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PATENT INFORMATION SUBMITTED WITH THE NDA NUMBER
“FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 22-058
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Valera Pharmaceuticals, Inc.
Composition) and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)
Supprelin LA

ACTIVE INGREDIENT(S) ’ : | STRENGTH(S)
Histrelin acetate 50 mg
DOSAGE FORM

Subcutaneous Implant

This patent declaration form is required to be submitted fo the Food and Drug Administration (FDA) with an NDA apptication, §:
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR -314.53(c)(2)(ii) with all of the required information based on' the .approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one
that does not require a “Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list .patent information if you “file an incomplete patent decfaration or the patent declaration indicates the
patentis not eligible for listing. :

- each patent submitted for the pending NDA, amendment, or suppiement referenced above, you must submit all the
‘mation described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above seaction and sections 5 and 6.
a. United States Patent Number i

— b. iséﬁé If)'é‘te dfP'ate'ﬁt” B c Expfréiion bété dfPéter{f '

5,266,325 11/30/1993 11/30/2010
d. Name of Patent Owner Address (of Patent Owner)
Hydro Med Sciences 8 Clarke Drive
Now
Valera Pharmaceuticals, Inc. City/State
{ Cranbury, NJ
ZiP Code FAX Nurmber (¥ avaiiabie]
08512 . (609} 409-0165
Telephone Number E-Mail Address (if avgi[fable)
(609) 409-9010 wgray@valerapharma.com

e. Name of agent or representative who resides or maintains ~ Address {of agent or representative named in 1.e.)
4 place of business within the United States authorized to
receive notice of patent certification under section
505(b)(3) and (j)(2)(B) of the Federal Food, Drug, and -
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder doss not reside or have a
place of business within the United States)

s ZiP Code FAX Number (if available)

Telephone Number E-Mail Address (i available}

:he patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? D Yes No
g. If the patent referenced above has been submitied previously for listing, is the expiration
date a new expiration date? D Yes No
FORM FDA 3542a (7/03) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the sub]ect of the pending NDA, amendment, or supplement. o

2. Drug Substance (Active ngredient)  ~ .- 1oL

2.1 Does the patent claim the drug substance that is the activéiingre.dien_t in the drﬁé .pr.oducf . o Lo = \}
described in the pending NDA, amendment, or supplement? ' N . {1 Yes ‘ No . 7

2.2 Does the patent claim a drug substance thatis a different polymorph of the activé , » .
, ingredient described in the pending NDA, amendment, or supplement? o . D Yes No
2.3 If the answer to question 2.2 is “Yes," do you certify that, as of the"date of this declaration, you have testdata ,
demonstrating that a drug product containing the polymorph will perform the same as the drug product -
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). D Yes E] No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent dlaim only a metabolite of the active ingredient pending inthe NDA oi.supplem,enf? =
{Complete the information in section 4 below if the pafent claims a pending methad of using the pending -
drug product to administer the metabolife.) ‘ ‘ E] Yes IX No

2.6 Does the patent claim only an intermediate?

D»Yes No

2.7 {fthe patent referenced in 2.1 is a product-by-process patent, is the product claimed in the

patent novel? (An answer is required only if the patent is a product:by-process patent.) [] Yes ‘ D No .. ..
3.1 Dges the patent claim the drug prodi:ct,.a s defined in 21 CFR 3'14;5. in the pénding NDA',' ’ o - R § 1 j
- amendment, or supplement? i Lo B Yes ne -

3.2 Does the patent claim only an intermediate?

E] Yes No

.\\?ﬁ;

3.3 if the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the'
patent novel? (An answer is required only if the patent is a product-by-process patent.) [:] Yes D No

4 Method ofUse -

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending. drug
praoduct for which appmv_al is being sought. For each method of use claim referenced, pravide the following information:
4.1: Does the patent claim one or more methods of use for which approval is being sought in

. the pending NDA, amendment, or supplement? o {1 Yes No

4.2 Patent Claim Number (as fisted in the patent} Does the patent claim referenced in 4.2 claim a pending method
of use for which approval is being sought in the pending NDA,
: : amendment, or supplement? . Yes El No
4.2a lfthe answerto 4.21s . Use: (Submit indication or method of use information as identified specifically in the approved {abeling.)
“Yes," identify with speci- . R . o
ficity the use with refer-
ence to the proposed
tabeling for the drug
. product.

SNoRolovantPatets

For this pending NDA, amendment, or supplernent, there are no relevant patents that claim the drug substance (active ingredient),
drug product {formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to D
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in Yes

the manufacture, use, or _sa_le of the drug product.

FORM FDA 3542a (7/03) Page 2
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6. Declaration Certification -

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Casmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and

his submission complies with the requirements of the regulation. | verify under penalty of perjury that the foregoing
{s true and correct. ‘

Warning: A willfully and knowingly faise statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner {Altorney, Agent, Representative or Date Signed
other Authorized Official) (Provide information below)

//4%//(4 A )’*”7)// 5/2 /7 /6"’ ¢

L oo N
NOTE: Only an NDA applicant’holder may submit this decfaration directly to the FDA. A patent owner who is not the NDA applicant/
hotder is authorized to sign the declaration but may-not submit it directly to FDA. 21 CFR 314.53(c)(4) and {d)(4).

Check applicable box and provide information hetow.

: @ NDA Applicant/Holder D NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official
" .
D Patent Owner D Patent Owner’s Attorney, Agent (Representative) or Other Authorized
‘ Official
Name :
Valera Pharmaceuticals Inc.
Address City/State
8 Clarke Drive Cranbury, NJ
ZiP Code Tefephone Number
08512 (609)409-9010
FAX Number (if available] E-Mail Address (i avaiiable)
(609} 409-1650 wgray@valerapharma.com

The public reporting burden for this collection of information has been cstimated to average 9 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the coltection of information. Send
comments regarding this burden estimate or any other aspect of this cotlection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockyille, MD 20857

An agency may not condict or sponsor, and a person is not required to respond to, a collection of
information unless it displays a currently valid OMB control munber.
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

oTo submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use.

e Form 35423 should be wused when submitting patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval.

eForm 3542 should be used after NDA or supplemerital
approval. This fonn is to be submitted within 30 days after
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a new
indication or other condition of use; change the strength, or to
make any other patented change regarding the drug, drug
product, or any method of use.

o form 3542 is also to be used for patents issued after drug
approval. Patents issued afer drug approval ate required to be

~ submitted within 30 days of patent issuance for,the patent 1o be
considered “timely filed.”

o Only information from form 3542 will be used for Orange
Book Publication purposes. .

e Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3342 to the Orange Book Staff will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20853. .

» The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received.

« Additional copies of these forms may be downloaded from the
~ Internet at: hitp:Horms.pse.gov/torms/idahimfdahitm, himl.

“First Section
Complete all items in this section.
1. General Section

Complete all items in this section with reference to the patent
itself.

1¢) Include patent expiration date, including any Hatch-Waxinan
patent extension already granted. Do not include any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. If patent owner resides
outside the U.S. indicate the country in the zip code block.

fe)  Answer this question if applicable. If patent o'w_‘nér and NDA
applicant/holder reside in the United States, leave space
blank.

2. Drug Substance {Active Ingredient)

Complete all items in this section if the patent cléims, the drug
substance that is the subject of the peading NDA, amendment, ot
supplement. : : . -

2.4) Name the polymorphic form of the drug identified by the
patent.

2.5) A patent for a metabolite of the approved active ingredient
may not be submitted. If the patent claimis an approved
methad of using the approved drug product to administer
the metabolite, the patent may be submitted as a method of
use patent depending on the responses 10 section 4 of this
form.

Answer this question only if the patent is.a prodict-by-
process patent.

2.7)

3. Drug Product (Composition/Formulation)

Complete all items in this section if the patent claims the drug

product that is the subject of the pending NDA, amendment, or -

supplement.

3.3) An answer to this question is required only if the referenced

patent is a product-by-process patent.
4. Method of Use

Complete all-items in this section if the patent claims a method of

use of the drug product that is the subject of the pending NDA,

amendment, or supplement.

4.2) Identify by number each claim in the patent that claits the
use(s) of the drug for which approval is being sought.
Indicate whether or not each individual claim is a claim for

a method(s) of use of the drug for which approval is being
sought.

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicable.
6. Declaration Certification
Complete all items in this section.

6.2) Authorized signature. Ctieck one of the four boxes that best
describes the authorized signature.

