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ANDA 078682/S-020
 

PRIOR APPROVAL SUPPLEMENT 
APPROVAL 

Bionpharma Inc. 
600 Alexander Road 
Suite 2-4 B 
Princeton, NJ 08540 
Attention: Usha Sankaran 

Associate Vice President, Regulatory Affairs 

Dear Sir or Madam: 

This is in reference to your supplemental abbreviated new drug application (sANDA) 
received for review on September 10, 2018, submitted pursuant to section 505(j) of the 
Federal Food, Drug, and Cosmetic Act (FD&C Act) for Ibuprofen Capsules, 
200 mg (OTC). 

Reference is also made to the complete response letter issued by this office on 
March 8, 2019, and to any amendments thereafter. 

The sANDA, submitted as “Prior Approval Supplement," provides for: 

Addition of an alternate formulation (smaller size capsules or mini capsules) of 
the drug product. 

We have completed the review of this sANDA, as amended, and it is approved. 

REPORTING REQUIREMENTS 

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 
and 314.98 and at section 506I of the FD&C Act. The Office of Generic Drugs should 
be advised of any change in the marketing status of this drug or if this drug will not be 
available for sale after approval.  In particular, under section 506I(b) of the FD&C Act, 
you are required to notify the Office of Generic Drugs in writing within 180 days from the 
date of this letter if this drug will not be available for sale within 180 days from the date 
of approval.  As part of such written notification, you must include (1) the identity of the 
drug by established name and proprietary name (if any); (2) the ANDA number; (3) the 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov


 
 

 
 

 

 
  

 
  

 

 

 

 

 
  

 
  

 
  

 
 
 

 
 

 
  
  
  
    

 
 

ANDA 078682/S-020 
Page 2 

strength of the drug; (4) the date on which the drug will be available for sale, if known; 
and (5) the reason for not marketing the drug after approval. 

ANNUAL FACILITY FEES 

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title 
III) established certain provisions 1 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. 

Sincerely yours, 

{See appended electronic signature page} 

For Vincent Sansone, PharmD 
CAPT, USPHS 
Deputy Director 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

1	 Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA 
II) (Public Law 115-52, Title III). 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov
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*** This document contains proprietary information that cannot be released to the public***v.40 

SUPPLEMENT 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 2/1/2019 

Review Cycle Number 2 

ANDA(s) and Supplement Number(s) 078682/S-020, S-016 and S-021 

Applicant Name Bionpharma Inc. 

Proprietary Name, Established Name, 

and Strength(s) 

[Add “(OTC)” after strength if 

applicable] 

Ibuprofen Capsules, 200 mg (OTC) 

Current Received Date 12/3/2018 

Previous Received Date(s) of 

Proposed Supplement 

S-020: 9/26/2018; 9/10/2018 

S-016: 8/28/2017 

S-021: 11/6/2018 

Primary Labeling Reviewer Oluwakemi O. Odesina 

Secondary Labeling Reviewer Refer to signature page 

1 | P a g e 

http:public***v.40


  

 

 

      

     

     

      

   

       

                     

                      

      

       

  

      

    

    

    

 

  

 

       

 

         
    

 

  

 

    
    

  

  
  
  
  
  

 

 
    

  

      

Review Conclusion 

ACCEPTABLE - No Comments. 

ACCEPTABLE - Include Post approval comments. 

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

Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant 

†Theme - Choose an item. 

Justification for Major Deficiency - Choose an item. 

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information 

Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major deficiencies will be included in the Complete Response 

Letter (CRL) letter to the applicant. 

On Policy Alert List 

Acceptable for Filing 

Combined Insert/Outsert 

Yes     No 

Yes     No 

Yes     No (If yes, indicate ANDA number) 

For labeling supplement(s): 

This Changes Being Effected supplemental abbreviated new drug CLICK HERE 

We have completed the review of this supplemental application. Choose an item. effective on the 
date of this letter.  Choose an item. 

OR
 

We have completed the review of your applications and have determined that we cannot approve 
these applications in their present form. We have described below our reasons for this action and, 
where possible, our recommendations to address 

1. CONTAINER LABEL 
2. CARTON LABELING 
3. PRESCRIBING INFORMATION 
4. MEDICATION GUIDE 
5. STRUCTURED PRODUCT LABELING (SPL) 

For combined supplement(s): 

. 
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The Division of Labeling Review has no comments.  Labeling is acceptable. 
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 Blue Colored Capsules 

8’s, 20’s, 200’s, 240’s, 300’s 
Bottle Label 

 Orange Colored 
Capsules 

8’s, 20’s, 200’s, 240’s 300’s 
Bottle Label 

 Clear Capsules 

8’s 20’s, 200’s, 240’s, 300’s 
Bottle Label 

--------------------------

S-021 (Migraine) 

