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ion for a duplicate of a listed drug whose only differenceis  YES [ NO X

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)X2))?
If yes, the application may be refused for filing under 21 CFR 314.101(dX9).

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

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

[ Not applicable (o.g., solely based on published literature. Sos question # 7

O

0

O

O

Version 6/14/2006

21 CFR 314.50G)1XiXAX1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):

21 CFR 314.50G)1XiXAX2): The patent has expired. (Paragraph Il «mﬁcatwn)
Patent aumber(s):

21 CFR 314.50()1XiXAX3): The date on which the patent will expire. (Paragraph I
ification)
Patent numbex(s):

21 CFR 314.50(i1(IXAX4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product ferwhehﬂnlppmumbmmd.
(Paragraph IV certification)
Patent number(s): 5,965,549 (NDA 20-805)

5,286,754 (NDA 19-537)

4,844,902 (NDA 20-805 and 21-537)

6,284,804 (NDA 21-537)

6,359,016 (NDA 21-537)

5,843,903 (NDA 20-80%5)

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

21 CFR 314.50(1)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50()(1 Xi)}(A)X4) above).
Patent numbes(s):

Wmmhww“nmwmwmmW

approval of the application.
Patent number(s):

21 CFR 314.50(IX1Xii): No relevant patents.
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[0 21 CPR 314.50G)1)(ii): The patent on the listed drug is a method of use patent and the
indications that are covered by the use patent as described in the coeresponding 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)
Patent number(s):

14.  Did the applicant:

o Ideatify which parts of the application rely cn the finding of safety and effectiveness for a listed
drug or published literature describing 2 listed drug or both? For example, phanm/tox section of
application relies on finding of preclinical safety for a listed drug. I N O

The applicant relied on the Agency’s finding of safety and efficacy for the pharmacology and
information from NDA 20-805. In addition, the applicant relied on published

toxicology
literature for clinical pharmacology information which referenced NDA applications 19-537
and 21-537.

®  Was this listed drug product(s) referenced by the applicant? (see question ¥ 2)
YES X No (O

] SM.MMMWWMWMMWMm
listed drug(s)?
NA X YEs[OJ wo(d
15. (a) Is there unexpired exclusivity on this listed drug (for example, § year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book.
YES 0 NOo X

If “Yes,” plesse list:

Version /1472006
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™0 DivisiowOffice): mmm mmm

DER OSE CONSULTS Mm;gc Division of Anti-Infective and Ophthalmology

| e _ | Products, 301-796-0803

DATE 1 powo. | npaNo. TYPE OF DOCUMENT DATE OF DOCUMENT
December 8, 2008 | 67,173 21-918 Resubmission of the NDA | October 31, 2008
NAME OF DAUG mmvconmm ‘ CLASSIFICATION OF DRUG - chommmn '
Cetraxal (ciprofloxacinotic | $ | Topical otic January 23, 2009
aohmon),O‘Z% J

, wmm

mwmma»mmmm, mmmmmmmm' ]
mmummmmmm SUMMARY OF ADVERSE EXPERIENCE
L] CASE REPORTS OF SPECHIC REACTIONS (List below) POBON RISK ANALYSES
: mmmmm mmm _
v . ) : , vwmm

COMMENTS/SPRCIAL INSTRUCTIONS: Mvmﬁuhm%wnmnwpcmmof .
January 10; 2006 (in DFS, under NDA 21-918). Plesss let me know if you neod paper copy of the labels.

POURA DATE: 3309
ATTACHMENTS: Draft Puokege Ineaet, Contsiner and Caston Labels
‘€C: Arshivel INDVNDA 31918

HPD-$20/Division File
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Application” Characteristics

Review priority: X Standard [ ] Priority
Chemical classification (new NDAs only): 38

[J Fast Track
] Rolling Review
(7] Orphan drug designation

NDAs: Subpart H

[[] Accelerated approval (21 CFR 314.510)
[] Restricted distribution (21 CFR 314.520)

Subpart I
{T] Approval based on animal studies

Submitted in response to a PMR
Submitted in response to a PMC

Comments;

[J Rx-to-OTC full switch
[[] Rx-to-OTC partial switch
(] Direct-to-OTC

BLAs; Subpart E
(] Accelerated approval (21 CFR 601.41)
[J Restricted distribution (21 CFR 601.42)
Subpart H
] Approval based on animal studies

%

< Date reviewed by PeRC (required for approvals only)
If PeRC review not necessary, explain:

March 25, 2009

% BLAs only: RMS-BLA Product Information Sheet for TBP has been completed and

] Yes, date

forwarded to OBPS/DRM (approvals only)
BLAs only: is the product subject to official FDA lot release per 21 CFR 610.2 O Yes [J No
(approvals only)
< Public communications (approvals only) S0 S LA R
s  Office of Executive Programs (OEP) liaison has been notified of action X Yes [J No
e  Press Office notified of action (by OEP) XYes [ No
X None
. HHS Press Release
e Indicate what types (if any) of information dissemination are anticipated FDA Talk Paper
(L] CDER Q&As
[J oOther

B || questions in all sections pertain to the pending application, i.e., if the pending application is an NDA or BLA supplement, then
juestions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the
-wplication is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed.

Version: 9/5/08
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! Exclusivity L
e Is approval of this application blocked by any type of exclusivity? X No O 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 X No [ Yes
316.3(b)(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 X No ] Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity If yes, NDA # st dato
remains, the application may be tentatively approved if it is otherwise ready exclu;ivity expires:
Jor approval.) ’

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar X No [J Yes
effective approval of a S05(b)(2) application? (Note that, even if exclusivity If ves. NDA # aiidd dite
remains, the application may be tentatzvely approved if it is otherwise ready eleu;ivity expives:
Jfor approval.) )

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that X No 0O Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if If yes, NDA # il date
exclusivity remains, the application may be tentatively approved if it is exclu;ivity i
otherwise ready for approval.) pires:

e NDAs only: Is this a single enantiomer that falls under the 10-year approval X No 0 Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation If ves. NDA # and date 10-
period has not expired, the application may be tentatively approved if it is yes, oA s

. . year limitation expires;
otherwise ready for approval.) A
% Patent Information (NDAs only)
e Patent Information: X Verified

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

[J Not applicable because drug is
an old antibiotic.

Patent Certification [S05(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

21 CFR 314.50(){(1)(E)(A)
X Verified

21 CFR 314.50(i)(1)
O a O i)

[505(b)(2) apphcatxons] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval). .

X No paragraph III certification
Date patent will expire

|

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

O NA mo ﬁaragmph IV certification)
X 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 applicant’s X Yes O 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 (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “No,” continue with qitestion 2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) O Yes O 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(£)(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 1V 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 [ Yes [J 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(H(2))).

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

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

If “Yes,” there is no stay of 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 “No,” continue with question (35).

Version: 9/5/08
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(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 “No,” 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 ifa 3 0-monthl stay
is in effect, consult with the OND ADRA and attach a summary of the
response.

O Yes

X No

Copy of this Action Package Checklist®

List of officers/employees who participated in the decision to approve this application and
consented to be identified on this list (approvals only)

o I
“i

X Included

Documentation of consent/non-consent by officers/employees

X Included

<>

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

Actions and date AP, 5/1/09

AE, 4/6/06

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

e Most recent division-proposed labeling (only if generated after latest applicant

4/27/09

submission of labeling)
e  Most recent submitted by applicant labeling (only if subsequent division labeling 4/27/09
does not show applicant version)
10/31/08

e  Original applicant-proposed labeling

e  Other relevant labeling (e.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






