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Scenario 
Those attending the meetings are: 

• Steve Smith 
• Karen Johnson 
• Greg Edwards 
• Kathy Williams 
• Jason Woo (Appears for FDA Insight) 

Smith: Alright, I need to bring everyone’s attention to the next order of business. The FDA has taken 
another action to remove unapproved drugs from the marketplace. We need to know what impact this 
initiative might have on our business.  Listen, I know of several firms that have already received warning 
letters, and one had their product seized. I have two questions. One, do we have any unapproved 
marketed drugs? And, if we do, what are we going to do about it?  

Williams: Well, I have looked at our portfolio and there is one product. It’s an older prescription pain 
medication. I mean, it’s been around for years and it’s been marketed without approval.  

Johnson:  Well, let’s get it approved.  

Edwards:  Hold on, let’s think about this for a minute. The active ingredient has already been approved 
by the FDA. I know of other drug products that are being marketed without approval.  So, what are the 
advantages of even having FDA approval?  

Woo:  Just because your drug’s active ingredients are in a product approved by the FDA for another firm 
doesn’t mean it is OK for you to market your product---or that it is safe!  Generally, for a drug to be 
marketed legally it must either get FDA approval, or comply with an OTC drug monograph. The FDA’s 
drug approval process provides a review of product-specific information that is critical to ensuring the 
safety and efficacy of each particular finished drug product.  Unapproved drug products have not 
received the rigorous scientific evaluation that occurs during the drug approval process.  Therefore, they 
may not meet modern standards for evidence supporting their safety and effectiveness.  Also, there is a 
manufacturing process along with information that demonstrates the manufacturer can reliably produce 
the drug to the expected level of identity, strength, quality, and purity.  The advantage of FDA approval 
is knowing that you are providing a safe and effective product to the consumers who rely on it.   

Johnson: Obtaining FDA approval is very important; we have thousands of people taking our drug.  I 
believe we owe it to those that are taking our products, and I believe we owe it to our business.  

Williams:  Well, look Karen I understand your concern, but frankly, I don’t think we should spend the 
money on getting the drug approved.   

Smith:  Kathy, tell us why you think that.  

Williams: The drug has been on the market for years. I just don’t think we should spend our resources to 
get the approval.  
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Woo:  There are costs associated with going through the drug approval process.  However, it is 
important to realize the consequences of choosing not to go through the approval process.  Without 
formal approval by the FDA your firm could be required to take your drug off the market and thus 
significantly impact your business.   In the last several years, FDA has taken action against about 500 
unapproved drug products.  Unapproved drugs raise significant safety concerns for the FDA and remain 
an enforcement priority for the Agency.  Firms should work proactively to get FDA approval.   

Johnson:  It would be awful to have our drug removed from the market. Can you imagine the impact on 
the company? I know it’s a large expense upfront, but in the end, I believe it will be worth it. It’s the 
right thing to do.  

Smith: You know, I agree with you Karen. It’s important that we remain in good standing and compliant 
with the FDA’s requests. A lot of people do use this drug, and we have got to do the right thing. You 
know, in the long run, it will probably end up saving us money if we seek approval. My only concern now 
is that process is lengthy and cumbersome. Do we have the resources?  

Woo: The drug approval process does take some time, but the FDA has worked diligently to streamline 
the process in order to allow companies to get their approved drugs to market, while maintaining the 
standards necessary to protect public health.  All information on the drug approval process and related 
forms are available on the FDA’s website.  There is also a WebLearn course that will guide firms through 
the process and provide them with important FDA resources.  FDA has established this WebLearn course 
to help those marketing unapproved drug products to understand the application process and 
regulations so they may bring their products into compliance.   

Williams:  Karen, after hearing your points, I think you’re right.  You know, if we’re going to provide this 
drug, then I think we need to do it the right way.  You know, this company was built on the principal that 
we should always strive to be socially responsible, and THIS is the responsible thing to do. I’ll go to the 
FDAwebsite and start on the WebLearn course.   

Introduction 
Hello, and welcome to CDER's Bringing an Unapproved Drug into Compliance educational presentation. 
My name is Maria Aselage, and I am here to walk you through the fundamentals of the FDA drug 
approval process. 

We hope that you will take the time to go through each of the topics, use the resources tab to access 
specific information and instructions about the drug approval process, and more importantly, refer back 
to this training any time you have a question or concern about how to obtain FDA approval for 
manufactured drugs. 

The primary goal of the Bringing an Unapproved Drug into Compliance training is to engage 
manufacturers of drugs marketed without FDA approval or compliance with an OTC monograph. We 
then would like to explain the FDA's policies and practices regarding marketed unapproved drugs, and 
finally, we want to help you take the appropriate steps to get your product through the approval 
process. 
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Once you have completed this training activity, you should be able to: 

• explain the difference between GRASE, grandfathered, and DESI-pending products; 
• describe three pathways for obtaining FDA approval for a drug product; 
• and identify the appropriate points of contact within FDA to help with your drug application and 

approval process. 

Commitment to Drug Safety 
FDA's Unapproved Drugs Initiative is an integral part of our overarching commitment to drug safety. 

Unapproved drugs pose significant concerns for public health, mainly because they have not been 
demonstrated to meet modern standards for safety, efficacy, quality, and labeling. The Unapproved 
Drugs Initiative is an effort to ensure that ALL marketed drugs adhere to those same modern standards. 

By one estimate, two percent of all prescriptions written in this country are filled with unapproved drug 
products. Many over-the-counter drugs reaching retail shelves are also unapproved or fail to meet the 
requirements outlined in OTC monographs established by FDA. Since the Unapproved Drugs Initiative 
was announced in 2006, many companies have asked FDA how to get their unapproved products 
approved by the FDA. 

Please explore this training to learn about the pathways to obtaining FDA approval for your products. 

The FDA has serious concerns that drugs marketed without required FDA approval may not meet 
modern standards for safety, effectiveness, manufacturing quality, and labeling. The FDA drug approval 
process provides a review of product-specific information that is critical to ensuring the safety and 
efficacy of a drug product. For instance, an applicant must demonstrate that their manufacturing 
processes can reliably produce drug products of expected identity, strength, quality, and purity. Further, 
FDA's review of the applicant's labeling ensures that health care professionals and patients have the 
information necessary to understand a drug product's risks and benefits, as well as how to use the drug 
safely and effectively. 

Unapproved drugs that are marketed challenge the integrity and authority of the prescription and OTC 
drug approval system. For one, these products reduce incentives for other companies to conduct 
research to prove safety and effectiveness of their compound. By failing to go through the approval 
process, unapproved drugs compete unfairly with approved drugs or drugs covered by a finalized OTC 
monograph. 

History of Drug Approval 
To better understand the importance of FDA drug approval as well as the process for seeking approval, it 
is helpful to learn the background and definitions of FDA regulation of drugs. I will briefly explain how 
the legal framework for drug approval has changed over time, and will define some commonly 
misunderstood terms that have been part of those changes. 
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For a variety of historical reasons, some drugs, mostly older products, continue to be marketed illegally 
in the United States without the required FDA approval. This problem has evolved into an even bigger 
problem as the country's drug approval laws have changed. 

