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EXCLUSIVITY SUMMARY

NDA #22-278 SUPPL # HFD # 520

Trade Name MembraneBlue

Generic Name trypan blue ophthalmic solution, 0.15%

Applicant Name Dutch Ophthalmic Research Center International bv

Approval Date, If Known February 20, 2009

PARTI 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), 505(bX2) or efficacy supplement?
: - YES[X No[]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SES

505(b)(2)

¢) 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.

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?
not specified

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

S, is this approval a result of the studies submitted in

v
dIISW

15 { D i
response to the Pediatric Written Request?

IF YOU HAVE 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[] NOo[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 I FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

. 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# 21-670 VisionBlue (trypan blue ophthalmic solution), 0.06%

NDA#
NDA#
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.)

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 I1 IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The guestions in part I of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART IIL.

PARTIII 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). Ifthe 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[]
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 pubhcly available data would not independently

support approval of the application?
YES [] NO

(1) If the answer to 2(b) is "yes," do you personally know of ary 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(XI No[]
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If yes, explain:

Published literature was used to approve the drug product.

(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[X
Investigation #2 YEs[] NoOI®

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 2 previously approved drug product?

Investigation #1 YES[] No[®

Investigation #2 YES[] NO
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If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:

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

EJ Feron Arch Ophthalmol 2002; 120:141-144.
KLi Br J Ophthalmol 2003; 87:216-9.

M Perrier Am J Ophthalmol 2003;135(6): 903-5.
MPerrier  Am J Ophthalmol 2003;135(6): 909-11.
F Teba Ophthalmology 2003; 110: 2409-2412
C Haritoglou Retina 2004; 24(4):582-90.

C Haritoglou Am J Ophthalmol 2004;138(1):1-5.
BJ Vote Retina 2004;24(5):736-8.

SY Oberstein Br J Ophthalmol 2007; 91:955-7.
FUno Retina2006;26(2):237-9.

P Stalmans  BrJ Ophthalmol 2003; 87:713-6.
AKKwok  EYE 2004;18(9):882-8.
KL Lee Br J Ophthalmol 2005; 89:420-4.
J Beutel Arch Ophthalmol 2007; 125:326-332.

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

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

Investigation #1 !
!
IND # YES [] ! NO »z«
! Explain
Investigation #2 !
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1
"IND # YES [ 1 NO X
! 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 [] 1N X
Explain: ! Explain:
Investigation #2 !
!
YES [] 1 No [X
Explain: ! 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 X

If yes, explain:

Name of person completing form: Michael Puglisi |
Title: Regulatory Project Manager

Page 7



Date: March 2, 2009
Name of Office/Division Director signing form: Wiley A. Chambers, M.D.

Title: Acting Director, Division of Anti-Infective and Ophthalmology Products

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

---------------------

Wiley Chambers
3/2/2009 02:52:42 PM



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

NDA/BLA#: 22-278 Supplement Number:
Division Name:DAIOP _PDUFA Goal Date: 2/21/09  Stamp Date: 8/21/2008
Proprietary Name:  MembraneBlye

Established/Generic Name: g g
Dosage Form:  fopical
Applicant/Sponsor:

NDA Supplement Type (e.g. SES):

Pediatric use for each pedlatric subpopulatlon must be addressed for ggnjggjgm covered by current
application under review. A Pediatric Page must be completed for each indication.

Number of indications for this pending application(s):1
(Attach a completed Pediatric Page for m indication in current application )

Q‘l Is thls applmtlon in response to a PREA PMCIPMR? Yes I:I Continue
No [X] Please proceed to Question 2.
if Yes, 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.
[JNo. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

Q2 Does this application provide for (If yes, please check all categories that apply and proceed to the next
question):

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

(b) (] No. PREA does not apply. Skip to signature block.
* Note for CDER: SES, SES, and SE7 submissions may also trigger PREA.
Q3: Does this indication have orphan designation?
Yes. PREA does not apply. Skip to signature block.
(I No. Please proceed to the next question.
Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?
[0 Yes: (Complete Section A.)
[C] 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)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (sderpmbs@fiahhszov) OR AT 301-796-0700,



NDA# 22-278 Page 2

Please note that Section F may be used alone or in addition to S
Section A: Fully Waived Studies (for all pediatric aLgmups) -

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

[J 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.)

[0 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.

[Section B: Partially Waived Studies (for selected pediatric subpopulaﬁoﬁ;-.) k _ |

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).

Reason (see below for further detail):
Not meaningful . .
minimum maximum fear:%e' _ mmmc lmﬁ or Fo;:;::?on

E] Neonate | __ wk.__mo.| _wk._mo.| [J 0 O O
L] | Other y._mo. | yr._mo. |- [] O 0 m
0] [Other | _yr._mo. | __yr.__ mo. ] 0 O O
] | Other __yr_.____mo. —yr. __ mo. O C] ] O
[][other |__yr__ __yr.__mo. O O O O

Are the indicated age ranges (above) based on weight (kg)? ] No; {1 Yes.

