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Module 1 Administrative Information Banner Pharmacaps Inc., NDA 22-152
1.3.5.2 Patent Certification Valproic Acid Delayed Release Capsules,
500 mg, 250 mg, 125 mg
Paatent Amendment, October 9, 2007

m

Paragraph IV
Patent Certification

In the opinion and to the best knowledge of Banner Pharmacaps Inc. (BPI), certifies that patents

4,988,731 and 5,212,326 (continuation of patent 4988731) issued to Abbott Laboratories will not
- be infringed by the manufacture, use, or sale of Valproic Acid Delayed Release Capsules for

which this application is submitted. _

In compliance with the requirements under §314.52(a), BPI provided a notice to Abbott
Laboratories, the owner of the patent and also holder of the approved application for the drug

product which is claimed by the patent or a use of which is claimed by the patent and with the
requirements under §314.52(c) with respect to the content of the notice.

Exclusivity Statement

According to the information published in the Orange Book, the RLD, Depakote®, is not entitled
to a period of marketing exclusivity.

vix% - Oct.q, 200%

Daha S. Toops Ag Date
Director, Regulatory A¥fairs
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EXCLUSIVITY SUMMARY

NDA # 22152 SUPPL # HFD # 120

Trade Name Stavzor

Generic Name valproic acid

Applicant Name Extended-Release

Approval Date, If Known 7/29/08

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)(1), S05(b)(2) or efficacy supplement?

YES X No []
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8
505(b)(2)

c¢) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or 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.

This NDA is entirely based on a single bioequivalence study for the 500 mg strength with a request
for biowaiver for the 125 and 250 mg strengths. Clinical efficacy studies were not conducted.

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:
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d) Did the applicant request exclusivity?
YES [ NO

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

e) Has pediatric exclusivity been granted for this Active Moiety?
YES No []

1fthe answer to the above guestion in YES, is this approval a result of the studies submitted in

response to the Pediatric Written Request?
No

IF YOUHAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

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 esterified 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, if known, the NDA
#(s).
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NDA# 18723 Depakote

NDA# 19680 Depakote Sprinkles

NDA# 18082 Depakene

2. Combination product.

If the product contains more than one active moiety(as defined in Part I, #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.) 0 =
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 II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART IIL.

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)
is "yes" for any investigation referred to in another application, do not complete remainder of
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summary for that investigation.
YES [ NO[X

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

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

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

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

YES [ w~No[

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

YES [] No []

If yes, explain:

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

YES [] No [

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

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

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

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 D
Investigation #2 YES[] No [

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

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

Investigation #1 YES D No [

Investigation #2 YES [] No[]

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

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

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

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

Investigation #1 !
!
IND # YES [] 1 NO []
! Explain:
Investigation #2 !
!
IND # YES [] ! NO []
!

Explain:

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

Investigation #1 !

YES [] 1 No [
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Explain: ! Explain:

Investigation #2

YES []

Explain:

NO []

!
!
!
! Explain:

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

YES [] No []

If yes, explain:

Name of person completing form: Susan Daugherty
Title: Regulatory Project Manager
Date: 7-21-09

Name of Office/Division Director signing form: Russell Katz

Title: Director

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 eleeﬁ*en-ieally and
this page is the manifestation of the electronic signature.

Russell Katz
7/22/2009 02:43:39 PM



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

‘NDA#: 22-182 Supplement Number: n/a NDA Supplement Type (e.g. SES): n/a -
Divmon Namo Qmmgg PDUFA Goal Date: 7/29/08  Stamp Date: 5/29/08

Propﬂetary Namo: Stavzor
Established/Generic Name:
Dosage Form: F
Applicant/Sponsor: 2l

Indication(s) pravioys:
(1) na

@)

)

() e

Podmtnc use for each pediatric subpepulatm must be addressod for n@_mi_ggm covered by current
application under review. A Pediatric Page must be compieted for each indication.

Number of indications for this pending application(s):4
(Attach a completed Pediatric Page for M indication in cumnt application.)

indication #1: prophviaxis of migraing hes
Q1: s this application in response toa PREA PMCIPMR? Yes [] Continue
No [X] Please proceed to Question 2.
If Yos, NDA/BLA#: Supplement #;_____ PMC/PMR #;
Does the division agree that this is a complete response to the PMC/PMR?
[ Yes. Please proceed to Section D.
(] No. Piease proceed to Question 2 and complets the Pediatric Page, as applicable.
Q2: gm; this application provide for (If yes, please check ali categories that apply and proceed to the next
question):

(@) NEW [] active ingredient(s) (includes new combination); [] indication(s); [(X] dosage form; [] dosing
regimen; or [_] route of administration?*

(b) CJ No. PREA does not apply. $kip to signature block.
* Note for COER: SES, S&6, and SET submissions may also tﬂmkm
Q3: Does this indication have orphan designation?
[ Yes. PREA does not apply. $kip to signature block.
No. Please proceed to the next question.
Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?
Yes: (Complete Section A.)
[] No: Please check all that apply:
[ Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[ Deferred for some or all pediatric subpopulations (Complete Sections C)
[0 Compieted for some or all pediatric subpepulations (Complete Sections D)
] Appropriately Labeled for some or all pediatric subpopulations (Complets Sections E)
(] Extrapolation in One or More Pediatric Age Groups (Complete Section F)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CPER PMHS VIA EMAIL (sderpmbs@fia bhs.gov) OR AT 301-796-0700.



Soeﬂon;A. Ftﬂx Wawed Studies (fer all EOdlatﬁG a "o roy .h,a’, n

Reason(s) for full waiver: (check, and attach a brief justification for the rnaon(s) solomd) See NDA
approvail ietter dated July 29. 2008

B Necessary studies would be impossible or highly impraeﬂcéblo because:
[ Disease/condition does not exist in children
] Too few children with disease/condition to study
[X] Other (e.g., patients geographically dispersed):
We are waiving the pediatric study requirement for ages 6-11 years for this indication because,
in light of the previous negative study in the 12-17 age group, it is not expected that valproate
would be shown to be effective in patients with migraine in ages 6-11 years. In addition, the
necessary studies are impossible or highly impracticable (the critical design elements for
adequate studies in this age group for this drug for this indication are unknown).
We are waiving the pediatric study requirement for ages 0-5 years for this indication because the
necessary studies are impossible or highly impracticable (migraine is difficult to diagnose in
children under age 6 years and the critical design elements for adequate studies in this age
group for this drug are unknown).
[J Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.
[] Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)
[ Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
~ Studies are fully waived on this ground, this information must be included in the labeling.)
[ Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
i the labeling.)
Justification attached. - See above text and July 29, 2008 approval lefter
If studies are fully waived, then pediatric information is complete for this indication. If there is another
indication, please complete ancther Pediatric Page for each indication. Otherwise, this Pediatric Page is
complete and should be signed.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (¢cderpmhs@fda.bhs.gov) OR AT 301-796-0700.



NDA# 22:152 Page 3

Swﬁon, B Partially Wawed studm (fer soiected pediaﬁc subpogulatl )

Check subpopulatton(s) and reason for which studies are being partially waived (fi ll in apphcablo cntoria bolew)
Note: If Neonate includes premature infants, list mmlmum and maxnnum age m gostat:onal age (in woeks)

o Reason (see below for further detanl)
i i
Not meanmgful . .
- . Not b | Ineffective or | Formulation
~minimum maximum P therapeutic , , Y
u feas_l?le benefit* uns:fo fail:d
] | Neonate | __wk._mo. |__wk.__mo. , O 0 O
L] |Other | _yr.__mo. | __yr.__mo. O ] U d
(] [Other | __yr.__mo. | __yr__mo. O ] O
g Other |__yr.__mo. | __yr.__mo. l:] [_:_'J I_;]_ £
O [Other | __yr__ __y._mo. O O ] |

Are the indicated age rangos (abovo) based on weight (kg)? O No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Not faasible:
O Necessary studies would be impossible or highly impracticable because:

[0 Disease/condition does not exist in children

[0  Toofew children with disease/condition to study

O Other (e.g., patients geagraphically dispersed):

i*  Not meaningful therapeutic benefit:

[0 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s).

t Ineffective or unsafe:

[ Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if studies
are partially waived on this ground, this information must be included in the labeling.)

[ Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[] Evidence strongly suggests that product wouid be ineffactive and unsafe in all pediatric subpcopulations
(Note: if studies are partially waived on this ground, this information must be included in the labeling.)

A Formulation failed:

[ Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may oply cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.)

[ Justification attached.
For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); Wer (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F). Note that more than one of these options may apply for this indication te cover glf of the
IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@:fda hhs.gov) OR AT 301-796-0700.




NDA 22152

pediatric subpopulations.

Page 4

(Section C: Deferred Studies (for selected pediatric s

Check pediatric subpopulation(s) for which pediatnc studm are bcmg deforfed (and fill in appllcable reason

* Other Reason: __
1 Note: Studies may only be deferred if an applica

bolow)
| "~ Applicant
Deferrals (for each or all age groups): Reason for Deferral Gortlﬁtca tion
Other
Ready Need .
for Additional A;:g:gon:to Received
Population minimum maximum | Approval | Aduit Safety or (specify
in Adults | Efficacy Data .
below)
O | Neonate __wk. _mo.| _wk.__mo O O O »]
Oforw w_m [ 0 © 0 0
D Other _y._mo. |__y._mo O L'J O O
L | Other _yr.__mo. | _yr. O g 0 g
Other _y.__ Y. O O O 0
All Pediatri
m| P@puja;%ng Oyr.Omo. |16yr.11mo.| [ O O a
Dm studues are duc (mmlddlyy)
Aro tho mdieatod ago rangos (abovo) basod on wexght (kg)? | El Né} O Yos. -
Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.

1ds for deferring the studies,

a description of the planned or ongoing stud:os, evidence that the stud:os are boing conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and defsrrals, Pediatric Page is
complste and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs(@fda.hhs.gov) OR AT 301-796-0700.




NDA# 22:152 Page 5

Section D: Completed Studies (for some or al pediatric subpopulations). |
Pediatric Subpopulaﬁon(é) in which studies have been completsd (chock boléW):
, L . PeRC Pediatric Assessment form
Pepulafnon minimum maximum attached?.