1906 Law 
In the United States, the first law providing government oversight of drugs was enacted in 1906. This law 
required that drugs meet certain standards for strength and purity, but not for safety or effectiveness. 

1938 FDCA 
The concepts of safety and effectiveness became more pertinent with later legislation. In fact, it wasn't 
until 1938, when Congress passed the first Federal Food, Drug, and Cosmetic Act (also known as the 
Act), that drug manufacturers were required to prove that a new drug was safe for use in humans. 
Although safety was of utmost importance, there were still instances when safety studies were not 
required for drugs. 

Specifically, the obligation to prove a drug's safety did not apply to a drug that was generally recognized 
as safe (or GRAS drugs). GRAS drugs were excluded from the legal definition of a new drug. In addition, 
the 1938 FDCA also "grandfathered" some drugs that were already available at that time. If a drug was 
grandfathered, this drug did not have to be proven safe under the new standard. Also, some new drugs 
that were considered identical, related, or similar (also known as IRS) to drugs already approved were 
not tested under this standard. 

1962 Amendment 
In 1962, the law changed again, and drug manufacturers were required to prove, prior to marketing, 
that their drugs were both safe and effective. The 1962 changes to the law did not apply to drugs that 
were generally recognized as safe and effective GRASE; this is in contrast to GRAS drugs. In other words, 
GRASE drugs were excluded from the legal definition of a "new drug." It also did not apply to 
"grandfathered" drugs that were already available, provided they met certain conditions. 

The 1962 law also required that FDA evaluate the safety and the effectiveness of new drugs marketed 
between 1938 and 1962. That is, the 1962 amendment required that FDA reevaluate all drugs approved 
based on the criteria of safety only. This evaluation process was called the Drug Efficacy Study 
Implementation (also known as DESI) review. The drugs that fell under this review were referred to as 
"DESI drugs." Drugs that are IRS to ones FDA reviewed for safety are called DESI IRS drugs, but 
sometimes people do refer to them simply as "DESI" drugs. 

Under the DESI review, if a drug was classified as ineffective, that drug and all products IRS to it were 
classified as unapproved drugs that could not be marketed. If a DESI drug was found to be effective, FDA 
would still declare it a "new drug" and require a manufacturer to apply for FDA approval as a condition 
of continued marketing. Marketing a drug in either group - ineffective or effective - without an approved 
application would subject the marketer to enforcement action. Too often, people mistakenly think that 
because a product is a DESI drug or an "old drug," it does not need FDA's prior approval prior to 
marketing. This is inaccurate. 
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Most DESI drugs are prescription products, but the DESI program did involve some OTC products, too. In 
fact, around 400 drugs evaluated under the DESI program were being marketed over-the-counter. Most 
of the OTC drug products in the DESI study were turned over to the OTC Drug Review. Some of the initial 
findings were published in Federal Register notices on and after April 20, 1972. The Status of OTC drugs 
previously reviewed under DESI is discussed in 21 CFR 330.12. 

Summary 
To summarize, for a drug to be marketed legally, it must either get FDA approval, or comply with an OTC 
drug monograph, unless the drug is GRASE, or grandfathered, or pending a final DESI finding on whether 
the drug is effective; or is covered by the FDA's OTC Drug Review and its OTC drug monograph is 
pending. 

Remember, GRASE refers to a drug that is generally recognized as safe and effective. 

This is not an easy standard to meet. First, a drug product must have been subjected to adequate and 
well controlled clinical investigations that establish its safety and efficacy. Second, those investigations 
must have been published in the scientific literature so that they are available to qualified experts. 
Third, experts must generally agree, based on those published studies, that the product is safe and 
effective for its intended uses. A product's general recognition as safe and effective must be 
demonstrated by at least the same quality and quantity of data necessary to support FDA approval for 
marketing. 

Grandfathered refers to an exception which only applies to drugs that were already available when the 
1938 and 1962 laws were passed, and only if there has been no change in the drug or its labeling since 
that time. If a firm claims that its product is grandfathered, it is that firm's burden to prove that 
assertion. FDA does not consider a drug to be grandfathered if there has been any change in, for 
example, the formulation, dosage form, potency, route of administration, indication, or intended 
treatment patient population. Current regulations specify the kinds of information, labeling, and data 
that are necessary to demonstrate exemption from the new drug application process under these 
"grandfathered" provisions. (see 21 U.S.C. 321(p)) 

To be covered by FDA's OTC Drug Review, a product's formulation, labeling, dosage form, and method of 
application must have existed in a commercially marketed OTC drug in the United States on or before 
the inception of the OTC Drug Review. The OTC Drug Review began on May 11, 1972. Most OTC drugs 
covered by that review are the subject of a final monograph, a final rule, or  pending OTC drug 
monograph. 

The FDA believes it is not likely that any currently marketed drug product is grandfathered or is 
otherwise not a new drug. However, the FDA recognizes that it is at least theoretically possible. In light 
of the strict standards governing exceptions to the approval process, it would be prudent for firms 
marketing unapproved products to carefully assess whether their products meet these standards. 

Whether the unapproved drug existed before 1938, or is a more recent addition to the market, the lack 
of evidence demonstrating that these unapproved drugs are safe and effective is a significant public 
health concern. 
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Knowledge Check 
True or False: 

DESI drugs found to be effective do not require FDA approved applications to be legally marketed. 

Answer:  False.  DESI and IRS products that are found to be effective are still considered new drugs and 
require approved applications prior to marketing. 

Approval Pathways 
Now let's look at the pathways for which you can demonstrate the safety and effectiveness of your 
products and legally market them. The FDA's evidence-based system of drug approval and the Over-the-
Counter (also known as OTC) monograph system play essential roles in ensuring that all drugs used by 
the American public are both safe and effective. It is the responsibility of the company to follow the 
appropriate approval pathway when seeking to market a drug to the American public. Once an 
application for marketing is sent to FDA, a multidisciplinary team of physicians, statisticians, chemists, 
pharmacologists, and other scientists within the Center for Drug Evaluation and Research (also known as 
CDER) will review the application and make a determination on whether to approve or not approve the 
drug. 

The FDA is committed to facilitating voluntary compliance by firms that market and distribute 
unapproved drugs. The FDA-approved pathways a firm can take to legally market drugs are: 

• The Abbreviated New Drug Application (ANDA), 
• The New Drug Application (NDA), 
• Or an Over-the-Counter (OTC) Monograph. 

Approved NDAs or ANDAs are listed in FDA's publication, Approved Drug Products with Therapeutic 
Equivalence Evaluations. We commonly refer to this resource book as the Orange Book. The Orange 
Book is actually not a book any longer. Rather, the Orange Book is a web-based list that can be accessed 
at the CDER website. . This electronic Orange Book allows you to search a number of fields, including the 
active ingredient and the proprietary name or trade name of a drug product. Approved products will 
have an application number listed in the application number ('Appl No') field in your search results. 