Ase 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): .

# Notfeasible:
[J Necessary studies would be impossible or highly impracticable because:
[0 Disease/condition does not exist in children
[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 substantial number of

IFTRIRI:AREQUESTIONS,PLEASECONTACTTH!CDERPMHSVIAMWORATWI-MW



NDA# 22-278 Page 3

pediatric patients in this/these pediatric subpopulatlon(s)
.. T 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.)

O Evidenca 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.)

] Evidencs strongly suggests that product would be ineffective and unsafe in all pediatric subpopulations
(Note: if studies ars partially waived on this ground, this information must be included in the Iabelmg )

A Formulation failed:

[TJ Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Nofe: 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 detalling why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.)

[ Justification attached.

For those pedistric 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 compiete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appmp‘riately 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 all of the
pediatric subpopulations.

{[Section C: Deferred Studies (for selected pediatric subpopulations).

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

Applieant

Deferrals (for each or all age groups): Reason for Deferral Cortification
Other
R Need "
T | Addmen Appropriate | eceived
Population minimum maximum | Approval | Aduit Safety or (specify
in Aduits | Efficacy Data \ "“’l H
O [Neonate | _wk_mo.|_wk _mo.| [J g O O
3 | Other _yr.__mo. | _yr.__mo. D m) D o
C] | Other =yrme. |y_me | LI L] o C
01 | Other —y_mo. | _w._mo | [] a ]} ]
0 [B755 | oyom 0| o o | o
Date studies are due (mandIyy)

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

IFTBEREAREQUESHON&MASECONTACITHECDERPMBSWAEMAEWORAT”LM



NDA# 22-278 : Page 4

* Other Reason: ____

1 Note: Studies may only be deferred if an applicant i inds for deferring the studies,
a description of the planned or ongoing studies, ewdence that the studles are belng 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 deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

[ Section D: Cqmpleted Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been completed (check beldw):
Population minimum maximum PeRC Pedigttrl;:mment form
[0 | Neonate __wk.__mo. | _wk.__mo. Yes [] No []
[ | Other —Y._mo. |__yr.__mo. Yes [J No []
[] | other _y._mo. |_yr.__mo. Yes[] No ]
[J|Other _yr.,mo. Y. _mo. Yes [] No [
[ | other —y._mo. |_y.__mo. | Yes[] No [
[ | All Pediatric Subpopulatlons Oyr.Omo. | 16yr. 1 mo. Yes [] No [J

- Are the indicated age ranges (abova) based on weight (kg)? [ 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.

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



NDA# 22-278 Page 5

. - | Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because produd is
appropriately labeled for the indication being reviewed:
Population minimum maximum
[0 | Neonate — wk._mo. — wk. _mo.
El Other __yr.__mo. ___ yr. __mo.
I:] Other . Y- _mo. —yr.__mo.
‘[0 | Other __yr.__mo. _yr.__mo.
0 | Other __yr.__mo. __yr.__mo.
[] | Al Pediatric Subpopulations 0yr. 0 mo. 16 yr. 11 mo.

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

If all pediatric subpopulations have been covered based on partial waivers, defarrals, 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.

| Section F: Extrapolation from Other Aduit and/or Pediatric Studies (for deferred and/or completed 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 extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
‘ Extrapolated from:
Population minimum maximum Adult Shadies? Othg{u f;;d;i:tric
(] | Neonate _wk._mo. |__wk._mo. o 0
O | other ] —y._mo. [_y.__mo. a O
Olothe | _w_mo [_y_mo O] 0
[ | Other o —_Y._mo. |__yr__mo, [m] 0
O gﬁmms_ | .0 yr. 0 mo. 16 yr. 11 mo O 0O

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

Note: If extrapolating data from either aduit 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 (sderpmbhs@fds hhs gov) OR AT 301-796-0700.
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Ifthere are additional indications, please complete the attachment for each one of those indications.
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as
appropriate after clearance by PeRC.

This page was completed by:
{See appended electronic signature page}

Michael Puglisi
Regulatory Project Manager

(Revised: 6/2008)

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



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

Wiley Chambers
2/26/2009 11:47:21 AM



ACTION PACKAGE CHECKLIST

NDA# 22278 NDA Supplement #
BLA # BLA STN #

IfNDA, Efficacy Supplement Type:

Proprietary Name: MembraneBlue
Established Name: trypan blue ophthalmic solution, 0.15%
Dosage Form:  Ophthalmic Sohmon

Applicant: DORC International, b.v.
Agent for Applicant (if applicable): Dutch Ophthalmic, USA

RPM: Puglisi, M.

