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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: January 11, 2018

Requesting Office or Division: Division of Anti-Infective Products (DAIP)

Application Type and Number: NDA 208910

Product Name and Strength: Firvanq (vancomycin hydrochloride) for Oral Solution Kit; 
25 mg/mL and 50 mg/mL 

Applicant/Sponsor Name: RxM Therapeutics, LLC (A Wholly Owned Subsidiary of Cutis 
Pharma, Inc.)

Submission Date: December 22, 2017

OSE RCM #: 2017-1530-1

DMEPA Safety Evaluator: Sevan Kolejian, PharmD, MBA

DMEPA Team Leader: Otto L. Townsend, PharmD

DMEPA Team Leader: Jo Wyeth, PharmD
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1 PURPOSE OF MEMO
The Division of Anti–Infective Products (DAIP) requested that we review the revised container 
label and carton labeling for Firvanq, to determine if they are acceptable from a medication 
error perspective (Appendix A). The revisions are in response to recommendations that we 
made during a previous label and labeling review.a We also note that the Applicant made 
revisions not related to our recommendations.

2  CONCLUSION AND RECOMENDATIONS
The Applicant incorporated our recommendations, with the exception of our recommendations 
regarding the inclusion of 1) a beyond use date statement, such as, “Discard after” on the 
container label for Firvanq and 2) National Drug Code (NDC) numbers for each component of 
the kit. Additionally, we note the Applicant revised the diluent container labels and the 
established name 

DMEPA’s evaluation of the revised label and labeling identified areas of vulnerability that may 
lead to medication errors.  We have provided our comments and recommendations in Table 2 
and Table 3 below. We ask that DAIP convey the entire table 3 to the Applicant so that 
recommendations are implemented prior to approval of this NDA.

a Kolejian, S. Label and Labeling Review for Firvanq (Vancomycin hydrochloride) powder for oral solution  (NDA 
208910). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2017 DEC 15. RCM No.: 2017-1530.

Reference ID: 4206566
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Table 2: Identified Issues and Recommendations for Division of DAIP.

General Comments

IDENTIFIED ISSUE RATIONALE FOR 
CONCERN

RECOMMENDATION

1. The established name 
presentation in the 
prescribing information 
is different from the 
presentation of the 
established name on the 
container labels and 
carton labeling.

Labeling should be 
consistent.

Ensure that the established 
name is consistent 
throughout the label and 
labeling. 

We defer to the Office of 
Product Quality (OPQ) to 
determine the appropriate 
established name that should 
be included throughout the 
labels and labeling.

2. In our previous review, 
we noted an 
inconsistency in the post 
reconstitution statement 
on the carton labeling 
and prescribing 
information.  The 
Applicant clarified the 
post reconstitution 
storage statement on the 
carton labeling as“ 
Discard 14 days after 
reconstitution” to be 
consistent with the 
prescribing information.

Review by OPQ 
determined that the 
correct beyond use date 
for the reconstituted 
solution is days.  

We defer to OPQ to clarify 
the appropriate storage 
statement and ensure that 
the storage information is 
consistent throughout the 
label and labeling. 

Reference ID: 4206566
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Table 3: Identified Issues and Recommendations for Applicant (entire table to be conveyed to 
Applicant)

Container labels for Firvanq (vancomycin hydrochloride USP powder  for oral solution) 

IDENTIFIED 
ISSUE

RATIONALE FOR CONCERN COMMENTS/RECOMMENDATION

1. Post-
reconstitution 
beyond use date

The powder-containing bottle 
that is intended to be 
dispensed to the patient 
currently displays the 
manufacturer expiration date 
on the principal display panel.  
Inadvertent omission of the 
product’s post-reconstitution 
beyond use date could lead to 
patients misinterpreting the 
manufacturer expiration date 
as the expiration date for the 
reconstituted product, and 
result in patients using the 
[expired] product more than 14 
days after reconstitution.