The electronic Orange Book is updated monthly with most new entries. New generic drug approvals 
(ANDAs), however, are updated daily. 

ANDA 
An Abbreviated New Drug Application, or (ANDA), contains data that provide for the review and 
ultimate approval of a generic drug product. Once approved, an applicant may manufacture and market 
the generic drug product. 

The primary requirement for a drug to be eligible to get approval based on an ANDA is that the drug has 
to have the same active ingredient or ingredients, route of administration, dosage form, strength, and 
conditions of use as a drug that FDA has already approved, referred to as the "reference listed drug."  
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Reference listed drugs are identified by FDA in the Orange Book for generic companies to use a standard 
for comparison for their proposed product. Every generic product must have a listed reference drug. 
When we approve generic products, we rely on the findings of safety and efficacy for the particular 
reference drug as part of the basis for approving a generic drug. 

NDA 
A New Drug Application, or NDA, is required if the product does not already have an NDA or ANDA 
approval, and the drug is NOT being reviewed under the OTC Drug Review System. The Office of New 
Drugs is responsible for the oversight of investigational new drugs and for the approval decisions on new 
drug applications. 

OTC Monograph 
To understand the OTC Monograph, we need to look at the OTC Drug Review. Let's go back to 1972, 
when it began, and understand that in the early 1970s there were anywhere from 100,000 to 500,000 
marketed OTC products. Based on these numbers, it was not feasible to do a product-by-product 
review. Although there were a large number of OTC products available, FDA estimated that these 
products contained as few as 200 active ingredients. Further, there were only approximately 26 OTC 
drug categories. So, the idea was to perform a safety and effectiveness review of the active ingredients 
per OTC drug category and create monographs for each drug category. OTC monographs are developed 
through the OTC Drug Review. Each OTC monograph, again representing an OTC drug category, is 
developed through a three-step public rulemaking process. The monographs establish conditions under 
which certain OTC drug products are generally recognized as safe and effective (GRASE). For further 
information on this three-step public rulemaking process, please refer to the Resources tab in this 
module. 

Knowledge Check 
True or False: 

The primary requirement for a drug to be eligible to get approval based on an ANDA is that the drug has 
to have the same active ingredient or ingredients, but route of administration, dosage form, strength, 
and conditions of use as a reference listed drug may be different.   

Answer: False. The primary requirement for a drug to be eligible to get approval based on an ANDA  is 
that the drug has to have the same active ingredient or ingredients, route of administration, dosage 
form, strength, and conditions of use as a drug that FDA has already approved, referred to as the 
“reference listed drug,” or (RLD).   

Decision Tree 
The FDA has created a decision tree to help guide you through the approval process. We will walk step-
by-step through the tree to understand how a given approval pathway leads to obtaining approval for a 
drug. Notice, the tree has three major branches: one to help you determine if an ANDA is required, one 
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for determining if the drug should seek an OTC Monograph, and another for carrying you through the 
NDA process. 

The OTC pathway is depicted in the middle yellow column and the bottom left yellow diamond and oval 
of the decision tree. 

This decision tree presents you with an overview on how marketed unapproved drugs may comply with 
requirements under the Federal Food, Drug, and Cosmetic Act. Use this decision tree as a guide through 
the steps needed to legally market a product within the United States. Note that with any particular 
drug product, there may be variations and additional relevant factors. For instance, when a drug 
contains more than one active ingredient, each ingredient, as well as the combination as a whole, will 
need to be addressed. Additional resources are provided for you in the 'Resources' tab of this module. 

Orange Book 
We are going to start by asking, "Is the active ingredient in an approved NDA or ANDA listed in the 
Orange Book?" Remember, the Orange Book lists all approved NDAs or ANDAs and is updated monthly. 
ANDAs, however, are updated daily.  

If the active ingredient does NOT have an approved NDA or ANDA listed in the Orange Book then, 
following the decision tree, you would need to see if it is under the OTC Drug Review System. We will 
address the OTC Drug Review System later. 

If the active ingredient DOES have an NDA or ANDA listed in the Orange Book, you will need to 
determine if there is anything different (for example, indication, strength, dosage form, route of 
administration) about your product. 

If there is NOT anything different with your product, then you should seek to have the product approved 
through the ANDA process. 

ANDA Key Points 
Remember, an Abbreviated New Drug Application contains data that provide for the review and 
ultimate approval of a generic drug product. Once approved, an applicant may manufacture and market 
the generic drug product. 

The primary requirement for a drug to be eligible to get approval based on an ANDA is that the drug has 
to have the same active ingredient or ingredients, route of administration, dosage form, strength, and 
conditions of use as a drug that FDA has already approved, or a "reference listed drug" (RLD). 

Every generic product must have a listed reference drug. When we approve generic products, we rely on 
the findings of safety and efficacy for the particular reference drug as part of the basis for approving a 
generic drug. 

Reference Listed Drug 
Now, what is and how do you find information on a Reference Listed Drug? FDA identifies a Reference 
Listed Drug as an approved product that an applicant can use as a standard for comparison when 
seeking ANDA approval. 
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FDA has identified in the electronic Orange Book, those Reference Listed Drugs in which the in vivo 
bioequivalence and, in some instances, the in vitro bioequivalence of the applicant's product is 
compared. 

A reference listed drug in the electronic Orange Book is denoted by "YES" in the Reference Listed Drug 
(RLD) column. By designating a single reference listed drug as the standard to which all generic versions 
must be shown to be bioequivalent, FDA hopes to avoid variations among generic drugs and their 
respective brand name counterparts. Significant variations could result if generic drugs within a drug 
class were all based on comparisons with different standard reference drugs. 

Patent Exclusivity 
Another issue to be aware of when seeking approval through an ANDA is patent exclusivity. If you 
submit an ANDA, the application must contain a patent certification. The Federal Food, Drug, and 
Cosmetic Act requires that ANDAs contain a certification to each patent listed in the Orange Book. Only 
patents listed in the Orange Book need to be addressed in the ANDA. 

Some drug products may have other patents that do not have to be listed in the Orange Book. But this 
doesn't absolve you from complying with any limits associated with those patents. It just means that you 
don't have to put a certification into the Office of Generic Drugs for patents not listed in the Orange 
Book. Please refer to the Resources tab for more information on patent exclusivity. 

Suitability Petition 
Now, back to the Unapproved Drug Decision Tree. If there is anything different (for example, indication, 
strength, dosage form, route of administration, etc.) from the approved NDA or ANDA, then either an 
NDA is required, OR it may still be possible to get approval of an ANDA with an acceptable Suitability 
Petition. 

