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Re: Docket No. FDA-2014-P-1753 

Dear Dr. Stanton: 

DEC 1 9 2018 

This letter responds to your citizen petition received by the Food and Drug Administration (FDA 
or the Agency) on October 28, 2014 (Petition). The Petition requests FDA to restrict the 
administration and use of ciprofloxacin hydrochloride ( ciprofloxacin) to "life or death" medical 
emergencies treated in emergency rooms, surgical suites, and intensive care units (ICU). 

The Petition urges FDA to limit the use of ciprofloxacin to only the most serious medical 
circumstances because the drug has serious adverse effects, and its over-prescription has caused 
a decline in antibiotic effectiveness in treating life-threatening bacterial infections (Petition at 1, 
5). According to the Petition, the adverse events associated with ciprofloxacin, some of which 
the Petition claims to be permanent and disabling, outweigh the benefits of using the drug to treat 
simple infections (Petition at 5). The Petition claims that there are safer alternative antibiotic 
treatments available for most of the indications listed in ciprofloxacin's labeling and urges FDA 
to encourage the use of these alternative antibiotics to help preserve the effectiveness of 
ciprofloxacin (Petition at 2). 

We have carefully reviewed the information in the Petition. For the reasons set forth below, your 
Petition is denied. 

I. BACKGROUND

A. Statutory and Regulatory Framework

FDA's regulation of drug products is governed by the Federal Food, Drug, and Cosmetic Act 
(FD&C Act) (21 U.S.C. 301) and the Agency's implementing regulations codified in Title 21 of 
the Code of Federal Regulations (CFR). The FD&C Act makes it unlawful to market a new drug 
product without first obtaining an approved new drug application (NDA) or abbreviated new 
drug application (ANDA). 1 Before approving an application, FDA must determine that the drug 
is both safe and effective for use under the conditions prescribed, recommended, or suggested in 
the product's labeling.2 

1 Section 505(a) of the FD&C Act (21 U.S.C. 355(a)); see also section 30l(d) of the FD&C Act (21 U.S.C. 33l(d)) 
(prohibiting the marketing of any article in violation of section 505 of the FD&C Act). 

2 Section 505(b)(l) and (d) of the FD&C Act (21 U.S.C. 355(b)(l) and (d)). 
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discuss the risks and benefits of systemic fluoroquinolone antibacterial drugs for the treatment of 
acute bacterial sinusitis, acute bacterial exacerbation of chronic bronchitis in patients with 
chronic obstructive pulmonary disease, and uncomplicated urinary tract infections in the context 
of available safety information and the treatment effect of antibacterial drugs in these clinical 
conditions. The Committees voted that the benefits and risks of fluoroquinolones did not support 
the then-labeled indications for: (1) acute bacterial sinusitis (Yes, O; No, 21; Abstain, 0), 
(2) acute bacterial exacerbation of chronic bronchitis in patients with chronic obstructive
pulmonary disease (Yes, 2; No, 18; Abstain, 1), or (3) uncomplicated urinary tract infections
(Yes, 1; No, 20; Abstain, 0).20

FDA considered the Committees' recommendations and reviewed the available scientific and 
medical information relating to ciprofloxacin.21 On May 12, 2016, FDA notified systemic 
fluoroquinolone NDA holders and certain ANDA holders22 that they must modify their products' 
labeling to reflect a new limitation of use statement and make clear that using fluoroquinolones 
for acute bacterial sinusitis, acute bacterial exacerbation of chronic bronchitis in patients with 
chronic obstructive pulmonary disease, and uncomplicated urinary tract infections should be 
reserved for patients with no other treatment options. FDA also informed the fluoroquinolone 
NDA holders and certain ANDA holders that they must modify the labeling (including the 
BOXED WARNING and patient Medication Guides) to reflect the serious risk of disabling and 
potentially irreversible adverse reactions that have been observed to occur together, including 
tendinitis, tendon rupture, peripheral neuropathy, and central nervous system effects and 
events.23 FDA also released a DSC on the same day advising the public and medical practitioners 
of the new limitation of use.24 On July 26, 2016 FDA approved these labeling changes and issued 
a second DSC informing the public and medical practitioners of the new warning information 
contained in the labeling. 25 

20 See Summary Minutes - Joint Meeting of the Antimicrobial Drugs Advisory Committee and the Drug Safety and 
Risk Management Advisory Committee (November 5, 2015), available at https://wayback.archive-
it.org/7993/20 l 704041447l 2/https://www.fda.gov/downloads/ AdvisoryCommittees/CommitteesMeetingMaterials/ 
Drugs/ Anti-InfectiveDrugsAdvisoryCommittee/UCM4 7 5246.pdf. 

