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1 INTRODUCTION 
This review evaluates the proposed proprietary name, Dificid, from a safety and misbranding 
perspective.  The sources and methods used to evaluate the proposed proprietary name are 
outlined in the reference section and Appendix A respectively.  Cubist did not submit an external 
name study for this proposed proprietary name. 

1.1 REGULATORY HISTORY 

The proposed proprietary name, Dificid, was found acceptable in OSE Review 2010-2648, dated 
March 8, 2011, for the oral tablet formulation.a  Dificid oral tablets, 200 mg (NDA 201699), 
were approved May 27, 2011. 

Cubist submitted the name, “Dificid®(fidaxomicin) for Oral Suspension”, as their proposed name 
for their oral suspension formulation, under review for NDA 213138 on September 10, 2019.  
Simultaneously, under NDA 201699, Cubist has submitted an efficacy supplement to NDA 
201699 to fulfill a Postmarket Requirement (PMR 1757-002) that was issued upon approval of 
Dificid. Cubist was required to conduct a prospective, randomized clinical trial to demonstrate 
safety and effectiveness of Dificid compared to vancomycin in pediatric patients (6 months to 
less than 18 years of age) with C. difficile-associated diarrhea.  Thus, Cubist proposes an age-
appropriate dosage form for this patient population.  

Subsequently, on October 18, 2019, an Amendment was submitted to revise the proposed 
proprietary name to “DIFICID®” rather than “DIFICID® (fidaxomicin) for oral suspension.”  
Further clarity is provided in the Amendment that the additional phrase, “for oral suspension” is 
“merely a descriptive phrase for the new pediatric formulation and indicated the dosage form.”   

1.2 PRODUCT INFORMATION 

The following product information is provided in the Request for Proprietary Name Review –   
Amendment received on October 18, 2019, initial Request for Proprietary Name Review 
received on September 10, 2019, and Amendment to Pending Supplement: Proposed Revised 
Labeling submitted to NDA 201699/S-012 received on August 22, 2019. 

Table 1. Relevant Product Information for Dificid (NDAs 213138 and 201699) 

Dificid (NDA 213138) Dificid (NDA 201699) 

Approval Date Not Applicable May 27, 2011 

Intended 
Pronunciation 

dih-fih-sid 

Active Ingredient fidaxomicin 

Indication of Use for the treatment of  in adults 
and pediatric patients aged 6 months and older. 

a Holmes, L. Proprietary Name Review for Dificid (NDA 201699). Silver Spring (MD): FDA, CDER, OSE, 
DMEPA (US); 2011 MAR 08. Panorama No. 2010-2648. 
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Route of 
Administration 

oral 

Dosage Form granules, for Oral Suspension tablets 

Strength 40 mg/mL 200 mg 

Dose and Dificid is administered orally with or without food. 
Frequency The recommended doses for Adults: The recommended dose 

pediatric patients based on weight for adults is one 200 mg tablet 
are shown in the Table below.  orally twice daily for 10 days. 
Dificid oral suspension should be 
administered orally twice daily for 
10 days. 

Pediatrics (6 months to less than 
18 years of age): The 
recommended dose for pediatric 
patients weighing at least 12.5 kg 
and able to swallow tablets is one 
200 mg tablet orally twice daily 
for 10 days. If unable to swallow 
tablets, pediatric patients may be 
dosed with Dificid oral 
suspension as recommended in 
the table to the left. 

How Supplied A 150 mL amber glass bottles of 
9.53 g of granules that contain 
5.45 g of fidaxomicin (NDC 
52015-7002-1). Each glass bottle 
has a child-resistant cap and is 
sealed in a laminated aluminum 
foil pouch. After reconstitution, 
the total oral suspension volume is 
136 mL. The concentration of 
fidaxomicin is 200 mg per 5 mL 
(40 mg/mL) in the reconstituted 
oral suspension. 

Bottles of 20 tablets              
(NDC 52015-080-01). 

Storage Store at 20°C-25°C (68°F-77°F); 
excursions permitted to 15°C
30°C (59°F-86°F). Store in the 
original package. Do not open 
pouch until time of use. 

Once reconstituted, store DIFICID 
oral suspension refrigerated at 
2°C-8°C (36°F-46°F) for up to 12 
days. Store capped in the original 
bottle. 

Store at 20°C-25°C (68°F-77°F); 
excursions permitted to 15°C
30°C (59°F-86°F). See USP 
controlled room temperature. 
Store in the original bottle. 
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2 RESULTS 
The following sections provide information obtained and considered in the overall evaluation of 
the proposed proprietary name, Dificid.  