NDAs: j
NDA Application Type: 505(bX(1) 505(b)2)
Efficacy Supplement: 505(b)X1) 505(b)X2)

(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.)

Listed dmg(s) referred o in S05(b)2) application (inclade.
NDA/ANDA #(s) and drug name(s)):

N/A

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

If no listed drug, check here and explain: Safety and efficacy is
based on published literature.

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 pediatric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new Appendix

B of the Regulatory Filing Review.
(3 No changes O Updated

Date of check: 2/19/09

If pediatrie exclusivity has been granted or the pediatric
information in the labeling of the listed drug changed, determine
whether pediatric information needs to be added to or deleted
from the labeling of this drug.

Onthedayohppmal,cheektMOnngeBookagainIoranym
; fvi .

@ User Fee Goal Date
. Action Goal Date (1f d:ﬂ'etent)

2/21/09

& Actions

¢ Proposed action

- AP ,,.TA xRy
‘NA CR

. Pmmswm(spxﬁywanddatejbrmhacﬁantakm)

(J None AE-8/4/08

> Pronxmonal Materials (accelemted

approvals only)
Note: If accelerated approval (21 CFR 314.510/601.41), promotional materials to be used
within 120 days after approval must have been submitted (for exceptions, see guidance

m_mmmmnmm Ifnotsubnumd,mhm

] Received

’ l'I'hr.=Ap]ilit:atlmlIlltornmimlsectxeoms(only)u:lmkhst. The Contents of Action Package section (beginning on page 5) lists the

documents to be included in the Action Package.

Version: 9/23/08



NDA 22-278 )
Page 2

» Application® Characteristics

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

[ Fast Track Rx-t0-OTC full switch
[J Rolling Review Rx-t0-OTC partial switch
X Orphan drug designation O Direct-to-OTC
NDAs: Subpart H BLAs:
Accelerated approval (21 CFR 314.510) ccelerated approval (21 CFR 601.41)
-L) Restricted distribution (21 CFR 314.520) Restricted distribution (21 CFR 601.42)
Su%art I SuBm H
Approval based on animal studies Approval based on animal studies
Submitted in response to a PMR
Submitted in response to a PMC
Comments:

% Date reviewed by PeRC (reqzared  for approvals only,
I PeRC review not necessary, explain: Qmph i

© BLAsonly: RMS-BLA Product Information Sheet for TBP has been completed and
forwarded to OBPS/DRM (approvals only)

[0 Yes, date

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

. < Public comnumications (approvals anly)

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

DYés O No

\ Yes D No

e  Press Office notified of action (by OEP)

B Yes [ No

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

None

HHS Press Release
FDA Talk Paper
CDER Q&As
Other

’Anénésﬁomiﬁanéeéﬁoﬁsﬁmmdlcpendingappﬁcaﬁon, i.e,, 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: 9/5/08




NDA 22-278

otherwise ready __fbr_ approval.)

Page 3
. % Exclusivity L e
e ¢ Isapproval of this application blocked by any type of exclusivity? X No J Yes

* NDAsand 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(5)(13) for the definition of “same drug” for an orphan drug (i.c., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

¢ (bX2) NDAs only: Is there remaining 5-year exclusivity that would bar No 0 Y?s
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 exz;:,sivity expires:
Jfor approval,) wpies:

¢ (bX2) NDAs only: Is there remaining 3-year exclusivity that would bar No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity I NDA # and date
-remains, the application may be tentatively approved if it is otherwise ready eleT:;ivity ires:
Jfor approval) expires:

e  (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that K No O Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if If yes, NDA # and date
exclusivity remains, the application may be tentatively approved if it is exZ;.lsi vity expires:
otherwise ready for approval,) )

® NDAs only: Is this a single enantiomer that falls under the 10-year approval No [] Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation NDA # and date 10-
period has not expired, the application may be tentatively approved if it is ye]a,resl;xmtan on expires:

| & Patent Information (NDAs only)

e  Patent Information: Verified
Verify that form FDA-3542a was submitted for patents that claim the drug for Not applicable | drug is
which approval is sought. If the drug is an old antibiotic, skip the Patent an old antibiotic
Certification questions. .
21 CFR 314.50(D)(1Xi)}(A)
o  Patent Certification [505(b)(2) applications]: 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. | 21 CFR 314.50(i)(1)
' Oa@ O i)
o [505(b)X2) applications] If the application includes a paragraph I certification,
it cannot be approved until the date that the patent to which the certification & No paragraph I certification
pertains expires (but may be tentatively approved if it is otherwise ready for Date patent will expire

approval).

I

[505(b)X2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A " and skip to the next section below
(Summary Reviews)).

N/A (no paragraph IV certification)
Verified

Version: 9/5/08
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o [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the apphcant’ [ Yes 0 No
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 (¢.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(¢))).