Our preference is to have the 
statement, “Discard after 
__/__/__” on the container label.  
This approach would help alert 
pharmacies to write a “discard” 
date on the reconstituted product, 
and prevent dispensing the 
product without a post-
reconstitution beyond use date. 
We reviewed the Applicant’s 
rationale for not accepting our 
recommendation and acknowledge 
that the United States 
Pharmacopeia (USP) states that 
the dispenser shall label a 
container with a suitable beyond-
use date. Considering these 
factors, we found the Applicant’s 
rationale acceptable at this time.

2. The carton 
labeling and 
bottle containing 
the vancomycin 
powder currently 
have the same 
NDC.

Per 21 CFR 207.33, each 
finished drug product or 
unfinished drug subject to FDA 
listing requirements must have 
a unique NDC to identify its 
labeler, product, and package 
size and type.  Components 
within the kit are not required 
to have an NDC if the 
component is not otherwise 
sold or available outside of the 
kit. If both the carton labeling 
for kit and container label for 
vancomycin powder for oral 
solution have an NDC, the 
NDCs cannot be the same. 

The carton labeling for kit and 
container label for the vancomycin 
powder for oral solution currently 
have identical NDC numbers. 
Assign a unique NDC to the 
container label for vancomycin 
powder for oral solution so it is 
different than the NDC on the 
carton. Alternatively, remove the 
NDC from the container label for 
the vancomycin powder for oral 
solution.  
For questions regarding the NDC, 
contact the FDA Drug Registration 
and Listing team at 
edrls@fda.hhs.gov

Reference ID: 4206566
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Container labels for Diluent

1. The word, Diluent, 
lacks prominence 
on the diluent 
container labels.

The Applicant revised the 
diluent container labels 
and as r, the diluent and 
powder containers are 
difficult to differentiate.  
There is a risk that the 
diluent bottle may be 
misinterpreted as being 
the product containing 
the active ingredient and 
dispensed as the drug 
product. 

As an additional strategy to 
differentiate the powder and diluent 
bottles, increase the prominence of 
the word, “Diluent” on the diluent 
container labels.  This can be 
accomplished by revising the diluent 
container label to start with the word 
“Diluent”. 
For example, revise the diluent 
container labels from:  

to read:

 “Diluent 
for reconstitution of Firvanq 
(vancomycin hydrochloride) 25 mg/ml 
for oral solution”

Reference ID: 4206566
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6

APPENDIX A. LABEL AND LABELING SUBMITTED ON  DECEMBER 22, 2017
Container labels and Carton labeling
 Cover letter: EDR Location: \\CDSESUB1\evsprod\NDA208910\0008
 Revised label and labeling: \\CDSESUB1\evsprod\NDA208910\0008\m1\us\114-labeling\draft\carton-

and-container

Reference ID: 4206566
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****Pre-decisional Agency Information**** 
    

Memorandum 
 
Date:  December 28, 2017 
  

To:  Sheral S. Patel, M.D.  
Division of Anti-Infective Products (DAIP) 
 
Jane Dean, Regulatory Project Manager, (DAIP) 

 
 Abimbola Adebowale, Associate Director for Labeling, (DAIP) 
 

From:   David Foss, Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
CC: Jim Dvorsky, Team Leader, OPDP 
 
Subject: OPDP Labeling Comments for Firvanq (vancomycin hydrochloride) 
 
NDA 208910 
 

  

In response to DAIP consult request dated November 3, 2017, OPDP has reviewed the 
proposed product labeling (PI), and carton and container labeling for the original NDA 
submission for Firvanq (vancomycin hydrochloride). 
 
PI: OPDP’s comments on the proposed labeling are based on the draft PI received by 
electronic mail from DAIP on December 18, 2017, and are provided below. 

 
Carton and Container Labeling: OPDP has reviewed the attached proposed carton and 
container labeling submitted by the Sponsor to the electronic document room on July 28, 2017, 
and we do not have any comments.  
 