2.1 MISBRANDING ASSESSMENT 

The Office of Prescription Drug Promotion (OPDP) determined that Dificid would not misbrand 
the proposed product.  The Division of Medication Error Prevention and Analysis (DMEPA) and 
the Division of Anti-Infective Products (DAIP) concurred with the findings of OPDP’s 
assessment for Dificid. 

2.2 SAFETY ASSESSMENT 

The following aspects were considered in the safety evaluation of the proposed proprietary name, 
Dificid for Oral Suspension. 

2.2.1 United States Adopted Names (USAN) Search 
There is no USAN stem present in the proposed proprietary name1F

b. 

2.2.2 Components of the Proposed Proprietary Name 
Cubist indicated in their submission that the proposed proprietary name, Dificid, is a “coined 
term with no intrinsic meaning.”  This proprietary name is comprised of a single word that does 
not contain any components (i.e., a modifier, route of administration, dosage form, etc.) that are 
misleading or can contribute to medication error.  We discuss the use of a single proprietary 
name for multiple dosage forms in Section 2.2.5. 

2.2.3 Comments from Other Review Disciplines at Initial Review 
In response to the OSE, October 16, 2019 e-mail, the Division of Anti-Infective Products (DAIP) 
did not forward any comments or concerns relating to Dificid at the initial phase of the review.   

2.2.4 Medication Error Data Selection of Cases 
We searched the FDA Adverse Event Reporting System (FAERS) database using the strategy 
listed in Table 2 (see Appendix A1 for a description of FAERS database) for name confusion 
errors involving Dificid that would be relevant for this review. 

Table 2. FAERS Search Strategy 

Search Date September 13, 2019 

Drug Name Dificid [product name] and [product verbatim] 

Event (MedDRA 
Terms) 

DMEPA Official PNR Name Confusion Search 
Terms Event List 

b USAN stem search conducted on September 16, 2019. 
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Table 2. FAERS Search Strategy 

Date Limits FDA Rcvd Dates: May 27, 2011 (approval date for 
Dificid) to September 13, 2019 

Country USA 

Each report was reviewed for relevancy and duplication. Duplicates were merged into a single 
case. The NCC MERP Taxonomy of Medication Errors was used to code the case outcome and 
error root causes when provided by the reporter. 

After individual review, 5 reports were not included in the final analysis because they did not 
describe name confusion. 

Following exclusions, the search yielded 3 relevant cases.  These 3 cases described wrong drug 
errors (transcription, dispensing, and/or administration) resulting from name confusion between 
Dificid and Diflucan.  We determined that FAERS cases # 9436502 and # 8691126 are duplicate 
reports of the same case.  Thus, we further excluded 1 case resulting in 2 unique reports of 
medication errors involving name confusion between Dificid and Diflucan. 

	 FAERS case # 9101439 (FDA initial Received Date 02/20/2013), described an order for 
Dificid (fidaxomicin) 200 mg po daily was entered in error by a pharmacist as Diflucan 
(fluconazole) 200 mg po daily and the wrong medication was given.  

o	 Type of Error: wrong drug, transcription, dispensing, and administration error 
	 FAERS case # 8691126 (FDA initial Received Date 07/17/2012), described a physician 

who ordered Dificid 200 mg per PEG bid (handwritten order and faxed to pharmacy). 
Pharmacist read as Diflucan 200 mg PEG bid which was entered. RN gave one dose. 

o	 Type of Error: wrong drug, transcription, dispensing, and administration error 

Contributing factors reported include: 
 These two medications (i.e., Dificid and Diflucan) could be easily confused since the 

brand names are very similar and common doses for both drugs are 200 mg. 
 Lack of familiarity, as Dificid has only been prescribed a few times at the involved 

institution. 
 RN was unfamiliar with the medication and thought pharmacy had substituted Diflucan 

for Dificid. 

Corrective actions implemented (at involved facility): 
	 Pharmacy is going to add the typical LASA (look alike and sound alike) warning for 

these two drugs to the pharmacy system: "Dificid and Diflucan can be mistaken for one 
another. Please review the order again to verify that the correct medication has been 
chosen." 

	 Prescribers, as well as the other infectious disease physicians, were notified of the error 
and encouraged to order by generic name (i.e., fidaxomicin and fluconazole) or include 
indication when prescribing. 

	 Pharmacists were encouraged to question a bid dosing regimen for Diflucan which is 
usually given once daily. 

