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APPROVAL LETTER 



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

ANDA 208708/S-016
PRIOR APPROVAL SUPPLEMENT

APPROVAL - NEW STRENGTH

AdvaGen Pharma
U.S. Agent for Rubicon Research Private Limited
50 Millstone Road
Building 200, Suite 180
East Windsor, NJ 08520
Attention: Daliya Bharati

Director- Reg. Affairs & IP

Dear Daliya Bharati:

This letter is in reference to your supplemental abbreviated new drug application 
(sANDA) received for review on October 20, 2023, submitted pursuant to section 505(j) 
of the Federal Food, Drug, and Cosmetic Act (FD&C Act) for Tramadol Hydrochloride 
Tablets USP, 25 mg, 50 mg, and 100 mg.1

Reference is also made to any amendments submitted prior to the issuance of this 
letter.

Reference is also made to the ANDA Suitability Petition (FDA-2021-P-0036/CP1)
submitted on January 8, 2021, under Section 505(j)(2)(C) of the FD&C Act, and
approved on October 6, 2023. This petition requested the Agency make a determination
as to whether an application for Tramadol Hydrochloride Tablets USP, 75 mg was
suitable for submission as an ANDA. This determination was necessary because the
75 mg strength proposed in your sANDA differs from the reference listed drug product
(RLD), Ultram Tablets, 50 mg and 100 mg, of Janssen Pharmaceuticals, Inc. (Janssen).

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

The addition of 75 mg strength of Tramadol Hydrochloride Tablets, USP. 

We have completed the review of this sANDA and have concluded that adequate 
information has been presented to demonstrate that the drug meets the requirements 
for approval under the FD&C Act. Accordingly the sANDA is approved, effective on the 
date of this letter. We have determined your Tramadol Hydrochloride Tablets USP, 
75 mg can be expected to have the same therapeutic effect as that of the listed drug 
product upon which the Agency relied as the basis of safety and effectiveness.

Please note that if FDA requires a Risk Evaluation and Mitigation Strategy (REMS) for a 
listed drug, an ANDA referencing that listed drug also will be required to have a REMS. 
See section 505-1(i) of the FD&C Act. 
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U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

COMPENDIAL STANDARDS 
  
A drug with a name recognized in the official United States Pharmacopeia or official 
National Formulary (USP-NF) generally must comply with the compendial standard for 
strength, quality, and purity, unless the difference in strength, quality, or purity is plainly 
stated on its label (see FD&C Act § 501(b), 21 USC 351(b)). FDA typically cannot share 
application-specific information contained in submitted regulatory filings with third 
parties, which includes USP-NF. To help ensure that a drug continues to comply with 
compendial standards, application holders may work directly with USP-NF to revise 
official USP monographs.  More information on the USP-NF is available on USP’s 
website as https://www.uspnf.com/. 
  
REQUIREMENTS AND RECOMMENDATIONS POST APPROVAL 
  
Under applicable statutes, regulations, and guidances, your ANDA may be subject to 
certain requirements and recommendations post approval, including requirements 
regarding changes to approved ANDAs, postmarketing reporting, promotional materials, 
and annual facility fees, among others. For information on post-approval requirements 
and recommendations for ANDAs and a list of resources for ANDA holders, we refer 
you to https://www.fda.gov/drugs/abbreviated-new-drug-application-anda/requirements-
and-resources-approved-andas. 

  
  
  
Sincerely yours, 
  
{See appended electronic signature page} 
  
For Edward M. Sherwood 
Director 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

    

1We note that the RLD upon which you have based this sANDA, Janssen Pharmaceuticals Inc’s Ultram 
Tablets, 50 mg and 100 mg, are no longer being marketed in the United States and are currently listed 
in the discontinued section of FDA’s Approved Drug Products With Therapeutic Equivalence 
Evaluations (the “Orange Book”). The Agency has determined that Janssen Pharmaceuticals Inc’s 
Ultram Tablets, 50 mg and 100 mg, were not withdrawn from sale for reasons of safety or 
effectiveness. FDA published these determinations in the Federal Register (88 FR 68623;  
October 4, 2023 for the 50 mg strength and 87 FR 25028;April 27, 2022 for the 100 mg strength). 
These determinations allow the Agency to approve ANDAs for the discontinued drug products. 



Catherine
Poole

Digitally signed by Catherine Poole
Date: 4/04/2024 10:06:09AM
GUID: 5407887a000a1c0c26055eafb8e3258a
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See full prescribing information for complete boxed warning. 







www.fda.gov/medwatch.



[see Warnings and Precautions (5.1)].



[see Warnings and Precautions (5.2)].

[see Warnings and Precautions (5.2)].

see Warnings and Precautions (5.3), Drug Interactions
(7)

see Warnings
and Precautions (5.4)

[see Warnings and Precautions (5.6)].

[see Contraindications (4)].

[see
Warnings and Precautions (5.6)]

[see Warnings and Precautions (5.7); Drug Interactions (7)]



[see Warnings and Precautions (5.1)]

.

see Warnings and Precautions (5.1) .



see Warnings and 
Precautions (5) .

[see Warnings and Precautions (5.3), Patient 
Counseling Information (17)].

[see Warnings and Precautions (5.1, 5.3, 5.7)].



[see Warnings and 
Precautions (5.1)]



[see Warnings and Precautions (5.17); Drug Abuse and Dependence (9.3)]



[see Warnings and Precautions (5.4)].

[see Warnings and Precautions (5.4)]. 

[see Warnings and Precautions (5.3)].

[see Warnings and Precautions (5.12)].

[see Warnings and 
Precautions (5.15)]. 

[see Warnings 
and Precautions (5.16)]. 

[see 
Drug Interactions (7)].

[see Drug Abuse and Dependence (9)]

[see Dosage and Administration (2.2), Warnings and Precautions 
(5.3)].



[see Patient Counselling Information (17)].

[see Overdosage (10)]

[see Dosage and Administration (2)]

[see Patient Counseling Information (17)].

[see Dosage and Administration (2.5)]

[see Patient Counseling Information (17)].



[see 
Warnings and Precautions (5.1, 5.7), Patient Counseling Information (17), Overdosage (10)].

[see Drug 
Interactions (7)]

[see Dosage and Administration (2.2), Warnings and Precautions (5.3)].

[see Use in Specific Populations (8.1) and 
Patient Counseling Information (17)]



www.fda.gov/OpioidAnalgesicREMSPCG

www.opioidanalgesicrems.com. 
www.fda.gov/OpioidAnalgesicREMSBlueprint.

[see Contraindications (4)].

[see Contraindications (4)]. 



[see Use in Specific 
Populations (8.4), Overdosage (10)].

O

[see Use in Specific Populations (8.2)]

O

[see Overdosage (10)]

[see Drug Interactions (7)]



[see Drug Interactions (7)]

[see Drug Interactions 
(7)]

[see Dependence 
(9.3)].



[see Dosage and Administration (2.5); 
Warnings and Precautions (5.18)].

[see 
Drug Interactions (7)]

[see Drug Interactions (7)]

[see Warnings and Precautions (5.8); Drug Interactions (7)].



[see Drug Abuse and Dependence (9)]. 

[see Drug Interactions (7)].

[see Dosage and Administration (2), Warnings and Precautions (5.7)].

[see 
Warnings and Precautions (5.3)].

[see Warnings and Precautions (5.3)].

[see Warnings and Precautions (5.7); Drug Interactions (7)].



[see 
Drug Interactions (7)]

[see Contraindications (4)].



[see Contraindications (4)]

[see Contraindications (4); Patient Counselling 
Information (17)]

[see Dosage and Administration 
(2.5), Drug Abuse and Dependence (9.3)].