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

(2) Has the patent owner (or NDA hoider, if it is an exclusive patent licensee) | (] Yes [J No
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 exclusive patent licensee O Yes O No
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 notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day

- period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 43-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) | (] Yes [J No
suhnntawntwnwaxverofmnghttoﬁlealegalacmforpam
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” tha-eisnostayofappmvalbmedoutlmcenﬁcation.AnaMethenm
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 “No,” continue with question (5).

Version: 9/5/08
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(5) Did the patent owner, its representative, or the exclusive patent licensee OYes [ONo
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.

y of this Action Package Checklist®

List of officers/employees who participated in the decision to approve this application and n clﬁded
consented to be identified on this list (approvals only) =
Documentation of consent/non-consent by officers/employees _ & Icluded

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

Package Imert (wfité submi:sion/communication date at upfa right of first page of P)  § _
®  Most recent division-proposed labeling (only if generated after latest applicant | NA
submission of labeling) ,
®  Most recent submitted by applicant labeling (only if subsequent division labeling In Package
does not show applicant version)
®  Original applicant-proposed labeling
»__ Other relevant labeling (c.g., most recent 3 in class, class labeling), if applicable

% 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, letters, etc.
Version: 9/5/08
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®  Most-recent 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 In Packag
does not show applicant version) e
»  Original applicant-proposed labeling In package
. e Otherrelevant labeling (e.g., most recent 3 in class, class labeling), if applicable | N/A
L4 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 gencrated after latest applicant N/A
submission)
® Most recent applicant-proposed labeling In Package
' L] ReM
. DMEDP 4/14/08
% Labeling reviews (indicate dates of reviews and meetings) gg\sdlzc 3/31/08
CsS
; Other reviews
% Proprietary Name
o Review(s) (indicate date(s)) 4/14/08
o Acceptability/non-acceptability letter(s) (indicate date(s)) N/A
Administrative Reviews (e.g.. RPM Filing Review'/Memo of Filing Meeting) (indicate In Package
date of each review) » _ g
% NDAsonly: Exclusivity Summary (signed by Division Director)

< Apphcanon Ixmegnty Pohcy (AIP) Status and Related Documents

. ApplicantinontheAlP

D Yes o

e This application is on the AIP
o Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance
commumcatwn)

O Yes X No

(O Not an AP action

Pedntnc Pagc (appromls only, must be reviewed by PERC before ﬁMIM

‘EIncluded

1%

© Debarment certification (original apphcauons only) verified that thfymg lmguage was
not used in certification and that certifications from foreign applicants are cosigned by

X Verified, statement is

U.S. agent (include cert;ﬁcation) acceptaue o
¢ Postmarketing Requirement (PMR) Studies & None '
s  Outgoing communications (if located elsewhere in package, state where located)
» _ Incoming submissions/communications ‘ _
¢ Postmarketing Commitment (PMC) Studies (X None

¢  Qutgoing Agency request for postmarketing commitments (iflocatedebewheﬁ
in package, state where located)

4 Filing reviews for oiher disciplines should be filed behind the discipline tab.
Version: 9/5/08



NDA 22-278
Page 7

¢ Incoming submission documenting commitment

% Outgoing communications (letters (except previous action letters), emails, faxes, telecons)

In Package

% Internal memoranda, telecons, etc.

% Minutes of Meetings

s PeRC

N/A

B Not applicable

o Pre-Approval Safety Conference (indicate date; approvals only)

Not applicable

o  Regulatory Briefing (indicate date) 3 Nomtg
e Pre-NDA/BLA meeting (indicate date) No mtg
o  EOP2 meeting (indicate date) X Nomig

e  Other (e.g., EOP2a, CMC pilot programs)

% Advisory Committee Mecting(s)

E 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)

X None

Division Director Summary Review (indicate date for each review)

(] None 8/4/08, 2/20/09

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

Clinical Reviews

[J None 8/4/08, 2/20/09

8/4/08, 2/20/09

¢  Clinical Team Leader Review(s) Covered in CDTL Reviews
¢ Clinical review(s) (indicate date for each review) 8/1/08, 2/19/09
¢  Social scientist review(s) (if OTC drug) (indicate date for each review) E ane
* Safety update review(s) (mdxcate location/date if incorporated into another review) In 8/1/08 Chmcal Review
% Financial Disclosure reviews(s) or location/date if addressed in another review In 8/1//08 Clinical Review
OR
If no financial disclosure information was required, review/memo explaining why not
% Clinical reviews from other clinical areas/divisions/Centers (indicate date of each review) | @ None ‘
% Controlied Substance Staff review(s) and Scmdulmg Recommendation (indicate date of (5 Not need ‘
_ each review) »
< Risk Management & N
e  Review(s) and recommendations (including those by OSE and CSS) (indicate one
date of each review and indicate location/date if incorporated into another
review)
o REMS Menw (indicate date) :
— o _REMS Document and Supporting Statement (indicate date(s) of submission(s)) ,
& DSI Chmeal Inspection Review Summwy(m) (include copies ofDSI letters to ‘N ' i