N

E

FORM FDA 35423 {7/03)
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VALERAWY

Pharmaceuticals

PATENT CERTIFICATION

As required by 21 CFR 314.53 (c) (2), Valera Pharmaceuticals, Inc. hereby declares that
Patent No. 5,226,325 covers the formulation, composition, and/or method of use of
Supprelin® LA (histrelin acetate subcutaneous implant) 50 mg. This product is the
subject of this application for which approval is being sought.

Dot L[Sk
William B. Gray - o Date

Senior Director Regulaiory Affairs
Valera Pharmaceuticals, Inc.

8 Clarke Dr., Cranbury, NJ 08512-3617 p 609-409-9010 f 609-409-1650 www.valerapharma.com

*e



VALERAU

Pharmaceuticals

STATEMENT OF CLAIMED EXCLUSIVITY

In accordance with 21 CER 314.50 (j), Valera Pharmaceuticals, Inc. (“Valera™) claims
exclusivity for Supprelin® LA (histrelin acetate subcutaneous implant) 50 mg under 21
CFR 314.108 (b) (2).

In addition, histrelin acetate was designated an orphan drug pursuant to 21 CFR 316 on
November 15, 2005 for the treatment of central precocious puberty. Valera is entitled to
seven years of exclusive marketing approval pursuant to 21 CFR 316.31 for the use of
histrelin acetate in the treatment of central precocious puberty.

W—%d?/ - FETLY

- William B. Gray Date
Senior Director Regulatory Affairs
Valera Pharmaceuticals, Inc.

8 Clarke Dr., Cranbury, NJ 08512-3617 p 609-409-9010 f 609-409-1650 www.valerapharma.com

»»



EXCLUSIVITY SUMMARY

NDA # 22-058 | SUPPL # N/A HFD # 510
Trade Name Supprelin LA subcutaneous implant
Generic Name histrelin acetate

Applicant Name Indevus Pharfnaceuticals, Inc. (transferred from Valera Pharmaceuticals on
April 18, 2007)

Approval Date; If Known May 3, 2007
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination wvill‘ be made for all original applications, and all efficacy
supplements. Complete PARTS IT and III of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.

a) Isita505(b)(1), 505(5)(2) or efficacy supplement?

YES [X] NO[ ]
If yes, what type? Specify 505(b)(1), S05(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SES
5050b)(1)

¢) 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 bioequivalence
data, answer "no.")

YES NO [ ]

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 bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that.the study was not
simply a bioavailability study.

N/A

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:

N/A

Page 1
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d) Did the applicant request exclusivity?

YES[X]  NO[]
If the answer to (d) is "yes," how mény years of exclusivity did the applicant request?
-~ 7 years

e¢) Has pediatric exclu51v1ty been granted for this Active Moiety?

YES [ ] No [X]

If the answer to the above gues‘uon in YES, is this approval a result of the studies submltted in

response to thePediatric Written Request?

[F YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUN[ENT

~ 2. Is this drug product or indication a DESI upgrade?

YES[ ] NO X

IF THE ANSWER TO QUESTION 2 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 complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an estenﬁed form of the drug) to produce an already approved active moiety.

YES[X] No[]

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

Page 2
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NDA# 21-732 Vantas (histrelin acetate) 50 mg implant

NDA# 19-836 | Supprelin (histrelin acetate) Injection (no longer marketed)

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.) o O
YES NO

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 I IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part I of the summary should

only be answered “NO” for original approvals of new molecular entities.)
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS -

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability 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." '

- 1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability 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)

Page 3
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is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation. ‘
YES 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 prevxously 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
5 OS(b)(Z) application because of what is already known about a previously approved product) or2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that 1ndependently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

(a) In light 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 X 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:

N/A

(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 []

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

yes[] NoK
If yes, eprain:
N/A
(2) If the answer to 2(b) is "no," are you aware of published studies nof 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

Page 4



If yes, explain:
N/A

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

Investigation 1: Study 03-CPP-HIS-300 (Phase III, Open-Label Study to
Evaluate the Efficacy and Safety of the Histrelin Implant in Children with Central
Precocious Puberty - Clinical Study Report)

Investigation 2: Study 01-02-001 (Phase II,-: Open-Label Dose Response
Study to Evaluate Efficacy and Safety of Histrelin Implants in Children with Central
Precocious Puberty) - :

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

3. Inaddition 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, Le., does:not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

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 X
Investigation #2 . YES[] NoO[X

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

N/A
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?

‘Page 5
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Investigation #1 YES [] NO
Investigation #2 f YES[ ] NO X

If you have answered "yes" for one or more 1nvest1gat10n identify the NDA in which a
51mllar investigation was: rehed on:

N/A

c) If theanswers to 3(a) and 3(b) are no, identify each "new" ihvestigation 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"):

~ Investigation 1: Study 03- CPP-HIS-300 (Phase ITI, Open-Label Study to Evaluate the
Efficacy and Safety of the Histrelin Implant in Children with Central Precocious Puberty - Clinical
Study Report)

Investigation 2: Study 01-02-001 (Phase II, Open-Label Dose Response Study to
Evaluate Efficacy and Safety of Histelin Implants in Children With Central Precocious Pubetty)

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. A 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) prov1ded substantial support for the study. Ordinarily, substantlal 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 # 67,582 YES X]° - ! NO []
! Explain:
Investigation #2 !
IND # 67,582 . YES ] 1 No [
! Explain:

Page 6
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(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 [] ' t NO [ ]
Explain: ! Explain:
Investigation #2 !

: !
YES [] !'NO []
Explain: ! Explain:

(¢) 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 righits 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:

N/A

Name of person completing form: Jennifer Johnson
Title: Regulatory Project Manager
Date: May 1, 2007
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“

Name of Office/Division Director signing form: Mary H. Parks, M.D.
Title: Director, Division of Metabolism and Endocrinology Products

-

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Parks
5/3/2007 10:41:35 AM



v PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

~

A/BLA # :22-058 Supplement Type (e.g. SE5): N/A Supplement Number: N/A
Sfamp Date: July 3. 2006 PDUFA Goal Date: May 3, 2007
HFD 510 Trade and generic names/dosage form: Supprelin LA (histrelin acetate) subcutaneous implant

-Applicant: Indevus Pharmaceuticals, Inc (transferred from Valera Pharmaceuticals, Inc. on April 18, 2007)
Therapeutic Class: developmental disorders '

Does this application provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new
route of administration? *

X  Yes. Please proceed to the next question.

Q No. PREA does not apply. Skip to signature block.

* SES5, SE6, and SE7 submis:;'ians may also trigger PREA. If there are questions, please contact the Rosemary Addy or Grace Carmouze.
Indication(s) previously approved (please complete this section for supplements only): NA
Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s): 1
Indication #1: Treatment of central precociofis puberty
Is thi:s an orphan indication?

X Yes. PREA does not apply. Skip to signature block.

O No. Please proceed to the next question.

AR

Is there a full waiver for this indication (check one);.'
U Yes: Please proceed to Section A.
(L No: Please check all that apply: ____Partial Waiver ;_Deferred __ Completed
NOTE: More than one may apply |

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

i
Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Other:

o000

udies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
«achment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

)




NDA 22-058
Page 2

Section B: Partially Waived Studies
Age/weight range being partially waived (fill in applicable criteria below): -
Min kg mo, yr. Tanner Stage

Max kg © - me._ .oyr. . Tanner Stage__
Reason(s) for partial waiver: '

Products-in.this.class for this indicd_'tion have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns '

Adult studies ready for approval

Formulation needed

Other:

0000000

If studies are deferred, proceed to Section C. If. studies-are completed, proceed to Section D. Otherwise, this Pediatric 'Page is
complete and should be entered into DFS.

Section C: Deferred Studies

“

Age/weight range being deferred (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage__

Reason(s) for deferral:

L1 Products in this class for this indication have been studied/labeled for 'pediatric population
O Disease/condition does not exist in children
O Too few children with disease to study
O There are safety concerns

0 Adult studies ready for.approval

0 Formulation needed

Other:

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Othemisé, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies (ﬁll in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage
Comments:

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered

into DFS. -

)

=g
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This page was completed by: .
[Sew appended electronic signature page}
§OCE APPERUCH 2LeCirOGRIC SIYHK @ pagey

Jennifer Johnson
Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
" STAFF at 301-796-0766 :

(Revised: 10/10/2006)

1Ny
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jennifer Johnson
5/2/2007 03:53:29 PM
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Pharmaceuticals

DEBARMENT CERTIFICATION

Valera Pharmaceuticals, Inc. hereby certifies that we did not and will not use in any
capacity the services of an individual, partnership, corporation, or association debarred
under subsection (a) or (b) of Section 306 of the Federal Food, Drug and Cosmetic Act in
connection with the application NDA 22 058 for Supprelin LA® (histrelin acetate
subcutaneous implant) 50 mg.