[see Drug Interactions (7)]

[see Patient Counselling 
Information (17)]

[see Patient Counselling 
Information (17)]



[see Dosage and Administration: Safe Reduction or 
Discontinuation of tramadol hydrochloride tablets (2.5)].

[see Dosage and Administration: Safe Reduction or Discontinuation of tramadol 
hydrochloride tablets (2.5)].

[see Warnings and Precautions (5.1)]

[see Warnings and Precautions (5.3)]

[see Warnings and Precautions (5.4)]

[see Warnings and Precautions (5.5)]

[see Warnings and 
Precautions (5.7)] 

[see Warnings and Precautions (5.8)]

[see Warnings and Precautions (5.9)] 

[see Warnings and Precautions (5.10)]

[see Warnings and Precautions (5.11)]

[see Warnings and Precautions (5.13)] 

[see Warnings and Precautions (5.15

[see Warnings and Precautions (5.16)]

[see Warnings and Precautions (5.17)] 



Body as a Whole: 

Cardiovascular: 



Central Nervous System: 

Gastrointestinal: 

Musculoskeletal: 

Skin: 

Special Senses: 

Urogenital: 

Incidence Less than 1%, Possibly Causally Related 

Body as a Whole

Cardiovascular

Central Nervous System

Respiratory

Skin

Special Senses

Urogenital

Cardiovascular: 

Central Nervous System: 

Gastrointestinal: 



Laboratory Abnormalities: 

Sensory: 

[see Clinical Pharmacology (12.2)]

see Warnings and Precautions (5.8)

torsade de pointes

Eye disorders

Metabolism and nutrition disorders

[see Warnings and Precautions (5.19)]

[see Warnings and Precautions (5.20)]

Nervous system disorders

Psychiatric disorders

Clinical Impact:



[see Clinical Pharmacology (12.3)]
Intervention:

Examples

Clinical Impact:

[see Clinical Pharmacology (12.3)],

Intervention:

Examples

Clinical Impact:
[see Clinical Pharmacology

(12.3)],

[see Clinical Pharmacology
(12.3)],



Intervention:

Examples

Clinical Impact:

Intervention:

[see Warnings and Precautions (5.7)]

[see Dosage and Administration (2.2), Warnings and Precautions
(5.1, 5.3, 5.7)]

Examples:

Clinical Impact:

Intervention:

Examples:

Clinical Impact: [see
Warnings and Precautions (5.9)]

[see Warnings and Precautions (5.3)].
Intervention:

Examples:

Clinical Impact:

Intervention:
Examples:



Clinical Impact:

Intervention:

[see Dosage and 
Administration (2.2), Warnings and Precautions (5.3, 5.7)].

Clinical Impact:

Intervention:

Clinical Impact:

Intervention:

Clinical Impact:

Intervention:

Clinical Impact:

Intervention:

[see Data]



Fetal/Neonatal Adverse Reactions 

[see Warnings and Precautions (5.5)]

Labor or Delivery 

Animal Data 



O

[see 
Clinical Pharmacology (12)]

[see 
Warnings and Precautions (5.4)]

[see 
Adverse Reactions (6.2)]



[see Warnings and Precautions (5.4)]

[see Contraindications (4)]

[see Contraindications (4)]

[see Warnings and Precautions (5.12)]



[see Dosage and Administration (2.3)]

[see Dosage and Administration (2.3)]

[see 
Warnings and Precautions (5.1)].





[see Dosage and Administration (2.5) and Warnings and Precautions (5.18)].

[see Use in Specific Populations (8.1)].

[see Warnings 
and Precautions (5.1); Drug Abuse and Dependence (9.2)]



cis

O



[see Clinical 
Pharmacology (12.2)]



[see Warnings and Precautions (5.11); Adverse 
Reactions (6)]

[see Adverse Reactions (6)]

in 
vitro 

[see Dosage and Administration (2)]

[see Dosage and Administration 
(2)]

[see Clinical Pharmacology (12.1,12.2)]





Metabolism

N O-
O

[Warnings and 
Precautions (5.4); Drug Interactions (7)]

In vitro 

[see Warnings and Precautions (5.8) and Drug Interactions (7)]



Excretion

Hepatic Impairment

[see Dosage and Administration (2)].

Renal Impairment

[see Dosage and Administration (2)]

Age: Geriatric

[see Dosage and 
Administration (2.3)]

Sex

Poor / Extensive Metabolizers, CYP2D6



in vitro Salmonella 
E. coli in

vitro in vivo 





[see Patient Counselling 
Information (17)]

[see Warnings and 
Precautions (5.1, 5.17), Drug Abuse and Dependence (9.2)].



[see Warnings and
Precautions (5.1)]

[see Warnings and Precautions (5.3)]

[see Dosage
and Administration (2.2), Warnings and Precautions (5.3)]

[see Overdosage (10)].



[see Warnings and Precautions 
(5.4)]

[see Warnings and Precautions (5.8);
Adverse Reactions (6.2)].

[see Dosage and Administration (2); Warnings and Precautions (5.3)].

[see Warnings and Precautions (5.8)]

[see Warnings and Precautions (5.9)]

[see Drug 
Interactions (7)]



[see Dosage and 
Administration (2)]

[see 
Dosage and Administration (2.5)].

[see Warnings and 
Precautions (5.18)]

[see Adverse Reactions (6), Clinical Pharmacology (12.2)]

[see 
Warnings and Precautions (5.11)]

[see Warnings and Precautions (5.13)]

[see Contraindications (4); Warnings and Precautions (5.16); Adverse Reactions (6)]

Neonatal Opioid Withdrawal Syndrome 



[see Warnings and Precautions (5.5); 
Use in Specific Populations (8.1)]

Embryo-Fetal Toxicity 

[see Use in 
Specific Populations (8.1)]

[see Warnings and Precautions (5.4); Use in Specific Populations (8.2)]

[see Use in Specific Populations (8.3)]
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*** This document contains proprietary information that cannot be released to the public.***V.25

PRIOR APPROVAL 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 12/29/2023, 01/11/2024

ANDA Number(s) and Supplement 
Number(s) 

208708/S-016 

Review Number 1

Applicant Name Rubicon Research Private Limited

Established Name & Strength(s)
[Add "(OTC)" after strength if 

applicable] 

Tramadol Hydrochloride Tablets USP, 25 mg, 50 mg, 75 
mg (new strength) and 100 mg

Proposed Proprietary Name N/A

Submission Received Date October 20, 2023, January 10, 2024

Previous Received Date(s) of 
Proposed Supplement

N/A

Primary Labeling Reviewer Angela Payne, RPh

Secondary Labeling Reviewer Refer to signature page 

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 

On Policy Alert List 
Acceptable For Filing 
Combined Insert/Outsert 

☐☐Yes ☒☒No
☒☒Yes ☐☐No     ☐N/A
☐Yes ☒☒No
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1    LABELING COMMENTS (C1 ADDENDUM)  
For combined supplement(s): 
 
The Division of Labeling Review has no comments. Labeling is acceptable.  

2    INSTRUCTIONS FOR ASSESSMENT (C1 ADDENDUM)  

General Comments:  

Select the "no deficiency" or "deficiency" radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is 
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.  

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments" will appear but reviewers can still enter 
"Reviewer Comments" if desired.  

☐☐ ☒☒ There is information in the Orange Book that the applicant needs to address.  
☒☒ ☐☐ Information in the Orange Book has expired and the applicant needs to revise labeling. 
Reviewer Comments:  
Enter free text in this section as necessary.  

Deficiency Comments:  

 Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments, 
reference the DLR Standardized Comments SharePoint. 