A suitability petition is a request to FDA to submit an ANDA for a product that varies from a Reference 
Listed Drug in route of administration, dosage form, strength, or there is substitution of one active 
ingredient with another active ingredient of the same pharmacological class in a combination product. 
Well documented evidence of the general acceptance that the ingredients to be substituted for each 
other are interchangeable and have known equipotent doses is necessary. Please take note that except 
for changes in strength, suitability petitions are subject to "The Pediatric Research Equity Act of 2007" 
(PREA) Section 505(B) of the Federal Food, Drug, and Cosmetic Act. If pediatric studies are required, 
then the suitability petitions are denied. 

You can submit a suitability petition if one of the following circumstances applies: 

• Change in Route of Administration - Although a change in route is eligible for submission under 
the Federal Food, Drug, and Cosmetic Act, this provision is rarely invoked because normally 
clinical studies would be required for a change in route of administration. 

• Change in Dosage Form - If there is a Reference Listed Drug in tablet form and you want to put it 
in a capsule form. Note a limitation where changes from immediate release to extended-release 
should be submitted as a 505(b)(2). 
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• Change in Dosage Strength - For example, there might be a reference-listed drug in 50 mg and 
100 mg strengths and you want to make a 75 mg dosage strength to allow people to titrate the 
drug easier. The labeling of the reference listed drug must support the change in strength. 

Note that if a suitability petition does not fit your situation, but you want to rely on studies of another 
drug, submitting a 505(b)(2) NDA might be another option. We discuss 505(b)(2) NDAs later, and you 
can also get more information in the 505(b)(2) Draft Guidance for Industry. 

So that sums up the ANDA decision process. Later, we will discuss some tips for getting started with the 
office that reviews ANDA applications, the Office of Generic Drugs. 

Knowledge Check 
A Suitability Petition that requests an ANDA for a product may be submitted if your drug product varies 
from a reference listed drug in which of the following ways: 

A. Change in route of administration 
B. Change in dosage form 
C. Change in dosage strength 
D. Substitution of one active ingredient with another active ingredient of the same pharmacologic 

class in a combination product 
E. A, B, and C only 
F. Any of the above 

Answer:  F.  Any of the above. 

NDA Key Points 
Now let's look at the New Drug Application, or NDANDA) section of the unapproved drug decision tree. 
We are speaking of the section on the right side of the decision tree that is colored in green. 

If the active ingredient in your product does not already have an NDA or ANDA approval, and your drug 
is NOT being reviewed under the OTC Drug Review System, then you will likely need to submit an NDA. 
The Office of New Drugs is responsible for the oversight of investigational new drugs. This office is also 
responsible for the approval decisions on new drug applications. 

Reviewed Under DESI? 
So, the next question to ask is, "Was the active ingredient in your drug product reviewed under DESI?" 
You recall earlier that we defined DESI drugs as drugs that entered the market between 1938 and 1962 
that were approved for safety, but not effectiveness. 

If the active ingredient in your drug product was not reviewed under DESI, then an NDA is required for 
marketing approval within the United States. We will discuss that process in a few moments. 

If your drug was reviewed under DESI, then ask yourself, "Was the active ingredient found effective for 
any indication?" 
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If the ingredient has been found effective for any indication and the product is identical to the DESI 
ingredient, then an ANDA is required. If the product is related or similar to the DESI ingredient, but not 
identical, then an NDA is required. 

Efficacy 
Alternatively, if the ingredient was found not to be effective for any indication, the next question to ask 
would be, "Was there a final determination that the ingredient is ineffective for the indication for which 
it is offered?" If the answer is yes, then an NDA is required. 

If there was no determination that your active ingredient was ineffective for the indication for which it 
was offered, the next question to ask would be, "Is the product identical in strength, dosage form, and 
route of administration to a product named in a pending DESI notice?" 

If it is not, then a new drug application (NDA) is required. 

Notice of Opportunity Hearing (NOOH) 
If the answer to the question "Is the product identical in strength, dosage form, and route of 
administration to a product named in a pending DESI notice?" is yes, then your product is subject to a 
pending DESI Notice of Opportunity Hearing (NOOH) and may be marketed until the final DESI notice is 
published. 

505(b)(1) 
Now let's review what to do if the decision tree has pointed you to requiring an NDA. 

All NDAs are approved under section 505(b) of the Federal Food, Drug and Cosmetic Act. There are, 
however, two different types of NDAs, a 505(b)(1) or a 505(b)(2) application. It is important to note that 
the standard for approval, substantial evidence of safety and effectiveness, is the same regardless of 
which NDA path you follow. That is, the approval standard is the same whether you are submitting a 
505(b)(1) or a 505(b)(2) application. However, there are differences in the source of the data used in 
these applications. 

A 505(b)(1) NDA application is an application for which you either have right of reference to the data or 
the data are owned by you. For instance, you may have performed the studies yourself or purchased 
data generated by studies conducted by contract research organizations. 

505(b)(2) 
A 505(b)(2) application is an application for which you relied upon information which you do not own or 
have right of reference to, including published literature. 

In this context, 505(b)(2) applications are often submitted as changes to already approved products. 
These products can also be submitted as 505(b)(2) for changes in dosage, dosage form, formulation, 
strength, route of administration, dosing regimen, indication, and/or active ingredients, such as  
different salt. It is important to note that if you have a different salt than one that is already marketed, it 
cannot be submitted as a generic product. It must be submitted through the 505(b)(2) new drug 
application route. 
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If you substitute an unapproved active ingredient for another ingredient, then the product has to be 
submitted for approval using the NDA process. In addition, the combination of two previously approved 
products into a single product must also be submitted through the NDA process. 

What is unique about a 505(b)(2) submission? You can use this pathway to rely on general information 
such as non-product specific published literature. In this application, you can also rely upon FDA's 
previous finding of safety and effectiveness for a previously approved product. If you choose to rely on 
something that we have already approved, you have to submit a scientific bridge to an already approved 
product. Generally this is done by submitting data showing your product's bioequivalence or 
bioavailability to the already approved product. It also requires patent certifications and statements---
details of which can be found in the Resources tab of this module. 

Summary 
In summary, for an application for an unapproved drug to get approved, FDA needs to determine 
whether the product has demonstrated safety and efficacy. This assessment may be formed by findings 
from previously approved products with that drug substance and/or literature. However, if questions 
and unknowns about safety or efficacy remain for the product, the applicant may need to provide new 
data. 

Knowledge Check 
True or False:   

An approved application is required for an active ingredient for which there has been a DESI 
determination that the ingredient is effective for the indication for which it is intended. 

Answer:  True. 

Case Study 
Let's take a look at two cases in which approval was obtained through the New Drug Application 
process. Select the link at the left to view the cases. 

Morphine Sulfate Case 
Maria: Numerous unapproved narcotic analgesics are currently marketed, many under the mistaken 
belief that as very old products, it was not necessary for applications to be submitted for review to 
support their continued marketing.   

Dr. Hertz will discuss two products, morphine sulfate oral solution and morphine sulfate oral tablets, 
that were previously marketed unapproved products, but recently went through the New Drug 
Application (or NDA) process and were approved! 

