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NDA REGULATORY FILING REVIEW
(Inctading Memo of Filing Mesting)

NDA# 21918 Supplement# NA Efficacy Supplement Type SE-

Proprietary Name: CETRAXAL
MWNIE!O‘ Clmﬂommm SO !eez'ow
Strengths: 0.2%

Applicant: SALVAT, S.A.
Agent for Applicant (if applicable): Anson Group

Date of Application: June 9, 2005
Date of Receipt: June 9, 2005

Date clock started afier UN: NA

Date of Filing Meeting: August 1, 2005
Filing Date: August 8, 2005
Resubmission Date: October 31, 2008

Action Goal Date (optional):  April 30, 2009 User Feo Goal Date:  May 1, 2009
AE Action Date: April 6, 2006
Type of Original NDA: oxy [ C ®O X
AND (if applicable) '
Type of Supplement: oy O ®2 O
NOTE:

)] If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a ()(2) regardless of whether the original NDA
was a (B)(1) or a (5)(2). If the application or efficacy supplement is a (b)(2), complete Appendix B.

Review Classification: S X r [

Resubmission after withdrawal? O Resubmission after refuse to file? []
Chemical Classification: (1,2,3 etc.) 3

Othier (orphan, OTC, etc.) '

Form 3397 (User Fee Cover Sheet) submitted: ' YES X No (O

User Fee Status: | lm 0 W(«pmm) O
. Waived (e.g., small business, public health) X

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if: (1) the
product described in the 305(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patiens population, and an Rx-t0-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s
proposed labeling to labeling that has already been approved for the product described in the application.
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Highlight the differences between the proposed and approved labeling. If you need assistance in determining
gftheappﬁcambclai»ﬁugamindimﬁenforamplmmmmwaﬁumﬁ
° kthmanyS-ymorB-ywmhmwtyoathsaeﬁwmctymuyappwved(b)(l)et(b)(2)

application? a

I yes, explain:
Note: If the drug under review is a S05(b)(2), this issue will be addressed in detail in appendix B.
® Does snother drug have orphan drug exclusivity for the same indication? YES [J NO X

[ EmumeMchmbetbm&ugmemmdmgmmefm
[21 CFR 316.3(b)X13))?
YES 0 wnNo O

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).
@ Isthe application affectod by the Application Integrity Policy (AF)?  YES [] NO X

If yes, explain:
® If yes, has OC/DMPQ been notified of the submission? . YES O No [
® Does the submission contsin an accurate comprehensive index? YES X No O
If no, explain: _ .
e  Was form 356h included with an suthorized signature? YES X No O
Hf foreign applicant, both the applicant and the U.S. agent must sign.
] Submission complete as required under 21 CFR 314.50? YES X NOo OO
If no, explain:
e« Answerl, 2, or 3 below (do not inchude slectronic conteat of abeling a6 an partial clectrogic
submission). -
1. This application is a paper NDA YES X
2.TﬁnppliedionisneNDAoreombim4m+wA YES B
This application is: All electronic +eNDA
This application isin: NDA format C‘lﬂfomm

Combined NDA and CTD formats [}

Does the eNDA, follow the .
(bttp:/fworw. fda.mvlcdudmdmeefz.’#ﬁfnlm YES [ No [0

If an eNDA, all forms and certifications must be in paper and require a signature.
If combined paper + eNDA, which perts of the application were submitted in electronic format?

Additional comments:
3. This application is sa ¢CTD NDA. - Yes O
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I an ¢CTD NDA, all forms and certifications must cither be in paper and signed or be

electronically signed.
Additional comments:
& Patent information submitted on form FDA 354227 YES X No (O
. Exclusivity requested? YES, 3 Years No (O
fem@ﬂmtmmmmmemnmmmﬂdWQu '

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

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

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of

any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
- with this application.” Applicant may not use wording such as “To the best of my knowledge . . . ."”

. Are the required pediatric assessment studies and/or deferral/partisl waiver/full waiver of pediatric
studies (or request for deforral/partial waiver/full waiver of pediatric studies) included? a
YES X NO

e  If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification required under FD&C Act sections SOSB(a)(3)(B) and (4)(A) aad

@) : _ YES X No [

) Is this submission 3 partial or complets response to a pediatric Written Request? YES [] NO X
If yes, contact PMHT in the OND-IO

e  Finencial Disclosure forms included with authorized signature? YES X No (J
mmmuxmumm:mumummm,mu

NOTE: Financial disclosure is reguired for bioeguivalence studies that are the basis for approval.
. Field Copy Centification (that it is a trae copy of the CMC tochnical section) YES X No (O

® PDUFA and Action Goal dates correct in tracking system? YES X No O

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

© List referenced IND numbers: 67,173

[ ] MV&MWmdqpﬁw“thM? YES X No O
If no, have the Document Room make the corrections.