Thank you for your consult.  If you have any questions, please contact David Foss at (240) 
402-7112 or david.foss@fda.hhs.gov. 

 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 4201169

39 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: December 15, 2017

Requesting Office or Division: Division of Anti-Infective Products (DAIP)

Application Type and Number: NDA 208910

Product Name and Strength: Firvanq (vancomycin hydrochloride) for Oral Solution Kit; 
25 mg/mL and 50 mg/mL 

Product Type: Single ingredient product

Rx or OTC: Rx

Applicant/Sponsor Name: RxM Therapeutics, LLC (A Wholly Owned Subsidiary of Cutis 
Pharma, Inc.)

Submission Date: July 28, 2017 and September 29, 2017

OSE RCM #: 2017-1530

DMEPA Safety Evaluator: Sevan Kolejian, PharmD

DMEPA Team Leader: Otto L. Townsend, PharmD

DMEPA Team Leader: Jo Wyeth, PharmD

Reference ID: 4196192
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1 REASON FOR REVIEW
Cutis Pharma, Inc. submitted 505(b)(2) NDA seeking approval of its currently marketed 
Vancomycin Hydrochloride for Oral Solution Kit product relying on Vancocin Capsules (NDA 
050606) and Vancomycin Hydrochloride Injection, powder, lyophilized for solution, (Hospira, 
Inc. ANDA 062911) as the reference products.

The Division of Anti–Infective Products (DAIP) requested that we review the container label,
carton labeling, and prescribing information (PI) for vancomycin for oral solution kit, to 
determine if they are acceptable from a medication error perspective.

2 REGULATORY BACKROUND
Cutis Pharma, Inc. markets an unapproved version of Vancomycin Hydrochloride for Oral 
Solution Kit that is commercially available as FIRST Vancomycin in FIRST Grape Solution 
Compounding Kit (http://cutispharma.com/products/oral-solutions-suspension/vancomycin/,
accessed November 14, 2017) in two different concentrations (25 mg/ml and 50 mg/ml) as 
follows:

i. FIRST– Vancomycin 25 mg/mL in FIRST – Grape Solution Compounding Kit 
Two sizes available: 
5 FL OZ (150 mL) as dispensed 
10 FL OZ (300 mL) as dispensed

ii. FIRST – Vancomycin 50 mg/mL in FIRST– Grape Solution Compounding Kit 
Three sizes available: 
5 FL OZ (150 mL) as dispensed 
7 FL OZ (210 mL) as dispensed 
10 FL OZ (300 mL) as dispensed

We note that there is no approved vancomycin oral solution currently marketed in the United 
States. On February 24, 2017, Cutis Pharma, Inc. was granted Qualified Infectious Diseases 
Product (QIDP) Designation of Vancomycin Hydrochloride for Oral Solution, 25 mg/mL and 
50 mg/mL, for treatment of Clostridium difficile associated diarrhea.

On August 24, 2017, Cutis Pharma, Inc. was granted Fast Track Designation of Vancomycin
Hydrochloride for Oral Solution, 25 mg/mL and 50 mg/mL, for treatment of
C. difficile associated diarrhea.

3 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Reference ID: 4196192
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Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section 
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B

Human Factors Study C (N/A)

ISMP Newsletters D 

FDA Adverse Event Reporting System (FAERS)* E

Other F (N/A)

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

4 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

Cutis Pharma, Inc.’s proposed Vancomycin Hydrochloride for Oral Solution Kits are currently 
marketed, but not FDA approved. We performed a risk assessment of the proposed container 
label, carton labeling and prescribing information (PI) for Vancomycin Hydrochloride for Oral 
Solution Kits to identify deficiencies that may lead to medication errors and for areas that could 
be improved.  We also considered ISMP articles and the medication error reports related to this 
product to inform our current review.