Maria: Dr. Hertz, what was the regulatory route of approval for these NDAs? 

Dr. Hertz: These NDAs were submitted under section 505(b)(2) of the FD&C Act. A 505(b)(2) application 
is one for which one or more of the investigations relied upon by the applicant for approval “were not 
conducted by or for the applicant and for which the applicant has not obtained a right of reference or 
use from the person by or for whom the investigations were conducted.” 
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Maria: What data were submitted for these NDAs? 

Dr. Hertz: In this circumstance, the applicant submitted findings from three clinical pharmacology trials. 
In addition, they submitted information from published, peer-reviewed literature, and relied on the 
Agency’s previous finding of efficacy and safety for morphine sulfate for two referenced products: 

• Avinza, modified-release morphine sulfate; NDA 21-260, approved in 2002, and 
• Duramorph, morphine sulfate injection; NDA 18-565, approved in 1984 

Maria: Were nonclinical studies or clinical efficacy and safety trials required to support these NDAs? 

Dr. Hertz: No. New nonclinical studies were not required in support of this application and the NDAs 
required no new clinical efficacy or safety trials. 

Maria: So for these products, there was clear evidence of efficacy and safety based on the Agency’s 
prior findings from other approved products. What was the main focus of these 505(b)(2) applications, 
then?   

Dr. Hertz: The main focus of the applications were: 

• Chemistry, manufacturing and controls information, and  
• The individual products’ pharmacokinetic characteristics and how these relate to the products 

referenced in the NDA. It was important for the sponsor to show the relative bioavailability of 
their products to the referenced products in order to provide a scientific link for relying on the 
Agency’s prior findings of efficacy and safety. 

Maria: Dr. Hertz, tell us something about the chemistry, manufacturing, and controls information in 
these NDAs. 

Dr. Hertz: The review of the drug substance was based on the Drug Master File (DMF) submitted by the 
supplier. Qualification thresholds for impurities in a drug substance were met and facility inspections 
were completed and found to be acceptable for both applications. 

Maria: Were there chemistry, manufacturing, and controls issues that needed to be addressed during 
the NDA review process? 

Dr. Hertz: Yes. These were important to address in order to be sure that the products were of consistent 
and reproducible high quality throughout their period of expiry. For Morphine Sulfate Oral Solution 
(NDA 22-195), letters and information requests were sent to the application holder to clarify several 
issues, including degradation of morphine sulfate when exposed to light.  The applicant provided data 
that supported the adequacy of the bottle packages with regard to light.   

Stability data supported the expiration date, and microbiology consultations found the product to be 
acceptable. 

To minimize the risk for variability in dosing, the applicant was asked to add a dosage mechanism with 
the packaging of the 100-ml and 500-ml filled multi-use bottles. A dosing cup with graduation marks was 
proposed by the applicant and accepted. 
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For Morphine Sulfate Tablets (NDA 22-207), FDA requested additional information on the drug 
substance and drug product specifications and proposed expiry. The applicant provided this information 
and addressed these comments adequately. 

Maria: Dr. Hertz, you noted that no new nonclinical studies were necessary to support this 505(b)(2) 
NDA. Were there nonclinical issues that arose during the review process? 

Dr. Hertz: Concern about the potential toxicity of a minor metabolite was raised during review of the 
application.  However, the Agency was able to rely on the knowledge gained from the drug’s extensive 
clinical use to avoid requesting additional data.  

Maria: Dr. Hertz, tell us about the clinical pharmacology trials that were conducted to support the 
application. 

Dr. Hertz: As I mentioned previously, there were three clinical pharmacology trials conducted in support 
of these applications. 

The first trial was a single-dose trial evaluating the absolute bioavailability of 30 mg of the morphine 
sulfate 10 mg/5ml oral solution, a 30 mg tablet and 10 mg of intravenous Duramorph, the parenteral 
morphine sulfate referenced by the applicant.  It was conducted in seventeen normal healthy 
volunteers. Results of the study were adequate to support the scientific link to the reference product. 
The second trial was a multiple-dose trial evaluating the steady-state pharmacokinetic characteristics of 
30 mg of 10 mg/5 ml morphine sulfate oral solution, 30 mg of morphine sulfate tablet, and 120 mg of 
Avinza, the modified-release oral morphine tablet referenced by the applicant.  Twenty-seven normal 
healthy volunteers were enrolled in this trial. Results of the study were adequate to support the scientific 
link to the reference product.  

 The third trial was a single-dose trial evaluating dose proportionality between the 15 mg and 30 mg oral 
tablets and the effect of food on the pharmacokinetics of a 30 mg tablet. It was conducted in thirty-two 
normal healthy volunteers. Results of the trial provided necessary information about the 
pharmacokinetic characteristics of the product.  

Maria: Were trials in special populations or drug-drug interaction trials required to support approval of 
these applications? 

Dr. Hertz: No, trials of special populations or drug-drug interactions were not necessary.  The applicant 
referenced the Agency’s findings of efficacy and safety for the two approved products. 

Maria: What about children? How did the applicant meet the requirements of the Pediatric Research 
Equity Act? 

Dr. Hertz: The Sponsor requested a deferral of pediatric studies in patients aged 3-17 and a waiver for 
studies in patients less than 3 years.  Because pediatric patients have very different maturation of 
metabolic pathways as compared to adults, and their central nervous system is still developing, a waiver 
was not granted.  A deferral, however, was granted for birth to 17 years of age as not to hold up approval 
of these products in adults.  

Maria: In summary, Dr. Hertz, what was particularly notable about these NDAs? 
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Dr. Hertz: The efficacy and safety for these immediate-release oral morphine products was supported by 
the Agency’s prior findings of efficacy and safety for the two reference products.  The applicant provided 
support for the use of the referenced products through relative bioavailability studies and no new 
nonclinical trials or clinical efficacy or safety trials were conducted or submitted in support of these 
applications.   

Maria: Thank you Dr. Hertz for explaining how morphine sulfate oral solution and morphine sulfate oral 
tablets gained FDA approval.  Please stay tuned to learn about how Mucinex gained FDA approval for 
their extended-release product.  

Mucinex Case 
Maria: One extended-release guaifenesin product that was previously marketed as unapproved sought 
approval through the New Drug Application (NDA) process and was approved. Dr. Lee will discuss how 
the applicant supported the safety and efficacy of their extended-release product with a 
bioavailability/bioequivalence approach using an OTC monograph cough and cold expectorant as the 
reference drug product. 

Dr. Lee, what was the regulatory route of approval for this NDA? 

Dr. Lee: This was a 505(b)(2) NDA, like the morphine applications we discussed earlier.  

Maria: What data were submitted for this NDA? 