[ | Neonate __wk.__mo. | __wk._mo. Yes [] No ]

[0 | other _y._mo. |__yr._mo. Yes [] Ne []

O ( other _y._mo. |__yr.__mo. Yes [] No (]

[ | other _y._mo. |__yr.__mo. Yes [] No [

0 | other _y._mo. |__yr._ mo. Yes [[] No [

O [ Pediatric Subpopulations | Oyr.0mo. | 16yr.11mo. | Yes E‘]’ No[OJ

Are the mdncatod age ranges (abovo) based on wo:ght (kg)? D Ne, [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicable.

Steﬂani b@fl\plpm" ﬁatily'.i;ab@:(farséme,ﬁor "allyibéd_i'_étﬁ?é SQbEepuiéﬁéﬁs_z:" - |

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because productis
_appropriately labeled for the indication being reviewed:
Population minimum maximum

[j Neonate - WK. __mo. - wk.__mo

0O | other _yr.__mo. Y. __mo.
, T—:—_j | Other | —= YT- _ moO. :yr.__ma.

[0 | Other :yr._mo. __yr.__mo.

E] Other | —yr. _mo. . Yyr.__mo. ,
“@ Al Podmne Subpopulahons N Oyr 0 mo. )  16yr.11mo.

Are the mdteated age ranges (above) bascd on wolght (kg)? L"_’l’ 'Né; vl:] Yes.
Are the'indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.

If all pediatric subpopulations have been covergd based on partial waivers, deferrals, completed studies, and/or
existing appropriate labeling, this Pediatric Page is complete and should be signed. If not, complete the rest of
the Pediatric Page as applicable.

Mou F: Ea&r;, k, 0 ation fmmk Qﬂm Aduft andlor Podmtnc Studm (for dofomd andlor complm studuos

Note: Podiatnc eﬂicacy can be oxﬁ'amlatod from adequate and woleantmllod atud:os in adults and/or oﬁhor
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
_requires supplementation with other information obtained from the target pediatric subpopulation, such as

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@:fda.hhs.gov) OR AT 301-796-0700.




NDA# 22182

phamacokmotm and safety stud:os Under the statute safcty cannot be oxtrapolatod

Page 6

J Pediatric studies are not necessary in the follawmg pedlatnc subpopulatzen(s) bocause effcacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:

Extrapolated from:
Population minimum maximum . Other Padiatric

| Adult Studies? Studies? -

[ | Neonate —wk.__mo. | __wk.__mo. m] O

[ | Other _y._mo. |_yn__ O O

[ | other _y._mo. |__yr.__ O a

[ | other _y._mo. |__yrn.__ D O

O | other _y_ Yy O O

All Pediatric

:J Subpopuiations Oy.0mo. | 18yr.11mo. | N O O

Are the mdaeated age ranges (abeve) basod on wenght (kg)? I:] No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs(

hhs.gov) OR AT 301-796-0700.
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Indication #2: Acyte treatment L manic episodes agsociate
Q1: Does this indication have orphan designation?
[ Yes. PREA does not apply. Skip to signature block.
[XI No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
Yes: (Complete Section A.)
[J No: Please check all that apply:
[ Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[ Deferred for some or all pediatric subpopulations (Complete Sections C)
[J Completed for some or all pediatric subpopulations (Complete Sections D)
[ Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[ Extrapolation in One or More Pediatric Age Groups (Complete Section F)

2pigades associate:

» ~ (Plea: note that Section F may be used alone or in additien to Sectiong C. D, and/or E.)
Section A: Fully Waived Studies (for all pediatric age groups) -

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
& Necessary studies would be impossible or highly impracticable because:
(X Disease/condition does not exist in children
[ Too few children with disease/condition to study
] other (e.g., patients geographically dispersed): _____
[ Product does not represent a mbaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.
[ EBvidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
Studies are fully waived on this ground, this information must be included in the labeling.)
BJ Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)
O evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: i studies are fully waived on this ground, this information must be included in

the labeling.)
Justification aftached.

We are waiving the pediatric study requirement for ages 0-5 years for this indication because the
ecessary studies are impossible or highly impracticable (migraine is difficult to diagnose in children
under age 6 years and the critical design elements for adequate studies in this age group for this
drug are unknown). In addition, we are waiving the pediatric study requirement for ages 0-9 years
for this indication because the necessary studies are impossible or highly impracticable (this disease
does not exist in children under age 10).

If studies are fully waived, then pediatric information is complete for this indication. If there is another

indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is

complete and should be signed.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CPER PMHS VIA EMAIL (sderma hsia:fda,hhs.gov) OR AT 361-796-0700.
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[Section B: Pamall, Walved Studies (for selected peduatnc subpopu!ations)

Check subpopulation(s) and reason for which studies are being partially wawed (ﬂll in apphcable criteria below):
Note: If Neonate includes premature infants, list minimum and maximum age in gosmlonal age” (in wooks)

Reason (see below for further detail)
Not meanin . .
minimum maximum fe a':gifl o’ ?ﬂtal:;a:;oufn%ful m’g?::f‘;? or chgzgon
ofit
O] | Neonate | __ wk. _ mo. — wk. __mo. O 0 O 0
O] [Other | _yr.__mo. |__yr.__mo. Q—_ l::_j g @
[J [Other | _yr__mo. | __yr.__mo. ] O m O
L] |[Other [ __yr.__mo. | __yr.__mo. O g m] ]
|00 Jother | __yr.__mo. |__yr.__mo. ] O ] O

Are the indicated age ranges (above) based on weight (kg)? E]_No; O Yes.
Are the indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):

# Not feasible:

E] Necessary studies would be impossible or highly impracticable because:

[0  Disease/condition does not exist in children

[0  Too faw children with disease/condition to study

[0  Other(e.g., patients geographically dispersed):

* Not meaningful therapeutic benefit:

] Product does not represent a meaningful therapeutic benefit over oxisting therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s).

1 Ineffective or unsafe: A

[ Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if

~ studies are partially waived on this ground, this information must be included in the labeling.)

[0 &vidence strongly suggests that would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[ Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are partially waived on this ground, this information must be
included in the labeling.)

A Formulation failed:

[0 Appilicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may Qply cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.)

[J Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if 30, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pedistric subpopulations (if so, proceed to Section E); and/or (4)

- additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmbsa(@fda hhs.gov) OR AT 301-796-6700.
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proceed to Saction F).. Note that more than one of these options may apply for this indication to cover 8l of the
pediatric subpopulations.

s«mon ,c- Deferrod studies (for some or all godlaﬁe subpogulataons)

Check pediatric subpopulation(s) for which pediatric studies are being defemd (and fill in appllcablo reason
below)

Aﬁpueant k
Reason eferral Certification
Deferrals (for each or all age groups): eason for D ° ﬂf“
' Other
Ready N.°.°d Appropriate
for Additional Reason Received
minim s .« | Approval | Adult Safety or -

Population minimum maximum inpzdults Efficacy Data gﬁ?w';!

[0 |Neonate | _wk._mo.| _wk._mo.| [J O 0 O

[ | other —Y._mo. | _yr.__mo. 0O O O O

] | Other __Yy._mo. | __yr.__mo. O O O O

[ | other - _y._mo. | __yr.__mo. O [;'_I | (|

O | other _yr._mo. |__yr.__ mo. O O O [;
" | All Pediatric |

a Populations | OY-0mo. | 16yr.11 mo. O O O (]

Dato studios are due (mmlddlyy) N v o

Are the indicated ago ranges (above) based on woaght (kg)” J No; [ Yes.

Are the indicated age ranges (above) based on Tanner Stage? O No; [ Yes.

* Other Reason: _____

1 Note: Studies may only be deferred if an applicant § 1gg for deferring the studies,

a description of the planned or ongoing studies, owdonco that tho studies aro boing conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been cavered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmbs(@fda.hhs.gov) OR AT 301-796-0708.
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[Section b: Completed Studies (for some or all pediatric subpopulafions) -
Pediatric subpopulation(s) in which studies have been completed (check below):
. - . PeRC Pediatric Assessment form
Populatien minimum maximum attached?

O | Neonate _wk.__mo. | _wk.__mo. Yes [] No [
O | other _yr._mo. |__yr.__mo. Yes [] No[]
| O | other _y._mo. |__yr.__mo. Yes [] No[]

] | Other _y._mo. |__yr.__mo. Yes[] No [J

O | Other _y._mo. |__yr.__mo. Yes ] No [J

El All Pediatric Subpopulations 0 . 0 mo. 16 yr. 11 mo. | Yes I'_] ‘ No[]
Are tho mdicatod age ranges (above) based on welght (kg)? I:I Ne, E] Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicable.

Section &: Drug Appropriately Labeled (for some or al pediatric subpopulations): ___

l Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:

Population minimum maximum
I:l Neonate —wk. _mo. —wk. _mo.
lf] Other Y. __mo. = YT . MO
Ifl Other — Y. __mo. —yr._mo
-_EJ Other :_yr:,mo —yr.__mo
ﬁ Other - Y._.mo Yy _mo.
O | Pediatric Subpopulaions | 0yr. 0mo. | ey 1imo
Are the mdlcatod age ranges (above) based on vmght (kg)? [] No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or
existing appropriate labeling, this Pediatric Page is compiete and should be signed. If not, complete the rest of
the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs(fdahhs.cov) OR AT 301-796-0700.
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[ Section ¥: Extrapolation from Other Adult andlor Pediatric Studies (for deferred andor comploted studies) _

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be exirapolated.

Pediatric studies are not neceséary in the féiléwing podiatﬁc subpopuldﬁ'bn(é) because ém&éy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum  Adult Studies? Othsqti. Zi,;i;mc
[J | Neonate _wk.__mo. |__wk.__mo. O |
O | Other _y._mo. |__yr.__mo. O |
O | Other _y._mo. |__yr.__mo. 0 O
[ | other _y._mo. |[__yr__mo. g O
O | other _y._mo. |__yr.__mo. fj. O
O g&m&:ﬁ&m Oyr.Omo. | 18yr. 11 mo. O O

Are the indicated age ranges (above) based on weight (kg)? L] No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

indication #3: {reatment of simple & complex absance seizures
Q1: Does this indication have orphan designation?
[ Yes. PREA does not apply. Skip to signature block.
(X No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
[ Yes: (Complete Section A.)
No: Please check ail that apply:
[ Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[ Deferred for some or all pediatric subpopulations (Complete Sections C)
[ Completed for some or all pediatric subpopulations (Complete Sections D)
Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[] Extrapolation in One or More Pediatric Age Groups (Compiete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

ment of simple & com

© : D6

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpimhs(@:ida hhs.gov) OR AT 301-796-0709.
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Loction A. FuIL alvod Studies (for all pediatric ag  gro Ps)

Reason(s) for full waiver: (check, and attach a brief justification for the roason(s) sohctod)

[] Necessary studies would be impossible or highly impracticable because:
(] Disease/condition does not exist in children

[ Too few children with disease/condition to study

[] Other (e.g., patients geographically dispersed):

[ Product does not represent a meaningful therapeutic benefit over exlstmg therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

[ Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

] Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[ Evidence strongly suggests that product would be ineffactive and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in

the

labeling.)