Prescribing Information (PI)

Our review of the Dosage and Administration, Dosage Forms and Strengths and How Supplied 
sections of the PI identified areas such as established name, dosage forms, strengths, 
reconstitution instructions and storage information that could be improved to prevent 
medication errors. We also noted that the storage information for the reconstituted product is 
inconsistent throughout the label and labeling.  

To address these deficiencies and to promote the safe use of this product, we have provided 
recommendations in section 5.1

Container Label and Carton Labeling 

We noted that Firvanq is a kit that contains one bottle of vancomycin powder for oral solution 
and one bottle of grape flavored diluent. We noted the proprietary name lacks prominence; 
both the  and the metric unit of measurement 
(milliliter) are used and may lead to confusion; inconsistencies with strength presentation; 
missing barcode, lot, expiration date, and “Rx Only” statement on the container labels. 

To address these deficiencies and to promote the safe use of this product, we have provided 
recommendations in section 5.2.  

Reference ID: 4196192

(b) (4)
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5 CONCLUSION & RECOMMENDATIONS
The labels and labeling can be improved to increase clarity and prominence of important 
information to promote safe use of this product (See section 5.1 and section 5.2).

5.1 RECOMMENDATIONS FOR THE DIVISION

We advise implementation of the following recommendations prior to approval: 
1. General Comment: 
We defer to the OPQ to determine the established name for this product and ensure 
that is consistent throughout the label and labeling.

2. The Dosage and Administration, Section 2.3, : 
a) For clarity delete the statement  

 
and add the following statement: 

“Firvanq is a kit containing  1 bottle of vancomycin hydrochloride USP powder and 
1 bottle of pre-measured Grape-Flavored Diluent to be added to the vancomycin 

 
b) Add statement “Firvanq is a kit that is available in various strengths and volumes” 

and add a table to explain the Firvanq configuration similar to the table in How 
Supplied section for clarity.  

c) Revise the statement  
 

 to read “A healthcare professional (i.e., pharmacist) 
must reconstitute Vancomycin hydrochloride USP powder for oral solution with 
the Grape-Flavored Diluent provided in the kit.”

d) For clarity, consider revising and using a numbered or bulleted list for the steps 
for reconstitution to appear as list as follow: 

1. Hold the neck of the bottle containing the vancomycin hydrochloride 
powder for oral solution bottle, and tap the bottom edges on a hard 
surface to loosen the powder.  

2. Remove the cap from the bottle. 

3. Tap the top of the induction seal liner to loosen any powder that may 
have adhered to the liner.  

4. Carefully and slowly peel back the inner foil seal liner from the bottle.  

5. Shake the Grape Flavored Diluent for a few seconds. 

Reference ID: 4196192

(b) (4)

(b) (4)

(b) (4)

(b) (4)



5

6. Open the diluent bottle and transfer about half the contents of the Grape 
Flavored Diluent into the vancomycin hydrochloride powder for oral solution 
bottle.  

7. Replace the cap and shake the vancomycin hydrochloride powder for oral 
solution bottle vertically for approximately 45 seconds.  

8. Add the remaining Grape Flavored Diluent into the vancomycin 
hydrochloride powder for oral solution bottle.  

9. Replace the cap and shake the bottle for approximately 30 seconds.

3. Dosage forms and strengths: 

a. Clarify the dosage form and strengths to read “for oral solution: 25 mg/ml or 
50 mg/mL after reconstitution of vancomycin”

4. How Supplied. Section 16:
a. For clarity and consistency, revise table 5 as follow: 

i. To avoid confusion about the final volume after reconstituting and to be 
consistent with the product strength (e.g., 25 mg/mL), use only metric 
units, mL 

ii. Revise the column header  to read “final volume 
after reconstitution” for clarity. 

iii. Reconcile the column header with the container labels. The column 
header 

 
to read “Diluent for Firvanq” 

b. Clarify the storage information for the kit prior to reconstitution and after 
reconstitution.   