Dr. Lee: The applicant relied on findings from two pivotal clinical pharmacology studies, a review of 
spontaneous postmarketing adverse event reports from the FDA AERS database, and a review of the 
medical literature for this 505(b)(2) application. The applicant’s drug development program relied on a 
comparison of the bioavailability and assessment of bioequivalence of their proposed drug product with 
OTC monograph doses of immediate release guaifenesin.  The reference product for the clinical 
pharmacology trials was a marketed OTC monograph immediate release guaifenesin tablet. 

Guaifenesin is considered to be generally recognized as safe and effective as an expectorant in adults 
and children 12 years of age and older at 200 to 400 mg every 4 hours, not to exceed 2400 mg in 24 
hours.  

Maria: Were nonclinical studies or clinical efficacy and safety trials required to support this NDA? 

Dr. Lee: No. New nonclinical studies and new clinical efficacy and safety studies were not required to 
support the application. 

Maria: So for these products, there was clear evidence of efficacy and safety based on the Agency’s 
prior findings as noted in the OTC monograph. What was the main focus of this 505(b)(2) application, 
then?   

Dr. Lee: This application focused on: 

• Chemistry, manufacturing and controls information, and  
• A comparison of the products pharmacokinetic characteristics with those of the OTC monograph 

reference product. 
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Maria: Dr. Lee, were there additional chemistry, manufacturing, and controls information submitted 
during the review of this NDA? 

Dr. Lee: The review division identified areas in the CMC section of the application where additional 
information and clarification were necessary. The review division requested tightened acceptance 
criteria, dissolution specifications, and additional stability information for the drug product. The 
applicant provided these data, which were found to be acceptable. 

Maria: Dr. Lee, you noted that no new nonclinical studies were necessary to support this 505(b)(2) NDA. 
Why was that the case? 

Dr. Lee: No new nonclinical studies were conducted in support of this 505(b)(2) application because the 
amount of guaifenesin provided by the proposed products over the 12 hour dosing interval was the 
same as that provided by immediate release guaifenesin at the OTC monograph-specified frequency and 
doses. Proposed labeling was consistent with that specified by the OTC monograph. 

Maria: Dr. Lee, tell us about the clinical pharmacology studies that were conducted to support the 
application. 

Dr. Lee: There were two pivotal clinical pharmacology studies that supported this application. 

The first study was a single- and multiple-dose comparative bioavailability study of the proposed 1200 
mg extended-release tablet dosed every 12 hours compared with two 200 mg immediate release 
guaifenesin tablets dosed every 4 hours. A total of 26 normal healthy subjects received 11 doses of 
study treatment over 6 days. The results of this study supported the safety and efficacy of the 
applicant’s products.  

The second trial was a single-dose, dose proportionality and food effect bioavailability study of the 
proposed 1200 mg and 600 mg products. Treatment arms included 1200 mg tablets under fasting 
conditions, 600 mg tablets under fasting conditions, and 1200 mg tablets under fed conditions. Twenty 
seven normal healthy volunteers received study treatment. The results of this study also supported the 
safety and efficacy of the applicant’s products. 

 Maria: Were trials in special populations or drug-drug interaction trials required to support approval of 
these applications? 

Dr. Lee: No. Studies in special populations or drug-drug interaction studies were not necessary.  
Guaifenesin is considered to be safe and effective for its indication at specified OTC monograph doses. 
The OTC monograph labeling for guaifenesin requires no special directions or warnings for adults and 
children 12 years of age and older, the population for which the sponsor’s product is proposed. 

Maria: How did the applicant meet the requirements of the Pediatric Research Equity Act? 

Dr. Lee: The Agency waived the pediatric study requirement for children 0 to 12 years of age because 
the fixed-dose extended-release formulation would not be safe and appropriate for children less than 12 
years of age. The dose of guaifenesin exceeds the amount that is safe for children less than 12 years of 
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age. In addition, other age-appropriate formulations of the active ingredient exist as immediate-release 
syrups marketed under the OTC monograph. 

Maria: Dr. Lee, why was it determined that the product should be marketed OTC instead of as a 
prescription product? 

Dr. Lee: The Division determined that the product should be labeled for OTC marketing because the 
program supporting the application is based on demonstration of equivalent systemic exposures to OTC 
monograph doses and there were no clinical data to support any indication other than that specified by 
the OTC monograph. 

Maria: In summary, Dr. Lee, what was particularly notable about this NDA? 

Dr. Lee: No new nonclinical studies or clinical efficacy and safety studies were conducted or submitted in 
support of this application. Efficacy and safety for these guaifenesin products was supported by the OTC 
monograph and the applicant’s bioavailability trials demonstrated that systemic exposures of their 
product were comparable with those of immediate-release guaifenesin administered at the OTC 
monograph-specified frequency and doses. The applicant’s review of information from the AERS 
database and the medical literature did not identify safety concerns that would prevent OTC marketing.  

Maria: Thank you Dr. Lee.  You have now seen great examples and process explanations about how two 
different products gained FDA approval through the NDA process.  Further information about the 
process and other approval pathways can be found by exploring this Weblearn course. 

OTC Pathway 
Now let's review the OTC pathway to approval. OTC drugs can be legally marketed under an approved 
NDA, an approved ANDA, or pursuant to an OTC drug monograph. We've already discussed the ANDA 
and NDA pathways. This section will focus on the OTC Drug Review and monograph pathway. 

The OTC pathway is depicted in the middle yellow column and the bottom left yellow diamond and oval 
of the decision tree. 

We begin by knowing that the active ingredient is not an approved NDA or ANDA and need to ask, "Has 
the product's ingredient, strength, dosage form, route of administration, directions, etc., been reviewed 
under the OTC Drug Review?" 

Drug Review 
You should refer to the OTC Drug Review Ingredient Report if you want to find out if an active ingredient 
and/or drug category was reviewed under the OTC Drug Review. You can access this report through the 
Resources tab of this module. 

The OTC Drug Review Ingredient Report contains an alphabetical listing of the ingredients considered in 
the OTC Drug Review that were classified and published in various Federal Register publications. This list 
includes over 2,700 ingredients (records) and provides a classification history for OTC drugs. 

To determine whether your proposed product can be marketed under the OTC Drug Review, or 
(Monograph System), begin by reviewing the OTC monographs listed by therapeutic category on the 
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CDER OTC Monographs Rulemaking website. Again, you can access this website through the Resources 
tab. You will need to check the relevant monographs for allowed conditions of use (for example, 
indications, strengths, or formulations). A list of OTC monograph ingredients is available on the CDER 
Offices OTC Industry website and can be accessed through the Resources tab. 

Although this ingredient listing is a comprehensive one, it may not be all-inclusive. If you have evidence 
that an ingredient was marketed over-the-counter in the United States before FDA's OTC Drug Review 
began, but a monograph has not yet been developed under that review, it would be prudent to discuss 
that evidence with CDER's Office of Compliance, Division of New Drugs and Labeling Compliance. 