[ Justification attached.

If studies are fully waived, then pediatric information is complete for this indication. If there is another
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is

complete and should be signed.

Isw:ﬁon B: Part;ally Walved Studlés (for sclectod g atnc subpopulatlons)

Check subpopulation(s) and reason for which studies are being partially wanvod (ﬂl in apphcable critena below)

Note: If Neonate includes premature infants, Ilst mmtmum and max:mum age in gosm:anal age (m weeks)

Reason (see boiew for further detail):

o . Not meaningful Formulation
minimum maximum f o;:?t:l o m;:?ﬁuge '"’mf?f or °fa:?.:§'
:_E:I Neonate | __wk. _mo. | _wk. __mo. 0 O z 0
CJ |other | _yr. _ mo. : g O ]
E Othet | __yr. = mo. |__yr.__mo ] ] —[j_; ]
O [Other | __yr.__ Y ] O m] g
O [Other | _yr._mo. [_yr_ O O 0 g

Are the indicated age mngos (abeve) basod on weight (kg)?
Are the indicated age ranges (above) based on Tanner Stage?

No; [] Yes.
X No; [] Yes.

Reason(s) for partial walvor (check reason corresponding to the category checked above, and attach a brief

justification):

# Notfeasible:

] Necessary studies would be impossible or highly impracticable because:
Disease/condition does nct exist in children

a
0

Too few children with disease/condition to study
0  Other(e.g., patients geographically dispersed):
* Not meaningful therapeutic benefit:

[J Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantiai number of
pediatiic patients in this/these pediatric subpopulation(s).

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpinhs@fida hhs.gov) OR AT 301-796-6700.
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1 Ineffective or unsafe:

[ Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[J Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[ Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are partially waived on this ground, this information must be
included in the labeling.)

A Formulation failed:

[ Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.)

] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completsd (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F).. Note that more than one of these options may apply for this indication to cover gll of the
pediatric subpopulations.

Section C: Deferred Studies (for some or all pediatric subpopulations).__

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in ahp_licable reason
below):

| Applicant
R r Deferral Certification
Deferrals (for each or all age groups): sason fo ‘ t
Other
Ready Need .
for Additional | APpropriate :
Population minimum maximum | Approval | Adult Safety or z”s?f'; Recelved
in Adults | Efficacy Data n;m)*
O | Neonate —wk.__mo.|_wk._mo.| [] (] .| O
_EI Other _y._mo. | _yr.__mo. O E] I:l E_Z_I
1 | Other _y._mo. | __yr__mo. O 0 | O
L] | Other —Y._mo. |__y.__mo. 0 O . )
[ | Other _Yyr._mo. [ _yr__me. a O 0 0
All Pediatric ‘
Populations | Oyr.0mo. | 16 yr. 11 mo. O O O a
Datp_ studies are due (mmld@lyy): -

s

Are the indicated age ranges (above) based on weight (kg)? [ No; ] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [] No; (] Yes.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (sderpmhs:fda.hiis.gov) OR AT 301-796-8700.
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* Other Reason:
1 Note: Studies may only be deferred if an applicant submits a cs rification of arounds for defarring the studies,
a description of the planned or ongoing studies, evidencs that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been mads, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.) ,

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

[Section D: Completed Studies (for some or al pediatric subpopulations). _

Pediatric subpopulation(s) in which studies have been completed (check below):
Population minimum -~ maximum PeRC Pediaatggmo?ssment form
O | Neonate __wk._mo. | _wk. _mo. Yes [ No [
—E] Other _y._mo. |__yr__mo. Yes [J No [J
_ET Other __yr.__mo. |__yr.__mo. Yes IfT No ]
[ | other _y._mo. |__yr.__mo. Yes[] No [J
'[J | other _yn._mo. |__yr.__mo. Yes I'_j No ]
(] | All Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yeos E] I No[]

" Are the indicated égc ranges (above) based on weight (kg)? I No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or )
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicable.

Section &: Drug Appropriately Labeled (for some or all pediatric subpopulations):

Additional p:&iaﬂ'ie studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed: T
Population _ minimum , ‘ maximum
] Neonate —. WK. _mo. | —Wk. _mo.
O | Other Q yr. Q mo. 16 yr. 11 mo.
fj_ Other j__ mo. __y.__mo.
O | Otner __yr.__mo. —r. _mo.
O |other __yf.__mo. — Y. _mo.
m@ All Pediatric Subpopulations _0yr.0mo. _l6yr.11mo.

Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No; (] Yes.

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or
IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmbs(:fda.hhs.gov) OR AT 361-796-0700.
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existing appropriate labeling, this Pediatric Page is complete and shouid be signed. If not, complete the rest of
the Pediatric Page as applicablo

s«aﬂon F Extrapolaﬁon from Other Adult and/or Pechatnc Stud«os (for deferred andlor cemgletod studies)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokmeac and safely studies. Undor tha statuto, safety cannot be extrapolatod

Pediatric studies are not necessary in the falkawmg podlatnc subpopulatuon(a) because sfﬁcacy can be

extrapolated from adequate and weil-controlled studies in adults and/or other pediatric subpopulations:

Extrapolated from:
Population minimum ~ maximum ) Other Pediatric
Adult Studies? Studies?
O | Neonate _wk.__mo. |__wk.__mo. O O
J | other _y._mo. |_y__ O O
] | other _y._mo. |__yr.__ O O
O | other f_y_mo. |_yrn__ O O
O | Other _y._mo. |_yn_ O O
All Pediatric
D Subpopulatlons 0 yr 0 mo. 16 yr. 11 mo. | I:l | O

: Are the indicated age ranges (abovo) based on welght (kg)‘? E] No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

indication #4: monotherany and adiunctive therapy of cg
Q1: Does this indication have orphan deslgnauen?
] Yes. PREA does not apply. Skip to signature block.
X No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
[ Yes: (Complete Section A.)
X No: Please check all that apply:
X Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[ Deferred for some or all pediatric subpoepulations (Complete Sections C)
(] Completed for some or all pediatric subpopulations (Complete Sections D)
Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used aiene or in addition to Sections C, D, and/or E.)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700.
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| s«:ﬁon A. Fully Waived Studles (for all podaatnc auroups)

Reason(s) for full waiver: (check, and attach a brief justification for the roaaon(s) soloetod)
[J Necessary studies would be impossible or highly impracticable because:
[ Disease/condition does not exist in children
[ Too few children with disease/condition to study
[] Other (e.g., patients geographically dispersed):
[0 Product does not represent a meamngful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

O Evidence strongly suggests that product would be unsafe in all pediatric subpopulatlons (Note: If
studies are fully waived on this ground, this information must be included in the labeling.)

[ Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[J Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

] Justification attached.

If studiss are fully waived, then pediatric information is complete for this indication. If there is another
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is
complete and should be signed.

SQelion B: Partsally Walved Studies (for selectod gednatnc subgggulatlons)

Check subpopulation(s) and reason for which studies are being partially waived (fill in applacable cntena below):
Note: If Neonate includes premature infants, I:st mmlmum and max:mum agein gostational age (m weeks)

— — 'Reason (see below for further detail):
minimum maximum foaﬁ?glo' Nc:'t‘gn:r;;::%%ful lno;:&hf?r or Foz;;l:gon
nefit e

| ] [Neonate | __wk.__mo. | wk.__mo.| 0 ] O O

& |other |_yromo. |gyr. 11 mo. X ] ] |
E “Other | yr. __mo. ;r. mo. 0 ] B =

[] |Other | _yr. __yr. __mo. : O Q |
ﬁ Other [ __yr.__ __yr.__mo.. 0 ] | O

Are the indicated age rangos (abovo) based on weight (kg)? 3 No; (] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [X] No; [] Yes.

Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
Justification):

# Notfeasible:
Necassary studies would be impossible or highly impracticable because:
O  Disease/condition does not exist in children
[0 Too few children with disease/condition to study
. Othor (o 9. pahonts goographmlly dispersed): pri

* Not meamngful thmpouﬁc bonoﬁt' '

O Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL 15.z0v) OR AT 301-796-0700.
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pediatric patients in this/these pediatric subpopulation(s).
1 Ineffective or unsafe:

[0 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

" [J Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[ Evidence strongly suggests that product would be ineffactive and unsafe in all pediatric
subpopulations (Note: if studies ars partially waived on this ground, this information must be
included in the labeling.)

A Formulation failed:

[ Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.)

[ Justification attached.

_ For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F).. Note that more than one of these options may apply for this indication to cover glj of the
pediatric subpopulations.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpiabs@:fda.hhs.zov) OR AT 301-796-0700.
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[s.won C Defarred Studles (for some or all pediatric sulgpopulat:ons)

Check pedlatric subpepulahen(s) for which pediatric studies are being deferred (and fill in appllcable reason

below);

o ~ Applicant
Deferrals (for each or all age groups): Reason for Deferral cortiﬁtca tion

Other
Mor” | addiionai | Approprite
Reason Received
Population minimum maximum | Approval | Adult Safety or (specify
. in Adults | Efficacy Data below)*
O | Neonate " | _wk._mo.|_wk. _mo.| [J O O O
O | Other _yr._mo. | _yr._mo. O 0 O O
| O | Other _yr._mo. | _yr.__mo. O O O O

0O | other _y._mo. | __yr.__mo. O | O (|
O | other _y._mo. |__yr_ 0 O d |

All Pediatric e
a Populations | ©Y-0mo. | 18yr. 11 mo. O O O O

Date studles are due (mmlddlyy) _
Are the mdumod age ranges (above) based on welght (kg)? | [ Ne; [:I Yes.
Are the indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.
* Other Reason: _____
T Note: Studies may only be deferred if an g s for deferring the studies,

a description of the planned or ongoing studios, evidmco mat tho stud:os are bemg conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (8.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and defarrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (sdetpmhs@idahhs.gov) OR AT 301-796-6700.
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| Section D: Completed Studies (for some or all 'p'éd,jatn'c subgopulgﬁéﬁs).

