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DEPARTMENT OF HEALTH & HUMAN SERVICES


 Food and Drug Administration
 Silver Spring, MD 20993 

ANDA 202511 
ANDA APPROVAL 

Lupin Inc. 
400 Campus Drive 
Somerset, NJ 08873 
Attention: Scott Talbot 

Vice President, Quality Assurance and Regulatory Affairs 

Dear Sir: 

This is in reference to your abbreviated new drug application (ANDA) submitted pursuant to 
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Sodium Sulfate, 
Potassium Sulfate, and Magnesium Sulfate Oral Solution, 
17.5 g/3.13 g/1.6 g per 6 ounces. 

Reference is made to our tentative approval letter issued on May 29, 2015, and to your 
amendments dated November 9, 2016; and January 13, 2017. 

We have completed the review of this ANDA and have concluded that adequate information has 
been presented to demonstrate that the drug is safe and effective for use as recommended in the 
submitted labeling. Accordingly the ANDA is approved, effective on the date of this letter. 
The Office of Bioequivalence has determined your Sodium Sulfate, Potassium Sulfate, and 
Magnesium Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g per 6 ounces to be bioequivalent and, 
therefore, therapeutically equivalent to the reference listed drug (RLD), Suprep Bowel Prep Kit 
of Braintree Laboratories (Braintree). 

The RLD upon which you have based your ANDA, Braintree’s Suprep Bowel Prep Kit, is 
subject to a period of patent protection.  As noted in the agency’s publication titled Approved 
Drug Products with Therapeutic Equivalence Evaluations (the “Orange Book”), U.S. Patent No. 
6,946,149 (the ‘149 patent), is scheduled to expire on March 7, 2023. 

Your ANDA contains a paragraph IV certification to the ‘149 patent under section 
505(j)(2)(A)(vii)(IV) of the FD&C Act stating that the patent is invalid, unenforceable, or will 
not be infringed by your manufacture, use, or sale of Sodium Sulfate, Potassium Sulfate, and 
Magnesium Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g per 6 ounces, under this ANDA.  You 
have notified the agency that Lupin Inc. (Lupin) complied with the requirements of section 
505(j)(2)(B) of the FD&C Act, and that litigation was initiated against Lupin for infringement of 
the ‘149 within the statutory 45-day period in the United States District Court for the District of 
New Jersey [Braintree Laboratories Inc., v. Lupin Atlantis Holdings SA, Civil Action No. 3:11-
cv-01341PGS-LHG]. You have also notified the Agency that on September 19, 2016, a Final 
Consent Judgment and Order was entered by the Court.  



  

 

With respect to 180-day generic drug exclusivity, we note that Lupin was the first ANDA 
applicant to submit a substantially complete ANDA with a paragraph IV certification. 
Therefore, with this approval, Lupin is eligible for 180 days of generic drug exclusivity for 
Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g 
per 6 ounces. This exclusivity, which is provided for under section 505(j)(5)(B)(iv) of the 
FD&C Act, will begin to run from the date of the commercial marketing identified in section 
505(j)(5)(B)(iv). The agency notes that Lupin failed to obtain tentative approval of this ANDA 
within 401 months after the date on which the ANDA was filed.  See section 505(j)(5)(D)(i)(IV) 
of the FD&C Act (forfeiture of exclusivity for failure to obtain tentative approval).  
Nevertheless, the agency has determined that the failure to obtain tentative approval within the 
40-month period was caused by a change in or a review of the requirements for approval of the 
application imposed after the date on which the application was filed. Please submit 
correspondence to this ANDA informing the agency of the date of commercial marketing. 

Under section 506A of the FD&C Act, certain changes in the conditions described in this ANDA 
require an approved supplemental application before the change may be made. 

Please note that if FDA requires a Risk Evaluation & Mitigation Strategy (REMS) for a listed 
drug, an ANDA citing that listed drug also will be required to have a REMS.  See section 505-
1(i) of the FD&C Act. 

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and 
314.98. The Office of Generic Drugs should be advised of any change in the marketing status of 
this drug. 

Promotional materials may be submitted to FDA for comment prior to publication or 
dissemination. Please note that these submissions are voluntary. If you desire comments on 
proposed launch promotional materials with respect to compliance with applicable regulatory 
requirements, we recommend you submit, in draft or mock-up form, two copies of both the 
promotional materials and package insert(s) directly to: 

Food and Drug Administration 
Center for Drug Evaluation and Research 

1 For applications submitted between January 9, 2010, and July 9, 2012, containing a paragraph IV certification (or 
amended to first contain a paragraph IV certification during that period of time), and approved or tentatively 
approved during the period of time beginning on July 9, 2012, and ending on September 30, 2015, section 1133(a) 
of FDASIA extended this period to 40 months. For applications submitted between January 9, 2010, and July 9, 
2012 (or amended to first contain a paragraph IV certification during that period of time), and approved or 
tentatively approved during the period of time beginning on October 1, 2015, and ending on September 30, 2016, 
section 1133(a) of FDASIA extended this period to 36 months. In addition, if an application was submitted between 
January 9, 2010, and July 9, 2012 containing a paragraph IV certification (or amended to first contain a paragraph 
IV certification during that period of time), and FDA had not approved or tentatively approved the application but 
must consider whether the applicant had forfeited exclusivity because a potentially blocked application is ready for 
approval, FDA applied the 36-month period if it made the forfeiture determination between the period of time 
beginning on October 1, 2015, and ending on September 30, 2016.  For all other applications, the 30-month period 
set forth in section 505(j)(5)(D)(i)(IV) of the FD&C Act applies. This ANDA was submitted November 8, 2011, 
and tentatively approved on May 29, 2015.  



 

 

 
 

 

 

Office of Prescription Drug Promotion 
5901-B Ammendale Road 
Beltsville, MD 20705 

We call your attention to 21 CFR 314.81(b)(3) which requires that all promotional materials be 
submitted to the Office of Prescription Drug Promotion with a completed Form FDA 2253 at the 
time of their initial use. 

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee.  Self-identification must occur 
by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts.  All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not 
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. 
This means that it will be a violation of federal law to ship these products in interstate commerce 
or to import them into the United States.  Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products.  Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United 
States. 

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 
identical in content to the approved labeling (including the package insert, and any patient 
package insert and/or Medication Guide that may be required).  Information on submitting SPL 
files using eLIST may be found in the guidance for industry titled “SPL Standard for Content of 
Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. The SPL will be accessible via publicly available labeling repositories. 

Sincerely yours, 

Carol A. Holquist, RPh 
Acting Deputy Director 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



Digitally signed by Carol HolquistCarol Date: 2/23/2017 02:21:35PM 

GUID: 508da712000293e0f6d8acfd3c5e67feHolquist 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

                          
             Food and Drug Administration
             Silver Spring, MD  20993

ANDA 202511
TENTATIVE APPROVAL

Novel Laboratories, Inc.
400 Campus Drive
Somerset, NJ 08873
Attention: Scott Talbot

Vice President, Quality Assurance and Regulatory Affairs

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) dated November 8, 2010,
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g
per 6 ounces. 

We have completed the review of this ANDA, and based upon the information you have 
presented to date we have concluded that the drug is safe and effective for use as recommended 
in the submitted labeling. However, we are unable to grant final approval to your ANDA at this 
time because of the patent issue noted below. Therefore, the ANDA is tentatively approved.
This determination is based upon information available to the agency at this time (i.e., 
information in your ANDA and the status of current good manufacturing practice (cGMP) at the 
facilities used in the manufacturing and testing of the drug product) and is therefore subject to 
change on the basis of new information that may come to our attention. This letter does not 
address issues related to the 180-day exclusivity provisions under section 505(j)(5)(B)(iv) of the 
Act.

The reference listed drug (RLD) upon which you have based your ANDA, Suprep Bowel Prep 
Kit, of Braintree Laboratories (Braintree), is subject to a period of patent protection. As noted in 
the agency's publication titled Approved Drug Products with Therapeutic Equivalence 
Evaluations (the “Orange Book”), U.S. Patent No. 6,946,149 (the '149 patent), is scheduled to 
expire on March 7, 2023.

Your ANDA contains a paragraph IV certification under section 505(j)(2)(A)(vii)(IV) of the Act 
stating that the ‘149 patent is invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral 
Solution, (17.5 g/3.13 g/1.6 g) per 6 ounces, under this ANDA. You notified the Agency that 
Novel Laboratories, Inc. (Novel) complied with the requirements of section 505(j)(2)(B) of the 
Act, and that litigation for infringement of the '149 patent was initiated against Novel within the
statutory 45-day period in the United States District Court for the District of New Jersey
[Braintree Laboratories, Inc. v. Novel Laboratories, Inc., Civil Action No. 3:11-cv-01341-PGS-
LHG]. You also have notified the Agency that (a) the district court granted summary judgment 
in Braintree’s favor and (b) that Novel appealed this decision and the United States Court of 
Appeals for the Federal Circuit remanded the case to the district court for further proceedings.  



The district court’s order of June 19, 2013, states that the effective date of any approval of this 
ANDA by the Agency shall be a date which is not earlier than the expiration date of the ‘149
patent, including any extension of the term of that patent or any exclusivity to which Braintree is 
or becomes entitled.  In light of this order the agency may not approve your ANDA at this time.

Please note that if FDA requires a Risk Evaluation & Mitigation Strategy (REMS) for a listed 
drug, an ANDA citing that listed drug also will be required to have a REMS. See section 505-
1(i) of the Act.

To reactivate your ANDA prior to final approval, please submit a “MINOR AMENDMENT –
FINAL APPROVAL REQUESTED” 90 days prior to the date you believe that your ANDA will 
be eligible for final approval. This amendment should provide the legal/regulatory basis for your 
request for final approval and should include a copy of a court decision, or a settlement or 
licensing agreement, as appropriate. It should also identify changes, if any, in the conditions 
under which the ANDA was tentatively approved, i.e., updated information such as final-printed 
labeling, chemistry, manufacturing, and controls data as appropriate. This amendment should be 
submitted even if none of these changes were made, and it should be designated clearly in your 
cover letter as a MINOR AMENDMENT – FINAL APPROVAL REQUESTED.

In addition to the amendment requested above, the agency may request at any time prior to the 
date of final approval that you submit an additional amendment containing the requested 
information. Failure to submit either or, if requested, both amendments may result in rescission 
of the tentative approval status of your ANDA, or may result in a delay in the issuance of the 
final approval letter.

Any significant changes in the conditions outlined in this ANDA as well as changes in the status 
of the manufacturing and testing facilities' cGMPs are subject to agency review before final 
approval of the ANDA will be made. Such changes should be categorized as representing either 
“major” or “minor” changes, and they will be reviewed according to OGD policy in effect at the 
time of receipt. The submission of multiple amendments prior to final approval may also result in 
a delay in the issuance of the final approval letter.

This drug product may not be marketed without final agency approval under section 505 of the 
Act.  The introduction or delivery for introduction into interstate commerce of this drug product 
before the final approval date is prohibited under section 301 of the Act.  Also, until the agency 
issues the final approval letter, this drug product will not be deemed to be approved for 
marketing under section 505 of the Act, and will not be listed in the “Orange Book.” 

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee. Self-identification must occur 
by June 1 of each year for the next fiscal year. Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts. All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not 
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. 



This means that it will be a violation of federal law to ship these products in interstate commerce 
or to import them into the United States. Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products. Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations 
listed in generic drug submissions comply with the self-identification requirement. The failure of 
any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees 
when due may raise significant concerns about that site or organization and is a factor that may 
increase the likelihood of a site inspection prior to approval. FDA does not expect to give 
priority to completion of inspections that are required simply because facilities, sites, or 
organizations fail to comply with the law requiring self-identification or fee payment.

Additionally, we note that the failure of any facility referenced in the application to self-identify 
and pay applicable fees means that FDA will not consider the GDUFA application review goal 
dates to apply to that application.

For further information on the status of this ANDA, or prior to submitting additional 
amendments, please contact Nicole Carr, Regulatory Project Manager, at (240) 402-4741.

Sincerely yours,

Carol A. Holquist, RPh 
Acting Deputy Director
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research

Carol A. Holquist -S
Digitally signed by Carol A. Holquist -S 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 
ou=People, 0.9.2342.19200300.100.1.1=1300052464, 
cn=Carol A. Holquist -S 
Date: 2015.05.29 14:06:28 -04'00'
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( ~ DEPARTMENTOFHEALTHANDHUMANSERVICES 
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Food and Drug Administration 
Silver Spring MD 20993 

ANDA202511 
COMPLETE RESPONSE 

Novel Laboratories 
Attention: Scott Talbot 

Vice President, Quality Assurance and Regulato1y Affairs 
400 Campus Drive 
Somerset, NJ 08873 

Dear Sir: 

Please refer to your Abbreviated New Drng Application (ANDA) dated November 8, 2010, 
received November 8, 2010, submitted under section 505(j) of the Federal Food, Drng, and 
Cosmetic Act for Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral 
Solution, (17 .5 g/3 .13 g/1.6 g) per 6 ounces. 

We acknowledge receipt of your amendment dated July 25, 2011. 

We have completed our review of this ANDA, as amended, and have detennined that we cannot 
approve this ANDA in its present fo1m. We have described our reasons for this action below 
and, where possible, our recommendations to address these issues. 

PRODUCT QUALITY 

Drng Product: Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution 

The deficiencies presented below represent MINOR deficiencies. 

A. Deficiencies: 

1. Please provide compatibility of your proposed container closure system for the drng product 
with suppo1iing leachables and extractables data .. Such data is not able to be located in the 
cmTent submission. 

2. The drng product is diluted to 16 ounces using tap water before consumption by the user in a 
<bH

4
> container. However, the developmental repo1i does not indicate any evaluation of 

the (b><4 l container to establish its suitability of use with the drng product. Please 
comment. 

3. 

Reference ID: 3463059 

(b)l4) 



ANDA 202511
Page 2

4.

5.

6.

7.

8.

B.   In addition to responding to the deficiencies presented above, please note and 
acknowledge the following comments in your response:

1. For future applications, it is critical that the answers to all QbR questions to be provided with 
supported data and other pertinent scientific information.

2. The Pharmaceutical Development Report is lacking studies that have been indicated in the 
Quality Overall Summary,  

 For the reviewers to determine that a due process has been followed in development 
of the drug product, it is critical that all the pertinent developmental studies are reported 
methodically. Please ensue the studies performed in support of the development of the drug 
product are outlined in a progressive manner and presented in the submission accurately.

3. Please acknowledge that method verification studies for all compendia test methods 
following USP <1226> is recommended.

4. .
5.

6.

7.

BIOEQUIVALENCE

The bioequivalence comments provided in this communication are comprehensive as of 
issuance. However, these comments are subject to revision if additional concerns raised by 

Reference ID: 3463059

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



ANDA 202511 
Page3 

chemistry, manufacturing and contr·ols, microbiology, labeling, other scientific or regulato1y 
issues or inspectional results arise in the future. Please be advised that these concerns may result 
in the need for additional bioequivalence infonnation and/or studies, or may result in a 
conclusion that the proposed fonnulation is not approvable. 

The Division of Bioequivalence I (DBI) has completed its review and the following 
deficiency has been identified: 

Per the labeling of the reference listed dmg product, Suprep® Bowel Prep Kit, the dose 
for colon cleansing requires administr·ation of two bottles of the kit. <bf<4J 

(6) (4f 

(b:f. Based on infonnation available to the .. 
Agency, the maximum daily intake of sodium benzoate for your product <b><

4
> 

those found in approved products. As a result, please justify the maximum daily intake of 
sodium benzoate with respect to the safety of your test product. Please provide evidence 
and documentation as necessaty to suppo1i your justification. 

LABELING 

1. GENERAL COMMENTS: 
a. You state that your catton contains "one (bH

4
l mixing container"; however, you did 

not submit infonnation about the (bH
4
l mixing container in the Section 3.2.P.7 

Container Closure System. Please submit pe1tinent infonnation about this <b> <
4
> mixing 

container to chemistry . Note that the container should have the 16-ounce lme mat·ked 
on the container. 

b. Before fmal approval of this dmg product, you should submit the ''patient booklet" 
stated on the cation for review. 

2. CONTAINER: 

Revise to read "17.5 g/3.13 g/1.6 g per 6 ounces" [add a space between "17.5" and "g"]. 

3. CARTON: 
a. Side panel, Step 1, the six-ounce bottle depicted is <bH

4l_ Please verify 
that your six-ounce bottle is <b>l4> --------

b. Side Panel, Step 2, the red "Fill Line" could not be read. Please revise. 
c. Please submit a depiction of the cation with all panels attached. 
d. Please refer to CONTAINER comment. 

4. PATIENT INSTRUCTIONS 
Please submit patient instructions. 

5. MEDICATION GUIDE 
Acceptable in draft. 

6.REMS 

Reference ID: 3463059 
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Timetable for Submission of Assessments: revise to state “Not applicable”.

7. INSERT
a. Please submit the HIGHLIGHTS and FULL PRESCRIBING INFORMATION:
    CONTENTS* sections.
b. .
c. Second footnote of Table 2, revise to read “... (≤ 21 mEq/L) and high anion gap (≥ 13
    mEq/L)...”
d. 11 DESCRIPTION

.

Submit final printed labeling electronically according to the guidance for industry titled 
Providing Regulatory Submissions in Electronic Format – ANDA.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for 
the reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe 
to the daily or weekly updates of new documents posted on the CDER web site at the following 
address – http://service.govdelivery.com/service/subscribe.html?code=USFDA_17

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and 
explained.

FACILITY INSPECTIONS

We have not yet completed inspection(s)/compliance evaluation of your manufacturing 
facility(s) named or referenced in this ANDA.  We must perform a complete evaluation of the 
information associated with the inspection before determining that the site(s) are satisfactory and 
this ANDA may be approved.   

OTHER 

A partial response to this letter will not be processed as a resubmission and will not start a new 
review cycle.   

Prominently identify the submission with the following wording in bold capital letters at the top 
of the first page of the submission: 

RESUBMISSION
COMPLETE RESPONSE AMENDMENT
CHEMISTRY/BIOEQUIVALENCE /LABELING

Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your 
lack of response a request to withdraw the ANDA under 21 CFR 314.65.  You may also request

Reference ID: 3463059

(b) (4)

(b) (4)



ANDA 202511
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an extension of time in which to resubmit the ANDA.  A resubmission response must fully 
address all the deficiencies listed.  

The drug product may not be legally marketed until you have been notified in writing that this 
ANDA is approved.

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee.  Self-identification must occur 
by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts. All finished dosage 
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not 
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. 
This means that it will be a violation of federal law to ship these products in interstate commerce 
or to import them into the United States.  Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products.  Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United 
States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations 
listed in generic drug submissions comply with the self-identification requirement. The failure of 
any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees 
when due may raise significant concerns about that site or organization and is a factor that may 
increase the likelihood of a site inspection prior to approval.  FDA does not expect to give 
priority to completion of inspections that are required simply because facilities, sites, or 
organizations fail to comply with the law requiring self identification or fee payment.

Additionally, we note that the failure of any facility referenced in the application to self-identify 
and pay applicable fees means that FDA will not consider the GDUFA application review goal 
dates to apply to that application.

If you have any questions, call Chinyelum Olele, Regulatory Project Manager, at (240) 276-
9778.

Sincerely yours,

{See appended electronic signature page}

Kathleen Uhl, M.D.
Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research

Reference ID: 3463059



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ROBERT L WEST
03/04/2014
Deputy Director, Office of Generic Drugs, for
Kathleen Uhl, M.D.

Reference ID: 3463059
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Novel Sulfate Salts Booklet Flat: 16.5 x 24 Fold: 5.5 x 6 Front 

Instructions for Use 

On the day before your procedure 

• You may have a light breakfast or have clear liquids ONLY: please 
have nothing for dinner 

• DO NOT drink milk 
• DO NOT eat or drink anything colored red or purple 
• DO NOT drink alcoholic beverages 

Any of the following clear liquids are OK 

• Water 
• Strained fruit juices (without pulp) including apple, orange, white 

grape, or white cranberry 
• Limeade or lemonade 
• Coffee or teal (DO NOT use any dairy or non-dairy creamer) 
• Chicken broth 
• Gelatin desserts without added fruit or topping 

(NO RED OR PURPLE) 

(i) 

Your doctor has recommended split-dose Sodium Sulfate, 
Potassium Sullate and Magnesium Sullate Oral Solution 

Split-Dose (2-Day) Regimen 
(Both 6-ounce bottles are required for a complete prep.) 

• On the evening before procedure (or when your doctor tells you to begin) complete 
steps 1 through 4 using one (1) 6-ounce bottle before going to bed 

• On the morning of your procedure, repeat steps 1 through 4 using the other 6-ounce 
bottle 

Note: You must finish drinking the final glass of water at least 2 hours before your 
procedure or as directed by physician. 

Note: Dilute the solution concentrate as directed prior to use. 

Pour ONE (1) 6ounce bo ttle Add coo l drinking water 
of Sodium Sultate,Potass ium to the 15-ounce line on 
Sulfate and Magnes ium the container and mix. 
Sulfate Oral Solution liquid 
into the mixing container. 

0 

Medication Guide 

Drink ALL the liquid 
in the container. 

You must drink two 
(2) more 16-ounce 
conta iners of water 
over the next 1 hour. 

Sodium Sullate (soe' dee um sul' late) , Potassium Sulfate (poe las' ee um sul' fate ) and 
Magnesium Sulfate (mag nee' zee um sul' late) Oral Solution 

Read this Medication Guide before you start taking Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate oral solution . This information does not take the place of talking with your 
healthcare provider about your medical condition or your treatment. 

What is the most important information I should know aboul Sodium Sulfate , Potassium 
Sullate and Magnesium Sulfate Oral Solution? 

Sodium Sullate , Potassium Sulfate and Magnesium Sulfate Oral Solution and other osmotic 
bowel preparations can cause serious side eflects , including: 

Serious loss ol body lluid (dehydration) and changes in blood salts (electrolytes) in your blood. 

These changes can cause: 
• abnormal heartbeats that can cause death 
• seizures. This can happen even if you have never had a seizure. 
• kidney problems 

Your chance of having fluid loss and changes in body salts with Sodium Sulfate , Potassium 
Sullate and Magnesium Sulfate Oral Solution is higher ii you: 

• have heart problems 
• have kidney problems 
• take water pills or non-steroidal anti-inflammatory drugs (NSAIDS) 

Tell your healthcare provider right away ii you have any ol these symptoms ol a loss of too 
much body fluid (dehydration) while taking Sodium Sulfate , Potassium Sullate and Magnesium 
Sullate Oral Solulion: 

• vomiting that prevents you from keeping down the additional prescribed amount of water 
listed in the Instructions for Use in the Patient Instructions tor Use Booklet 

• dizziness 
• urinating less often than normal 
• headache 

0 

See Section " What are the possible side eflects ol Sodium Sullate , Potassium Sulfate and 
Magnesium Sulfate Oral Solution? " !or more information about side effects. 
What is Sodium Sullate , Potassium Sullate and Magnesium Sulfate Oral Solution? 

Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution is a prescription 
medicine used by adults to clean the colon before a colonoscopy. Sodium Sulfate, Potassium 
Sulfate and Magnesium Sulfate Oral Solution cleans your colon by causing you to have diarrhea. 
Cleaning your colon helps your healthcare provider see the inside of your colon more clearly 
during your colonoscopy. 

II is not known if Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution is sate 
and effective in children . 
Who should not take Sodium Sulfate , Potassium Sullate and Magnesium Sulfate Oral 
Solution? 
Do not take Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution it your 
healthcare provider has told you that you have: 

• a blockage in your bowel (obstruction) 
• an opening in the wall of your stomach or intestine (bowel perforation) 
• problems with food and fluid emptying from your stomach (gastric retention) 
• a very dilated intestine (bowel) 
• an allergy to any of the ingredients in Sodium Sulfate, Potassium Sulfate and Magnesium 

Sulfate Oral Solution. See the end of this leaflet tor a complete list of ingredients in Sodium 
Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution. 

What should I tell my healthcare provider before taking Sodium Sullate, Potassium Sullate 
and Magnesium Sulfate Oral Solution? 

Before you take Sodium Sullate , Potassium Sulfate and Magnesium Sulfate Oral Solution , tell 
your healthcare provider ii you: 

• have heart problems 
• have stomach or bowel problems 
• have ulcerative colitis 
• have problems with swallowing or gastric reflux 

• 

I 

t 

12/5/14 JB 

N~BL 
L••o•••o• • •< 

HIGHLIGHTS OF PRESCRIBING INFORMATION 

These highlights do not include all the information needed to use Sodium Sulfate , Potassium 
Sulfate and Magnesium Sulfate Oral Solution safely and effectively. See full prescribing 
information for Sodium Sulfate , Potassium Sulfate and Magnesium Sulfate Oral Solution 

Sodium Sulfate , Potassium Sulfate and Magnesium Sulfate Oral Solution 
Initial U.S. Approval: 08/2010 

----------------------------------------------RECENT MAJOR CHANGES-------------------------------------------

Dosage and Administration 11/2012 

----------------------------------------------IND !CATIONS AND USAGE-------------------------------------------­

Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution is an osmotic laxative 
indicated for cleansing of the colon in preparation for colonoscopy in adults (1) 

-----------------------------------------D 0 SAGE AND ADM IN I STRATI 0 N----------------------------------------­

Dilute the solution prior to use. See FULL PRESCRIBING INFORMATION for complete dosing and 
administration instructions (2) 
Split Dose (2-Day) Regimen 
• Evening before colonoscopy: dilute one bottle with water to a total volume of 16 ounces (up to the 

fill line) and drink the entire amount. 
• Drink 32 ounces of water over the next hour. 
• Next morning: repeat both steps using the second bottle. 
• Complete preparation at least 2 hours before colonoscopy or as directed by physician. 

---------------------------------------D 0 SAGE F 0 RMS AND STRENGTHS----------------------------------------

• Two 6 ounce bottles of oral solution, each containing sodium sulfate 17.5 grams, potassium sulfate 
3.13 grams, and magnesium sulfate 1.6 grams. (3) 

-----------------------------------------------CONTRAINDICATIONS------------------------------------------------

• Gastrointestinal obstruction (4, 5.6) 
• Bowel perforation (4, 5.6) 
• Gastric retention (4) 
• lieus (4) 
• Toxic colitis or toxic megacolon (4) 
• Known allergies to components of the kit (4, 11) 

-------------------------------------------WARNINGS AND PRE CAUTIONS--------------------------------------

• Risk of fluid and electrolyte abnormalities, arrhythmias, seizures and renal impairment- assess 
2 

7.2 Potential for Altered Drug Absorption 
8 USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

11 DESCRIPTION 
12 CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14 CLINICAL STUDIES 
16 HOW SUPPLIED/STORAGE AND HANDLING 
17 PATIENT COUNSELING INFORMATION 

17.1 Patient Counseling 
• Sections or subsections omitted from the full prescribing information are not listed 

FULL PRESCRIBING INFORMATION 

1 INDICATIONS AND USAGE 

Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution is indicated for cleansing of 
the colon as a preparation for colonoscopy in adults. 

2 DOSAGE AND ADMINISTRATION 

Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution should be taken as a split-dose 
oral regimen . 

The dose for colon cleansing requires administration of two bottles of Sodium Sulfate, Potassium Sulfate 
and Magnesium Sulfate Oral Solution. Each bottle is administered as 16 ounces of diluted Sodium Sulfate, 
Potassium Sulfate and Magnesium Sulfate Oral Solution with an additional 1 quart of water taken orally. 
The total volume of liquid required for colon cleansing (using two bottles) is 3 quarts (approximately 2.8 
L) taken orally prior to the colonoscopy in the following way: 

Split-Dose (Two-Day) Regimen 
Day prior to colonoscopy: 
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Patients with electrolyte abnormalities should have them corrected before treatment with Sodium Sulfate, 
Potassium Sulfate and Magnesium Sulfate Oral Solution. In addition, use caution when prescribing 
Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution for patients with conditions, or 
who are using medications, that increase the risk for fluid and electrolyte disturbances or may increase 
the risk of adverse events of seizure, arrhythmias, and renal impairment. [See Drug Interactions (l 1 )] 

Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution can cause temporary elevations 
in uric acid . [See Adverse Reactions (6, 1 )] . Uric acid fluctuations in patients with gout may precipitate 
an acute flare. The potential for uric acid elevation should be considered before administering Sodium 
Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution to patients with gout or other disorders 
of uric acid metabolism. 

5 .2 Cardiac Arrhythmias 
There have been rare reports of serious arrhythmias associated with the use of ionic osmotic laxative 
products for bowel preparation. Use caution when prescribing Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate Oral Solution for patients at increased risk of arrhythmias (e.g., patients with a history 
of prolonged OT, uncontrolled arrhythmias, recent myocardial infarction, unstable angina, congestive 
heart failure, or cardiomyopathy) . Pre-dose and post-colonoscopy ECGs should be considered in patients 
at increased risk of serious cardiac arrhythmias. 

5.3 Seizures 
There have been reports of generalized tonic-clonic seizures and/or loss of consciousness associated 
with use of bowel preparation products in patients with no prior history of seizures. The seizure cases 
were associated with electrolyte abnormalities (e.g., hyponatremia, hypokalemia, hypocalcemia, and 
hypomagnesemia) and low serum osmolality. The neurologic abnormalities resolved with correction of 
fluid and electrolyte abnormalities. 

Use caution when prescribing Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution 
for patients with a history of seizures and in patients at increased risk of seizure, such as patients taking 
medications that lower the seizure threshold (e.g., tricyclic antidepressants), patients withdrawing from 
alcohol or benzodiazepines, or patients with known or suspected hyponatremia. 

5.4 Renal Impairment 
Use caution when prescribing Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution 
for patients with impaired renal function or patients taking concomitant medications that may affect renal 
function (such as diuretics, angiotensin converting enzyme inhibitors, angiotensin receptor blockers, or 
non-steroidal anti-inflammatory drugs). Advise these patients of the importance of adequate hydration, 
and consider performing baseline and post-colonoscopy laboratory tests (electrolytes, creatinine, and 
BUN) in these patients. 
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Dispense the enclosed Medication Guide to each patient. 

Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate Oral Solution 

17.5 g/3.13 g/1.6 g per 6 ounces 

Patient Instructions for Use 

Booklet Includes: 

1. Patient Instructions 

2. Full Prescribing Information 

3. Medication Guide 

40032-700-83 

concurrent medications and consider testing in some patients (5.1, 5.2, 5.3) 
• Patients with renal insufficiency- use caution, ensure adequate hydration and consider testing (5.4) 
• Suspected GI obstruction or perforation - rule out the diagnosis before administration (4, 5.6) 
• Patients at risk for aspiration - observe during administration (5.7) 
• Not for direct ingestion - dilute and take with additional water (5.8) 

-----------------------------------------------ADVERSE REACTIONS------------------------------------------------

Most common adverse reactions (:.3°/o) are: overall discomfort, abdominal fullness, nausea, abdominal 
cramping, and vomiting (6) 

To report SUSPECTED ADVERSE REACTIONS , contact Novel Laboratories , Inc. at 1-866-403-7592 or 
FDA at 1-800-FOA-1088 or www.lda.gov/medwatch. 