20’s Bottle Label 

----------------------------

12/3/2018 

S-020 (Minis) 

8’s, 300’s  Bottle Label 

Pouch 

Draft 

S-016 (Pain Reliever/Fever 
Reducer) 

 Blue Colored Capsules 

2’s Pouch Label 

 Orange Colored 
Capsules 

2’s Pouch Label 

 Clear Capsules 

2’s Pouch Label 

08/28/2017 

Satisfactory 

Carton Draft 
S-016 (Pain Reliever/Fever 

Reducer) 

08/28/2017 

11/06/2018 

Satisfactory 
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 NDA 020402/S-043 approved on 08/08/2017 
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3.1.2 RX PRESCRIBING INFORMATION, PATIENT LABELING, & DRUG FACTS 

LABELING (OTC) 
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SUPPLEMENT 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 11/13/2018 

Review Cycle Number 1 

ANDA(s) and Supplement Number(s) 078682/S-020, S-016 and S-021 

Applicant Name Bionpharma Inc. 

Proprietary Name, Established Name, 

and Strength(s) 

[Add “(OTC)” after strength if 
applicable] 

Ibuprofen Capsules, 200 mg (OTC) 

Current Received Date S-020: 9/26/2018 

S-016: 8/28/2017 

S-021: 11/6/2018 

Previous Received Date(s) of 

Proposed Supplement 

S-020: 9/10/2018 

Primary Labeling Reviewer Oluwakemi O. Odesina 

Secondary Labeling Reviewer Refer to signature page 
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http:public***v.40


  

 

  

      

        

            

             

      

            

                      

                        

      

          

    

       

         

         

             

 

    

 

           

 

               

        

 

  

 

              

              
      

   
   
   

   
     

 

 
      

  

       

Review Conclusion 

ACCEPTABLE - No Comments. 

ACCEPTABLE - Include Post approval comments. 

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

Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant 

†Theme - Choose an item. 

Justification for Major Deficiency - Choose an item. 

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline ReviewLetter/Information 

Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major deficiencies will be included in the CompleteResponse 

Letter (CRL) letter to theapplicant. 

On Policy Alert List 

Acceptable for Filing 

Combined Insert/Outsert 

Yes No 

Yes No 

Yes No (If yes, indicate ANDA number) 

For labeling supplement(s): 

This Changes Being Effected supplemental abbreviated new drug CLICK HERE 

We have completed the review of this supplemental application. Choose an item. effective on the 

date of this letter. Choose an item. 

OR
 

We have completed the review of your applications and have determined that we cannot approve 

these applications in their present form. We have described below our reasons for this action and, 
where possible, our recommendations to address 

1. CONTAINER LABEL 
2. CARTON LABELING 
3. PRESCRIBING INFORMATION 

4. MEDICATION GUIDE 
5. STRUCTURED PRODUCT LABELING (SPL) 

For combined supplement(s): 

.
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Labeling deficiencies determined on 11/16/2018, based on your submissions received on 9/26/2018 

1. CONTAINER LABEL 

Revise the expression of the established name to remove the term “Mini” (e.g. Ibuprofen
 
Capsules). Instead, the term “Mini” should be used as a modifier, in accordance with the
	
reference listed drug (RLD).
 

2. CARTON LABELING 

We recommend adding the statement “Smaller Capsule Same Strength” to the principal display 
panel (PDP), in accordance with the RLD. 
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Prescribing Information 
Click here to enter 

text. 
Click here to enter text. 

Click here to enter 
text. 

Click here to enter 
text. 

Medication Guide 
Click here to enter 

text. 
Click here to enter text. 

Click here to enter 
text. 

Click here to enter 
text. 

Patient Information 
Click here to enter 

text. 
Click here to enter text. 

Click here to enter 
text. 

Click here to enter 
text. 

SPL Data Elements 
Click here to enter 

text. 
Click here to enter text. 

Click here to enter 
text. 

Click here to enter 
text. 

2.2 MODEL LABELING 

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

Table 3.  

8 | P a g e 













  

 

          

      

 

   

 

 

Please provide the reference listed drug labels if applicant submits container, blister, carton, etc. 

Model container/carton/blister labels [Source: Drugs@FDA] 

NDA 020402/S-042 approved on 03/08/2017 
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ASSESSMENT NOTES 

In the original Supplement, Bionpharma proposes for addition of an alternate formulation 

(smaller size capsules or mini capsules) of the drug product. This review covers the firm’s CR 

response (received on 5/15/2019) to the Agency’s CR letter dated 3/8/2019. 