Pediatric subpopulation(s) in which studies have been compléted (cheék below):

Population minimum maximum PeRC P edi?t":g;o?ssmem form
O | Neonate __wk._mo. |__wk.__mo. Yes [] No [J
E Other | _yr._mo. |__yr.__mo. Yes[] No[]
[ | Other _y._mo. |__yr__mo. Yes [] No[]
[ | Other __yr._mo. |__yr.__mo. Yes [] No (]
O | other _y._mo. |__y._mo. Yes I:l ‘ No []
| E] All Pediatric Subpopulattons Oyr.Omo. | 18yr. 11 mo. | Yes lj ~ Ne O B

Are the indicated age ranges (abeve) based on wonght (kg)? [ No; E] Yes
Are the indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicable.

“Section 8: Drug Appropriately Labeled (for m or all pediatric subpopulations):
Addntional podlatric studlos are net nocessary in tho fellowmg pedlatnc subpopulatuon(s) bocause product is
appropriately labeled for the indication being reviewed:
Population minimum maximum
0 | Neonate __wk. __mo. __wk. __mo.
- X | Other 10yr. __mo. 16 yr. 11 mo.
O |Other __yr.__mo. __yr.__mo.
ﬁ Other __yr._mo. __yr.__mo.
D Other _yr.__ , —yr.__mo. ‘
; lj All Pedlatnc Submpulauons _Oyr.0mo. ~ 18yr.11mo.

Are tho mdteatod ago ranges (above) basod on wolght (kg)? & No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [X] No; [] Yes.

If all pediatric subpopulations have been coversd based on partial waivers, deferrals, completed studies, and/or -
existing appropriate labeling, this Pediatric Page is complete and should be signed. If not, complete the rest of
the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpimbs@fda hbs.gov) OR AT 301-796-0700.
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l chﬂgn F: E:xtrapglatign fmm Othﬂ' Adult ahdl& Pédi_a&ic Studies (for deferred and/or comp_lgted étﬁdie_s)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessaéy in ythéyfollo‘wing pediatrié subpepulation(s) because bfﬁcaéy can be

extrapolated from adequate and well-controlied studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum Adult Studies? omseg:, zie:ii;mc

-_D Neonate —wk._mo. |__wk.__mo. D [;I

] | other - | _y._mo. | _yr.__mo. O [_:_]
_ﬁ Other :yr.__mo. —Yyr.__mo. E El

D Other —_yr._mo. __yr.__mo. [:l D

1 | other _y._mo. |__yr__mo. O O

| gﬁ::og;:m&ns Oy.Omo. | 16yr.11mo. O ., | |

Are the indicated age rénges (above) based on Weight (kg)? | I No; E] Yes.
Are the indicated age ranges (above) based on Tanner Stage?  [[] No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be.included in any pertinent reviews for the application.

This page was completed by:

{See appended efectronic signature page}

Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700

(Revised: 6/2008)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (gds hhs.gov) OR AT 301-796-0700.




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

Isl

JACQUELINE H H WARE
07/30/2009



1.3 Administrative Information

Banner Pharmacaps Inc.
1.3.3 Debarment certification

Valproic Acid Delayed Release
Capsules, 500 mg, 125 mg
505(b)(2) NDA Submission

m

Debarment Certification Statement

Banner Pharmacaps Inc. 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 NDA.

Conviction Statement

There have been no convictions of crimes (as specified in section 306(a) and (b) of the Act)
within the previous five years of any Banner Pharmacaps employees or affiliated companies, or
employees of the affiliated companies responsible for the development or submission of this

NDA.
' 12/157/a 6
Aqeel A. Fatmi, Ph.D. Date
Global Vice President,

‘Research & Development




DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE R&mﬁ F‘ m ‘::‘ :m l k m
e FOOD AND DRUG ADMINISTRATION 1 ) ST TA
TO (Dvision/ ey FROM:

Director, Division of Medication Error Prevention Division of Neurology Products (DNP), HFD-120
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
June 23, 2008 22-152 Response to Tentative May 27, 2008

Approval Letter
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Stavzor (valproic acid) Delayed | High July 18, 2008
Release Capsules ‘ PDUFA goal date: July 29, 2008
NAVE OF FIRM: Banner Pharmacaps Inc B o - -
0 NEW PROTOCOL O PRE-NDA MEETING O RESPONSE TO DEFICIENCY LETTER
O PROGRESS REPORT O END OF PHASE Il MEETING O FINAL PRINTED LABELING
0 NEW CORRESPONDENCE 8 RESUBMISSION € LABELING REVISION
O DRUG ADVERTISING O SAFETY/EFFICACY 0 ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT O PAPERNDA O FORMULATIVE REVIEW
O MANUFACTURING CHANGE/ADDITION O CONTROL SUPPLEMENT . : i ;
D MEETING PLANNED, BY @ OTHER (SPECIY BELOW) Final roprietary
name review
STATISTICAL EVALUATION BRANCH ’ STATISTICAL APPLICATION BRANCH
Q TYPE A OR B NDA REVIEW O CHEMISTRY REVIEW
O END OF PHASE Il MEETING
O CONTROLLED STUDIES PHARMACOLOGY
O BIOPHARMACEUTICS
€1 PROTOCOL REVIEW ) OTHER (SPECIFY BELOW):
OTHER (SPECIFY BELOW) , , 1ER (SPECIFY BELOW)
@ DISSOLUTION 3 DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES v o ) O IN-VIVO WAIVERREQUEST _
PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL ©3 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
© DRUG USE e. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 0 SUMMARY OF ADVERSE EXPERIENCE
8 CASE REPORTS OF SPECIFIC REACTIONS (List below) 0 POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP
, mm
8 CLINICAL - » o a PRECLINICAL

m Mm.mmmumams propriety nasve, Revawr. The Division anticipates that this application
may be approved this review cycle.

Saskground: This name was previously reviewed by DMETS and found acceptable. See review by Laura Pincock dated 10/18/07

Note: This request was communicated to Dan Brounstein, OSE PM, on June 13, 2008; a paper copy of the submission was delivered on 6/23/08.

If addltlonal information regardlng thls consult request is needed please contact Jackle Ware , Project Manager at 301-796-1160 or warel@cder fda. gov.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one) _
Jackie Ware, Pharm. D Regulatory Prolect Manager , » O VAL ~ BOFS &Email

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




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

/8/

B e I e R R R

Jackie Ware
6/23/2008 06:10:16 PM

Appears This Way
On Criginal



ACTION PACKAGE CHECKLIST

NDA # 22-152
BLA # 'BLASTN #

NDA Supplement #

I NDA, Efficacy Supplement Type:

Proprietary Name: Stavzor
Established/Proper Name: valproic acid
Dosage Form: Delayed-Release Capsules

Applicant: Banner Pharmacaps
Agent for Applicant (if applicable):

RPM: Jacqueline Ware

NDA =
NDA Application Type: 505(bX1) Xl 505(bX2)
Efficacy Supplement:  [_] 505(b)1) L[] 505(b)2)

(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).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

@ UserFeo Goal Dats

Listed drug(s) referred 1o in 505(»)(2) application (include
NDA/ANDA #(s) and drug name(s)):

NDA 18-723 Depakote (divalproex sodium) delayed release tablets

Provide a brief explanation of how this product is different from the
listed drug.

STAVZOR differs from DEPAKOTE brand of divalproex sodium
(delayed release tablets) in the active ingredient. However, both
valpmemdmd@vdpmexsodmmdassomatetothcvm
ion in vivo in the GI tract following oral admin i
exposure to the same active moiety.

(3 1fno listed drug, check here and explain:

Prior to approval, review and confirm the information previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pedistric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new Appeadix
B of the Regulatory Filing Review.

[2) No changes [ Updated
Date of check: 7-17-09

If pedintric exclusivity has boen granted or the pediatric
information in the Isbeling of the listed drug changed, determine
whether pedistric information needs to be added to or deleted
from the Iabeling of this drug,

e-mmoemmmmmmmmmmm

" My29 2008

~ Action Gosl Date (if differcnt)
¢ Proposed action T8a [Mcr

Nene 1-2207 AE;
22107 TA

! The Application Information section is (only) 3 checkdist. The Contents of Action Package section (beginning on page 5) lists the

documents to be included ia the Action Package.

Version: 5/29/08



NDA/BLA #
Page 2

% Advertising (approvak only)
Note: If accelerated approval (21 CFR 314.510/601.41), advertising MUST have been
submitted and reviewed (indicate dates of reviews)

B3 Requested in AP letter
L] Received and reviewed

Version: 5/29/08




NDA/BLA #
Page 3

% Application® Characteristics

" Review priority: ] Standard ] Priority
Chemical classification (new NDAs only): 3

Fast Track Rx-t0-OTC full switch

Rolling Review | Rx-to-OTC partial switch

Orphan drug designation Direct-to-OTC -

NDAs: Subpart H BLAs: Subpart E
Accelerated approval (21 CFR 314.510) ] Accelerated approval (21 CFR 601.41)
Restricted distribution (21 CFR 314.520) ] Restricted distribution (21 CFR 601.42)
Subpart 1 ibpart H
' EmAppmvalbasedonmdmdm ; iAppeovalbaaedonanimalstudies

.| Submitted in response to a PMR
L] Submitted in response to a PMC

Comments:

& Application Integrity Policy (AIP) hitp:

e  Applicant is on the AIP 0 Yes B3 No
e This application is on the AIP O Yes K No
o Ifyes, exception for review granted (file Center Director’s memo in
. Administrative/Regulatory Docusents section, with Administrative O Yes
Reviews)
e Ifyes, OC clearance for approval (file communication in
Administrative/Regulatory section with Administrative [ Yes [J Notan AP action
# Date reviewed by PeRC (required for approvals only) 7123108
If PeRC review not necessary, explain: [ -
% BLAs only: RMS-BLA Product Information Sheet for TBP has been completed and O Yes, date
forwarded to OBPS/DRM (approvals only) 3 oS

& BLAs only: is the product subject to official FDA lot release per 21 CFR 610.2
(approvals only)

¢ Public communications (approvals only)

¢  Office of Executive Programs (OEP) liaison has been notified of action

e Press Office notified of action

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

2 All questions in all sections pertain to the pending application, i.c., if the pending application is an NDA or BLA supplement, then
.he questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the

application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed.