------------------------------------------------DRUG INTERACTIONS-----------------------------------------------

• Some drugs increase risks due to fluid and electrolyte changes (7.1) 
• Oral medication taken within 1 hour of start of each dose might not be absorbed properly (7.2) 

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide 

FULL PRESCRIBING INFORMATION: CONTENTS* 

1 INDICATIONS ANO USAGE 
2 DOSAGE ANO ADMINISTRATION 
3 DOSAGE FORMS AND STRENGTHS 
4 CONTRAINDICATIONS 
5 WARNINGS AND PRECAUTIONS 
5.1 Serious Fluid and Serum Chemistry Abnormalities 
5.2 Cardiac Arrhythmias 
5.3 Seizures 
5.4 Renal Impairment 
5.5 Colonic Mucosal Ulcerations and lschemic Colitis 
5.6 Use in Patients with Significant Gastrointestinal Disease 
5.7 Aspiration 
5.8 Not for Direct Ingestion 

6 ADVERSE REACTIONS 
6.1 Clinical Studies Experience 

7 DRUG INTERACTIONS 
7.1 Drugs That May Increase Risks Due to Fluid and Electrolyte Abnormalities 
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Revised: 11/2014 

• A light breakfast may be consumed, or have only clear liquids on the day before colonoscopy. Avoid 
red and purple liquids, milk, and alcoholic beverages. 
• Early in the evening prior to colonoscopy: pour the contents of one bottle of Sodium Sulfate, Potassium 

Sulfate and Magnesium Sulfate Oral Solution into the mixing container provided . Fill the container 
with water to the 16 ounce fill line, and drink the entire amount. 

• Drink two additional containers filled to the 16 ounce line with water over the next hour. 
Day of colonoscopy: 
• Have only clear liquids until after the colonoscopy. Avoid red and purple liquids, milk, and alcoholic 

beverages. 
• The morning of colonoscopy (10 to 12 hours after the evening dose): pour the contents of the second 

bottle of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution into the mixing 
container provided. Fill the container with water to the 16 ounce fill line, and drink the entire amount. 

• Drink two additional containers filled to the 16 ounce line with water over the next hour. 
• Complete all Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution and required 

water at least two hours prior to colonoscopy or as directed by physician. 

3 DOSAGE FORMS AND STRENGTHS 
Two 6 ounce bottles of oral solution . 
Each 6 ounce bottle contains: sodium sulfate 17.5 grams, potassium sulfate 3.13 grams, magnesium 
sulfate 1.6 grams. 

4 CONTRAINDICATIONS 

• Gastrointestinal obstruction 
• Bowel perforation 
• Gastric retention 
• lieus 
• Toxic colitis or toxic megacolon 
• Known allergies to components of the kit [see Description (11)] 

5 WARNINGS AND PRECAUTIONS 

5.1 Serious Fluid and Serum Chemistry Abnormalities 
Advise all patients to hydrate adequately before, during, and after the use of Sodium Sulfate, Potassium 
Sulfate and Magnesium Sulfate Oral Solution . If a patient develops significant vomiting or signs of 
dehydration after taking Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution, 
consider performing post-colonoscopy lab tests (electrolytes, crealinine, and BUN). Fluid and electrolyte 
disturbances can lead to serious adverse events including cardiac arrhythmias, seizures and renal 
impairment. 
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5.5 Colonic Mucosal Ulcerations and lschemic Colitis 
Administration of osmotic laxative products may produce colonic mucosal aphthous ulcerations, and 
there have been reports of more serious cases of ischemic colitis requiring hospitalization. Concurrent 
use of stimulant laxatives and Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution 
may increase these risks. The potential for mucosal ulcerations resulting from the bowel preparation 
should be considered when interpreting colonoscopy findings in patients with known or suspect 
inflammatory bowel disease (IBD) . 

5.6 Use in Patients with Significant Gastrointestinal Disease 
If gastrointestinal obstruction or perforation is suspected, perform appropriate diagnostic studies to rule 
out these conditions before administering Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate 
Oral Solution . 

Use with caution in patients with severe active ulcerative colitis. 

5.7 Aspiration 
Use with caution in patients with impaired gag reflex and patients prone to regurgitation or aspiration. 
Such patients should be observed during administration of Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate Oral Solution . 

5.8 Not for Direct Ingestion 
Each bottle must be diluted with water to a final volume of 16 ounces and ingestion of additional water 
as recommended is important to patient tolerance. Direct ingestion of the undiluted solution may increase 
the risk of nausea, vomiting, dehydration, and electrolyte disturbances. 

6 ADVERSE REACTIONS 

6.1 Clinical Studies Experience 
Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed 
in the clinical studies of a drug cannot be directly compared to rates in clinical studies of another drug 
and may not reflect the rates observed in practice. 

In a multicenter, controlled clinical trial comparing Sodium Sulfate, Potassium Sulfate and Magnesium 
Sulfate Oral Solution with a bowel prep containing polyethylene glycol and electrolytes (PEG + E) that 
were administered in a split-dose (2-day) regimen, the most common adverse reactions after 
administration of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution were overall 
discomfort, abdominal distention, abdominal pain, nausea, vomiting, and headache; see Table 1, below. 
Less common Adverse Reactions occurring were AV Block (1 case) and CK increase. In this study, 
patients receiving Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution were limited 
to a light breakfast followed by clear liquids; patients receiving the PEG + E bowel prep were allowed to 
have a normal breakfast and a light lunch, followed by clear liquids . 

7 
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Table 1: Treatment-Emergent Adverse Reactions Observed in al Least 2o/o of Patients Day of Colonoscopy Day 30 • have gout 
on the Split-Dose (2-Day) Regimen n {0/o\* n ·1°1.1· 

BUN (high) Sodium Sulfate, • have a history of seizures 
Split-Dose (2-Day) Regimen Potassium Sulfate and 2(1.6) 14 (11.2) • are withdrawing from drinking alcohol 

Symptom Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate PEG + E product Magnesium Sulfate • have a low blood salt (sodium) level 
Oral Solution N=189 Oral Solution • have kidney problems 

N=190 PEG + Electrolvtes 4 (2.9) 19 (14.5) • any other medical conditions 
Overall Discomfort 54% 67% Calcium (high) Sodium Sulfate, • are pregnant. It is not known if Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate omma1 u1stens1on 0 0 

Potassium Sulfate and 16 (10.4) 8 (5.2) Oral Solution will harm your unborn baby. Talk to your doctor it you are pregnant or plan to Abdominal Pain 36% 43% 
Nausea 36% 33% Magnesium Sulfate become pregnant. 
Vomiting 8% 4% Oral Solution • are breastfeeding or plan to breastfeed . II is not known it Sodium Sulfate, Potassium Sulfate 
Headache 1.1 % 0.5% PEG + Electrolvtes 6 !3.7l 6 !3.9l and Magnesium Sulfate Oral Solution passes into your breast milk. You and your healthcare 

Chloride (high) Sodium Sulfate, provider should decide it you will take Sodium Sulfate, Potassium Sulfate and Magnesium 
Table 2 shows the percentages of patients who developed new abnormalities of important electrolytes Potassium Sulfate and 4 (2.4) 6 (3.7) Sulfate Oral Solution while breastfeeding . 
and uric acid after completing the bowel preparation with either Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate 
Magnesium Sulfate Oral Solution or PEG+E administered as a split-dose (2-day) regimen. Oral Solution Telt your healthcare provider aboul all the medicines you take , including prescription and 
Table 2: Patients with Normal Base line Serum Chemistry with A Shift to an Abnormal Value While PEG + Electrolvtes 20112.21 6 13.81 non-prescription medicines, vitamins, and herbal supplements. 

on the Split-Dose (2-Day) Regimen Crealinine (high) Sodium Sulfate, 
Potassium Sulfate and Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution may affect how other Day of Colonoscopy Day 30 Magnesium Sulfate 3(1.9) 5 (3.2) medicines work. Medicines taken by mouth may not be absorbed properly when taken within 1 n 1°/ol* n 1°/ol* Oral Solution 

Anion gap (high) t Sodium Sulfate, PEG + Electrolvtes 211.21 8 15.21 hour before the start of each dose of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate 

Potassium Sulfate and 14 (8.9) 3 (1.9) Osmolality (high) Sodium Sulfate, Oral Solution. 

Magnesium Sulfate Potassium Sulfate and 8 (5.8) NA 
Especially tell your healthcare provider if you take: Oral Solution Magnesium Sulfate 

PEG + Electrolvtes 1217.61 2 11.41 Oral Solution • medicines for blood pressure or heart problems 

PEG + Electrolvtes 19 (12.9) NA • medicines for kidney problems 
Bicarbonate (low) Sodium Sulfate, Osmolality (low) Sodium Sulfate, • medicines for seizures 

Potassium Sulfate and 20 (12.7) 7 (4.4) Potassium Sulfate and 3 (2.2) NA • water pills (diuretics) 
Magnesium Sulfate Magnesium Sulfate • non-steroidal anti-inflammatory medicines (NSAID) pain medicines 

Oral Solution Oral Solution • laxatives 
PEG + Electrolvtes 24 !15.2l 4 !2.7l PEG + Electrolvtes 2 !1.4l NA Ask your healthcare provider or pharmacist tor a list of these medicines if you are not sure it you 

Bilirubin, total Sodium Sulfate, Potassium (high) Sodium Sulfate, are taking any of the medicines listed above. 
(high) Potassium Sulfate and 14 (8.5) 0 (0) Potassium Sulfate and 3(1.8) 6 (3.7) 

Magnesium Sulfate Magnesium Sulfate Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist 
Oral Solution 

. 
Oral Solution when you get a new medicine. 

PEG + Electrolvtes 20111.71 3 11.91 PEG + Electrolvtes 5 12.91 8 14.91 
Continued Continued • 8 9 

Day of Colonoscopy Day 30 the selling of fluid and electrolyte abnormalities. Consider additional patient evaluations as appropriate 
How should I take Sodium Sulfate, Potassium Sullate and Magnesium Sullate Oral Solution? n (%J• n to/.1· [see Warnings (5)] in patients taking these concomitant medications. 

Sodium (low) Sodium Sulfate, 
7.2 Potential for Altered Drug Absorption See the Instructions !or Use in the Patient Instructions !or Use Booklet for dosing instructions. Potassium Sulfate and 5(3.1) 1 (0.6) 

Magnesium Sulfate Oral medication administered within one hour of the start of each Sodium Sulfate, Potassium Sulfate and 

Oral Solution Magnesium Sulfate Oral Solution dose may be flushed from the gastrointestinal tract, and the medication You must read , understand, and follow these instructions to take Sodium Sullate , Potassium 
PEG + Electrolvtes 4 !2.3l 2 !1.2l may not be absorbed properly. Sulfate and Magnesium Sulfate Oral Solution the right way. 

Uric acid (high) Sodium Sulfate, 8 USE IN SPECIFIC POPULATIONS • Take Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution exactly as 
Potassium Sulfate and 27 (23.5) 13 (11.5) your healthcare provider tells you to take it. 

Magnesium Sulfate 8.1 Pregnancy 
• Do not drink Sodium Sullate , Potassium Sullate and Magnesium Sulfate Oral Solution Oral Solution Teratogenic effects: Pregnancy Category C. Animal reproduction studies have not been conducted with 

PEG + Electrolvtes 1219.51 20 116.71 Sodium SuHate, Potassium Sulfate and Magnesium Sulfate Oral Solution. It is also not known whether Sodium that has not been mixed with water (diluted), ii may increase your risk of nausea, vomiting 

*Percent (n/N) of patients where N=number of patients with normal baseline who had abnormal values Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution can cause fetal harm when administered to and fluid loss (dehydration). 

at the timepoint(s) of interest. a pregnant woman or can affect reproduction capacity. Sodium Sulfate, Potassium Sulfate and Magnesium • Each bottle of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution must 

tPatients with normal bicarbonate at baseline who developed low bicarbonate("' 21 mEq/l) and high Sulfate Oral Solution should be given to a pregnant woman only if clearly needed. be mixed with water (diluted) before drinking. 

anion gap(:. 13 mEq/L) on Day of Colonoscopy or Day 30. • II is important for you to drink the additional prescribed amount of water listed in the 
8.3 Nursing Mothers Instructions tor Use to prevent fluid loss (dehydration) . 

There were also 408 patients who participated in a study in which either Sodium Sulfate, Potassium II is not known whether this drug is excreted in human milk. Because many drugs are excreted in human • Do not take other laxatives while taking sodium sulfate, potassium sulfate and magnesium 
Sulfate and Magnesium Sulfate Oral Solution or PEG+E were administered in an evening-only (1-day) milk, caution should be exercised when Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral sulfate oral solution. 
regimen. Higher rates of overall discomfort, abdominal distention, and nausea were observed with the Solution is administered to a nursing woman. • Do not eat solid foods while taking Sodium Sulfate, Potassium Sulfate and Magnesium 
evening-only (1-day) regimen compared to the split-dose (2-day) regimen for both preparations. Patients 

8.4 Pediatric Use Sulfate Oral Solution. Only clear liquids are allowed while taking Sodium Sulfate, Potassium 
treated with Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution had increased rates 

Safety and effectiveness in pediatric patients have not been established. Sulfate and Magnesium Sulfate Oral Solution. 
of vomiting with the evening-only (1-day) regimen. An evening-only (1-day) dosing regimen was 
associated with higher rates of abnormal values for some electrolytes when compared to the split-dose 8.5 Geriatric Use What are the possible side elfects ol Sodium Sulfate , Potassium Sullate and Magnesium 
(2-day) regimen for both preparations. For Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Of the 375 patients who received Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution Sullate Oral Solution? 
Oral Solution, the evening-only (1-day) regimen was associated with higher rates of total bilirubin (high), in clinical trials, 94 (25°/o) were 65 years of age or older, and 25 (7o/o) were 75 years of age or older. No 
BUN (high), crealinine (high), osmolality (high), potassium (high) and uric acid (high) than the Sodium overall differences in safety or effectiveness of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution can cause serious side 
Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution split dose (2-day) regimen. Oral Solution administered as a split-dose (2-day) regimen were observed between geriatric patients and effects, including: 
Administration of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution in an younger patients. Geriatric patients reported more vomiting when Sodium Sulfate, Potassium Sulfate and • See Section "What is the most important information I should know about Sodium Sulfate, 
evening-only (1-day) dosing regimen is not recommended. Magnesium Sulfate Oral Solution was given as a one-day preparation. Potassium Sullate and Magnesium Sulfate Oral Solution? " 

7 DRUG INTERACTIONS 11 DESCRIPTION • changes in certain blood tests. Your healthcare provider may do blood tests after you take 

7 .1 Drugs That May Increase Risks Due to Fluid and Electrolyte Abnormalities Each Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution contains two 6 ounce 
Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution to check your blood 
tor changes. Tell your healthcare provider if you have any symptoms of too much fluid loss, 

Use caution when prescribing Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution bottles of solution. Each 6 ounce bottle contains: sodium sulfate 17.5 grams, potassium sulfate 3.13 including: 
for patients with conditions, or who are using medications, that increase the risk for fluid and electrolyte grams, magnesium sulfate 1.6 grams. Inactive ingredients include: sodium benzoale, sucralose, malic • vomiting 
disturbances or may increase the risk of adverse events of seizure, arrhythmias, and prolonged QT in acid, citric acid, lemon flavor, purified water. The solution is a clear to slightly hazy liquid. The solution • nausea 

is clear and colorless when diluted to a final volume of 16 ounces with water. • bloating 0 10 11 

Sodium Sulfate, USP 12.3 Pharmacokinetics • dizziness 
The chemical name is Na2S04. The average Molecular Weight is 142.04. The structural formula is: Fecal excretion was the primary route of sulfate elimination. Aller administration of Sodium Sulfate, • stomach (abdominal) cramping 

Na+ 9- Na+ 
Potassium Sulfate and Magnesium Sulfate Oral Solution in six healthy volunteers, the time at which • headache 
serum sulfate reached its highest point (Tmax) was approximately 17 hours after the first half dose or • urinate less than usual O=S=O approximately 5 hours after the second dose, and then declined with a half-life of 8.5 hours. • trouble drinking clear liquid 

c\ The disposition of sulfate after Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution • heart problems. Sodium Sullate, Potassium Sulfate and Magnesium Sulfate Oral Solution 

Potassium Sulfate, FCC, Granular 
was also studied in patients (N=6) with mild-moderate hepatic impairment (Child-Pugh grades A and B) m~y cause irregular heartbeats. 
and in patients (N=6) with moderate renal impairment (crealinine clearance of 30 to 49 mUmin). The • se1rures 

The chemical name is K2S04. The average Molecular Weight is 174.26. The structural formula is: renal impairment group had the highest serum sulfate AUG and Cmax, followed by the hepatic impairment • ulcers ol the bowel or bowel problems 

[o~~gl 
group, and then by healthy subjects. Systemic exposure of serum sulfate (AUG and Cmax) was similar • worsening gout 

.+ between healthy subjects and hepatic impairment patients. Renal impairment resulted in 54% higher The most common side effects of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral 

.+ mean AUG and 44% higher mean Cmax than healthy subjects. The mean sulfate levels of all three groups Solution include: 
returned to their respective baseline levels by Day 6 after dose initiation. Urinary excretion of sulfate over • discomfort 
30 hours, starting after the first half dose, was similar between hepatic patients and normal volunteers, • bloating 

Magnesium Sulfate, USP but was approximately 16% lower in moderate renal impairment patients than in healthy volunteers. • stomach (abdominal) cramping 

The chemical name is MgS04. The average Molecular Weight: 120.37. The structural formula is: 13 NONCLINICAL TOXICOLOGY • nausea 

Mg'+ 
• vomiting 

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 

0--~- 0-
Long-term studies in animals have not been performed to evaluate the carcinogenic potential of Sodium Tell your healthcare provider if you have any side effect that bothers you or that does not go away. 
Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution. Studies to evaluate the possible 

II 
impairment of fertility or mutagenic potential of Sodium Sulfate, Potassium Sulfate and Magnesium These are not all the possible side effects of Sodium Sulfate, Potassium Sulfate and Magnesium 

0 Sulfate Oral Solution have not been performed. Sulfate Oral Solution . For more information, ask your healthcare provider or pharmacist. 

Each Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution package also contains a 
13 .2 Animal Toxicology and/or Pharmacology 

Call your doctor tor medical advice about side effects. You may report side effects to FDA at The sulfate salts of sodium, potassium, and magnesium contained in Sodium Sulfate, Potassium Sulfate 
polypropylene mixing container. and Magnesium Sulfate Oral Solution were administered orally (gavage) to rats and dogs up to 28 days 1-800-FOA-1088. 

12 CLINICAL PHARMACOLOGY up to a maximum daily dose of 5 grams/kg/day (approximately 0.9 and 3 limes for rats and dogs, 
How should I store Sodium Sulfate, Potassium Sullate and Magnesium Sullate Oral Solution? respectively, the recommended human dose of 44 grams/day or 0.89 grams/kg based on the body surface 

12.1 Mechanism of Action area). In rats, the sulfate salts caused diarrhea and electrolyte and metabolic changes, including • Store Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution at room 
Sulfate salts provide sulfate anions, which are poorly absorbed. The osmotic effect of unabsorbed sulfate hypochloremia, hypokalemia, hyponatremia, lower serum osmolality, and high serum bicarbonate. temperature, between 59°F to 86°F (15°C to 30°C) . 
anions and the associated cations causes water to be retained within the gastrointestinal tract. Significant renal changes included increased fractional sodium excretion, increased urinary sodium and 

12.2 Pharmacodynamics potassium excretion, and alkaline urine in both males and females. In addition, creatinine clearance was Keep Sodium Sullate , Potassium Sulfate and Magnesium Sulfate Oral Solulion and all 

The osmotic effect of the unabsorbed ions, when ingested with a large volume of water, produces a significantly decreased in females at the highest dose. No microscopic renal changes were seen. In dogs, medicines out of the reach ol children. 

copious watery diarrhea. the sulfate salts caused emesis, excessive salivation, excessive drinking of water, and abnormal excreta 
(soft and/or mucoid feces and/or diarrhea) and increased urine pH and sodium excretion. 

12 13 0 

14 CLINICAL STUDIES 16 HOW SUPPLIED/STORAGE AND HANDLING 

The colon cleansing efficacy of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution 
General information about the safe and elfective use of Sodium Sullate , Potassium Sullate 

Each Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution contains: and Magnesium Sulfate Oral Solution. 
was evaluated in a randomized, single-blind, active-controlled, multicenter study. In this study, 363 adult • Two (2) 6 ounce bottles of oral solution. Medicines are sometimes prescribed tor purposes other than those listed in a Medication Guide. 
patients were included in the efficacy analysis. Patients ranged in age from 20 to 84 years (mean age 55 • One (1) 19 ounce mixing container with a 16 ounce fill line. Do not use Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution for a 
years) and 54°/o were female. Race distribution was 86°/o Caucasian, 9°/o African-American, and 5°/o other. 

Storage: condition tor which it was not prescribed . Do not give Sodium Sulfate, Potassium Sulfate and 
Patients were randomized to one of the following two colon preparation regimens: Sodium Sulfate, Store at 20° to 25°C (68° to 77°F). Excursions permitted between 15° to 30°C (59" to 86°F). See USP Magnesium Sulfate Oral Solution to other people, even it they are going to have the same 
Potassium Sulfate and Magnesium Sulfate Oral Solution or a marketed polyethylene glycol (PEG) bowel controlled room temperature. procedure you are. It may harm them. 
prep. In the Study Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution was 
administered according to a split-dose preparation regimen [see Dosage and Administration (2, 1 )]. The Keep out of reach of children. This Medication Guide summarizes important information about Sodium Sulfate, Potassium 
PEG bowel prep was also given as a split-dose preparation according to its labeled instructions. Patients Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution package NOC 40032-700-83 Sulfate and Magnesium Sulfate Oral Solution. 11 you would like more information, talk with your 
receiving Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution were limited to a light healthcare provider. You can ask your pharmacist or healthcare provider for information that is 
breakfast followed by clear liquids on the day prior to the day of colonoscopy; patients receiving the PEG 17 PATIENT COUNSELING INFORMATION written for healthcare professionals. 
bowel prep were allowed to have a normal breakfast and a light lunch, followed by clear liquids. 

See Medication Guide and FDA -Approved Patient Labeling 
The primary efficacy endpoint was the proportion of patients with successful colon cleansing as assessed For more information, call 1-866-403-7592 

by the colonoscopists, who were not informed about the type of preparation received. In the study, no 17.1 Patient Counseling 

clinically or statistically significant differences were seen between the group treated with Sodium Sulfate, • Ask patients to let you know if they have trouble swallowing or are prone to regurgitation or aspiration. What are the ingredients in Sodium Sulfate, Potassium Sullate and Magnesium Sullate Oral 

Potassium Sulfate and Magnesium Sulfate Oral Solution and the group treated with the PEG bowel prep. • Instruct patients that each bottle needs to be diluted in water before ingestion and that they need to Solution? 

See Table 3 below. drink additional water according to the instructions. Direct ingestion of the undiluted solution may 

Table 3: Colon Cleansing Response Rates increase the risk of nausea, vomiting, and dehydration. Active ingredients: sodium sulfate, potassium sulfate and magnesium sulfate 
• Inform patients that oral medications may not be absorbed properly if they are taken within one hour 

Treatment Group Regimen N Responders1 Sodium Sulfate, of starting each dose of Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution. Inactive ingredients: sodium benzoate, sucralose, malic acid, citric acid, lemon flavor, purified water o/. (95% C. I. ) Potassium Sulfate and 
Magnesium Sulfate • Tell patients not to take other laxatives while they are taking Sodium Sulfate, Potassium Sulfate and 
Oral Solution - PEG Magnesium Sulfate Oral Solution. Novel Laboratories, Inc. 
Difference (95% Cl) Somerset, NJ 08873 

Sodium Su~ate , Manufactured by 
Potassium Sulfate Novel Laboratories, Inc. This Medication Guide has been approved by the U.S. Food and Drug Administration. 
and Magnesium Split-Dose 180 97% Somerset, NJ 08873 
Sulfate Oral So lution (94%, 99%) Pl7000000104 rwith linhtbreakfast 2%1 

Revised 1212014 PEG bowel prep (-2%, 5%) Pl7000000104 
(with normal breakfast Split-Dose 183 96% Revised 12/2014 
& light lunch) (92%, 98%) 

1 Responders were patients whose colon preparations were graded excellent (no more than small bits of 
adherent feces/fluid) or good (small amounts of feces or fluid not interfering with the exam) by the 
colonoscopist. 

2 Does not equal difference in tabled responder rates due to rounding effects. 
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Flat Label 

(b )(4 
Nix: 40032· 700-02 Directions: 

Sodium Sulfate, Dilute the solution concentrate prior to use. 

Potassium Sulfate 
See enclosed package insert for complete dosage and 
administration instructions. Both 6-ounce bottles are 

and Magnesium required for a complete prep. 

SuHate Oral Solution KEEP THIS AND OTHER DRUGS 

17.5 g/3.13 g/1.6 g per 6 ounces 
OUT OF REICH OF CHILDREN. 

Dispense ltt enclosed Medlcalm C'*le to each pal1111. Store at 25"C (77°F); excursions permitted to 
This bottle oontains 6 OUll:es (177 ml) of liquid bowel p~p 1 s-30°c (59-SS°F}. 

Rx only 
Manutactll'ed by: 

N¢~V8L Novel Laocntooes, Inc., Somerse~ NJ 08873 

I. At 0 .. A' 0 .. I l I 
LA7000200102 Rev. 0712014 
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Novel Pharmaceuticals 
6oz. Sodium Sulfate, 

Potassium Sulfate and 
Magnesium Sulfate OS 
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ANDA 202511 

 
 
 
 
 

LABELING REVIEWS 



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

Division of Labeling Review 
Office of Regulatory Operations 
Office of Generic Drugs (OGD) 

Center for Drug Evaluation and Research (CDER) 
 

Date of This Review 12/29/2014 

ANDA Application Number 202511 

Review Cycle Number 3 

Applicant Name Novel Laboratories Inc.  

Established Name Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral 
Solution  

Strength(s) (17.5 g/3.13 g/1.6 g) per 6 ounces 

Proposed Proprietary Name  None 

DARRTS Received Date 11/21/2014 and 12/18/2014 

Labeling Reviewer Charlie Hoppes 

Labeling Team Leader John Grace 

Review Conclusion 

  No Comments – The Labels and Labeling are ready for approval. 

  Minor Deficiency* - Refer to Labeling Deficiencies and Comments for the Letter to Applicant  

*Please Note:  The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily 
Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise the labeling minor deficiencies will be included 
in the Complete Response (CR) letter to the applicant. 

 
LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

None 

1. MODEL LABELING FOR ANDA 

1.1 MODEL CONTAINER LABELS FOR ANDA 
1.2 PRESCRIBING INFORMATION MODEL LABELING 
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2. MATERIAL ANALYSIS 

2.1 GENERAL 

2.1.1 Established Name Assessment 
2.1.2 United States Pharmacopeia (USP) & Pharmacopeia Forum (PF) 

2.2 CONTAINER LABEL 

2.2.1 Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication Errors 
2.2.2 Other Container Label Considerations 
2.2.3 Container Label for Small Volume Parenteral Solutions: 
2.2.4 Container Label for Sterile Solid Injectable: 
2.2.5 Container Label for Pharmacy Bulk Package: 
2.2.6 Unit Dose Blister Labels 
2.2.7 Over The Counter (OTC) Label 
2.2.8 Presentation of Manufacturer/Distributor/Packer on Labeling 
2.2.9 Description of the Container/Closure 
2.2.10 Storage and Dispensing Recommendations 
2.2.11 Related Applications Containing the Same Active Ingredient 
2.2.12 Comparison of ANDA Inactive Ingredients that Require Special Labeling Statements to Model 

2.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING 
2.4 PRESCRIBING INFORMATION 

2.4.1 Patents and Exclusivities 
2.4.2 Comparison of ANDA Inactive Ingredients to Model Labeling (Topical And Oral Products Only) 
2.4.3 Comparison of ANDA Inactive Ingredients to Model Labeling (Ophthalmic, Injectable, And Otic Products Only) 
2.4.4 How Supplied Section 
2.4.5 Previous Labeling Reviews for ANDA and/or Related Correspondence 

2.5 MEDICATION GUIDE 
2.6 OTHER PATIENT LABELING 
2.7 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS 

3. OVERALL ASSESSMENT OF MATERIALS REVIEWED 

3.1 ANDA LABELS AND LABELING SUBMITTED 

4. QUESTIONS AND COMMENTS FOR CLICK HERE TO ENTER TEXT. 
5. SPECIAL CONSIDERATIONS 
6. POST APPROVAL REVISIONS 
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1. MODEL LABELING FOR ANDA 
Our review is based on the following model labels and labeling used for comparison to the submitted ANDA 
labeling. 

1.1 MODEL CONTAINER LABELS FOR ANDA 
ill Table 1 below, check all sources for Model container labels and carton labeling (secondary packaging) that 

applies. 

Container labels are assessed in section 2.2. 

Cation labeling (outer or secondaiy packaging) is assessed in section 2.3. 

Table 1: Review Model Labeling for Container Label and Carton Labeling (Check all sources that apply) 

Source 

D druas(a)fda 
!ZI DARRTS 
D DailyMed 
IZ!Annual Report Y-03 
D Other 

Model labels and carton labeling. [Insert or paste images below] 

l ~ ••• ~ •••••• • ~ ' 
SU PREP 

BOWEL PREP KIT 
<sodium sulfate, i:x>tassium 

sulfate and magnesium sulfate> 
Oral Solution 

'.17.5Qf3 11.1 1 6(1 IP' 6 ounces 

Dispense the enclosed Medication Gulde to eacb patient. 

Read patient bookltl contained In kit II Inst days beto11 Kbtdultd procedure. 
Dilute the solution concentrate a dlrac1ad prior ID use. 

3 1Page 

Date of source document (i.e. 
supplement approval date, annual 

report date) 

9/30/2013 

9/30/2013 
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NOC 52268-011-01 
.SU PREP. 

BOWEL PREP KIT 
<SOdium sulfate. fX)tassium 

suWate and mag1esium sulfate> 
Oral Solution 

(17.S0'3. l3g/Uig) per 6 ounces 

Dispense the enclosed Medication Guide to each patient. 
This bottle contains 6 ounces (177 ml) of liquid bowel prep 

Directions: 
Dilute the solution concentrate prior to use. See enclosed booklet for 
complete dosage and administration instructions. Both 6-ounce 
bottles are required for a complete prep. 

Keep this and other drugs out of reach of children. 
Store at 25°C (77°F); excursions permitted to 15·30°C (59·86°F). 

Distributed by Braintree Laboratories. Braintree. MA RJ o I Aloi~ ·10 

"' 

Unvarnished 
Area 

c 

) 

1.2 PRESCRIBING INFORMATION MODEL LABELING 
The review model labels and labeling used for comparison to the submitted ANDA labeling are described in 
Table 2. 

