NDA No.21-918 . . 49 of 51
Ciprofloxacia Otic Clinical Microbiology Review
Lsboratorios Salvat

19. Ciprofloxacin Hydrochloride (0823). Masby 's Drug Consult, Mosby, Inc., 2005
edition. Accessed at 'http://www.mosbydrugs.com on 19 April 2005.
20. Sader HS, Biedenbach DJ, Jones RN. 2003. Global patterns of susceptibility for 21
commonly utilized antimicrobial agents tested against 48,440 Enterobacteriaceae in the
SENTRY Antimicrobial Surveillance Program (1997-2001). Diag Microbiol Infect Dis.
47:361-4.
21. Jones RN, Sader HS, Beach ML. 2003. Contemporary in vitro spectrum ofacttvny
summary for antimicrobial agents tested against 18,569 strains non-fermentstive Gram-
negative bacilli isolated in the SENTRY Antimicrobial Surveillance Program (1997-
2001). Internat! J Antimicrob Agents. 22: 551-6.
22. Karlowsky JA, Kelly LJ, Thornsberry C, Jones ME, Evangelista AT, Critchley IA,
Sahm, DF. 2002. Susceptibility to fluoroquinolones among commonly isolated Gram-
negative bacilli in 2000: TRUST and TSN data for the United States. Internatl J
Antimicrob Agents. 19: 21-31.
23. Jones ME, Karlowsky JA, Draghi DC, Thornsberry C, Sahm DF, Nathwani D. 2003.
Epidemiology and antibiotic susceptibility of bacteria causing skin and soft tissue
infections in the USA and Europe: a guide to appropriate antimicrobial therapy. Intenatl
J Antimicrob Agents. 22:406-19.
24. Rennie RP, Jones RN, Mutnick AH, SENTRY Program Study Group (North
America). 2003. Occurrence and antimicrobial susceptibility patterns of pathogens
isolated from skin and soft tissue infections: report from the SENTRY Antimicrobial
Surveillance Program (United States and Canada, 2000). Diag Microbiol Infect Dis. 45:
287-93.
25. Van Bambeke F, Michot J-M, Van Eldere J, Tulkens PM. Quinolones in 2005: an

- update. Clin Microbial Infect 2005; 11:256-80.
26. Li XZ. 2005. Quinolone resistance in bacteria: emphasis on plasmid-mediated
mechanisms. Int J Antimicrob Agents. 25: 453-63.
27. Martinez-Martinez L, Pascual A, Jacoby GA. 1998. anolommnmfmma
transferable plasmid. Lancet. 351:797-9.
28. ARM Program, www.atmprogram.com, accessed on 07 Jul 0S.
29. Hwang J-H, Chu C-K, Liu T-C. 2002. Changes in bacteriology of discharging cars.
J Laryngol Otol. 116:686-9.
30. Gilbert DN, Kohlhepp SJ, Slama KA, Grunkemeier G, Lewis G, Dworkin RJ,
Saughter SE, Leggett JE. 2001. Phenotypic resistance of Staphylococcus aureus,
selected Enterobacterieaceae, and Pseudomonas aeruginosa afier single and muiltiple in
vitro expesures to ciprofloxacin, levofloxacin, and trovafloxacin. Antimicrob Agents
Chemother. 45:883-92.
31. Virsy M, Linkin D, Maslow JN, Stieritz DD, Carson LS, Bilker WB, Lautenbech E.
2005. Longitudinal trends in antimicrobial susceptibilities across long-term care
facilities: Emergence of fluoroquinolone resistance. h&aeom}losyw 26:56-
62.
32. Ciprofloxacin-product information monograph, Compendium of Preclinical and
Clinical Data. 1998. Marcel Dekker, Inc. New York. Ppl-63.
33. Cmﬂa&mﬂm (0823). Mosby’s Drug Consult, Mosby, Inc., 2065.

nigs.com on 19 April 2008,




NDA No.21-918 ‘ 50 of 51
Cinrofloxacin Otic Clinical Microbielogy Revi
Laboratorios Salvat

34. Bagger-Sjoback D, Lundman L, Nilsson-Ehle 1. 1992. Ciprofloxacin and the inner
car—morphological and round window membrane permeability study. ORL J
Otorhinolaryngol Relat Spec 5-9.