 Reviewers can modify standardized comments/deficiencies for their situation.  
 Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original 

reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration 
numerals that differ due to some reviews being completed under past practices. 

3    OVERALL ASSESSMENT OF MATERIALS REVIEWED (C1 ADDENDUM)  
 

Table 1: Review Summary of Container Label and Carton Labeling 

  Final or Draft or 
NA Packaging Sizes Submission 

Received Date Recommendation 

Container  Final  75 mg in bottles of 30's, l00's, 
500's, and l000's count.  10/20/2023 Satisfactory  

Blister  N/A  N/A    
Carton  N/A  N/A    

Table 2: Review Summary of Prescribing Information and Patient Labeling  

  Final or Draft or 
NA Revision Date and/or Code Submission 

Received Date Recommendation 

Prescribing Information  Draft  Revised: 1/2024  1/10/2024  Satisfactory  
Medication Guide  Draft  Revised: 1/2024  1/10/2024  Satisfactory  
Patient Information  N/A  N/A    
Instructions for Use  N/A  N/A    

SPL Data Elements       
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4    LABELING REVIEW INFORMATION(C1 ADDENDUM)  

4.1    REGULATORY INFORMATION (C1 ADDENDUM)  

Type of Supplement(s): PAS - New Strength 
Yes  No   

☒☒  ☐☐  Are there any applicable issues in DLR's SharePoint Drug Facts ?  

 
☐☐  ☒☒  Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?  

☐☐  ☒☒  Is the drug product listed on the Susceptibility Test Interpretive Criteria web page?  
Reason for Submission: 
Prior Approval Supplement (PAS) S-016: Inclusion of additional strength 75 mg.  
 
IR response 1/10/2024: Addendum (IR response received on 1/10/2024) 
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Type of Supplement(s): PAS - New Strength 
Yes  No   

  

Is this supplement combined with another discipline?  Yes  

Is this product an OTC product?  No  

Is this ANDA the RLD?  No  

4.2    MODEL PRESCRIBING INFORMATION (C1 ADDENDUM)  

Table 3: Review Model Labeling for Prescribing Information/Patient Labeling 
(Check the box used as the Model Labeling)  

☒☒   MOST RECENTLY APPROVED NDA MODEL LABELING 
(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so, 
enter the most recently approved ANDA labeling information as applicable.)  
NDA#/Supplement# (S-000 if original): NDA020281 / S-040  
Supplement Approval Date: 02/13/2023  
Proprietary Name: ULTRAM  
Established Name: Tramadol Hydrochloride 
Description of Supplement:  

 
 
NDA 020281 is withdrawn FR effective 10/5/2023. Per S&E Relisting Determination, “the drug product 
was discontinued from sale, the drug product WAS NOT withdrawn from sale for reasons of safety or 
effectiveness.” 
ANDA 075964 is listed as the RS in the Orange Book 
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Table 3: Review Model Labeling for Prescribing Information/Patient Labeling 
(Check the box used as the Model Labeling) 

Link: https://analytics.fda.gov/workspace/hubble/external/object/v0/fda-
communication?pk_communication=5125834_4724176_090140af806b2173_NDA020281_2633767 

☒☒ MOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original): 075964 / S-042 
Supplement Approval Date: 09/06/2022 
Proprietary Name: NA 
Established Name: Tramadol Hydrochloride Tablets 
Description of Supplement: 
Prescribing information and medication guide revised in accordance with the reference listed drug
ULTRAM (tramadol hydrochloride), NDA 202081/S-049), approved on September 10, 2021.

NDA 20281/S-040 will be used as the model labeling since it supersedes ANDA 075964/S-042 labeling
update.
Link: 

☒☒  OTHER/TEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):
SLCs were approved on 12/27/2023 and is the model for the proposed labeling.
RS/S-043 submitted May 10, 2023 is pending review of the submission is in response to the SLC. In 
addition, the RS is also subject of a Consent Decree. 

Reviewer Comments:
Applicant's cover letter: The basis for submission of Tramadol Hydrochloride Tablets, USP 75 mg: 1. 
Reference Listed Drug (NDA #N020281), ULTRAM® (Tramadol Hydrochloride), 50 mg 
and 100 mg, Applicant Name: Janssen Pharmaceuticals Inc. 2. Citizen Petition and FD As Correspondence 
and Approval letter thereof for FDA assigned Docket no.: FDA-2021-P-0036 allowing an ANDA 
to be submitted for 75 mg strength.

The applicant provided labeling consistent with the RLD/S-040, however, the RLD is withdrawn prior to the 
4/13/2023 SLC notification covered by this applicant under S-011, was approved on 12/15/2023. 

C1-Addendum: The NS labeling was updated to include the recent SLC approved for this ANDA.

Deficiency Comments:

4.3    PATENTS AND EXCLUSIVITIES (C1 ADDENDUM)  

The Orange Book was searched on 01/11/2024
Table 4 provides Orange Book patents for the Model Labeling (NDA020281) and ANDA patent certifications. (For applications that 
have no patents, N/A is entered in the patent number column.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths Patent 
Number

Patent 
Expiration

Patent Use 
Code

Patent Use 
Code 

Definition
Patent 

Certification
Date of Patent 

Cert 
Submission

Labeling 
Impact

N/A 
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Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 

 

Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

Strengths 
Exclusivity 

Code  
Exclusivity 
Expiration 

Exclusivity Code 
Definition 

Exclusivity 
Statement 

Date of 
Exclusivity 
Submission 

Labeling 
Impact 

 N/A       

Reviewer Assessment: 

Deficiency  No 
Deficiency  

 

☐☐  ☒☒  There is information in the Orange Book that the applicant needs to address. 
☐☐  ☒☒  Information in the Orange Book has expired and the applicant needs to revise labeling. 
Reviewer Comments:  
N/A. 
 
Deficiency Comments:  

4.4    UNITED STATES PHARMACOPEIA (USP) (C1 ADDENDUM)  

The USP was searched on 12/29/2023 

Table 6: USP 

  YES or NO  Date Monograph Title (N/A if 
no monograph) 

Packaging and 
Storage/Labeling 
Statements (N/A if 

no monograph) 

Currently Official  Yes   Tramadol Hydrochloride 
Tablets  

Packaging and 
Storage: Preserve 
in tight containers, 

and store at 
controlled room 

temperature.  
Not Yet Official  No   N/A  N/A  

Reviewer Assessment: 

Deficiency  No 
Deficiency  

 

☐☐  ☒☒  Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary 
name. 

☐☐  ☒☒  RLD's non-proprietary name is different from USP established name. 
☐☐  ☒☒  USP descriptor is correctly used in the appropriate sections of the prescribing information. 

USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY): 
☐☐  ☒☒  DISSOLUTION: The applicant's dissolution statement is appropriate. 
☐☐  ☒☒  ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities. 
☐☐  ☒☒  ASSAY: Drug product meets USP acceptance criteria for assay. 
Reviewer Comments:  
USP and tall man lettering used in established name. 
 
Deficiency Comments:  
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4.5    MODEL CONTAINER LABELS (C1 ADDENDUM) 

Model container/carton/blister labels (Source: NDA 020281 ANRPT-24 received 4/30/2019 ) 

 

  

4.6    HISTORY OF ANDA (C1 ADDENDUM) 

We evaluated previously approved supplements (Table 7) to determine if actions are needed for the current review. 

Table 7: History of ANDA 
Last approved addressed the following: 

Original or 
Supplement  

Approval Date What post approval changes requested and were the changes addressed? 

S-011(SLC)  12/15/2023  

FDAAA SLC for tramadol hydrochloride tablets (letter sent out in 
4/13/2023 see DARRTS). This SLC is for: Opioid-Induced 
Hyperalgesia (OIH) and allodynia; and risks related to misuse, abuse, 
addiction, overdose, and death. 
 