Prescribing info1mation is assessed in section 2.4. 

Table 2: Review Model Labeling for Prescribing Information and Patient Labeling(Check all that apply) 

0 MOST RECENTLY APPROVED REFERENCE LISTED DRUG 

NOA or ANDA: 022372 Proprietary Name: Suprep Bowel Prep Kit I Approval date: 11/1/2012 

S-004 
Description of Supplement: Labeling revisions to the Dosage and Administration 

section. 

0 BPCA or PREA TEMPLATE 

D OTHER (Describe): 

S J Page 



2. MATERIAL ANALYSIS 
The results for each material reviewed in this section provide the basis for the labeling comments to the 
applicant (Page 2). 

2.1 GENERAL 

2.1.1 Established Name Assessment 

We compared the established names of this ANDA, the Model Labeling and the USP to detennine if the 
established name presented on the labeling is acceptable. 

Table 3: Comparison of Established Names 

M d I L b I
. . Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral 

0 e a e mg. Solution 

ANDA: 

USP: 

Reviewer Assessment: 

Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral 
Solution 
No Monograph 

Is the established name for ANDA acceptable? YES 
Is the established (and proprietary name) displayed in a manner consistent 21 CFR 201 .1 O? YES 
Is title case used in established name? YES 
Is established name on list of name pairs that use Tall Man lettering found on FDA webpage? NO 
• If yes does labeling comply with Tall Man lettering recommendations? NA 

Reviewer Comments: 

2.1.2 United States Pharmacopeia CUSP) & Pharmacopeia Forum (PF) 

We searched the USP and PF to detennine ifthe chu g product under review is the subject of a USP monograph 
or proposed USP monograph and determined how the monograph impacts the ANDA labeling with respect to 
packaging and storage. The results of this search are provided in Table 4. 

Table 4: USP and PF Search Results 

Date Searched Monograph? YES or NO 
Labeling statements found 

NA if no monograph 
USP 8/18/2014 NO NA 
PF 8/18/2014 NO NA 

Reviewer Assessment: 
Does the ANDA labeling require revision or is clarification needed from other review disciplines based on the 
comparison of USP or PF label/labeling requirements? NA 
Do required labeling statements appear on/in the ANDA labeling? NA 
Are the USP packaging and storage recommendations reflected in the labels and labeling? NA 

Reviewer Comments: 

2.2 CONTAINERLABEL 
We evaluated the container labels for the inclusion of all required statements and safety considerations. 

2.2.1 Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors 

We used the ch·aft Guidance for Industiy titled Safety Considerations for Container Labels and Carton Labeling 
Design to Minimize Medication Eirors for the following assessment. 
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Reviewer Assessment: 
Does the following information appear as the most prominent infonnation on the Principal Display Panel? 

Proprietaiy name? NA 
Established name? YES 
Product strength? YES 
Route(s) of administration (other than oral)? NA 
Warnings (if any) or cautionaiy statements (if any)? YES 

Does the following information appeai· of lesser prominence on the Principal Display Panel? 
Rx-only statement? YES 
Net quantity statement? YES 
Manufacturer logo? YES 

Are the requirements of 21 CFR 201.15 met for all required label statements? YES 
Are the requirements of 21 CFR 201.100 met for all required label statements? YES 

Reviewer Comments: 

2.2.2 Other Container Label Considerations 

Reviewer Assessment: 
Does this container meet the "too small" exemption found in 21 CFR 201.1 O(i)? NO 
Are all abbreviations acceptable? (i.e., mg, mcg, HCl)? YES 
Are multiple sti·engths differentiated by use of different color or other acceptable means? NA 
Does the net quantity statement appear separate from and less prominent than the statement of sti·ength (e.g., not 
highlighted, boxed, or bolded)? YES 
Are the rnles governing leading and tenninal zeroes, decimals, and commas followed? YES 
If other than oral use, is the route of administration conectly described? NA 
Are all required warning statements that appear on Model Label properly displayed? YES 
Is space provided to display expiration date properly? YES 
Is bai· code properly displayed per 21 CFR 201.25(c)(2)? YES 
Is NDC properly displayed? YES 
Is controlled substance symbol properly displayed? NA 
Is the "Usual Dosage" on side panel and is it acceptable? YES 
Is a product sti·ength equivalency statement on side panel? NA 
Are the Medication Guide Phannacist instructions included per 208.24(d)? YES 

Reviewer Comments: 

2.2.3 Container Label for Small Volume Parenteral Solutions: 
Is container for small volume pai·enteral solution? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.4. 

Reviewer Assessment: 
Is the product strength expressed as total quantity per total volume followed by the concentration per milliliter 
(mL), as described in the USP, General Chapter < l > Injection? NA 
If volume is less than 1 mL, is strength per fraction of a milliliter the only expression of strength?NA 
Are inactive ingredients listed on label as required by regulations? NA 

Reviewer Comments: 

2.2.4 Container Label for Sterile Solid Injectable: 
Is container for sterile solid injectable? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.5. 
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Reviewer Assessment: 
Is the strength in tenns of the total amount of drng per vial? NA 
Are instrnctions for reconstituting the product and the resultant concentration if space pennits? NA 
Are inactive ingredients listed on label as required by regulations? NA 

Reviewer Comments: 

2.2.5 Container Label for Pharmacy Bulk Package: 

Is container a Pha1macy Bulk Package? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.6. 

Reviewer Assessment: 
Is there a prominent, boxed declaration reading "Phaimacy Bulk Package- Not for Direct Infusion" on the 
principal display panel following the expression of strength? NA 
Does the container label include graduation marks? NA 
Does label contain the required infonnation on proper aseptic technique including time frame in which the 
container may be used once it has been entered? NA 
Are inactive ingredients listed on label as required by regulations? NA 

Reviewer Comments: 

2.2.6 Unit Dose Blister Labels 

Is container a Unit Dose Blister Pack? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.7 

Reviewer Assessment: 
Does each blister include only one dosage unit (e.g., one tablet, one capsule)? NA 
Do proprietaiy naine, established naine, strength, lot number, expiration date, bar code, and manufacturer 
appeai· on each blister cell? NA 
Does the established name describe only one unit (e.g. "tablet" rather than "tablets")? NA 

Reviewer Comments: 

2.2.7 Over The Counter (OTC) Label 

Is this label for an OTC product? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.8 

Reviewer Assessment: 
Is Drng Facts Labeling foimat acceptable per 21 CFR 201.66? NA 
Does packaging meet the requirements for Special Packaging under the Poison Prevention A.ct and defined 
per 16 CFR 1700? NA 
Does packaging meet the tamper-evident requirements 21 CFR 211.132? NA 
Does "Questions?" have a toll-free number no less than size 6 pt. font per 21 CFR 201.66(c)(9) or "1-800-FDA-
1088" [21 CFR 201.66 (c)(5)(vii)]? NA 
Did fom submit a Labeling Fo1mat Info1mation Table to evaluate the font size? NA 

Reviewer Comments: 

2.2.8 Presentation of Manufacturer/Distributor/Packer on Labeling 
We compai·ed the naine and address of the manufacturer of this product to the naine and address listed on the 
labels and labeling to detennine if the labeling statements ai·e consistent with the regulations (21 CFR 201.1). 
Table 5 provides a description of this compai·ison. [NOTE: This presentation/assessment may apply to other 
labeling submitted]. 
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Table 5: Comparison of Manufacturer/Distributor/Packer Labeling Statements 
Name and Address of Facility ANDA Manufactured 

Novel Laboratories Inc. 
4000 Campus Drive 
Somerset NJ 08873 

Name and Address on ANDA Labels Man1'achlred by: 
Novel L.abonltorles, Inc., Somerset, NJ 08873 

Name and Address on ANDA Labeling Manufactured by: 
Nowt Labofatooes, Inc. 
Somerstl, tlJ 08873 

Insert: 
- ·- ···-.so······ ··· --··-··· - ·· 

Manufactured by 
Novel Laboratories, Inc. 
Somerset, NJ 08873, USA 

Reviewer Assessment: 
Does the labeling have the required qualifiers per 21 CFR 201.1? YES 
For Foreign manufacturers, does the labeling have the country of origin? NA 
For Foreign manufacturers, does the labeling have a US contact/distributor? YES 

Reviewer Comments: 

2.2.9 Description of the Container/Closure 
We evaluated the container/closure system of this product to detennine if special child-resistant packaging is 
required based on packaging configuration. Additionally, we evaluated other aspects of the container closure 
that relate to the dosage fo1m, product fo1mulation, and product class. Below is a description of the 
container/closure for the ANDA product. 
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Reviewer Assessment: 
Does the container require a child-resistant closure (CRC) as described in the Poison Prevention Act and 
regulations? YES 
Describe container closure in Reviewer Comments text box (e.g. 30s CRC, 1 OOs non-CRC) 
If the closure is not child-resistant, does the container or caiion require a labeling statement warning the product 
is not child-resistant? NA 
Are the tamper evident requirements met for OTC and Controlled Substances? NA 
Does this ophthalmic products cap color match the American Academy of Ophthalmology (AAO) packaging 
color-coding scheme? NA 
For parenteral products: 
Is there text on the cap/fe1nile oversea! of this injectable product? NA 

If YES, does text comply with the recommendations in USP General Chapter <l >? NA 
What is the cap and fenule color? 

NOTE: Black closure system is prohibited, except for Potassium Chloride for Injection Concentrate. 

Comment 
Container closure description: 

Sodium Sulfate , Potassium Sulfate , and Magnesium_s1<~~~te Oral Solution is a 
stable product. SUPREP is av0~ ' "61o . h4iln~1mbcr colored 3_ottles .. Novcl's drug 
product is packaged in 200cc HDPE) bottles with (b)(

4
'r Rc Closure. 

The details of the container closure system are shown below. 

Component Sodium Sullule, Polussium Sulfate, und Magnesium SuUute 
Oral Solution 

Container I Shape/ Type/ Color 200cc 
(Df(4) 

Closure I 
(bf(4) 

lChild Resistance bosure i 
(b)(41 

Se.al 
(b)(4) 

Oulserl Yes 

lOI Page 
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(b)(4) 

2.2.10 Storage and Dispensing Recommendations 
We compared the storage and dispensing statements that appear on the ANDA labels to the model labeling and 
USP to confnm the statements do not conflict and the fo1mat is consistent with USP and OGD standards (see 
Table 6) . [NOTE: This assessment may apply to other labeling submitted] 

Table 6: Model Labeling and ANDA Storage/Dispensing Recommendations 
Model Labeling 
Insert-
Storage: 
Store at 20° to 25°C (68° to 77°F). Excursions permitted between 15° to 30°C (59° to 86°F). 
USP controlled room temperature. 

Keep this and other drugs out of reach of children. 

Container-
Store at 25°C (77°F); excursions permitted to 15·30°C (59·86°F). 

Store at 25°C ITT0 f); excurs ons 
permitted lo 1>30°C (59·86°F). 

Carton-
ANDA 

store at :is•c (77<f~ excwlons pemitled 1D 
15-30'C (59-86'f). - . . 

Store at 25°C (77°F); excursions 
permitted to 15-30°C (59-86°F) . 

... 

USP 
No monograph 

Reviewer Assessment: 
Is the storage or dispensing statement acceptable as compared to the Model Labeling? YES 
Is the storage or dispensing statement acceptable as compared to the USP? NA 
Are the storage temperature recommendations acceptable? YES 

See 

Does the temperature statement confo1m to the OGD f01m at for controlled room temperature?YES 

Reviewer Comments: 

2.2.11 Related Applications Containing the Same Active Ingredient 

We evaluated the following applications that contain the same active ingredient from the same applicant to 
dete1mine if the labels and labeling are adequately differentiated from one another. 
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Reviewer Assessment: 
I Are the labels and labeling of these products differentiated to avoid selection e1rnrs? NA 

Reviewer Comments: 

2.2.12 Comparison of ANDA Inactive Ingredients that Require Special Labeling Statements to 
Model 

We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling. 
Specific inactive ingredients that require special warnings, precautions, or label/labeling statements are in Table 
7. 

NOTE: This section is for assessing required statements on container labels only for both prescription 
and OTC drug products. Required statements for prescribing information is assessed for Prescription 
drug products in Sections 2.:.1:1 and bid 

statements 

Reviewer Assessment: 
Do any of the inactive ingredients need a label statement required by regulations? NO 
If the labeling includes "Does not contain ... " statements - Has this statement been verified by chemistry? 

NA 

Reviewer Comments: 

2.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING 

Reviewer Assessment: 
Do all required label statements and safety considerations assessed above for CONTAINER labels appear on 
the cait on? YES 
If container is too small or othe1wise unable to accommodate a label with enough space to include all required 
infonnation, is all required info1mation present on the carton labeling? NO 
For unit dose blister that ai·e not child-resistant is there a statement indicating the package is not child-resistant. 
For exainple, "This package is not child-resistant. If dispensed for outpatient use, a child-resistant container 
should be used"? NA 
If counti·y of origin is not on Container, does appeai· on outer packaging labeling? NA 

Reviewer Comments: 

2.4 PRESCRIBING INFORMATION 

Reviewer Assessment: 
Are the labeling contained in the submission the same as the review model labeling? YES 
Are the differences allowed under 21CFR314.94(a)(8)? YES 
Are the specific requirements for fo1mat met under 21 CFR 201.57(new) or 201.80(old)? YES 
Does the Model Labeling have combined inse1t labeling for multiple dosage fo1ms? NO 

Reviewer Comments: 

2.4.1 Patents and Exclusivities 
Are there any unexpired patents or marketing exclusivities for Model Labeling? YES 

IfYES go to the table and assessments below. 
If NO go to section 2.4.2. 
Table 8 describes how the applicant ce1tified to the Orange Book patent(s) for the Model Labeling and how this 
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ce1iification impacts the ANDA labels and labeling. For applications that have no patents NI A is entered in the 
patent number collllllil. 

Table 8: Impact of Model Labeling Patents on ANDA Labeling 

Patent Patent Expiration Patent Patent Use Code 
How Applicant Filed Labeling Impact 

Number Use Code Definition 

GASTROINTESTINAL 
LAVAGE INDICATED 

6946149 317/2023 U-837 FOR CLEANSING OF Paragraph IV None THE COLON AS A 
PREPARATION FOR 
COLONOSCOPY IN 

ADULTS 

Reviewer Assessment: 

Is the applicant's "patent carve out" acceptable? NA 

Reviewer Comments: 

Table 9 describes how the expiration of the Orange Book exclusivities for the Model Labeling impacts the 
ANDA labels and labeling. For applications that have no exclusivities NIA is entered in the Exclusivity Code 
column. 

Table 9: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

Exclusivity Code Exclusivity Code Definition Exclusivity Expiration Labeling Impact 

NIA 

Reviewer Assessment: 
I Is the applicant's "exclusivity carve out" acceptable? NA 

Reviewer Comments: 

2.4.2 Comparison of ANDA Inactive Ingredients to Model Labeling (Topical And Oral Products 
Only) 

Is submitted labeling for a topical or oral product? YES 

If YES, complete tables l Oa, lOb, and l Oc along with assessment below. 
IfNO, go to section 2.4.3. 
We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling. 

In Table l Oa we compared the lists of inactive ingredients in the DESCRIPTION sections of the Model labeling 
and the ANDA labeling. 

T bl 10 I t' d0 t t . d. M d I P d t d ANDA f D . t' t' a e a: nac 1ve ngre 1en s con ame m 0 e ro UC an rom escnp ion sec ion 
Model Labeling Inactive Ingredients ANDA Inactive Ingredients 

Each SUPREP Rmvel Pre1, Kit <'01ttai11s two 6 ounce bottle;; of solution. F.flch 6 ounce oomes 01 so1u11on. Eacn 6 ounce oome contains: soa1um sunate 17 .5 grams, potassium sunate 
bonle contoins: sodium sulfate 17 .~ grams. potassium s11lfoie 3 . 13 gm ms. mognesium sulfate 1.6 3.13 grams.magnesium sLlfate 1.6 gram~ Inactive ingre:lients include: sodium be111oote, sucralose, 
grams. Inactive i1tgttdien1s il'K' lud(': sodium benzoate. NF. sucra.Jose. 1nalicacid FCC. citric acid malic acid, citric acid, Halollring ingredients, purified water. The solution is a clear to slightly hazy 
l JSP, niworing ingredient~. purified water, lJSP. The solutioo is a clear to ~ligl11ly hazy liquid. 

In Table l Ob we compared the lists of inactive ingredients in the DESCRIPTION section and Components and 
Components statements in ANDA. 

Table 10b: Com arison Inactive In redients contained in ANDA Descri tion section and Com onents and Com osition 
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Table 10b: Comparison Inactive Ingredients contained in ANDA Description section and Components and Composition 

oottles of solution. Each 6 OUll()e bottle contains: sodium sulfate 17.5 grams, potassium sulfate 
3.13 grams, magnesium sulfate 1.6 grams. lriactive ingredients include: sod ium benzoate. sucraJose. 
mallc acid, citric acid, llavonng ingredients, purified water. The solu1ion is a clear to slightly hazy 

Cumpont' 11b , l"t11nr0!ii lio 11 ~md l ht' r. m:fom o r u l'ipit'DI :111'1: gh't'11 L..-lo" : 

J\am~or ow rnmpon('11t 
(g) 

Sodium Sul&:e Aohydr°"'. USP _ 11.500 
J>o~»ium5'1lf.nc (b) (4) 3.130 

Ua3~1um Sullt "'I (b), JSI> I 600 

Sod>UOl lk_,e, NI· (b)(4) 

~~alicActJ.NF 

~(b) (4~-;,,;-•• -, ;.-. -~(b~)(,.,.,4) 

i,anonl'la, •r (b)(4) 

Na~: PmduC1 •~ diluted to ll• M' w1 l w·atcr. 

(b)(4) 

We noted any specific inactive ingredients that require special warnings, precautions, or labeVlabeling 
statements are listed in Table l Oc.for Model and ANDA 

Table 10c Specific inactive ingredients that require special warnings, precautions 
Model Labeling Inactive Ingredients ANDA Inactive Ingredients 

Reviewer Assessment: 
Is the DESCRIPTION section of the labeling consistent with the component and composition statement 
contained in the ANDA? YES 
Are the required labeling statements present in the ANDA labeling? YES 

Reviewer Comments: 

2.4.3 Comparison of ANDA Inactive Ingredients to Model Labeling (Ophthalmic, Injectable, 
And Otic Products Only) 

Is submitted labeling for an ophthalmic, injectable, or an otic product? NA 

If YES, complete tables 1la, 1 lb, and l lc along with the assessment below. 
If NO go to section 2.4.4. 

We compared the list of inactive ingredients and the amount of the inactive ingredient contained in this product 
as to those contained in the Model Labeling to detennine if all components and composition are the same and if 
they are listed accurately in the labeling. 

In Table 1 l a we compared the lists of inactive ingredients in the DESCRIPTION sections of the Model labeling 
and the ANDA labeling. 

Table 11a: Inactive In redients contained in Model Product and ANDA from Descri tion section 
ANDA Inactive In redients 

In Table 11 b we compared the lists of inactive ingredients in the DESCRIPTION section and Components and 
Components statements in ANDA. 

Table 11b: Com arison Inactive In redients contained in ANDA Descri tion section and Com onents and Com osition 

We noted any specific inactive ingredients that require special warnings, precautions, or labeVlabeling 
statements are listed in Table I le.for Model and ANDA 
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Reviewer Assessment: 
Is the DESCRIPTION section of the labeling consistent with the component and composition statement 
contained in the application? NA 
Are the required labeling statements present in the ANDA labeling? NA 
If the labeling includes "Does not contain ... " statements - Has this statement been verified by chemistry? 
NA 

Reviewer Comments: 

2.4.4 How Supplied Section 

We compared the descriptions of the model product to the ANDA finished product. Product differences, such 
as coring configuration, are highlighted in Table 12 and will be refeITed to the appropriate review discipline for 
evaluation. Additionally, we evaluated if the text contained in the HOW SUPPLIED section is accurate based 
on the ANDA finished product description. 

Table 12: Comparison of Model Labelina to ANDA finished product 

16 HOW SUPPLIED/STORAGE AND HANDLING 

Each SUPREP Bowel Prep Kit contains: 
Model Labeling 

• Two (2) 6 ounce bottles of oral solution . 

• One (1) 19 ounce mixing container with a 16 ounce fill line . 

16 HOW SUPPLIEDJSTORAGE AND HANDLING 

ANDA Each Sodium SUifate, Potassium Sulfate and Magnesium Sulfate Oral SOiution contains: 
• Two (2) 6 ounce bottles of oral solution. 
• One (1) 19 ounce mixing container wttll a 16 ounce fill line. 

Reviewer Assessment: 
Is the description (scoring, color, and imprint) of the finished product accurate in the HOW SUPPLIED section 
of the inse11? YES 
Are the packaging sizes acceptable as compared to the Model Labeling? YES 
Does the packaging configuration require the addition or deletion of labeling statements based on the 
comparison to Model Labeling and/or stability data? YES 

Reviewer Comments: 

2.4.5 Previous Labeling Reviews for ANDA and/or Related Correspondence 
Table 13 contains a listing of previously completed OGD labeling reviews and other coITespondence relating to 
this application from DARR TS. We reviewed this infonnation to detennine if previous labeling comments 
were addressed by the applicant or if there is new info1mation that may impact the labeling. 

T bl 13 C I ted L b I' R ' 0th C d f A I' t' U d R ' a e ompe a e mg ev1ews or er orrespon ence or ~DD 1ca ion n er ev1ew 

Search Date 
Finalized Date of Were Previous Comments Addressed? (Yes/No/Explain) 

DARRTS Document 

12/29/2014 8/20/2014 Yes 

2.5 MEDICATION GUIDE 
We evaluated the medication guide to ensure the text is the same as the model labeling. We also ensured the 
directive appears on the container and caiion labeling. 
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Reviewer Assessment: 
Does the fonnat meet the requirements of 21 CFR 208.20? YES 
Are the dispensing and distributions requirements of 21 CFR 208.24 met? YES 
Has the Applicant committed to provide a sufficient number of medication guides? YES 
Is the phonetic spelling of the proprietaiy or established name present? YES 
Is the dispensing directive present on the container and carton labeling? YES 
Is FDA 1-800-FDA-1088 phone number included? YES 

Reviewer Comments: 

2.6 OTHER PATIENT LABELING 

2.7 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS 

We evaluated the SPL data elements to ensm e they are consistent with the info1mation submitted in the ANDA. 
Additionally, we compared the size of the model and ANDA tablet/capsule size to dete1mine if the size of the 
ANDA tablet/capsule poses a safety risk or require a labeling statement (see Table 14). 

Table 14: Comparison of Model and ANDA Tablet/Capsule Size 

Model Labelin: I 
ANDA Labelin 

Reviewer Assessment: 
Are the data elements consistent with the infonnation submitted in the ANDA? YES 
Is the tablet/capsule size similar to the RLD? NA 

Reviewer Comments: 
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3. OVERALL ASSESSMENT OF MATERIALS REVIEWED 
Tables 15 and 16 provide a sUIIllnaiy ofrecommendations for each material analyzed in this review. 

Table 15: Review Summary of Container Label and Carton Labeling 

Packaging Sizes Submission 
Recommendation 

Date 
Container D Draft 1ZJ FPL 8/8/2014 1ZJ Satisfactorv D Revise 
Blister D Draft D FPL D Satisfactory D Revise 
Carton D Draft 1ZJ FPL 11/21/2014 1ZJ Satisfactory D Revise 
Unit Dose Carton D Draft D FPL D Satisfactorv D Revise 

Table 16 Review Summary of Prescribing Information and Patient Labeling 

Revision Date and/or code Submission 
Recommendation Date 

Prescribing Info 0 Draft IX I FPL 12/14 12/18/2014 1ZJ Satisfactory D Revise 
Medication Guide D Draft 1ZJ FPL 12/14 12/18/2014 1ZJ Satisfactory D Revise 
Patient Information D Draft D FPL 12/18/2014 D Satisfactory D Revise 
PPI 0 Draft 0 FPL D Satisfactory D Revise 

SPL IZI 11/21/2014 1ZJ Satisfactory D Revise 

3.1 ANDA LABELS AND LABELING SUBMITTED 
~(b)(4) 

NDC 40032·700-02 Dncllons: .. 
Sodium Sulfate, Dlute the !Dutlon G011Cenlrate prior 1D tse. R. 

Potassium Sulfate 
See endosed pad<age i'Eiert for complete oosage im g 
administration lnslrtdlons. lblll 6-ouri:e OOl!les aie . .,.. 

and Magnesium 
N 

reQlired for a ~ete Pfl!P. 
_ .... 

0 

Sulfate Oral Solution KEEP lllS Nll OTHEJI DRUGS r 
OUT OF REACH Of CHILDREN. "'"' 

17 5 g/3.13 g/1.6 g per 6 ounces -
Oispn• lh•lldosal Mdcalon Cua It ltd! Plln Store at 25'C (77'f); exCUllllons permlltal i> 
Thlstx:ale COIOi'6e~1111 dl of li:J,id bowll 1111> 15-30"C (5!H6'f). 

Rx on~ 
M.rurnfactured by. 

N veL Novel L.aboflllolies, Inc, S-Omerset, NJ 08873 
; ti-

L A • • a A T • a I I I 
LA7000200102 Rev. 07 /2014 _, w 

'" 
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4. QUESTIONS AND COMMENTS FOR 

During the course of this review, we sought clarification on the following issues to dete1mine if a label or 
labeling revision is necessaiy. 

Reviewer Assessment: 
I Does the response(s) received require a label and/or labeling revision? NA 

Reviewer Comments: 
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5. SPECIAL CONSIDERATIONS  
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6. POST APPROVAL REVISIONS 
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*** This document contains proprietary information that cannot be released to the public***

LABELING REVIEW

Division of Labeling Review
Office of Regulatory Operations

Office of Generic Drugs (OGD)

Center for Drug Evaluation and Research (CDER)

Date of This Review 8/18/2014

ANDA Application Number 202511

Review Cycle Number 2

Applicant Name Novel Laboratories Inc.

Established Name Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral 
Solution

Strength(s) (17.5 g/3.13 g/1.6 g) per 6 ounces

Proposed Proprietary Name

DARRTS Received Date 8/8/2014

Labeling Reviewer Charlie Hoppes

Labeling Team Leader John Grace

Review Conclusion

  No Comments – The Labels and Labeling are ready for approval.

  Minor Deficiency* - Refer to Labeling Deficiencies and Comments for the Letter to Applicant 

*Please Note:  The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily 
Correctable Deficiency if all other OGD reviews are acceptable. Otherwise the labeling minor deficiencies will be included 
in the Complete Response (CR) letter to the applicant.

Reference ID: 3612954
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LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

1. GENERAL COMMENTS
a. Please note that Reference Listed Drug (RLD) supplemental approval NDA 022372/S-003, approved on 
July 6, 2011, removes the REMS requirement.  We ask that you request withdrawal of your REMS plan at 
this time consistent with the RLD.  
b. We acknowledge comments regarding the INSTRUCTIONS FOR USE labeling piece. However, we 
believe that you should be the same as the RLD with regard to providing instructions for use.
2. CARTON LABELING
a. See applicable GENERAL COMMENT above and reference the INSTRUCTIONS FOR USE labeling 
piece on carton labeling as seen with RLD labeling.  
b. Ensure that the conditions of 21 CFR 201.1(i) are met.
c. Revise “Note” to read, “…at least 2 hours…”
3. PHYSICIAN LABELING
a. See applicable GENERAL COMMENTS above.
b. The last approved RLD labeling is NDA 022372/S-004, approved on November 1, 2011.  It appears that 
you have not made all the changes that were last approved for the RLD and we request that you do so at this 
time. 
c. Add the missing row line to Table 2.
d. Include the type of flavoring in the DESCRIPTION section. 
e. Add negative signs  magnesium sulfate structural formula (see RLD labeling).
Make the following revision to the last sentence in the DESCRIPTION section, “…package also 
contains…”.
4. MEDICATION GUIDE
a. Provide the MEDICATION GUIDE as a separate labeling piece or, if providing it attached to the 
PHYSICIAN LABELING, format so that it can be removed from the physician labeling.  
b. Ensure that the formatting requirements of 21 CFR 208.20 are met.
c. Provide the phonetic spelling of the product in the MEDICATION GUIDE title. 
5. INSTRUCTIONS FOR USE
See second GENERAL COMMENT above.  

Submit your revised labeling electronically in final print format.

To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with the last approved RLD labeling with all differences annotated and explained.

Prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the 
electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your 
labels and labeling.  

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new 
documents posted on the CDER web site at the following address –

http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

Reference ID: 3612954
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1. MODEL LABELING FOR ANDA 
Our review is based on the following model labels and labeling used for comparison to the submitted ANDA 
labeling. 

1.1 MODEL CONTAINER LABELS FOR ANDA 
In Table 1 below, check all sources for Model container labels and carton labeling (secondaiy packaging) that 

applies. 

Container labels ai·e assessed in section 2.2. 

Cation labeling (outer or secondaiy packaging) is assessed in section 2. 3. 

Table 1: Review Model Labeling for Container Label and Carton Labeling (Check all sources that apply) 

Source 

D druas(a)fda 
~ DARRTS 
D DailyMed 
~Annual Report Y-03 
D Other 

Model labels and carton labeling. [Insert or paste images below] 

• 1 

l ,,,l~ ..... ~ ' 
SUPREP' 

BOWEL PREP KIT 
<sodium sulfate, potassium 

sulfate and magnesium sulfate> 
Oral Solution 

17.5!1J:li 1fi!l1B6ounces 

Dispense llle enclosed Mediecation Gulde to e.ach patient. 
Read patlenl boot111 contained In kit ti least ~ dl'(S before scheduled procedu11. 

Dilute the solution concentrate 11 dlrtcled prior to 1111. 
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supplement approval date, annual 

report date) 

9/30/2013 

9/30/2013 
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._..,_CZ_.,.,,....._ 
lllall&Qftlbc191Sn._...ba*lllllllll'lll 

• On die MIWlll bebe irocWa (or \ldlen )<lll docb ll!lls )00 '>begin) COl1lllel! sieps 1 houlj14 
usiig Ml (1) &<m:e Ide bebe !PllQ IO bed 

• On !tie~ d )<lll ~,.steps 1 ttvolqi4 U5llg h Ohr~~ 

NOTE: 'lb.I mUSI firlsh dnn•r.o the final glass ol watei at leell I lt9urt before )W procedure 
orasllirtdedby~ 

SU PREP 
BOWEL PREP KIT 

<sodium sulfate, potassium 
sulfate and magnesium sulfa tel 

Oral Solution 
(175g/3 ugrl~PJ6ounces 

1.,. ... ., ..... 
~ 52268 01201 l 

·.nr ,::6a 01: 01 u' p,., ' 6 G:& 
1 ~ 4 Instructions for Use Start Here 

Dispense the enclosed Medication Gulde to each patient. 

