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Difference (95* CI)' 
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DIFICID vancomycin 
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DIFICID vancomycin 
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- ^ Similar rates of clinical response at the end of treatment and proven or suspected CDAD during the follow-up period were seen in DIFICID-treated 
and vancomycin-treated patients infected with a Bl isolate. However, DIFICID did not demonstrate superiority in sustained clinical response compared 
with vancomycin in these patients' 

- ^ - Sustained response rate was an additional efficacy endpoint defined as clinical response at the end of treatment and survival without proven or 
suspected CDAD recurrence through 25 days beyond the end of treatment1 

•Confidence interval was derived using Wilson's score method . Approximately 5% t o 9% o f the data in each tr ial and t r e a t m e n t a rm were missing sustained response data 
and were Imputed using a mult iple imputation method. 1 
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3, randomized, double-blind, non-Inferiority studies (N=1105) comparing the efficacy and safety of oral DIFICID 200 mg twice dally versus 
oral vancomycin 125 mg four times daily for 10 days in the treatment of adults (aged s18 years) with CDAD (defined by >3 unformed bowel movements In the 24 hours 
before randomization and presence of either C. difficile toxin A or B in the stool within 48 hours of randomization). Enrolled patients received no more than 24 hours of 
pretreatment with vancomycin or metronidazole and had either no prior CDAD history or only one prior CDAD episode in the past 3 months. Subjects with life-threatening/ 
fulminant infection, hypotension, septic shock, peritoneal signs, significant dehydration, or toxic megacolon were excluded.1 

Indications and Usage 
DIFICID is a macrolide antibacterial drug indicated in adults >I8 years of age for treatment of 
Clostridium difficile-associated diarrhea 

To reduce the development of drug-resistant bacteria and maintain the effectiveness of DIFICID and other antibacterial drugs, 
DIFICID should be used only to treat infections that are proven or strongly suspected to be caused by Clostridium difficile 

Important Safety Information 
-^- DIFICID should not be used for systemic infections 

- ^ Only use DIFICID for infection proven or strongly suspected to be caused by C. difficile. Prescribing DIFICID in the absence 
of a proven or strongly suspected C. difficile infection is unlikely to provide benefit to the patient and increases the risk of the 
development of drug-resistant bacteria 

-^- The most common adverse reactions are nausea (II %), vomiting (7%), abdominal pain (6%), 
gastrointestinal hemorrhage (4%), anemia (2%), and neutropenia (2%) ^ 

Please see brief summary of full prescribing information for DIFICID on adjacent page. 

For more information, please visit DIFICID.com 

R*f*ranca: I. DIFICID [package insert]. San Diego, CA: Optimer Pharmaceuticals, Inc; May 20II. 
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DIFICID™ 
(fldaxomlcln) tablets 

Brief Summary of Prescribing Information 

1 INDICATIONS AND USAGE 
To reduce the development of drug-resistant bacteria and maintain 
the effectiveness of DIFICID and other antibacterial drugs, DIFICID 
should be used only to treat infections that are proven or strongly 
suspected to be caused by Clostridium difficile. 
1.1 Clostridium d/m'c//e-Associated Diarrhea 
DIFICID is a macrolide antibacterial drug indicated in adults 
(£18 years of age) for treatment of Clostridium d/ffic/te-associated 
diarrhea (CDAD). 
4 CONTRAINDICATIONS 
None. 
5 WARNINGS AND PRECAUTIONS 
5.1 Not for Systemic Infections 
Since there is minimal systemic absorption of fidaxomicin, DIFICID 
is not effective for treatment of systemic infections. 
5.2 Development of Drug Resistant Bacteria 
Prescribing DIFICID in the absence of a proven or strongly sus­
pected C. difficile infection is unlikely to provide benefit to the patient 
and increases the risk of the development of drug resistant bacteria. 
6 ADVERSE REACTIONS 
6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying condi­
tions, adverse event rates observed in the clinical trials of a drug 
cannot be directly compared to rates in the clinical trials of any other 
drug and may not reflect the rates observed in practice. 
The safety of DIFICID 200 mg tablets taken twice a day for 10 days 
was evaluated in 564 patients with CDAD in two active-comparator 
controlled trials with 86.7% of patients receiving a full course of 
treatment. 

