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Overall Frequency and Incidence of Adverse Events Occurring at Rates ≥ 1.0%
Studies C-10-018 and C-10-019:  Pooled Safety Populations

Coded Adverse Event a
Finafloxacin

(N=618)
Vehicle
(N=616)

Ear discomfort 2 (0.3%) 9 (1.5%)

Ear pain 3 (0.5%) 9 (1.5%)

Ear pruritus 8 (1.3%) 6 (1.0%)

Headache 11 (1.8%) 18 (2.9%)

Otitis media 8 (1.3%) 14 (2.3%)

Otitis externa 11 (1.8%) 9 (1.5%)

Nausea 7 (1.1%) 1 (0.2%)
Source:  Table 2.7.4.2-1
a MedDRA version 15.0

Adverse events reported by greater than or equal to 1% of patients and more frequently in the 
finafloxacin group were ‘ear pruritus, ‘otitis externa’, and ‘nausea.’  A single adverse event was 
reported in Study C-10-022 in the 8 Drops with Otowick treatment group.  The adverse event was 
coded ear hemorrhage.  This adverse event resolved without treatment within 2 hours.

The application supports the safety of XTORO (finafloxacin otic suspension) 0.3% for the treatment of 
acute otitis externa.  The safety profile of finafloxacin is similar to currently approved quinolone 
antimicrobial otic products.  
. 

9. Advisory Committee Meeting 
No Advisory Committee Meeting was held.  There were no new issues raised in the review of the 
application which were thought to benefit from an Advisory Committee Meeting. 

10. Pediatrics
The safety and efficacy of XTORO in treating acute otitis externa in pediatric patients one year or 
older have been demonstrated in adequate and well controlled clinical trials (Studies C-10-018 and 
C-10-019).  A Pediatric Written Request was issued for finafloxacin in the treatment of acute otitis 
externa on 2/22/13.  The written request specified that pediatric patients aged 1 to 13 years be enrolled. 

This application was presented at the Pediatric Exclusivity Board on 8/26/14; the application was 
found to be in compliance with the written request, and exclusivity was granted. This application was 
presented at the Pediatric Review Committee (PeRC) on 11/5/14. PeRC concurred with granting a 
partial waiver from studies for the pediatric age group birth to 1 year.  Necessary studies would be 
impossible or highly impracticable because there are too few children with disease/condition to study.

11. Other Relevant Regulatory Issues 
OSI

A Office of Scientific Investigations (OSI) audit was requested.  Drs. Calcagno’s and Schwartz’s 
clinical sites were selected for inspection because they were among the highest enrolling sites from 
studies C-10-018 and -019.  Neither Dr. Calcagno nor Dr. Schwartz was issued a Form FDA 483, and 
the final classification of these inspections was No Action Indicated (NAI). The data generated by 
these clinical sites appear adequate in support of the respective indication.
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FINANCIAL DISCLOSURE
Alcon has determined there were no financial interests or arrangements to disclose from investigators 
in clinical studies C-10-018, C-10-019 and C-10-022. There are financial interests or arrangements to 
disclose from the investigator, Dr. , who participated in clinical trial .  Dr.  
received approximately $32,000 in consulting fees.  Alcon took the following steps to minimize 
potential bias of clinical study results by any of the investigators:

 The study was randomized, controlled and double-masked in Period 1.
 The biostatistical and clinical pharmacology staffs were masked to treatment assignments.
 The Principal Investigator and all sub-Investigators were prohibited from administering study 

drugs to patients.
 The safety variables were assessed by masked observers.
 The treatment code was not broken by the investigators or the Applicant.

DMEPA
The Division of Medication Error Prevention and Analysis (DMEPA) finalized a review dated 11/5/14 
finding the proprietary name, XTORO, to be conditionally acceptable. This review constituted a 
re-assessment of the proposed proprietary name, Xtoro, written in response to the resubmission of this 
proprietary name by the applicant. DMEPA also provided recommendations on the packaging 
configuration and the package insert labeling in a review finalized 9/15/14.  

OPDP
The Office of Prescription Drug Promotion (OPDP) reviewed the substantially complete draft product 
labeling for XTORO (finafloxacin otic suspension) 0.3% and offered comments in their review 
finalized 10/10/14:

12. Labeling

NDA 206307, XTORO (finafloxacin otic suspension) 0.3% is recommended for approval for the 
treatment of acute otitis externa (AOE) caused by susceptible strains of Pseudomonas aeruginosa and 
Staphylococcus aureus with the labeling found in the Appendix of the Cross Discipline Team Leader’s 
Review. 

13. Recommendations/Risk Benefit Assessment

RECOMMENDED REGULATORY ACTION:

NDA 206307, XTORO (finafloxacin otic suspension) 0.3% is recommended for approval for the 
treatment of acute otitis externa (AOE) caused by susceptible strains of Pseudomonas aeruginosa and 
Staphylococcus aureus.

There is substantial evidence of effectiveness consisting of adequate and well controlled studies 
(Studies C-10-018 and C-10-019) which demonstrate that finafloxacin otic suspension is superior to its 
vehicle in the treatment of acute otitis externa when dosed four drops twice daily for seven days or, 
when using an otowick, giving an initial dose of 8 drops, followed by 4 drops twice daily for seven 
days.
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The primary efficacy endpoint, the proportion of patients with clinical cures at the Day 11 Visit, was 
found to be clinically and statistically significant in both studies.  Finafloxacin demonstrated 
superiority to vehicle in clinical cure rate, microbiological success and the median time to cessation of 
ear pain.  The drug product was generally safe and well tolerated.  Reactions most frequently reported
with finafloxacin otic suspension were ear pruritus and nausea.  The safety profile of finafloxacin is 
similar to currently approved quinolone antimicrobial otic products.  

Pharmacology/Toxicology, Biostatistics, Product Quality, Clinical, Clinical Pharmacology,
Biopharmacology, and Clinical Microbiology have recommended approval for this application. 

RECOMMENDATION FOR POSTMARKETING RISK MANAGEMENT ACTIVITIES:

There are no risk management activities recommended beyond the routine monitoring and reporting of 
all adverse events. 

At the request of the Biopharmaceutics Review Team, the applicant has submitted the following 
post-marketing commitments:

2828-1 Submit the dissolution method development report with the complete data.  Final 
Report to be submitted by 05/2015

2828-2 Submit a proposal for the dissolution acceptance criterion and the complete supportive 
data. The selection of the proposed acceptance criterion should be based on the 
dissolution profile data (i.e., 10, 15, 20, 30, 45, and 60 minutes; N=12) from a minimum 
of 12 commercial batches and the stability data for registration batches.  Proposal 
Submission: 08/2015, Final Report Submission: 11/2015.

Wiley A. Chambers, MD
Deputy Division Director
Division of Transplant and Ophthalmology Products
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