SU PREP 
BOWEL PREP KIT 

<Sodtm SU:fate. po1assit.rn 
sulfate aid magnesW1 sulfate> 

()al SolJtioo 
N5!>"J 13n116JllJ"6n "1><: 

This carton contains: 
6 ounce (177 ml)~ of lqUld bcMel prep 

1 &ounce mi•1no container 
Patient boo~et Booklet includeS 
1- Medca!Joo Guide 
2 • PalJenl Instructions 
3- Full Prescnbmg lnlormahon 

Dilule lhe solution concenlral.e as 
directed prior to use. 

Both kunce bottles are required for 
a complete prep. 

Store at 25°C (T7°F); excurslons 
permitted to 1S-30°C (59-86°F). 

Rx Braintree 
onl 

On the day before your procedure 

"rtlu may have a lrght breal<1asl or have clear hQUldS ONLY; 
please have nothing for dinner 

• dnnkm1 
• eat or drink anything colored red or purple 
• drink alcohobc bewrages 

Any of the following clear liquids are OK 

Waler 
Strained fruit juices (without pulp) incluo ng apple. orange, white 
grape. oi while cranberry 
Limeade or lemonade 
Coffee or tea ( use a!Pf dairy or non-dairy creamer) 
Chic1'2n broth 
Gelallll desserts without added fruit or topping 
( ) • 



NOC 52268-011 -01 
SU PREP. 

BOWEL PREP KIT 
<sodium sulfate, potassium 

sulfate and magnesium su~ate) 
Oral Solution 

(17.5g/3.13gl1.6g) per 6 ounces 

Dispense the enclosed Medication Guide to each patient. 
This bottle contains 6 ounces (177 ml) of liquid bowel prep 

Directions: 
Dilute the solution concentrate prior to use. See enclosed booklet for 
complete dosage and administration instructions. Both 6-ounce 
bottles are required for a complete prep. 

Keep this and other drugs out of reach of children. 
Store at 25°C (77°F); excursions permitted to 15-30°C (59·86°F). 
Distributed by Braintree Laboratories, Braintree, MA Oil / Rev Aug '1! 

"' 

; Unvarnished 
1 Area 
I 
I 

1.2 PRESCRIBING INFORMATION MODEL LABELING 

c 

The review model labels and labeling used for comparison to the submitted ANDA labeling are described in 
Table 2. 

Prescribing info1mation is assessed in section 2.4. 

Table 2: Review Model Labeling for Prescribing Information and Patient Labeling(Check all that apply) 

0 MOST RECENTLY APPROVED REFERENCE LISTED DRUG 

NOA or ANDA: 022372 Proprietary Name: Suprep Bowel Prep Kit I Approval date: 11/1/2012 

S-004 
Description of Supplement: Labeling revisions to the Dosage and Administration 

section. 

0 BPCA or PREA TEMPLATE 

D OTHER (Describe): 
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2. MATERIAL ANALYSIS 
The results for each material reviewed in this section provide the basis for the labeling comments to the 
applicant (Page 2). 

2.1 GENERAL 

2.1.1 Established Name Assessment 

We compared the established names of this ANDA, the Model Labeling and the USP to detennine if the 
established name presented on the labeling is acceptable. 

Table 3: Comparison of Established Names 

M d I L b I
. . Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral 

0 e a e mg. Solution 

ANDA: 

USP: 

Reviewer Assessment: 

Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral 
Solution 
No Monograph 

Is the established name for ANDA acceptable? YES 
Is the established (and proprietaiy name) displayed in a manner consistent 21 CFR 201 .1 O? YES 
Is title case used in established name? YES 
Is established name on list of naine pairs that use Tall Man lettering found on FDA webpage? NO 
• If yes does labeling comply with Tall Man 

lettering recommendations? NA 

Reviewer Comments: 

2.1.2 United States Pharmacopeia (USP) & Phar macopeia Forum (PF) 

We seai·ched the USP and PF to detennine ifthe chug product under review is the subject of a USP monograph 
or proposed USP monograph and detennined how the monograph impacts the ANDA labeling with respect to 
packaging and storage. The results of this seai·ch ai·e provided in Table 4. 

Table 4: USP and PF Search Results 

Date Searched Monograph? YES or NO 
Labeling statements found 

NA if no monograph 
USP 8/18/2014 NO NA 
PF 8/18/2014 NO NA 

Reviewer Assessment: 
Does the ANDA labeling require revision or is clarification needed from other review disciplines based on the 
compai·ison of USP or PF labeVlabeling requirements? NA 
Do required labeling statements appeai· on/in the ANDA labeling? NA 
Are the USP packaging and storage recommendations reflected in the labels and labeling? NA 

Reviewer Comments: 

2.2 CONTAINER LABEL 
We evaluated the container labels for the inclusion of all required statements and safety considerations. 

2.2.1 Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors 

We used the ch·aft Guidance for Industiy titled Safety Considerations for Container Labels and Carton Labeling 

8 1Page 

Reference ID: 3612954 



Design to Minimize Medication Errors for the following assessment. 

Reviewer Assessment: 
Does the following infonnation appear as the most prominent infonnation on the Principal Display Panel? 

Proprieta1y name? NA 
Established name? YES 
Product strength? YES 
Route(s) of administration (other than oral)? NA 
Warnings (if any) or cautionaiy statements (if any)? YES 

Does the following infonnation appear of lesser prominence on the Principal Display Panel? 
Rx-only statement? YES 
Net quantity statement? YES 
Manufacturer logo? YES 

Are the requirements of 21 CFR 201.15 met for all required label statements? YES 
Are the requirements of 21 CFR 201.100 met for all required label statements? YES 

Reviewer Comments: 

2.2.2 Other Container Label Considerations 

Reviewer Assessment: 
Does this container meet the "too small" exemption found in 21 CFR 201.1 O(i)? NO 
Are all abbreviations acceptable? (i.e., mg, mcg, HCl)? YES 
Are multiple strengths differentiated by use of different color or other acceptable means? NA 
Does the net quantity statement appeai· separate from and less prominent than the statement of strength (e.g. , not 
highlighted, boxed, or bolded)? YES 
Are the mles governing leading and tenninal zeroes, decimals, and commas followed? YES 
If other than oral use, is the route of administration correctly described? NA 
Are all required warning statements that appeai· on Model Label properly displayed? YES 
Is space provided to display expiration date properly? YES 
Is bai· code properly displayed per 21 CFR 201.25(c)(2)? YES 
Is NDC properly displayed? YES 
Is controlled substance symbol properly displayed? NA 
Is the "Usual Dosage" on side panel and is it acceptable? YES 
Is a product strength equivalency statement on side panel? NA 
Are the Medication Guide Phannacist instructions included per 208.24(d)? YES 

Reviewer Comments: 

2.2.3 Container Label for Small Volume Parenteral Solutions: 
Is container for small volume parenteral solution? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.4. 

Reviewer Assessment: 
Is the product sti·ength expressed as total quantity per total volume followed by the concenti·ation per milliliter 
(mL), as described in the USP, General Chapter <l> Injection? NA 
If volume is less than 1 mL, is strength per fraction of a milliliter the only expression of strength?NA 
Are inactive ingredients listed on label as required by regulations? NA 

Reviewer Comments: 

2.2.4 Container Label for Sterile Solid Injectable: 
Is container for sterile solid injectable? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.5. 
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Reviewer Assessment: 
Is the strength in te1ms of the total amount of drng per vial? NA 
Are instructions for reconstituting the product and the resultant concenti·ation if space pennits? NA 
Are inactive ingredients listed on label as required by regulations? NA 

Reviewer Comments: 

2.2.5 Container Label for Pharmacy Bulk Package: 

Is container a Phannacy Bulk Package? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.6. 

Reviewer Assessment: 
Is there a prominent, boxed declaration reading "Phaimacy Bulk Package- Not for Direct Infusion" on the 
principal display panel following the expression of sti·ength? NA 
Does the container label include graduation marks? NA 
Does label contain the required info1mation on proper aseptic technique including time fraine in which the 
container may be used once it has been entered? NA 
Are inactive ingredients listed on label as required by regulations? NA 

Reviewer Comments: 

2.2.6 Unit Dose Blister Labels 

Is container a Unit Dose Blister Pack? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.7 

Reviewer Assessment: 
Does each blister include only one dosage unit (e.g., one tablet, one capsule)? NA 
Do proprietaiy name, established naine, stl'ength, lot number, expiration date, bar code, and manufacturer 
appeai· on each blister cell? NA 
Does the established naine describe only one unit (e.g. "tablet" rather than "tablets")? NA 

Reviewer Comments: 

2.2. 7 Over The Counter (OTC) Label 

Is this label for an OTC product? NO 
If YES go to Reviewer Assessment below, if NO go to section 2.2.8 

Reviewer Assessment: 
Is Drng Facts Labeling fo1mat acceptable per 21 CFR 201.66? NA 
Does packaging meet the requirements for Special Packaging under the Poison Prevention A.ct and defined per 
16 CFR 1700? NA 
Does packaging meet the tamper-evident requirements 21 CFR 211.132? NA 
Does "Questions?" have a toll-free number no less than size 6 pt. font per 21 CFR 201.66(c)(9) or " 1-800-FDA-
1088" [21 CFR 201.66 (c)(5)(vii)]? NA 
Did fom submit a Labeling Fo1mat Info1mation Table to evaluate the font size? NA 

Reviewer Comments: 

2.2.8 Presentation of Manufacturer/Distributor/Packer on Labeling 
We compared the naine and address of the manufacturer of this product to the name and address listed on the 
labels and labeling to dete1mine if the labeling statements ai·e consistent with the regulations (21 CFR 201. 1). 
Table 5 provides a description of this comparison. [NOTE: This presentation/assessment may apply to other 
labeling submitted]. 
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Table 5: Comparison of Manufacturer/Distributor/Packer Labeling Statements 
Name and Address of Facility ANDA Manufactured 

Novel Laboratories Inc. 
4000 Campus Drive 
Somerset NJ 08873 

Name and Address on ANDA Labels Manufactured by: 
Novel Laboratories, Inc" S«nerset, NJ 08873 

Name and Address on ANDA Labeling 

N f veL 
L AIOlA T Oll l l 
-··- ···- · ···-·-··· --··- ·· -.. 

Manufactured by 
Novel L.aboratones, Inc. 
somerset, NJ 08873, USA 

Reviewer Assessment: 
Does the labeling have the required qualifiers per 21 CFR 201.1? NO 
For Foreign manufacturers, does the labeling have the countiy of origin? NA 
For Foreign manufacturers, does the labeling have a US contact/disti-ibutor? YES 

Reviewer Comments: Carton: Ensure that the conditions of 21 CFR 201.l(i) are met. 

2.2.9 Description of the Container/Closure 
We evaluated the container/closure system of this product to detennine if special child-resistant packaging is 
required based on packaging configuration. Additionally, we evaluated other aspects of the container closure 
that relate to the dosage fo1m, product fo1mulation, and product class. Below is a description of the 
container/closure for the ANDA product. 
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Reviewer Assessment: 
Does the container require a child-resistant closure (CRC) as described in the Poison Prevention Act and 
regulations? YES 
Describe container closure in Reviewer Comments text box (e.g. 30s CRC, 1 OOs non-CRC) 
If the closure is not child-resistant, does the container or carton require a labeling statement warning the product 
is not child-resistant? NA 
Are the tamper evident requirements met for OTC and Controlled Substances? NA 
Does this ophthalmic products cap color match the American Academy of Ophthalmology (AAO) packaging 
color-coding scheme? NA 
For parenteral products: 
Is there text on the cap/fe1nile oversea! of this injectable product? NA 

If YES, does text comply with the recommendations in USP General Chapter < l >? NA 
What is the cap and fenule color? 

NOTE: Black closure system is prohibited, except for Potassium Chloride for Injection Concentrate. 

Comment 

Container closure description: 

Sodium Sulfate, Potassium &ilfate, and Magnesium Sulfate Oral Solution is a 
stable product. SUPREP is available in 6 oz Amber ;olored (bl\'4 'Bollles. Novel' s drng 
product is packaged in 200cc (bf<4J(HDPE) bottles w ith: (bJ<4JcRC Closure. 
The details of the container closure system are shown below. 

Component 

Container I Shape/ Type/ Color 

Closure 

Seal 

Outserl 

12 1 Page 
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Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate 
Ornl Solution 

200cc 

(b)(4 

Yes 

Child Resistance Closurel 

proprietary info, 
page 47 

(b)(4 

(b)(4 

(b)(4 
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2.2.10 Storage and Dispensing Recommendations

We compared the storage and dispensing statements that appear on the ANDA labels to the model labeling and 
USP to confirm the statements do not conflict and the format is consistent with USP and OGD standards (see 
Table 6).  [NOTE: This assessment may apply to other labeling submitted]

Reference ID: 3612954
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Table 6: Model Labeling and ANDA Storage/Dispensing Recommendations 
Model Labeling 
Insert-
Storage: 
Store at 20° to 25°C (68° to 77°F). Excursions pem1itted between 15° to 30°C (59° to 86°F). 
USP controlled room temperature. 

Keep this and other drugs out of reach of children. 

Container-
Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). 

Store at 25°C ITT0 f) ; excurs ons 
permitted to 1S.30°C (59.S6°F). 

Carton-
ANDA 

Store at 25'C (77"F); excullilons permitlal 1o 
15·30"C (59-86°F). 

Store at 25°C {77°F); excursions 
permitted to 15-30°C {59-86°F) . 

... 
USP 

No monograph 

Reviewer Assessment: 
Is the storage or dispensing statement acceptable as compared to the Model Labeling? YES 
Is the storage or dispensing statement acceptable as compared to the USP? NA 
Are the storage temperature recommendations acceptable? YES 

See 

Does the temperature statement confo1m to the OGD fonnat for controlled room temperature?YES 

Reviewer Comments: 

2.2.11 Related Applications Containing the Same Active Ingredient 

We evaluated the following applications that contain the same active ingredient from the same applicant to 
dete1mine if the labels and labeling are adequately differentiated from one another. 
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Reviewer Assessment: 
I Are the labels and labeling of these products differentiated to avoid selection eITors? NA 

Reviewer Comments: 

2.2.12 Comparison of ANDA Inactive Ingredients that Require Special Labeling Statements to 
Model 

We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling. 
Specific inactive ingredients that require special warnings, precautions, or labeVlabeling statements are in Table 
7. 

NOTE: This section is for assessing required statements on container labels only for both prescription 
and OTC drug products. Required statements for prescribing information is assessed for Prescription 
drug products in Sections 2.:.1:1 and bid 

statements 

Reviewer Assessment: 
Do any of the inactive ingredients need a label statement required by regulations? NO 
If the labeling includes "Does not contain ... " statements - Has this statement been verified by chemistry? 

NA 

Reviewer Comments: 

2.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING 

Reviewer Assessment: 
Do all required label statements and safety considerations assessed above for CONTAINER labels appear on 
the carton? YES 
If container is too small or othe1wise unable to accommodate a label with enough space to include all required 
infonnation, is all required info1mation present on the carton labeling? NO 
For unit dose blister that are not child-resistant is there a statement indicating the package is not child-resistant. 
For example, "This package is not child-resistant. If dispensed for outpatient use, a child-resistant container 
should be used"? NA 
If countiy of origin is not on Container, does appear· on outer packaging labeling? NA 

Reviewer Comments: 

2.4 PRESCRIBING INFORMATION 

Reviewer Assessment: 
Are the labeling contained in the submission the same as the review model labeling? NO 
Are the differences allowed under 21CFR314.94(a)(8)? YES 
Are the specific requirements for fonnat met under 21 CFR 201.57(new) or 201.80(old)? YES 
Does the Model Labeling have combined insert labeling for multiple dosage fo1ms? NO 

Reviewer Comments: The sponsor will be requested to be the same as last approved RLD labeling. 

2.4.1 Patents and Exclusivities 

Are there any unexpired patents or mar·keting exclusivities for Model Labeling? YES 

IfYES go to the table and assessments below. 
If NO go to section 2.4.2. 
Table 8 describes how the applicant ce1tified to the Orange Book patent(s) for the Model Labeling and how this 
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certification impacts the ANDA labels and labeling. For applications that have no patents NI A is entered in the 
patent number colllillil. 

Table 8: Impact of Model Labeling Patents on ANDA Labeling 

Patent Patent Expiration Patent Patent Use Code 
How Applicant Filed Labeling Impact Number Use Code Definition 

GASTROINTESTINAL 
LAVAGE INDICATED 

6946149 317/2023 U-837 FOR CLEANSING OF Paragraph IV None THE COLON AS A 
PREPARATION FOR 
COLONOSCOPY IN 

ADULTS 

Reviewer Assessment: 

Is the applicant's "patent carve out" acceptable? NA 

Reviewer Comments: 

Table 9 describes how the expiration of the Orange Book exclusivities for the Model Labeling impacts the 
ANDA labels and labeling. For applications that have no exclusivities NIA is entered in the Exclusivity Code 
column. 

Table 9: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

Exclusivity Code Exclusivity Code Definition Exclusivity Expiration Labeling Impact 

NIA 

Reviewer Assessment: 
I Is the applicant's "exclusivity carve out" acceptable? NA 

Reviewer Comments: 

2.4.2 Comparison of ANDA Inactive Ingredients to Model Labeling (Topical And Oral Products 
Only) 

Is submitted labeling for a topical or oral product? YES 

If YES, complete tables l Oa, lOb, and lOc along with assessment below. 
IfNO, go to section 2.4.3. 
We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling. 

In Table 1 Oa we compared the lists of inactive ingredients in the DESCRIPTION sections of the Model labeling 
and the ANDA labeling. 

T bl 10 I f d0 ts t . d . M d IP d t d ANDA f D . f f a e a: nac 1ve ngre 1en con ame m 0 e ro UC an rom escnp ion sec ion 
Model Labeling Inactive Ingredients ANDA Inactive Ingredients 

Each SUPREP Bowel Prep Kit conta ins t\\'O 6 ounce bottles of solution. Each 6 ounce 
bottles ol solution. Each 6 ounce bottle contains: sodium sullate 17.5 grams, potassium sullate boule contains: sodium sulfate 17.S grams, po1assium sulfate 3.13 grams. magnesium sulfate J.6 3.13 grams, magnesium sullate 1.6 gr.ms. Inactive ingredieits include: sodium be111oate, sucralose, 

grams. Inactive ing redients include: sodium benzoate .. NF. sucralose .. malic acid FCC. citric acid malic acid, cnric acid, navoring ingredients, purified watec The solution is a dear to slightly hazy 
USP, flavoring ingredients, purified water. USP. The solution is a clear to slightly hazy liquid. 

In Table 1 Ob we compared the lists of inactive ingredients in the DESCRIPTION section and Components and 
Components statements in ANDA. 

Table 10b: Com arison Inactive In redients contained in ANDA Descri tion section and Com onents and Com osition 
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Table 10b: Comparison Inactive Ingredients contained in ANDA Description section and Components and Composition 

bottles of solution. Each 6 ounce bottle contains: sodium sulfate 17.5 grams, potassium sullate 
3.13 grams. magnesium sulfate 1.6 grams. Inactive ingredients include: sodium benzoate, sLJCraJose. 
mal1c acid, cltlic acid, llavonng ingredients, purified wale[ The solution is a clear to slightly hazy 

C (bll-4! ~ 

(b)(4f 

--~~<b~l!-4I...._~~--~~~~~-

We noted any specific inactive ingredients that require special warnings, precautions, or labeVlabeling 
statements are listed in Table lOc.for Model and ANDA 

Table 10c Specific inactive ingredients that require special warnings, precautions 
Model Labeling Inactive Ingredients ANDA Inactive Ingredients 

Reviewer Assessment: 
Is the DESCRIPTION section of the labeling consistent with the component and composition statement 
contained in the ANDA? YES 
Are the required labeling statements present in the ANDA labeling? YES 

Reviewer Comments: Include the type of flavor in the DESCRIPTION section. 

2.4.3 Comparison of ANDA Inactive Ingredients to Model Labeling (Ophthalmic, Injectable, 
And Otic Products Only) 

Is submitted labeling for an ophthalmic, injectable, or an otic product? NA 

IfYES, complete tables 1la, 1 lb, and I le along with the assessment below. 
If NO go to section 2.4.4. 

We compared the list of inactive ingredients and the amount of the inactive ingredient contained in this product 
as to those contained in the Model Labeling to detennine if all components and composition are the same and if 
they are listed accurately in the labeling. 

In Table 11 a we compared the lists of inactive ingredients in the DESCRIPTION sections of the Model labeling 
and the ANDA labeling. 

Table 11a: Inactive In redients contained in Model Product and ANDA from Descri tion section 
ANDA Inactive In redients 

In Table 11 b we compared the lists of inactive ingredients in the DESCRIPTION section and Components and 
Components statements in ANDA. 

Table 11b: Com arison Inactive In redients contained in ANDA Descri tion section and Com onents and Com osition 

We noted any specific inactive ingredients that require special warnings, precautions, or labeVlabeling 
statements are listed in Table I le.for Model and ANDA 
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Reviewer Assessment: 
Is the DESCRIPTION section of the labeling consistent with the component and composition statement 
contained in the application? NA 
Are the required labeling statements present in the ANDA labeling? NA 
If the labeling includes "Does not contain ... " statements - Has this statement been verified by chemistry? 
NA 

Reviewer Comments: 

2.4.4 How Supplied Section 

We compared the descriptions of the model product to the ANDA finished product. Product differences, such 
as coring configuration, are highlighted in Table 12 and will be refeITed to the appropriate review discipline for 
evaluation. Additionally, we evaluated ifthe text contained in the HOW SUPPLIED section is accurate based 
on the ANDA finished product description. 

Table 12: Comparison of Model Labelina to ANDA finished product 

16 HOW SUPPLIED/STORAGE AND HANDLING 

Each SUPREP Bowel Prep Kit contains: 
Model Labeling 

• Two (2) 6 ounce bottles of oral solution . 

• One (1) 19 ounce mixing container with a 16 ounce fill line . 

16 HOW SUPPLIEOJSTORAGE ANO HANDLING 

ANDA Each SodJum Sulfate, Potassium Sulfate and Magnesium Suttate Oral Solution conta;ns: 
• Two (2) 6 ounce bottles of oral solution. 
• One (1) 19 ounce mixing container wtth a 16 ounce fill line. 

Reviewer Assessment: 
Is the description (scoring, color, and imprint) of the finished product accurate in the HOW SUPPLIED section 
of the insert? YES 
Are the packaging sizes acceptable as compared to the Model Labeling? YES 
Does the packaging configuration require the addition or deletion of labeling statements based on the 
comparison to Model Labeling and/or stability data? YES 

Reviewer Comments: 

2.4.5 Previous Labeling Reviews for ANDA and/or Related Cor r espondence 
Table 13 contains a listing of previously completed OGD labeling reviews and other coITespondence relating to 
this application from DARRTS. We reviewed this infonnation to determine if previous labeling comments 
were addressed by the applicant or if there is new info1mation that may impact the labeling. 

T bl 13 C I t d L bel' R ' 0th C d f A I' t' U d R ' a e omp e e a mg ev1ews or er orrespon ence or ~DD 1ca ion n er ev1ew 

Search Date Finalized Date of Were Previous Comments Addressed? (Yes/No/Explain) 
DARRTS Document 

8/18/2014 3/31/2011 Yes 

2.5 MEDICATION GUIDE 
We evaluated the medication guide to ensure the text is the same as the model labeling. We also ensured the 
directive appears on the container and caiion labeling. 

18 IP age 

Reference ID: 3612954 



Reviewer Assessment: 
Does the fonnat meet the requirements of 21 CFR 208.20? NO 
Are the dispensing and distributions requirements of 21 CFR 208.24 met? YES 
Has the Applicant committed to provide a sufficient number of medication guides? YES 
Is the phonetic spelling of the proprieta1y or established name present? NO 
Is the dispensing directive present on the container and carton labeling? YES 
Is FDA 1-800-FDA-1088 phone number included? YES 

Reviewer Comments: Provide the MEDICATION GUIDE as a separate labeling piece or, if providing it 
attached to the PHYSICIAN LABELING, format so that it can be removed from the physician labeling. 

2.6 OTHER PATIENT LABELING 

2.7 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS 

We evaluated the SPL data elements to ensure they are consistent with the infonnation submitted in the ANDA. 
Additionally, we compared the size of the model and ANDA tablet/capsule size to detennine if the size of the 
ANDA tablet/capsule poses a safety risk or require a labeling statement (see Table 14). 

Table 14: Comparison of Model and ANDA Tablet/Capsule Size 
Model Labeling I 
ANDA Labeling 

Reviewer Assessment: 
Are the data elements consistent with the infonnation submitted in the ANDA? YES 
Is the tablet/capsule size similar to the RLD? NA 

Reviewer Comments: 
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3. OVERALL ASSESSMENT OF MATERIALS REVIEWED 
Tables 15 and 16 provide a sumn1ru.y ofrecommendations for each material analyzed in this review. 

Table 15: Review Summary of Container Label and Carton Labeling 

Packaging Sizes Submission 
Recommendation 

Date 
Container D Draft cgj FPL 8/8/2014 cgj Satisfactorv D Revise 
Blister D Draft D FPL D Satisfactory D Revise 
Carton D Draft cgj FPL 8/8/2014 D Satisfactory cgj Revise 
Unit Dose Carton D Draft D FPL D Satisfactorv D Revise 

Table 16 Review Summarv of Prescribing Information and Patient Labeling 

Revision Date and/or code Submission 
Recommendation Date 

Prescribing Info D Draft cgj FPL 3/14 8/8/2014 D Satisfactorv cgj Revise 
Medication Guide D Draft cgj FPL 3/14 8/8/2014 D Satisfactorv cgj Revise 
Patient Information D Draft D FPL D Satisfactory D Revise 
PPI 0 Draft 0 FPL D Satisfactory D Revise 

SPL cgj 8/8/2014 D Satisfactory cgj Revise 

3.1 ANDA LABELS AND LABELING SUBMITTED 
- (b) (4J 

WDC 40032·7~ Dlnlctlons: • 
Sodium Sulfate, Dlute tile &:A~on concema1B prlor 1D l.5e. ;;. 

Potassium Sulfate 
See eodooed pad<age lrnl!lt for colf4)lele do.sage and § 
administration lnstn.dlons. lkltll 6-ource lx:Atlasare - ... 

and Magnesium reQllr&d for a wnplete prep. 
= N 
_ ... 

0 

Sulfate Oral Solution KEEP lllS AND OTHER DRUGS 
OUT OF REACH OF CHLDREN. """ 

17.5 g/3.13 g/1.6g per 6 ounces -
Dil!Jlll• U.eldJlad Mdc:doo Qidl ID lldl pdA stin at 25'C (77'1'); excu~ons pemitted to 
This lxlllt oo111Jil$&oon0!! (m ml) m IQid 00..1 rrap 15-30"C (59-86'F). 

Rx on~ 
Manufal:tured by: 

N VSL 
Novel l.ilbomtories, Inc., somerset, NJ 08873 

;! .. .... .. .. ' ..... LA7000200102 Rev. 07 / 2014 

20 IP age 

Reference ID: 3612954 



(b)(4J 

_,. ..... ---·-·-·-·-·-·-·----·-·-·-·-·-·-·----·-·-·-·--

211 Page 

Reference ID: 3612954 



4. QUESTIONS AND COMMENTS FOR 
During the course of this review, we sought clarification on the following issues to detennine if a label or 
labeling revision is necessa1y. 

Reviewer Assessment: 
I Does the response(s) received require a label and/or labeling revision? NA 

Reviewer Comments: 
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5. SPECIAL CONSIDERATIONS 
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6. POST APPROVAL REVISIONS
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 REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:  202511  Date of Submission: November 8, 2010 
 
Applicant's Name:  Novel Laboratories, Inc.  
 
Proposed Proprietary Name: None 
 
Established Name:  Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate Oral Solution.  
  
____________________________________________________________________________________
____________________________________________________________________________________ 
 
Labeling Deficiencies:  
 
1. GENERAL COMMENTS:  
 
 a. You state that your carton contains “one mixing container”; however, you did not  
  submit  information about the  mixing container in the Section 3.2.P.7 Container  
  Closure System.  Please submit pertinent information about this mixing container to 
  chemistry. Note that the container should have the 16-ounce line marked on the   
  container.  
 
 b. Before final approval of this drug product, you should submit the “patient booklet” stated  
  on the carton for review.  

 
2. CONTAINER:  
 
 Revise to read “17.5 g/3.13 g/1.6 g per 6 ounces” [add a space between “17.5” and “g”].  
  
3. CARTON:  
 
 a. Side panel, Step 1, the six-ounce bottle depicted is .  Please verify  
  that your six-ounce bottle is .   
 
 b. Side Panel, Step 2, the red “Fill Line” could not be read.  Please revise.  
 
 c. Please submit a depiction of the carton with all panels attached.  
 
 d. Please refer to CONTAINER comment.  
 
4. PATIENT INSTRUCTIONS 
 
 Please submit patient instructions.  
 
5. MEDICATION GUIDE 
 
 Acceptable in draft.  
 
6. REMS 
 
 Timetable for Submission of Assessments: revise to state “Not applicable”.  
 
7. INSERT 
  
 a. Please submit the HIGHLIGHTS and FULL PRESCRIBING INFORMATION:   
  CONTENTS* sections.  
 

Reference ID: 2923981
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(b) (4)

(b) (4)

(b) (4)



 
 
 
 
 b. .  
 
 c. Second footnote of Table 2, revise to read “... (≤ 21 mEq/L) and high anion gap (≥ 13  
  mEq/L)...” 
 
 d. 11 DESCRIPTION  
 
  .  
 

   
   
 
 

Submit final printed labeling electronically according to the guidance for industry titled Providing 
Regulatory Submissions in Electronic Format – ANDA.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
 
To facilitate review of your next submission please provide a side-by-side comparison of your proposed 
labeling with your last labeling submission with all differences annotated and explained. 
 
 
 
        
BASIS OF APPROVAL: 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have 12 Final Printed Labels and Labeling?   Yes  No If no, list why:  
Container Labels:   6 ounce bottles 
Carton Labels:  
Professional Package Insert Labeling: 
Patient Instructions:  
Medication Guide:  
Revisions needed post-approval: 
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?  No    
What is the RLD on the 356(h) form:   Suprep Bowel Prep Kit 
NDA Number:  22372 
NDA Drug Name:  Suprep Bowel Prep Kit 
NDA Firm:  Braintree Labs 
Date of Approval of NDA Insert and supplement #: NDA was approved 8/5/10- no supplements yet 
Has this been verified by the MIS system for the NDA?   Yes 
Was this approval based upon an OGD labeling guidance?   No 
Basis of Approval for the Container & Carton Labels:   side-by-sides 
Other Comments 
 
NOTES/QUESTIONS TO THE CHEMIST: 
 
____________________________________________________________________________________
____________________________________________________________________________________ 
 
FOR THE RECORD: 
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1. Review based on the labeling of Braintree's Suprep Bowel Prep Kit (22372; application approved 
8/5/10). This NDA is associated with a REMS and Med Guide. 

2. Patent/ Exclusivities 

3. 

4. 