Facilities 

Facilities status is “Approve” in Panorama. 
(b) (4)

CR comment #1(3/8/2019): 
(b) (4)

CR response to comment #1 (5/15/2019): 
(b) (4)

Page 2 of 9 

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

Supplement is CMC Approvable
 
Supplement is NOT CMC Approvable (with brief explanation:)
 

(Choose IR, CR-Minor, CR-Major); Deficiencies noted below: 

Deficiencies to be communicated: 

(b) (4)

Primary Assessor : Nini Guo Date : 2/13/2019 
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(b) (4)

(b) (4)

BIOPHARMACEUTICS ASSESSMENT 

Office of New Drugs Products 

Application No. ANDA-078682-S-20-AMEND-116 
Primary Reviewer: 

Mathew John, Ph.D.Division ONDP/Division of Biopharmaceutics 

Applicant Bionpharma Inc 
Secondary Reviewer: 

Min Li, Ph.D. 

Trade Name -
Branch Chief: 

Kimberly Raines, Ph.D. 

Established Name Ibuprofen Capsules 200 mg Division Director: 

Paul Seo, Ph.D.Indication NSAID, Analgesic 

Formulation/strength IR Capsules / 200 mg 
Date Assigned -----

Date of 

Review 
10/03/2019 Route of 

Administration 
Oral 

Submission date(s) 05/05/2019 

Type of Submission 
Prior Approval Supplement 

(PAS) 

GDUFA Goal 

date 
11/14/2019 

Key Review Points 
Evaluation of the dissolution method and acceptance criteria of the 

proposed Ibuprofen 200 mg smaller size (mini capsules) 

Recommendation Adequate 

Background: Ibuprofen liquid filled Capsules 200 mg (ANDA 078682) was approved on 03/24/2009 

for the treatment of pain. On 09/10/2018, the Applicant submitted a PAS for addition of an alternate 

formulation (smaller size or mini capsules) of their Ibuprofen liquid filled capsules 200 mg to be in 

line with the RLD. According to the bioequivalence (BE) review dated 02/13/2019, 

thus were considered as 

a Level-3 change per Section III of the SUPAC-IR guidance [FDA Guidance for Industry, Immediate 

Release Solid Oral Dosage Forms Scale-Up and Post approval Changes: Chemistry, Manufacturing, 

and Controls, In Vitro Dissolution Testing, and In Vivo Bioequivalence Documentation]. These 

changes are likely to have a significant impact on the quality and performance of the proposed 

formulation; therefore an in vivo fasting BE study was recommended to support such changes1 and a 

complete Response Letter (CRL) was issued to the Applicant.2 

Submission: In this amendment the Applicant has submitted the comparative dissolution studies of 

3 exhibit batches of Ibuprofen Soft Gelatin Capsules (Minis), 200 mg (lots 147001042, 147001043 

and 147001044) with Advil® Liqui-Gels® Minis lot R53091 (Expiry 10/2020) manufactured by 

1 Bioequivalence Discipline Review, dated 02/13/2019 
2 Final Decision, dated 03/08/2019 

Page 1 of 3 



  

 

  

 

 

 

     

     

  

  

 

   

 

 

 

 

  

 

  

 

  

 

       

 

  

 

 

 

  

 

 

 

 

 

 

 

 

 

 

                                                 
  

 

     
  

Pfizer Consumer Healthcare. The proposed dissolution method for the new formulation is the FDA 

dissolution database method which was also the previously approved method for the current 

formulation of Ibuprofen 200 mg regular sized capsules3. 

The Applicant has also submitted the results of a single-dose, two-way crossover fasting BE study 

comparing the proposed mini capsule to the corresponding RLD product, Pfizer Inc.’s Advil® Liqui-

Gels® (ibuprofen) Capsules, 200 mg, Minis which was evaluated by the OGD division of 

bioequivalence and is deemed adequate4. 

Biopharmaceutics Assessment: The Applicant has adequately responded to the CR5 comments by 

submitting an in vivo BE study of the proposed formulation Ibuprofen Capsules, 200 mg (Minis) to 

the Reference (R): Advil® Liqui-Gels® (Ibuprofen) Capsules, 200 mg (Minis) under fasting 

condition. The in vivo BE study was evaluated and deemed adequate by the OGD division of 

bioequivalence. 

For the dissolution specifications of the proposed new formulation, the Applicant used the same as 

those approved for the current formulation of Ibuprofen 200 mg regular sized capsules. The 

dissolution profiles of 3 exhibit batches of Ibuprofen Soft Gelatin Capsules (Minis), 200 mg (lots 

147001042, 147001043 and 147001044) submitted by the Applicant supports the dissolution 

acceptance criterion as shown in Table 1 in Table 1: 

Table 1: Dissolution method and acceptance criteria approved for the 200 mg mini capsules 

Method 

Source 

USP 

Apparatus 

Speed 

(RPMs) 

Medium/Te 

mperature 

Volume 

(mL) 

Sampling 

Times 

Acceptance 

criterion 

FDA 

Dissolution 

database 

I (Basket) 150 Phosphate 

buffer pH 

7.2/37.0°C 

± 0.5 °C 

900 mL 5,10,15,20, and 

30 minutes 

Not less 

than % 

( %) of 

the labeled 

amount of 

Ibuprofen is 

dissolved in 

minutes 

(b) 
(4)

(b) (4)

(b) 
(4)

Recommendation: This prior approval supplement is adequate from a biopharmaceutics perspective 

and is recommended for Approval. 

