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(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)?
                                                                                                                   YES       NO

RELIANCE ON LISTED DRUG(S)

Reliance on published literature which identifies a specific approved (listed) drug constitutes 
reliance on that listed drug.  Please answer questions #5-9 accordingly.

5) Regardless of whether the applicant has explicitly cited reliance on listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)?

If “NO,” proceed to question #10.

6) Name of listed drug(s) relied upon, and the NDA #(s).  Please indicate if the applicant 
explicitly identified the product as being relied upon (see note below): 

Name of Listed Drug NDA # Did applicant 
specify reliance on 
the product? (Y/N)

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 
certification/statement.  If you believe there is reliance on a listed product that has not been 

explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 
Immediate Office, Office of New Drugs.

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 
the same listed drug(s) as the original (b)(2) application?

                                                                                           N/A             YES       NO
If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 

application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

8) Were any of the listed drug(s) relied upon for this application:
a) Approved in a 505(b)(2) application?

                                                                                                                   YES       NO
If “YES”, please list which drug(s).

Name of drug(s) approved in a 505(b)(2) application:      

b) Approved by the DESI process?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).
Name of drug(s) approved via the DESI process:      

                                                                                                                   YES       NO
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c) Described in a final OTC drug monograph?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).

Name of drug(s) described in a final OTC drug monograph:      

d) Discontinued from marketing?
                                                                                                                   YES       NO

If “YES”, please list which drug(s) and answer question d) i. below.  
If “NO”, proceed to question #9.

Name of drug(s) discontinued from marketing:      

i) Were the products discontinued for reasons related to safety or effectiveness?
                                                                                                                   YES       NO

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.)

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”).
     

The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application.

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below. 

10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 
application that is already approved (via an NDA or ANDA)? 

(Pharmaceutical equivalents are drug products in identical dosage forms intended for the 
same route of administration that:  (1) contain identical amounts of the identical active drug 
ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of 
modified release dosage forms that require a reservoir or overage or such forms as prefilled 
syringes where residual volume may vary, that deliver identical amounts of the active drug 
ingredient over the identical dosing period; (2) do not necessarily contain the same inactive 
ingredients; and (3) meet the identical compendial or other applicable standard of identity, 
strength, quality, and purity, including potency and, where applicable, content uniformity, 
disintegration times, and/or dissolution rates. (21 CFR 320.1(c), FDA’s “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the Orange Book)). 

 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs.
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                                                                                                                   YES       NO

If “NO” to (a) proceed to question #11.
If “YES” to (a), answer (b) and (c) then proceed to question #12. 

 
(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval?

                                                                                                                   YES        NO
          

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12.
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs.

Pharmaceutical equivalent(s):      

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)?

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)    

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs.

                                                                                                                YES       NO
If “NO”, proceed to question #12.  

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval?
                                                                                                                         YES        NO

(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”             
If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12.
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If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs.

Pharmaceutical alternative(s):      

PATENT CERTIFICATION/STATEMENTS

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product.

Listed drug/Patent number(s):       

                                           No patents listed  proceed to question #14  

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product?

                                                                                                                     YES      NO
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant.

Listed drug/Patent number(s):  

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.)

No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product)

21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification)

21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification)

Patent number(s):       

21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification)

Patent number(s):       Expiry date(s):      

21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.  

Reference ID: 3874620



Page 7 
Version: January 2015

21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15.

21 CFR 314.50(i)(1)(ii):  No relevant patents.
  

21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement)

Patent number(s):       
Method(s) of Use/Code(s):

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement:

(a) Patent number(s):       
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]?
                                                                                       YES       NO

If “NO”, please contact the applicant and request the signed certification.

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt. 

                                                                                       YES       NO
If “NO”, please contact the applicant and request the documentation.

(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 
and patent owner(s) received notification):

Date(s):      

Note, the date(s) entered should be the date the notification occurred (i.e., delivery 
date(s)), not the date of the submission in which proof of notification was provided

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above? 

Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval.