Thirty-three patients receiving DIFICID (5.9%) withdrew from trials 
as a result of adverse reactions (AR). The types of AR resulting in 
withdrawal from the study varied considerably. Vomiting was the 
primary adverse reaction leading to discontinuation of dosing; this 
occurred at an incidence of 0.5% in both the fidaxomicin and 
vancomycin patients in Phase 3 studies. 

Table 1. Selected Adverse Reactions with an Incidence of 
>2% Reported in DIFICID Patients in Controlled Trials 

System Organ Class 
Preferred Term 

DIFICID 
(N=564) 

n(%) 

Blood and Lymphatic System Disorders 

Anemia 

Neutropenia 

Gastrointestinal Disorders 

Nausea 

Vomiting 

Abdominal Pain 

Gastrointestinal 
Hemorrhage 

14 (2%) 

14 (2%) 

62 (11%) 

41 (7%) 

33 (6%) 

20 (4%) 

Vancomycin 
(N=583) 

n(%) 

12 (2%) 

6 (1%) 

66 (11%) 

37 (6%) 

23 (4%) 

12 (2%) 

The following adverse reactions were reported in <2% of patients 
taking DIFICID tablets in controlled trials: 
Gastrointestinal Disorders: abdominal distension, abdominal ten­
derness, dyspepsia, dysphagia, flatulence, intestinal obstruction, 
megacolon 
Investigations: increased blood alkaline phosphatase, decreased 
blood bicarbonate, increased hepatic enzymes, decreased platelet 
count 
Metabolism and Nutrition Disorders: hyperglycemia, metabolic aci­
dosis 
Skin and Subcutaneous Tissue Disorders: drug eruption, pruritus, 
rash 

7 DRUG INTERACTIONS 
Fidaxomicin and its main metabolite, OP-1118, are substrates of the 
efflux transporter, P-glycoprotein (P-gp), which is expressed in the 
gastrointestinal tract. 
7.1 Cyclosporine 
Cyclosporine is an inhibitor of multiple transporters, including P-gp. 
When cyclosporine was co-administered with DIFICID, plasma 
concentrations of fidaxomicin and OP-1118 were significantly in­
creased but remained in the ng/mL range [see Clinical Pharmacol­
ogy (12.3) in the full prescribing information]. Concentrations of 
fidaxomicin and OP-1118 may also be decreased at the site of action 
(i.e., gastrointestinal tract) via P-gp inhibition; however, concomitant 
P-gp inhibitor use had no attributable effect on safety or treatment 
outcome of fidaxomicin-treated patients in controlled clinical trials. 
Based on these results, fidaxomicin may be co-administered with 
P-gp inhibitors and no dose adjustment is recommended. 
8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Pregnancy Category B. Reproduction studies have been performed 
in rats and rabbits by the intravenous route at doses up to 12.6 and 
7mg/kg, respectively. The plasma exposures (AUC0.t) at these 
doses were approximately 200- and 66-fold that in humans, respec­
tively, and have revealed no evidence of harm to the fetus due to 
fidaxomicin. There are, however, no adequate and well-controlled 
studies in pregnant women. Because animal reproduction studies 
are not always predictive of human response, this drug should be 
used during pregnancy only if clearly needed. 
8.3 Nursing Mothers 
It is not known whether fidaxomicin is excreted in human milk. 
Because many drugs are excreted in human milk, caution should be 
exercised when DIFICID is administered to a nursing woman. 
8.4 Pediatric Use 
The safety and effectiveness of DIFICID in patients <18 years of age 
have not been established. 
8.5 Geriatric Use 
Of the total number of patients in controlled trials of DIFICID, 50% 
were 65 years of age and over, while 31% were 75 and over. No 
overall differences in safety or effectiveness of fidaxomicin compared 
to vancomycin were observed between these subjects and younger 
subjects. 
In controlled trials, elderly patients (>65 years of age) had higher 
plasma concentrations of fidaxomicin and its main metabolite, 
OP-1118, versus non-elderly patients (<65 years of age) [see Clini­
cal Pharmacology (12.3) in the full prescribing information]. How­
ever, greater exposures in elderly patients were not considered to be 
clinically significant. No dose adjustment is recommended for elderly 
patients. 
10 OVERDOSAGE 
No cases of acute overdose have been reported in humans. No 
drug-related adverse effects were seen in dogs dosed with fidaxo­
micin tablets at 9600mg/day (over 100 times the human dose, 
scaled by weight) for 3 months. 

Manufactured for Optimer Pharmaceuticals, Inc., San Diego CA 
92121 by Patheon, Inc. 