Different Indication? 
If your product's active ingredient has an OTC monograph, then your next step is to determine whether 
your product's indication is different than that reviewed under the OTC Drug Review. If the indication is 
different, then you will need to submit an NDA. If the indication is NOT different, then your next step is 
to determine whether the monograph applicable to your product is final. 

If your product has an applicable monograph that is final and it complies with the specifications in the 
final monograph, then you can legally market it under the final monograph, provided all other applicable 
regulations are met (e.g., requirements for "Drug Facts" labeling, establishment registration, drug listing, 
and current good manufacturing processes). 

Monograph Example 
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Let's look at an example of the antacid monograph. Here, on the left is the first page of the antacid final 
monograph as it appears in the CFR. On the right, you will see the Drug Facts label for a product that 
complies with the final monograph. 

The antacid final monograph, again like all monographs, starts with the allowed active ingredients. One 
of the allowed active ingredients for antacids is calcium carbonate. You can see the product's Drug Facts 
label is in compliance. The required indication statement in the antacid final monograph states, "for the 
relief of (optional, any or all of the following) heartburn, sour stomach, and/or acid indigestion." You can 
see that this indication statement does, in fact, appear in the label. 

To comply with the warnings requirement, one of the warnings must be "do not take more than 
(maximum recommended daily dosage) in a 24-hour period, and do not use the maximum dosage of this 
product for more than 2 weeks." And, that does appear in the label. 

So, complying with each of the requirements in the final monograph, as well as all other applicable 
requirements, enables this product to be legally marketed. You also should note that your product has 
to follow the Drug Facts format in labeling. Information on Drug Facts labeling can be found on the CDER 
Offices OTC Drug Facts website and can be accessed through the Resources tab. 

Monograph Not Final 
Now we are going to cover what to do if your product has an applicable monograph but that monograph 
has not yet been made final. 

Check to make sure that your drug product is not in the list of drug products listed in 21 CFR 310, section 
502 of the Code of Federal Regulations. Drugs listed in this section are categorically considered new 
drugs. In other words, these products cannot be marketed under the OTC monograph pathway. They 
require an approved application. 

For example, 21 CFR 310.545 lists specific active ingredients in certain OTC drug categories that are NOT 
generally recognized as safe and effective (GRASE) for OTC drug products. If your product contains one 
of these listed active ingredients, you can't market it under the OTC monograph. 

21 CFR 310.502(a)(14) states that time-released dosage forms are categorically considered new drugs. 
For example, cough/cold extended-release products that are marketed OTC are not legally marketed 
under the monograph pathway. 

If the product's ingredient, strength, dosage form, route of administration, indications, directions, etc., 
qualify for evaluation under the OTC Drug Review (for example, they existed in a drug product marketed 
OTC at the inception of the Review), but they are not yet covered by a final monograph, the product 
may be marketed pending completion of a final monograph. 

Product Deviation 
If a product deviates from a final monograph, there may still be ways to get FDA approval. One is the 
NDA Deviation mechanism. Others involve procedures to have a monograph modified to allow for 
marketing of the product. 
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NDA Deviation 
First, let's discuss the NDA Deviation. The regulations for the NDA Deviation are in 21 CFR 330.11. The 
NDA Deviation is more accurately termed a monograph deviation because it is an NDA 505(b)(2) 
application that references a final monograph. This mechanism is appropriate if your product meets all 
conditions of the applicable final monograph except for a deviation. In essence, it is deviating from a 
monograph, not deviating from an approved NDA. Your NDA deviation application must include data to 
support the safety and effectiveness of your product with the deviation. 

Citizen Petition 
The Citizen Petition is the second mechanism that you can use if your product deviates slightly from the 
final monograph. The regulations regarding Citizen Petitions are in 21 CFR 10.30. 

A Citizen Petition can request that FDA amend an OTC monograph so that it allows marketing of a 
product that deviates in some way from what is stated in the OTC monograph. This can be done at any 
step of the monograph process, not just in the final monograph. That is, this can be done with the 
tentative final monograph (TFM) and any proposed monograph. The Citizen Petition, however, must 
include data or information demonstrating safety and effectiveness for the proposed deviation. Further, 
you can't market the product with the new condition until the final monograph is ultimately amended. 

Time and Extent Application 
Another mechanism to incorporate a "new product or a product condition" in a monograph is the Time 
and Extent Application (TEA). The final regulations (21CFR 330.14) for criteria and procedures for a Time 
and Extent Application were published in the Federal Register on January 23, 2002. A Time and Extent 
Application to amend the OTC drug monograph can be submitted at any step in the monograph process. 
It can be used for OTC drugs marketed in the United States after 1975 under an approved NDA. A Time 
and Extent Application is more commonly used for OTC drugs with marketing experience outside the 
United States. 

The Time and Extent Application is a two-step process. Step one is eligibility. You need to show that your 
product meets marketing requirements for being marketed for material time and material extent, which 
are described in 21 CFR 330.14(c). By material time we mean that you have to show that your product 
was marketed for a minimum of 5 continuous years in the same country. A requirement for being 
marketed to a material extent is described as being marketed in sufficient quantity. These criteria have 
to be assessed for each specific product. 

If you complete the step for eligibility, then you still need to complete a second step proving safety and 
effectiveness of your product. FDA conducts this review for safety and effectiveness in the same manner 
that it conducts the safety and effectiveness review under the OTC Drug Review. You can't market the 
product in the United States with the new condition until FDA publishes a final rule in the Federal 
Register amending an existing monograph. In addition, if a final monograph is pending, then a final 
monograph incorporating the new condition or a notice of enforcement policy to amend the final 
monograph must be published in the Federal Register prior to marketing the product in the United 
States. 
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A draft guidance for industry for Time and Extent Applications is also available through the Resources 
tab of this module. 

Knowledge Check 
You can market your product pursuant to an OTC drug monograph if: 

A. Your product has the same indication as the one listed in the monograph 
B. Your product has a different indication from the one listed in the monograph 
C. Your product has an applicable final monograph 
D. Your product's active ingredient has an approved NDA or ANDA 
E. A and C only 
F. All of the above 

 Answer:  E.   A product you have determined to be in the OTC Drug Review pathway can be marketed if 
it has the same indication as one listed in a final monograph and the product has an applicable final 
monograph. 

Getting Started 
You will need to do some work before you get started. Based on the decision tree pathways we just 
reviewed, you will need to identify which office within the FDA will likely review your product. The Office 
of Generic Drugs, or OGD, will review an ANDA product. The Office of New Drugs, or OND, will review an 
NDA for a prescription drug product. The Office of Nonprescription Products (ONP) will review an NDA 
for an OTC drug product. If you have questions as to whether your product is legally marketed, contact 
CDER's Office of Compliance, Division of New Drugs and Labeling Compliance. Contact information can 
be found in the Resources Tab. 

