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Chemistry Review Data Sheet
1. NDA 21-918 '
2. REVIEW #: 2

3. REVIEW DATE: March 17, 2009
4. REVIEWER: Milton J. Sloan, Ph.D.
5. PREVIOUS DOCUMENTS:

09-JUN-2005

v 2 : 03-AUG-2005
Amendment (BZ) 25-AUG-2008
Amendment (BZ) 06-SEP-2003
Amendment (BL) 20-MAR-2006
Amendment (BC) 28-MAR-2006

7. NAME & ADDRESS OF APPLICANT:

Name: Laboratories SALVAT, S. A..
Gall, 30-36

Address: 08950 Esplugues de Liobregat
Barcelonia, SPAEN

Representative: 11460 N. Meridisn Street, Suite 150
Carmel, IN 46032

Telephone: (317) 569-9500
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CHEMISTRY REVIEW
Clmmwy Review Data Shest

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprictary Name: Cetraxal
b) Non-Proprietary Name (USAN): Ciprofloxacin Otic Solution , 02%
¢) Code Name/¥ (ONDC only): N/A
d) Chem. Type/Submission Priority (ONDC only):
® Chem. Type: 3 New Formulation
® Submission Priority: S Standard Review, Substantially equivalent

9. LEGAL BASIS FOR SUBMISSION: 505(b)X2)

10. PHARMACOL. CATEGORY: Antibacterial

11. DOSAGE FORM: Solution

12. STRENGTI‘UPOTENCY 0.2% w/v Ciprofloxacin hydrochloride monohydrate
13. vROUTE‘OF ADMINISTRATION: Topical otic |

14. RVOTCDISPENSED: Y Rx __OTC

a SPOTS product -
16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLBCULAR
FORMULA. MOLECULAR WEIGHT:

€i mﬂmuem Hydrochloride (1-Cyclopropyl-6-fluoro-1,4-dihydro-4-oxo-7-(1-piperazinyl)-
3-quinolinecarboxylic acid, mhm monohydrate)
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CBEMISTRY REVIEW
- Chemistry Review Dltl Sheet

T A

Molecular Formula: Cj7H;3FN;O3eHCIleHO
Molecular Mass: 385.82

17. RELATED/SUPPORTING DOCUMENTS:

DME | Tvre mmlkm”i“mn CODE' | STATUS® :nevmw COMMENTS
P ) .} ﬁ 3 od 4 5l .

b T b(d)
| TR / BT A

! Action codes for DMF Table:

1 - DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:

2-Type | DMF

3 ~ Reviewed previously and no revision since last review

4 - Sufficient information in application

$ - Autherity to reference not grented

6 - DMF not available

7 - Other (explsin under "Comments™)

? Adequate, Inadequate, or N/A (Thers is enough data in the applicstion, therefore the DMF did

not need to be reviewed)

B. Other Documents:

APPLICATION NUMBER
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19. ORDER OF REVIEW (OGD Only) N/A
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I. Recommendations
A. Recommendation and Conclusion on Approvability

This application is not recommended for an approval action from the Chemistry,
Manufacturing and Control perspective. Satisfactory overall acceptable
recommendation from Office of Compliance is still pending. Although an overall
acceptable recommendation was given on 09-Aug-2005, an updated request for the

sites was submitted and completion pending. Rcspomtocommand()umy
Micro review is also pending.

B. m-m-anm4mmcmmnms

;ﬁkmtsmﬂw
A

II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)

Ciprofloxacin is a synthetic fluoroquinolone antibiotic with broad-spectrum
antibacterial activity. It is a well-characterized compound that is used intravenously,
orally, and topically to treat a variety of infections. The primary mode of action of the
fluoroquinolones is inhibition of the bacterial gyrase enzyme. Thus, ciprofloxacin
inhibits the synthesis of bacterial nucleic acids. The proposed drug product,
Ciprofioxacin Otic Solution 0.2% is a sterile, preservative-free solution for otic use.
Each single-dose vial of Ciprofloxacin Otic Solution 0.2% delivers 0.25 mL
ewﬂmwbyﬁoﬁhﬁcmnhlhm“ufemmmamh,

ive-free solution. The inactive ingredients are povidone, glycerin, and water
futinjeehm Sodium hydroxide and/os lactic acid may be added to adjust pH.
Ciprofloxacin is available as the monohydrochioride, monohydrate salt of |-
cyclopropyl- 6-fluoro-1 ,4-dihydro-4-oxo-7-( 1-piperazinyl)-3-quinolinecarboxylic acid.
Its molecular formula is: Ci7HysFN;OyeHCleH;0, molecular weight is 385.82.
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Ciprofloxacin Otic Solution 0.2% is a sterile, aqueous-based solution manufactured and
packaged via' ———— manufacturing technology. The drug product is packaged b(4)
in a low-density polysthylene (LDPE) single-dose vial with a deliverable volume of
0.25 mL. The drug productis' —— _ filtered witha' = imtoa’ ———
system to attsin sterility. Thcpnhm;ismungle-deuumts. A preservative is not

. adﬁhdtothefomuhﬂon.