Version: 5/29/08



NDA/BLA #

Page 4
I Exclusivity
o Is approval of this application blocked by any type of exclusivity? No E] Yes

e NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR No 3 Yes
316.3(bj(13) for the definition of “same drug” for an orphan drug (i.e., If, yes, NDA/BLA # ~and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

¢ (b)2) NDAs only: Is there remaining 5-year exclusivity that would bar No O] Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity I es. NDA # and date
remains, the application may be temtatively approved if it is otherwise ready exi’lu;ivity expires:

Jor approval,) )

o (b)2) NDAs only: Is there remaining 3-year exclusivity that would bar Ne O] Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity [ NDA # and date
remains, the application may be tentatively approved if it is otherwise ready exyc;:’sw tty expires:

Jor approval,) ' ’

o (b)2) NDAs only: Is there remaining 6-month pediatric exclusivity that No D Yes

would bar effective approval of a 505(b)(2) application? (Note that, even if

yes, NDA # and date
exclusivity remains, the application may be tentatively approved if it is axclusivity expires:
otherwise ready for approval.) Xpires:

e NDAs only: Is this a single enantiomer that falls under the 10-year approval No 03 Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation I NDA # and date 10-
period has not expired, the application may be tentatively approved if it is yes, '

otherwise ready for approval. )

year limitation expires:

< Patent Infonmtion ('NDAs only)

Patent Information:
Verify that form FDA-3542a was submitted for patents that claim the drug for
whwh appmvﬂ is sou@t If the drug is an old antibiotic, skip the Patent

X Verified
Not applicable because drug is
an old antibiotic.

21 CFR 314.50GX1)XiIXA)
o Patent Cortification [505(b)X(2) applications]: BR Verified
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. %CFRM&SM)(I)
(i) (i)
o [505(bX2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification No paragraph III certification
pertains expires (but may be tentatively approved if it is otherwise ready for Date patent will expire

approval).

[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
Mﬂ) is invalid, unenforceable, or will not be infringed (review

nentation of notification by applicant and documentation of receipt of
mﬁ« by pﬂnt owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below

(Summary Reviews)).

N/A (no paragraph IV certification)
24 Verified




NDA/BLA #

Page §

[505(b)X(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.

IV certification:

Answer the following questions for each paragraph

(1) Have 45 days passed 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 netice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “Ne,"” continue with question (2).

(2) Hasthe 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(f)(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 IV certifications, skip the rest of the patent questions.

If “Ne,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusi;/c patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its rotice 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 “Ne,” 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. Afier
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement withia 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 approval 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 section below (Summary Reviews).

If “Ne,” continue with question (5).

2 Yes

3 Yes

¥,

28 Yes

[:]Yes

E] No

] No

O Ne

J No

Version: 5/29/08




NDA/BLA #
Page 6

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) 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).

If “Ne, " 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 IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the

response.

& Yes [J No

Copy of this Action Package Checklist’

List of officers/employees who participated in the decismn to approve this applicatlon and |

¢ "y
consented to be identified on this list (approvals only) Included
Documentation of consent/nonconsent by officers/employees Included

Copies of all action letters (including approval letter with final labeling)

Action(s) and date(s) 7-29-08; AP;
| 12-21-07 TA; 1-22-07 AE

Package Insert (write submission/communication date at upper right of first page of Pl)

% Most recont division-proposed labeling (only if generated after latest applicant N/A
submission of labeling) '

© Most recent submitted by applicant labeling (only if subsequent division labeling | . tuded
Mmmmvmm)

* O&unkwasthbelageg,mostmm3meha,ehsslabehag),nfmmabk _

Medication Guide/Patient Package Insert/Instructions for Use (write
submission/communication date at upper right of first page of each piece)

3 Fill in blanks with dates of reviews, lesters, etc.
Version: 5/29/08




NDA/BLA #

Page 7
% Most-recent division-proposed labeling (only if generated after latest applicant
P o N/A
submission of labeling) .
% Most recent submitted by applicant labeling (only if subsequent division labeling N/A
does not show applicant version)
% Original applicant-proposed labeling N/A

% Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

< Labels (full color carton and immediate-container labels) (write
submission/communication date at upper right of first page of each submission)

% Most-recent division proposal for (only if generated after latest applicant
submission)

& Most recent applicant-proposed labeling

L 4 Labeling reviews (indicate dates of reviews and meetings)

% Administrative Reviews (e.g., RPM Filing Review /Memo of Filing Meeting) (indicate
date of each review)

& NDAsonly: Exclusivity Summary (signed by Division Director) Included

& AlP-related documents Noton AIP
o Center Director’s Exception for Review memo
o Ifapproval action, OC clearance for approval ,

¥ Pediatric Pagc (@provals only, must be rewewed by PERC before finalized) ,; Included

& Debarment certification (original apphcatxons only): verified that qualifying language was |

not used in certification and that certifications from foreign applicants are cosigned by

Verified, statement is

USS. agent (include certification) accoptable
® Postmarketing Requirement (PMR) Studies % None
»  Outgoing communications (if located elsewhere in paclmga. state where located) | N/A
. ming submissions/communications N/A
& Postmarketing Commitment (PMC) Studies B3 None
e Outgoing Agency request for postmarketing commitments (if located elsewhere NA
in package, state where located)
. Incommg submission docmnentmg commitment N/A
% Outgomg conmmmons (Iettam (w:cept previous action letters), emails, fares telecom) ' inlcuded
% Internal memonnda. wleeons, etc. NA

% Minutes of Meetings

o  Pre-Approval Safety Conference (indicate date; apprmls only) O Not applicable
¢  Regulatory Briefing (indicate date) Nomtg

e Pre-NDA/BLA meeting (indicate date)

‘Fﬂmgrwwwsforoﬂm‘dlw@!hashouﬂbcﬁkdb‘hmdﬁedimﬂmhb
Version: 5/29/08

[J Nomtg 11/30/05 (minutes

not available)




NDA/BLA #
Page 8

[ o  EOP2 meeting (indicate date)

B Nomeg

e  Other(e. 8> EOP2a, CMC pilot programs)

N/A

6 Adeory Commmee Meetmg(s)

| B No AC meeting

e Date(s) of Meeting(s)

¢  48-hour alert or minutes, if available

% Office Director Decisional Memo (indicate date for each review)

None
Division Director Summary Review (indicate date for each review) None

[J None 10-26-07; 7-29-08

Cross-Discipline Team Leader Review (indicate date for each review)

% Clinical Reviews

¢ Clinical Team Leader Review(s) (indicate date for each review) 10-26-07; 7-29-08
o Clinical review(s) (indicate date for each review) o 170k 102607,
»  Social scientist review(s) (if OTC dmg) (indicate date for each review) None
v .# Safety update review(s) (indicate location/date if mcorporated into another revzew) 10-26-07
< Financial Disclosure rcvxews(s) or location/date if addressed in another review
If ne financial disclosure infont:a)t?on was required, review/memo explaining why net no clinical data
- #  Clinical reviews from other clinical mas/dmsaons/Centers (indicate date (f each review) U None 4-18-07
%> Contm”led Substance Staff review(s) and Sche&n!mg Recommendation (indicate date of . Not needed
Y s None
¢ REMS Document and Supporting Statement (indicate date(s) of submission(s))
*  Review(s) and recommendations (including those by OSE and CSS) (indicate
 locatiow/date if incorporated into another review) ‘
% DSl Inspection Review Summuy(les) (include coples q" DSI Iefta-: 10 mve.mgators) None requested

e Clinical Studies

o Bioequivalence Studies

¢  Clinical Phumlogy Studies

© Clinical Microbiology Team Leader Review(s) (indicate date for each review)

Clinical Microbiology Review(s) (indicate date for each review)

& Statistical Division Director Review(s) (indicate date for each review)

Statistical Team Leader Revww(s) (indicate date for each rewm)

Stmmcal Rmnew(s) (indicate date for each review)

* Filing reviews should be filed with the discipline reviews.
Versioa: 5/29/08




NDA/BLA #

Page 9
% Clinical Pharmacology Division Director Reviev)(s) (indicate date for each review) None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) None

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

None 12-20-07; 10-09-07

None

DSI Chmcal Phaﬂnmology Inswctwn Revnew Smnmm'y

Phamacologyl’l‘oxwology Dlsclplme Revxews o

e ADP/T Review(s) (indicate date for each review) ] None
¢  Supervisory Review(s) (indicate date for each review) U None
¢ Pharm/tox review(s), including referenced IND reviews (indicate date for each ] None
review) : ‘
% Review(s) by other disciplines/divisions/Centers raqmsted by P/T reviewer (indicate date [J None
Jor each review) - '
L 2 ; Statistical anew(s) of mmogemcxty smdm (mdicate date for each review) [ No carc
L 2 ECAC/CAC reportlmemo of meeting glmem P/T review, page
DSI Nongclinical Inspection Review Summary - D None requested

CMC/Quality Discipline Reviews ’
¢  ONDQA/OBP Division Director Review(s) (indicate date for each review) None
e  Branch Chief/TeamLeader Review(s) (indicate date for each review) ] None 7-3-08

e CMC/product quality review(s) (indicate date for each review)

L] None 6-18-08; 10-4-07;
11-27-07; 7-31-073-7-071-24-07

s BLAsonly: Facility information review(s) (indicate dates) None
% Microbiology Reviews - ' \
* NDAs: Microbiology reviews (sterility & pmgemcay) (indicate date of each
; Not needed
L 4 Revnews by other dasmpimes/dmmnleenm requmed by CMC/qualxty reviewer | ) “ k
6nd¢ew¢ date for ¢achr¢w¢wﬁ o e
L Envumema{ Asscssment (cheek one) (ensmal and sapplemental applications)
&5 Categorical Exclusion (indicate review date)(all original applications and 3707 '
all efficacy supplements that could increase the patient population)
[ Review & FONSI (indicate date of review)
U Re\new & Environmental Impact Statmmt (indicate date of each revtew)
@ Facilities Revnw/lnspeeuon

e NDAs: Facilities inspections (inctude EER printout) (date completed must be

Date completed: 10-18-07

°d Acceptable

within 2 years of action date) ™ Withhold cadati
e BLAs: |
> TBP-EER Date completed:

ammm

Version: 5/29/08




NDA/BLA #
Page 10
~

supplemental applications except CBEs) (date completed must be within 8 Requested
60 days prior to AP) Accepted [] Hold

Completed
. cdort Requested
< NDAs: Methods Validation Not yet requested
Not needed

Version: 5/29/08



NDA/BLA #
Page 11

Appendix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application 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) Or 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.