YES NO Patent owner(s) consent(s) to an immediate effective date of 
approval
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  January 5, 2016 
  
To:  Frank Lutterodt 

Regulatory Project Manager 
Division of Medical Imaging Products (DMIP) 

 
From:   Adam George, Pharm.D. 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Through: Amy Toscano, Pharm.D., RAC, CPA 
  Team Leader 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: NDA 208036 E-Z-HD (barium sulfate) injection, for oral 

suspension 
 
   
In response to your consult dated April 16, 2015, we have reviewed the draft prescribing 
information (PI) for E-Z-HD (barium sulfate) injection, for oral suspension (E-Z-HD).  
OPDP has reviewed the substantially complete version of the PI titled “BaSO4 EZ-
HDlabeling – LDT recommendations – 12 22 15” sent via email from Frank Lutterodt to 
OPDP on December 30, 2015.  We had comments for sections 5.1, 5.6, 5.7, and 6 of the 
PI which are included directly on the attached copy of the labeling. 

 
OPDP appreciates the opportunity to provide comments on these materials.  If you have 
any questions or concerns, please contact Adam George at 301-796-7607 or 
adam.george@fda.hhs.gov. 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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is limited by specification to not more than %.  The applicant also measured and 
other heavy metals and these metals were undetectable  (i.e., present at less than 0.1 
ppm).

DISCUSSION
The DPMH labeling review will focus on edits to section 8.1 (Pregnancy), 8.3 (Nursing 
Mothers, now 8.2 [Lactation]) and 8.4 (Pediatric Use).   

Pregnancy and Lactation Labeling Rule (PLLR)
On December 4, 2014, the Food and Drug Administration (FDA) published the “Content 
and Format of Labeling for Human Prescription Drug and Biological Products; 
Requirements for Pregnancy and Lactation Labeling,” also known as the Pregnancy and 
Lactation Labeling Rule (PLLR). The PLLR requirements include a change to the 
structure and content of labeling for human prescription drug and biologic products with 
regard to pregnancy and lactation, and creates a new subsection for information with 
regard to females and males of reproductive potential. Specifically, the pregnancy 
categories (A, B, C, D and X) will be removed from all prescription drug and biological 
product labeling and a new format will be required for all products that are subject to the 
2006 Physicians Labeling Rule format to include information about the risks and benefits 
of using these products during pregnancy and lactation.

The PLLR became effective on June 30, 2015; however, all applications pending on June 
30, 2015,  may voluntarily convert labeling to the PLLR format.

Pregnancy
There are no adequate and well-controlled studies with barium sulfate use during 
pregnancy.  A search of published literature was performed and one article was found and 
is summarized below.  Likewise, animal reproduction studies were not performed. 
Additionally, data demonstrate that the drug is not systemically absorbed; therefore, the 
following statement as outlined in the PLLR guidance is recommended for use in 
labeling:

“(Name of drug) is not absorbed systemically following (route of administration), and  
maternal use is not expected to result in fetal exposure to the drug.”

According to Han et al., the Korean Motherisk Program (KMR) conducted a study 
evaluating a group of pregnant women inadvertently exposed to barium and ionizing 
radiation while undergoing diagnostic upper gastrointestinal tract (UGT) fluoroscopic 
examination at 3.3 + 1.5 (median: 3.3 weeks) gestation (2011) .  Forty-two women who 
were not aware they were pregnant during the diagnostic examination were included in 
the study.  Doses of barium were variable.  The control group consisted of 126 women.  
In the exposed group, there was 1 spontaneous abortion, 3 voluntary terminations, 2 
ongoing pregnancies and 4 lost to follow-up.  In the control group, there were 7 
spontaneous abortions, 6 voluntary terminations, 8 ongoing pregnancies and 11 lost to 
follow-up.  The final study results looked at 32 live-births (30 singletons, 1 twin birth) in 
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the exposed group and 94 live births (singletons) in the control group.  The authors 
concluded that barium appears to be safe during pregnancy.  