3 http://panorama.fda.gov/PanoramaDocMgmt/webhooks/viewdownload?id=090026f881fef067 
4http://panorama fda.gov/document/preview?versionID=5d42ff6500488960c6d1562e74e21717&ID=5d42ff6500488 

95fa7fd2a67bde01a2f 
5Application 078682 - Sequence 0092 - Comments And Response Seq: 0092 
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4 REVIEW OF CURRENT AMENDMENT 

4.1 Deficiency Comment 

You propose an addition of a new line extension product, smaller liquid-filled Ibuprofen 

capsules, 200 mg (mini capsules). Your proposed formulation changes from regular to 

“mini” sized capsules are considered as Level-3 change as per Section III of the SUPAC 

guidance for IR products [FDA Guidance for Industry: Immediate Release Solid Oral 

Dosage Forms: Scale-Up and Post Approval (SUPAC) Changes: Chemistry, 

Manufacturing, and Controls, In Vitro Dissolution Testing, and In Vivo Bioequivalence 

Documentation: November 1995]. In vivo bioequivalence (BE) study is recommended to 

support such changes. Please conduct a single dose fasting BE study comparing your 

proposed formulation (mini capsules) to the reference listed drug product, Advil® Liqui-

Gels® (ibuprofen) Capsules, 200 mg (Minis). 

Applicant’s Response 

As per Agency’s request, an open-label, randomized, balanced, single oral dose, two-

treatment, two-period, two-sequence, two-way, crossover bioequivalence study of 

Ibuprofen Capsules, 200 mg (Minis) manufactured for Bionpharma Inc. with Advil® 

Liqui-Gels® (Ibuprofen) Capsules, 200 mg (Minis). Distributed by Pfizer, Madison, NJ 

07940 USA in healthy, adult, human subjects under fasting conditions as per the 

Agency’s BE recommendation. Based on the results, it is concluded that the Test (T): 

Ibuprofen Capsules, 200 mg (Minis) of Bionpharma Inc. is bioequivalent to the Reference 

(R): Advil® Liqui-Gels® (Ibuprofen) Capsules, 200 mg (Minis) under fasting condition. 

The Bioequivalence summary tables are provided in m 2.2.7. The clinical study data is 

provided in module 5. 

Reviewer’s comment: 

The fasting BE study (#035/19) is acceptable (see Section 5, Appendix for review 

details). The inspection status for the clinical and analytical site of the BE study is 

pending. 
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Single-Dose Fasting Bioequivalence Study Review
 

Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT
 

ANDA: 078682/Supplement 20 

APPLICANT: Bionpharma Inc. 

DRUG PRODUCT: 
Ibuprofen Capsules (mini), EQ 200 mg Free Acid and Potassium 

Salt (OTC) 

The Division of Bioequivalence (DB) II 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 chemistry, manufacturing 

and controls, microbiology, labeling, or other scientific, regulatory or inspectional issues 

or concerns 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, 

Hongling Zhang, Ph.D. 

Acting Director, Division of Bioequivalence II 

Office of Bioequivalence 

Office of Generic Drugs 

Center for Drug Evaluation and Research 
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5.5 Outcome Page 

Completed Assignment for 078682 ID:39478 

Reviewer: 

Verifier: 

Division: 

Description: 

Zhang, Yi 

Division of Bioequivalence 

Ibuprofen Capsules Mini, 200 mg (OTC) (PAS) 

Date Completed: 

Date Verified: 

ID 
Letter 

Date 

Productivity 

Category 
Sub Category 

39478 5/15/2019 BIO Supplement [1] 

39478 5/15/2019 Parallel Major Amendment (original or 

supplement) [1.5] 

39478 5/15/2019 Parallel Pre-Screening [0.25] 

Productivity Subtotal 

1 1 

1.5 1.5 

0.25 0.25 

Total: 2.75 

http://cdsogd1/bioprod 
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(b) (4)

(b) (4)

(b) (4)

BIOPHARMACEUTICS ASSESSMENT 

Office of New Drugs Products 

Application No. ANDA 078682 S-20 
Primary Reviewer: 

Mathew John, Ph.D. Division ONDP/Division of Biopharmaceutics 

Applicant Bionpharma Inc 
Secondary Reviewer: 

Min Li, Ph.D. 