No post approval comments. 
 

S-013 (PAS) with 
CMC  11/27/2023  

New strength (25 mg) without SLC changes. 

 
No post approval comments. 

Are there any Pending Labeling Supplements for this ANDA that impact labeling? NO 

5    ASSESSMENT OF CURRENT SUPPLEMENT'S LABELING (C1 ADDENDUM)  

5.1    QUALITY INFORMATION (DESCRIPTION, HOW SUPPLIED, AND MANUFACTURER) (C1 ADDENDUM)  

5.1.1    DESCRIPTION/INACTIVE INGREDIENTS (C1 ADDENDUM)  

Table 8: Comparison of DESCRIPTION Section or Inactive Ingredients Section (OTC)  

Model Labeling  

Inactive ingredients in the tablet are pregelatinized corn starch, modified starch 
(corn), hypromellose, lactose, magnesium stearate, microcrystalline cellulose, 
polyethylene glycol, polysorbate 80, sodium starch glycolate, titanium dioxide 
and carnauba wax 
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Table 8: Comparison of DESCRIPTION Section or Inactive Ingredients Section (OTC) 

Approved ANDA 
Labeling 

S-013

Tramadol Hydrochloride Tablets, USP 25 mg, 50 mg, and 100 mg contain 25 mg, 50 
mg, and 100 mg of tramadol 
hydrochloride respectively and are white in color. Inactive ingredients in the tablet are 
hypromellose, lactose anhydrous, magnesium stearate, microcrystalline cellulose, 
polyethylene glycol, polysorbate 80, pregelatinized starch, sodium starch glycolate 
and titanium dioxide. Inactive ingredients in the tablet are hypromellose, lactose 
anhydrous, magnesium stearate, microcrystalline cellulose, polyethylene glycol, 
polysorbate 80, pregelatinized starch, sodium starch glycolate and titanium dioxide.

Proposed ANDA 
Labeling 

11. DESCRIPTION
Tramadol Hydrochloride Tablets, USP 25 mg, 50 mg, 75 mg and 100 mg contain 25 
mg, 50 mg, 75 mg and 100 mg of tramadol 
hydrochloride respectively and are white in color. Inactive ingredients in the tablet are 
hypromellose, lactose anhydrous, magnesium stearate, microcrystalline cellulose, 
polyethylene glycol, polysorbate 80, pregelatinized starch, sodium starch glycolate 
and titanium dioxide. 

Reviewer Assessment:

Deficiency No 
Deficiency 

☐☐ ☒☒ The inactive ingredients in the labeling are consistent with the Composition Statement in Module 
3.2.P.1 of the submission. Please enter Reviewer/Deficiency Comments if you select Deficiency.

☐☐ ☒☒ 
For products required to be qualitatively and quantitatively the same in regards to active and inactive 
ingredients (Q1/Q2), are the ANDA ingredients consistent with the Model Labeling? Please enter 
Reviewer/Deficiency Comments if you select Deficiency.

☐☐ ☒☒ 
Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check 
only if applicable:☐☐ Sulfite (21 CFR 201.22)☐☐ Yellow #5 (Tartrazine) (21 CFR 201.20)☐☐ Phenylalanine/aspartame (21 CFR 201.21)
☐☐ Latex (21 CFR 801.437). Please enter Reviewer/Deficiency Comments if you select Deficiency.

☐☐ ☒☒ Alcohol is properly listed [ 21 CFR 201.10(d)(2) ]. 
☐☐ ☒☒ Gluten statement is appropriately stated.
☐☐ ☒☒ Sterile product statement [ 21 CFR 201.57(c)(12)(i)(D) ].
Reviewer Comments:
C1-Included 75 mg new strength. The inactive ingredients have not changed. We note S-013, approved 
11/27/2023 provided for 25 mg strength. The applicant will be asked to include the approval strength and 
updated the labeling accordingly. 

C1-Addendum: labeling revised to also include the approved 25 mg strength.

Deficiency Comments:

5.1.2    HOW SUPPLIED/STORAGE AND HANDLING (C1 ADDENDUM)  
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Table 9: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products  

Model Labeling  

 

Approved ANDA Labeling  

S-011, approved 12/15/2023 

 
S-013, approved 11/27/2023 
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Table 9: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products  

Proposed ANDA Labeling  

 
 
 

Reviewer Assessment: 

Deficiency  No 
Deficiency  

 

☐☐  ☒☒  Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished 
product in the HOW SUPPLIED section are appropriately displayed 

☐☐  ☒☒  All submitted labels and labeling are consistent with the HOW SUPPLIED section. 

☐☐  ☒☒  Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine, 
enoxaparin). 

☐☐  ☒☒  Storage or dispensing statement is acceptable compared to the RLD/USP monograph.  
Reviewer Comments:  
Proposed 75 mg is the subject of this PAS. However, 25 mg was approved under S-013 on 11/27/23 and 
should be revised to include that information. 
 
C-Addendum 1/11/2024: Updated to include the approved 25 mg strength. 
 
Deficiency Comments:  

5.1.3    MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C1 ADDENDUM)  

Table 10: Manufacturer/Distributor/Packer Statements 
Approved ANDA Labeling  PI: S-011, approved 12/15/2023. 
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Table 10: Manufacturer/Distributor/Packer Statements 

 
Med Guide: 

 

S-013: 11/27/2023  

Proposed ANDA Labeling  

Container labels: 

 
PI: 
Distributed By: 
Advagen Pharma Ltd., 
East Windsor, NJ, 
08512, USA 
Manufactured by: 
Rubicon Research Pvt. Ltd., 
Ambernath, Dist: Thane, 
421506, India 
Revised: 10/2023  
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Table 10: Manufacturer/Distributor/Packer Statements 
Assessment  No change. 

 
Table 10: Manufacturer/Distributor/Packer Statements  

Manufactured by Manufactured for Distributed by Distributed for 
Manufactured by: Rubicon 
Research Pvt. Ltd., Ambernath, 
Dist: Thane, 421506, India 
Revised: 10/2023  

   

EDR Link: https://palantir.fda.gov/workspace/hubble/external/object/v0/edr-
document?pk_pdf_media=ANDA208708/0061/m1/us/spl/tramadol-hcl-tabs.xml_PR585751_TRAMADOL-HCL-TABS  

Reviewer Assessment: 

Deficiency  No 
Deficiency  

 

☐☐  ☒☒  Manufacturer/Distributor/Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR 
201.1(i)] 

Reviewer Comments:  
No change. 
 
Deficiency Comments:  

5.2    CONTAINER AND CARTON LABELS (C1 ADDENDUM)  

Reviewer Assessment: 

Deficiency  No 
Deficiency  

 

☐☐  ☒☒  Changes to the package size(s) supported by the container/closure information in Module 3.2.P.7 of the 
submission? 

☐☐  ☒☒  Tamper evident (controlled substances) requirements are met. 

☐☐  ☒☒  Use of child-resistant closure (CRC) or non-CRC is appropriate.  
Describe container closure, cite source and any issues in "Reviewer Comments" below.  

OVERALL ASSESSMENT: 
☐☐  ☒☒  Requirements met for the required label statements (21 CFR 201.15 and 21 CFR 201.100). 
Reviewer Comments:  
Proposes 75 mg in 30's, l00's, 500's, and l000's count. The product name is subject to tall man lettering. It is 
also a CIV product. The labels are differentiated from the approved 25 mg, 50 mg, and 100 mg strengths. 
 
12/29/2023 assessment: Container labels are adequate. 
 