DIFICID™ is a trademark of Optimer Pharmaceuticals, Inc. 

Product protected by US Patent Nos. 7,378,508; 7,507,564; 
7,863,249; and 7,906,489 

Optimer Pharmaceuticals, Inc. 
10110 Sorrento Valley Road, Suite C 
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(858) 909-0736 
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"Disease Maps is an extraordinary visual and narrative treat. 

I have come to look forward to Tom Koch's books for the 

wonderful and unique way that he can synthesize data and 

present it visually and in the process tell us magnificent 

stories." 

Dr. Abraham Verghese, 
Stanford University School of Medicine 

"This is a masterful book in conception and structure. It 

is also extremely well written. What we find on reading 

is an exquisite telling of the history of the medical science 

of disease. The collection of medical maps, diagrams, and 

other illustrations is impressive in scope—there are many 

disease maps shown that have not been publicly available 

before or collected in one place." 

Michael Friendly, 
York University 
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Access to the information you need to meet the infection prevention 
challenges ahead. 
• One year subscription to Infection Control & Hospital Epidemiology 
• Online access to Infection Control & Hospital Epidemiology 
• Monthly newsletter with abstracts of scientific journal articles and current events 
• Online job board 
• Online member search 
• Continuing Medical Education (CME) and Continuing Nursing Education (CNE) opportunities 

About SHEA 
The Society for Healthcare Epidemiology of America (SHEA) was founded in 1980 to advance the science of 
healthcare epidemiology and infection prevention. SHEA works to maintain the utmost quality of patient care 
and healthcare worker safety in all healthcare settings, applying epidemiologic principles and prevention strategies 
to a wide range of quality-of-care issues. SHEA is strengthened by its active membership in all branches of 
medicine, public health, and healthcare epidemiology. The Society s expertise is sought by healthcare regulatory 
and accrediting agencies, and its scientific voice is influential in guiding decision-making bodies towards rational, 
effective, cost-conscious policies. 

Mission 
SHEAs mission is to prevent and control healthcare-associated infections and advance the field of healthcare 
epidemiology. 

Core Values 
SHEA as an organization: 
• Advances the science of healthcare epidemiology through research and education 
• Translates knowledge into effective policy and practice 
• Mentors, trains and promotes professional development in healthcare epidemiology 
• Collaborates and shares expertise with other organizations 
• Adheres to high ethical standards and promotes honesty and ethical principles in the practice of epidemiology 

Areas of Focus 
• Epidemiologic research and laboratory investigation 
• Applying the best evidence for protecting patients and reporting data 
• Risk reduction programs focused on device and procedure management 
• Policy development and implementation 
• Education and information 

Please contact info@shea-online.org with membership inquiries. 

Join SHEA at www.shea-online.org 
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Address infection prevention and quality of patient 
care with this hands-on guide to epidemiologic 
principles and prevention strategies. 

In recent years, issues of infection prevention and control, patient safety, and quality-of-care have become increasingly 
prominent in healthcare facilities. Practical Healthcare Epidemiology takes a practical, hands-on approach to these 
issues, addressing all aspects of infection surveillance and prevention in clear, straightforward terms. This fully 
revised third edition brings together the expertise of more than fifty leaders in healthcare epidemiology who provide 
clear, sound guidance on infection prevention and control for the full range of patients in all types of healthcare 
facilities, including those in settings with limited resources. A powerful resource for practitioners in any branch of 
medicine or public health who are involved in infection prevention and control, whether they are experienced in 
healthcare epidemiology or new to the field. 

"A handy desk reference and an up-to-date primer for 
trainees and experts alike." — JAMA, The Journal of the 
American Medical Association 

"An essential for anyone in the field." — Thomas R. Talbot, 
Chief Hospital Epidemiologist, Vanderbilt University 
Medical Center 

"A much-needed response to the currently tough 
challenges posed to healthcare epidemiologists 
and infectionpreventionists... highly 
recommended reading for trainees and 
professionals in infection control—and healthcare 
epidemiologists in particular." 
—Clinical Infectious Diseases 

SHEA 
The Society for Healthcare 
Epidemiology of America 

J33 P U B L I S H E D B Y 

THE UNIVERSITY 
OF CHICAGO PRESS 

https://doi.org/10.1017/S0195941700040893 Published online by Cambridge University Press

http://www.press.uchicago.edu
https://doi.org/10.1017/S0195941700040893