Y S LZ’/ 5 /oy/0 6

William B. Gray Date
Senior Director Regulatory Affairs
Valera Pharmaceuticals, Inc.

8 Clarke Dr., Cranbury, NJ 08512-3617 o 609-409-9010 f 609-409-1650 www. valerapharma.com



- Form Approved: OMB No. 0910-0396
DEPARTMENT OF HEALTH AND HUMAN SERVICES E:piratf%‘:\ Date: Aprit 30, 2009,
Food and Drug Administration i

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

With respect to all covered clinical studies (or spegific clinical studies listed below (if appropriate)) submitted in
support of this application, | certify to one of the statements below as appropriate. | understand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
investigator includes the spouse and each dependent child of the investigatar as defined in 21 CFR 54.2(d).

Please mark the applicable checkbox.

B (1) As the sponsor of the submitted studies, | certify that | have not entered into any financial arrangement
with the listed clinical investigators (enter names of clinical investigators below or attach list of names to
this form) whereby the value of compensation to the investigator could be affected by the outcome of the
study as defined in 21 CFR 54.2(a). | also certify that each listed clinical investigator required to disclose
to the sponsar whether the investigator had a proprietary interest in this product or a significant equity in
the sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests. | further certify that no
listed investigator was the recipient of significant payments of other sorts as defined in 21 CFR 54.2(f).

See attached list of investigators

Clinical {nvestigators

@ As the applicant who is submitting a study or studies sponsored by a firm or party other than the

‘ applicant, | certify that based on information obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list of names to this form) did not participate in any
financial arrangement with the sponsor of a covered study whereby the value of compensation to the
investigator for conducting the study could be affected by the outcome of the study (as defined in 21
CFR 54.2(a)); had no proprietary interest in this product or significant equity interest in the sponsor of
the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments of
other sorts (as defined in 21 CFR 54.2(H).

[1(3) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | certify that | have acted with due diligence to obtain from the listed clinical investigators
{attach list of names) or from the sponsor the information required under 54.4 and it-was not possible to
do so. The reason why this information could not be obtained is attached.

NAME | TITLE
William B. Gray Senior Director Regulatory Affairs
FIRM / ORGANIZATION

Valera Pharmaceuticals Inc.

SIGNATURE .~ T = DATE

/,/7,// P /«/ e //*Z»-\ // 6/27/06
v

Paperwork Reduction Act Statement
An agency may not conduct or sponsor, and a person is not required to respond to, a collection of

- information unless it displays a currently valid OMS control number. Public reporting burden for this Department of Health and Human Services
ation of information is estinated to average 1 hour per response, inclading time for reviewing Food and Drug Administration
[Stions, scarching existing data sources, gathering and maintaining the necessary data, and 5600 Fishers Lane, Room 14C-03
-pleting and reviewing the collection of information. Send comments regarding this burden Rockville, MD 20857

estimate or.any other aspect of this collection of information to the address 1o the right:

PSC Graphiles: {301 $43-1050 EF

FORM FDA 3454 (4/06)



«+  Page(s) Withheld

Y Trade Secret / Confidential (b4)
Draft Labeling (b4)
Draft Labeling (b)

Deliberative Process (b5)

Withheld Track Number: Administrative- l



< SERVICE,
xS e

_/@ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

5]
e
‘h

FILING COMMUNICATION
NDA 22-058

Valera Pharmaceuticals, Inc.
Attention: William B. Gray
Senior Director, Regulatory Affairs
8 Clarke Drive

Cranbury, NJ Q8512

Dear Mr. Gray:

Please refer to your June 30, 2006 new drug application (NDA) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Supprelin© LA 50 mg (histrelin acetate
subcutaneous implant).

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application will be filed under section
505(b) of the Act on Septerber 1, 2006 in accordance with 21 CFR 314.101(a).

In our filing review, we have identified the following potential review issues.

We also request that you submit the following information:

Chemistry, Manufacturing and Controls

1. Add the time point of Day 1 to the Elution Rate testing of the drug product and propose
acceptance criteria based on all available data, including those from the ongomg stability study.

2. Provide the 6-month long—term and accelerated data for lot 405 by Month 5 of the review
cycle (i.e.,.the first week of December, 2006) in an amendment to the NDA.

3. The application does not contain drug product sterilization process validation information.

Reference is made to the 1994 Guidance for Industry for the Submission Documentation for
- Sterilization Process Validation in Applications for Human and Veterinary Drug

Products. Please provide this information.
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Statistics

Please provide graphs showing individual patient data over time, with data points from each
patient connected by line segments so that the progression of each patient’s response through
time can be tracked visually. We request graphs of individual patient data over time for peak
serum LH, peak FSH, serum estradiol, and serum testosterone. The graphs for the averaged
responses over time for these hormones are shown in Figures 1, 2, 3 and 4 of the Phase 3 study
report (pages 39-45/79).

An example of a graph that shows individual patient data over time is in the pre-NDA meeting
package (IND 67,582/011). Figure 1 on page 48 of Tab 7 depicts individual histrelin plasma
concentrations over 12 months from study 01-02-001.

This request for graphs of individual patient data over time was part of our request for statistical
data to be presented as individual profile summaries, as noted in the minutes to the pre-NDA

meeting on December 7, 2005.

Nonclinical Pharmaco_ldgv:

L. Please provide a list and location of pharmacology/toxicity studies that were not previously
submitted to the approved NDA 21-732 (Vantas®©). '

In the label section:
2. Are the multiples of human doses in the carcinogenicity section in the label (under
carcinogenicity, mutagenesis or impairment of fertility) based on mg/m*® or AUC exposures?

This needs to be stated in the label.

3. In the fertility (rat & monkey studies) and pregnancy sections (rats and rabbits) of the label,
only pg/kg/day doses are provided. Please provide the multiples of human doses.

Clinical Pharmacology.

Electronic pharmacokinetic data sets are not found. Please advise if submitted or provide them
in electronic formats if not submitted.

We are providing the comments above to give you preliminary notice of potential review issues.
Our filing review is only a preliminary evaluation of the application and is not indicative of
deficiencies that may be identified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application.

Please respond only to the above requests for additional information. While we anticipate that
any response submitted in a timely manner will be reviewed during this review cycle, such
review decisions will be made on a case-by-case basis at the time of receipt of the submission.
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[f you have any questions, call Jennifer Johnson, Regulatory Project Manager, at
(301) 796-2194.

Sincerely,
{See appended elecironic signature page}

‘Kati Johnson

Chief, Project Management Staff

Division of Metabolic and Endocrine Products
Office of Drug Evaluation II '
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jennifer Johnson
8/17/2006 01:05:45 PM
Signing for Kati Johnson
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{ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Hoalth Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-058 :
NDA ACKNOWLEDGMENT

Valera Pharmaceuticals, Inc.
Attention: William B. Gray
Senior Director, Regulatory Affairs
8 Clarke Drive

Cranbury, NJ 08512

Dear Mr. Gray:

We have received your new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product:  Supprelin© LA 50 mg (histrelin acetate subcutaneous implant)
Review Priority Classification: Standard S)

Date of Application: June 30, 2006

Date of Receipt: July 3, 2006

Our Reference Number: NDA 22-058

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on September 1, 2006 in
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
May 3, 2007. ‘

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in the entire age range of pediatric patients unless this requirement is
waived or deferred. We note that you have submitted pediatric studies with this application.
Once the review of this application is complete we will notify you whether you have fulfilled the
pediatric study requirement for this application. '

Please cite the NDA number listed above at the top of the first page of all submissions to this
application. Send all submissions, electronic or paper, including those sent by overnight mail or
courter, to the following address:
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Food and Drug Administration

Center for Drug Evaluation and Research
Division of Metabolic and Endocrine Products
5901-B Ammendale Road

Beltsville, MD 20705-1266

If you have any questiohs, please call me at (301) 796-2194.

Sincerely,
{See appended electronic sigrature page}

Jennifer Johnson

Regulatory Project Manager

Division of Metabolic and Endocrine Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jennifer Johnson
8/11/2006 05:45:45 PM
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Food and Drug Administration
Rockville, MD 20857

é DEPARTMENT OF HEALTH & HUMAN SERVICES

IND 67,582

Valera Pharmaceuticals, Inc.
Attention: William B. Gray, M.S.
Senior Director, Regulatory Affairs
8 Clarke Drive :
Cranbury, NJ 08512

Dear Mr. Gray: -

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of
the Federal Food, Drug, and Cosmetic Act for Histrelin Subdermal Implant,

We also'refer to the meeting between representatives of your firm and the FDA on
December 7, 2005. The purpose of the meeting was to discuss your planned submission of an NDA
for the treatment of central precocious puberty (CPP).