 
Deficiency Comments:  

5.2.1    OPHTHALMIC PRODUCTS (C1 ADDENDUM)  

Reviewer Assessment: 

Deficiency  No 
Deficiency  

 

☐☐  ☐☐  Ophthalmic product cap colors match the American Academy of Ophthalmology (AAO) packaging 
color-coding scheme. 
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Deficiency  No 
Deficiency  

 

☐☐  ☐☐  Name of all inactive ingredients are listed appropriately. 
☐☐  ☐☐  Tamper evident (ophthalmic products) requirements are met. 
Reviewer Comments:  
N/A 
 
Deficiency Comments:  

5.2.2    INJECTABLE PRODUCTS (C1 ADDENDUM)  

Reviewer Assessment: 

Deficiency  No 
Deficiency  

 

☐☐  ☐☐  There is text on the cap/ferrule overseal of this injectable product. If "Yes", does the text comply with 
the recommendations in USP General Chapter <7> Labeling. 

☐☐  ☐☐  The cap color is (). NOTE: Black closure system is prohibited, except for Potassium Chloride for 
Injection Concentrate. 

Reviewer Comments:  
N/A 
 
Deficiency Comments:  

5.3    PRESCRIBING INFORMATION, PATIENT LABELING, & DRUG FACTS LABELING (OTC) (C1 ADDENDUM)  

Reviewer Assessment: 
Yes  No   
☐☐  ☒☒  Shared Prescribing Information: If yes please list ANDA numbers. 

 

Deficiency  No 
Deficiency  

 

☐☐  ☒☒  Labeling contained in the submission is the same as the review model labeling (not including allowable 
differences under 21 CFR 314.94(a)(8). 

Reviewer Comments:  
Review model is the most recent SLC approved 11/09/2023. The applicant used RLD labeling with revision 
date of 02/2023. 
The labeling changes occurred in the Description and How Supplied sections to include the 75 mg new 
strength. 
 
Dosage forms and strength section includes 25 mg marketed but does not include the NS 75 mg. 
 
It is noted the 25 mg (NS) was approved under S-013 on 11/2023 that should also be included in the labeling.  
 
12/29/2023: Prescribing information and medication guide are inadequate for outdated labeling. Revise the 
labeling to include both the proposed 75 mg strength, the approved 25 mg, and the SLC final changes. An IR 
will be issued. 
 
C1-Addendum (IR response received on 1/10/2024) 
Assessment on 1/11/2024: Labeling submitted 1/10/2024 is adequate and includes the recently approved SLC 
language. 
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Deficiency Comments:  
Deficiency # 1 

Created in C1 

General Comments 

Revise your labeling to include the following: 
 

 SLC changes approved on December 27, 2023 under S-011 
 The 25 mg strength, approved on November 27, 2023, under S-

013.  
 Ensure the proposed 75 mg strength is included in Dosage forms 

and Strengths, and How Supplied sections. 

 
Include an annotated side-by-side of your most recently approved 
supplement with the proposed. 

Response / Assessment: 
 

6    COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C1 ADDENDUM)  
Reviewer Comments: 

 N/A 
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OPQ/ONDP/Division of Biopharmaceutics 
CHAPTER VII  

BIOPHARMACEUTICS REVIEW 
Application No. ANDA-208708-SUPPL-16 (PAS) 

Product Name Tramadol Hydrochloride Tablets 
Applicant Rubicon Research Private Limited 

Dosage Form/Strengths 
IR Tablet / 25 mg, 50 mg, and 100 mg (approved), 75 mg 
(proposed) 

Route of Administration Oral 
Indication Management of moderate to moderately severe pain in adults. 

Submission Date 10/20/2023 
Primary Reviewer Jia Leo, Ph.D. 
Recommendation ADEQUATE  

 

Background: This generic drug product was approved on 6/28/2019.  The purpose of this 
supplement is to add a new 75 mg strength.  As the RLD does not have the 75 mg strength, the 
Applicant filed a Citizen Petition for permission to submit and ANDA supplement for 75 mg 
Tramadol HCl tablet, which was granted by the Agency.1  The composition of the new 75 mg 
strength is proportionally identical to the approved strengths and has one score line on one side of 
the tablet.  The new 75 mg strength exhibit batches were manufactured at the approved 
manufacturing site for all the approve strengths and commercial batches will be manufactured at 
the same site.  The Applicant requested a biowaiver for the new 75 mg strength, which will be 
reviewed by the OGD.  Biopharmaceutics review is focused on the provided dissolution data in 
supporting the proposed new strength.  
 
Biopharmaceutics Assessment: The Applicant adopted the approved dissolution specification for 
the 25 mg, 50 mg, and 100 mg strengths for the new 75 mg strength, which is acceptable.  The 
Applicant compared the dissolution profiles of the new 75 mg strength (3 exhibit batches) with 
that of the pivotal bio-batches (50 mg and 100 mg), which showed similarity.2  The Applicant also 
provided dissolution profile for the split tablet (manually and mechanically) of 75 mg strength.  
The dissolution profile of the split tablet (manually and mechanically) is similar to that of the 
whole tablet and meets the proposed dissolution acceptance criterion of Q = 80% in 30 min.3       
 

                                                           
1 \\CDSESUB1\EVSPROD\anda208708\0061\m1\us\suitability-petition-tramadol-hydrochloride-tablets-75-mg.pdf  
2 \\CDSESUB1\EVSPROD\anda208708\0061\m2\27-clin-sum\271-summary-biopharma-studies-associated-
analytical.pdf  
3 \\CDSESUB1\EVSPROD\anda208708\0061\m3\32-body-data\32p-drug-prod\tramadol-hydrochloride-tablets-
immediate-release-tablets\32p2-pharm-dev\scorline-report.pdf  
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OPQ/ONDP/Division of Biopharmaceutics 
CHAPTER VII  

Conclusion and Recommendation: From a Biopharmaceutics perspective, ANDA-208708-
SUPPL-16 for adding 75 mg strength of Tramadol Hydrochloride Tablet is Adequate.  
 
Approved dissolution method and acceptance criterion for Tramadol Hydrochloride Tablet 
25 mg, 50 mg, 75 mg, and 100 mg finished drug product batch release and stability testing 

USP 
Apparatus 

Speed 
(RPMs) 

Medium/Temperature Volume 
(mL) 

Acceptance Criterion 

I (Basket) 50 0.1N HCl/ 37°C ± 0.5°C 900 Q = 80% in 30 min 
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OPQ/ONDP/Division of Biopharmaceutics 
CHAPTER VII  

Appendix 1 Supporting Data

Table 1 Composition of the proposed 75 mg strength and the approved 25 mg, 50 mg, and 100 
mg strengths

(b) (4)

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

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

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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OPQ/ONDP/Division of Biopharmaceutics 
CHAPTER VII  

Table 2 Approved dissolution specification for 25 mg, 50 mg, and 100 mg strengths 

 
 

Figure 1 Dissolution profiles of the new 75 mg strength and the pivotal bio-batch 50 mg 

 
 

Figure 2 Dissolution profiles of the new 75 mg strength and the pivotal bio-batch 100 mg 
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OPQ/ONDP/Division of Biopharmaceutics 
CHAPTER VII  

 
Figure 3 Dissolution profiles of the new 75 mg strength split tablets and whole tablet 
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Disciplines Involved
Outcome Disciplines 

Involved
Outcome

Chemistry Adequate Biopharmaceutics Adequate

Microbiology NA Bioequivalence PN
Facilities AC DMF (Chemistry) Adequate
Labeling Adequate DMF 

(Microbiology)
NA

Submissions Assessed
Received Date: 10/20/2023
Amendment(s) Date: 11/13/2023 (Filling Response), 01/10/2024 (labeling response) and 

02/13/2024 and 02/28/2024
OFFICE OF PHARMACEUTICAL QUALITY

ASSESSMENT OF SUPPLEMENT TO ABBREVIATED NEW DRUG APPLICATION

Chemistry Assessment Number : 01

ANDA/Supplement Number : 208708 Sup 016

Drug Product Name, Strength : Tramadol Hydrochloride Tablets USP 25 mg, 50 mg,75 
mg and 100 mg

Pharmacological 
Category/Indication(s)

: Management of moderate to moderately severe pain in 
adults.