Reviewer comments:  
 DPMH believes that the study size is too small to make a drug-associated risk for 

teratogenicity and/or spontaneous abortions for the product.
 Per discussion with DMIP the heavy metal impurity levels contained in these 

products are not a concern given the one time use. 

Lactation
The Drugs and Lactation Database (LactMed)1 was searched for available lactation data 
with the use of barium sulfate, and no information was located. The LactMed database is 
a National Library of Medicine (NLM) database with information on drugs and lactation 
geared toward healthcare practitioners and nursing women.  The LactMed database 
provides any available information on maternal levels in breast milk, infant blood levels, 
any potential effects in the breastfed infants, if known, as well as alternative drugs that 
can be considered.  The database also includes the American Academy of Pediatrics 
category indicating the level of compatibility of the drug with breastfeeding.

There are no animal reproduction studies with regards to barium sulfate and lactation.  
Additionally, data demonstrate that the drug is not systemically absorbed by the mother; 
therefore, the recommended language for labeling is the following:

“(Name of drug) is not absorbed systemically by the mother following (route of 
administration), and breastfeeding is not expected to result in exposure of the child to 
(name of drug).”

Females and Males of Reproductive Potential
Infertility, contraception and pregnancy testing
There are no human or animal data available regarding the effects of barium sulfate on 
fertility.  There are no safety concerns requiring the use of contraception or pregnancy 
testing.  

Subsection 8.3 Females and Males of Reproductive Potential will be omitted from the 
barium sulfate label as there is no data to inform this subsection.

Pediatrics
The Pediatric Use subsection must describe what is known and unknown about use of the 
drug in the pediatric population, including limitations of use, and must highlight any 
differences in efficacy or safety in the pediatric population compared with the adult 
population.  For products granted pediatric indications, the pediatric information must be 
placed in the labeling as required by 21 CFR 201.57(c)(9)(iv). This regulation describes 
the appropriate use statements to include in labeling based on findings of safety and 
effectiveness in the pediatric use population.

1 United States National Library of Medicine. TOXNET Toxicology Data Network. Drugs and Lactation 
Database (LactMed). http://toxnet nlm nih.gov/cgi-bin/sis/htmlgen?LACT
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In response to the May 27, 2015, information request the applicant submitted a Type A 
meeting request in order to discuss the iPSP.  The following comments were sent to the 
applicant prior to the Type A meeting in response to their questions.

1.0 DISCUSSION

Question 1:
Bracco will continue pursuing NDA/sNDA submissions of barium sulfate products
according to the previously agreed schedule with FDA. Bracco will also complete a 
survey among current users and medical experts of barium sulfate products in pediatric 
patients to confirm how these products are used and to obtain information as required 
(age subgroups, methods of use, dosing, indication for use, special precautions) to 
finalize the iPSP and other product-specific pediatric assessment(s) as required for 
submission in the NDAs/sNDAs for these products. Therefore, Bracco proposes to file the 
iPSP for barium sulfate products at the time of the NDA submission for Varibar Pudding 
since Varibar products are currently anticipated to include labeling for pediatric use and 
Varibar NDA would be the next barium sulfate NDA filing to occur after completion of 
the above mentioned survey with medical experts. Filing of the iPSP at the time of 
Varibar Pudding NDA submission in 4Q2015 will also address the RFIs to Bracco dated 
27 May, 2015.

Does the FDA concur with the Bracco proposal?

FDA Response to  Question 1
Since it has been agreed upon that all relevant clinical information be submitted to 
the NDA for all barium products, we highly recommend that you submit 
results of the survey and your Pediatric Study Plan (PSP) to NDA 208036,  

by the NDA's PDUFA action goal date of October 11, 2015. This 
PDUFA date falls within 4th Quarter of 2015, your proposed timeline. Submitting 
your pediatric study plan to a different NDA would potentially trigger a separate 
use fee.