35. Roland PS, Stroman DW. 2002. Microbiology of Acute Otitis Externa.
Laryngoscope. 112: 1166-77.

36. Conroy P. 2003. New quinolones/stereid combination for topical treatment of acute
otitis: Early- and late- phase study results. ENT—Ear, Nose & Throat Journal. 82(Suppl
2):24.

37. Dohar JE, Alper CM, Rose EAM, Doyle WJ, Casselbrandt ML, Bluestone CD.
1998. Treatment of chronic supportive otitis media with topical ciprofloxacin. Ann Otol
Rhinol Laryngol. 107:365-71.

38. Pistorius B, Westberry K, Drehobl M, et al. 1999. Prospective, randomized,
comparative trial of ciprofloxacin otic drops, with or without hydrocortisone, vs.
polymyxin B-neomycin-hydrocortisone otic suspension in the treatment of acute diffuse
otitis externa. Infect Dis Clin Pract. 8:387-95.

39. US Food and Drug Administration, Center forDmngMon and Research and
Center for Biologics Evaluation and Research. 1998. Guidance for Industry: Developing
antimicrobial drugs—general considerations for clinical trials.

40. US Food and Drug Administration, Center for Drug Evalustion and Research and
Center for Biologics Evaluation and Research. 2001. Guidance for Industry: E 10
Choice of control group and related issues in clinical trials.

41. Wolfson JS, Hoeper DC. 1985. The fluorequinolones: structures, mechanisms of
action and resistance; and spectra of activity in vitro. Antimicrob Agents Chemother.
28:581-6.

42. Campos MA, Arias A, Rodriguez C, et al. 1995. Eﬁelegymdﬂm:pyofchmic
suppurative otitis. J Chemother (ltaly). 7(5):427-31.

43. Battikhi MN, Ammar S1. 2004. Otitis externa infection in Jordan: Clmcalmd
microbiological features. Saudi Med J. 25(9): 1199- 1203.

44. Quesada P, Lorente J, Arjona F, et al. 1999. Estudio multicentro de
farmacovigilancia de ciprofloxacino otico topico en pacientes afectos de otitis externa
difusa. [Multicenter drug surveillance study on topical etic ciprofloxacin in patients
affected with diffuse otitis externa.] Salud rural. 7(2): 119-29.

45. Quesada P, Lorente J, Arjona F, et al. 1998 . [Multicenter drug surveillance study on
topical otic ciprofloxacin 0.3% in children affected with diffuse otitis exterma.] Rev
Espan Pediatr. 54(3): 195-202.

46. Goldenberg D, Golz A, Netzer A, Joachims HZ. 2002. The use of otic powder in the
trestment of acute external otitis. Am ] Otolalyngol. 23(3): 142-7.

47. AmesE, Dibb WL. 1993. Otitis externa: clinical comparison of local ciprofloxacin
versus local oxytetracycline, polymyxin B, hydrocertisone combination trestment. Curr
Med Res Opin. 13:182-6.

48. Claros Blanch P, Sanchez Garcia F, Rodriguez Leal A, Gémez Vida J, Lianes
Domingo S. 2000. Estudio clinico para evaluar la efectividad de ciprofloxacino otico al
0.3% en ninos con otitis extema difusa. [Clinical study to evaluate the efficacy of 0.3%
ciprofloxacin in children with diffuse external otitis.] Acta Pediatr Espan. 58(6): 358-62.
49. Supiyaphun P, Tonsakulrungruang K, Chochaippanichnon L, Chongtateong A,
Samart Y. 1995. The treatment of chronic suppurative otitis media and ofitis externa with



NDA No.21-913 . St of 51
Ciprofloxacin Otie Clinical Microbiology Review
0.3 per cent ofloxacin otic solution: a clinicomicrobiolegical study. J Med Assoc Thai.
78(1): 18-21.

50. Dibb WL. 1987. External otitis in divers: etiology and in vitro activity of
ciprofloxacin and local agents. Chemioterapia - Im J Medlumnean Soc Chemother
(Ttaly). 6(2 Suppl): 138-40.