° End-of-Phase 2 Mesting(s)? Date(s) : _ _ NO X
If yes. distrit : ‘befors filing mesting
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Pre-NDA Meeting(s)? Date(s) _4/2005 No O
Any SPA agrecments? Date(s) , NO X
nmwmmwammmwmﬁum :
If Rx, was electronic Content of Labeling submitted in SPL format? YES X No [J
If no, request in 74-day letter.
Was the PI submitted in PLR format? YES X NO O

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

If Rx, all labeling (PI, PPI, MedGuide, carton and immediate container labsls) has been consulted to
DDMAC? YES X NO
If Rx, trade name (and all Iabeling) consulted to OSE/DMETS? YES X

NO

HRx.MdGmdeudlorPPl(phsPDcomhedtoODFJDSRCS’

NA X YES [ NO
NO

Risk Management Plan consulied to OSE/IO? NA X YES O

mmmmm was an Abuse Liability Assessment, including a proposal for
NA X YES 0 NoO

Proprictary name, all OTC labeling/packaging, and current approved Pl consulted to
OSE/'DMETS? YES (O NO
If the application was received by a clinical review division, has YES [ NO

DNPCE beea notified of the OTC switch application? Or, if received by

Clinical

Chemistry

If a controlied substance, hes a consult been sent to the Controlled Substance Staff? NA

YES O NO
If no, did applicant submit a complete cavironmental assessment? YES B NO
If EA submitted, consulted to EA officer, OPS? YES NO

Varsion 6/14/2006
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. Establishment Evaluation Request (EER) submitted to DMPQ? YES X No [
e  Consulted to Microbiology Tesm? | YES X No (J
ATTACHMENT |
MEMO OF FILING MEETING

DATE: August23,2005

NDA #: 21-918

DRUG NAMES: Cetraxal (ciprofloxacin otic solution), 0.2%

APPLICANT: SALVAT, S.A.

BACKGROUND: This NDA was submitted as a 505(b)(2) NDA on June 9, 2005. An approvable action was
taken on April 6, 2006 because of concem regarding the vial design that it can be mistaken as an inhalation
solution. The Sponsor resubmitted the application oa October 31, 2008.

ATTENDEES: Janice Soreth, Susmita Samanta, Frederic marsik, Robert Osterberg, Daphne Lin, Chris
Kadoorie, Venkateswar Jarugula, Jim Vidra, Charles, Bonapace, Peter Coderre, John Alexander, Amy Ellis,
Milton Sloan, and Thamban Valappil.

Attendees at the complete resubmission confirmation meeting: WﬂeyChmhem,KamLmFm
LeSane, William Boyd, Milton Sloan, and Susmita Samanta

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

Biopm&ul: ' Charles Bonapace
Miemlmlegy c&ued(farmmmwy): Peter Coderre
DSE Mathew Thomas

Rmmwyl’mmm Susmits Samanta

Other Consults:
DDMAC: Jeff Trunzo
DMEPA: Denise Baugh
Per reviewers, are all pasts in English or English translation? - YBS X No O
If no, explain: : '
CLINICAL FILE X REFUSETOFLLE (]
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Clinical site audi(s) needed?  YES X No (O
If no, explain:
Advisory Committee Meeting needed? YES, date if known NO X

If the application is affected by the AIP, has the division made a recommendati on regarding
W«Mumwmmmmmwmmmmm
necessity or public health significance?

NA X YES (O No (O

CLINICAL MICROBIOLOGY NA O FRE X REFUSETOFILE [J
STATISTICS WA [0 FRE X REFUSETOFLE (]
BIOPHARMACEUTICS FILE X REFUSETOFILE (]

¢ Biopharm. study site audits(s) needed? (] NO X -

YES

PHARMACOLOGY/TOX NA [J FHE X - REFUSETOFLE [J

¢  GLP audit needed? YES a NO X
~ CHEMISTRY FILE X REFUSETOFRE [J

e Establishment(s) ready for inspection? : YES X NO

e Sterile product? YES X NO

Kmmmbwwmhrvdmduaﬂmum?
YES X No O

ELECTRONIC SUBMISSION:
Any comments:

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

O

X

The application is unsuitable for filing. Explain why:

The application, on its face, appears to be well-organized and indexed. The application
appesrs to be suitable for filing.