"The official minutes of that meeting are enclosed. You are responsible for notifying us of any
significant differences in understanding regarding thé meeting outcomes.

If you have any questions, call me at (301) 796-1249.

Sincerely,
{Sec appended electronic signature page}

Pat Madara

Reguiatory Project Manager -

Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

Enclosure: official meeting minutes.
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" MEETING MINUTES

MEETING DATE: L Dece;pbér 7, 2005

TIME: T 100aM

LOCATION: . White Oak Campus, Building 22
APPLICATION: - . IND 67,582 Hiétrglin Subdermal Implant
TYPE OF MEETING: " TypeB; ivre-NDA '
MEETING C‘HAIR'. David G. Orloff, M.D,; Division Director |
MEETING RECORDER - Patricia Madara o

FDA AT’I‘ENDEES TITLES AND OFFICEIDIVISION
CDER Part101pants

Office of Drug Evaluatmn II

.Culﬁ's Rosebraugh, M.D. ‘ Deputy Office Director |

Division of Metabolic and Endocrine Drug Products

Dr. David Orloff, M.D. - Division Director

Mary Parks, M.D. Deputy Division Director
Dragos Roman, M.D. . . Medical Officer

Kareri Mahoney, M.D. Acting Clinical Team Leader
Pat Madara, M.S. Regulatory Project Manager

Dwnsmn of Reproductwe and Urologv Products o
Harry Handelsman M.D. Medical Officer

Dmsmn of Biometrics I1

Jarice Derr, PhD. . Biometrics Reviewer @ DMEP

Division of Ciinical Pharmacology and Biopharmaceutics I .

Jim Wei, M.D., Ph.D. Clinical Pharmacology Reviewer @ DMEP
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Background:

Histrelin Subdermal Implant is approved in the Division of Oncology Products (Vantas, NDA 21-
732) as a palliative treatment of advanced prostate cancer. Valera Pharmaceuticals now plans to
submit a new NDA to the Division of Metabolism and Endocrinology Products for the treatment of
children .with central precocious puberty. A preNDA meeting was requested in order to discuss the
results of the Phase 2 and Phase 3 trials. Agency responses to specific questions and additional
meeting comments are provided below. ‘ : =

Questions and Answers-(Bulléf Format, Agency answers are in bold):

L.

Is 12-month data from the Phase 2 study, coupled with the preliminary report of Phase 3 study
data, sufficient to support maintenance of suppression of hormone levels?

- ¢ - -The Phase 3 study should be completed, The Division asked for clarification that the

dase of drug used in the Phase 2 and Phase 3 trials is the same (50 mcg/day).

Sponsor Comments.

The sponsor clarified that the same dose (50 mg) and the same daily rate of delivery (65 mcg/day)
of Histrelin have been used in the Phase Il and Phase III clinical trials. In addition, the sponsor

noted that, while the formulation of the implant has not changed, the ratio of the constituents has

been modified slightly. This results in a release rate that is slightly higher (in these pediatric

studies) than is seen with the approved product, Vantas.

Do the data demonstrate that when one implant is removed and a new implant is inserted the
controlled rate of histrelin-delivery from the hydrogel implant results in continuous drug release
maintaining hormonal suppression without interruption of fluctuation?

¢  The data presented for 5 female patieht_s in the Phase II study indicate maintenance of
suppression of LH, FSH, and estrogen following the replacement of the Histrelin
implant(s). Similarly; the data presented for. the 11 patients of the Phase II clinical
trial indicate that maintenance of LH, FSH and estrogen suppression was maintained
following replacement of the pre-trial GuRH analog with Histrelin. :

. Do the data demonstrate that when one implant is removed and a new implant is inserted there is

a lack of “acute on chronic toxicity?” | 3

*  Inthat the data presentéd to-date (5 girls in the Phase II study) do not reveal any
elevation in gonadal steroid levels following Histrelin implant replacement, we do not
see any evidence of “dcute on chronic toxicity.” The sponsor was asked to define the
theoretical concerns of “acute on chronic toxicity” in children with central precocious
puberty. ' :

Sponsor Comments: -

The sponsor provided explanations as to why hormone levels (FSH, LH, gonadal steroids) at
around the time of Histrelin implant change are expected to-remain in a therapeutic range. These
explanations, along with supportive evidence will be presented in detail in the NDA.
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4.

A. Based on'data presented on the pnmary and secondary endpoints from the Phase 3 study,
coupled with the Phase 2 data, does the D1v1sxon believe Valera has sufficient information to
submit an NDA?

. Yes

i

- . B. Does the Division believe Valera s chmcal data are sufﬁ01ent for the Agency to file the NDA?

) Yes, pendmg mclusmn of results from the Phase 3 study

Valera’s Phase 3 study utlhzcd the insertion too] 1dentiﬁed in IND 67,582. Based on the results
from our marketed product, Vantas, Valera plans to improve the insertion tool by slightly
enlarging the cannula to better-accommodate the implant. The improved insertion tool will be
used in the extension part of Valera’s Phase.3 study based on FDA feedback. ‘May the data from

- Valera’s Phase 3 extension study be included in the NDA to- support the use of the improved

insertion taol? Does the Division believe the extension study data would be sufficient to file an
'NDA using the 1mproved msertlon tool‘7 »

e This questlon was withdrawn. However, the sponsor was informed that they could
pursue a teleconference with CDRH to discuss improvements in the insertion tool and
pathways for approval of such a devxce

Vale1a mtends to submlt the NDA in paper format. Is the proposed Table of Contents and format
acceptable to the Agency to’ pemnt NDA ﬁlmg and rev1ew‘7 :

Sponsor Comment

T he sponsor clar;f‘ ed {hat the NDA wzll be submztted electromcally in an eCTD format.

e Youmust include. sections for the mtegrated summary of safety and integrated

summary of efficacy. In addltlon, we request statistical data be presented also as
individual pr of' le summar ies.

¢  Note that as of Octobel 31,2008, final labelmg must be submitted electromcally in SPL
- format Gmdance can be found ati www fda, qov/ocldatacouncul spl. html

Does the Division have any addxtlonal comments or guldance concemmg Valera s submission of
the NDA? ‘ ) L g _
e  There are postmarketing reports of migration and "lost" implants in adults treated
with histrelin. The sponsor was asked how they would ensure retrieval in chlldren, in
“'whom such events are hlghly undesu able. They were also asked Why the company did
.not utilize a radlopaque tag to prevent such mcxdents '

‘ Sponsor Comments

The sponsor clarified several safety issues related to zmplam‘ extruszon/loss In response to the
Division's suggestion to develop a radioopaque component to.the drug product, the sponsor
explained (1) the technical difficulties encountered in the past in their attempts 1o develop such a
feature for the Histrelin implant; (2) the incidence of extruded implants in adults decreased in
the postmarketing phase to approximately 0.5% (from 4% in the original studies; such -

~ improvement was; reportedly, due to improved insertion technique); (3) the number of S }

unidentifiable implants was very small in the clinical trials and postmarketing phase and an -
algorithm was developed for use in clinical practicé for implant localization if necessary (it
mcludes in succession: ultrasound CT scan, MRI) (4) the sponsor is committed to further
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Improve the insertion tool and will take under consideration the Division's advice to add

radiopaque feature to Histrelin implant .

. Reéommendations for presentation of the laboratory data in the NDA: in addition to
descriptive statistics for each’ particular analyte (mean, median, SD, range) at various
timepoints during the trial, present also all laboratory values outside the normal range
of reference (highlighting outlier values) with explanations as to why such values
should not raise any safety concerns.

* | Present linear growth data (e.g. height and height véloéity) as standard deviation
scores. ‘L '

*  You should collect some pharmacokinetic information from this pediatric patient
population in the ongoing phase 3 clinical trial and compare to data collected from
- adult pharmacokinetic studies.

*  You are encouraged to obtain encrypted email with the Agency.”

Additional issues discussed/explored:

Sponsor comment:

The sponsor questioned how to submit data Jor patients #35 and 36, as they will complete treatment
after the NDA has beéen submitted, Ti hey asked if new integrated summaries of safety and efficacy
would be required. In addition, the sponsor noted that they had just received orphan exclusivity for
this indication and they may ask for a priority review, ) )

' ' The Division explained that we will accept data for the last two patients enrolled in the

~ clinical trial to be submitted as part of the 120 day safety update (these two patients
will be included in the primary efficacy analysis at the time of the NDA submission
since both will have an excess of three months of treatment on trial). There will not be
a need for new integrated safety and efficacy summaries but main clinical tables will be
updated. - .