Patent Data - 22372 
No Expiration Use Code Use File 

6945149 April 30, 2022 U-387 Gastrointestinal lavage indicated IV 
for cleansing of the colon as a 
preparation for colonoscopy in 

adults 

Exclusivity Data -22372 

Code/sup Use Description Labeling Impact 
Expiration Code 

NC 8/5/2013 NC New Combination No impact 

On March 9, 2011 Braintree sued Novel (Case 3:11-cv-01341-GEB-TJB) in U.S. District Court 
District of New Jersey. 

Novel will not market until NC exclusivity expires on 8/5/2013. 

Inactive Ingredients: [3.2.P .1-original submission] 

Components, composition and the function of excipien t are given below: 

Nam e of the component 
Composition Composition 

(g) % (g/ 100 mL) 

Sodium Sulfate Anhydrous, USP 17.500 

Potassium Sulfate! 
(b)l4i 3.130 

Magnesium Sulfate,U USP 1.600 

Sodium Benzoate, NF 
(b)(4) 

Sucralose, NF 

Malic Acid, NF 

l (bl <4~Citric Acid) (b><4jusP 

Lemon Flavor! 
(b)(4) 

Note : Product is diluted to 16 oz with water. 

Drug Product Manufacturer: [3.2.P .3-original submission] 

Novel Laboratories Inc. 
4000 Campus Drive 
Somerset NJ 08873 

F unction 

(b)(4! 

5. Finished Product Appearance: [3.2.P.5-original submission] 

When reconstituted, clear to slightly hazy liquid with lemon flavor. 

6. Container/Closure [3.2.P.7-original submission] 
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Container closure description: 

Sodium Sulfate, Potassium &llfate, and Magnesium ~J>W~te Oral Solution is a 
stable product. SUPREP is availab le iIL6 Oft,l{}Jmber colored ~_o~~ft~i Novel' s drug 
product is packaged in 200ccl HDPE) bottles with I_ CRC Closure. 
The details of the container closure system are shown below. 

Component Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate 
Oral Solution 

(b)(4 

Container I Shape/ Type/ Color 200 cc 

Closure I 
(b) (4) ;-'I Child Resistance Closur _

1 

-n>l\4 

(Df{4 

Seal 

Outsert Yes 

Novel is supposed {o <~>af~ a ~mixing container in the carton but there's no container closure 
information for the < 

1 ixing container. See comment to firm. 

7. Storage Conditions: 

Pl: Store at 20 to 25C (68 to 77F). Excursions permitted between 15 to 30C (59 to 86F). 
See USP controlled room temperature. 

Carton: Store at 25°C (77°F); excursions permitted to 15-30°C(59-86°F). 

Container: (6 ounces bottle): Store at 25°C (77°F); excursions permitted to 15-30°C(59-86°F) 

Pl: Store at 20 to 25°C (68 to 77°F). Excursions permitted between 15 to 30°C (59 to 86°F). 
See USP controlled room temperature. 

Carton: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). 

Container (6 ounces bottle): Store at 25°C (77°F); excursions permitted to 15-30°C(59-86°F). 

8. Product Line: 

RLD: 
The carton contains: 2 six ounces bottles of liquid bowel prep, 1 CbH41mixing container, 1 patient 
booklet. Booklet includes: MED GUIDE, patient instructions, full Pl. 

Generic applicant: Two 6 ounces bottles. 
The carton contains: 2 six ounces bottles of liquid bowel prep, 1 <bll41mixing container, 1 patient 
booklet. Booklet includes: MED GUIDE, patient instructions, full Pl. 

Date of Review: March 25, 2011 Date of Submission: November 8, 2010 
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Primary Reviewer:       Thuyanh Vu    Date: 
 
Team Leader:     John Grace     Date: 
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Chemistry Review Data Sheet 

1. ANDA: 202511 

2. REVIEW #: 2 

3. REVIEW DATE: 09/16/2014 

4. REVIEWER: Khalid M. Khan 

5. PREVIOUS DOCUMENTS : 
Submission( s) Reviewed Document Date 
Original 11/08/2010 
Amendment - Patent & Exclusivity 02/02/2011 
Amendment - Patent & Exclusivity 03/1112011 
Amendment - Patent & Exclusivity 03/16/2011 
Amendment - Quality 07/25/2011 

6. SUBMISSION(S) BEING REVIEWED: 
Submission(s) Reviewed Document Date 
Amendment 08/08/2014 
Amendment 11/19/2014 

7. NAME & ADDRESS OF APPLICANT: 

Name: Novel Laboratories 

400 Campus Drive 
Address: Somerset, NJ 08873 

USA 

Representative: 
Scott Talbot, Vice President Quality Assm·ance and Regulatory Affairs 

stalbot@novellabs net 

Telephone: 
Phone: (908) 603-6000 

Fax: (908) 603-6060 

8. DRUG PRODUCT NAME/CODE/TYPE: 
Proprietaiy Name: 
Non·Proprietaiy Name (USAN): Sodium Sulfate, Potassium Sulfate and Magnesium 

Sulfate Oral Solution: 17.5 g/3 .13 g/1.6 g per 6 Ounces 

9. LEGAL BASIS FOR SUBMISSION: 
NDA#022372 
Ref Listed Dmg: SUPREP Bowel Prep Kit 
Finn: Braintree Laboratories, Inc. 
1. Basis for Abbreviated New Dmg Application 

a. The basis for Novel's proposed ANDA for Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate Oral Solution is the approved Reference Listed Dmg, SUPREP Bowel 
Prep Kit, the subject of New Dmg Application 0223 72, held by Braintree laboratories, Inc . 

• 1 • 
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b. SUPREP Bowel Prep Kit is listed in the Electronic Approved Drug Products with 
Therapeutic Equivalence Evaluations ( conunonly known as the Electronic Orange Book) with 
one unexpired patent. The patent listed in the Electronic is Patent No. 6946149 which will 
expire on April 30, 2022. 

2. Dmg Substance 
a. The chug substances sodium sulfate, potassium sulfate and magnesium sulfate used in Novel 's 

product are chernically the same as that in SUPREP Bowel Prep Kit. 
b. Refer to Novel's annotated draft labeling and to the cuffently approved labeling for SUPREP 

Bowel Prep Kit provided in Section 1.14.1 of this application. 

3. Route of Administration, Dosage Form, and Strength 
a. The route of administration, dosage form, and strength ofNovel's product is the same as that 

for SUPREP Bowel Prep Kit. 
b. Refer to Novel's annotated draft labeling and to the cuffently approved labeling for SUPREP 

Bowel Prep Kit provided in Section 1.14.3 of this application. 

4. Bioavailability/Bioequivalence 
Novel is requesting a Biowaiver for the chug product based on the fact that the chug product is a 
tme solution, containing active ingredients sodium sulfate, potassium sulfate and magnesium 
sulfate in the same concentration and dosage form as that of reference listed chug product, 
SUPREP Bowel Prep Kit. Also, it contains the same inactive ingredients (sodium benzoate, 
sucralose, malic acid, (bJ <4I citric acid and water) as that of the reference listed dmg product, 
SUPREP Bowel Prep Kit. 

10. PHARMACOL. CATEGORY: 
Osmotic laxative. The product is used to cleanse colon and prepare adults for colonoscopy. 

11. DOSAGE FORM: Clear liquid for oral administration 

12. STRENGTH/POTENCY: 17.5 g/3. 13 g/1.6 g per 6 oz 

13. ROUTE OF ADMINISTRATION: Oral 

14. Rx/OTC DISPENSED: x Rx OTC 

15a. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING 
SYSTEM): 

D SPOTS product - F onn Completed 

~ Not a SPOTS product 

15b. NANOTECHNOLOGY PRODUCT TRACKING: 
D NANO product - Form Completed (See Appendix A.4) 

~ Not a NANO product 

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 
FORMULA, MOLECULAR WEIGHT: 

· 2-
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Chemical Name(s) : Sulfuric Acid Disodium Salt, Anhydrous. 
Disodium Sulfate, Anhydrous. 

: Sodium Sulfate Anhydrous Intemational Non-Proprietary Name(s) 
CAS Registry number : 7757-82-6 

Molecular Structure 
Molecular Formula 
Molecular Weight 

Na+ ?.-Na+ 
O=t=O 

o-
: Na2S0 4 
: 142.04 

Chemical characteristics of the chug substance Potassium Sulfate are given below: 
Chemical Name(s) : Sulfuric acid dipotassium salt 
Intemational Non-Proprietary Name(s) : Potassium Sulfate 
CAS Registry number : 7778-80-5 
Molecular Structure 

Molecular Formula 
Molecular Weight 

. 
K 

t------------------------..----------------.(b)(4J-
Chemical Name(s) :I l 

,_, __ .,....--..~~------------In te ma ti on al Non-Proprietary Name(s) : Magnesium Sulfate 
CAS Registry number : -i--~(b' )(41l 

Molecular Structure -----

Molecular Formula 
Molecular Weight 

- 3 -

Mg h 

0 

o·_Jl-o. 
~ 
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17. RELATED/SUPPORTING DOCUMENTS: 
A. DMFs: 

ITEM 
DATE 

DMF # TYPE HOLDER CODE1 STATUS2 REVIEW COMMENTS 
REFERENCED COMPLETED 

(b><4> NIA (b)(4, 
6 NIA t 

NIA 6 NIA t 

NIA 6 NIA t 

III 4 NIA 

III 4 NIA 

III 4 NIA 

Updated based on amendment dated 08/08/2014. 
t The dmg substance is an inorganic salt, commonly used as excipient or food additive. DMF is not made available, however, the drug substance characterization 
and control are provided in the application. 

NIA 

1 Action codes for DMF Table: 
1 - DMF Reviewed. 
Other codes indicate why the DMF was not reviewed, as follows: 
2 -Type 1 DMF 
3 - Reviewed previously and no revision since last review 
4 - Sufficient information in application 
5 - Authority to reference not granted 
6 - DMF not available 
7 - Other (explain under "Collllllents") 

2 Adequate, Inadequate, or NIA (There is enough data in the application, therefore the DMF did not need to be reviewed) 

B. Other Documents: 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

· 4-
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18. STATUS 
CONSULTS/ CMC RELATED 

RECOMMENDATION DATE REVIEWE R 
REVIEW S 

Microbiology NIA 
Methods Validation NIA 

Labeling Inadequate 08/20/2014 Hoppes, Charles 

Bioequivalence Adequate 09/19/2014 Bai, Tao 

Toxicology/Clinical NIA 
EA • Categorical exclusion Adequate 12/09/2013 Khan, Khalid 
requested 
Radiophannaceutical NIA 

Samples Requested NIA 

19. ORDER OF REVIEW 
The application submission(s) covered by this review was taken in the date order ofreceipt. 
~ Yes D No If no, explain reason( s) below: 

20. EES INFORMATION 
Drug Substance 

Drug Pr oduct 

Function Site Information FEl/CFN# Status 

Drug Product Manufacturer Novel Laboratories, Inc. 3006271438 Acceptable 
400 Campus Drive, Somerset NJ 08873 

Phone: (908) 603-6000 

- 5 -
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Executive smrmtaty section 

Chemistry Review for ANDA 202511 
Executive Summary 

I. Recommendations 
A. Recommendation and Conclusion on Approvability 

CMC AcceP,table 

B. Recommendation on Phase 4 (P ost-Marketing) Commitments, Agr eements, and/or Risk 
Management Steps, if Approvable 

None 

II. Summary of Chemistry Assessments 
A. Description of the Drug Product(s) and Drug Substance(s) 

Drug substance: The dmg product is an osmotic laxative which is composed of three 
osmotically active inorganic salts sodium sulfate, potassium sulfate and magnesium sulfate. 
Sodium sulfate and magnesium sulfate are USP/NF grade materials, whereas, potassium 
sulfate is (bl <

4! grade materials. No DMFs have been referenced as the applicant claims 
that these materials are widely used as excipients in the phannaceutical and food industries. 
The RLD uses magnesium sulfat<, (bl <

4I whereas, the applicant uses magnesium 
101141

• They both meet the USP monograph requirements. 
_______________ ..... 
Drug Product: The chug product is marketed as a clear solution in tv.•o 6-ounces rn4j 
containers, with an additional larger container to dilute the solution to 16 ounces using tap 
water before consumption by the user. Each bottle contains solution of 17 .5 grams of sodium 
sulfate anhydrous, 3.13 grams of potassium sulfate and 1.6 grams of magnesium sulfate on 

<
6
> <

4
> The chug_product is a clear to slightly hazy solution of the three chu<> substances, 

(b)(4! 

101 141
• Sucralose 101141 and 

sodium benzoate (bl <4>-. As--p-e1-· t~h~-e""labeling, the chug product from each 6 
ounce bottle is diluted to 16 ounces and consumed by the adult user before colonoscopy. 

B. Description of How the Drug Product is intended to b e Used 
The cl.mg product is supplied as a kit and is indicated for cleansing of the colon as 
a preparation for colonoscopy in adults. 

The dose for colon cleansing requires administration of two bottles of the 
solution; each bottle is administered as 16 oz of diluted dmg product solution 
with an additional I qua1t of water taken orally. The total volume ofliquid 
required for colon cleansing (using two bottles) is 3 qua1ts (approximately 2.8 L) 
taken orally prior to the colonoscopy. 

C. Basis fo1· Approvability 0 1· Not-App roval Recommendation 
The CMC review is currently acceptable per the review team 
recommendations. ANDA approvability is pending Division review, other 
disciplines and/or EES. This CMC review may require an addendum based on 
recommendations made by other review disciplines . 

• 6 -
37 Page(s) tias t:>een Wittinela in Full as !'A (CCI/TS) immeaiately following ttiis page 
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A. Reviewer's Signature 
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Chemistry Review Data Sheet 

1. ANDA: 202511 

2. REVIEW #: 1 

3. REVIEW DATE: 02/07/2014 

4. REVIEWER: Khalid M. Khan 

5. PREVIOUS DOCUMENTS: 
Previous Document(s) Document Date 

None NIA 

6. SUBMISSION(S) BEING REVIEWED: 
Submission(s) Reviewed Document Date 
Original 11/08/2010 
Amendment - Patent & Exclusivity 02/02/2011 
Amendment - Patent & Exclusivity 03/ 1112011 
Amendment - Patent & Exclusivity 03/ 16/2011 
Amendment - Oualitv 07/25/2011 

7. NAME & ADDRESS OF APPLICANT: 

Name: Novel Laboratories 

400 Campus Drive 
Address: Somerset, NJ 08873 

USA 

Representative: Scott Talbot, Vice President Quality Assurance and Regulatory Affairs 
stalbot@novellabs net 

Telephone: 
Phone: (908) 603-6000 

Fax: (908) 603-6060 

8. DRUG PRODUCT NAME/CODE/TYPE: 
Proprieta1y Name: 
Non·Proprieta1y Name (USAN): Sodium Sulfate, Potassium Sulfate and Magnesium 

Sulfate Oral Solution: 17.5 g/3.13 g/1.6 g per 6 Ounces 

9. LEGAL BASIS FOR SUBMISSION: 
NDA#022372 
Ref Listed Dmg: SUPREP Bowel Prep Kit 
Finn: Braintre.e Labotatories, Inc. 
1. Basis for Abbreviated New Dmg Application 

a. The basis for Novel's proposed ANDA for Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate Oral Solution is the approved Reference Listed Dmg, SUPREP Bowel 
Prep Kit, the subject of New Dmg Application 022372, held by Braintree laboratories, Inc . 
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b. SUPREP Bowel Prep Kit is listed in the Electronic Approved Drug Products with 
Therap eutic Equivalence Evaluations (commonly known as the Electronic Orange Book) with 
one unexpired patent. The patent listed in the Electronic is Patent No. 6946149 which will 
expire on April 30, 2022. 

2. Dmg Substance 
a. The dmg substances sodium sulfate, potassium sulfate and magnesium sulfate used in Novel' s 

product are chemically the same as that in SUPREP Bowel Prep Kit. 
b. Refer to Novel' s annotated draft labeling and to the cwTently approved labeling for SUPREP 

Bowel Prep Kit provided in Section 1.14. l of this application. 

3. Route of Administration, Dosage Fonn, and Strength 
a. The route of administration, dosage fonn, and strength of Novel's product is the same as that 

for SUPREP Bowel Prep Kit. 
b. Refer to Novel's annotated draft labeling and to the cw1·ently approved labeling for SUPREP 

Bowel Prep Kit provided in Section 1.14.3 of this application. 

4. Bioava.ilability/Bioequiva.lence 
Novel is requesting a Biowaiver for the chug product based on the fact that the chug product is a 
trne solution, containing active ingredient s sodium sulfate, potassium sulfate and magnesium 
sulfate in the same concentration and dosage f01m as that of reference listed chug product, 
SUPREP Bowel Prep Kit. Also, it contains the same inactive ingredients (sodium benzoate, 
sucralose, ma.lie acid, (bJ <4I citric acid and water) as that of the reference listed chug product, 
SUPREP Bowel Prep Kit. 

10. PHARMACOL. CATEGORY: 
Osmotic laxative. The product is used to cleanse colon and prepare adults for colonoscopy . 

11. DOSAGE FORM: 
Clear liquid for oral administration 

12. STRENGTH/POTENCY: 
17.5 g/3. 13 g/1.6 gper 6 oz 

13. ROUTE OF ADMINISTRATION: 
Oral 

14. Rx/OTC DISPENSED: x Rx OTC 

15a. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING 
SYSTEM): 

D SPOTS product - Fonn Completed 

[8J Not a SPOTS product 

15b. NANOTECHNOLOGY PRODUCT TRACKING: 
D NANO product - F01m Completed (See Appendix A.4) 

[8J Not a NANO product 

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 
FORMULA, MOLECULAR WEIGHT: 

Chemical Name(s) 

Intemational Non-Prop1ietary Name(s) 
CAS Registl-y number 

Reference ID: 3461585 

: Sulfuric Acid Disodium Salt, Anhych·ous. 
Disodium Sulfate, Anhydrous. 

: Sodium Sulfate Anhydrous 
: 7757-82-6 
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INa• ?"Na• 
O=r=O 

o-
: Na2S0 4 
: 142.04 

Chemical characteristics of the drug substance Potassium Sulfate are given below: 
Chemical Name(s) : Sulfuric acid dipotassium salt 
Intemational Non-Proprietary Name(s) : Potassium Sulfate 
CAS RegistI-y number : 7778-80-5 
Molecular Structure 

- - ·2 

0 
K + ·5 : .... o ;?' .. ~o 

0 

Molecular Formula 
Molecular Weight 

- -

t------------------------.---------------.(b)(4J-
Chemical Name(s) :I l 

o-.--,.....-~~------------In t em a ti on al Non-Prop1ieta1-y Name(s) : Magnesium Sulfate 
-i--~(b' )(41l CAS RegistI-y number : 

Molecular Structure -----

Molecular Formula 
Molecular Weight 
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17. RELATED/SUPPORTING DOCUMENTS: 
A. DMFs: 

DMF # I TYPE HOLDER 
(b)(4 

III 

III 

1 Act10n codes for DMF Table: 
1 - DMF Reviewed. 

ITEM I 
REFERENCED 

(b)(4 ) 4 

6 

CODE1 

Other codes indicate why the DMF was not reviewed, as follows: 
2 - Type I DMF 
3 - Reviewed previously and no revision since last review 
4 - Sufficient info1mation in application 
5 - Autho1ity to reference not granted 
6 - DMF not available 

STATUS2 

NIA 

NIA 

DATE REVIEW 
COMMENTS 

COMPLETED 

7 - Other (explain under "Comments") 
2 Adequate, Inadequate, or NIA (There is enough data in the application, therefore the DMF did not need to be reviewed) 

(b=-m::=-================================================================================--
) (4),------------------------------------------

B. Other Documents: 

DOCUMENT APPLICATION NUMBER DESCRIPTION 
NIA 
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18. STATUS 

CONSULTS/ CMC RELATED 
RECOMMENDATION DATE REVIEWER REVIEWS 

Microbiology NIA 
Methods Validation NIA 

Labeling Inadequate 3/31/2011 Vu, Thuyanh 

Bioequivalence Inadequate 4/16/2013 Lennan, Bmce 

Toxicology/Clinical NIA 
EA • Categorical exclusion Adequate 12/09/2013 Khan, Khalid 
requested 
Radiopha1maceutical NIA 

Samples Requested NIA 

19. ORDER OF REVIEW 
The application submission( s) covered by this review was taken in the date order of receipt. 
!XI Yes D No Ifno, explain reason(s) below: 

20. EES INFORMATION 
Drug Substance 

Function Site Information FEI/CFN# Status 

NIA 

Drug Product 

Function Site Information FEI/CFN# Status 

Drug Product Manufacturer Novel Laboratories, Inc. 3006271438 Pending 
400 Campus Drive, Somerset NJ 
08873 
Phone: (908) 603-6000 

(b)\4 
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Executive smrmtaty sectron 

Chemistry Review for ANDA 202511 
Executive Summary 

I. Recommendations 
A. Recommendation and Conclusion on Approvability 

NIA - Minor 

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk 
Management Steps, if Approvable 

None 

II. Summary of Chemistry Assessments 

Reference ID: 3461585 

A. Description of the Drug Product(s) and Drug Substance(s) 
Dmg substance: The chug product is an osmotic laxative which is composed of three 
osmotically active inorganic salts sodium sulfate, potassium sulfate and magnesium sulfate. 
Sodium sulfate and magnesium sulfate are USP/NF grade materials, whereas, potassium 
sulfate is (bl <41 grade materials. No DMFs have been referenced as the applicant claims 
that these materials are widely used as excipients in the phannaceutical and food industries. 
The RLD uses magnesium sulfate (bl <4I, whereas, the applicant uses magnesium 

(bl <4>. They both meet the USP monograph requirements. 
--~~~~~~~~~~~~~ ..... 
Dmg Product: The chug product is marketed as a clear solution in two 6-ounces (bl <j 
containers, with an additional larger container to dilute the solution to 16 ounces usmg tap 
water before consumption by the user. Each bottle contains solution of 17 .5 grams of sodium 
sulfate anhych·ous, 3.13 grams of potassium sulfate and 1.6 grams of magnesium sulfate on 

(bll4f . The chug product is a clear to slightly hazy solution of the three chug substances, 
(b)(-41 

(bH4>. Sucralose CbH4l and 
sodmm benzoate (bl <4>-. As·.--pe-r-tlle"labeling, the chug product from each 6 
ounce bottle is diluted to 16 ounces and consumed by the adult user before colonoscopy. 

B. Description of How the Drug Product is intended to be Used 
The dmg product is supplied as a kit and is indicated for cleansing of the colon as 
a preparation for colonoscopy in adults. 

The dose for colon cleansing requires administration of two bottles of the 
solution; each bottle is administered as 16 oz of diluted dtug product solution 
with an additional I quart of water taken orally. The total volume of liquid 
required for colon cleansing (using two bottles) is 3 quarts (approximately 2.8 L) 
taken orally prior to the colonoscopy. 

Basis for Approvability or Not-Approval Recommendation 
The application is not approvable due to CMC, BE and labeling deficiencies . 

. 6 . 
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R.2 Comparability Protocols - NIA ......... ........ ........ ......... ........ ........ ......... ........ ........ ....... 63 
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Chemistry Review Data Sheet 

1. ANDA: 202511 

2. REVIEW #: 1 

3. REVIEW DATE: 02/07/2014 

4. REVIEWER: Khalid M. Khan 

5. PREVIOUS DOCUMENTS: 
Previous Document(s) Document Date 

None NIA 

6. SUBMISSION(S) BEING REVIEWED: 
Submission(s) Reviewed Document Date 
Original 11/08/2010 
Amendment - Patent & Exclusivity 02/02/2011 
Amendment - Patent & Exclusivity 03/ 1112011 
Amendment - Patent & Exclusivity 03/ 16/2011 
Amendment - Oualitv 07/25/2011 

7. NAME & ADDRESS OF APPLICANT: 

Name: Novel Laboratories 

400 Campus Drive 
Address: Somerset, NJ 08873 

USA 

Representative: Scott Talbot, Vice President Quality Assurance and Regulatory Affairs 
stalbot@novellabs net 

Telephone: 
Phone: (908) 603-6000 

Fax: (908) 603-6060 

8. DRUG PRODUCT NAME/CODE/TYPE: 
Proprieta1y Name: 
Non·Proprieta1y Name (USAN): Sodium Sulfate, Potassium Sulfate and Magnesium 

Sulfate Oral Solution: 17.5 g/3.13 g/1.6 g per 6 Ounces 

9. LEGAL BASIS FOR SUBMISSION: 
NDA#022372 
Ref Listed Dmg: SUPREP Bowel Prep Kit 
Finn: Braintre.e Labotatories, Inc. 
1. Basis for Abbreviated New Dmg Application 

a. The basis for Novel's proposed ANDA for Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate Oral Solution is the approved Reference Listed Dmg, SUPREP Bowel 
Prep Kit, the subject of New Dmg Application 022372, held by Braintree laboratories, Inc . 

• 1 • 
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b. SUPREP Bowel Prep Kit is listed in the Electronic Approved Drug Products with 
Therap eutic Equivalence Evaluations (commonly known as the Electronic Orange Book) with 
one unexpired patent. The patent listed in the Electronic is Patent No. 6946149 which will 
expire on April 30, 2022. 

2. Dmg Substance 
a. The dmg substances sodium sulfate, potassium sulfate and magnesium sulfate used in Novel' s 

product are chemically the same as that in SUPREP Bowel Prep Kit. 
b. Refer to Novel' s annotated draft labeling and to the cwTently approved labeling for SUPREP 

Bowel Prep Kit provided in Section 1.14. l of this application. 

3. Route of Administration, Dosage Fonn, and Strength 
a. The route of administration, dosage fonn, and strength of Novel's product is the same as that 

for SUPREP Bowel Prep Kit. 
b. Refer to Novel's annotated draft labeling and to the cw1·ently approved labeling for SUPREP 

Bowel Prep Kit provided in Section 1.14.3 of this application. 

4. Bioava.ilability/Bioequiva.lence 
Novel is requesting a Biowaiver for the chug product based on the fact that the chug product is a 
trne solution, containing active ingredient s sodium sulfate, potassium sulfate and magnesium 
sulfate in the same concentration and dosage f01m as that of reference listed chug product, 
SUPREP Bowel Prep Kit. Also, it contains the same inactive ingredients (sodium benzoate, 
sucralose, ma.lie acid, (bJ <4Icitric acid and water) as that of the reference listed chug product, 
SUPREP Bowel Prep Kit. 

10. PHARMACOL. CATEGORY: 
Osmotic laxative. The product is used to cleanse colon and prepare adults for colonoscopy . 

11. DOSAGE FORM: 
Clear liquid for oral administration 

12. STRENGTH/POTENCY: 
17.5 g/3. 13 g/1.6 gper 6 oz 

13. ROUTE OF ADMINISTRATION: 
Oral 

14. Rx/OTC DISPENSED: x Rx OTC 

15a. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING 
SYSTEM): 

D SPOTS product - Fonn Completed 

[8J Not a SPOTS product 

15b. NANOTECHNOLOGY PRODUCT TRACKING: 
D NANO product - F01m Completed (See Appendix A.4) 

[8J Not a NANO product 

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 
FORMULA, MOLECULAR WEIGHT: 

Chemical Name(s) 

Intemational Non-Prop1ietary Name(s) 
CAS Registl-y number 

Reference ID: 3461585 

: Sulfuric Acid Disodium Salt, Anhych·ous. 
Disodium Sulfate, Anhydrous. 

: Sodium Sulfate Anhydrous 
: 7757-82-6 

· 2 -



Molecular Structure 
Molecular Formula 
Molecular Weight 
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INa• ?"Na• 
O=r=O 

o-
: Na2S0 4 
: 142.04 

Chemical characteristics of the drug substance Potassium Sulfate are given below: 
Chemical Name(s) : Sulfuric acid dipotassium salt 
Intemational Non-Proprietary Name(s) : Potassium Sulfate 
CAS RegistI-y number : 7778-80-5 
Molecular Structure 

- - ·2 

0 
K + ·5 : .... o ;?' .. ~o 

0 

Molecular Formula 
Molecular Weight 

- -

t------------------------.---------------.(b)(4J-
Chemical Name(s) :I l 

o-.--,.....-~~------------In t em a ti on al Non-Prop1ieta1-y Name(s) : Magnesium Sulfate 
-i--~(b' )(41l CAS RegistI-y number : 

Molecular Structure -----

Molecular Formula 
Molecular Weight 
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17. RELATED/SUPPORTING DOCUMENTS: 
A. DMFs: 

DMF # I TYPE HOLDER 
(b)(4 

III 

III 

l Act10n codes for DMF Table. 
1 - DMF Reviewed. 

ITEM 
REFERENCED 

(b)(4 

I CODE1 

4 

6 

Other codes indicate why the DMF was not reviewed, as follows: 
2 - Type I DMF 
3 - Reviewed previously and no revision since last review 
4 - Sufficient information in application 
5 - Authority to reference not granted 
6 - DMF not available 

STATUS2 

NIA 

NIA 

DATE REVIEW 
COMMENTS 

COMPLETED 

7 - Other (explain under "Comments") 
2 Adequate, Inadequate, or NIA (There is enough data in the application, therefore the DMF did not need to be reviewed) 

(b)(4J 

B. Other Documents: 

DOCUMENT APPLICATION NUMBER DESCRIPTION 
NIA 

. 4 . 
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18. STATUS 

CONSULTS/ CMC RELATED 
RECOMMENDATION DATE REVIEWER REVIEWS 

Microbiology NIA 
Methods Validation NIA 

Labeling Inadequate 3/31/2011 Vu, Thuyanh 

Bioequivalence Inadequate 4/16/2013 Lennan, Bmce 

Toxicology/Clinical NIA 
EA • Categorical exclusion Adequate 12/09/2013 Khan, Khalid 
requested 
Radiopha1maceutical NIA 

Samples Requested NIA 

19. ORDER OF REVIEW 
The application submission( s) covered by this review was taken in the date order of receipt. 
!XI Yes D No Ifno, explain reason(s) below: 

20. EES INFORMATION 
Drug Substance 

Function Site Information FEI/CFN# Status 

NIA 

Drug Product 

Function Site Information FEI/CFN# Status 

Drug Product Manufacturer Novel Laboratories, Inc. 3006271438 Pending 
400 Campus Drive, Somerset NJ 
08873 
Phone: (908) 603-6000 

(bf(4 

- 5 -
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Executive smrmtaty sectron 

Chemistry Review for ANDA 202511 
Executive Summary 

I. Recommendations 
A. Recommendation and Conclusion on Approvability 

NIA - Minor 

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk 
Management Steps, if Approvable 

None 

II. Summary of Chemistry Assessments 

Reference ID: 3461585 

A. Description of the Drug Product(s) and Drug Substance(s) 
Dmg substance: The chug product is an osmotic laxative which is composed of three 
osmotically active inorganic salts sodium sulfate, potassium sulfate and magnesium sulfate. 
Sodium sulfate and magnesium sulfate are USP/NF grade materials, whereas, potassium 
sulfate is (bl <41 grade materials. No DMFs have been referenced as the applicant claims 
that these materials are widely used as excipients in the phannaceutical and food industries. 
The RLD uses magnesium sulfate (bl <4I, whereas, the applicant uses magnesium 

(bl <4>. They both meet the USP monograph requirements. 
--~~~~~~~~~~~~~ ..... 
Dmg Product: The chug product is marketed as a clear solution in two 6-ounces (bl <j 
containers, with an additional larger container to dilute the solution to 16 ounces usmg tap 
water before consumption by the user. Each bottle contains solution of 17 .5 grams of sodium 
sulfate anhych·ous, 3.13 grams of potassium sulfate and 1.6 grams of magnesium sulfate on 

<6> <4r The chug product is a clear to slightly hazy solution of the three chug substances, 
(b)(-41 

(bH4>. Sucralose CbH4l and 
sodmm benzoate (bl <4>-. As·.--pe-r-tlle"labeling, the chug product from each 6 
ounce bottle is diluted to 16 ounces and consumed by the adult user before colonoscopy. 