For the two barium NDAs that have been filed, you still need to submit pediatric 
plan as required under the Pediatric Research Equity Act (PREA) for each product. 
For E-Z-HD, we acknowledge that the use of the product is low in pediatric patients. 
Therefore, in your pediatric plan, you may request waivers for pediatric 
assessments based on the fact that studies would be impossible or highly 
impracticable. You must justify this reason for a request for waiver with any 
available information.

For the Readi-Cat NDA, we acknowledge that you have provided published 
literature and survey information to support the approval of the product for all 
pediatric age groups. Therefore, your pediatric plan should explain that you are 
pursuing a full pediatric assessment for the product (i.e., approval of the product for 
all pediatric age groups) and that you will not be requesting waivers or deferrals for 
pediatric assessments under PREA for this product. However, we remind you that 
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DPMH will provide labeling recommendations for subsection 8.4 Pediatric Use per 21 
CFR 201.57(c)(9)(iv) at a later date.  The Pregnancy and Lactation subsections of 
labeling were structured to be consistent with the PLLR.  

DPMH will continue to participate in labeling meetings until final action is taken.  
DPMH refers to the NDA action for final labeling.  

DPMH Labeling Recommendations 
The following labeling recommendations are for subsection 8.1 and 8.2 only.  Labeling 
recommendations for subsection 8.4 will be discussed at a later time.

READI-CAT 2 AND READI-CAT 2 SMOOTHIE LABELING 
RECOMMENDATIONS

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary
READI-CAT 2 and READI-CAT 2 Smoothie are not absorbed systemically following 
oral administration, and maternal use is not expected to result in fetal exposure to the 
drug.

8.2 Lactation
Risk Summary
READI-CAT 2 and READI-CAT 2 Smoothie are not absorbed systemically by the 
mother following oral administration, and breastfeeding is not expected to result in 
exposure of the infant to READI-CAT 2 and READI-CAT 2 Smoothie.

E-Z-HD LABELING RECOMMENDATIONS

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy 
Risk Summary
E-Z-HD is not absorbed systemically following oral administration, and maternal use is 
not expected to result in fetal exposure to the drug.

8.2 Lactation
Risk Summary
E-Z-HD is not absorbed systemically by the mother following oral administration, and 
breastfeeding is not expected to result in exposure of the infant to E-Z-HD.
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LABEL AND LABELING OR HUMAN FACTORS PROTOCOL/RESULTS 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: July 6th, 2015

Requesting Office or Division: Division of Imaging Products

Application Type and Number: NDA 208143

Product Name and Strength: Readi-Cat 2 and Readi-Cat 2 Smoothies (Barium Sulfate) 2% 
(w/v)

Product Type: Multi- Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Bracco Diagnostics

Submission Date: January 8th, 2015

OSE RCM #: 2015-116

DMEPA Primary Reviewer: Leeza Rahimi, Pharm.D.

DMEPA Team Leader: Yelena Maslov, Pharm.D.
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Additionally, DMEPA reviewed the proposed labels and labeling to determine whether there 

are any significant concerns in terms of safety related to preventable medication errors. 

Furthermore, we have communicated with the clinical team regarding the labeling concerns we 

had with the product related to the usage of percentages versus concentration in milligrams, 

the presence of the GI image on the display panel, and providing measuring markings on the 

label. Please refer to Appendix D for that discussion. 

Due to post-marketing experience and analysis of labels and labeling, we recommend the carton 

and container labeling can be improved to enhance readability of important information and avoid 

any potential medication errors. Thus, DMEPA will provide its standard recommendations in section 

4. 

4 CONCLUSION & RECOMMENDATIONS

DMEPA concludes that the proposed labels and labeling can be improved to increase the 

readability and prominence of important information and promote the safe use of the product 

and mitigate any confusion. 

4.1 RECOMMENDATIONS FOR THE DIVISION

A. Full Prescribing Information: 

1. Remove the trailing zero from 2.0 % (w/v) in all the sections to avoid a ten-fold 

misinterpretation per ISMP List of Error-Prone Abbreviations, Symbols, and Dose 

Designation that lists dosing designations of trailing zeros as dangerous1.