*  The Division will make a determination as to whether a priority review applies to this
-application at the time of NDA submiséiox}/ﬁling.

An NDA is anticipated in Match 2005.

The sponsor will further discuss séveral_-CMC review issues identified in this meeting with the Office
of New Drug Quality Assessment (ONDQA), Division of Pre-Marketing Assessment 1.
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e

Minutes Preparer: [s/
Pat Madara B
- ... Regulatory Project Manager
Division of Metabolism and Endocnnology Products
Office of Diug Evaluation I
Center for Drug Evaluation and Research

Chair Concurrence N/ /A
David G. Orloff, M.D.
_ ‘Director
. Division of Metabolism and Endocrmology Products
- - ‘Office of Drug Evaluation II ' ..
. Center for Drug Evaluation and Research

(A%




This is a representation of an electroriic record that was signed electronically and
this page is the manifestation of the electronic signature.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Office of Orphan Products Development (F/F-35)
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

November 18, 2005

Valera Phaymaceuticals
8 Clarke Drive
Cranbury, New Jersey 08512

Re:  Designation Request # 05-2126

Attention: William B. Gray, M.S.
Senior Director, Regulatory Affairs

Dear Mr. Gray:

Reference is made to yoilr request for the orphan-drug designation dated September 8,
2005, of histrelin acetate implant for “treatment of central precocious puberty.” Please
also refer to our letter of September 14, 2005.

Pursuant to section 526 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 360bb),
your request for orphan drug designation of histrelin is granted for treatment of central
precocious puberty. Please be advised that it is histrelin and not the formulation of the
drug that is designated.

Please note that if the above drug receives marketing approval for an indication broader
than what is designated, it may not be entitled to exclusive marketing rights under section
527 (21 U.S.C. 360cc). Therefore, prior to final marketing approval, we request that you
compare the drug’s designated orphan indication with the proposed marketing indication,
and submit additional information to amend the orphan-drug designation if warranted.

Please submit to the Office of Orphan Products Development a brief progress report of
drug development within 14 months after this date and annually thercafter until
marketing approval (see 21 C.F.R. 316.30). Finally, please notify this Office within 30
days of a marketing application submission for the drug’s designated use.



Valera Pharmaceuticals 2

If you need further assistance in the clinical development of your drug, please feel fiee to
contact Jeffrey Fritsch, R.Ph., at (301) 827-0989. Please refer to this letter as official
notification. Congratulations on obtaining your orphan-drug designation.

Sincerely yours,

I " 3
KQZQUIEM { ¢ ((;},uu,,g)& '\/;/(‘{éf{\/
§ . /o

tlene E. Haffner, M.D.,
Rear Admiral, United States Public Health Service
Director, Office of Orphan Products Development
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NDA Regulatory Filing Review, NDA 22-058

Page 1
. NDA REGULATORY FILING REVIEW
'(Including Memo of Filing Meeting)
NDA # 22-058 Supplement # = N/A Efficacy Supplement Type SE- N/A

Proprietary Name: Supprelin LA subcutaneous implant
Established Name: histrelin acetate
Strengths: 50 mg

Applicant: Valera Phannaceuticalg, Inc.
Agent for Applicant (if applicable): N/A

Date of Application: June 30, 2006 °

Date of Receipt® July 3, 2006

Date clock started after UN: N/A

Date of Filing Meeting: August 8, 2006

Filing Date: September 1, 2006 v

Action Goal Date (optional): . User Fee Goal Date:  May 3, 2007

[ndication(s) requested: Treatment of central precocious puberty

Type of Original NDA: X X ®e) [
AND (if applicable)

Type of Supplement: (b)) NA (b)y2) N/A

NOTE:

(1) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a (b)(2), complete Appendix B.

Review Classification: S X P [

Resubmission after withdrawal? N/A Resubmission after refuse to file? N/A
Chemical Classification: (1,2,3 etc.) 3

Other (orphan, OTC, etc.) orphan

Form 3397 (User Fee Cover Sheet) submitted: - YES X NO []
User Fee Status: Paid [] Exempt (orphan, government) X

Waived (e.g., small business, public health) []

NOTE: Ifthe NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s
proposed labeling to labeling that has already been approved for the product described in the application.
Highlight the differences between the proposed and approved labeling. Ifyou need assistance in determining
if the applicant is claiming a new indication for a use, please contact the User Fee staff.

Version 6/14/2006
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NDA Regulatory Filing Review, NDA 22-058
Page 2 v

. Is there any 5-year or 3-year exclusw1ty on this active moiety in any approved (b)(1) or (b)(2)
: YES
If yes, explain: The only exclusxwty in place is for Vantas (NDA 21-732). The exclusivity is fora

application?

new dosage form and it explres on 10/ 12/07

X

Note: If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendix B.

NO

<

0o 0O 0o

° Does another drug have orphan drug exclusivity for the same indication? YES [ NO X
. If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]? N/A
YES [ NO D
If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).
° Is the application affected by the Application Integrity Pohcy (AIP)‘P YES [ NO
If yes, explain: '
. If yes, has OC/DMPQ been notified of the submission? “YES [] NO
° Does the submission contain an accurate comprehensive index? "YES X NO
If no, explain:
. Was form 356h included with an authorized signature? YES X NO
If foreign applicant, both the applicant and the U.S. agent must sign. "
o Submission complete as required under 21 CFR 314. 50‘7 YES X NO
If no, explaln
. Answer‘l, 2, or 3 below (do not include electronic content of labeling as an partial electronic
" submission).
1. This application is a paper NDA ~YES [
2. This application is an eNDA or combined paper + eNDA YES []
This application is: All electronic X Combined paper + eNDA [ ]
" Thisapplication is in: NDA format [ ] . CTD format X
Combined NDA and CTD formats N
Does the eNDA follow the guldanceq
(http://www.fda. gov/cder/gu1dance/23 53fnl pdf) YES X NO [}

If an eNDA, all forms and certlﬁcatlons must be in paper and requlre a s1gnature

. If combmed paper + eNDA which- palts of the apphcatlon were submltted in electromc format‘7 N/A

Addltlonal comments: N/A
3. Thxs apphcatlon is an eCTD NDA
electronically signed.

Additional comments: N/A
Version 6/14/2006
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° Patent information submitted on form FDA 3542a? YES X NO []

. Exclusivity requested? - YES, 7 Years NO []

' NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required.

o Correctly worded Debarment Certification included with authorized signature? YES X NO []
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . . .”

° Are the ;equired pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric ¢

' studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?

' ' YES X NO []

L If the submission contains a request for deferral, partial waiver, or fusll waiver of studies, does the

~ application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
(B)? N/A YES [] NO []

] Is this submission a partial or complete response to a pediatric Written Request? YES [1] NO X
If yes, contact PMHT in the OND-IO

° Financial Disclosure forms included with authorized signature? YES X NO []
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.) ‘

NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approval.
o Field Copy Certification (that it is a true copy of the CMC technical section) YES X NO []
X PDUFA and Action Goal dates correct in tracking system? YES X NO (]
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates. '

° Drug name and applicant name correct in COMIS? [f not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not
already entered. :

° List referenced IND numbers: IND 67, 582

J Are the trade, established/proper, and applicant names correct in COMIS? YES X NO []
If no, have the Document Room make the corrections.

) End-of-Phase 2 Meeting(s)? Date(s) NO X

- Ifyes, distribute minutes before filing meeting.
. Pre-NDA Meeting(s)? Date(s) December 7, 2005 NO []

If yes, distribute minutes before filing meeting.

Version 6/14/2006
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Any SPA agreements? Date(s) _ N NO
If yes, distribute letter and/or relevant minutes before filing meeting.

Project Management

If Rx, was electronic Content of Labeling submitted in SPL format? YES X . NO
If no, request in 74-day letter. -

If Rx, for all new NDAs/efficacy supplements submitted on or after 6/30/06: .
Was the PI submltted in PLR format? : : YES. X NO

If no, explain. Was a waiver- or deferral requested before the apphcatlon was received or in the
submission? If before, what i is the status of the request:

-

O

O

If Rx, all labeling (P, PPI, MedGuide, carton and immediéte container labels) has been consulted to

DDMAC? " YES X NO

~ IfRx, trade name (andvall labeling) consulted to OS_E/DMETS? . YES X - NO

If Rx, MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS?
NA [ YES X NO

Risk Management Plan consulted to OSE/IO? NA X YES [1  NO

If a drug with abuse potential, was an Abuse Liability Assessihent, mcludmg a proposal for
scheduling submitted? NA X YES [ NO

If Rx-to—OTC Switch or OTC application'v ' N/A

Proprietary name, all OTC labelmg/packagmg, and current approved PI consulted to

OSE/DMETS? YES [ - NO .