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

* Filing reviews should be filed with the discipline reviews.
Version: 9/5/08
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Clinical Microbiology Review(s) (indicate date for each review)

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

None

Statistical Team Leader Review(s) (indicate date for each review) None

Statistical Review(s) (indicate date for each review)

@ Clinical Pharmacology Division Director Review(s) (indicate date for each review)

BJ None

Clinical Pharmacology Team Leader Review(s) (indicate date for each review) X None
Clinical Pharmacology review(s) (indicate date for each review) [ None 3/12/08

DSI Clinical Pharmacology Inspection Review Summary (include copiés of DSI letters)

Pharmacology/Toxicology Discipline Reviews

*  ADP/T Review(s) (indicate date for each review)

*  Supervisory Review(s) (indicate date for each review)

X None

¢ Pharm/tox review(s), including referenced IND reviews (indicate date for each

(] None 6/25/08

] review) v
% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date None
for each review) ‘ 1<
®  Statistical review(s) of carcinogenicity studies (indicate date for each review) No carc
P None
% ECAC/CAC report/memo ofmeeung I’ch:dedinl’/l‘ review, page
< DSI Nonclmwal Inspectton Review Sum:mry (mclude copies of DSI Iettm)

(CMC/Quality Discipline Reviews

(X None requested

' None

e ONDQA/OBP Division Director Review(s) (indicate date for each review)
e  Branch Chief/Team Leader Review(s) (indicate date for each review) & None
¢ CMC/product quality review(s) (indicate date for each review) [ None 7/23/08, 1/7/09
_ » _ BLAsonly: Facility information review(s) (indicate dates) _ X None
<> chrobnology Reviews ’ '
¢ NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each 7/28/08
review) [0 Not needed
e BLAs: Sterility assurance, product quahty microbiology (indicate date of each
, __review)
-] Revnews by other ducxplmes/dmsxons/Cenm requemd by CMClthty reviewer

(mdlcate date of each rewew)

24 None

¥ Environmental Assessment (check one) (ongmal and snpplmal appliunons)

Xi Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

In 7/23/08, CMC Review

] Review & FONSI (indicate date of review)

O Review & Envn'onmentnl Impact Statement (‘mdwate date of each rev:ewﬂ

Vemon 9/5/08
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¢ NDAs: Methods Validation

'y Facilities Reﬁewﬂmpecﬁon

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

| Completed
|} Requested
|_J Not yet requested
Not needed

Date completed: 10/28/08
Acceptable

within 2 years of action date) [ Withhold reco dation
e BlLAs:
o TBP-EER Date completed:
Acceptable
Withhold recommendation
o Compliance Status Check (approvals only, both original and all Date completed:

supplemental applications except CBEs) (date completed must be within
60 days prior to AP) .

Requested
L] Accepted [] Hold

Version: 9/508
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)X(2) Applications
1. Does the application reference a listed drug (approved drug)? YES [ NOo [X

If “Ne,” skip to question 3.

2. Name of hsmd drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):

3. Is this application for a drug that is an “old” antibiotic (as described in the draft guidance implementing
the 1997 FDAMA provisions? (Certain antibiotics are not entitled to Hatch-Waxman patent listing and
exclusivity benefits.)

YES [ NO

If “Yes,” skip to question 7.

4. Is this application for a recombinant or biologically-derived product?
YES [] NO (X

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

5. The purpose of the questions below (questions 5 to 6) is to determine if there is an approved drug
pmductthatlseqmvalentorverysmlartoﬂleproductproposedforapprovalthatshouldbereferencedas
a listed drug in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?
YES [1. NOo [X

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

If “No,” to (a) skip to question 6. Otherwise, answer part (b and (c)). .
(b) Is the pharmaceutical equivalent approved for the same indication for YES [] No [
which the 505(b)(2) application is secking approval?
(c) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? vEs [J NOo [
If “Yes,” (c), list the pharmaceutical equivalent(s) and proceed to question 6.
If.' “No,” to (c) list the pharmaceutical equivalent and contact your ODE’s Office of Regulatory Policy

representative.
Phammaceutical equivalent(s):

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

(Pharmaceutical alternatives arc drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times

"+ and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by 2
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

*If “Ne,” to (a) skip to question 7. Otherwise, answer part (b and (c)).

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

(c) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES [ NOo []
If “Yes,” to (c), proceed to question 7.

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

If “Ne,” to (c), list the pharmaceutical alternative(s) and contact your ODE'’s Office of Regulatory Policy
representative. Proceed to question7.