2. Section 16 How Supplied/Sotrage And Handling: Add “Orange” next to Readi-Cat 2 to 

indicate it has flavor. 

                                                     
1 https://www.ismp.org/tools/errorproneabbreviations.pdf [Accessed last on March 18, 2015].
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4.2 RECOMMENDATIONS FOR THE BRACCO DIAGNOSTICS

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

A. Carton and Container Label for Readi-Cat 2 and Readi-Cat 2 Smoothies:

1. Remove the trailing zero from (2.0 % w/v) per per FDA guidance on Container and 

Carton, April 2013 (lines 469-472)2. Additionally, ISMP List of Error-Prone Abbreviations, 

Symbols, and Dose Designation lists dosing designations of trailing zeros as dangerous1.

B. Container Labels for Readi-Cat 2 Smoothies (Creamy Vanilla, Berry, Banana, Mochaccino): 

1. Consider reducing the images that represent the flavors such as banana, berry, and 

etc. to make other important information such as the established name and route of 

administration more prominent. Per Draft Guidance: Container and Carton, April 2013 

(line 219-222).

                                                     
2 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
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Wrong Drug Dispensed (n=1)

 One case (n=1) reported that wrong product dispensed, patient received E-Z-HD (Barium 
Sulfate) Powder for Suspension 98% (w/w) instead of Readi-Cat Smoothie (Barium 
Sulfate) oral suspension 2% w/v. It was reported that a male in-patient (already being 
hospitalized) was scheduled to have a CT with Readi-Cat 2 Berry Smoothie on  

. Instead, the floor was supplied with the wrong barium product and the 
patient was given E-Z-HD Barium Sulfate for Suspension (98% w/w). The patient drank  
one bottle of the E-Z-HD at midnight on  and another bottle at 6am the 
morning of exam on . The exam was never completed. The facility 
became aware and administered enema and Go-Lytely and patient was able to 
eliminate the barium sulfate and did not need surgery. 

We excluded 14 cases because they described non-specific barium sulfate products.

C.3 List of FAERS Case Numbers

Below is a list of the FAERS case number and manufacturer control numbers for the cases 
relevant for this review.

Identified FAERS Case Numbers and Corresponding Manufacturer Control Numbers Summarized 
in Review 

FAERS CASE NUMBER FAERS CASE VERSION MANUFACTURER 
CONTROL NUMBER

DATE

3570318 1 2432460-2000-00035 11/21/2000

7306307 2 US-BRACCO-004121 3/5/2010

6216978 1 2411512-2006-00004 12/29/2006

C.4 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/AdverseD
rugEffects/default.htm.
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APPENDIX D. Communication between DMEPA and DMIP in regards to labeling.  

From: Rahimi, Leeza 
Sent: Friday, May 08, 2015 12:08 PM
To: Orzach, Harris; Fejka, Richard
Cc: Todd, Nushin F
Subject: EZ-HD and Readi-Cat 2 NDA 208036 and NDA 208143
Hello Dr. Orzach,
I am DMEPA’s safety evaluator for the barium sulfate products. We had some 
questions concerning labeling, and we would appreciate any feedback on the 
following items:

1. Do you ever rely on the percentages (i.e.98% for EZ-HD and 2% for Readi-Cat) or do 

you think concentration of mg/ml or weight expressed in mg would be better? 

2. The pictures of GI system on the bottles; are they helpful for identifying the area of 

use? We want to get your opinion if they really accurately represent the areas which 

product is supposed to be used in. 

3. Lastly, do you find it helpful if the bottles have markings for measurements? Since the 

dosing is between 65mL-135 mL for E-Z-HD and 450-900mL for Readi-Cat 2, how are 

the doses measured? In the pharmacy it is dispensed as the entire bottle, but we 

wanted to get your input if it would be easier to have some type of markings to 

facilitate administration? 