Trade Name NA 
Branch Chief: 

Kimberly Raines, Ph.D. 

Established Name Ibuprofen mini capsules Division Director: 

Paul Seo, Ph.D. Indication NSAID, Analgesic 

Dosage Form / 

Strength 
Capsules / 200 mg 

Date Assigned 10/02/2018 

Date of 

Review 
02/11/2018Route of 

Administration 
Oral 

Submission date(s) 9/10/2018 

Type of Submission 
Prior Approval Supplement 

(PAS) 

GDUFA Goal 

date 
03/09/2019 

Key Review Points 
Evaluation of the dissolution method and acceptance criteria of the 

proposed Ibuprofen 200 mg smaller size (mini capsules) 

Recommendation Inadequate 

Submission: The Applicant has submitted a PAS for addition of an alternate formulation (smaller 

size or mini capsules) of their Ibuprofen liquid filled capsules 200 mg (ANDA # 078682) which was 

approved on 3/24/2009. The comparative Qualitative / Quantitative (Q1/ Q2) composition of the 

currently approved Ibuprofen capsules and the proposed Ibuprofen mini capsules are tabulated in 

Table below. 

. As per SUPAC IR this level 3 change requires an in vivo bioequivalence study or an in vitro 

in vivo correlation study. The Applicant has submitted a biowaiver which has been evaluated by the 

division of bioequivalence and the biowaiver was not granted. 1 

1 Panorama; Bioequivalence Review 02/07/2019. 
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60089v04 Effective 29SEP2017 

3.5 Pre-Study Bioanalytical Method Validation 

N/A 

3.6 In Vivo Studies 

N/A 

3.7 OSIS Status 

N/A 
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Reviewer’s comment: 

Comparative dissolution testing using the approved dissolution method for the currently 

approved Ibuprofen capsules (regular size) was performed for the proposed mini capsule 

product (Batches #147001042, 147001043 & 147001044) against the RLD Minis product 

(Batch # R53091). The dissolution data are under review by the Office of Pharmaceutical 

Quality. 
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BIOEQUIVALENCE DEFICIENCY TO BE PROVIDED TO THE APPLICANT
 

ANDA: 078682/Supplement 20 

APPLICANT: Bionpharma Inc. 

DRUG PRODUCT: 
Ibuprofen Capsules (mini), EQ 200 mg Free Acid and Potassium 

Salt (OTC) 

The Division of Bioequivalence (DB) II has completed its review and has identified the 

following deficiency: 

You propose an addition of a new line extension product, smaller liquid-filled Ibuprofen 

capsules, 200 mg (mini capsules). Your proposed formulation changes from regular to 

“mini” sized capsules are considered as Level-3 change as per Section III of the SUPAC 

guidance for IR products [FDA Guidance for Industry: Immediate Release Solid Oral 

Dosage Forms: Scale-Up and Post Approval (SUPAC) Changes: Chemistry, 

Manufacturing, and Controls, In Vitro Dissolution Testing, and In Vivo Bioequivalence 

Documentation: November 1995]. In vivo bioequivalence (BE) study is recommended to 

support such changes. Please conduct a single dose fasting BE study comparing your 

proposed formulation (mini capsules) to the reference listed drug product, Advil® Liqui-

Gels® (ibuprofen) Capsules, 200 mg (Minis). 

Sincerely yours, 

Ethan M. Stier, Ph.D., R. Ph. 

Director, Division of Bioequivalence II 

Office of Bioequivalence 

Office of Generic Drugs 

Center for Drug Evaluation and Research 
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4.3 Outcome Page 

Completed Assignment for 078682 ID: 

Reviewer: 

Verifier: 

Division: 

Description: 

Zhang, Yi 

Division of Bioequivalence 

Ibuprofen Capsules mini, 200 mg (OTC) (PAS) 

Date Completed: 

Date Verified: 

ID 
Letter 

Date 

Productivity 

Category 
Sub Category Productivity Subtotal 

09/10/2018 BIO Supplement [1] 1 1 

09/10/2018 Parallel Study Amendment [1] 1 1 

09/10/2018 Parallel Pre-Screening [0.25] 0.25 0.25 

09/10/2018 Parallel Anything Else Not Listed (Discuss 

with Management) [1] 

1 1 

Total: 

http://cdsogd1/bioprod 
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 

	ANDA 78682Orig1s020. 
	ANDA 78682Orig1s020. 
	BIOEQUIVALENCE REVIEWS. 
	BIOEQUIVALENCE REVIEWS. 