If the apphcatlon was received by a cllmcal review division, has - YES Nl NO

DNPCE been notified of the OTC switch application? Or, if received by
DNPCE, has the clinical review division been notified?

Clinical: N/A

° If a controlled substance, has a consult been sent to the Controlled Substance Staff?
: YES [ NO
Chemistry
° Did applicant request categorical exclusion for environmental assessment? - YES X NO
If no, did applicant submit a complete environmental assessment? - YES [} NO
If EA submitted, consulted to EA officer, OPS? ' YES [} NO
) Establishment Evaluation Request (EER) submitted to DMPQ? | YES X NO
. If a parenteral product, consulted to Microbiology Team? YES d NO

Version 6/14/2006
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ATTACHMENT

MEMO OF FILING MEETING

DATE: August 8, 2006

NDA #: 22-058

DRUG NAMES: Supprelin LA (histrelin acetate) subcutaneous implant, 50 mg

APPLICANT: Valera Pharmaceuticals, Inc. (transferred to Indévus Pharmaceuticals, Inc. on April 18, 2007)

BACKGROUNB: Histrelin Subdermal Implant is approved in the Division of Oncology Products (under the
trade name Vantas, NDA 21-732, as a palliative treatment of advanced prostate cancer). Valera
Pharmaceuticals is now submitting a new NDA to the Division of Metabolism and Endocrinology Products for
the treatment of children (intended age range is 4.5 to 11.5 years of age) with central precocious puberty. This
formulation will be administered once yearly, considered an improvement over the original Supprelin product
(an injection administered once a month; this product is no longer marketed). A preNDA meeting was held on
December 7, 2005, to discuss the results of the Phase 2 and Phase 3 clinical trials.

ATTENDEES:
Jennifer Johnson
Kati Johnson

Mary Parks

Dragos Roman

J. Todd Sahlroot
Suong Tran,
Elsbeth Chikhale
Janice Derr

John Metcalfe
Karen Davis Bruno,
Indra Antonipillai
Hae Young Ahn
Xiaoxiong “Jim” Wei
James McVey
Andrea Slavin

ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline/Organization Reviewer

Medical: Dragos Roman

Secondary Medical: Mary Parks

Statistical: Janice Derr

Pharmacology: o Indra Antonpillai

Statistical Pharmacology: N/A

Chemistry: ‘ Elsbeth Chikhale

Environmental Assessment (if needed): Elsbeth Chikhale ' v
Biopharmaceutical: Xiaoxiong “Jim” Wei (later changed to Sang Chung)
Microbiology, sterility: John Metcalfe

Microbiology, clinical (for antimicrobial products only): N/A

DSI. | None

Version 6/14/2006
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OPS: N/A -
Regulatory Project Management: Jennifer Johnson

Other Consults:

Per reviewers,
If no, explain:

CLINICAL

are all parts in English or English translation?

CDRH, SEALD, DMETS, DSRCS, DDMAC

YES X NO []

FILE X REFUSETOFILE []
e Clinical site audit(s) needed? YES ] NO X
If no, explain:
e Advisory Committee Meeting needed? 'YES, date if known ' NO X

o If the application is affected by the AIP, has the division made a recommendation regarding

whether or not an exception to the AIP should be granted to permit review based-on medical

necessity or public health significance?

N/A
CLINICAL MICROBIOLOGY N/A X FILE
STATISTICS | NA [ FILE X
_ BIOPHARMACEUTICS ; FILE X
e Biopharm. study site audits(s) needed?
YES

PHARMACOLOGY/TOX NA [ FILE X

. GL? audit needed?
CHEMISTRY FILE X

¢ Establishment(s) ready for inspection?
e Sterile product?

If yes, was microbiology consulted for validation of sterilization?

" ELECTRONIC SUBMISSION:
Any comments: N/A

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

L

X

Version 6/14/2006

The application is.unsuitable for filing. Explain why:

X yEs 0. NO [J
REFUSE TO FILE D '
REFUSE TO FILE l:]
REFUSE TO FILE D

il NO X

REFUSE TOFILE [
YES O NO X*

REFUSE TOFILE []

YES X NO [
YES X - NO -]
YES X No

The application, on its face, appears to be well-organized and mdexed The application

appears to be suitable for filing.

] No filing issues have been identified.

X Filing issues to be communicated by Day 74. List (optional):

RN
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ACTION ITEMS:

1.X  Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into COMIS.

2.[] IfRTF, notify everybody who already. received a consult request of RTF action. Cancel the EER.

3.0 Iffiled and the application is under the AIP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

4.X  Iffiled, complete the Pediatric Page at this time. (If paper version, enter into DFS.)
5X  Conveygdocument filing issues/no filing issues to applicant by Day 74.

Jennifer Johnson
Regulatory Project Manager

Version 6/14/2006
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Appendix A to NDA Regulatory Filing Review

NOTE: The term "original application" or "original NDA" as used in this appendix denotes the NDA
submitted. It does not refer to the reference drug product or "reference listed drug.”

An original application is likely to be a 505(b)(2) épplication if:

(1) it relies on published literature to meet any of the approval requirements, and the applicant
does not have a written right of reference to the underlying data. If published literature is
cited in the NDA but is not necessary for approval, the inclusion of such literature will not, in
itself, make the application a 505(b)(2) application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug
product and the applicant does not own or have right to reference the data supporting that
approval, or

(3) it relies on what is "generally known" or “scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to general information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose

- combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC

monograph deviations(see 21 CFR 330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was
a (b)(1) or a (b)(2).

An efﬁcacy supplement is a 505(b)(1) supplement if the supplement contains all of the information
needed to support the approval of the change proposed in the supplement. For example, if the
supplemental application is for a new indication, the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns
or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was embodied in the
finding of safety and effectiveness for the original application or previously approved
supplements is needed to support the change. For example, this would likely be the case with
respect to safety considerations if the dose(s) was/were the same as (or lower than) the
original application, and.

(3) All other ¢ ‘criteria” are met (e.g., the applicant owns or has right of reference to the data relied
upon for approval of the supplement, the application does not rely for approval on published
literature based on data to which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond
that needed to support our previous finding of safety and efficacy in the approval of the

Version 6/ 142006
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original application (or earlier supplement), and the applicant has not conducted all of its own
studies for approval of the change, or obtained a right to reference studies it does not own.
For example, if the change were for a new indication AND a higher dose, we would likely
require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new
aspect of a previously cited listed drug, to support the safety of the new dose, the supplement
would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is based on
data that the applicant does not own or have a right to reference. If published literature is
cited in the supplement but is not necessary for approval, the inclusion of such literature will
not, in itself, make the supplement a 505(b)(2) supplement, or

(3) The applicant is relying upon any data they do not own or to which they do not have right of
reference.

[f you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult
with your ODE’s Office of Regtilqtory Policy representative.

Version 6/14/2006



NDA Regulatory Filing Review, NDA 22-058

Page 10
Appendix B to NDA Regulatory Filing Review
' Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES [ NO [T

If “No,” skip to question 3.
2. Name of listed drug(s) referenced by.the apphcant (if any) and NDA/ANDA #(s):

3. Is thls application for adrug that is an “old” antlblotlc (as described in the draft guldance 1mplementmg
the 1997 FDAMA provisions? (Certam antibiotics are not entitled to Hatch-Waxman patent listing and
exclusivity benefits.)

-
=

YES EI : NO [
If “Yes,” skip to question 7.

4. Is this application for a recombinant or biologically-derived product?”
' o YES [} NO [

If “Yes “contact your ODE'’s Office of Regulatory Policy representative.

5. The purpose of the questions below (questions 5 to 6) is to determine if there is an approved drug
product that is equivalent or very similar to the product proposed for approval that should be referenced as
a listed drug in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?
YES [] NO [,

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(c))

If “No,” to (a) skip to question 6. Otherwise, answer part (b and (c)).

(b) Is the pharmaceutical equivalent approved for the same indication for YES [ NOo [
which the 505(b)(2) application is seeking approval? ‘

(c) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES - [} NO [}
If “Yes,” (c), list the pharmaceutical equivalent(s) and proceed to question 6.
If “Ne,” to (c) list the pharmaceutical equzvalent and contact your ODE s Office of Regulatory Policy

representative.
Pharmaceutical equivalent(s):

Version 6/14/2006
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6. (a) Is there a pharmaceutical alternative(s) already approved? YES []  NO []

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.) '

If “No,” to (a) skip to question 7. Otherwise, answer part (b and (c)).