Recommendations provided: 

4
 
Reference ID: 4525165 



 

   

  

 

 

 ISMP consider adding “Dificid and Diflucan” to the LASA list. 

ingredient (fidaxomicin), route of administration (oral), and the same indication (the treatment of 
) and same patient population (in adults and pediatric 

patients aged 6 months and older).  The proposed dosing regimens are the same for both dosage 

(b) (4)

Both of the mediation error reports involving name confusion between Dificid and Diflucan were 
received shortly after the May 27, 2011 approval of Dificid Tablets [NDA 201699] (i.e., FDA 
initial Received Dates of July 17, 2012 and February 20, 2013).  In both case reports, only one 
dose of the incorrect product was administered, with no resulting harm reported.  One of the 
stated contributing factors for these medication errors was the lack of familiarity with the new 
product Dificid.  Since 2013, we have not received additional cases of name confusion and have 
determined that it appears that Dificid can continue to be marketed and coexist safely with 
Diflucan. 

2.2.5 Multiple Dosage Forms under a Single Proprietary Name 
Dificid is currently marketed under NDA 201699 as an oral tablet, in a 200 mg strength.  Cubist 
now proposes a “for oral suspension” dosage formulation, in a 40 mg/mL (200 mg/5 mL) 
strength to be marketed under the same name, Dificid.  We considered the appropriateness of 
using the proprietary name, Dificid, for the “for oral suspension” formulation proposed under 
NDA 213138, which would represent a brand name extension for this product line.  We note that 
the Dificid oral tablets and the proposed “for oral suspension” formulation share the same active 

forms (for oral suspension and tablets).  For adult patients and pediatric patients (6 months to 
less than 18 years of age weighing at least 12.5 kg and able to swallow tablets), the 
recommended dose is one 200 mg tablet orally twice daily for 10 days.  If unable to swallow 
tablets, pediatric patients may be dosed with Dificid oral suspension.  The products differ in 
some characteristics including strength (40 mg/mL (200 mg/5 mL) vs. 200 mg) and dosage form 
(for oral suspension vs. tablets).  

Cubist asserts no change to the dose administered of the proposed Dificid for oral suspension and 
the currently marketed tablet formulations; however, the appropriateness of the recommended 
dose is still under review.  Additionally, The Division of Clinical Pharmacology (DCPIV) stated 
that the Applicant did not conduct a dedicated bioavailability (BA) study to establish equivalence 
between the tablet and proposed ‘for oral suspension’ product.  Additionally, it appears that the 
Agency did not require a formal BA study.  DCPIV agrees with this approach since the drug acts 
locally in the gut and is expected to have little to no systemic absorption.  For both formulations, 
the fecal concentrations were detectable and plasma concentrations were generally low (in the ng 
range), reflecting the low systemic bioavailability of fidaxomicin.   

It is a common and accepted practice to have a product line with multiple dosage forms share 
one proprietary name and, while we note the strengths and dosage forms are different, these 
differences can be managed via labeling.  Provided that the review team confirms that these 
products have no clinically significant differences, we do not anticipate this product line 
extension will introduce clinically significant medication errors related to switching between 
these dosage forms.  Therefore, at this time we find it acceptable for the proposed tablet 
formulation to be marketed under the same proprietary name, Dificid. 
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2.2.6 Communication of DMEPA’s Analysis at Midpoint of Review 
DMEPA communicated our findings to the Division of Anti-Infective Products (DAIP) via e
mail on November 22, 2019.  At that time, we also requested additional information or concerns 
that could inform our review.  Per e-mail correspondence from the Division of Anti-Infective 
Products (DAIP) on November 25, 2019, they stated no additional concerns with the proposed 
proprietary name, Dificid. 

3 CONCLUSION 
The proposed proprietary name, Dificid, is acceptable. 

If you have any questions or need clarifications, please contact Nicholas Miles, OSE project 
manager, at 301-796-7025. 

3.1 COMMENTS TO CUBIST PHARMACEUTICALS, LLC 
We have completed our review of the proposed proprietary name, Dificid, and have concluded 
that this name is acceptable. 

If any of the proposed product characteristics as stated in your submission, received on 
September 10, 2019 and the amendment, received on October 18, 2019, are altered prior to 
approval of the marketing application, the name must be resubmitted for review.  
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1. USAN Stems (https://www.ama-assn.org/about/united-states-adopted-names-approved-stems) 

USAN Stems List contains all the recognized USAN stems.  

2. Description of FAERS 
The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA.  The database is designed to 
support the FDA's postmarket safety surveillance program for drug and therapeutic biologic 
products. The informatic structure of the FAERS database adheres to the international safety 
reporting guidance issued by the International Conference on Harmonisation.  FDA’s Office of 
Surveillance and Epidemiology codes adverse events and medication errors to terms in the 
Medical Dictionary for Regulatory Activities (MedDRA) terminology.  Product names are coded 
using the FAERS Product Dictionary. More information about FAERS can be found at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDr 
ugEffects/default.htm. 
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