Applicant Name (or US Agent if 
Applicable)

: Rubicon Research Private Limited
US Agent: Jordan Pefley
50 Millstone Road, Building 200, Suite 180
City: East Windsor, Sate: NJ-08512
jordan.pefley@advagenpharma.com

Supplement Provides For : Additional strength - Tramadol Hydrochloride Tablets,
USP 75 mg

Filing Category with basis for 
decision/comments (based on 
guidance for industry/CFR quotes)

: PAS, (Guidance for industry Changes to an Approved   
NDA or ANDA, PAS, April 2004) Section VI B1, 

Relevant Supporting DMF(s) Cited (If Applicable) NA

DMF 
No. DMF Result of 

Assessment
Date Assessment 
Completed

017970

Type II, Tramadol Hydrochloride, Manufacturer: Adequate 05/23/2023

DMF review found adequate, reviewed by Benon Mugabe, dated 05/23/2023, Wei 
Song entered as DMF is adequate and up to date as of 10/25/2023.

(b) (4)

(b) (4)
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ASSESSMENT NOTES

Rubicon Research Private Limited has submitted a PAS supplement 016 to an approved ANDA 208708
(Tramadol Hydrochloride Tablets USP 25 mg, 50 mg,75 mg and 100 mg) for Inclusion of additional 
strength Tramadol Hydrochloride Tablets, USP 75 mg.

The basis for submission of Tramadol Hydrochloride Tablets, USP 75 mg:

1. Reference Listed Drug (NDA #N020281), ULTRAM® (Tramadol Hydrochloride), 50 mg
and 100 mg, Applicant Name: Janssen Pharmaceuticals Inc.

2. Provided Citizen Petition and FDAs Correspondence and Approval letter thereof for FDA assigned
Docket no.: FDA-2021-P-0036 allowing an ANDA to be submitted for 75 mg strength.

The drug product Tramadol Hydrochloride Tablets, USP 75 mg is proposed to be packed in multidose
HDPE containers of 30's, l00's, 500's, and l000's count.

No Pre-Submission Facility Correspondence (PFC) was submitted in relation to this application.
The application is not for a combination product or complex product as defined in GDUFA II
Commitment Letter. No controlled correspondences were used to develop this application.
In accordance with Section 803, FDA Reauthorization Act (FDARA) 2017 and section 506H of
the Federal Food, Drug & Cosmetic Act (FD&C Act), Rubicon believes that there is "inadequate generic 
competition" for the Tramadol Hydrochloride Tablets, USP 75 mg and therefore submits herewith a 
Request for Competitive Generic Therapy (CGT) Designation. The status of the approved products as 
available on the "Approved Drug Products with Therapeutic Equivalence Evaluations, Electronic 
version" or the Electronic Orange Book is enclosed herewith as Attachment 1. 
\\CDSESUB1\EVSPROD\anda208708\0061\m1\us\attachment-1.pdf

Rubicon requested the Agency to designate Rubicon's Tramadol Hydrochloride Tablets, USP 75 
mg as a Competitive Generic Therapy.
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U.S. Agent Appointment Letter

\\CDSESUB1\EVSPROD\anda208708\0061\m1\us\1312-us-agent-appointment-letter.pdf
Field copy certification provided
Debarment certificates from Rubicon and Wanbury are provided and are adequate for its intended use.
Patent certification/Paragraph 1 Certification
Rubicon Research Private Limited, hereby certifies that to the best of its knowledge, no patent
information for the Reference Listed Drug has been submitted to FDA and there are no
unexpired patents listed for the Reference Listed Drug - ULTRAM (Tramadol Hydrochloride Tablets 
Oral) 50 mg and 100 mg, NDA # N020281 of Janssen Pharmaceuticals INC, in the Patent and 
Exclusivity Information Addendum to the "Approved Drug Products with Therapeutic Equivalence 
Evaluations", Electronic version (commonly known as the Electronic Orange Book).
Copy of the relevant reference of the Electronic Orange Book (as accessed on October 20,
2023) is provided in this submission.
\\CDSESUB1\EVSPROD\anda208708\0061\m1\us\1351-patent-information.pdf
\\CDSESUB1\EVSPROD\anda208708\0061\m1\us\1353-exclusivity-statement.pdf

ANDA #208708 (Sequence #0051) Supplemental Abbreviated New Drug Application for (sANDA) 
Tramadol Hydrochloride 25 mg tablet (Proposed Additional Strength) is approved for 
CMC/Bioequivalence/Labeling/ Facility in supplement 013 (reviewed by Anurag Sharadendu, dated 
11/09/2023 in Panorama.
The overall manufacturing inspection recommendation is approved in Panorama, reviewed by 
Mesfin Andi, dated 11/02/2023.

Rubicon requested a waiver of in vivo bioequivalence studies for Tramadol Hydrochloride 
Tablets, USP 75 mg strength based on the following: 
• Acceptable bioequivalence studies on the 50 mg and 100 mg strengths 
• Proportional similarity in the formulations across all the strengths 
• Acceptable dissolution testing across all the strengths and in-vitro Dissolution Data (Comparative 
Dissolution Profile of Pivotal Bio Batch: Tramadol Hydrochloride Tablets, USP 50 mg and proposed 
additional strength Tramadol Hydrochloride Tablets, USP 75 mg and Comparative Dissolution Profile 
of Pivotal Bio Batch: Tramadol Hydrochloride Tablets, USP 100 mg and proposed additional strength 
Tramadol Hydrochloride Tablets, USP 75 mg. The dissolution study data found more than % drug
(API) is released within 15 minutes, hence F2 calculation is not required.

(b)
(4)



Page 4 of 62

\\CDSESUB1\EVSPROD\anda208708\0061\m1\us\1-12-15-request-waiver-in-vivo-bioavailability-
studies.pdf
Satisfactory

\\CDSESUB1\EVSPROD\anda208708\0061\m1\us\bio-recommendation.pdf

Statement of right of references
(b) (4)
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Drug Substance: Satisfactory

DMF review found adequate, reviewed by Benon Mugabe, dated 05/23/2023.

Drug Substance Tramadol Hydrochloride is an official USP compendial monograph.
The drug substance general information (Nomenclature, Structure, General Properties) has provided in 
3.2.S.1.

Manufacturer information: Satisfactory
 is the manufacturer of the drug substance Tramadol Hydrochloride, USP in 

accordance with their Drug Master File (DMF) # .

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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CGMP and Debarment certificates are provided, these are adeqaute for its intended use.

No contract testing facility is used by finished product manufacturer for the drug substance

Please refer DMF #  for detailed information regarding manufacturing process and controls used 
in the manufacturing of Tramadol Hydrochloride, USP.

Satisfactory

The description of the manufacturing process and process controls, controls of materials, process 
validation and evaluation, manufacturing process development and Elucidation of Structure and other 
Characteristics for the drug substance refer to DMF # .