(3) Or itrelies 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)X2) 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 (bX(1) or a (b)(2).

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

(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) And 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. -

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data refied 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 chmge 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 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) Or 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. :

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

If you have quésﬁons about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
ADRA.

Version: 5/29/08
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Chen, LanayY

From: Chen,LanaY

Sent:  Tuesday, November 27, 2007 3:56 PM

To: 'DSToops@banpharm.com'; 'VGarikipati@banpharm.com'
Cc: Chen, Lana Y

Subject: NDA 22-152 Stavzor Tradename Comments

Hi Dana,
We have the following comments regarding your July 19, 2007 tradename review request for Stavzor:
TRADENAME

At this time, we have no objection to the use of the proprietary name, Stavzor. Note that if approval of
this application is delayed beyond January 18, 2008, the name will be re-evaluated.

LABELING, PACKAGING, AND SAFETY RELATED ISSUES

We have reviewed the container labels from a medication errors perspective, applying principles of
human factors and post-market medication experiences. We have identified the following areas of
improvement, to minimize user error and maximize patient safety.

A. GENERAL COMMENTS

We note that all three capsule strengths are described as orange colored, oval shaped capsules with black
print. The imprints are also similar. These visual similarities may increase the chance for confusion
among strengths. It would be beneficial if the capsules could be a different color or the actual strength
were printed on each capsule to assist in visual differentiation between the strengths.

B. CONTAINER LABELS (125 mg, 250 mg, and 500 mg: 100 count)

1. We note that the container labels for the three strengths feature the same layout, formatting, and
colors. Thus they all look very similar to one another.We recommend that the label for each strength
feature a different color or some other method to increase the prominence of the strength to help
differentiate between the three strengths. For example, the white block with purple border that contains
the product strength could each be color-blocked with different colors to help differentiate among the
three strengths.

2. The established name should be featured completely in the same font (e.g., with Valproic Acid
Delayed-release Capsules) and color. Revise the established name (valproic acid delayed release
capsule) such that the prominence (font, size, color) is commensurate with that for the proprietary name
(your trademark Stavzor™) as per 21 CFR 201.10(g)(2).

3. Revise the labels to more clearly indicate the relationship between the proprietary name of the drug
and the established name as per 21 CFR 201.10(g)(1), e.g., use brackets or parentheses to surround the
established name. Ensure that the established name is at least ! the size of the proposed proprietary
name, Stavzor.

11/29/2007
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4. We recommend that the net quantity (100 Capsules) and the product strength (e.g., 125 mg) not be
presented in close proximity to one another in order to decrease the potential for confusion. The current
presentation features the product strength and net quantity adjacent to each other in the center of the
label. Thus, we recommend relocating the net quantity to the top or bottom of the label away from the
product strength and established name.

PRESCRIBING INFORMATION LABELING
Comments regarding prescribing information labeling will come at a later time.

thanks,
Lana
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Lana Y. Chen, R.Ph., CDR-USPHS

Senior Regulatory Project Manager

Division of Neurology Products

Center for Drug Evaluation and Research, FDA
Phone 301-796-1056

Fax 301-796-9842

Email: lana.chen@fda.hhs.gov

11/29/2007
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-152 INFORMATION REQUEST LETTER

Banner Pharmacaps, Inc.

Attention:  Dale A. Kruep, Ph. D
Director, Regulatory Affairs

4125 Premier Drive

P.O. Box 2210

High Point, NC 27265

Dear Dr. Kruep:

Please refer to your December 20, 2006 new drug application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Stavzor (valproic acid) delayed release capsules, 125, 250, and 500 mg.

We also refer to your submission dated July 19, 2007.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and have the following
comments and information requests. We request a prompt written response in order to continue our evaluation of
your NDA.

1. The 250 mg strength of the drug product has been observed to have failures in the stability program for b(4)
the physical properties associated with the physical evaluation test - — . Data from
this test are not amenable to statistical analysis, and an expiration dating period of no more than 3
months beyond the available long term data can be granted, with consideration of the data from the 500
mg product as supportive. Therefore, the 250 me strength product stored in the 100 count bottles is b(4)

granted an expiration dating period of ———

2. With regard to the labels and labeling for the drug product, remove the terms “soft gelatin” from the
dosage form portion of the established name in all labels and labeling. The dosage form is a “delayed
release capsule.”

If you have any questions, call Scott N. Goldie, Ph.D., Regulatory Health Project Manager for Quality, at (301) 796-
2055.

Sincerely,
{See appended electronic signature page}

Ramesh Sood, Ph.D.

Branch Chief

Division of Pre-Marketing Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION )
T0 (bmwlwﬂoa) FROM:
Director, Division of Medication Errors and X
Technical Support (DMETS), HFD-420 John Feeney, MD, Neurology Team Leader
PKLN Rm. 6-34 For Enc Bastlngs MD Neurology Team Leader
| 1 ' NDA NO. T
DATE IND NO. 20,15 TYPE OF DOCUMENT DATE OF DOCUMENT
July 31, 2007 i Tradename Review— July 19, 2007
1st choice STAVZOR b ( 4
2nd choice ™ ——~——— ‘
NAME OF DRUG | PRIORITY CONSIDERATION CLASSIFICATION OF DRUG: DESIRED COMPLETION DATE
Valproic acid Migraine Sep 1, 2007
deiayed release caps (Goal date is 10/22/07)
NAME OF FIRM BANNER o
O NEW PROTOCOL O PRE-NDA MEETING O RESPONSE TO DEFICIENCY LETTER
0 PROGRESS REPORT O END OF PHASE Il MEETING O FINAL PRINTED LABELING
NEW CORRESPONDENCE O RESUBMISSION O LABELING REVISION
0 DRUG ADVERTISING O SAFETY/EFFICACY O ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT O PAPER NDA O FORMULATIVE REVIEW
0 MANUFACTURING CHANGE/ADDITION 03 CONTROL SUPPLEMENT @ OTHER (SPECIKFY BELOW).
0 MEETING PLANNED BY
STATISTICAL EVALUATION BRANCH | sTamisTicaL apPLICATION BRANCH
g &Bsoﬁgﬁfsgm%% O CHEMISTRY REVIEW
O PHARMACOLOGY
@ CONTROLLED STUDIES
O BIOPHARMACEUTICS
PROTOCOL REVIEW @ OTHER (SPECIFY BELOW):
O OTHER (SPECIFY BELOW): ( W):

Q DISSOLUTION
O BIOAVAILABILTY STUDIES

€} DEFICIENCY LETTER RESPONSE
& PROTOCOL-BIOPHARMACEUTICS

{3 PHASE IV STUDIES @3 IN-VIVO WAIVER REQUEST

. OG BPIINCE e
@ REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY

€3 SUMMARY OF ADVERSE EXPERIENCE
& POISON RISK ANALYSIS

3 PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

C3 DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
(3 CASE REPORTS OF SPECIFIC REACTIONS (List below)

3 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

@3 CLINICAL

SIGNATUEE OF RE‘QUESTERS METHOD OF DELIVERY (Check one)
Lana Chen, RPh, Prolect Manager 301-796 1056 5 8 MAL

SIGNATURE OF RECEIVER

| SIGNATURE OF DELIVERER
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Signed for Dr.Bastings
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

S Rsmﬁsr FOR cmsmmmn
: Dlrector, DDMAC, HFD-042/ Amy Toscano X

John Feeney, MD, Neurology Team Leader
For Eric Bastings, MD, Neurology Team Leader

i . — . . i .
DATE IND NO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT

July 31, 2007 22152 Tradename Review July 19, 2007
Request-- includes PI, PPI
and carton/container Iabellng

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Valproic acid Migraine Sep 1, 2007

delayed release caps ol | ; , ; | (Goal date is 10/22/07)
NAME OF FIRM: BANNER ' ' ‘ ' ' ' '

O NEW PROTOCOL O PRE-NDA MEETING O RESPONSE TO DEFICIENCY LETTER

O PROGRESS REPORT @ END OF PHASE Il MEETING O FINAL PRINTED LABELING

@ NEW CORRESPONDENCE 0 RESUBMISSION O LABELING REVISION

O DRUG ADVERTISING O SAFETY/EFFICACY O ORIGINAL NEW CORRESPONDENCE

O ADVERSE REACTION REPORT 0 PAPER NDA ©1 FORMULATIVE REVIEW

8 MANUFACTURING CHANGE/ADDITION 8 CONTROL SUPPLEMENT OTHER (SPECIFY BELOW).

& MEETING PLANNED BY

STATISTICAL EVALUATION BRANCH | STATISTICAL APPLICATION BRANCH _ ‘ i

& TYPE A OR B NDA REVIEW
&3 END OF PHASE Il MEETING
3 CONTROLLED STUDIES

@ PROTOCOL REVIEW

03 OTHER (SPECIFY BELOW):

O CHEMISTRY REVIEW
O PHARMACOLOGY
8 BIOPHARMACEUTICS
{3 OTHER (SPECIFY BELOW):

3 DISSOLUTION O DEFICIENCY LETTER RESPONSE

(3 BIOAVAILABILTY STUDIES @ PROTOCOL-BIOPHARMACEUTICS

PHASE IV STUDIES - @ IN-VIVO WAIVER REQUEST

O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL & REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
©3 DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 3 SUMMARY OF ADVERSE EXPERIENCE

{3 CASE REPORTS OF SPECIFIC REACTIONS (List below) €3 POISON RISK ANALYSIS

a COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

a CLINICAL ‘ B PRECLINICAL ’

mmmmm Mmm

V SIGNATURE OF RECUESTER k ’ METHOD OF DELIVERY (Check one)
Lana Chen, RPh, Pro;ect Manager 301-796 1056 _ @ MAL

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-152 INFORMATION REQUEST LETTER

Banner Pharmacaps, Inc.

Attention: Dale A. Kruep, Ph. D
Director, Regulatory Affairs

4125 Premier Drive

P.O. Box 2210

High Point, NC 27265

Dear Dr. Kruep:

Please refer to your December 20, 2006 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Valproic Acid Delayed Release
Capsules, 125 and 500 mg.

We also refer to your submissions dated June 1, 2007, and July 2, 2007.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and

have the following comments and information requests. We request a prompt written response in
order to continue our evaluation of your NDA.