B. Description of How the Drug Product is intended to be Used 
The dmg product is supplied as a kit and is indicated for cleansing of the colon as 
a preparation for colonoscopy in adults. 

The dose for colon cleansing requires administration of two bottles of the 
solution; each bottle is administered as 16 oz of diluted dtug product solution 
with an additional I quart of water taken orally. The total volume of liquid 
required for colon cleansing (using two bottles) is 3 quarts (approximately 2.8 L) 
taken orally prior to the colonoscopy. 

Basis for Approvability or Not-Approval Recommendation 
The application is not approvable due to CMC, BE and labeling deficiencies . 

. 6 . 

60 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this 
page 
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ADMINISTRATIVE 

A. Reviewer's Signature 

B. Endorsement Block 
HFD-630/K. M. Khan/Reviewer/01125/2014; 02/07/2014; 02/ 19/2014 
HFD-630/ L. Nagavelli, PhD/TVl/28/2014; 2/10/2014; 2/20/2014 
HFD-630/D. Gill, PhD/DDD/2/25/2014 
HFD-617 I L. A. Sears/PM/2/26/2014 

TYPE OF LETTER: Not Approvable - NA Minor 

File Name and Path: 
V:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\ANDA\ 14659-202511.doc 

- 67 -

Reference ID: 3461585 



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

KHALID M KHAN
02/26/2014
202511 R01 - Quality Review NA-Minor

LEIGH A SEARS
02/26/2014

LAXMA R NAGAVELLI
02/26/2014

DEVINDER S GILL
02/28/2014

Reference ID: 3461585



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 202511 

 
 
 
 

BIOEQUIVALENCE REVIEWS 



I 

DIVISION OF BIO EQUIV ALEN CE REVIEW 

ANDA No. 202511 

Dmg Product Name 
Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral 
Solution 

Strength(s) 
17.5 g (Sodium Sulfate) I 3.13 g (Potassium Sulfate) I 1.6 g 
(Magnesium Sulfate) per 6 ounces 

Applicant Name Novel Laboratories, Inc. 

Applicant Address 
400 Campus Drive 
Somerset, NJ 08873 

Mr. Scott Talbot, Vice President Quality Assmance and Regulatory 
US Agent Name and the Mailing Affairs 
Address 400 Campus Drive 

Somerset, NJ 08873 

US Agent 's Telephone Number 908-603-6079 

US Agent 's Fax Numbe1· 908-603-6060 

Original Submission Date(s) 1118/2010 (Fonn 3674; New/ANDA) 

Submission Date(s) of 
8/8/2014 (Quality/Response To Information Request; 
Labeling/Other; Bioequivalence/Response to Infonnation Request; 

Amendment(s) Under Review 
Resubmission/After Action- Complete) 

First Generic (Yes or No) No 

Reviewe1· Tao Bai, Ph.D. 

OSI Status NIA 

OVERALL REVIEW RESULT ADEQUATE 

REVISED/NEW DRAFT 
NO 

GUIDANCE INCLUDED 

BIO EQUIV ALEN CE STUDY 
REVIEW 

TRACKING/SUPPORTING STUDY /TEST TYPE STRENGTH 
RESULT 

DOCUMENT # 

17 .5 g (Sodium 
Sulfate) I 3.13 g 

1, 10 Waiver (Potassium Sulfate) I ADEQUATE 
1.6 g (Magnesium 
Sulfate) per 6 ounces 

REVIEW OF AN AMENDMENT 

I. EXECUTIVE SUMMARY 

This is an amendment review. 

fu finn's original submission dated 11/8/2010, the fom has requested a waiver of in vivo 
bioequivalence (BE) study requirement under Section 21 Code of Federal Regulations 
(CFR) § 320.22 (b) (3) for its product, Sodium Sulfate, Potassilllll Sulfate and Magnesium 

1 
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Sulfate Oral Solution, 17.5 g I 3.13 g I 1.6 g per 6 ounces. The reference-listed drng 
(RLD) product is Suprep® Bowel Prep Kit (sodium sulfate , potassium sulfate , and 
magnesium sulfate) Oral Solution, 17.5 g I 3.13 g I 1.6 g per bottle (6 oz), by Braintree 
Labs under NDA 022372, which was approved on August 05, 20101

. However, the fnm's 
waiver request was considered inadequate pending the fnm' s justification of the daily 
intake of sodium benzoate for its proposed test product2 . 

In cmTent amendment, the fnm submitted a new fo1mulation of its test 
<b><

4
> of sodium benzoate. 

~-~~~-~~--~-
The amounts of active ingredients and other inactive ingredients in 

the newly submitted test fo1mulation in cmTent amendment are same as those in the 
original ) submission. Therefore, the fnm's newly submitted fonnulation <bH

4
f 

of sodium benzoate is acceptable. The fnm's response to above deficiency is 
adequate. 

The fnm's waiver request under Section 21 CFR § 320.22 (b) (3) is granted. 

The application is adequate. 

IL TABLE OF CONTENTS 

I. Executive Su11una1y . . . . .. .. .. .. .. .. .. .. . . . . . . . . . .. .. .. .. .. .. .. .. . . . . . . . . . .. .. .. .. .. .. .. .. . . . . . . . . . .. .. .. .. .. .. .. .. . . . . . . . . . .. .. .. .. .. .. .. .. . . . . . . . . 1 
II. Table of Contents ........ ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 2 
III. Submission SUllllna1y .. ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 3 

3.1 D1ug Product Infonnation .... ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 3 
3.2 Contents of Submission ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 3 
3.3 Review of Submission .. ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 3 
3.4 Deficiency Cormnent ... ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 5 
3.5 Recommendations ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 6 
3.6 Co1nments for Other OGD Disciplines ........ .. ........ ........ ........ ........ ................ .. ........ ........ ........ ........ 6 

IV. Outcome Page .... ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ......... ........ ........ ........ 8 

1 Electronic Orange Book: 
http://www.accessdata.fda.gov/scripts/cder/ob/docs/obdetail.cfm? Appl No=0223 72&T ABLEl =OB Rx 
(9/16/2014) 
2 DARRTS: ANDA 202511 REV-BIOEQ-21(Primaiy Review) 4/ 16/2013 

2 
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III. SUBMISSION SUMMARY 

3.1 Drug Product Information 

Please refer to the original bioequivalence review, available at: 

DARRTS: ANDA 202511 REV-BIOEQ-21(Prirmuy Review) 4/16/2013. 

3.2 Contents of Submission 

I Study Types Yes/No? How many? 

I Single-dose fasting No --
I Single-dose fed No --
I Steady-state No --
I In vitro dissolution No --
I Waive1· requests No --
I BCS Waivers No --
I Clinical Endpoints No --
I Failed Studies No --
I Amendments Yes 1 

3.3 Review of Submission 

Deficiency 
Per the labeling of the reference listed drng p roduct, Suprep® Bowel Prep Kit, the dose 
for colon cleansing requires administration of two bottles of the kit. Therefore, the 
maximum daily intake of the excipient sodium. benzoate from your p roposed p roduct is 

(bl\
41

. Based on information available to the 
Agency, th'""e_m_a_x-in_1_u_m_d,-a-il~y--1-·n-ta-k'""e-of ___ s_o_d,-iu_n_1_benzoate for your p roduct <bf<4J than 

those found in approved p roducts. As a result, p lease justify the maximum daily intake of 
sodium benzoate with resp ect to the safety of your test p roduct. Please p rovide evidence 
and documentation as necessary to support your j ustification. 

Firm's Response: 
Based on the agency's comment, Novel 
Suprep® Bowel Prep Kit and accordin~ 

evaluated the sodium benzoate content in 
(bH

4
l of sodium benzoate in the 

r~:;ed generic product. ------------------------

3 
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The amount of Sodium benzoate in the proposed composition is equivalent to the RLD; 
therefore, the maximum daily intake of sodium benzoate for Novel's chug product is 
same as that of the RLD and hence considered safe. 

Reviewer's Comments: 

The following is excerpted from the original bio-review dated 4/16/2013 regarding the 
calculation of amount of sodium benzoate 4: 

3 The reviewer will not copy the details of the firm 's submission here. For details see finn's complete 
response letter pages 7 and 8, Module 1.2, submission date in DARRTS: 8/8/2014 
4 DARRTS: ANDA 202511 REV-BIOEQ-21(Primary Review) 4/16/2013 
5 Drugs@FDA, search Suprep, label approved on 1110112012 

4 

(b)(4J 

(b)(4) 
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3.5 Recommendations 

1. The Division of Bioequivalence I (DBI) agrees that the infonnation submitted by 
Novel Laboratories, Inc. demonstrntes that Sodium Sulfate , Potassium Sulfate and 
Magnesium Sulfate Oral Solution, 17 .5 g/3 .13 g/1.6 g per 6 ounces, meets the criteria 
specified in Section 21 CFR § 320.22 (b) (3). The DBI recommends the waiver of 
bioequivalence testing be granted. 

2. The DBI deems the test product, Sodium Sulfate, Potassium Sulfate and Magnesium 
Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g per 6 ounces, manufactured by Novel 
Laboratories, Inc. to be bioequivalent to the reference product, Suprep® Bowel Prep Kit 
(sodium sulfate, potassium sulfate, and magnesium sulfate), 17 .5 g/3 .13 g/1.6 g per 6 
ounce bottle, manufactured by Braintree Labs. 

The fnm should be info1med of the above recollllllendations. 

3.6 Comments for Other OGD Disciplines 

I ~iscipline I Comm•nt 
NIA 

6 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 202511

APPLICANT: Novel Laboratories Inc.

DRUG PRODUCT: Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral 
Solution; 17.5g/3.13g/1.6g per 6 ounces

The Division of Bioequivalence I (DBI) has completed its review and has no further 
questions at this time.

The bioequivalence comments provided in this communication are comprehensive as of 
issuance. However, these comments are subject to revision if additional concerns raised 
by chemistry, manufacturing and controls, microbiology, labeling, other scientific or 
regulatory issues or inspectional results arise in the future. Please be advised that these 
concerns may result in the need for additional bioequivalence information and/or studies, 
or may result in a conclusion that the proposed formulation is not approvable.

Sincerely yours,

{See appended electronic signature page}

Wayne DeHaven, Ph.D.
Acting Director, Division of Bioequivalence I
Office of Generic Drugs
Center for Drug Evaluation and Research

Reference ID: 3630510
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IV. OUTCOME PAGE

ANDA: 202511

COMPLETED ASSIGNMENT FOR 202511 ID: 24013

Reviewer: Bai, Tao 
Date 
Completed:

Verifier: Date Verified:

Division: Division of Bioequivalence 

Description:
Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral 
Solution, (17.5g/3.13g/1.6g) per 6 ounces

Productivity: 

ID Letter Date Productivity Category Sub Category Productivity Subtotal

24013 8/8/2014 Other (REGULAR) Waiver Oral Solution 1 1 

Total: 1
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DIVISION OF BIO EQUIV ALEN CE REVIEW 

ANDA No. 202511 

Dmg Product Name Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution 

Strength(s) (17.5 g / 3.13 g I 1.6 g) per 6 ounces 

Applicant Name Novel Laboratories, fuc 

Applicant Add1·ess 
400 Campus Drive 
Somerset, NJ 08873 

US Agent Name and the 
Hema Balachandra, Regulatory Affairs 

mailing address 

US agent's Telephone Number 908-603-6000 

US Agent 's Fax Number 908-603-6060 

Original Submission Date(s) 1118/2010 

Submission Date(s) of 
NIA 

Amendment(s) Unde1· Review 

First Generic (Yes or No) No 

Reviewer Bruce Letman. Ph.D. 

OSI Status NIA 

OVERALL REVIEW 
INADEQUATE 

RESULT 

REVISED/NEW DRAFT 
No 

GUIDANCE INCLUDED 

BIO EQUIVALENCE STUDY 
TRACKING/SUPPORTING STUDY/TEST TYPE STRENGTH REVIEW RESULT 
DOCUMENT # 

(17.5 g / 

1 Waiver 3.13g / 1.6 
INADEQUATE 

g) per 6 
ounces 

Page 1 of 27 
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Page 2 of 27 

 
1 EXECUTIVE SUMMARY 

The firm has requested a waiver of in vivo bioequivalence (BE) study requirement under 
Section 21 Code of Federal Regulations (CFR) § 320.22 (b)(3) for its product, Sodium 
Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution, 17.5 g / 3.13 g / 1.6 g 
per 6 ounces. The reference-listed drug (RLD) product is Suprep Bowel Prep Kit (sodium 
sulfate, potassium sulfate, and magnesium sulfate) Oral Solution, 17.5 g / 3.13 g / 1.6 g 
per bottle (6 oz), by Braintree Labs under NDA 022372, which was approved on August 
05, 2010. 
 
The firm’s waiver request is inadequate pending the firm’s justification of the daily 
intake of sodium benzoate from the proposed product.  
 
The application is inadequate. 
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3 SUBMISSION SUMMARY 

3.1 Drug Product Information1 

Test Product Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Anhydrous 
Oral Solution, ( l 7.5g/3.13g/l.6g) per 6 ounces 

Reference Product Suprep® Bowel Prep Kit (magnesium sulfate anhydrous; potassium 
sulfate; sodium sulfate), l.6g/3 .13g/l 7.5g per 6 ounce bottle 

RLD Manufacturer Braintree Labs 

NDANo. 022372 

RLD Approval Date August 5, 2010 

Indication2 Suprep Bowel Prep Kit is an osmotic laxative indicated for cleansing of 
the colon in preparation for colonoscopy in adults. 

3.2 PK/PD Information3
•
4 

Bioavailability Sulfate salts provide sulfate anions, which are poorly absorbed. 

Food Effect NIA 

I Tmax 17 hours after the first dose or approximately 5 hours after the second 
dose 

Metabolism 
(b)(-41 

ExCl'etion Fecal excretion was the primary route of sulfate elimination 

Half-life 8.5 hours 

Dosage and Administl·ation SUPREP Bowel Prep Kit should be taken as a split-dose oral regimen. 

The dose for colon cleansing requires administration of two bottles of 
SUPREP Bowel Prep Kit. Each bottle is administered as 16 oz of diluted 
SUPREP solution with an additional 1 quait of water taken orally. The 
total volume of liquid required for colon cleansing (using f'No bottles) is 
3 quaits (approximately 2 .8 L) taken orally prior to the colonoscopy in 
the following way: 

Split-Dose (Two-Day) Regimen 
Day 12rior to colonoscoJ2Y: 
• A light breakfast may be consumed, or have only clear liquids on the 
day before colonoscopy. Avoid red and pmple liquids, milk, and 
alcoholic beverages. 
• Early in the evening prior to colonoscopy: pour the contents of one 

1 Electronic Orange Book, last accessed date: 02/22/2013 . 
2 Drugs@FDA, RLD Label approved on 1110112012, last accessed date: 03/27/2013 . 
http://www.accessdata.fda.gov/dmgsatfda docs/label/2010/022372s000lbl.pdf 
3 Drugs@FDA, RLD Label approved on 1110112012, last accessed date: 03/27/2013 . 
4 Clinical Pharmacology, Keyv.•ord Search: Suprep; last accessed date: 02/22/2013 
http://www.clinicalphannacology-ip.com/Fonns/dmgoptions.aspx?cpnum=3702&aprid=52776 
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bottle of SUPREP Bowel Prep Kit into the mixing container provided. 
Fill the container with water to the 16 oz fill line, and drink the entire 
amount. 
• Drink f'No additional containers filled to the 16 oz line with water over 
the next hour. 
Day of colonoscopy: 
• Have only clear liquids until after the colonoscopy. Avoid red and 
purple liquids, milk, and alcoholic beverages. 
• The moming of colonoscopy (10 to 12 hours after the evening dose) : 
pour the contents of the second bottle of SUPREP Bowel Prep Kit into 
the mixing container provided. Fill the container with water to the 16 oz 
fill line, and drink the entire amount. 
• Drink two additional containers filled to the 16 oz line with water over 
the next hour. 
• Complete all SUPREP Bowel Prep Kit and required water at lea.st one 
hour prior to colonoscopy. 

Maximum Daily Dose Two 6 oz bottles of solution 

Dmg Specific Issues (if any) Suprep is contraindicated in patients with the following: 
Gastrointestinal obstruction 
Bowel pe1foration 
Gastric retention 
Ileus 
Toxic colitis or toxic megacolon 
Known allergies to components of the kit 

3.3 OGD Recommendations for Dr ug Product 

Numbe1· of studies recommended: NIA - Waiver Request per the criteria. for 21 CFR 320.22 (b) (3) 

Analytes to measure (in 
NIA 

plasma/sem m/blood): 

According to 21 CFR 320.22 (b) (3), a waiver of the requirement 
for the submission of evidence measuring in vivo bioavailability 
or demonstrating bioequivalence may be granted to a dmg 
product if 1) it is a. solution for application to the skin, an oral 
solution, elixir, symp, tincture, a. solution for a.erosolization or 
nebuliza.tion, a nasal solution, or similar other solubilized form. 
2) contains an active drug ingredient in the same concentration 

Bioequivalence based on: 
and dosage form as a. diug product that is the subject of an 
approved full new drug application or abbreviated new diug 
application. And 3) contains no inactive ingredient or other 
change in fo1mulation from the diug product that is the subject of 
the approved full new drug application that may significantly 
affect absorption of the active diug ingredient or active moiety 
for products that are systemically absorbed, or that may 
significantly affect systemic or local availability for products 
intended to act locally. 

As per the Electronic Orange Book (la.st accessed date: 

Summary of OGD or DBE History 
02/221201 3), there were no approved ANDAs for this diug 
product. The following are the ANDAs received by OGD for this 
diug product: 
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ANDA# 204135; Film: Cypress Phannaceutical Inc. 
(b)(4J 

ANDA ¥°'203102; Film: Paddock Laboratones Inc. 
ANDA 202511 ; Film: Novel Laboratories Inc ( cmTent ANDA). 

There are no control documents or protocols on this product5. 

3.4 Contents of Submission 

I Study Types Yes/No? How many? 

I Single-dose fasting No --
I Single-dose fed No --
I Steady-state No --
I In vitro dissolution No --
I Waiver requests Yes 1 

I BCS Waivers No --
I Clinical Endpoints No --
I Failed Studies No --
I Amendments No --

5 Control document database and protocol tracking database. Search sodiwn sulfate. Last accessed date: 
02/22/2013. 
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3.5 Waiver Request(s) For Immediate Release Dosage Forms 

I Strengths for which waivers a1·e 1·equested 17.5g 13.13 g l 1.6 g per 6 ounces 

I Prnpo1·tional to sfl·ength tested in vivo? NIA 

I Is dissolution acceptable? NIA 

I Waivers granted? WAIVER DENIED 

I 
If not then why? 

Please see the Reviewer's Comments found in Section 
4.2 of this review. 

3.6 Deficiency Comment 

The fom will be asked to justify the daily intake of Sodium Benzoate from its proposed 
product. 

3. 7 Recommendation 

The Division of Bioequivalence I (DBI) finds the waiver request inadequate for the test 
product, Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution, 17.5 
g/3.13 g/1.6 g per 6 ounces, under Section 21 CFR § 320.22 (b) (3) . 

Page 7 of27 

Reference ID: 3286007 



Template Version: July 25 2012 

3.8 Comments for Other OGD Disciplines 

I ::::•""' I Comm••• 
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4 APPENDIX 

4.1 Formulation Data  

(NOT FOR RELEASE UNDER FOIA) 
 
4.1.1 Formulation of the Test Product6 

 
 
Name of the component Composition 

(g)   
Composition 

% (g/ 100 mL) 

 
Function 

Sodium Sulfate Anhydrous, USP 17.500 
Potassium Sulfate  3.130 
Magnesium Sulfate, USP 1.600 
Sodium Benzoate, NF 
Sucralose, NF 
Malic Acid, NF 

Citric Acid, USP 
Lemon Flavor

Firm’s Note: Product is diluted to 16 oz with water. 
 
 

6 EDR: ANDA #202511 Section 3.2.P.1 Submit Date: 11/8/2010  
7 EDR: ANDA #202511 Section 3.2.P.1 Submit Date: 11/8/2010 

Reference ID: 3286007
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4.1.2 RLD Formulation Composition:8 

As per a quality review of a currently accepted reformulation of the reference product, 
the RLD changed it formulation to include magnesium sulfate,  to replace 
magnesium sulfate . The most current RLD formulation is listed below8.  

*Note:  the per bottle quantity is from the dose (2 bottles) which required rounding

8 DARRTS, NDA 022372, REV-QUALITY-03 (General Review), 06/14/2012. This is the most updated 
formulation. No other new update on this formulation. Last accessed date: 3/27/2012. 

Component and Grade Method Quantity 
per 6oz Bottle 

Quantity per Dose 
(two 6oz bottles) 

Function 

Sodium Sulfate, USP USP 17.510 g 35.020 g 
Potassium Sulfate,   3.130 g 6.260 g 
Magnesium Sulfate,  USP USP 2.133 g 4.267 g 
Sodium Benzoate, NF NF 
Sucralose  

Malic Acid, FCC FCC 

Citric Acid, USP USP 

Purified Water, USP USP 

Reference ID: 3286007

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)(b) (4)

(b) (4)



4.1.3 Formulation Comparison of the Test Product versus RLD 

Test RLD Difference % [Test-
RLD/RLD x 1001 

Component g/6-oz-bottle g/6-oz-bottle 
(b)(4 

Sodium Sulfate Anhydrous 17.50 17.510 
Potassium Sulfate 

(b)l4) 
3.13 3.130 

(b)(4~ 

Magnesium Sulfate, I (b)l41 1.60 
(b)l4l 

USP 

1.6 magnesium sulfate 
per 6 oz bottle*** 

Sodium Benzoate, NF 
(b)(4) 

Sucralose, NF 
Sucralose Liquid (25%) 

Malic Acid, NF 
Citric Acid I (b)(4) 

i 
(b)(4) 

Lemon Flavor I 
r (b)(41 

(b)(4l 

(b)(4f 
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Reviewer Comments9: 
 

1. The API of Sodium Sulfate Anhydrous in the test product is  than that in the 
RLD. However, the amount of this API in the Test product is the same as the target 
amount in the RLD labeling10. Other APIs in the test product have the same amounts as 
those in the RLD. 

 
2. In the test product, the amount of Malic Acid , Citric Acid , and Sucralose 

were found  in the test product than that in the RLD. Therefore, these 
excipients meet IIG/MDI limits.  

 
3. The test product does not have the following excipients which are present in the RLD: 

. 
 
4. The maximum daily intake of sodium benzoate in the Test product is calculated as 

follows: 
 

 
 
 
                                                 

10 Drugs@FDA, RLD Label approved on 08/05/2010, last accessed date: 09/13/2012. 
http://www.accessdata.fda.gov/drugsatfda docs/label/2010/022372s000lbl.pdf 
 
11 Drugs@FDA, search Suprep, label approved on 11/01/2012, last accessed date: 03/28/2013. 
12 DARRTS, NDA 020251, REV-QUALITY-03 (General Review), 12/11/2003, last accessed date: 03/22/2013. 
13 Clinical Pharmacology, search vioriconazole, Last accessed date: 03/22/2013. 
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5. Flavor Amounts: 

• Lemon Flavor CbH-4l in test product: The amount of Lemon Flavor 
(bl <

4
> is not found in the RLD roduct. However, the amounts 

of~e-a-ch~-c-o_m_p_o_n_e_n_t 'in·--t~h-'-e"""L-emon Flavor H4l of the 

total test fo1mulation and therefore will not likely pose a safety concern. 

(b)(4) 

• 

• 

(6)(4) 
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6. 

I Is there an overage of the active pha1·maceutical ingredient 
(API)? 

No20 

I If the answe1· is yes, has the appropriate chemistry division 
been notified? 

NIA 

I If it is necessary to refo1·mulate to reduce the overage, will 
bioequivalence be impacted? NIA 

I Comments on the drug product formulation INADEQUATE 

4.2 Consult Reviews 

None at this time. 

20 EDR: ANDA #202511 Section 3.2.p.3.3 Description ofMnfg process Submit Date : 111812010 
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4.3 Additional Attachments 
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(b) (4)

9 Page has been Withheld in Full as b4 (CCI/TS) immediately following this page



BIOEQUIV ALENCE DEFICIENCY TO BE COMMUNICATED TO THE APPLICANT 

ANDA: 202511 

APPLICANT: Novel Laboratories 

DRUG PRODUCT: Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral 
Solution, (17.5g/3.13g/1.6g) per 6 ounces 

The Division of Bioequivalence I (DBI) has completed its review and the following 
deficiency has been identified: 

Per the labeling of the reference listed chug product, Suprep® Bowel Prep Kit, the dose 
for colon cleansing_!~guires administration of two bottles of the kit. Therefore, the 

(b)l4) 

(b> <4> Based on info1m ation available to the 
Agency, the maximum daily intake of.-s_o_d.-i.-um- -.b· enzoate for your product <b> <4> 

those found in approved products. As a result, please justify the maximum dai!yintake of 
sodium benzoate with respect to the safety of your test product. Please provide evidence 
and documentation as necessaiy to suppo1i your justification. 

Reference ID: 3286007 

Sincerely yours, 

{See appended electronic signature page} 

Dale P. Conner, Phaim.D. 
Director, Division of Bioequivalence I 
Office of Generic Drngs 
Center for Drng Evaluation and Research 
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4.4 Outcome Page 

Completed Assignment for 202511 ID: 19186  
 
 

Reviewer:  Lerman, Bruce  Date 
Completed:  

Verifier:   Date Verified: 
Division:  Division of Bioequivalence   

Description:  Sodium Sulfate, Potassium Sulfate and Magnesium 
Sulfate Oral Solution   

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
19186  11/8/2010  Other (REGULAR)  Waiver Oral Solution 1   1   
    Total:  1  
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BIO EQUIV ALEN CE CHECKLIST for First Generic ANDA 
FOR APPLICATION COMPLETENESS 

ANDA# 2025 11 FIRM NAME Novel Laboratories Inc. 

DRUG NAME Magnesium Sulfate 
and 17.5 g/bottle 

DOSAGE FORM Oral Solution 

Cb><
41

, Potassium Sulfate and Sodium Sulfate, 1.6 g, 3.13 g 

SUBJ: Request for examination of: Bioeguivalence Study 

Requested by: Date: _______ _ 
Chief, Regulato1y Support Team, (HFD-615) 

Summary of Findings by Division of Bioequivalence 

D Study meets statutory requirements 

D Study does NOT meet statutory requirements 

Reason: 

~ Waiver meets statutory requirements 

D Waiver does NOT meet statutory requirements 
Reason: 

RECOMMENDATION: 

Reviewed by: 

Hongling Zhang, Ph.D. 
Reviewer 

Bing V. Li, Ph.D. 
Team Leader 

Reference ID: 2886899 

~COMPLETE D INCOMPLETE 

Date: --------

Date: --------



 

 

Item Verified: YES NO Required 
Amount 

Amount 
Sent 

Comments 

Protocol                     

Assay Methodology                     

Procedure SOP                     

Methods Validation                     

Study Results Ln/Lin                     

Adverse Events                     

IRB Approval                     

Dissolution Data                     

Pre-screening of Patients                     

Chromatograms                     

Consent Forms                     

Composition                     

Summary of Study                     

Individual Data & Graphs, 
Linear & Ln 

                    

PK/PD Data Disk 
Submitted) 

                    

Randomization Schedule                     

Protocol Deviations                     

Clinical Site                     

Analytical Site                     

Study Investigators                     

Reference ID: 2886899



 

Medical Records                     

Clinical Raw Data                     

Test Article Inventory                     

BIO Batch Size                     

Assay of Active Content 
Drug 

                    

Content Uniformity                     

Date of Manufacture                     

Exp. Date of RLD                     

BioStudy Lot Numbers                     

Statistics                     

Summary results provided 
by the firm indicate studies 
pass BE criteria  

                    

Waiver requests for other 
strengths / supporting data 

                    

 
 
Additional Comments regarding the ANDA:  
 

1. This is a first generic checklist. The reference listed drug (RLD) for Magnesium Sulfate , 
Potassium Sulfate and Sodium Sulfate Oral Solution, 1.6 g, 3.13 g and 17.5 g/bottle is Suprep  Bowel 
Prep Kit, NDA 022372, by Braintree Labs, approved on 08/05/2010. 

 
2. Suprep® Bowel Prep Kit is an osmotic laxative indicated for cleansing of the colon in preparation for 

colonoscopy in adults1.  
 

3. The firm is requesting a biowaiver for the drug product based on the fact that the drug product 
is a true solution, containing active ingredients sodium sulfate, potassium sulfate and 
magnesium sulfate in the same concentration and dosage form as that of reference listed drug 
product, Suprep® Bowel Prep Kit. Also, it contains the same inactive ingredients (sodium 
benzoate, sucralose, malic acid,  citric acid and water) as that of the reference listed 

                                                 
1 Drugs @ FDA, Drug labeling for Suprep® Bowel Prep Kit, approved 08/2010. 
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(b) (4)

(b) (4)



dmg product, SUPREP Bowel Prep Kit. However, the excipients in the test fonnulation are 
not in the same amounts as those in the RLD product. The quantitative differences in the 
excipients are considered a review issue, and not a filing issue. They will be evaluated at the 
time of the waiver request review by the DBE. 

4. The fonnulation of the film's test product is as following2
: 

Name of the component Composition Composition Function 
fo)/ Dose g/ 100 mL 

Sodium Sulfate Anhydrous, USP 17.500 

Potassium Sulfate I (6H4~ 3.130 

Magnesium Sulfate, I (bJ<4~USP 1.600 

Sodium Benzoate, NF 
(6) (4) 

Sucralose, NF 

Malic Acid, NF 
Cb><4lc tI . A . dr <6H4j USP I' 1 'IC Cl 

-I Lemon Flavor! CbH41 . 