Pharmaceutical alternative(s):

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug
product (i.e. is the published literature necessary for the approval)? .
YES KX No (O

If “Ne,” skip to question 8. Otherwise, answer part (b).

(b) Does any of the published literature cited reference a specific (e.g. brand name) product? Note that if
yes, the applicant will be required to submit patent certification for the product, see question 12. YES, THIS
PRODUCT 1S CITED.

8. Describe the change from the listed drug(s) provided for in this (bX2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™).

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

10. Is the application for a duplicate of a listed drug whose only difference is YES [ NO [
that the extent to which the active ingredient(s) is absorbed or otherwise made
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). I yes, the application may be refused for filing under
21 CFR 314.101(d)X9)). '
Version 6/14/2006



-t

NDA 22-278 Regulatory Filing Review
Page 3

11. Is the application for a duplicate of a listed drug whose only difference is YES []J NO
that the rate at which the product s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
If yes, the application may be refused for filing under 21 CFR 314.101(d)(9).

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

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

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

O

a

Version 6/14/2006

21 CFR3 14.50(iXi)(i)(A)(l): The patent information has not been submitted to FDA.
(Paragraph I certification) -
Patent numbet(s):

21 CFR 314.50GX1)(1)XAX2): The patent has expired. (Paragraph 1I certification)
Patent number(s):

21 CFR 314.50(i)}(1)(iXA)3): The date on which the patent will expire. (Paragraph HI
certification)
Patent number(s):

21 CFR 314.50()(1Xi)(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification)

Patent number(s).

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

21 CFR 314.50(iX3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50()(1i}(A)X4) above)

Patent number(s):

Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.

Patent number(s):
21 CFR 314.50(1)(1Xii): No relevant patents.

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

o  Identify which parts of the application rely on the finding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, pharm/tox secuon of
application relies on finding of preclinical safety for a listed dmg.

YES [ NO [X
If “Yes,” what is the listed drug product(s) and whick sections of the 505(b)(2) application
rely on the finding of safety and effectiveness or on published literature about that listed drug
Was this listed drug product(s) referenced by the applicant? (see question # 2)

YES [0 No [J

¢ Submit a bicavailability/bioequivalence (BA/BE) study comparing the proposed product to the

listed drug(s)?
NA B YEs O No O

15. (a) Is there unexpired exclusivity on this listed drug (for example, 5 year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book. N/A
YES [ ~No [J
If “Yes,” please list:

Application No. Product No. Exclusivity Code Exclusivity Expiration

Version 6/14/2006
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Division of Anti-Infective and
Ophthalmology Products
Ceanter for Drug Evaluation and Research

10903 New Hampshire Avenue, Building 22
Silver Spring, MD 20993

To:  Fran Carleton ‘ ; Fromu: Mike Puglisi/ Project Manager
Faxz 603-642-3465 Fac  301-796-9881

Phone:s Phone: 301-796-0791
Pages: 2 (including cover page) ~ Date: June 4, 2008

Re: Quality Microbiologist Information Request re: NDA 22-278

OUrgent [] For Review UMMDMM O Please Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 1S ADDRESSED AND MAY
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby
notified that any review, disclosure, dissemination or other action based on the content of the communication is not authorized. If you
have received this document in error, please immediately notify us by telephone and return it to us at the above address by mail.

o Comments:

Ms. Carleton,

Attached please find an information request from our quality microbiologist reviewer for NDA 22-278.
Please provide this information in an amendment to the NDA.

Please let me know if you have any questions about this request. Thanks.
Mike



NDA 22-278

June 4, 2008

LIST OF MICROBIOLOGY DEFICIENCIES AND COMMENTS

I

oPégoz

Provide the methods and results for biological indicator ———————  studies conducted
on the pouched and unpouched syringes sterilized in the Include
the source, population, and D-value, and incubation conditions used for the biological

indicators.

Because the information provided on p. 36 indicates that the drug product is capable of
supporting significant microbial growth, a

- Provide a revised ‘to limit the risk of significant
microbial growth prior to sterilization.

Provide the methods and results used for container closure integrity testing on the pouched

Provide the following information with regard to endotoxin testing:
a. -The methods and results of inhibition/enhancement testing.
b. As per the request of the medical review division, the endotoxin specification should
be lowered to — EU/mL.
Provide the following information with regard to sterility testing:

a. The results of bacteriostasis/fungistasis testing :
b. A commitment to subject both the drug product and syringes to sterility testing.