1. Remove’ — B i -
as per the physical evaluation specification associated with
method AS98-084. From a quality perspective for a delayed release capsule, this
is unacceptable and may have unintended clinical and clinical
pharmacological consequences. This is particularly important since there have been
—____——— observed for product stored on stability at both the accelerated and
the intermediate conditions, at least for some strength/packaging combinations.

2. The drug product has been observed to have failures in the stability program for the
physical properties associated with the physical evaluation test /——— —
—_— Data from this test are not amenable to statistical analysis, and an expiration
dating period of no more than 3 months beyond the available long term data can be
granted, with consideration of the data from the 500 mg product as supportive.
Therefore, the 125 mg strength product stored in the 100 count bottles is granted an
expiration dating period of — _. The proposed expiration dating period of<—

~——Tor the 500 mg strength product is acceptable.

b(4)

b(4)

h(4)

b(4)



NDA 22-152
CMCIR 2

3. We acknowledge your pledge in your response to our comment 9 forwarded in the

March 8, 2007, electronic mail message, to not market the ‘———  package of the b(@}
500 mg strength product. We request that you formally withdraw this presentation '
from the application.

If you have any questions, call Scott N. Goldie, Ph.D., Regulatory Health Project Manager for
Quality, at (301) 796-2055.

Sincerely,
{See appended electronic signature page}

Ramesh Sood, Ph.D.

Branch Chief

Division of Pre-Marketing Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Appears This Way
On Criginal
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DEPARTMENT OF HEALTH AND HUMAN SERVICES .
PUBLIC HEALTH SERVICE . QI fE T m CQN \ m U Tm N
~_FOOD AND DRUG ADMINISTRATION ‘ , B RE sT F ‘ o TA ‘
TO (Division/Office): FROM: Division of Neurology Products
Mail: OSE ' - (Division Director: Dr. Russell Katz) - , ;
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
June 29, 2007 18723
22-152
o . - . e -
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Valproic acid Anti-epileptic drug July 27, 2007
(indications: epilepsy, bipolar disorder,
- migraine)
“NAME OF FIRM:
REASON FOR AEQUEST
3 NEW PROTOCOL O PRE-NDA MEETING O RESPONSE TO DEFICIENCY LETTER
3 PROGRESS REPORT O END OF PHASE It MEETING 3 FINAL PRINTED LABELING
NEW CORRESPONDENCE 3 RESUBMISSION O3 LABELING REVISION
{3 DRUG ADVERTISING @ SAFETY/EFFICACY ) 03 ORIGINAL NEW CORRESPONDENCE
[3 ADVERSE REACTION REPORT [3 PAPER NDA 3 FORMULATIVE REVIEW
0 MANUFACTURING CHANGE/ADDITION £ CONTROL SUPPLEMENT X OTHER (SPECIFY BELOW):
€3 MEETING PLANNED BY
| : SANNED N
STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH
O TYPE A OR B NDA REVIEW O CHEMISTRY REVIEW
3 END OF PHASE It MEETING
0 PHARMACOLOGY
CONTROLLED STUDIES :
0 BIOPHARMACEUTICS
8 PROTOCOL REVIEW {3 OTHER (SPECIFY BELOW):
03 OTHER (SPECIFY BELOW): ’ _ ( W
0 DISSOLUTION 01 DEFICIENCY LETTER RESPONSE
@ BIOAVAILABILTY STUDIES 3 PROTOCOL-BIOPHARMACEUTICS
_B_ PHASE IV STUDIES ) o g IN-VIVO WAIVER REQUEST
0 PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 3 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
x DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES £ SUMMARY OF ADVERSE EXPERIENCE
x CASE REPORTS OF SPECIFIC REACTIONS (List below) 3 POISON RISK ANALYSIS
0 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP ) . » N
QouNeA . | | O PrecUNICAL

Because of the teratogenicity of valproic acid (which appears to be greater than that of the other anti-epileptic drugs), emerging data
regarding neurodevelopmental effects in children following in utero exposure, and known use among women of child-bearing age, the

Division (together with the Pregnancy and Maternal Health Team) is considering implementation of a RiskMAP for valproic acid with the
goal of increasing knowledge regarding these effects and decreasing use during pregnancy, particularly for the migraine indication.

To more fully assess whether a RiskMAP or other educational program would be valuable at this time, we request the following information
from OSE:

A. Use Data

1. An assessment of use by indication, age, and sex

2. A specific assessment of use by age in women of child-bearing age, stratified by indication: please display trends in use in adolescents and
women (up to age 45) overall and by indication

B. AERS Search
_Please search AERS for reports of neural tube defects following exposure to valproic acid durin

sregnancy. Please rovide counts of these




F i _ . _ . . . - .
events for each year for which data are available. We are attempting to assess whether the number of reports of neural tube defects has been

increasing over time (which could indicate increasing numbers of pregnancies with valproate exposure). At this point, we are not requesting
a detailed case review, just case counts.

Please call Alice Hughes (301-796-1091), John Feeney (x1065) or Phil Sheridan (x1145) with any questions. Thank you.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
Alice Hughes O MAIL O HAND

 301-796-1091

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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Calder, Courtney

To:

DAKruep@Banpharm.com

Subject: NDA 22-152 CMC requests

Hi Dan, Please see the below CMC requests for NDA 22-152. Thank you, Courtney

1. The following‘ comments pertain to the manufacture of the drug product.

a.

Revise the in-process hardness acceptance criterion for removal of the capsules from the

= to a range with the appropriate upper limit, i.e. ————as it was found
that=—"_ capsules to a hardness exceeding —lead to “signs of brittleness,”(deviation
form from executed batch record for XPP0409010).

Provide a detailed description of the in-process monitoring of the fill weight of capsules
during encapsulation (e.g., method, sample number and frequency). Indicate the location of
the data collection sheets within the master batch records.

Provide a detailed description of the in-process monitoring of the seam thickness (e.g.,
method of measurement, sample number, test frequency).

Provide a detailed description of what is described a~
the printing master batch records.

in step 4 of

2. DMF 14194 was reviewed for support of your application and was found to be deficient. A
deficiency letter has been forwarded to the holder.

3. Revise the specification for the —— — - (used separately and in

combination witb
criteria for alkaline impurities ——————————— and

_ to conform with the current NF, i.e., include tests and acceptance

4. The following comments pertain to the drug product specifications.

a.

3/8/2007

Revise the drug product specifications for both strengths to either add a complementary
identification test or to replace the retention time test with a specific identification test (e.g.,
infrared spectroscopy).

Revise the drug product specifications for both strengths to include a test with acceptance
criteria for residual solvents. Alternately, provide justification for the absence of this
testing.

Revise the drug product specifications for both strengths to include a test with acceptance
criteria for water content. Alternately, provide justification for the absence of this testing.

Revise the drug product specifications for both strengths to include a test with acceptance

b(4)

b4

b(4)
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criteria for capsule hardness, particularly since the hardness has been shown to have a
critical impact on the drug product quality, i.e., the delayed release properties.

e. Revise the drug product specifications for both strengths for degradation products such that
the limit for any single unspecified degradation product is NMT 0.10%, to be consistent
with the identification threshold of ICH Q3B(R).

f. Revise the drug product specifications for each strength to include testing for microbial
limits until there are more data from the registration stability batches of both strengths.
From the preliminary 12 month data available for the three 500 mg strength batches, it
appears that it may be reasonable for you to later propose a reduced testing schedule for
microbial testing. Current data are too limited to justify having no testing at batch release
nor any acceptance criteria.

5. The following comments pertain to the drug product methods.

a. With regard to method AS98-084B, section 3.1 for Soft Gelatin Capsules, clarify which of
the shell and fill abnormalities are considered “severe” and would lead to a failure of the

test, b(@
b. Revise the dissolution method to include a detailed description of the —that are being b(4
used. » ( )

6. Once the appropriate revisions are made to the drug product specifications and methods, provide
copies of the updated methods validation package revised to include the revised specifications,
revised methods, as well as a statement of the composition of the dosage form (inclusion of the
letter of authorization to DMF 14194 along with the partial composition will suffice). This is in
addition to the currently incorporated validation data, test methods, and test results.

7. Provide an explanation for the distinct difference in the buffer dissolution profiles reported for the
500 mg strength batches in the batch analyses section P.5.4, as compared to the initial time-point
data in the stability data section P.8.3. In addition, provide a summary of any differences in the
dissolution methodology used to collect the batch analyses data reported in P.5.4 and the stability
data in P.8.3 for both strengths of the product, relative to the final proposed dissolution method
PD05-024A.

8. Provide clarification of the usage of the bulk packaging for each strength of the drug product (i.e.,
for commercial shipment or for shipment for repackaging only).
9. The following comments pertain to the post-approval stability program.
a. Revise the post-approval stability commitment provided in P.8.2 such that stability studies .

of the first three production batches of each strength and the annual batches utilize all of the
types of packaging that are used in the commercial distribution.

3/8/2007
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b. Itis recommended that for the extension of the expiration dating period based upon stability
data attained post-approval, you follow the principles outlined in the ICH guideline Q1E.

c. Revise the post-approval stability commitment provided in P.8.2 so that if lots of drug
product are found to have test data that fall outside of the acceptance criteria, this matter
will be immediately brought to the attention of the appropriate Division in the Agency to
discuss the potential need to withdraw the lot from the market. Also add that the out-of-
specification results should be reported as required under 21 CFR 314.81(b)(1)(ii).

10. Provide an explanation of what is the cause of the = _ ———_ physical instability that was b(ﬁ
notable in the stability data for the drug products, partlcularly for that stored under the
intermediate and accelerated conditions and/or in the larger package sizes. This type of instability
has the potential to seriously impact the expiry period for the drug product.

11. Considering the principles outlined in ICH Q1E and the physical stability failures ——

" ** __ that have occurred even under conditions of intermediate and long term storage, the
proposed ' —————expiry is unsupported with the data provided for the current proposed h(4)
strength/package combinations. Considering the current limited data for the 125 mg strength
product (6 months) and no statistical analysis, an expiry 0¥ <—— .s all that can be granted.
With the failure of the 500 mg strength product in the*—ackaging at room temperature storage
conditions, and considering the multiple , observed after storage of the

. bottled product under the intermediate condltlons ? expiry is considered
excessive for the 500 mg strength. Where differences in stability can be attributed to a particular
factor (e.g., strength, container size, and/or fill), it may be acceptable to assign different expiry
periods to products with different factor combinations. Otherwise, the expiry period should not
exceed the shortest period supported by any of the batches studied.