 Add the storage conditions for this product prior to reconstitution.
 The Prescribing Information states,  

 and the product carton labeling states,  
 

We defer to OPQ to determine the correct storage information. Please ensure 
that it is consistent throughout the labels and labeling. 

Reference ID: 4196192
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5.2 RECOMMENDATIONS FOR CUTIS PHARMA, INC.

We recommend the following be implemented prior to approval of this NDA: 

We refer you to the Guidance for Industry: Safety Considerations for Container Labels and 
Carton Labeling Design to Minimize Medication Errors. Food and Drug Administration. 2013. 
Available from: 

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM349009.pdf

A. Container labels for Firvanq (vancomycin hydrochloride USP powder  for oral 
solution): 

1) As proposed the word “POWDER” and your “logo” on the container label 
competes in prominence with important safety information, such as the 
proprietary name, established name, and strength statements. The product 
name “Firvanq” should be the most prominent information on the container 
label and the established name should be at least ½ the size of the proprietary 
name. Increase the prominence of the proprietary name and revise the 
established name to be in accordance with 21 CFR 201.10(g)(2). 

2) To avoid confusion about the final volume after reconstituting and to be 
consistent with the product strength (e.g., 25 mg/mL), use only metric units, mL 

 and revise the statement  
 to read “final volume after reconstitution.”  

3) Add the statement, “Must be reconstituted before dispensing” on the principal 
display panel to prevent dispensing without reconstitution. 

4) Add the statement “Pharmacist: Use this bottle for dispensing after 
reconstitution, content must be used within 14 days” statement for clarity.

5) Allow space on the principal display panel for healthcare providers to write post-
reconstitution beyond use date on the label. We recommend, “Refrigerate, 
Discard after __/__/__ ” since “Discard after” is an affirmative statement, and 
has been shown to result in the desired action. 

6) In accordance with Section 503(b)(4)(A) of the Federal Food, Drug, and Cosmetic 
Act, add “Rx Only” statement.

7) The graphic  could lead to confusion because it is included on the 
powder container label before the powder is reconstituted.  For clarity and 
consistency with the product establish name, consider deleting the graphic or 
revising the graphic to read “for oral solution” which more closely aligns with the 
contents of the bottle prior to reconstitution. 

8) As currently presented, the NDC number for the vancomycin hydrochloride 
powder for oral solution is the same as the NDC number for the kit. Healthcare 
providers  may rely on the NDC number and barcode for product verification 
during dispensing and administration.  Therefore, revise the NDC numbers on 
the container label for the bottle containing vancomycin hydrochloride powder.  
The kit NDC must be different than the NDC on any of the components in the kit.

Reference ID: 4196192
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B. Container labels for Diluent:

1) The concentration statement (25 mg/ ml and 50 mg/ml) is presented on the line 
beneath the product name.  To avoid confusion between the Diluent bottle and 
bottle of powder for oral solution and to provide clarity, relocate and clarify the 
concentration statement so that it immediately follows the “for FIRVANQ” 
statement, to read similar to as follow: 

Diluent
for reconstitution of Firvanq 25 mg/ml for oral solution

2) Use metric units only for consistency, See A.2 above.
3) In accordance with Section 503(b)(4)(A) of the Federal Food, Drug, and Cosmetic 

Act, add “Rx Only” statement.
4) We note there are five different sized bottles containing diluent, and the bottles 

do not contain a National Drug Code (NDC) or barcode.   The NDC and barcode 
are an important part of product verification, and without this information, there 
is a risk that the wrong diluent bottle (or wrong diluent) may be used during 
reconstitution.  To address this risk, we recommend the addition of a unique 
NDC and a barcode for each diluent bottle.  In addition, we recommend a 
different package code (last two digits of the NDC) for each diluent bottle.

5) Add lot number and expiration date statements per 21 CFR 201.17. 