(b) Is the pharmaceutical alternative approved for the same indication YES []- NO []
for which-the 505(b)(2) application is seeking approval?

(c) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES [] NO []
If “Yes, " to (c), proceed to question 7.

NOTE: [fthere is more than one pharmaceutical alternative approved, consult your ODE’s Office of
Regulatory Policy representative to determine if the appropriate pharmaceutical alternatives are referenced.

If “No, " to (c), list the pharmaceutical alternative(s) and contact your ODE'’s Office of Regulatory Policy
representative. Proceed to question 7.

Pharmaceutical alternative(s):

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug-

product (i.e. is the published literature necessary for the approval)?
YES [ NO []

If “No, " skip to question 8. Otherwise, answer part (b).

(b) Does any of the published literature cited reference a specific (e.g. brand name) product? Note that if
yes, the applicant will be required to submit patent certification for the product, see question 12.

8. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™).

9. [s the application for a duplicate of a listed drug and eligible for approval under YES [ ] NO [
section 505(j) as an ANDA? (Normally, FDA may refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

10. Is the application for a duplicate of a listed drug whose only difference is YES [] NO []
that the extent to which the active ingredient(s) is absorbed or otherwise made
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(d)(9)).

11. 1Is the application for a duplicate of a listed drug whose only difference is YES [ NO []
Version 6/14/2006
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that the rate at which the product s active ingredient(s) is absorbed or made

available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
If yes, the application may be refused for filing under 21 CFR 314.101(d)(9).

12. Are there certifications for each of the patents listed in the Orange ‘ YES [] NO []
Book for the listed drug(s) referenced by the applicant (see question #2)?
(This is different from the patent declaration submitted on form FDA 3542 and 3542a.)

13. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

L]
L]

Version 6/14/2006

Not applicable (e.g., éolely based on published literature. See question # 7

21 CFR 314. 50(1)(1)(1)(A)(1) The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):

a®

21 CFR 314.50(i)(1)(i)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

21 CFR 314. 50(1)(1)(1)(A)(3) The date on which the patent will expire. (Paragraph III
certification)
Patent number(s)

21 CFR3 1‘4.-50(i)( 1)(i)(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.:
(Paragraph IV certification)

Patent number(s):

NOTE: [F FILED, and if the applicant made a “Paragraph IV’ certification [2]1 CFR
314.500)(1)(i)(A)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed [2] CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification {21 CFR 314.52(e)]. OND will contact you to verify
that this documentation was received.

21 CFR 314. SIO(i)(3) Statement that applicant hasa licensing agreement with the patent
owner (must also submit certlﬁcatlon under 21 CFR 314.50(1)(1)(1)(AX4) above)
Patent number(s)

Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

21 CFR 314.50(1)(1)(ii): No relevant patents.

21 CFR 314.50(i)(1)(iii): The patent on the listed drug is 2 method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book: Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement) s

S

" Patent number(s):
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14.  Did the applicant:

¢ Identify which parts of the dpplicatfon rely on the ﬁnding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, pharm/tox section of

application relies on finding of preclinical safety for a listed drug.
YES [ NO []

If “Yes,” what is the listed drug product(s) and which sections of the 505(b)(2)
application rely on the finding of safety and effectiveness or on published literature about that
listed drug ‘

Was this listed drug product(s) referenced by the applicant? (see question # 2)
: YES [] NO [T

* Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
- listed drug(s)?
= _ T N/A [ YES [ NO []

&:

L5. (a) Is there unexpired exclusivity on this listed drug (for example, 5 year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book.

YES [] NO []

[f “Yes,” please list:

Application No. Product No. Exclusivity Code Exclusivity Expiration

Version 6/14/2006
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FRESCKRIP ITON DRUG Expitation Date: December 31, 2008,
DEPARTMENT OF HEALTH AND HUMAN SERVICES v
FOOD AND DRUG ADMINISTRATION USER FEE COVER

SHEET

See Instructions on Reverse Side Before Completing This Form

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See exceptions on the
reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment. Payment instructions and fee rates
can be found on CDER's website: http:/fwww_fda.gov/cder/pdufa/default.htm

1. APPLICANT'S NAME AND ADDRESS . T 4.BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUMBER
Valera Pharmaceuticals Inc. N022058
8 Clarke Dr.
Cranbury, New Jersey 5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?
08512 Kves [Ino
If YOUR RESPONSE S "NO" AND THIS {S FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM.

IF RESPONSE S "YES', CHECK THE APPROPRIATE RESPONSE BELOW:
(X THE REQUIRED CLINICAL DATA ARE CONTAINED N THE APPLICATION.

2. TELEPHONE NUMBER (fnclude Area Codg) D THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
= REFERENCE TO: '

{ 609 )4099010

(APPLICATION NO. CONTAINING THE DATA).

3. PRODUCT NAME 6. USER FEE |.D. NUMBER
Supprelin® LA (histrelin acetate) ) N/A

7. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION,

[] A LARGE VOLUME PARENTERAL DRUG PRODUCT 7 a 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
. APPROVED UNDER SECTION 505 OF THE FEDERAL {See item 7, reverse side before checking box.}
T FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
(Self Explanatory)
IZ[ THE APPLICATION QUALIFIES FOR THE ORPHAN D THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal Food, GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED:
Drug, and Cosmetic Act COMMERCIALLY
{Sea ifom 7, reverse side before checking box.) {Self Expltanatory) 5

8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FORTHIS APPLICATION?

[ves [Ono

{See ltem 8, reverse side if answered YES)

A

Pubtic reporting burden for this coflection of information is estimated to average 30 minutes per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Heaith and Human Services Food and Drug Administration An agency may not conduct or sponsor, and a person is not
Food and Drug Administeation CDER, HFD-94 required to respond to, a collection of information unless it
CBER, HFM-99 ' and 12420 Parklawn Drive, Room 3046 displays a currently vatid OMB control number.

1401 Rockville Pike Rockville, MD 20852

Rockvitle, MD 20862-1448

Sw.  JRE OF AUTHORIZED COMPANY REPRESENTATIVE TITLE DATE

- } Witliam B. Gray , Senior Director Regulatory [7‘ o/ / s
- . ? 2 7 e
'///4([7/ A AL )/ Affairs S/ /ot

FORM FDA 3397 {12/03) PSC Modia Arts 30M) $43-100  EF
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

e

NDA: 22-058 Efficacy Supplemént Type: N/A Supplement Number: N/A

Drug: Supprelin LA (histrelin acetate) subcutaneous implant Applicant: Valera Pharmaceuticals, Inc. (transferred to Indevus
Pharmaceuticals, Inc., effective April 18, 2007)

RPM: Jennifer Johnson A HEFD-510 . Phone # 301-796-2194

Application Type: (X) 505(b)(1) () 505(b)(2): Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug
(This can be determined by consulting page 1 of the NDA | name(s)):

Regulatory Filing Review-for this application or Appendix
A to this Action Package Checklist.) '

1If this is a 505(b)(2) applfcation, please review and : ’ B &
confirm the information previously provided in
Appendix B to the NDA Regulatory Filing Review.
Please update any information (including patent
certification information) that is no longer correct.

() Confirmed and/or corrected

%+ Application Classifications: § . e
e Review priority (X) Standard () Priority
¢  Chem class (NDAs only) : 3
_ e Other (e.g., orphan, OTC) orphan
% User Fee Goal Dates , May 3, 2007
%+ Special programs (indicate all that apply) ' (X) None
‘ Subpart H .
"() 21 CFR 314.510 (accelerated
approval)
() 21 CFR 314.520
(restricted distribution)
() Fast Track
() Rolling Review

() CMA Pilot |
() CMA Pilot 2

*,
0.0

User Fee Information

() Paid UF ID nimber

o  User Fee

e  User Fee waiver _ | () Small business
4 () Public health
() Barrier-to-Innovation
() Other (specify)
¢ User Fee exception (X) Orphan designation

() No-fee 505(b)(2) (see NDA
Regulatory Filing Review for
instructions)

() Other (specify)

|~ Application Integrity Policy (AIP)
e  Applicant is on the AIP
Version: 6/16/2004

() Yes (X)No
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e This application is on the AIP () Yes (X)No
¢ Exception for review (Center Director’s memo)
“e  QOC clearance for approval ' '
< Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was | (X) Verified
not used in certification & certifications from foreign applicants are cosigned by US agent.
<+ Patent :
¢ Information: Verify that form FDA-3542a was submitted for patents that claim (X) Verified

the drug for which approval is sought.

e Patent certification [505(b)(2) applications]; Verify that a certification was
submitted for each patent for the listed drug(s) in the Orange Book and identify
the type of certification submitted for each patent.