The structure of Tramadol Hydrochloride, USP was elucidated by  on the basis of Infra-
red spectrum, Proton (1H) NMR & Carbon (13C) NMR and Mass Spectroscopy. The structural 
elucidation data is enclosed in this section. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

55 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:   

 
Primary Assessor : Chandraprakash Kasireddy, Ph.D., Date : 11/29/2023 and 

02/01/2024 and 
02/20/2024 and 
02/28/2024 
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 Food and Drug Administration CDER / Office of Generic Drugs  Document No.: 30051 Version:  6.0 
  Document Status:  APPROVED 
Title:   Approval Routing Summary Form Author:  Kevin Denny 

 

Originating Office: Office of 
Regulatory Operations (ORO) 

Effective Date: 2021-10-06 Page 1 of 6
 

 
 

Please ensure you are using the most current version of this Form, available at: 
OGD Controlled Documents Program Library -  

http://ogd.fda.gov/QDoc/Library/Index 
 

Approval Type: FULL APPROVAL  TENTATIVE APPROVAL  SUPPLEMENTAL AP or TA (NEW STRENGTH)
RPM and TL: Erin Lee/Surjit Basi

ANDA #: 208708/S-016 Applicant: Rubicon Research Private Limited                   
Established Product Name: Tramadol Hydrochloride Tablets USP, 75 mg

Basis of Submission (BOS)/RLD (Application#/Proprietary Name/Applicant): NDA020281/Ultram/Janssen 
Pharmaceuticals, Inc  

If BOS discontinued: [https://www.federalregister.gov/documents/2023/10/04/2023-21990/determination-that-ultram-
tramadol-hydrochloride-tablets-50-milligrams-was-not-withdrawn-from-sale]                                                                           

Safety/effectiveness FRN pending

Select, as applicable:
RX ☐ OTC

☐ History of tentative or split approval action
☐ Shared Bio Studies (list ANDA number(s) )  ☐ Shared Labeling (list ANDA number(s) )
☐Memo uploaded for PAL item or OGDP confirmation
Priority:☐ First Generic Approval (i.e., no other generics approved) ☐ Drug Shortage☐ PEPFAR☐ CGT

Other priority
Misc: ☐ REMS  ☐ Combination product ☐ Suitability Petition ☐ 180-day language ☐MOU ☐ PEPFAR

_____
RPM Has Verified the Following: Date: 3/25/2024
1. ANDA number, NDA/RLD, Drug product and strength(s) are correct on all discipline/subdiscipline reviews
2. All submissions have been reviewed: Relevant disciplines are adequate and finalized/archived in the appropriate system of record 
3. Most recent BE guidance is included in the review or a memo has been uploaded
4. No RLD updates or changes to exclusivity/patents impact endorsed labeling
5. All amendments submitted to the Agency on or after December 5, 2016 contain (1) a patent certification or section viii statement, 

(2) a recertification, or (3) a verification statement per 21 CFR 314.96(d).  (Not applicable to supplements)
6. OSIS Clinical Endpoint and Bioequivalence Site Inspections acceptable or not applicable
7. No blocking legal or regulatory issue (refer to Policy Alert Tracker) 
8. OGD Communications has been notified if Priority Approval (First generic, Drug Shortage, PEPFAR, CGT, other OGD 

Communications priorities)
9. OMIR is Approve with no new facility alerts and a DP and API manufacturer listed in Submission Facility Status View
10. No open issues or tasks in Platform
11. No pending consults
12. Filing review completed for NSA or reformulation
13. PNR review is current
14. Correct language, format and content in action letter (e.g., relevant contact from 356h form)
15. Endorsements are within 29 days

Discipline Completion Dates:

Bioequivalence 3/4/2024

Labeling  2/2/2024

Clinical Bioequivalence 

Combination Product Comparative Analysis 

Integrated Quality Assessment: 
If there is no IQA, provide the applicable date(s):

Chemistry 2/29/2024
Microbiology      
Biopharmaceutics/Dissolution 1/22/2024

DMF No(s). Date(s) Acceptable 5/23/2023(b) (4)



 Food and Drug Administration CDER / Office of Generic Drugs  Document No.: 30051 Version:  6.0 
  Document Status:  APPROVED 
Title:   Approval Routing Summary Form Author:  Kevin Denny 

 

Originating Office: Office of 
Regulatory Operations (ORO) 
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Additional Notes (if applicable)

ANDA APPROVAL ROUTING SUMMARY ENDORSEMENTS AND FINAL DECISION

1. Division of Legal and Regulatory Support Endorsement Date: 3/28/024
Name: BL

Patent/Exclusivity Certification: 

☐☐ No Relevant Patents ☒☒PI  ☐ PII  ☐ PIII  ☐ PIV  ☐ section viii  

Reminders:
- Check the policy alert list for any pending exclusivity 

determinations
- Verify in the Orange Book there are no unexpired ODE’s that 

cover the active moiety 
- Confirm the ANDA is not blocked by other ANDA’s eligibility for 

180-day CGT exclusivity
- Confirm S/E determination completed for RLDs in the 

discontinued section of the OB

RLD = Ultram       NDA#  20281        ☒RX or OTC

Date Checked in Orange Book#: 3/28/2024

Type of Letter:

☐APPROVAL 

TENTATIVE APPROVAL    

☒SUPPLEMENTAL AP or TA (NEW STRENGTH)

Forfeiture Information
- Confirm whether the first applicant remains eligible for 180-day 

exclusivity (i.e., that a forfeiture event under section 505(j)(5)(D)
has not occurred) and document the determination

Is a forfeiture memo needed for the first applicant: Yes No 
If yes, the date forfeiture memo was completed
Date         ANDA #   

Competitive Generic Therapy 75 Day Special Forfeiture Rule:
First Applicant:  ANDA #  
Date of Approval:  
75 Day Date:

              

180 Day Exclusivity Information
Is applicant eligible for H-W 180 day exclusivity Yes No ☒☒

Sole
Shared 

Is applicant eligible for CGT 180 day exclusivity Yes☐ No ☒☒
Sole
Shared

Is applicant blocked by a triggered CGT 180 day exclusivity
Yes☐   No ☐

If no, the date and time checked for notification of commercial 
marketing:               Date   Time:  

Comments:
BOS- Ultram, NDA 020281. Original ANDA approved 6/28/2019 for the 50 mg and 100 mg strength products. Supplement 13 
was approved 11/27/2023 for the 25 mg strength. 

S-016 submitted to ANDA 208708 on 10/20/2023 for inclusion of the 75 mg strength product. PAS was submitted with a PI 
cert. RLD is not approved for the 75 mg strength; BOS statement also included reference to a suitability petition, FDA-2021-P-
0036 that allows for filing of the 75 mg strength product. sANDA was received for review 10/20/2023. Ack letter sent 
11/16/2023.
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The RLD, Ultram NDA020281 50 mg and 100 mg strengths are currently listed in the discontinued section of the OB. The 
Agency has determined that these drug products were not withdrawn from sale for reasons of safety or effectiveness. Federal 
Register (88 FR 68623; October 4, 2023 for the 50 mg strength and 87 FR 25028; April 27, 2022 for the 100 mg strength). 

There are no patents or exclusivities listed in OB for the RLD for this strength. This sANDA is eligible for immediate AP.