12. Provide any data or summary of such data for studies that have been performed to address the in-
use stability of the product once the seals on the packaging are breached (e.g., the removal of the h( 4)
—from the bottled product, - ) —
<= Address the susceptibility of the product te - and the potential
relationship to the™ — —_ .ssue.

13. The conclusion provided in the stability summary section P.8.1 is that there is no trend in the
assay values at either the intermediate or the long term storage conditions for both of the strengths
of the product and in all of the planned packaging configurations. A visual examination of the
data or a simple linear regression of mean data for each of the strengths at each of the storage
conditions do not support your conclusion, as there appears to be a downward trend in assay. Itis
recommended that in conjunction with your revised expiration dating period proposals, you
perform the appropriate statistical analyses of the data for all trending stability parameters in
conjunction with the proposal of expiry period(s).

14. The following comments pertain to the labels and labeling.

a. Revise the HOW SUPPLIED section of the labeling to include the = ottles ofthe {4}
500 mg strength.

3/8/2007



Page 4 of 4

b. The current combination of dosage form imprint and description of such imprint in the

labeling does not allow the unique identification of the drug product as per 21 CFR 206.10
(a). Therefore, if you decide to retain the — identifying imprint, you will need to
add some additional imprinting to identify the dosage strengths. In conjunction, you would
need to modify the labeling such that the identifying — markings are actually depicted
graphically, as a written description is not sufficient for a unique identification to be made.
Alternately, the imprint may be changed on one or both of the dosage forms to provide a
way to identify both the active ingredient and the strength. The use of alphanumeric _
symbols is encouraged to provide a more effective means of identification in association
with the labeling.

¢. Additional comments pertaining to the labels and labeling may be forthcoming.

3/8/2007

b(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES ) .
Public Health Service

Food and Drug Administration
Rockville, MD 20857

FILING COMMUNICATION
NDA 22-152

Banner Pharmacaps, Inc.
Attn: Dale A. Kruep, PhD
Director, Regulatory Affairs
4125 Premier Drive

High Point, NC 27265

Dear Dr. Kruep:

Please refer to your December 20, 2006, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Valproic Acid Delayed Release
Capsules.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application has been filed under section
505(b) of the Act on February 20, 2007, in accordance with 21 CFR 314.101(a).

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

CMC
e Limited stability data (6 months long-term, intermediate, and accelerated) are provided
for the 125 mg strength. In accordance with our policy, the assigned expiration dating
period will be based on the extent and quality of the stability data provided.

Labeling
Highlights:
e The title in the boxed warning used in the Highlights, Contents, and Full Prescribing
Information must be the same. Please make the boxed warning title consistent.
e Expand the bullet points in the boxed warning to include brief statements describing the
warning.
e Include a cross reference at the end of the Adverse Reactions section.

Contents:
e Remove subheadings 3.1, 3.2, 16.1, and 16.2.

Full Prescribing Information:

e The preferred presentation of cross-references in the FPI is the section (not subsection)
heading followed by the numerical identifier. For example, [see Use in Specific
Populations (8.4)] not See Pediatric Use (8.4). The cross-reference should be in brackets.
Because cross-references are embedded in the text in the FPI, the use of italics to achieve



NDA 22-152
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emphasis is encouraged. Do not use all capital letters or bold print. Please fix all cross-
references throughout the labeling. (See Implementation Guidance).

e Use regular, lower case text for the body of the boxed warning.
Use meg as the abbreviation for micrograms, instead of ug.

e Under 3.1 and 3.2, do not include NDC numbers. Also remove the numbering of those
subsections and convey the information in bullet format.

e Use regular, lower case text under the sections and subsections.
Please consider inserting the following paragraph under section 6, above subsection 6.1:
“Because clinical studies are conducted under widely varying conditions, adverse
reaction rates observed in the clinical studies of a drug cannot be directly compared to
rates in the clinical studies of another drug and may not reflect the rates observed in
practice.”

e Insert the following standard language under subsection 5.6: =
- -

C _

Maintain sub-sub-heading formaf consistency throughout the label.
The information in 16.1 and 16.2 should be in bullet format, rather than given a section
number.

Regulatory
e Please clarify by indication the age groups in which you are requesting a waiver of the
requirement to conduct pediatric studies.

We are providing the above comments 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.

If you have any questions, call Courtney Calder, PharmD, Regulatory Project Manager, at (301)
796-1050.

Sincerely,
{See appended electronic signature page}

Russell Katz, MD

Director

Division of Neurology Products

Center for Drug Evaluation and Research

b(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-152
NDA ACKNOWLEDGMENT

Banner Pharmacaps, Inc.
Attn: Dale A. Kruep, PhD
Director, Regulatory Affairs
4125 Premier Drive

High Point, NC 27265

Dear Dr. Kruep:

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:  Valproic Acid Delayed Release Capsules
Review Priority Classification: Standard (S)

Date of Application: December 20, 2006

Date of Receipt: December 22, 2006

Our Reference Number: NDA 22-152

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 February 20, 2007 in
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
October 22, 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 pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirements. We acknowledge receipt of your request
for a waiver of pediatric studies for this application. Once the application has been filed we will
notify you whether we have waived 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
courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
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Division of Neurology Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

If you have any questions call me at (301) 796-1050.

Sincerely,
{See appended electronic signature page}

Courtney Calder, PharmD

Project Manager

Division of Neurology Products

Office of Drug Evaluation I

Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATIO
FOOD AND DRUG ADMINISTRATION STFORC ‘ TA N
TO (Division/Offce): FROM:
Director, Division of Psychiatry Products HFD-120/ Division of Neurology Products
HFD-130
‘ — +
DATE INDNO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
1-05-07 29.152 New NDA 12-20-2006
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Valproic Acid Delayed Release Capsules | October 22? 2007
NAME OF FIRM: Banner Pharmacaps )
L GENRRAL

L3 NEW PROTOCOL
O PROGRESS REPORT
0 NEW CORRESPONDENCE
O DRUG ADVERTISING
1 ADVERSE REACTION REPORT
O MANUFACTURING CHANGE/ADDITION
O MEETING PLANNED BY

O PAPER NDA

O PRE-NDA MEETING

03 END OF PHASE Il MEETING
3 RESUBMISSION

O SAFETY/EFFICACY

3 CONTROL SUPPLEMENT

0 RESPONSE TO DEFICIENCY LETTER
O FINAL PRINTED LABELING

O LABELING REVISION

ORIGINAL NEW CORRESPONDENCE
O FORMULATIVE REVIEW

OTHER (SPECIFY BELOW):

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

0 TYPE A OR B NDA REVIEW
1 END OF PHASE Il MEETING
O CONTROLLED STUDIES
PROTOCOL REVIEW

B OTHER (SPECIFY BELOW):

O CHEMISTRY REVIEW

3 PHARMACOLOGY

3 BIOPHARMACEUTICS

O OTHER (SPECIFY BELOW):

O DISSOLUTION
O BIOAVAILABILTY STUDIES
O PHASE IV STUDIES

O DEFICIENCY LETTER RESPONSE
O PROTOCOL-BIOPHARMACEUTICS
O IN-VIVO WAIVER REQUEST

O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
3 CASE REPORTS OF SPECIFIC REACTIONS (List below)

O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O SUMMARY OF ADVERSE EXPERIENCE
O3 POISON RISK ANALYSIS

03 CLINICAL

O PRECLINICAL

SIGNATURE OF REQUESTER

_Please review and comment, especially on the manic labeling. Thanks, Courtney

METHOD OF DELIVERY (Check one)

Courtney Calder, Pharm.D. O MALL X HAND
Regulatory Project Manager

301-796-1050

calderc@cder.fda.gov

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQJEsT FOR CONSULTAT|ON

FOOD AND DRUG ADMINISTRATION

10 (DivisonOMics):. | Frome
Director, Division of Medication Errors and HFD-120/ Division of Neurology Products
Technical Support (DMETS), HFD-420

DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT

January 8, 2007 22-152 New NDA - trade name December 20, 2006
review needed

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

Valproic Acid Delayed Release PDUFA date Oct. 22, 2007

Capsules

NAME OF FIRM: Banner Pharmacaps

REASON FOR NEQUEST

3 NEW PROTOCOL [0 PRE-NDA MEETING 3 RESPONSE TO DEFICIENCY LETTER

1 PROGRESS REPORT 3 END OF PHASE Il MEETING 3 FINAL PRINTED LABELING

3 NEW CORRESPONDENCE 0 RESUBMISSION O LABELING REVISION

3 DRUG ADVERTISING 0O SAFETY/EFFICACY B3 ORIGINAL NEW CORRESPONDENCE

3 ADVERSE REACTION REPORT 1 PAPER NDA 0 FORMULATIVE REVIEW

03 MANUFACTURING CHANGE/ADDITION O CONTROL SUPPLEMENT H

£ MEETING PLANNED BY @ oTHER (sPECIFY 8ELow) Trade name review
, 1 BIOMETRICS

STATIS_TICAL EVALUATION BRANCH ; STATISTICAL APPLICATION BRANCH

3 TYPE A OR B NDA REVIEW
3 END OF PHASE Il MEETING
£ CONTROLLED STUDIES

0 PROTOCOL REVIEW

O CHEMISTRY REVIEW

3 PHARMACOLOGY

0 BIOPHARMACEUTICS

CI OTHER (SPECIFY BELOW)

g ; OTHER (SPECIFY BELOW):

) '. mm
0 DISSOLUTION C3 DEFICIENCY LETTER RESPONSE
03 BIOAVAILABILTY STUDIES 3 PROTOCOL-BIOPHARMACEUTICS
£ PHASE IV STUDIES a IN-VIVO WAIVER REQUEST

E s : v
N.ONJG DPORENCE
[3 PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL £ REVIEW OF MARKETlNG EXPERIENCE DRUG USE AND SAFETY
3 DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 3 SUMMARY OF ADVERSE EXPERIENCE
CASE REPORTS OF SPECIFIC REACTIONS (List below) 03 POISON RISK ANALYSIS
: {3 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP ‘ o
o CLINICAL | o Precunca

m‘ﬁ“* he “Md NeNDA.
Plesse raview he bals naste. Thank you, Courtney
SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
Courtney Calder, Pharm.D. 0O MALL O HAND

Regulatory Project Manager
301-796-1050
calderc@cder.fda.gov

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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this page is the manifestation of the electronic signature.
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