Provide the stability commitment and stability schedule for endotoxin and sterility testing.

bh{4)

b(4)



Fax

Division of Anti-Infective and
Ophthalmology Products

Center for Drug Evaluation and Research
10903 New Hampshire Avenue, Building 22
Silver Spring, MD 20993

To:  Fran Carleton From: Mike Puglisi/ Project Manager
Fax: 603-642-8465 Faxz 301-796-9881

Phone: | | Phone: 301-796-0791

Pages: 2 (including cover page) Date: March 26, 2008

Re: CMC Information Request re: NDA 22-278

OUrgent O For Review [IPlease Comment [l Piease Reply [] Please Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY
"CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby
notified that any review, disclosure, dissemination or other action based on the content of the communication is not authorized. If you
have received this document in error, please immediately notify us by telephone and retum it to us at the above address by mail.
Thank you.

¢ Comments:
Ms. Carleton,

Attached please find an information request from our CMC reviewer for NDA 22-278. Please provide
this information in an amendment to the NDA.

Please let me know if you have any questions about this request. Thanks.

Mike



NDA 22-278 - March 26, 2008

These comments are being provided to you prior to completion of our review of the application to
give you preliminary notice of issues that have been identified. Per the user fee reauthorization
agreements, these comments do not reflect a final decision on the information reviewed and should
not be construed to do so. These comments are preliminary and are subject to change as the review
of your application is finalized. In addition, we may identify other information that must be provided
prior to approval of this application. Depending on the timing of your response, as per user fee

. reauthorization agreements, we may or may not be able to consider your response prior to taking an

- action on your application during this review cycle.

Ifyour response can be found in the contents of your submission, just cite those sections of the
submission that are relevant to the issue under consideration. Otherwise, provide the appropriate
information. Your response should be submitted as an amendment to the submission and a copy via
Jfacsimile to the reviewer.

CMC COMMENTS

1. Because the submission includes data from stability studies on only one batch of drug product,
Dplease make a commitment to -
_ « - b(4)

2. Provide updated ————— on MembraneBlue 0.15% (batch 33606) with the ~———
and data ——————— when available.

3. Please provide responses to the previous information request which was faxed to you on
March 7, 2008. .

® Page 2
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/s/

B e I NN,

Michael Puglisi
3/26/2008 04:26:43 PM




Fax

Division of Anti-Infective and
Ophthalmology Products

Center for Drug Evaluation and Research
10903 New Hampshire Avenue, Building 22
Silver Spring, MD 20993

Tor  Fran Carleton Froms Mike Puglisi/ Project Manager
 Famx 603-642-8465 | Faxs 301-796-9881

Phone: - Phone:  301-796-0791

Pages: 2 (including cover page) Date: March 7, 2008

Re: CMC Information Request re: NDA 22-278

OUrgent [ For Review [ Please Comment DPhichply O Moase Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby
notified that any review, disclostire, dissemination or other action based on the content of the commumication is not autherized. If you
have received this document in error, pleasemmedxatelynoufymbytelephmandreumnmusattheaboveaddnasbym’]
Thank you. .

o Comments:

Ms. Carleton,

Attached please find an information request from our CMC reviewer for NDA 22-278. Please provxde
this information in an amendment to the NDA.

Please let me know if you have any questions about this request. Thanks.

Mike



NDA 22-278 March 7, 2008

These commenis are being provided to you prior to completion of our review of the application to
give you preliminary notice of issues that have been identified. Per the user fee reauthorization
agreements, these comments do not reflect a final decision on the information reviewed and should
not be construed to do so. These comments are preliminary and are subject to change as the review
of your application is finalized. In addition, we may identify other information that must be provided
prior to approval of this application. Depending on the timing of your response, as per user fee
reauthorization agreements, we may or may not be able to consider your response prior to taking an
action on your application during this review cycle.

Ifyour response can be found in the contents of your submission, just cite those sections of the
submission that are relevant to the issue under consideration. Otherwise, provide the appropriate
information. Your response should be submitted as an amendment to the submission and a copy via
Jacsimile to the reviewer. '

CMC COMMENTS

1. The pouch integrity test is included in the stability specification (Appendix PQ of the original
submission). Please confirm that pouch integrity test is also performed before product release
and include the test in the specification.

2. Please provide the supporting stability results from VisionBlue or provide a reference to this
data filed for NDA 21-670, and provide dates and page numbers of those submissions.

® Page2
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
"Food and Drug Administration
Rockville, MD 20857

g

NDA 22-278

D.O.R.C. International, b.v.
c/o Dutch Ophthalmic USA
Attention: Fran Carleton
General Manager

One Little River Road
Kingston, NH 03434

Dear Ms. Carleton:

Please refer to your October 1, 2007, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for MembraneBlue (trypan blue ophthalmic
solution) 0.15%.

After a preliminary réview, we find your application is not sufficiently complete to permit a
substantive review. Therefore, we are refusing to file this application under 21 CFR 314.101(d)
because it does not include the following information:

1. The proposed content of labeling in structured product labeling (SPL) format, as
described at http://www.fda.gov/oc/datacouncil/spl.html.