180 Day/CGT Exclusivity Status/Landscape:  N/A no patents listed. Verified no CGT exclusivity is currently untriggered/running and that 
this ANDA has not requested CGT designation for this strength product. CGT was denied for S-013 (addition of the 25 mg strength 
product). 
If known, impact on pending exclusivity determinations: None per PAL
If Tentative Approval, if known, anticipated full approval date: N/A

2. Final Decision Date: 4/4/2024
Name: CAP

Verified the following:
1. Completion of the following endorsement tasks, if applicable:

a. Division of Legal and Regulatory Support Endorsement 
b. Paragraph IV Evaluation 
c. REMS Endorsement
d. Quality Endorsement 
e. Bioequivalence Endorsement 
f. Clinical-Bioequivalence Endorsement 
g. Labeling Endorsement 
h. RPM Team Leader Endorsement 

2. All applicable endorsement tasks are completed in the platform within 30 days of potential approval.
3. No updates to patents and/or exclusivities in Orange Book since the Division of Legal and Regulatory Support 

Endorsement 
4. No Reference Listed Drug updates in DARRTS since the Labeling Endorsement 
5. No new issues listed on the current version of the Policy alert list since the RPM Team Leader Endorsement 
6. No new alerts in the Submission Facility Status View since the Quality Endorsement 
7. Overall Inspection Recommendation of Approve of the current project (see screenshot below)
8. No new DMF amendments received since Quality Endorsement 
9. No new amendments received since the RPM Team Leader Endorsement

This ANDA is ready for FULL APPROVAL.

***INCLUDE SNIP OF SUBMISSION FACILITY STATUS VIEW AT THE TIME OF APPROVAL***
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(b) (4)
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Endorsement Signatures  (To be provided by endorsees in the event of Platform 
unavailability): 

 Division of Legal and Regulatory Support Endorsement   

o Sign & Date      

 Paragraph IV Evaluation   

o Sign & Date      

 REMS Endorsement   

o Sign & Date      

 Quality Endorsement   

o Sign & Date      

 Bioequivalence Endorsement   

o Sign & Date      

 Clinical-Bioequivalence Endorsement   

o Sign & Date      

 Labeling Endorsement   

o Sign & Date      

 RPM Team Leader Endorsement   

o Sign & Date      

 ORO IO Endorsement   

o Sign & Date      
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REFERENCES / ASSOCIATED DOCUMENTS 

Reference Name 

4000-LPS-041 Processing Approval and Tentative Approval of an Original ANDA 

REVISION HISTORY 

Author Role Version Change Date Summary of Changes 
Heather 
Strandberg 

Author 1.0 2014-10-01 New Form 

Kevin Denny Reviser 2.0 2017-10-03 Update form to reflect revisions to SOP 4000-LPS-041 
Processing Approval and Tentative Approval of an Original 
ANDA, Version 04 
Remove content adequately captured in the platform 
Update information captured in the Division of Legal and 
Regulatory Support Endorsement section 
Other minor administrative corrections to format and 
content 

Kevin Denny Reviser 3.0 2018-01-14 Update Final Decision section 

Joe Shin Reviser 4.0 2019-03-04 Changes made:  1) "No Relevant Patents" checkbox added 
to patent types; 2) Basis of Submission was updated to 
include (NDA#/Proprietary Name/Applicant); 3) Removed 
"(CR)" from the second checkbox in the RPM Evaluation 
section; 4) Added "Shared BE studies..." and "Shared 
Labeling..." bullets to the review date section; 5) Added a 
not applicable checkbox for the MMA question; 6) 
Sentence revised to include not applicable cases in the 
OSIS question 

John 
Ibrahim/QM 
Team 

Reviser/QM 5.0 2021-08-18  Update page 1 (revisted ANDA information section, 
RPM checklist, and discipline completion dates) 

 QM Team updated Header, document #, & title to 
conform to OGD Controlled Documents Program 
naming conventions & formatting standards 

 QM Team updated Footer to conform to ISO 8601 – 
International Time & Date Standards 
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ANDA 208708/S-016 
ACKNOWLEDGEMENT 

sANDA RECEIPT 
  
  
  
  
AdvaGen Pharma  
U.S. Agent for Rubicon Research Private Limited 
50 Millstone Road, Building 200, Suite 180 
East Windsor, NJ 08520 
Attention:  Jordan Pefley 
    
   
Dear Jordan Pefley: 
  
This is in reference to your supplemental abbreviated new drug application (sANDA) 
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act 
(FD&C Act).  The Food and Drug Administration (FDA or the Agency) has made a 
threshold determination that this sANDA is substantially complete.  This sANDA is 
received for review. 
  
NAME OF DRUG:  Tramadol Hydrochloride Tablets USP, 75 mg 
  
DATE OF APPLICATION:  October 20, 2023 
  
DATE (RECEIVED) ACCEPTABLE FOR REVIEW:  October 20, 2023 
  
Reference is made to the information request dated November 8, 2023 and to any 
amendments thereafter. 
  
This prior approval supplement is subject to the provisions of the Generic Drug User 
Fee Amendments of 2022 (GDUFA III).  The GDUFA goal date for review of this 
standard supplement is April 20, 2024.  If this standard supplement requires an 
inspection or the use of a time- and resource-intensive alternate facility assessment 
tool, the GDUFA goal date will be August 20, 2024.  Two possible goal dates are 
provided because FDA is unable to determine if a supplement requires an inspection or 
the use of a time- and resource-intensive alternate facility assessment tool at the time of 
submission.  FDA will make this determination during the assessment of the 
supplement.  For information, see FDA’s guidance for industry, ANDA Submissions – 
Amendments to Abbreviated New Drug Applications Under GDUFA.     
  
GDUFA III provides important program enhancements that are designed to improve the 
predictability and transparency of ANDA assessments and to minimize the number of 
review cycles necessary for approval, including fostering the development of high-
quality applications.  While FDA will communicate deficiencies identified during our 
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assessment of your application, it is each applicant’s responsibility to submit and 
maintain a high-quality application that FDA can approve.  To this end, you should 
ensure your application addresses any changes to the reference listed drug (RLD) that 
occur after the submission of your ANDA, such as changes in labeling, patent or 
exclusivity information, or marketing status.  You should also ensure your application 
stays up to date with the Agency’s current recommendations on demonstrating 
bioequivalence reflected in relevant product specific guidances.   
  
For additional information about supplements, please refer to the guidance for industry 
ANDA Submissions – Prior Approval Supplements Under GDUFA available on FDA’s 
website.1 
  
As described in the draft guidance for industry, Cover Letter Attachments for Controlled 
Correspondences and ANDA Submissions, FDA recommends that you include the 
appropriate attachment(s) along with the cover letter for your submission to help FDA 
ensure that your submission is properly triaged and assigned to the appropriate 
assessors.  This will also ensure that submissions are effectively managed by FDA and 
acted upon within the performance review goal dates set by the Generic Drug User Fee 
Amendments. 
  
Please identify any related communications with the ANDA number referenced above.  
If you have any questions, contact Erin Lee, Regulatory Project Manager, at 
erin.lee@fda.hhs.gov2 or (240) 402 - 8988.  We also recommend that you sign up for  
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Generic Drug e-mail updates,3 which provide updates and information generally related 
to generic drug regulation. 
  

Sincerely, 
  
{See appended electronic signature page} 
  
Ilinca Duveau, Pharm.D. 
Team Leader 
Division of Filing Review 
Office of Regulatory Operations 
Office of Generic Drugs 

  
  
    

1 We update guidances periodically. To make sure you have the most recent version of a guidance, 
check the FDA Drugs guidance Website at 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  

2 A secure email address is recommended for applicants to utilize when communicating with the Agency.  
If you have not already established a secure email with FDA, you may send a request for a secure 
email address to SecureEmail@fda.hhs.gov.  Please note that secure email may not be used for formal 
regulatory submissions to applications.  Formal regulatory submissions must be submitted according to 
FDA regulations and current guidances. 

3 See FDA’s Subscription Management Center at https://www.fda.gov/about-fda/contact-fda/get-email-
updates 

  



Ilinca
Duveau

Digitally signed by Ilinca Duveau
Date: 11/16/2023 10:56:34AM
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