5. The fonnulation of the RLD product (Suprep® Bowel Prep Kit) is as following3: 

Potassiu.,._m"'--_ 
Sulfate, 

USP 

3.130 g 

l.600 g 

6 .260 g Active ingredient 

3.200 g Active ingredient Magnesium 
SJllfate 

Cb><4l USP 
l-------'----+------+r-----~----~------i(b)(4) 

Sodium Benzoate, NF 
NF 
Sucralo.se (b)(4) 

Malic Acid, FCC FCC 

Citric Acid USP USP 
(bH4 

Purified Water, USP 
USP 

*Note: the per bottle quantity is from the dose (2 bottle) which required rounding 

2 EDR, Module 2.3. P. l 
3 DARRTS, NDA 022732, REV-QUALITY-03 (General Review), submitted 7/ 16/2009 
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CbH41 



 

6. Since the drug product is an oral solution, the firm has submitted the complete composition of 
the test formulation to support its waiver request.  The firm’s application for the waiver request 
is considered acceptable for filing. 
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ANDA 202511 
 
Productivity:  
 

ID Letter 
Date 

Productivity 
Category Sub Category Productivit

y Subtotal 

12798  11/8/2010  Paragraph 4  Paragraph 4 
Checklist  

1   1   

    Bean Total:  1   
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 202511 

 
 

 
 

ADMINISTRATIVE and CORRESPONDENCE 
DOCUMENTS 



Food and DIUI Admlnlstntlon I Document No.: I Venlon: 
COER I Office of Generic DrUJS 4000-LPS-066 01 

Dacument Status: Approved 
Tltle: Approval Routing Summary Form I Author: Heather Strandberg 

An11nmd Tvna!: ./ FVLLAPPROV AL 0 TENTATIVE APPROVAL 0 StlPPLEMENTALAPP.ROVAL tNRW Snu:NGTR'I 
RPM: Jeanetlee J-. .... Team: Maacl., K_, ... A...,rctv .. Datt: 2123/2017 

D Pl D Pll D rm ./ PIV (eli.yj,bkfor 180t1'tyexclvlivity ./Yea D No) DMOU ./RXorDmc 
ANDA#:~ Applicant: Lyln Inc. Embllshed Product Name: Sodium. Sul&!!. Potaaf.11111 S.H'at!. Mgneaium 
Sul&dl Ond Sol11tl!!L (17.5 IQ.13 rll.61} 1!!1:' 011Da1 

Baldi of SwbmJtdon (RLD): !!!!!A 9JU72 lum Bowel Pren Kit 

(b ..fND;f 1-od 011"" ~ SullaJJtllty Pdltloti? D Y<t 1 ./No) 

DoC8 tM ANDA contain REMS? D Yes./ No (lfYES, lllltitllieazmmwlloeltoll6webPriort111ttll'ttl«l/mldaWJ 
- - ._,_Ml'-Bvllblt1d111t: Dlde: 211112017 

,/ Previowllyttviend lll!dtenbdivelyapproved (if applicable) -Dale YlSJ201S 

Dille ot Anni c:alon 11181'20l O I nn..i- llcce.lved~ 11/8f2010 I 1>1111:.M:•-le torl'Hln• 111812010 
YES NO 

./ D All sabmi11tiom have been~ and re1evaat disc;..1;,,- are•"-••...,. and fillalized in the 1'1etfonn m ... or NI.A\ 
Date of Acceptable Quality l/26'2017 If applicable: 
Date of Accieplable Dissolution NA Date of Acceptable Miaobiology NA 
Dalo of Aoocptablo Bioeqmmoaco 9/.29/2014 Date of Nooptablo Clinical Rm.w NA 
Date of A.,..,.,.,nmle LabeJ;n11 11.129/2014 Date of Acc-...ble REMS NA 

./ D Wan CR. issued throll8iloul 1helifeoflhe ANDA?IfYet, date laatCR letterwu ia.1ued: 3/1412014 

D ./ Arc co-its pcatiDg for my d.illlipb? 

D ,/ Haa 1hciro boon llD ammdmmt providing for a major dwige in formulalion or now slnmglb ainoo filing? 

IfYES.+ VmiEY a eecOlld flliru> NYinv "WU """"'lctcd Cid lhat all ctiA.o:i>JiD:t lllCW~ 0 
D ./ II thORl a panding Cilizm Pd:ition (CP)? 

./ D Ovemll OC Rec:ommandation is accepeablo (EES is aeceptable) Del8 Aeceptable: 211/2017 

./ D OSI ClinK:al Endpoint lllld BiocqllivaleDce Site l'mlp:etiima arc~ 

D ./ Is ANDA a Priority APJRVd (First pmric, drug shortage. PEPFAR, ether 000 Comonmic:atiOllll priorities)1 
ltYE:S ~ Email OGD commumcaom Siatt' (OGDRllQUEST) 30 to 60 <1aya prior to approval. Date emailed Bmer om 

D£!4~aldwAllllrfwtll l.«tfi' 
./ D .Approval!l"mtative Appoval letter is cbUtecl 1114 vploaded to the Final Del:ision Wk 

llnim-· • -· e.IDMlion Blultlnaeada 
./ D Division ofLepl Biid Regu1atoiy SvppmEndonemcol completed, Date 2117/2017 

./ D ~ IVBwluation completed(if applicable), Dab! 2121/2017 

./ D Quality~ completed, Date 2/lS/2017 

./ D Biocquival.a!cc Bndoncmait QQCDPJctcd. Dsfc 2/14J2017 

./ D LabelillgBlldonemmt completed, Date 211412017 

D ,/ RBMS Endorsemmt (if applicable), Dm Etrrer Date 
RPM r,... l.M4a' ElulMwMat tlNI ..4diOll P•ckae Yaitic4itiolt 

./ D RPM Teem LeaderHDdorsement completed,°* 212112017 

Finlll ~. """IAllB -· -
Uod Dllllslon: Program Management E/factlwl Den: 10/1/2014 Pqel ofll 

EllldellfJI! a/ re'Jfew and approval mn be ltx:attd an the ec~spondJnO sJQnoture shen Oii file with QMS.. 

Pleam en,.,re....,., ore U11n1lhe mist curTent w..ronof this FamL It ls 1Mtllable at: 

OGD QNSAg!t!Md Dacurm:r¢! 



Food and DIUI Admlnlstntlon I Document No.: I Venlon: 
COER I Office of Generic DrUJS 4000-LPS-066 01 

Dacument Status: Approved 
Tltle: Approval Routing Summary Form I Author: Heather Strandberg ., 

D Final Deciaion miommmcliJag ~ lll)plQval completed, Date 212.312017 ., 
D Appro\'11/Tmtalive ~al lettc:r clearomcally 8jgned, Date: 212.312017 

"""""'"'a.a.o.t ., 
D Notify awlicantof ~and provi& a courlllay copy of the electronically signed letter 

D ./ Is thm a Post Madmini Apeement (PMA)? 
IP YBS ~ Send email to PMA COOldimtot Dale emi1cd Enter Date ., 

D &nail OGD Approval dill4n1'u1icm list (CDER.-OGDAPPR.OV ALS) wilh approval. infurmaQon 

This pt1ge to be compkted by tAe RPM 
.41YDAMPROJl.4LROUTINGSUMMARF BNDORSBMBNTSANJJ FINAL DECISION 

Date: 2117!l017 
Nam.ell'itle: MES 

:-~·mi£A:.~;t1~ .. ·-.. :y; .. ;;·· .. N~ .. o .............................. T ....... ..................................................................................................................... 1 

i (required if lllb after 6/1192) ! Pediatric Exclusivity Sya!em 
RLD~ NDA# 

! PllleIW'Bxl:luaMty Certi.ftcstion: Yee 't" No D 
l If Para. IV CertifiQSticm... did applicam: 
! Notify patent holder/NDA holder Yes ./ No D I ==tted D I Writtml request issued D 
: Waupplicant sucd w/in 45 daya: Yes " No D 

Hu case been settled: Yes ./ No D 
Date settled: 6/19'2016 
a applicmt eli,pble for 180 day yes 
Ia a tbrfeiture memo needed: 

Study Submitted D 

1 ............................................................................................................... """'""""1 
!·········-······-···············-······-·······················-···············-······-···············-······-···············-······"j ! : 

Yes't" NoD ~ 
If Y!!lz has it been oompletecl i 

' i Cleneric D!IJ8! Exclusivity for each !!lerl8lh; Ye1 .;' No D 
: Date of latest Labeling Review/Apptyyal Summary 
i Any filing status changes requiring addition. Labeling R.e-riew Yee D No ~ 
! Type of Lett«: 
~APPROVAL 0 TENTATIVBAPPROVAL 0 SUPPLEMENTALAPPROVAL(NBWSTRENGTH) 

OoraBR: 
Comments: 

· - ···············- ······- ···············-······- ···············-·······················- ······- ···············-······- ·······················- ···············- ······- ···············- ······- ···············- ······- ···············-······- ···············-······················· ~ 

Uod Dllllslon: Program Management E/factlwl Den: 10/1/2014 Pqe2 ofll 

EllldellfJI! a/ re'Jfew and approval mn be ltx:attd an the ec~spondJnO sJQnoture shen Oii file with QMS.. 

Pleam en,.,re....,., ore U11n1lhe mist curTent w..ronof this FamL It ls 1Mtllable at: 
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! dated 1/10/2011). 
! Patent Amendment rec'd 2/212011-RR from Braintree Laboratories In Braintree MA signed and dated 1/28/2011. 
! Patent Amendment rec'd 3/lA/2011-Letter from Wimer Hale indicatina that CA 11Cl/1341 was filed in the D of NJ on 
i 3/9/2011 for lnf11naement of the '149 patent i 
: Patent Amendment rec'd 3/16/2011-CA 11CY1341 filed in the Dof NJ en 3/9/2011 farinfringementofthe'149 patent. : 
: As suit was brought wlthln45daysthere Is an automatic 30 month stay of approval that expired on 7/28/2013. ' 
! Patent Amendment rec'd 6/24/2013- Letter from Wilmer Hale<ounsel for Braintree-indicatifli that si Opinion dated ! 

! January 18, 2013 and Order dated January 18, and June 18, 2013 the Court found that Novel's product Infringes multlple ! 
! claims of the '149 patent, the Rnal Jud1ment dated June 18, 2013 contained 271{eH4){A) l11ngu.qe settin1 the effective ! 
! date of appr011al to a date not earller than the expiration of the '1A9 patent. 
i Final Approval Request submitted 12/4/2013-in the request Novel acknowledges their loss in the DC but noted that the 
: decision was appealed to the Federal Circuit and •a decision ls expected soon"'. Novel notes that Braintree's NP 
! exclusivity expired on 8/5/2013. Novel's request in this submission was that the Agency issue final approval for this 
! appllcatlon before Friday, March 7, 2014-the date that would permit Novel to retain ellglblllty for 180~av exclusivity. It ! 

! Is noted that at the time ttle letter w.J$ sent to OGD, Novel's appllcatlon qualfled for an extension of the 30 month to TA ! 
! forfeiture provision wftfl this extension being the 30 month was changed to 40 months. This 40 month provision had ! 
! both a window of applicabir.ty with respect to when an ANDA was orisinally submitted and a window of applicability by ' 
! which the sponsor needed to secure either TA or FA by the Aaency. lhe window of appllcablltty In which Navel needed 
! to secure either TA or FA lapsed in September of 2016 so the relevant forfeiture timeframe as of today's date is the 30 
! month period which expired 30- months from Novers date of submlsslon-5/8/2013. 
! Expedited mlew was granted to this ANDA on 10/24/2013. 
! Patent Amendment rec'd 4/17 /2015-Copy of decision from the CAFC 2013-1438 decided on 4/22/2014, with respect to 
! the DC decision the CAFC Affirmed-In-part, Reversed-In-part. Vacated-In-part, and Remanded. The portion of this 
! decision that is relevant from FDA's perspective is that the CAFC vacated the DC arant of summary judament of 
! lnfrlnaement with this portion of the case remanded to the DC for further proceedings consistent with the CAFC opinion. ! 
! The CAFC affirmed the DC finding that 'the asserted claims of the '149 patent are not anticipated, not obvious, and not ' 
! Indefinite.' 
! Tentative Approval issued on 5/29/2015-at the time the TA was issued the reason cited for TA was the DC order from 
! June 19, 2013 which set the effective date of approval to a date not earner than the expiration date of the '149 pauint , 
! The TA letter acknowledges that this decision had been appealed to the Federal Circuit which remanded the ca3e back to ! 
! the DC for furth• proceedlnp. · 
! Patent Amendment rec'd 3/21/2016-Decision from D of NJ dated 6/2/2015 on remand from the CAFC. This decision id a 
! Flnal Order of Judgment which only Indicates two noteworthy Items with respect to Novel's ANDA 1. Novel's equivalent 
: of Suprepwill, if maitceted and sold infringe claims 15 and 18 and 2. Novel's equivalentSuprep will if marketed and sold 
! wlll Induce Infringement of c:lalms 19, 20, and 23 of the '149 Patent, which claims methods for using the compositions of 
! claims 15 and 18 of the '149 patent. 
! Memo to flle uploaded July 29, 2016-Memo to file doc::umentlng OGD's formal determination that N011el did NOT forfeit 
! their ex:clusivity seat by virtue of not saclains TA within 40 months of their submission date. 
! Patent Amendment rec'd 11/9/2016-Novel requests Final Approval In the cover letter of this amendment with the cover 
! letter going on to recount the tortured litigation history of this ANDA. Importantly, Novel notes that after entry of the 
: Final Order of Judgment on June 2, 201S{subsequently amended on June 25, 2015) they appealed the June 2015 
1 Judgment to the CAFC in September of 2015 and that prior to any decision from the CAFC, Novel entered into a ! 
! settlement agreement with Braintree. Braintree thus provided Novel with a license for Novel's product in relation to the ! 
: '149 patent AND pursuant to the settlement agreement Novel and Braintree agreed to move to vacate all of the flnal : 
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: Ordered and Adjudged that Final Orders from the District Court dated 6/1/201S(amended on 6/25/2015) as well as the : 
! original Final Judgment dated 6/18/2013 were 'hereby VACATED and shall be of no force or effect'. All rights to appeal ! 
I this decision were waived by Novel and Braintree. I 
j Patent Amendment rec'd 1/3/2017-copy of letter from Novel's counsel Bill Rakoczy. j 

j As previously stated this ANDA has an extremely tortured litigation history that was ultimately resolved via settlement j 
• agreement between Novel and Braintree. This settlement agreement permits Novel to retain their PIV certification to • 
! the '149 patent which correspondingly allows them to retain eligibility for 180-day exclusivity. Rather than attempting ! 
! to recite the tortuous litigation in the AP letter for this ANDA it is recommended that the AP letter focus on the District ! 
I Court Judgment dated June 19, 2016. (l>H•> I 

I I j ANDA is eligible for immediate Full AP with an award of 180-day exclusivity. j 
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8. Final Decision 

Para.IV Patent Cert: Yes ./ No 0 
Pending Legal Action: Yes 0 No ./ 

Petition: Yes./ No 0 
Entered to APTrack database ./ 

GDUF A User Fee Obligation Status Met ./ Unmet 0 
Press Release Acceptable 0 
First Generic Approval 0 
PD or Clinical for BE 0 
Special Scientific or Reg. Issue 0 

Date PETS checked for first generic drug __ 

Comments: 

Date: 2/23/2017 
Name/Title:£!.!!,, 

ANDA received on 11/8/10 and TA issued on S/29/15. The BOS=Suprep, NOA 022372, Braintree Laboratories Inc. The applicant 
provided a PIV certification to the '149 patent. The applicant was sued within 45 days for infringement of the '149 patent. See 
the extensive litigation history above from OGDP and the case was settled. The settlement agreement between Novel and 
Braintree permits Novel to retain their PIV certification to the '149 patent and according to OGDP allows them to retain eligibility 
for 180-day exclusivity. There are no new patents/exclusivities listed in the OB for this NOA (2/23/17). There is a pending CP on 
the OGO Policy Alert List for Suprep Bowel Prep Kit, FDA-2017-P-1104. Per OGOP Shimer (2/23/17 phone call) this CP does not 
impact OGO from taking an action on this ANDA. Also see memo dated 2/23/17 concerning 180 day exclusivity. Bio -waiver 
requested. Bio is adequate and waiver granted per Bai on 9/19/14. Bio endorsement completed by Liu on 2/14/17. Labeling is 
adequate per Hoppes/Grace on 12/29/14. Review confirms medication guide is adequate. Labeling endorsement completed by 
Vu on 2/14/17. No REMS required. Drug Product is adequate per Ruan/Tiwari on 1/26/17. lbH4l 

QE checklist 
.. c_o_m_p..,.le-t-e""'d..,.b-y-A'""n-d""r_e_w-s/Ti"='1w-a""'ri_o_n_2=-;-~1"""5-./l707"".""T""h..,.is-e-n-d""o-r-se-m-e-nt....,...in""'d~ic-a-te-s-O=PQ=-r-e""'vi,...e-w-s-r-e-m-a"'"in-ad"'e-q-u-a-t-e "'"in-c""'lu-d""i .. ng facilities. Quality 

endorsement completed by Andrews/Tiwari on 2/15/17. The overall manufacturing inspection recommendation is approve (see 
screen shots below - there are no visible alerts in the platform at the t ime of this action). ANDA is ready for Full Approval with 
an award of 180-day exclusivity. 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

_____________________________________________________________________________

DATE: July 29, 2016

FROM: Martin Shimer
Deputy Director, Division of Legal and Regulatory Support
Office of Generic Drug Policy

TO: ANDA 202511

SUBJECT: 180-day Exclusivity for Sodium Sulfate, Potassium Sulfate, and Magnesium 
Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g per bottle

I. STATUTORY BACKGROUND

The Medicare Prescription Drug, Improvement, and Modernization Act of 2003 (MMA) 
describes, among other things, certain events that can result in the forfeiture of a first 
applicant’s1 180-day generic drug exclusivity as described in section 505(j)(5)(B)(iv) of the 
Federal Food, Drug, and Cosmetic Act (the FD&C Act).

The forfeiture provisions of the MMA appear at section 505(j)(5)(D) of the FD&C Act.  Included 
among these is section 505(j)(5)(D)(i)(IV), which states the following:

FAILURE TO OBTAIN TENTATIVE APPROVAL.--The first applicant fails to 
obtain tentative approval of the application within 30 months2 after the date on 

1 A “first applicant” is eligible for 180-day exclusivity by virtue of filing a substantially complete ANDA with a 
paragraph IV certification on the first day on which such an ANDA is received.  Section 505(j)(5)(B)(iv)(II)(bb). If 
only one such ANDA is filed on the first day, there is only one first applicant; if two or more such ANDAs are filed 
on the first day, first applicant status is shared.
2 For applications submitted between January 9, 2010, and July 9, 2012 containing a Paragraph IV certification (or 
amended to first contain a paragraph IV certification during that period of time), and approved or tentatively 
approved during the period of time beginning on July 9, 2012, and ending on September 30, 2015, section 1133 of 
the Food and Drug Administration Safety and Innovation Act (FDASIA) (P.L. 112-144) extends this period to 40 
months.  For applications submitted between January 9, 2010, and July 9, 2012 (or amended to first contain a 
paragraph IV certification during that period of time), and approved or tentatively approved during the period of 
time beginning on October 1, 2015, and ending on September 30, 2016, section 1133 of FDASIA extends this period 
to 36 months.  In addition, if an application was submitted between January 9, 2010, and July 9, 2012 containing a 
Paragraph IV certification (or amended to first contain a paragraph IV certification during that period of time), and 
FDA has not approved or tentatively approved the application but must consider whether the applicant has forfeited 
exclusivity because a potentially blocked application is ready for approval, FDA will apply the 36-month period if it 
makes the forfeiture determination between the period of time beginning on October 1, 2015, and ending on 
September 30, 2016. For all other applications, the 30-month period set forth in FD&C Act section 
505(j)(5)(D)(i)(IV) applies. 
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which the application is filed, unless the failure is caused by a change in or a 
review of the requirements for approval of the application imposed after the date 
on which the application is filed.

The “failure to obtain tentative approval” forfeiture provision establishes a bright-line rule:  If 
within 30 months of submission, an abbreviated new drug application (ANDA) has been 
determined by the agency to meet the statutory standards for approval and it is only patent and/or 
exclusivity protection that prevents full approval, then an applicant will be given a tentative 
approval and will maintain eligibility for 180-day exclusivity.  If tentative approval or approval3

is not obtained within 30 months, eligibility for 180-day exclusivity is generally forfeited unless 
“the failure [to obtain an approval] is caused by a change in or a review of the requirements for 
approval of the application imposed after the date on which the application is filed.” Under this 
provision, it is not sufficient to show that FDA’s review of the ANDA (to determine that the 
ANDA has met the pre-existing approval requirements), caused a failure to obtain a tentative 
approval or approval at 30 months.  Nor is it sufficient for an applicant to show that FDA 
changed or reviewed (i.e., considered whether to change) the requirements for approval while the 
application was under review.  The applicant must also show that its failure to obtain a tentative 
approval at the 30 month date is caused by this change in or review of approval requirements.  
FDA generally will presume that the failure to obtain tentative approval or approval was caused 
by a change in or review of approval requirements if, at the 30 month date, the evidence 
demonstrates that the sponsor was actively addressing the change in or review of approval 
requirements (or FDA was considering such efforts), and these activities precluded tentative 
approval (or approval) at that time.  Where the evidence fails to demonstrate that the sponsor 
was actively addressing the change in or review of approval requirements, and these activities 
precluded tentative approval (or approval) at the 30-month date, FDA generally does not 
presume that the failure was caused by a change in or review of approval requirements.  If FDA 
were to hold otherwise, an applicant that receives one or more deficiencies resulting from a 
change in approval requirements could simply delay addressing those deficiencies and avoid 
forfeiture.

In addition, FDA has determined that if one of the causes of failure to get tentative approval or 
approval by the 30-month forfeiture date was a change in or review of the requirements for 
approval imposed after the application was filed, an applicant will not forfeit eligibility 
notwithstanding that there may have been other causes for failure to obtain tentative approval or 
approval by the 30-month forfeiture date.  Thus, to avoid forfeiture, an applicant must show that 
acceptability of at least one aspect of the ANDA (e.g., chemistry) was delayed, and that this 
delay was caused at least in part, by a change in or review of the requirements for approval 
(which the sponsor or FDA is actively addressing), irrespective of what other elements may also 
have been outstanding at the 30-month date.  In other words, “but-for” causation is not required 
in order to qualify for this exception.  FDA has determined that this interpretation best 
effectuates the policy embodied in the exception.  It does not penalize applicants for reviews of 

3 As explained below in note 4, FDA interprets this provision to also encompass the failure to obtain final approval, 
where applicable, within 30 months of filing.
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or changes in approval requirements imposed on applicants after their ANDAs are filed that are a 
cause of the failure to obtain approvals or tentative approvals within 30 months (and presumes 
causation if, at the 30 month date, the sponsor was actively addressing those changes, and these 
changes precluded approval), and continues to incentivize applicants to challenge patents by 
preserving in many instances the opportunity to obtain 180-day exclusivity.

Under this provision, the 30-month timeframe is generally measured without regard to the length 
of time the ANDA was under review by the Agency.  However, subsection 505(q)(1)(G) of the 
Act, enacted as part of the Food and Drug Administration Amendments Act of 2007 (Pub. Law 
110-85) provides one exception.  This subsection provides that:

If the filing of an application resulted in first-applicant status under subsection 
(j)(5)(D)(i)(IV) and approval of the application was delayed because of a petition, 
the 30-month period under such subsection is deemed to be extended by a period 
of time equal to the period beginning on the date on which the Secretary received 
the petition and ending on the date of final agency action on the petition (inclusive 
of such beginning and ending dates), without regard to whether the Secretary 
grants, in whole or in part, or denies, in whole or in part, the petition. 

Thus, pursuant to this provision, if approval was delayed because of a 505(q) petition such that 
the application was not ready to be approved at 30 months from the date of submission because 
of the time it took the Agency to respond to the 505(q) petition, the 30-month-period-from-
initial-submission deadline for obtaining a tentative (or final) approval will be extended by the 
amount of time that the 505(q) petition was under review.4

II. DISCUSSION

Novel Laboratories, Inc. (Novel) submitted ANDA 202511 for Sodium Sulfate, Potassium 
Sulfate, and Magnesium Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g per bottle, on November 8, 
2010. Novel qualified as a “first applicant” and therefore is eligible for 180-day exclusivity for 

4 In addition to tolling the 30-month period described in 505(j)(5)(D)(i)(IV) in certain circumstances where a 
petition is under review, section 505(q)(1)(G) clarified the scope of section 505(j)(5)(D)(i)(IV).  If the phrase 
“tentative approval” in section 505(j)(5)(D)(i)(IV) is viewed in isolation, it might be suggested that this section 
applies only when an ANDA is eligible for a tentative approval due to a patent, 30-month stay or exclusivity 
blocking final approval, and that this provision cannot serve as a basis for forfeiture when an ANDA would 
have otherwise been eligible only for a final approval because there is no blocking patent, 30-month stay or 
exclusivity.  Although section 505(j)(5)(D)(i)(IV) refers to “tentative approvals,” the terms of section 
505(q)(1)(G) clearly describe a broader scope.  Section 505(q)(1)(G) expressly states that if “approval” of the 
first applicant’s application was delayed because of a petition, the 30-month period described in section 
505(j)(5)(D)(i)(IV) will be extended.  Thus, Congress contemplated that section 505(j)(5)(D)(i)(IV) establishes 
a 30-month period within which an ANDA generally must obtain either tentative approval or final approval.  
This interpretation squares both with the statutory language and with not permitting the 180-day exclusivity for 
a first applicant whose ANDA is deficient to delay approval of subsequent applications.  Therefore, FDA 
interprets section 505(j)(5)(D)(i)(IV) as requiring that, unless the period is extended for one of the reasons 
described in section 1133 of FDASIA, a first applicant that fails to obtain either tentative approval or approval 
for its ANDA within 30 months will forfeit eligibility for 180-day exclusivity.
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its generic Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate Oral Solution product 
absent forfeiture.  Because Novel submitted its ANDA within the time period identified in 
Section 1133 of FDASIA, the company had 40 months to obtain tentative approval for the 
purposes of section 505(j)(5)(D)(i)(IV) of the FD&C Act.5

This memorandum addresses whether Novel has forfeited its eligibility for 180-day exclusivity 
due to its failure to obtain tentative approval by March 8, 2014.

On March 7, 2014, Novel submitted correspondence regarding its eligibility for 180-day 
exclusivity, in which it asserted that several changes in the requirements for approval occurred
after ANDA 202511 was submitted, causing the company’s failure to obtain tentative approval 
by the forfeiture date.6 Novel submitted a second correspondence, supplementing the First 
Forfeiture Correspondence, on May 5, 2016, and requested a meeting with FDA.7

On June 14, 2016, staff from the Office of Chief Counsel and Office of Generic Drug Policy held 
a teleconference with Novel and its outside counsel in which outside counsel reiterated several 
points from the May 5, 2016 Second Forfeiture Correspondence.8

We must base our forfeiture analysis on the record before the agency. The following is a 
timeline of certain key submissions and actions regarding ANDA 202511:

11/08/2010 ANDA submitted
03/31/2011 Labeling review (deficient); labeling deficiencies faxed
07/06/2011 Reference listed drug (RLD) labeling changes approved
07/26/2011 Chemistry amendment
11/06/2012 RLD labeling changes approved
01/09/2013 According to Novel’s internal FDA communication log for 

ANDA 202511,9 Novel asked an FDA employee whether it 
could submit a labeling amendment or should wait for a 
complete response letter, and the FDA employee responded 
via email that Novel should wait to receive a complete 
response letter

5 See note 2, above.
6 See Letter to K. Uhl (OGD) fr. S. Talbot (Novel) re “General Correspondence: Preserving 180 day Exclusivity, 
ANDA # 202511: Sodium Sulfate, Potassium Sulfate and Magnesium Sulfate Oral Solution (Sequence # 0005)” 
(Mar. 7, 2014) (First Forfeiture Correspondence). We note that ANDA applicants frequently submit correspondence 
related to forfeiture of 180-day exclusivity.  Although FDA does not expect or require such correspondence, the 
agency will consider any submitted correspondence when making a forfeiture decision.
7 Letter to K. Uhl (OGD) and E. Dickinson (Office of Chief Counsel (OCC)) fr. W. Rakoczy (Rakoczy Molino 
Mazzochi Siwik LLP, Outside Counsel for Novel) re “ANDA No. 202511: Sodium Sulfate, Potassium Sulfate and 
Magnesium Sulfate Oral Solution, 17.5 g/3.13g/1.6 g per bottle” (May 5, 2016) (Second Forfeiture 
Correspondence).
8 FDA Public Calendar: June 12 – 18, 2016, available at: 
http://www.fda.gov/NewsEvents/MeetingsConferencesWorkshops/PastMeetingsWithFDAOfficials/ucm508875.htm
9 Email to E. Dickinson (OCC) and M. Toufanian (OGDP) fr. L. FitzSimmons (Rakoczy Molino Mazzochi Siwik 
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04/16/2013 Bioequivalence review (deficient)
01/26/2014 According to Novel’s internal FDA communication log for 

ANDA 202511, Novel again asked an FDA employee 
whether it could submit a labeling amendment or should 
wait for a complete response letter, and the FDA employee 
again responded via email that Novel should wait to receive 
a complete response letter

02/28/2014 Chemistry review #1 (deficient)
03/04/2014 Complete Response faxed (chemistry, bioequivalence, and 

labeling deficient; facilities pending inspection)
03/07/2014 Correspondence regarding 180-day exclusivity
03/08/2014 11/08/2010 plus 40 months
08/08/2014 Resubmission; chemistry, bioequivalence, and labeling 

amendment
08/20/2014 Labeling review (deficient)
09/19/2014 Bioequivalence review (acceptable)
11/07/2014 Chemistry ECD emailed and labeling ECD faxed
11/19/2014 Chemistry and facilities amendment
11/21/2014 Labeling amendment
12/04/2014 Chemistry review #2 (acceptable, pending facilities and 

labeling)
12/18/2014 Labeling amendment
12/29/2014 Labeling review (acceptable)
04/24/2015 “Checklist for Chemistry Review” (acceptable)
05/29/2015 ANDA tentatively approved 

The tentative approval of Novel’s ANDA was not delayed because of a citizen petition, such that 
the 40-month period would be extended past March 8, 2014, under section 505(q)(1)(G).

FDA Review of ANDA 202511

As the above timeline indicates, at the forfeiture date of March 8, 2014, chemistry, 
bioequivalence, and labeling were deficient. FDA has identified a change in the requirements for 
approval regarding labeling, as discussed below.

Labeling Review

As noted in the above timeline, two supplemental labeling changes were approved for the RLD,
Suprep Bowel Prep Kit (sodium sulfate, potassium sulfate and magnesium sulfate) Oral Solution
(Suprep) between the date ANDA 202511 was submitted and the 40-month forfeiture date: S-

LLP, Outside Counsel for Novel) re “RE: Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate Oral Solution-
--HIGHLY CONFIDENTIAL” (June 17, 2016).  A copy of the communication log is attached to this memorandum 
for reference.
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003 was approved on July 6, 2011, which released the Risk Evaluation and Mitigation Strategy 
(REMS) that had been required for Suprep; and S-004 was approved on November 6, 2012 for 
revisions to the DOSAGE AND ADMINISTRATION section to increase the wait time between 
completion of ingestion and the start of a colonoscopy procedure from one hour to two hours.
FDA previously has found that updates to the approved RLD labeling after an ANDA is 
submitted are a change in the requirements for approval;10 therefore, the approval of these two 
labeling changes for the RLD constituted a change in the requirements for approval for ANDA 
202511.

