro 21-5535; 1 ,25 dihydroxycholecalciferol, 1 ,25-dihydroxyvitamin D,
(5Z,7E)-9,10-seco-5,7,10(19)-cholestatriene-1 alpha, 3 beta, 25-triol. .

CATEGORY: Vitamin D metabolite

CLINICAL INDICATION: Supplement to cover Secondary Hyperparathyroidism in Patients with Chronic
Renal Failure.

PHARMACOLOGY COMMENTS: The sponsor has provided a response to the Division's fax of 7/24/98.
The sponsor had contacted me by telephone regarding some minor changes. This documents the
changes agreed upon during the phone conversation.

CONCLUSIONS: The proposed changes to the recommendations made to the label in the 7/24/98 fax
from this division are acceptable. NAI at this time.
. /»‘\_
- é‘./ A

g /c{/ % gRonald W. SteigerwaltFh.D.
Pharmacology team leader
cc: NDA Arch
HFD510
HFD510/Steigerwalt/Weber
Recommendation code: AP

APPEARS THIS WAY
ON ORIGINAL
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p/ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857
NDA 18-044/S-025

HOFFMANN - LA ROCHE INC. NOV 26 1997

340 Kingsland Street :

Nutley, New Jersey 07110-1199

Attention: Rudolph W. Lucek, Group Director, Drug Regulatory Affairs _ D v \,[X
. A\

Dear Mr. R. W. Lucek: 6 \%\‘\)

We acknowledge receipt of your supplemental application for the following: Q -

Name of Drug: ROCALTROL ( Caicitriol ) Capsules

NDA Number: 18-044

Supplement Number: S-025
Date of Supplement: November 18, 1997
Date of Receipt: November 20, 1997

Unless we find the application not acceptable for filing, this application will be filed under Section
505(b)(1) of the Act on January 19, 1998, in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation I

Attention: Document Control Room 14B-19

5600 Fishers Lane

Rockville, MD 20857

Sincerelv. -
> ==
7/
Enid Galliers ~
Chief, Project Management Staff

Division of Metabolic and Endocrine
Drug Products, HFD-510

Office of Drug Evaluation II

Center for Drug Evaluation and Research
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cc:
Original NDA 18-044/S-025
HFD-510/Div. Files
HFD-510/CSO/J.Weber

filename: C:\DATA\WPFILES\18044ACK.
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