	BIOPHARMACEUTICS ASSESSMENT Office of New Drugs Products 
	BIOPHARMACEUTICS ASSESSMENT Office of New Drugs Products 
	BIOPHARMACEUTICS ASSESSMENT Office of New Drugs Products 

	Application No. 
	Application No. 
	ANDA-078682-S-20-AMEND-116 
	Primary Reviewer: Mathew John, Ph.D.

	Division 
	Division 
	ONDP/Division of Biopharmaceutics 

	Applicant 
	Applicant 
	Bionpharma Inc 
	Secondary Reviewer: Min Li, Ph.D. 

	Trade Name 
	Trade Name 
	-
	Branch Chief: Kimberly Raines, Ph.D. 

	Established Name 
	Established Name 
	Ibuprofen Capsules 200 mg 
	Division Director: Paul Seo, Ph.D.

	Indication 
	Indication 
	NSAID, Analgesic 

	Formulation/strength 
	Formulation/strength 
	IR Capsules / 200 mg 
	Date Assigned 
	-----

	Date of Review 
	Date of Review 
	10/03/2019 

	Route of Administration 
	Route of Administration 
	Oral 

	Submission date(s) 
	Submission date(s) 
	05/05/2019 

	Type of Submission 
	Type of Submission 
	Prior Approval Supplement (PAS) 
	GDUFA Goal date 
	11/14/2019 

	Key Review Points 
	Key Review Points 
	Evaluation of the dissolution method and acceptance criteria of the proposed Ibuprofen 200 mg smaller size (mini capsules) 

	Recommendation 
	Recommendation 
	Adequate 

	Background: Ibuprofen liquid filled Capsules 200 mg (ANDA 078682) was approved on 03/24/2009 for the treatment of pain. On 09/10/2018, the Applicant submitted a PAS for addition of an alternate formulation (smaller size or mini capsules) of their Ibuprofen liquid filled capsules 200 mg to be in line with the RLD. According to the bioequivalence (BE) review dated 02/13/2019, thus were considered as a Level-3 change per Section III of the SUPAC-IR guidance [FDA Guidance for Industry, Immediate Release Solid O
	Background: Ibuprofen liquid filled Capsules 200 mg (ANDA 078682) was approved on 03/24/2009 for the treatment of pain. On 09/10/2018, the Applicant submitted a PAS for addition of an alternate formulation (smaller size or mini capsules) of their Ibuprofen liquid filled capsules 200 mg to be in line with the RLD. According to the bioequivalence (BE) review dated 02/13/2019, thus were considered as a Level-3 change per Section III of the SUPAC-IR guidance [FDA Guidance for Industry, Immediate Release Solid O


	1 
	1 
	Bioequivalence Discipline Review, dated 02/13/2019 
	2 
	Final Decision, dated 03/08/2019 
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	Pfizer Consumer Healthcare. The proposed dissolution method for the new formulation is the FDA dissolution database method which was also the previously approved method for the current formulation of Ibuprofen 200 mg regular sized capsules. 
	3


	The Applicant has also submitted the results of a single-dose, two-way crossover fasting BE study comparing the proposed mini capsule to the corresponding RLD product, Pfizer Inc.’s Advil® Liqui-Gels® (ibuprofen) Capsules, 200 mg, Minis which was evaluated by the OGD division of bioequivalence and is deemed adequate. 
	4

	Biopharmaceutics Assessment: The Applicant has adequately responded to the CRcomments by submitting an in vivo BE study of the proposed formulation Ibuprofen Capsules, 200 mg (Minis) to the Reference (R): Advil® Liqui-Gels® (Ibuprofen) Capsules, 200 mg (Minis) under fasting condition. The in vivo BE study was evaluated and deemed adequate by the OGD division of bioequivalence. For the dissolution specifications of the proposed new formulation, the Applicant used the same as those approved for the current fo
	5 

	Table 1: Dissolution method and acceptance criteria approved for the 200 mg mini capsules 
	Table 1: Dissolution method and acceptance criteria approved for the 200 mg mini capsules 

	Method Source USP Apparatus Speed (RPMs) Medium/Te mperature Volume (mL) Sampling Times Acceptance criterion FDA Dissolution database I (Basket) 150 Phosphate buffer pH 7.2/37.0°C ± 0.5 °C 900 mL 5,10,15,20, and 30 minutes Not less than % ( %) of the labeled amount of Ibuprofen is dissolved in minutes 
	Recommendation: This prior approval supplement is adequate from a biopharmaceutics perspective and is recommended for Approval. 
	http://panorama fda.gov/document/preview?versionID=5d42ff6500488960c6d1562e74e21717&ID=5d42ff6500488 95fa7fd2a67bde01a2f 
	3 
	http://panorama.fda.gov/PanoramaDocMgmt/webhooks/viewdownload?id=090026f881fef067 
	4