C. Carton Labeling:
1) Use metric units only for consistency, See A.2 above.
2) To further differentiate the strengths and to prevent wrong strength selection 

errors, revise the font color of the strength presentation or revise the color block 
that surrounds the strength presentation for each strength to one that is unique 
for each strength. 

3) Add the statement “Must be Refrigerated” prominently on the principal display 
panel to promote the correct storage conditions prior to reconstitution. 

4) We note an inconsistency between the storage statements in the Prescribing 
Information and the carton labeling.  The carton labeling instructs the user to 

 while the Prescribing Information instructs 
the user to   Please clarify the 
correct storage conditions and ensure storage statements are consisted 
throughout labeling. 

5) The “for oral use only” statement should appear after the established name for 
this product. 

6) The established name “Vancomycin Hydrochloride for Oral Solution” lacks 
prominence. Increase the prominence of the established name taking into 

Reference ID: 4196192
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account all pertinent factors, including layout, contrast, and other printing 
features in accordance with 21 CFR 201.10(g)(2). 

7) The graphic ” could lead to confusion because it is included on the 
carton labeling.  For clarity and consistency, consider deleting the graphic or 
revising the graphic to read “for oral solution” which more closely aligns with the 
contents of the for solution (powder) bottle prior to reconstitution.

8) Ensure that the NDC assigned to the kit is different from the NDC on any of the 
components in the kit, See A.8 above.

Reference ID: 4196192
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Firvanq that  CutisPharma, Inc.  submitted on July 28, 2017, and the Reference 
listed drugs (RLD). 

Table 2. Relevant Product Information for Firvanq and the Referenced Listed Drugs (Basis for Submission Statement)

Product 
Name

Firvanq
Vancomycin

Hydrochloride Powder 
for

Oral Solution Kit

Vancomycin Hydrochloride 
Capsule USP

Vancomycin 
Hydrochloride for

Injection USP

Vancomycin Hydrochloride for
Injection USP

Initial 
Approval 
Date

N/A NDA 050606

04/15/1986

ANDA 062911

08/04/1988

NDA 050671
(NDA 050671 is the RLD for 

ANDA 062911)

04/29/1993

Active 
Ingredient

Vancomycin Hydrochloride

Indication 
Treatment of: 

 C. difficile-associated diarrhea 
 Enterocolitis caused by Staphylococcus aureus 

(including methicillin-resistant strains) 

Vancomycin hydrochloride for injection is indicated for 
the treatment of serious or severe infections caused by 
susceptible strains of methicillin-resistant (β-lactam-
resistant) staphylococci.
Vancomycin hydrochloride for injection is effective in 
the treatment of:

 staphylococcal endocarditis.
 effective alone or in combination with an 

aminoglycoside for endocarditis caused by S. 
viridans or S. bovis. For endocarditis caused by 
enterococci (e.g., E. faecalis), vancomycin has 

Reference ID: 4196192
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Table 2. Relevant Product Information for Firvanq and the Referenced Listed Drugs (Basis for Submission Statement)

Product 
Name

Firvanq
Vancomycin

Hydrochloride Powder 
for

Oral Solution Kit

Vancomycin Hydrochloride 
Capsule USP

Vancomycin 
Hydrochloride for

Injection USP

Vancomycin Hydrochloride for
Injection USP

in 3 or 4 divided 
doses for 7 to 
10 days.

Pediatric patients:
The usual daily 
dosage is 40 mg/kg in 
3 or 4 divided doses 
for 7 to 10 days. The 
total daily dosage 
should not exceed 
2 g.

years of age): 40 mg/kg in 
3 or 4 divided doses for 7 
to 10 days. The total daily 
dosage should not exceed 
2 g. 

the age of 1 month. Each dose should be administered 
over 60 minutes. In premature infants, vancomycin 
clearance decreases as postconceptional age 
decreases. Therefore, longer dosing intervals may be 
necessary in premature infants. Close monitoring of 
serum concentrations of vancomycin is recommended 
in these patients.