21 Id. See also Transcript - Joint Meeting of the Antimicrobial Drugs Advisory Committee and the Drug Safety and 

Risk Management Advisory Committee (November 5, 2015), available at https://wayback.archive
it.org/7993/20170404144 7 l 3/https://www.fda.gov/downloads/ AdvisoryCommittees/CommitteesMeetingMaterials/ 
Drugs/ Anti-InfectiveDrugsAdvisoryCommittee/U CM 4 77 65 7. pdf 

22 Letters were issued to ANDA holders for drugs for which the reference listed drug has been withdrawn. 

23 Central nervous system effects include convulsions, increased intracranial pressure (including pseudotumor
cerebri), and toxic psychosis. Central nervous system events include nervousness, agitation, insomnia, anxiety, 
nightmares, paranoia, dizziness, confusion, tremors, hallucinations, depression, and psychotic reactions leading to 
suicide. See ciprofloxacin labeling. 

24 "FDA Drug Safety Communication: FDA advises restricting fluoroquinolone antibiotic use for certain 
uncomplicated infections; warns about disabling side effects that can occur together," May 12, 2016, available at 
http://www.fda.gov/Drugs/DrugSafety/ucm500143 .htm. 

25 "FDA Drug Safety Communication: FDA updates warnings for oral and injectable fluoroquinolone antibiotics due 
to disabling side effects," available at http://www.fda.gov/Drugs/DrugSafety/ucm5 l 1530.htm. 
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Finally, after receiving adverse event reports from FD A's Adverse Event Reporting System 
(F AERS) and conducting follow-up scientific and medical research (including reviewing 
published literature), FDA determined that systemic fluoroquinolone antibacterial drugs needed 
additional labeling changes. On July 10, 2018, the Agency notified NDA holders and certain 
ANDA holders of systemic fluoroquinolones that they must modify their products' labeling to 
expand on possible serious low blood sugar levels and mental health side effects associated with 
systemic fluoroquinolone use.26 On October 18, 2018, FDA approved these labeling changes.27

B. The Benefits of Ciprofloxacin Outweigh the Risks for its Currently Labeled

Indications

As discussed above and highlighted in the current fluoroquinolone class labeling, FDA 
recognizes that there are certain potential serious adverse events associated with 
fluoroquinolones and agrees that fluoroquinolones should not be used as a first-line treatment for 
certain bacterial infections. However, the Agency disagrees that the use of ciprofloxacin should 
be limited only to "life or death" circumstances and administered in the ICU, emergency room, 
and surgical suites. 

Based on our review of available information, FDA finds that the benefits of ciprofloxacin 
outweigh the risks for its currently labeled indications. Untreated or improperly treated 
infections can in some cases result in worsening of the infection and potentially sepsis, a serious 
medical condition caused by an overwhelming immune response to infection.28 Studies have 
shown that the early administration of appropriate antimicrobial therapy (i.e., antimicrobial 
agents to which the pathogen is sensitive) has a beneficial impact on bacteremic sepsis.29 In one 
report, 30 early institution of adequate antibacterial therapy was associated with a 50-percent 
reduction in the mortality rate compared to antibacterial therapy to which the infecting organisms 
were resistant. 

Fluoroquinolones, including ciprofloxacin, are effective therapies used to treat serious bacterial 
infections. Some of the serious and life-threatening infections for which ciprofloxacin currently 

26 "FDA reinforces safety information about serious low blood sugar levels and mental health side effects with 
fluoroquinolones antibiotics; requires label changes," July 10, 2018, available at 
https://www.fda.gov/Drugs/DrugSafety/ucm61 l 032.htm. On the same day, FDA responded to a citizen petition 
(Docket No. FDA-2014-P-1611) that asked for certain changes in the labeling ofLevaquin (levofloxacin) to reflect 
new safety information relating to potential psychiatric adverse events. 

27 See supplement approval letter dated October 18, 2018 available at 
https://www.accessdata.fda.gov/drugsatfda docs/appletter/2018/019 53 7Orig 1 s088,020780Orig 1 s045ltr.pdf. 

28 See National Institute of General Medical Sciences - Sepsis Fact Sheet, available at 
https:/ /www.nigms.nih.gov/ education/pages/factsheet sepsis .aspx. 

29 Zahar, J.R., Timsit, J.F., Garrouste-Orgeas, M., et al, "Outcomes in severe sepsis and patients with septic shock: 
pathogen species and infection sites are not associated with mortality," Critical Care Medicine, 2011 :39(8),1886-
1895. 

30 Kreger, B.E., Craven, D. E., McCabe, W.R., "Gram-negative bacteremia: IV. Re-evaluation of clinical features 
and treatment in 612 patients," The American Journal of Medicine, 1980:68(3),344-355. 
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is indicated can be caused by bacteria resistant to other antibacterial drugs, and treatment with 
ciprofloxacin is another option. Therefore, in certain circumstances, ciprofloxacin has 
advantages over other antibacterial drugs. In addition, due to its spectrum of activity (i.e., range 
of bacteria susceptible to the agent), ciprofloxacin is often the only orally available agent a 
patient may have as a treatment option as resistance to several oral antibacterial drugs is fairly 
common. In these situations, the benefits of prescribing ciprofloxacin are substantial, even when 
the drug is administered outside of emergency room, operating room, and ICU settings. 