2. Sufficient CMC information to permit a substantive review. For example, the following
items were not included:

e Regarding the - b ( 4)
a. Tests that are done on receipt
b. A list of tests performed annually to confirm the Certificate of Analysis
(CoA) (i.c. all tests described on the CoA)

"o Regarding the drug product:
c. The study results of the drug product stability study performed according to
the protocol —————— as described in appendix Q b(4)
d. The study results of the “Extractable Study of Tipcap and Stopper of the BD .
—————— " 2.25 ml syringe system (MembraneBlue) using HPLC” as
performed according to the protocol ——————— described in appendix P




NDA 22-278
Page 2

h.

i

The analytical procedures and method validations for (1) trypan blue content
assay by UV/VIS, and (2) HPLC analysis for trypan blue content and for

. sties

A representative chromatogram

All batch analysis data

A sample of the container closure system and a sample of the packaged
product

An environmental assessment

Within 30 days of the date of tlns letter, you may request in writing a meeting about our refusal
to file the application. To file this application over FDA's protest, you must avail yourself of this
informal conference,

If, after the informal conference, you still do not agree with our conclusions, you may request
that the application be filed over protest. In that case, the filing date will be 60 days after the
date you requested the informal conference. The application will be considered a new original
application for user fee purposes, and you must remit the appropriate fee.

If you have any questions, call Michael Puglisi, Project Manager, at (301) 796-0791.

Sincerely,

{See appended electronic signature puage)}

Wiley A. Chambers, M.D.

Acting Director

Division of Anti-Infective

and Ophthalmology Products

Office of Antimicrobial Products

Center for Drug Evaluation and Research



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

/s/

Wiley Chambers
11/30/2007 02:59:09 PM




" Division of Anti-Infective and

Ophthalmolegy Products
Center for Drug Evaluation and Research

10903 New Hampshire Avenue, Building 22
Silver Spring, MD 20993 '

To:  Fran Carleton | From: Mike Puglisi/ Project Manager
Fax:  603-642-8465 Fmc  301-796-9881

Phone: | Phone: 301-796-0791

Pages: 2 (including cover page) Date: November 15, 2007

Re: CMC Information Request re: NDA 22-278

OUrgent O For Review O Please Comment [] Please Reply [J Please Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY.
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. Ifyouarenottheaddmsee,orapemonamhorizedtodeliverﬂwdocmnmtmtheaddrasee,youaxehueby .
notiﬁed&ntmyreview,disdosm,dissmﬁmﬁmmmh«aeﬁdemﬂmeofﬂwemmmnﬁuﬁmisnotwﬂmiud. If you
havemeivedthisdocunminm,pleasehmnedimlymﬁﬁ(mbytelephmcmdmitmusaﬂ\eabuveaddrmbynuil.
Thank you. ’ -

o Comments:

Ms. Carleton,

Attached please find an information request from our CMC reviewer for NDA 22-278. Please provide
this information in an amendment to the NDA.

Please let me know if you have any questions about this request. Thanks.

Mike



NDA 22-278 - November 15, 2007

Ihaecomhaxts'arebeingpmvidedtoyoupﬁortoconpletionqfourreviewoftheapplicationto
give you preliminary notice of issues that have been identified. Per the user fee reauthorization
agreements, these comments do not reflect a final decision on the information reviewed and should
not be construed to do so. Ihesecommentsareprelnnmaryandaresub]ecttochangeastherevzew
of your application is finalized. In addition, we may identify other information that must be provided
prior to approval of this application. Depending on the timing of your response, as per user fee
reauthorization agreements, we may or may not be able to consider your response prior to taking an
action on your application during this review cycle.

Ifyour response can be found in the contents of your submission, just cite those sections of the
submission that are relevant to the issue under consideration. Otherwise, provide the appropriate
information. Your response should be submitted as an amendment to the submission and a copy via
Jacsimile to the reviewer.

CMC COMMENTS

1. Please provide the following regarding the ~ b(4)
a. Tests that are done on receipt
b. A list of tests performed annually to confirm the Cemﬁcate of Analysis (CoA) (i.e. are all
tests described on the CoA conducted?)

2. Provide the following regarding the drug product:

a. The study results of the drug product stability study performed according to the protocol

' described in appendix Q.

b. The study results of the “Extractable Study of Tipcap and Stopper of the BD -
2.25 mi syringe system (MembraneBlue) using HPLC” performed according to the
protocol described in appendix P.

c. The analytical procedures and method validations for (1) trypan blue content assay by

UV/VIS, and (2) HPLC analysis for trypan blue content and for impurities (not found in

Appendix S)

A representative chromatogram

All batch analysrs data

A sample of the container closure system and a sample of the packaged product

A claim for categorical exclusion under 21 CFR 25.30-31 or an environmental

assessment under 21 CFR 25.40. '

b(4)
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature. '

Michael Puglisi
11/15/2007 03:18:34 PM .