How 
Supplied

Firvanq contains 
 vancomycin 

hydrochloride USP and 
pre-measured Grape-
Flavored Diluent to be
reconstituted by the 
pharmacist to result in a 
solution containing:

 25 mg/mL 
vancomycin  (150 
mL and 300 ml 

The 125 mg* capsules have 
an opaque blue cap and 
opaque brown body 
imprinted with “3125” on the 
cap and “VANCOCIN HCL 125 
MG” on the body in white ink. 

The 250 mg* capsules have 
an opaque blue cap and 
opaque lavender body 
imprinted with “3126” on the 
cap and “VANCOCIN HCL 250 

Vancomycin Hydrochloride 
for Injection, USP is 
supplied as a sterile 
powder in single-dose 
fliptop vials that contain 
the vancomycin equivalent 
of either 500 mg, 750 mg, 
or 1 g.

- Vancomycin Injection, 
USP in 5% Dextrose: 
500 mg/100 mL, 750 
mg/150 mL,  1 g/200 
mL in single dose 
GALAXY container.

- Vancomycin Injection, 
USP in 0.9% Sodium 
Chloride: 500 mg/100 
mL, 750 mg/150 mL,  
1 g/200 mL in single 

Reference ID: 4196192
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APPENDIX B. PREVIOUS DMEPA REVIEWS

On October 20, 2017, we searched DMEPA’s previous reviews using the terms, “vancomycin” 
and “compounding,” and identified a previous review of medication error reports associated 
with unapproved compounding kits, including those marketed by Cutis Pharma Inc.a  The review 
was requested by the Office of Compliance, Office of Unapproved Drugs and Labeling 
Compliance (OUDLC) because OUDLC was considering to issue a Federal Register (FR) notice 
regarding the regulatory status of compounding kits.  The review identified 24 reports in FAERS 
(as of January 1, 2017), all associated with Cutis Pharma Inc.’s compounding kits. Of the 24 
reports, 8 involved the vancomycin compounding kit.  The reported errors included: 

 Kit dispensed without compounding
 Diluent bottle dispensed (without the active ingredient)
 Wrong strength prepared or dispensed
 Product mixed incorrectly
 Wrong quantity dispensed
 Incorrect storage

Most of the cases reported the root cause or contributing factors for the error as label 
confusion, including inadequate differentiation between the diluent bottle and the bottle 
containing the active ingredient powder, look alike labels for different strengths, unclear 
instructions for reconstitution, and missing strength statement on the bottle intended to be 
dispensed to the patient.  To address the reported errors, we provided recommendation in 
sections 5.1 and 5.2.

a  Miller, Cathy,  Postmarket Medication Error Review for Medication errors associated with compounding kits, 
Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2017 APR 4.  RCM No.: 2017-46.
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APPENDIX D. ISMP NEWSLETTERS

D.1 Methods

On November 30, 2017, we searched the Institute for Safe Medication Practices (ISMP) 
newsletters using the criteria below, and then individually reviewed each newsletter.  We 
limited our analysis to newsletters that described medication errors or actions possibly 
associated with the label and labeling.  

ISMP Newsletters Search Strategy

ISMP Newsletter(s) Acute Care, Community, Nursing, ISMP Medication Safety Alert

Search Strategy and 
Terms Match Exact Word or Phrase: vancomycin oral solution

D.2 Results
Our search of ISMP newsletters resulted in three newsletter articles related to errors with 
vancomycin for oral solutionb,c,d. The first two articles, published in 2014 and 2015, provided 
ISMP’s recommendations to address medication error reports associated with the vancomycin 
compounding kits.  The ISMP recommendations included 1) better differentiation between the 
diluent and bottle containing the active ingredient powder, and 2) adding the final 
concentration per mL and total volume to the label for the bottle intended to be dispensed to 
the patient.  The last article, published in 2016, indicated that Cutis Pharma Inc.  had considered 
ISMP’s recommendations, and subsequently revised the labeling for their vancomycin 
compounding kits.