Thank you in advance. 
Sincerely, 
Leeza 

From: Orzach, Harris 
Sent: Tuesday, May 12, 2015 2:27 PM
To: Rahimi, Leeza
Subject: RE: EZ-HD and Readi-Cat 2 NDA 208036 and NDA 208143

Hi Leeza,
Sorry about the delay. In answer to your questions:

1. We customarily rely on percentages. E-Z-HD comes as powder- 98%w/w, in a  

container. It is reconstituted by adding  water, yielding 135 ml barium 
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sulfate suspension, %w/v. Ready-CAT2 comes as a premade suspension, 2.0% w/v, 

450 ml per container.

2. At this time, I only have access to the E-Z-HD label. It highlights the esophagus, 

stomach and duodenum, which are the appropriate areas of usage.

3. To reconstitute the E-Z-HD, one adds water to the barium sulfate powder in the 

bottle. Having a marking on the container might simplify this, but is not absolutely 

necessary. The Ready-CAT2 comes as a liquid barium sulfate suspension, 450 

ml/container, ready to use.

I hope this satisfactorily answers your questions. Please let me know if more 
information is needed. Thank you.
                                                                                    Harris

From: Rahimi, Leeza 
Sent: Tuesday, May 12, 2015 4:32 PM
To: Orzach, Harris
Subject: RE: EZ-HD and Readi-Cat 2 NDA 208036 and NDA 208143
Hi Harris, 
Thank you so much for the response. We will take the answers into consideration 
when addressing the labeling recommendations. 
Just to clarify question number 3, per your knowledge and experience do you know 
how does a healthcare provider measure the exact amount of E-Z-HD after 
reconstitution? Since not all the patients will receive the entire bottle (135mL), is it 
measured in a separate measuring device and then given to the patient? 
Thank you. 

Leeza 

Leeza,
     We encourage full size adults to drink the entire 135 ml, if they can. But it is not an 
exact science. We watch the stomach fluoroscopically, and if it is 1/3 to ½ full, that is 
enough for a good double contrast study. If the stomach empties more rapidly, they 
may have to drink more of the 135 ml. Sometimes they will drink what we initially 
believe is sufficient, but we may have to give more later in the study, to get the views 
we need, or demonstrate the pathology that we see.

Every UGI ends with single contrast esophagram using liquid E-Z Paque 
(60%w/v)(usually 1/3 to ½ bottle,) and some patients will drink an additional bottle of
E-Z-Paque, if they require a small bowel follow-through. This additional barium can 
also be used to further evaluate the stomach, if necessary.
I hope this answers your questions. Thank you.

                           Harris
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Clinical Pharmacology Reviewer: Christy John Y

TL: Gene Williams Y

Biostatistics Reviewer: Satish Misra Y

TL: Jyoti Zalkikar N

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Ronald Honchel Yes

TL: Adebayo Laniyonu

Statistics (carcinogenicity) Reviewer: N/A N

TL:

Immunogenicity (assay/assay validation) 
(for protein/peptide products only)

Reviewer: N/A

TL:

Product Quality (CMC) Reviewer: Anne-Marie Russell
Matin Haber

Y

TL: Eldon Leutzinger Y

Biopharmaceutics Reviewer N/A

TL:

Quality Microbiology Reviewer: Jessica Cole Y

TL: Bryan Riley N

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name, 
carton/container labels))

Reviewer:

TL:

OSE/DRISK (REMS) Reviewer: N/A

TL:

OC/OSI/DSC/PMSB (REMS) Reviewer:
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 Clinical study site(s) inspections(s) needed?
  

If no, explain: 

  YES
  NO

 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known:  

  NO
  To be determined

Reason: 

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS   Not Applicable
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Comments: 

FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (protein/peptide products only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

 Is the product an NME? YES
  NO

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology

 Was the Microbiology Team consulted for validation 
of sterilization? 

Comments: 

  Not Applicable

YES
  NO
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Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V) 
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days?

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO
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 notify sponsor in writing by day 60 (see CST for choices)
 notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for applications in the Program)
Other

Annual review of template by OND ADRAs completed:  September  2014
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