X " No filing issues have been identified.
0 Filing issues to be communicated by Day 74. List (optional):
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Appendix A to NDA Regulatory Filing Review

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

An original application i likely to be 2 505(b)(2) spplication 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, theinchnionefswhlimnmwillnot,in
itself, make the application a 505(b)(2) application,

(2)1tmhesfauppmvﬂonmeAgmy:pmmmﬁn&ngscfaﬁtymdcﬁmyfouthmg
product and the applicant does not own or have right to reference the data suppo:
approval, or

(3) it relies on what is "generally known" or "scientifically accepted” abouuclmofpmdnetsto
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 (¢.g., about disease ctiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose
combination drug products (¢.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC
monograph deviations(see 21 CFR 330. ll),wdougofo!ms,newmdamom, and, new salts.

.Meﬁmymkmcatmbeaﬂms(b)(l)ou(b)(z)mofwhm&emmalNDAwa
a (b)X1) or a (BX2).

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

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

(2) No additional information beyond what is included in the supplement or was embodied in the
finding of safety and effectiveness for the original application or previously approved
supplements is needed to support the change. For example, this would likely be the case with
mwaﬂymﬁmws)wm&ema(mhm&u)m
original application, and.

(3) All other “criteria™ are met (¢.g., the applicant owns or has right of referencs to the data relied

upon for approval of the supplement, the application does not rely for approval on published
literature based on data to which the applicant does not have a right of reference).

mmwmwmxz;w@iﬁ

(1) Approval of the change proposed in the supplemental application would require data beyond
that needed to support our previous finding of safety and efficacy in the approval of the
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original application (or carlier 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 S05(b)(2),

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

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

I you have questions about whether an application is a 505(b)(1) or S05(b)(2) application, consult
with your ODE’s Office of Regulatory Policy representative.
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Appendix B to NDA Regulatory Filing Review

1. Does the application reference a listed drug (approved drug)? . YBS X No O

If “Ne," skip to question 3.

2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s): Cipro, NDA 19-537,
Cipro HC, NDA 20-305, and Ciprodex, NDA 21-537

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

YES [0 NO X

If “Yes,” skip to question 7.
4. Is this application for a recombinant or biologically-derived product? :
YES (O NO X
If “Yes “contact your ODE's Office of Regulatory Policy representative.

5. The purpose of the questions below (questions $ to 6) is to determine if there is an approved drug
_ product that is equivalent or very similar to the product proposed for approval that should be referenced as
ahsudthigmthcm:pplmm

(a) BMaMWs)mmmmmhmﬁbXZ)WmMm
already approved?
YEs O NO X

(Pharmaceutical equivalents are drug products in identical dosage forms thet: (1) contain ideatical amounts of
the identical active drug ingrodient, i.e., the same salt oz ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingrediant over the identical dosing
petiod; (2) do not necessarily contain the seme inactive ingredieats; gug (3) moet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where spplicable,
conient uniformity, disintegration times, and/or disselution rates. (21 CFR 320.1(c))

If “Ne,” to (a) skip to question 6. Otherwise, answer part (b and (c)).
et or vy oercecmie i

~ (¢) Is the approved pharmacsutical equivalent(s) cited as the listed drug(s)?  YES [ NO
I “Yes™ (c), list the pharmaceusical equivalent(s) and proceed 10 question 6

If “Ne,” to (c) list the pharmaceutical equivalen: and consact your ODE s Office of Regulatory Policy

represenidtive.
Pharmaceutical equivalent(s):
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alternative(s) already approved? ' YES X No O

(Pharmacentical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosags form or as the same salt or ester. Each such drug product
individually meets cither the identical or its own respective compendial or other applicable standard of identity,

~ strength, quality, and purity, including potency and, whers spplicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and streagths within a product line by a
immediate- or standard-relcase formulations of the same active ingredient.)

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

(3) ls the pharmacentical altsrmative approved for the same indication YES X . NOo [J
for which the 505(b)(2) application is sesking approval? .

(c) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES X No (O
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 question 7.

Pharmaceutical alternative(s):

7. (-)mmmmmmwmmwmmmmofmm
product (i.c. is the published literature necessary for the approval)? .
YES X NO

I “No, " skip to guestion 8. Otherwise, answer part (b).

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

8. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™). The Proposed product contsins a lower concentration of
ciprofioxacin delivered in a higher volume of solution.

9. Is the applicstion for a duplicste of a listed drug and cligible for approval under YES [ NO X
section 305() as sn ANDA? (Nommally, FDA may refuse-to-file such NDAs
(see 21 CFR 314.101(dX9)).

10. Is the application for a duplicate of a listed drug whoss only differenceis YES [ NO X
that the extent to which the active ingredieni(s) is absorbed or otherwise made
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(dX9)).
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