	5
	5
	Application 078682 -Sequence 0092 -Comments And Response Seq: 0092 
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	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	60089v04 Effective 29SEP2017 
	4 REVIEW OF CURRENT AMENDMENT 
	4.1 Deficiency Comment 
	You propose an addition of a new line extension product, smaller liquid-filled Ibuprofen capsules, 200 mg (mini capsules). Your proposed formulation changes from regular to “mini” sized capsules are considered as Level-3 change as per Section III of the SUPAC guidance for IR products [FDA Guidance for Industry: Immediate Release Solid Oral Dosage Forms: Scale-Up and Post Approval (SUPAC) Changes: Chemistry, Manufacturing, and Controls, In Vitro Dissolution Testing, and In Vivo Bioequivalence Documentation: 
	Applicant’s Response 
	Applicant’s Response 
	As per Agency’s request, an open-label, randomized, balanced, single oral dose, two-treatment, two-period, two-sequence, two-way, crossover bioequivalence study of Ibuprofen Capsules, 200 mg (Minis) manufactured for Bionpharma Inc. with Advil® Liqui-Gels® (Ibuprofen) Capsules, 200 mg (Minis). Distributed by Pfizer, Madison, NJ 07940 USA in healthy, adult, human subjects under fasting conditions as per the Agency’s BE recommendation. Based on the results, it is concluded that the Test (T): Ibuprofen Capsules

	Reviewer’s comment: 
	Reviewer’s comment: 
	The fasting BE study (#035/19) is acceptable (see Section 5, Appendix for review details). The inspection status for the clinical and analytical site of the BE study is pending. 
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	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	ANDA 078682. Single-Dose Fasting Bioequivalence Study Review. 
	Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 
	Figure
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	Figure
	BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT. 
	ANDA: 
	ANDA: 
	ANDA: 
	078682/Supplement 20 

	APPLICANT: 
	APPLICANT: 
	Bionpharma Inc. 

	DRUG PRODUCT: 
	DRUG PRODUCT: 
	Ibuprofen Capsules (mini), EQ 200 mg Free Acid and Potassium 

	TR
	Salt (OTC) 


	The Division of Bioequivalence (DB) II 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 chemistry, manufacturing and controls, microbiology, labeling, or other scientific, regulatory or inspectional issues or concerns 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, 
	Hongling Zhang, Ph.D. Acting Director, Division of Bioequivalence II Office of Bioequivalence Office of Generic Drugs Center for Drug Evaluation and Research 
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	http://cdsogd1/bioprod 
	http://cdsogd1/bioprod 
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	5.5 
	5.5 
	5.5 
	Outcome Page 

	Completed Assignment for 078682 ID:39478 
	Completed Assignment for 078682 ID:39478 

	Reviewer: Verifier: Division: Description: 
	Reviewer: Verifier: Division: Description: 
	Zhang, Yi Division of Bioequivalence Ibuprofen Capsules Mini, 200 mg (OTC) (PAS) 
	Date Completed: Date Verified: 


	ID Letter Date Productivity Category Sub Category 39478 5/15/2019 BIO Supplement [1] 39478 5/15/2019 Parallel Major Amendment (original or supplement) [1.5] 39478 5/15/2019 Parallel Pre-Screening [0.25] 
	ID Letter Date Productivity Category Sub Category 39478 5/15/2019 BIO Supplement [1] 39478 5/15/2019 Parallel Major Amendment (original or supplement) [1.5] 39478 5/15/2019 Parallel Pre-Screening [0.25] 
	ID Letter Date Productivity Category Sub Category 39478 5/15/2019 BIO Supplement [1] 39478 5/15/2019 Parallel Major Amendment (original or supplement) [1.5] 39478 5/15/2019 Parallel Pre-Screening [0.25] 
	Productivity Subtotal 1 1 1.5 1.5 0.25 0.25 Total: 2.75 
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	BIOPHARMACEUTICS ASSESSMENT Office of New Drugs Products 
	BIOPHARMACEUTICS ASSESSMENT Office of New Drugs Products 
	BIOPHARMACEUTICS ASSESSMENT Office of New Drugs Products 

	Application No. 
	Application No. 
	ANDA 078682 S-20 
	Primary Reviewer: Mathew John, Ph.D. 

	Division 
	Division 
	ONDP/Division of Biopharmaceutics 

	Applicant 
	Applicant 
	Bionpharma Inc 
	Secondary Reviewer: Min Li, Ph.D. 

	Trade Name 
	Trade Name 
	NA 
	Branch Chief: Kimberly Raines, Ph.D. 

	Established Name 
	Established Name 
	Ibuprofen mini capsules 
	Division Director: Paul Seo, Ph.D. 