21 CFR 314.50G)(D(@)(A)
() Verified

21 CFR 314.50(i)(1)

: 4 Oa) Q) (i)
e [505(b)(2) applications] If the application includes a paragraph III certification, it | N/A

cannot be approved until the date that the patent to which the.certification
pertains expirés (but may be tentatively approved if it is otherwise ready for
approval).

s [505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by appticant and documentation of receipt of

" notice by patent owner and NDA holder). (If the application does not include
_ any paragraph IV certifications, mark “N/A” and skip to the next box below
(Exclusivity)). S

e  [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation,

Answer the following v_vquestions for each paragraph IV certification:

(1) Have 45 dayé paéséd since the patent owner’s receipt of the applicant’s
“notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(¢))).

If “Yes,” .fldp‘_tO»‘qu'esiion (4) below. If “Ne,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107()(3)?

If “Yes, " there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph [V certifications, skip to the next box below (Exclusivity).

If “No,” continue with question (3).

(3) . Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

() Verified
()Yes ()No

() Yes ,()NO,.
()Yes  ()No

() N/A (o paragraph IV certification) . -
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(Note: This can be determined by confirming whether the Division has
received a written notice from the applicant (or the patent owner or its
representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2))).

If “No, " the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive its
right to bring a patent infringement action or to bring such an action. After the
45 day perzod expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) | () Yes () No
submit a written waiver of its right to file a legal action for patent
infringement within the 45- day period described in question (1), as
_provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approvd'l based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next box below (Exclusivity).

If “No, " continue with question (5).

(5) Did the patent owner, its representative, or the exclusive patent licensee () Yes () No
bring suit against the applicant for patent infringement within 45 days of
the patent owner’s receipt 6f the dpplicant’s notice of certification?

(Note: This can be determined by confirming whether the Division has

received a written notice from the applicant {(or the patent owner or its

. " representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
‘within the 45-day period).

AW

If “No, " there is no stay of approval based on this certification. Analyze the
next paragraph 1V certification in the application, if any. If there are no other
paragraph 1V certifications, skip to the next box below (Exclusivity):

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy II, Office
of Regulatory Polzcy (HFD-007) and attach a summary of the response.

< Excluswuy (approvals only)

e  Exclusivity summary -Pending

¢ Is there remaining 3-year exclusivity that would bar effective approval of a -3-year exclusivity is in place for
505(b)(2) application? (Note that, even if exclusivity remains, the application Vantas (NDA 21-732): new dosage
may be tentatively approved if it is otherwise ready for approval.) _ form, expires 10/12/07

¢ Is there existing orphan drug exclusivity protection for the “same drug” for the

“proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for the definition of “same | () Yes, Application #-
drug” for an orphan drug (i.e., active moiety). This definition is NOT the same (X) No

as that used for NDA chemical classification.

“*  Administrative Reviews (Project Manager, ADRA) (indicate date of each review) May 2, 2007
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D

< Actions

e

e  Proposed action

LI

(X)AP ()TA ()AE ()NA

e Previous actions (specify type and date for each action taken)

N/A

e  Status of advertising (approvals only)

®,
0‘0

Public communications

Press Office notified of action (approval only)

(X) Materials requested in AP
letter
() Reviewed for Subpart H

(X) Yes () Not applicable

* Indicate what types (if any) of information dissemination are anticipated

B

*  Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable))

* Division’s proposed labeling (only if generated after latest applicant submission
of labeling)

(X) None

() Press Release

() Talk Paper

() Dear Health Care Professional
Letter

Pending

¢ Most recent applicant-proposed labeling

May 1, 2007

June 30, 2006

¢  Original applicant-proposed labeling :

* Labeling reviews (including DDMAC, DMETS, DSRCS) and minutes of
labeling meetings (indicate dates of reviews and meetings)

DSRCS: April 20, 2007, DDMAC:
April 13, 2007, SEALD: February
16, 2007 and April 26, 2007,
DMETS: January 26, 2007

e Other relevant labeling (e.g., most recent 3 in class, class labeling) N/A
< Labels (immediate container & carton labels) _ , :
*  Division proposed (only if generated after latestépplicant submission) Pending
s  Applicant proposed ' “ “
e Reviews «“ «“
% Post-marketing commitments - . . -
¢ Agency request for post-marketing commitments None
¢ Documentation of discussions and/or agreements relating to post-marketing | None

commitments

()
°

Outgoing correspondence (i.e., letters, E-mails, faxes)

. March 15, March 27, March 30,

August 11, August 17, November
15, 2006; February 23, March 12,

May 2, 2007

)
*

Memoranda and Telecons

< Minutes of Meetings

e EOP2 meeting (indicate date) N/A
e Pre-NDA meeting (indicate date) December 7, 2005
¢ Pre-Approval Safety Conference (indicate date; approvals only) N/A
e Other N/A
% Advisory Committee Meeting . , - = ’
¢ Date of Meeting N/A A
e  48-hour alert N/A
.:. N/A h

Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)
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"Summary Reviews (e.g., Office Director, Dlvision Dectof, Meical Team Leader)
(indicate date for each review)

Clinical‘ review(s) (indicate date for each review)

Division Dlrectdr’s Memo:
April 30, 2007

April 20, 2007

< -Microbiology (ebfﬁcacy) review(s) (indicate date for each review)

N/A

*+ Safety Update review(s) (indicate date or location if incorporated in another review)

Incorporated in clinical review

% Risk Management Plan review(s) (indicate date/location if incorporated in another rev)

N/A; addressed in clinical review

e Bioequivalence studies

CMC review(s) (indicate date for each review)

<%+ Pediatric Page(separate page for each indication addressing status of all age groups) May 1, 2007
<+ Demographic Worksheet (NME approvals only) N/A
< Statistical review(s) (indicate date for each review) April 24, 2007
<> Biopharmaceuﬁéal réview(s) (indicate date for each review) ‘April 25, 2007
<+ Controlled Substance 3taff review(s) and recommendation for scheduling (indicate date N/A k.
Jfor each review)

< Clinical Inspection Review Summary (DSI) : \

e  Clinical studies N/A

N/A

)
i e

Environmental Assessment

. * Categorical Exclusion (indicate review date)

April 20, 2007 and March 16, 2007 .

See review #1 (

7

* Review & FONSI (iﬁdic‘ate date of revieW)

March 16, 2007)
N/A '

* Review & Environmental Impact Statement (indicate date of each review)

N/A

% Microbiology (validation of sterilization & product sterility) review(s) (indicate date for
each review) ‘

April 4, 2007

*  Facilities inspection (provide EER report)

Date completed:
(X') Acceptable
() Withhold recommendation

%  Methods validation

X Pharm/toxvreview(s), including referenced IND reviews (indicate date for each

G

review)

(X) Completed
() Requested
() Not yet requested

April 17, 2007

** Nonclinical inspection review summary . N/A
*¢  Statistical review(s) of carcinogenicity studies (indicate date for each review) N/A
% CAC/ECAC report N/A
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Appendix A to NDA/Efficacy Supplement Action Package Checklist - 2
. | J
An application is likely tobe a 505(b)5(2) application if:

(1) it relies on literature to meet any of the approval requirements (unless the applicant has a written nght of
reference to the underlying data)

(2) it relies on the Agency's previous approval of another sponsor’s drug product (which may be evidenced
by reference to publicly available FDA reviews, or labeling of another drug sponsor's drug product) to
meet any of the approval requirements (unless the application includes a written right of reference to
data in the other sponsor s NDA).

(3) it relies on what is "generally known" or "scientifically accepted" about a class of products to support
the safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note,
however, that this-does not mean any reference to general information or knowledge (e.g., about disease
etiology, suppoit for particular endpoints, methods of analysis) causes the application to be a 505(b)(2)
application.)

(4) it seeks approval fora change from a product described in an OTC monograph and relies on the
monograph to establish the safety or effectiveness of one or more aspects of the drug product for which
approval is sought (see 21 CFR 330 11)

Products that may be likely to be descrlbed in a 505(b)(2) apphcatlon include combinaticn drug products (eg.,
heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph deviations, new dosage forms,
newndications, and new salts.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, please consult witl
the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

Nosgeu”
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