All raw materials used to manufiacture Ciprofloxacin Otic Solution 0.2% are in accord
with USP monographs. Therefore, both the drug substance and the excipients follow
the specifications and test methods as outlined in the compendium. The drug product is
not compendial; however, some of the same drug substance test methods can be

B. Description of How the Drug Product is Intended to be Used

Ciprofloxacin Otic Solution 0.2% is indicated for treatment of acute diffuse otitis

externa in adult and pediatric. Ciproflaxacin Otic Solutien 0.2% is a sterile otic

solution in single unit dose vials proposed for the twice daily trestment of otitis externa

(OE). Ciprofloxacin is light-sensitive and the immediate containeris ————— b(4)
of which l4vnbmeomdundmmnfon!evmpmﬂ(zx7pupowhs

14 vials for the whole dosage regimen) for protection then placed into a carton for

distribution. Mvﬂ&ﬁmm“ef&ﬁﬁmmumlyo.ﬂn\gof

ciprofioxacin.

C. Basis for Approvability or Not-Approval Recommendation

Laboratorios SALVAT, S.A. (SALVAT ) has submitted this NDA for Ci) i
Otic Solution 0.2% in accordance with Section 505(b)(2) of the Federal Food, Drug and
Caosmetic Act. mmﬁmuMahUSMqudLm
SALVAT, SA. Although the NDA uses Cipro® HC (ciprofioxacin hydrochloride and
wmmw)u%uummmmum
drug product consists of a single active ingredient, ciprofioxacin hydrochloride, without

a corticosteroid component. The NDA utilizes substantial ciprofioxacin data from
published dats sources, and a reference to the Agency’s determination of the safety and
efficacy of ciprofioxacin. SALVAT has completed one clinical study cssential to
approval to demonstrate safcty and efficacy of the proposed drug product. The NDA is
presentod in the Common Technical Document (CTD) format.
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On April 6, 2006, FDA issued an approvable letter for this product. The agency
mqmthuthewdconﬁmbecm&edwpmm&cpom&rﬂmmm
to be mistaken for another drug. Additionally, the sponsor agreed that the  ——

—— ;be changed to 14-count pouches, because one complete treatment corresponds
to 7 days (14 vials). SALVAT now proposes a unique configuration designated for otic
vials. Several new batches of product were manufactured and placed on stability in a
new vial configuration and package size (14-count), including a physician sample
package (2-count pouch). The — for both the LDPE vial primary package and the
foil over-wrap pouch remains the same as the materials used for the original submission
batches. The sponsor states the modified size *

= The decreased overall size of the vial parameters, in particular the
—
Hom«,ﬂuefoxlpmhhsbem ——— to accommodate the added vials. The
minutes of the September 13, 2006 mecting with SALVAT reflects the discussion of
the new vial configuration. The responses provided to sponsor’s questions were based
on satisfactory stability results for the proposed 24-month drug product shelf lifc and
unrevised labeling as previousty submitted. The sponser at the time, ————————
~ :submitted an incomplete
resubmission of this NDA (December 18, 2007) with updated stability deta to support
the proposed shelf life of the new vial drug product package. A transfer of ownership
of the NDA back to SALVAT was corresponded to Agency in Oct 10, 2008.
SALVAT, provided in this latest resubmission (31-Oct-2008) stability data on three
studies (S batches, G batches and, F batches) of the container closure system. The
long-term data for each batch submitted extends up to 36, 12, and 3 months
respectively. Stability test results contained in two previous submissions for the S
buelm,Gbmhalmcbmmmmdbyﬂnspm Tlnucom:oasmwlwthe

useof 2 _

Amcn@lythpmieusmdi«dﬁnot
mmwmkwmmefﬂnmwndmmm
using an inaccurate correction factor. Although the sponsor states the corrections to the
original calculations do not change the stability conclusions, several comments were
recommended to the sponsor. Recommendation for the drug product specification to
include water loss, with an acceptance criterion for weight loss of nmt —was
communicated to the sponsor. SALVAT agreed to include the test but with acceptance
criterion at nmt —— This was found acceptable with adequate justification. SALVAT
m&mﬂwmhmm —_—

——————-= _ on the finished drug product 1o the end of expiry at the long-term
MMWM&MMM“MM&MMW
routine monitoring is not necessary. The stability updates that were submitted as
requested did not include sy monitoring for the new batches. The new revised
labaling contains a substantial increase printing. Minimum annual monitoring
continucs o be recommended to expiry. The sponsor proposes an extended shelf life of
36-months and wider storage conditions (15°C-25°C) for the product based on 36
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Mvc Summary Section

b
months long-term and 6 months accelerated stability for S batches / (4) _
lSMMMGMMWNI@W&WGW(!&
vial per pouch), and 6 months long-term and 6 months accelerated stability updated for
the F batches (14-vial per pouch). A 24-month expiry deting is proposed for the
physician sample configuration package (2-vial per pouch), based on 12 month long-
term and 6 months accelerated stability data for physician sample package
configuration.

The manufacturing sites have not all been found acceptable with the Office of
Compliance. Inspection of two sites is ongoing with anticipated satisfactory results.

IIl. Administrative
A. Reviewer’s Signnrc_

B. Endorsement Block

Chemist: Milton J. Stoan, Ph.D. Date: March 23, 2009
Chemistry Branch Chief: Normaa R. Schmuff, Ph.D. Date:
. Project Manager: Susmita Samanta, M.D. Date:

- €. €C:
SamantaS/PM
MoledinaN/MO
SchmuffN/ChmBC
SloanM/Chm
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