	Indication 
	Indication 
	NSAID, Analgesic 

	Dosage Form / Strength 
	Dosage Form / Strength 
	Capsules / 200 mg 
	Date Assigned 
	10/02/2018 

	Date of Review 
	Date of Review 
	02/11/2018

	Route of Administration 
	Route of Administration 
	Oral 

	Submission date(s) 
	Submission date(s) 
	9/10/2018 

	Type of Submission 
	Type of Submission 
	Prior Approval Supplement (PAS) 
	GDUFA Goal date 
	03/09/2019 

	Key Review Points 
	Key Review Points 
	Evaluation of the dissolution method and acceptance criteria of the proposed Ibuprofen 200 mg smaller size (mini capsules) 

	Recommendation 
	Recommendation 
	Inadequate 

	Submission: The Applicant has submitted a PAS for addition of an alternate formulation (smaller size or mini capsules) of their Ibuprofen liquid filled capsules 200 mg (ANDA # 078682) which was approved on 3/24/2009. The comparative Qualitative / Quantitative (Q1/ Q2) composition of the currently approved Ibuprofen capsules and the proposed Ibuprofen mini capsules are tabulated in Table below. . As per SUPAC IR this level 3 change requires an in vivo bioequivalence study or an in vitro in vivo correlation s
	Submission: The Applicant has submitted a PAS for addition of an alternate formulation (smaller size or mini capsules) of their Ibuprofen liquid filled capsules 200 mg (ANDA # 078682) which was approved on 3/24/2009. The comparative Qualitative / Quantitative (Q1/ Q2) composition of the currently approved Ibuprofen capsules and the proposed Ibuprofen mini capsules are tabulated in Table below. . As per SUPAC IR this level 3 change requires an in vivo bioequivalence study or an in vitro in vivo correlation s


	Panorama; Bioequivalence Review 02/07/2019. 
	1 
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	Figure
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	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	60089v04 Effective 29SEP2017 
	3.5 Pre-Study Bioanalytical Method Validation 
	N/A 
	3.6 In Vivo Studies 
	N/A 
	3.7 OSIS Status 
	N/A 
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	Reviewer’s comment: 
	Reviewer’s comment: 
	Comparative dissolution testing using the approved dissolution method for the currently approved Ibuprofen capsules (regular size) was performed for the proposed mini capsule product (Batches #147001042, 147001043 & 147001044) against the RLD Minis product (Batch # R53091). The dissolution data are under review by the Office of Pharmaceutical Quality. 
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	BIOEQUIVALENCE DEFICIENCY TO BE PROVIDED TO THE APPLICANT. 
	ANDA: 
	ANDA: 
	ANDA: 
	078682/Supplement 20 

	APPLICANT: 
	APPLICANT: 
	Bionpharma Inc. 

	DRUG PRODUCT: 
	DRUG PRODUCT: 
	Ibuprofen Capsules (mini), EQ 200 mg Free Acid and Potassium Salt (OTC) 


	The Division of Bioequivalence (DB) II has completed its review and has identified the following deficiency: 
	You propose an addition of a new line extension product, smaller liquid-filled Ibuprofen capsules, 200 mg (mini capsules). Your proposed formulation changes from regular to “mini” sized capsules are considered as Level-3 change as per Section III of the SUPAC guidance for IR products [FDA Guidance for Industry: Immediate Release Solid Oral Dosage Forms: Scale-Up and Post Approval (SUPAC) Changes: Chemistry, Manufacturing, and Controls, In Vitro Dissolution Testing, and In Vivo Bioequivalence Documentation: 
	Sincerely yours, 
	Ethan M. Stier, Ph.D., R. Ph. Director, Division of Bioequivalence II Office of Bioequivalence Office of Generic Drugs Center for Drug Evaluation and Research 
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	4.3 
	4.3 
	4.3 
	Outcome Page 

	Completed Assignment for 078682 ID: 
	Completed Assignment for 078682 ID: 

	Reviewer: Verifier: Division: Description: 
	Reviewer: Verifier: Division: Description: 
	Zhang, Yi Division of Bioequivalence Ibuprofen Capsules mini, 200 mg (OTC) (PAS) 
	Date Completed: Date Verified: 


	ID 
	ID 
	ID 
	Letter Date 
	Productivity Category 
	Sub Category 
	Productivity 
	Subtotal 

	TR
	09/10/2018 
	BIO 
	Supplement [1] 
	1 
	1 

	TR
	09/10/2018 
	Parallel 
	Study Amendment [1] 
	1 
	1 

	TR
	09/10/2018 
	Parallel 
	Pre-Screening [0.25] 
	0.25 
	0.25 

	TR
	09/10/2018 
	Parallel 
	Anything Else Not Listed (Discuss with Management) [1] 
	1 
	1 

	TR
	Total: 
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