b Acute Care ISMP Medication Safety Alert Newsletter “FIRST Brand Oral Vancomycin Needs Improved Labeling” 
August 28, 2014; Vol 19, Issue 17, pp 2-3.  
c Acute Care ISMP Medication Safety Alert Newsletter “Diluent For Oral Vancomycin Administered in Error” 
October 22, 2015; Vol 20, Issue 21, pp 1-2.  
d Acute Care ISMP Medication Safety Alert Newsletter “Your Reports at Work-Label Improvement for CutisPharma 
Vancomycin Kit” April 21, 2016; Vol 21, Issue 8, pp 4.  
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APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS)
E.1 Methods
On November 30, 2017, we searched FAERS using the criteria in the table below and didn’t 
identify any additional cases associated with vancomycin compounding kits since our previous 
review in January 2017e.     

Criteria Used to Search FAERS

Initial FDA Receive Dates: January 01, 2017 to November 30, 2017

Product Name: FIRST VANCOMYCIN RX

Product Active Ingredient (PAI): N/A

Event: SMQ Medication errors  (Narrow)

Country (Derived): USA

e Miller, Cathy,  Postmarket Medication Error Review for Medication errors associated with compounding kits, 
Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2017 APR 4.  RCM No.: 2017-46.
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,f along with 
postmarket medication error data, we reviewed the following Firvanq labels and labeling 
submitted by RxM Therapeutics, LLC (A Wholly Owned Subsidiary of Cutis Pharma, Inc.) on July 
28, 2017.

 Container labels and Carton labeling: images available in eCTD Module 1.14.1.1, “Draft 
Carton and Container Labels.” (see Application 208910 - 1.14.1.1 Draft Carton and 
Container Labels – ) 

Prescribing Information: available in eCTD Module 1.14.1.2, “Annotated Draft Labeling 
Text”, and 1.14.1.3, “Draft Labeling Text”.

 

f Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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Division of Anti-Infective Products

REGULATORY PROJECT MANAGER LABELING REVIEW 

Application:  NDA 208910

Name of Drug: vancomycin hydrochloride powder for oral solution kit 

Applicant: RxM Therapeutics, LLC

Labeling Reviewed

Submission Date:  July 28, 2017
 
Receipt Date: July 28, 2017

Background and Summary Description:

The Applicant submitted a new drug application (NDA) for the treatment of Clostridium difficile 
associated diarrhea and enterocolitis caused by Staphylococcus aureus (including methicillin 
resistant strains). The product contains  vancomycin hydrochloride USP and pre-
measure Grape-Flavored Diluent to be reconstituted to result in a solution containing 25 or 50 
mg/mL of vancomycin.  It is a 505(b)(2) application relying on previous findings of safety and 
efficacy from the referenced listed drug Vancomycin Hydrochloride Capsules USP (NDA 
050606).

Review

This review is based on the applicant’s submitted Word format of the prescribing information 
(PI).  The applicant’s proposed PI was reviewed in accordance with the labeling format 
requirements listed in the Selected Requirements for Prescribing Information (SRPI) checklist.

Recommendations

SRPI format deficiencies were identified in the review of this PI. All SRPI format deficiencies of 
the PI were conveyed to RxM Therapeutics, LLC, in the 74-day Filing Review Issues letter sent 
October 10, 2017.  RxM Therapeutics, LLC was asked to correct these deficiencies and resubmit 
the PI in Word format by October 31, 2017.

Jane A. Dean, RN, MSN November 7, 2017
Regulatory Project Manager Date

Carmen DeBellas, RPh, PharmD November 7, 2017
Chief, Project Management Staff Date
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