Ciprofloxacin tablets are efficiently absorbed and have bioavailability31 similar to intravenously
administered ciprofloxacin. The availability of an oral dosage fonn makes it easier for patients to 
receive treatment at home, which is an advantage over other therapies that require hospitalization 
with an intravenously-administered antibacterial drug. The availability of oral ciprofloxacin can 
shorten a hospitalization or avoid it completely, which reduces the risk of patients developing 
infections due to resistant bacteria. 32

As with other antibacterial drugs, prescribing ciprofloxacin in the absence of a proven or 
strongly suspected bacterial infection or a prophylactic indication is unlikely to provide benefit 
to the patient and increases the risk of the development of drug-resistant bacteria. 33 A similar risk 
exists when a medical provider prescribes ciprofloxacin as a first-line drug to treat certain 
infections that are more properly treated by a non-fluoroquinolone. However, these risks have 
been mitigated by updating labeling to reflect current medical and scientific thinking and by 
communicating to medical professionals about the potential risks associated with prescribing 
ciprofloxacin for particular indications. The labeling changes made in 2016, which targeted the 
three specific indications that may have contributed to overuse of fluoroquinolone antibacterial 
drugs, may help reduce the inappropriate prescription of ciprofloxacin that contributes to the 
development of resistance. 

FDA has considered and evaluated the specific risks and adverse reactions raised in your 
Petition. Based on an evaluation of the benefits and risks of ciprofloxacin, including data from 
clinical trials, published literature, and patient and medical practitioner reporting, and other 
information available to the Agency, FDA has concluded that limiting the use of ciprofloxacin to 
emergency departments, operating rooms, and the ICU is not warranted. Limiting the use of 
fluoroquinolones solely to the emergency room, operating room, and the ICU may result in a 
delay in or curtailment of treatment for serious and life-threatening infections, which may result 
in adverse patient outcomes including increased mortality. For example, sepsis is a time
dependent condition (like acute myocardial infarction or stroke) and should be recognized as an 

31 Bioavailability is the rate and extent to which the active moiety is absorbed from a drug product and becomes 
available at the site of drug action. 21 CFR 314.3. 

32 Current treatment guidelines from the Infectious Diseases Society of America (IDSA) recommend oral 
ciprofloxacin for treatment of a large number of serious and life threatening infections in patients not requiring 
hospitalization. See Clinical Infectious Diseases, 2011,52(5):el 03-el20 and Clinical Infectious Diseases, 
2010:50(2): 133-164. 

33 See Lor, C. and Bjerrum, L., "Antimicrobial Resistance: Risk Associated with Antibiotic Overuse and Initiatives 
to Reduce the Problem," Therapeutic Advances in Drug Safety, 2014:5(1),229-241, available at 
https://www.ncbi.nlm.nih.gov/pmc/articles/PM C4 232501 /. 
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urgent situation that requires immediate response in any outpatient care setting, not just the 
emergency room and ICU. Sepsis exists on a continuum of severity, ranging from infection 
(invasion of sterile tissue by organisms) and bacteremia (bacteria in the blood) to sepsis and 
septic shock, which can lead to multiple organ dysfunction syndrome and death.34 Delay in 
initiating appropriate antibacterial therapy has been recognized as a risk factor for mortality.35

FDA has determined that the benefits of allowing the use of ciprofloxacin outside of the 
emergency room, operating room, and the ICU outweigh the risks of the drug's potential adverse 
events. If the Agency becomes aware of a potential new safety concern, it will take regulatory 
action, as appropriate, to ensure that the benefits of ciprofloxacin continue to outweigh its risks. 

III. CONCLUSION

FDA has reviewed the safety and efficacy of ciprofloxacin for the uses indicated in its approved 
labeling. The Agency has also reviewed other available data and information, including those 
submitted with your Petition, and comments submitted to the Petition docket. At this time, 
ciprofloxacin labeling accurately characterizes its risks and benefits, and the Agency declines to 
restrict the use of ciprofloxacin to "life or death" medical emergencies treated in emergency 
rooms, surgical suites, and the ICU. Accordingly, your Petition is denied. 

Sincerely, 

/l:11,;i_,p- k.,-· 7 
Janet Woodcock, M.D. 
Director 
Center for Drug Evaluation and Research 

34 Singer, M., Deutschman, C.S., Seymour, C.W., et al, "The third international consensus definitions for sepsis and 
septic shock (Sepsis-3)," Jama, 2016:315(8),801-810. 

35 Ferrer, R., Martin-Loeches, I., Phillips, G., et al, "Empiric antibiotic treatment reduces mortality in severe sepsis
and septic shock from the first hour: results from a guideline-based performance improvement program," Critical 

Care Medicine, 2014:42(8),1749-1755. 
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