MICROBIOLOGY SECTION OF THE PACKAGE INSERT
Changes recommended by this Reviewer are indicated as follows: additions gre

Mmm delesiona-ara-siricker-throuph.
MICROBIOLOGY
-”-/- )
/"-/"
- ’//-/" ’
T b(®)
/ //
/ g We)
//’/
Lo
Peter Coderre, Ph.D.
Microbiolony Revi
Cc. O!WNBA No. 21-918
, WFD-520
File name:N21918.FIN
‘ Far concusrence only:
TLMicro/HFD-520/F Marsik, M.D.

FIN 4/4/06 FIM



m..'......m of an slectronic record mmmm ‘ and
mp&hmwndmmmmm

Peter Coderre .
4/5/2006 09:24:06 AM
MICROBIOLOGIST

Frederic Marsik
4/5/2006 10:56:10 AM
MICROBIOLOGIST



Product Quality Microbiology Review

14 April 2009
NDA: 21-918/NO0OAZ
Drug Product Name ‘ |
Proprietary: CETRAXAL® Otic Solution
Non-proprietary: Ciprofloxacin otic solution, 0.2%

Submission History (for amendments only) - N/A

Applicant/Sponsor
Name: Laboratorios SALVAT, S.A.
Address: C/Gall 30-36
08950 Esplugues de Liobregat
Barcelona, Spain
Representative: John F. Warzalla (U.S. Agent)
Telephone: (317) 569-9500 ext 105

Name of Reviewer: Denise Miller
Conclusion: Approve



NDA 021-918/NO0CAZ

Microbiology Review # 1

A.

Product Quality Microbiology Data Sheet

1.

2.
3.

5.

6.

TYPE OF SUBMISSION: Resubmission of Original Application
SUBMISSION PROVIDES FOR: New drug substance

MANUFACTURING SITE:
1 Technology Circle
Columbia, SC 29203

DOSAGE FORM, ROUTE OF ADMINISTRATION AND

. STRENGTH/POTENCY:

e 0.25 mL solution in sealed LDPE vials

e Topiecal otic

e 0.2% Ciprofloxacin b 2 )
METHOD(S) OF STERILIZATION:. ' —==7—

PHARMACOLOGICAL CATEGORY: Antibiotic

SUPPORTING/RELATED DOCUMENTS:
Original submission of NDA 021-918/N000 of modules 1 and 5 only (09-JUN-

- 2005) with Module 3 submitted in a BC amendment on 13-DEC-2007

C. REMARKS:

e Mkapopn/chmmmideefNDA21~9lalNooo

provided in CTD format in a single binder. A CD-ROM desk copy
containing stability data was also provided. This resubmission consisted
of the sponsor’s response o the complete responss letter for the original
submission. There was no quality microbiology consult or review of the
original submission.

An Information Request (IR) was sent to the spoasor on 12-JAN-2009.
The request was for the sponsor 1o provide the renorts for the container
closure integrity, filter validation studies, — ——————— _ equipment
mmmmmumm
equipment, media fill data sumemaries, and the floor plan of the
manufacturing facility. A BC amendment was submitiod on 29-JAN-2009.
On 20-MAR-2009, a request was sent to the sponsor to clarify which
filling line would be used. The response on 25-MAR- 2009 was that fill
line — would be used. A second IR was sent on 26-MAKR-2009 for
WMMEN‘ABEMMWM%
MAR-2009.
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e On 09-APR-2009, a third request was seat to the sponsor to clarify two
nmeemngﬂaemedmﬁllm A BC amendment was
submitted on 10-APR-2009.

filename: N021918N000R1 doc
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A, Recommendation on Approvability - Recommend to approve
from a quality microbiology standpoint.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable - N/A

H.  Summary of Microbiology Assessments
A. wwm-dmm-mmmmnammm
Product Quality Microbiology - Sterile topical pharmaccutical
product whichis —— b(4)
B. WW“WMMM-NW
C.  Assessment of Risk Due to Microbiology Deficiencies - N/A
HL  Administrative

A.  Reviewer's Signature
' Denise Miller, Mlcmbiolog;st

B.  Endersement Block

Bryan S. Riley, Ph.D.

C. CCBlock
N/A
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