Novel asserts in its First Forfeiture Correspondence that FDA asked Novel not to respond to the 
March 31, 2011 labeling deficiencies until a complete response letter was issued.11 Novel later 
provided a copy of its internal communication log for ANDA 202511, which indicates that 
Novel asked FDA staff on January 9, 2013 and January 26, 2014 whether a labeling amendment
could be submitted, and, according to Novel’s internal communication log, in both instances 
Novel was advised by an FDA employee to wait until receiving a complete response letter to 
submit the amendment.  FDA issued a complete response letter on March 4, 2014, which 
repeated the March 31, 2011 labeling deficiencies that had been previously conveyed to Novel,
including the suggestion to monitor FDA’s website for any approved changes to the RLD
labeling.12 The complete response letter also contained chemistry and bioequivalence 
deficiencies and noted that “[a] partial response to this letter will not be processed as a 
resubmission and will not start a new review cycle.”13 Novel’s resubmission was received on 
August 8, 2014, and the labeling provided did address the November 6, 2012 RLD labeling 
updates.14

As described above, an applicant must show that its failure to obtain a tentative approval is 
caused by a change in approval requirements.  FDA generally will presume that the failure to 
obtain tentative approval was caused by a change in approval requirements if, at the forfeiture
date, the evidence demonstrates that the applicant was actively addressing the change in approval 
requirements (or FDA was considering such efforts), and these activities precluded tentative 
approval at that time.  Where the evidence fails to demonstrate that the applicant was actively 
addressing the change in approval requirements, and these activities precluded tentative 
approval, FDA generally does not presume that the failure was caused by a change in approval 
requirements.  The rationale for this position is that, otherwise, an applicant who receives one or 
more deficiencies resulting from a change in approval requirements could simply delay 

10 See, e.g., Memorandum to ANDA 200828 re “180-day Exclusivity for Lamotrigine Orally Disintegrating Tablets, 
25 mg, 50 mg, 100 mg, and 200 mg” (Oct. 29, 2014) and Memorandum to ANDA 201509 RE “180-day Exclusivity 
for Zolpidem Tartrate Sublingual Tablets, 5 mg and 10 mg” (June 2, 2016).
11 First Forfeiture Correspondence, at 2.
12 Letter to S. Talbot (Novel) fr. K. Uhl (OGD) re “ANDA 202511, COMPLETE RESPONSE” (Mar. 4, 2014), at 3-
4.
13 Id., at 4.  This language is standard template language included in all OGD complete response letters.
14 ANDA 202511, Sequence 0006, Section 1.14.3.1, Side by side PI (PDF) (Aug. 8, 2014). We note that the 
resubmission did not address the July 6, 2011 RLD labeling change; however, as described above, only one aspect 
of the ANDA must be delayed by a change in or review of the requirements for approval, irrespective of what other 
elements are also outstanding as of the forfeiture date.
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addressing those deficiencies and avoid forfeiture. 

fu this case, changes to the RLD labeling required Novel to revise its labeling. The record 
indicates that Novel was actively attempting to address the deficiencies as of the forfeiture date, 
as evidenced by its communications of Janua1y 9, 2013 and Januaiy 26, 2014 inquiring whether 
it could submit a labeling amendment. FDA finds that the labeling changes were a cause of 
Novel 's failure to obtain tentative approval by March 8, 2014. Specifically, Novel's effo1is to 
address the labeling deficiencies, i.e., by inquiring whether it could submit an amendment prior 
to the forfeiture date, are evidence that Novel was actively addressing the deficiencies. fu 
addition, there is no evidence that Novel sought to delay addressing the labeling deficiencies to 
avoid forfeiture. On the contrary, Novel actively inquired about submitting a labeling 
amendment to address these deficiencies, and an FDA employee instructed it not to. Therefore, 
FDA finds that the RLD labeling updates, which were approved after ANDA 202511 was 
submitted, constituted a change in the requirements for approval and these changes were a cause 
of Novel 's failure to obtain tentative approval by Mai·ch 8, 2014. 

Novel's Correspondence regarding 180-day Exclusivity 

As noted above, Novel submitted letters to FDA on Mai·ch 7, 2014 and May 5, 2016 regarding its 
eligibility for 180-day exclusivity. Novel alleges that there were several changes in the 
requirements for approval date before the 40-month forfeiture date; however, as FDA has afready 
found one change in the requirements for approval imposed after ANDA 202511 was submitted 
and has concluded that this change was a cause of Novel 's failure to obtain tentative approval by 
Mai·ch 8, 2014, it is unnecessary to detennine whether any additional bases for non-forfeiture 
exist. 

III. CONCLUSION 

Novel 's ANDA 202511 for Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate Oral 
Solution, 17.5 g/3.13 g/1.6 g per bottle, was submitted on November 8, 2010. The 40-month 
forfeiture date was Mai·ch 8, 2014. Novel's ANDA was not tentatively approved within this 
period. FDA concludes that there was a change in the requirements for approval with respect to 
labeling, i.e., RLD labeling updates that were approved after Novel 's ANDA was submitted, 
which was a cause of Novel's failure to obtain tentative approval by the forfeiture date. 
Therefore, Novel has not forfeited its eligibility for the 180-day exclusivity period described in 
section 505(j)(5)(B)(iv) of the FD&C Act for Sodium Sulfate, Potassium Sulfate, and 
Magnesium Sulfate Oral Solution, 17.5 g/3.13 g/1.6 g per bottle. 

Martin H. 
Shimer Ii 
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:  202511  Date of Submission: November 8, 2010 
 
Applicant's Name:  Novel Laboratories, Inc.  
 
Proposed Proprietary Name: None 
 
Established Name:  Sodium Sulfate, Potassium Sulfate, and Magnesium Sulfate Oral Solution.  
  
____________________________________________________________________________________
____________________________________________________________________________________ 
 
Labeling Deficiencies:  
 
1. GENERAL COMMENTS:  
 
 a. You state that your carton contains “one mixing container”; however, you did not  
  submit  information about the mixing container in the Section 3.2.P.7 Container  
  Closure System.  Please submit pertinent information about this mixing container to 
  chemistry. Note that the container should have the 16-ounce line marked on the   
  container.  
 
 b. Before final approval of this drug product, you should submit the “patient booklet” stated  
  on the carton for review.  

 
2. CONTAINER:  
 
 Revise to read “17.5 g/3.13 g/1.6 g per 6 ounces” [add a space between “17.5” and “g”].  
  
3. CARTON:  
 
 a. Side panel, Step 1, the six-ounce bottle depicted is .  Please verify  
  that your six-ounce bottle is .   
 
 b. Side Panel, Step 2, the red “Fill Line” could not be read.  Please revise.  
 
 c. Please submit a depiction of the carton with all panels attached.  
 
 d. Please refer to CONTAINER comment.  
 
4. PATIENT INSTRUCTIONS 
 
 Please submit patient instructions.  
 
5. MEDICATION GUIDE 
 
 Acceptable in draft.  
 
6. REMS 
 
 Timetable for Submission of Assessments: revise to state “Not applicable”.  
 
 
 

Reference ID: 2923984

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 
 
 
7. INSERT 
  
 a. Please submit the HIGHLIGHTS and FULL PRESCRIBING INFORMATION:   
  CONTENTS* sections.  
 
 b. 
 
 c. Second footnote of Table 2, revise to read “... (≤ 21 mEq/L) and high anion gap (≥ 13  
  mEq/L)...” 
 
 d. 11 DESCRIPTION  
 
  
 

   
   
 
 

Submit labels and  labeling electronically.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
 
To facilitate review of your next submission please provide a side-by-side comparison of your proposed 
labeling with your last labeling submission with all differences annotated and explained. 
 
 
 
 
 
        

{See appended electronic signature page} 
 

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research  
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 

FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 
FILING 

 
For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 

Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm 
*For a Comprehensive Table of Contents Headings and Hierarchy please go to:  

http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 
** For more CTD and eCTD informational links see the final page of the ANDA Checklist 

*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can 
be found on the OGD webpage http://www.fda.gov/cder/ogd/ *** 

 
ANDA #: 202511    FIRM NAME:  NOVEL LABORATORIES, INC. 
 
PIV: YES  Electronic or Paper Submission:  ELECTRONIC (GATEWAY) 
  
 RELATED APPLICATION(S):  NA 

First Generic Product Received?  YES 
 
DRUG NAME:   MAGNESIUM SULFATE, POTASSIUM SULFATE, AND SODIUM SULFATE  
DOSAGE FORM:  ORAL SOLUTION, 1.6 G, 3.13 G, AND 17.5 G/BOTTLE   
 
Review Team: (Bolded/Italicized & Checked indicate Assignment or DARRTS designation) 
Quality Team:  DC3 TM 34  

Activity 
Bio Team  6:  Bing Li 

Activity  
ANDA/Quality RPM: Leigh Ann Bradford 

 FYI
Bio PM: Nam J. Chun (Esther)  

 FYI
Quality Team Leader:   Nagavelli, Laxma     
No assignment needed in DARRTS 

Clinical Endpoint Team Assignment: (No) 
Activity  

Labeling Reviewer:  Ann Vu 
Activity  

Micro Review  (No) 
Activity 

***Document Room Note: for New Strength amendments and supplements, if specific 
reviewer(s) have already been assigned for the original, please assign to those reviewer(s) 
instead of the default random team(s). *** 
 
           Letter Date:   NOVEMBER 8, 2010  Received Date:  NOVEMBER 8, 2010 
 
   Comments:     EC- 3 YES                         On Cards:   YES         
     Therapeutic Code:  8015612 CATHARTICS AND LAXATIVES        
 

Archival  copy:  ELECTRONIC (GATEWAY)            Sections   I       
Review copy:  NA               E-Media Disposition:  NA 
Not applicable to electronic sections                     
 
PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

 
 
Reviewing 
CSO/CST      Ted Palat 
 
        Date    01/06/2011   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        Reference ID: 2888310



1. Edit Application Property Type in DARRTS where applicable for 
a. First Generic Received 
~ Yes 0 No 

b. Market Availability 
~ Rx OOTC 

c. Pepfar 
0 Yes ~No 

d. Product Type 
D Small Molecule Dmg (usually for most ANDAs except protein drng products) 

e. USP Dmg Product (at time of filing review) 
0 Yes ~No 

2. Edit Submission Patent Records 
~ Yes 

3. Edit Contacts Database with Bioequivalence Recordation where applicable 
~ Yes 

4. Requested EER 
~ Yes 

ADDITIONAL COMMENTS REGARDING THE ANDA: Hema Balachandra 

1. waiting for 1st generic review. 1•t generic review is acceptable. 

Orug Name: 

CFN I FEI Establishmeols 
Name 

Profllo 
Code 

Last Milestone Lost Compliance OAI 
Hamei Datei Sratus Dal• Al•rt 

(b)(4) • 

,~OVEL LAllORATOIUEi!LiQJ .... su_DMI_ T_Tll_D_ TO_ oc_,.._10_6-_J_AN_-_2_01_1 ... ' _. __ io_6_-J_AH_-_2_011~. 
(b) f4) 

Overall Compliance: 
Date Recommendation 

I I 

•• . start. __ pj_(li_C_fi r.l-g;--~re~h'~j,,,2SlLCHKOOL-M - O E>tablOh"""lEv•ua .. -

"i:l!il ! C\? 
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Refer 

BIO EQUIV ALE N CE CHEC KLIST for First Generic ANDA 
FOR APPLICATION COMPLETE ESS 

ANDA# 20251 1 FIRM NAME Novel Laboratories Inc. 

DRUG NAM E Mairnesium Sulfate 
and 17.5 g/bottle 

DOSAGE FORNl Oral Solution 

(b)(4f 
Potassium Sulfate and Sodium Sulfate. 1.6 !l:. 3. 13 g 

SUBJ: Request for examination of: Bioequivalence Study 

Requested by: Date: ______ _ 
Chief, Regulatory Support Team, (HFD-615) 

Summary of Findings by Division of Bioequivalence 

0 Study meets statutory requirements 

0 Study does NOT meet statutory r equirements 

Reason: 

~ Waiver meets statutory requirements 

LJ Waiver does NOT meet statutory requirements 
Reason: 

RECOMM ENDATION: !XI COMPLETE 0 I NCOMPLET E 

Reviewed by: 

Hongl ing Zhang, Ph.D. 
Reviewer 

Bing V. Li, Ph.D. 
Team Leader 

Date: ______ _ 

Date: ______ _ 

Reference ID: 2886899 

MODULE! 
ADMINISTRATIVE 

ACCEPTABLE 

1.1 1.1.2 Signed and Completed Application Form (356h) (original signature) 
(Check Rx/OTC Status) RX YES 

enc~·ID : 2~ B~~'f6· Letter Dated: NOVEMBER 8, 2010 

~ 

~ 



1.2.1 Form FDA 3674 (PDF) YES [gl 

* Table of Contents (paper submission only) YES [gl 

1.3.2 Field Copy Certification (original signature) NA 
(N/A for E-Submissions) [gl 

1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other : 
1. Debarment Cert ification (original signature) YES [gl 
2. List of Convictions statement (original signature) SAME 

1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) NA [gl 
Disclosure Statement (Form FDA 3455, submit copy to Regulatory Branch Chief) NA 

1.3.5 1.3.5.1 Patent Information [gl 
Patents listed for the RLD in the Electronic Orange Book Approved Dmg Products with 
Therapeutic Equivalence Evaluations 

1.3.5.2 Patent Certification PIV - ' 149 
1. Patent number(s) 

Patent and Exclusivity Search Results from query on Appl No 022372 Product 
001 in the OB Rx list. 

Appl Prod Patent Patent 
No No No Expiration 

N022372 001 6946149 Apr 30, 
2022 

Appl No Prod No Exclusivity Code 

N02237 001 

1 

Drug Drug 
Substance Product 

Claim Claim 

y 

Exclusivity 
Expiration 

Aug 5, 2013 

Patent 
D' Use 

Code 
Req1 

u -837 

list 
este' 

U - 837 GASTROINTESTINAL LAVAGE INDICATED FOR CLEANSING OF rHE 
COLON AS A PREPARATION FOR COLONOSCOPY IN ADULTS 

NC NEW 
COMBINATION 

2. Paragraph: (Check all certifications that apply) 
MOU 0PI D PII D Piii D 
PIV [gl (Statement of Notification) [gl 

3. Expiration of Patent(s) : 4/30/2022 
a. Pediatric exclusivity submitted? 
b. Expiration of Pediatric Exclusivity? 

4. Exclusivity Statement: YES market after expiration. 
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    1.4.1 
 

 

References 
     Letters of Authorization 

1. DMF letters of authorization 

Type III DMF authorization letter(s) for container closure YES 
2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  

on 356h]) NA 
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(b) (4)



 
 
   1.12.11 

 
Basis for Submission  OK 
NDA# :   22-372          
Ref Listed Drug:  SUPREP BOWEL PREP KIT        
Firm: BRAINTREE LABORATORIES       
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1        
 

 

 
MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                  
   
   
1.12.12 
 

 
Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use    SAME 
2. Active ingredients  SAME 
3. Inactive ingredients  SAME 
4. Route of administration  SAME 
5. Dosage Form  SAME 
6. Strength   SAME 
 

 
 

1.12.14  Environmental Impact Analysis Statement YES 
 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies): YES 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)  YES 
1.14.1.2  1 side by side labeling comparison of containers and carton with all 
differences annotated and explained  YES 
1.14.1.3  1  package insert (content of labeling) submitted electronically  YES 
    ***Was a proprietary name request submitted?  NO     
    (If yes, send email to Labeling Reviewer indicating such.) 
 

 
 

 1.14.3 
 

Listed Drug Labeling  
1.14.3.1  1 side by side labeling (package and patient insert) comparison with all 
differences annotated and explained  YES 
1.14.3.3  1 RLD label and 1 RLD container label  YES 
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MODULE 2 
     SUMMARIES                               ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF YES  
                                Word Processed e.g., MS Word YES 
 
A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/   
 
Question based Review (QbR) YES 
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient) YES 
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 
 

2.3.P 
    Drug Product YES 
       2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability  

 
 

 
2.7 

Clinical Summary (Bioequivalence)  NA 
Model Bioequivalence Data Summary Tables 
           E-Submission:  PDF        
                                      Word Processed e.g., MS Word       
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary       
              Table 4. Bioanalytical Method Validation       
              Table 6. Formulation Data       
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution       
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies       
              Table 3. Statistical Summary of the Comparative BA Data       
2.7.1.4 Appendix       
2.7.4.1.3 Demographic and Other Characteristics of Study Population 
             Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study       
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies       
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MODULE3 
3.2.S DRUG SUBSTANCE ACCEPTABLE 

3.2.S.1 Gener al Information 
3.2.S.l.1 Nomenclature ~ 
3.2.S.l.2 Structure 
3.2.S.l.3 General Properties 

3.2.S.2 Manufacturer 
~ 3.2.S.2.l 

Manufacturer(s) (This section includes contract manufacturers and testing labs) 
Drug Substance (Active Pharmaceutical Ingredient) 
1. Name and Full Address(es)of the Facility(ies) 

(b)(41 

2 . Ji: 
(D)\41 

3. 
4 . CFN or FEI num6efs""YES 

3.2.S.3 Characterization 
~ 

Reference ID: 288831 O 



 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1 Specification 
     Testing specifications and data from drug substance manufacturer(s)  YES 
3.2.S.4.2 Analytical Procedures YES 
3.2.S.4.3 Validation of Analytical Procedures : YES,  

 
 This is acceptable. see ANDA 79-247, CM C review #1,  pg. 17. similar statements are 
made for the other drug substances.  
     1. Spectra and chromatograms for reference standards and test samples NO 
 

 
   Similar statements are made for the other drug substances.    
 
      2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance  YES 
         b. Same lot number(s)  0909000623, G24N15, ZE0270 
3.2.S.4.4 Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s) YES  
     2. Applicant certificate of analysis YES 
3.2.S.4.5 Justification of Specification 
 

 
 

  
3.2.S.5 

 
Reference Standards or Materials 

 
 

  
3.2.S.6 

 
Container Closure Systems 

 
 

  
3.2.S.7 

 
Stability 
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MODULE3 
3.2.P DRUG PRODUCT ACCEPTABLE 

3.2.P.1 Description and Composition of the Drug Product ~ 
1. Unit composition 

111. What are the components and composition of the final dr ug product? What is the 
function of each excipient? 
Components, composition and the function of excipient are given below: 

Name of the component 
Composition Composition I Function 

(<z)! Dose ~ lOOmL 
Sodium Sulfate Anhydrous. USP 17.500 

(b)(4) (b)(4J 

Potassium Sul fate (b)\41 3. 130 
Magnesium Sulfate, I (bl<4~USP 1.600 

Sodium Benzoate, NF 

Sucralose, NF 

Malic Acid. NF 
~l\4k. A 'dJ 1tnc c1 (bl<4lUSP 

Lemon Flavor I (b)(4) 

Note: Product is diluted to 16 oz with water. 

2 . Inactive ingredients and amounts are appropriate per IIG YES 

IIG Table: 

(b)(4) 
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3.2.P.2 

3.2.P.3 

3.2.P.4 

Pharmaceutical Development 
Pha1maceutical Development Repo1t YES 

Manufacture 
3.2.P.3.l Manufacture(s) (Finished Dosage Manufacturer and Outside Contract Testing 
Laboratories) 

1. Name and Full Address(es)of the Facility(ies) 

I 26. W ho manufactures the drug product? 

Manufacturer: 
Novel Laboratories, Inc. 
400 Campus Drive, Somerset NJ 08873 
Phone: (908) 603-6000 
Contact Person: Ms. Anu Radha Subramanian, Esq. Head of Regulatory Affairs 
Direct Phone: (908) 603-6002 
FDA Registration number: 3006271438 

2. CGMP Ce1tification: YES 
3. Function or Responsibility YES 
4. CFN or FEI numbers YES 

3.2.P.3.2 Batch Formula YES 
3.2.P.3.3 Description of Manufacturing Process and Process Controls 

1. Description of the Manufacturing Process YES 
2. Master Production Batch Record(s) for largest intended production mns 

(no more than 1 Ox pilot batch) with equipment specified YES 
Batch Size of the Exhibit and the Proposed Commercial Scale-up Batch records are given 
below: 

Batch 

Exhibit (ANDA) Batch 
Proposed Scale-Up Batch 

Batch Size 
(b)(4 

3. If sterile product: Aseptic fill I Te1minal sterilization NA 
4. Reprocessing Statement YES 

3.2.P.3.4 Controls of Critical Steps and Intermediates 
3.2.P.3.5 Process Validation and/or Evaluation 

1. Microbiological sterilization validation NA 
2. Filter validation (if aseptic fill) NA 

Controls of Excipients (Inactive Ingredients) 
Source of inactive ingredients identified YES 

3.2.P.4.l Specifications 
1. Testing specifications (including identification and characte1ization) YES 
2. Suppliers' COA (specifications and test results) YES 

3.2.P.4.2 Analytical Procedures 
3.2.P.4.3 Validation of Analytical Procedures 
3.2.P.4.4 Justification of Specifications 

Aoolicant COA YES 
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MODULE3 
3.2.P DRUG PRODUC T 

3.2.P.5 

3.2.P.7 

Controls of Drug Product 

3.2.P.5.l Specification(s) YES 
3.2.P.5.2 Analytical Procedures YES 

3.2.P.5.3 Validation of Analytical Procedures 
Samples - Statement of Availability and Identification of: 
1. Finished Dosage Fo1m YES 

2. Same lot numbers 

Statement of Availability and Identification of the Drug Product: 

ACCEPTABLE 

Novel Laboratories, Inc. agrees to have the following samples available upon request by 
FDA: 

Drug product information: 

Sodium Sulfate, Potassium Sulfate, Magnesium Sulfate Oral Solution 
r----1bf(4I 

Novel Product Codel · ·1 

Exhibit Batch #: EB-151 

3.2.P.5.4 Batch Analysis 

Ce1tificate of Analysis for Finished Dosage F01m YES 

3.2.P.5.5 Characterization of Impurities 

3.2.P.5.6 Justification of Specifications 

Container C losure System 
1. Summary of Container/Closure System (if new resin, provide data) YES 

2 . Components Specification and Test Data YES 

3. Packaging Configuration and Sizes 

16 HOW SUPPLIED/STORAGE AND HANDLING 

Each sodium sulfate, potassium sulfate and magnesium sulfate oral solution contains: 

• Two (2) 6 oz bottles of oral solution. 

• One ( 1) 19 oz mixing container with a 16 oz fill line. 
Storage: 
Store at 20° to 25°C (68° to 77°F). Excursions permitted between 15° to 30°C (59° to 
86°F). See USP controlled room temperature. 

Keep out of reach of children. 

Sodium sulfate, potassium sulfate and 

magnesium su lfate oral solution 

4 . Container/Closure Testing YES 

NDC 40032-700-02 

5. Source of supply and suooliers address YES 
3.2.P.8 3.2.P.8.l Stability (Finished Dosage Form) 

1. Stability Protocol submitted YES 
2 . Expiration Dating Pe1iod 24 months 

3.2.P.8.2 Post-approval Stability and Conclusion 
Post Approval Stability Protocol and Commitments YES 

3.2.P.8.3 Stability Data 
1. 3 month accelerated stability data YES 

Reforence ID: 2 388a~§atch numbers on stability records the same as the test batch YES 



MODULE3 
3.2.R Regional Information 

ACCEPTABLE 
3.2.R 3.2.R.l.S Executed Batch Records for drug substance (if available) NO 
(Dmg ~ 3.2.R.2.S Comparability Protocols NO 
Substance) 

3.2.R.3.S Methods Validation Package YES 
Methods Validation Package (3 copies) (Mult Copies NIA for £ -Submissions) 
(Required for Non-USP drugs) 

3.2.R 3.2.R.l.P.l 
(Dmg Executed Batch Records ~ 
Product) 

Copy of Executed Batch Record with Equipment Specified, including Packaging Records 
(Packaging and Labeling Procedures) 

Batch Reconciliation and Label Reconciliation YES 

Sodium Sulfate ( I 7.5g), Sodium Sulfate ( 17.5g), 
Potassium Sulfate (3.13g), Potassium Sulfate (3 . I 3g), 
Magnesium Sulfate (I .6g) Magnesium Sulfate ( l .6g) 
Oral Solution (6 ounces) Oral Solution (6 ounces) 
EB-151 EB-155 

(bf(4J 

------
3.2.R.l.P.2 Information on Components YES 
3.2.R.2.P Comparability Protocols NO 
3.2.R.3.P Methods Validation Package YES 

Methods Validation Package (3 copies) (Mult Copies NIA for £ -Submissions) 
(Requit·ed for Non-USP drugs) 

MODULE S 
CLINICAL STUDY REPORTS NA ACCEPTABLE 

5.2 Tabular Listing of Clinical Studies D 

5.3.1 
Bioavailability/Bioequivalence 

(complete 
1. Formulation data same? D 

study data) a. Compruison of all Strengths (check propo1t ionality of multiple strengths) 
b. Pru·enterals, Ophthalmics, Otics and Topicals 

per 21CFR314.94 (a)(9)(iii)-(v) 
2. Lot Numbers of Products used in BE Study(ies): 
3. Study Type: IN-VIVO PK STUDY(IES) (Continue with the appropriate study type box below) 
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5.4 

Study Type 

Study Type 

Study Type 

5.3.l.2 Comparative BA/BE Study Reports 
1. Study(ies) meets BE c1iteria (90% CI of 80-125, C max, AUC) 
2. Summa1y Bioequivalence tables: 

Table 10. Study Information 

Table 12. Dropout Infonnation 
Table 13 . Protocol Deviations 

5.3.l.3 
In Vitro-In-Vivo Correlation Study Reports 

1. Summa1y Bioequivalence tables: 
Table 11 . Product Info1mation 
Table 16. Composition of Meal Used in Fed Bioequivalence Study 

5.3.l.4 
Reports of Bioanalytical and Analytical Methods for Human Studies 

5.3.7 

1. Summa1y Bioequivalence table: 
Table 9. Reanalysis of Study Samples 
Table 14. Summary of Standard Curve and QC Data for Bioequivalence Sample 

Analyses 
Table 15 . SOPs Dealing with Bioanalytical Repeats of Study Samples 

Case Report Forms and Individual Patient Listing 

Literature References 

Possible Study Types: 

IN-VIVO BE STUDY(IES) with PK ENDPOINTS (i.e., fasting/fed/sprinkle) NA 

1. Study(ies) meets BE criteria (90% CI of80-125, C max, AUC) 

2. EDR Email: Data Files Submitted: NA 

3. In-Vitro Dissolution: 

IN-VIVO BE STUDY with CLINICAL ENDPOINTS N O 

1. Properly defined BE endpoints ( eval. by Clinical Team) 

2. Summary results meet BE criteria: 90% CI of the proportional difference in success rate between test and 

reference must be within (-0.20, +0.20) for a binary/dichotomous endpoint. For a continuous endpoint, the 

test/reference ratio of the mean result must be within (0.80, 1.25) . 

3 . Summary results indicate superiority of active treatments (test & reference) over vehicle/placebo 

(p<0.05) (eval. by Clinical Team) 

4. EDR Email: Data Files Submitted 

IN-VITRO BE STUDY(IES) (i.e., in vitro binding assays) NO 

1. Study(ies) meets BE criteria (90% CI of80-125) 

2. EDR Email: Data Files Submitted: 

3. In-Vitro Dissolution: 

Reference ID: 288831 O 
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Study Type 

Study 
Type 

Study Type 

NASALLY ADMINISTE RED DRUG PRODUCTS 

1. Solutions (Ql/Q2 sameness): 

a. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Dmg Particle Size Distrib., Spray Pattem, 

Plume Geometry, Priming & Repriming) 

2. Suspensions (Ql/Q2 sameness): 

a. In-Vivo PK Study 

1. Study(ies) meets BE Criteria (90% CI of80-125, C max, AUC) 

2. EDR Email: Data Files Submitted 

b. In-Vivo BE Study with Clinical End Points 

1. Properly defined BE endpoints ( eval. by Clinical Team) 

2. SUllllllary results meet BE criteria (90% CI within +/- 20% of80-125) 

3. Summary results indicate superiority of active treatments (test & reference) over 

vehicle/placebo (p<0.05) (eval. by Clinical Team) 

4. EDR Email: Data Files Submitted 

c. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Dmg Particle Size Distrib., Spray Pattem, 

Plume Geometiy, Priming & Repriming) 

IN-VIVO BE STUDY(IES) with PD ENDPOINTS (e.g., topical co1t icosteroid vasoconstrictor 

studies) 

1. Pilot Study (detennination ofED50) 

2. Pivotal Study (study meets BE criteria 90%CI of80-125) 

TRANSDERMAL DELIVERY SYSTEMS 

1. In-Vivo PK Study 

1. Study(ies) meet BE Criteria (90% CI of80-125, C max, AUC) 

2. In-Vitro Dissolution 

3. EDR Email: Data Files Sub1nitted 

2. Adhesion Study 

3. Skin hritation/Sensitization Study 

Updated 10/19/2009 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 
      FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
                                                                 
 
DATE   :  November 10, 2010 
 
TO       : Director  
                        Division of Bioequivalence (HFD-650) 
 
FROM   :         Chief, Regulatory Support Branch 

Office of Generic Drugs (HFD-615) 
 
SUBJECT: Examination of the bioequivalence study submitted with an ANDA 202511 for  
                        Magnesium Sulfate, Potassium Sulfate and Sodium Sulfate, 1.6 g, 3.13 g and  
 17.5 g/bottle to determine if the application is substantially complete for filing  
 and/or granting exclusivity pursuant to 21 USC 355(j)(5)(B)(iv). 
 

Novel Laboratories Inc. has submitted ANDA 202511 for Magnesium Sulfate,  
Potassium Sulfate and Sodium Sulfate, 1.6 g, 3.13 g and 17.5 g/bottle. The ANDA  
contains a certification pursuant to 21 USC 355(j)(5)(B)(iv) stating that patent(s) for the 
reference listed drug will not be infringed by the manufacturing or sale of the proposed 
product.  Also it is a first generic.  In order to accept an ANDA that contains a first generic, 
the Agency must formally review and make a determination that the application is 
substantially complete.  Included in this review is a determination that the bioequivalence 
study is complete, and could establish that the product is bioequivalent. 

 
Please evaluate whether the request for study submitted by Novel Laboratories Inc. on  
November 08, 2010 for its Magnesium Sulfate, Potassium Sulfate and Sodium Sulfate   
product satisfies the statutory requirements of "completeness" so that the ANDA may be 
filed. 

 
A "complete" bioavailability or bioequivalence study is defined as one that conforms with 
an appropriate FDA guidance or is reasonable in design and purports to demonstrate that 
the proposed drug is bioequivalent to the "listed drug". 
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