Links to Websites 
We strongly encourage you to familiarize yourself with the FDA's IND/NDA process at the FDA. We have 
included some links to web-based information in the Resources tab of this module. There are certain 
procedures that must be followed in the Drug Application Process and specific data and information that 
must be provided to support the approval of any drug product. We encourage you to utilize the 
information provided on the Center for Drug Evaluation and Research website to become familiar with 
this process prior to submitting your request for a meeting. Click the links to the left to access 
information about how to navigate the drug approval process. 

(Click on title to navigate to that page.) 
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Drug Approval Application Process 

ANDA Process 

NDA Process 

Frequently Asked Questions on the Regulatory Process of Over-the-Counter (OTC) Drugs  

Conduct Literature Search 
For prescription and OTC drug products that require NDA approval, the first step we recommend is to 
conduct a thorough literature search for information regarding the ingredient(s) in your product. Once 
you have reviewed the literature and have adequate knowledge of the data you intend to support your 
application, request a Pre-Investigational New Drug, or IND, meeting with the appropriate review 
Division within OND, or ONP to discuss your proposed drug product and to get advice on your potential 
drug development program. An IND is required to be submitted to FDA prior to testing a drug in human 
subjects. The Guidance document titled, "Guidance for Industry: Formal Meetings with Sponsors and 
Applicants for PDUFA Products," will assist you in determining the type of meeting (e.g., Type A, Type B, 
Type C) to be requested.  

Please make sure you review the Guidance document prior to sending a meeting request to ensure that 
all the necessary components are included, including a draft list of specific questions. An incomplete 
meeting request can cause a delay in the scheduling of your meeting or can result in denial of the 
meeting request. 

Request for Pre-Investigational New Drug Meeting 
We recommend that you send your meeting request via Fed-Ex or UPS directly to the appropriate Office, 
that is ONP or OND. The contact information for each review Division is available in the Resources tab of 
this module. 

You can also fax your request to the appropriate Project Manager. If you email or fax the meeting 
request, please arrange for confirmation of receipt prior to sending. 

You will be contacted by someone from the appropriate office once your meeting request is received to 
discuss the purpose of the meeting and to set up a meeting time, if the meeting is granted. You will 
receive a letter notifying you of the Pre-IND number and the meeting date. The letter will also contain 
additional information regarding the meeting and meeting package. You will need to send the meeting 
information packages to the document room; address information for the document room is available in 
the Resources tab of this module. 

Pre-IND meetings, if granted, are considered Type B meetings by the FDA. Type B meetings are 
scheduled within 60 days of receipt of the meeting request. Depending on availability of staff and the 
requestor's schedule, however, some meetings occur beyond the 60 days timeframe, but only at a time 
agreed upon by both parties. The FDA will issue minutes of the meeting to the requestor as the official 
record of the discussion and agreements from the meeting within 30 days after the meeting. 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/default.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/default.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/NewDrugApplicationNDA/default.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm069917.htm�
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Depending on the stage of your drug development program, the information that you can provide and 
the questions that you have, it may be determined that it would be more appropriate for you to have a 
general Guidance meeting with us. These types of meetings, referred to as Type C meetings, are 
scheduled within 75 days of receipt of the meeting request. Again, depending on availability of staff and 
the requestor's schedule, sometimes meetings occur beyond the 75 days, but only at a time that is 
agreed upon by both parties. 

Submit Information Package 
You should submit a full information package, including clear, thoughtful questions to the designated 
Project Manager within 4 weeks of the pre-IND meeting. This will allow time for FDA to review your data 
and respond to your questions. The pre-IND meeting package should contain as much detailed 
information on the proposed drug development plan as possible. This package should also contain any 
background and/or preliminary information and data that can be provided, including: 

• Product Name and application number (if applicable) 
• Chemical name and structure 
• Proposed Indication(s) 
• Dosage form, route of administration, and dosing regimen 
• A brief statement of the purpose of the meeting 
• A list of specific objectives/outcomes expected from the meeting 
• A proposed agenda 
• A list of specific questions grouped by discipline 
• Clinical data summary (this includes summary of literature articles if referenced and the NDA 

number of the reference listed drugs (if applicable) 
• Preclinical data summary 
• Chemistry, Manufacturing, and Controls (sufficient information to ensure identity, strength, 

quality, and purity of the product) 

If you have proposed study protocols available, they should also be submitted. Your meeting package 
should contain detailed questions that you need the FDA to answer. The more detailed information you 
can provide us, the better we will be able to advise you. 

Other Helpful Topics 
At this time we are going to address topics that could be helpful to you in the application process, such 
as PDUFA user fees, OTC marketing issues, and exclusivity issues. 

PDUFA fees: Important information on Prescription Drug User Fee Act (PDUFA) user fees can be found 
on the CDER About Smallbiz website, which can be accessed through the Resources tab of this module. 

OTC Marketing 
For companies contemplating OTC marketing, there are a number of factors that need to be considered 
and those factors would greatly affect the advice that we would give a sponsor. If you are proposing a 
new indication or other new concept to the marketplace (i.e., new method of use, new target 
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population, etc.), you may need to demonstrate that the average OTC consumer can self-diagnose, self-
treat, and self-manage this condition in the absence of a healthcare intermediary. Consumer 
comprehension and consumer behavior studies are typically conducted to support these concepts. In 
addition, in the case of a prescription-to-OTC switch, there may be a need for additional non-clinical or 
clinical safety and/or efficacy studies to support the OTC product, depending on the studies that 
supported the approval of the prescription product and the differences between the proposed OTC 
product and prescription product. Again, it would be best to meet with the FDA to discuss the need for 
these studies. 

Exclusivity Issues 
Exclusivity is granted upon approval of a new drug application or supplemental new drug application 
when new clinical studies, essential for approval, have been conducted or sponsored by an applicant. 
Whether specific clinical data used to support an application are essential to the approval of the 
application is a review issue. FDA does not award or grant exclusivity prior to approval of a drug product. 
Use the Resources tab to access information regarding 21 CFR 314.108 and to access the CDER website 
for further information regarding exclusivity. 

Summary 
It is not FDA's practice to provide extensive advice regarding clinical trial design or the necessary details 
of a drug development program via email or phone outside of a multidisciplinary team review and 
discussion on the specific topic. That is why we encourage sponsors to request and attend a pre-IND 
meeting. 

We welcome having a discussion with you on your proposal. We encourage you to provide us with as 
much information as you can regarding your proposal to allow us to address your questions and provide 
you with advice. 

We hope this information is helpful to get you started. 

In summary, it is important to determine whether or not your marketed product has been approved by 
the FDA. Products marketed without FDA review could pose a significant health risk to people taking 
them. FDA is taking strong steps to bring unapproved drugs into the approval process. Any product that 
is being marketed illegally is subject to FDA enforcement action at any time. The good news is that, as 
demonstrated in this course, there are several ways drugs can be legally marketed. 

We hope you have enjoyed this educational session. If you have questions or would like more 
information regarding the application process, please contact the Unapproved Drugs Coordinator in the 
Office of New Drugs at 301-796-0700. Thank you. 

Resources 

Unapproved Drug Decision Tree 
Go to Unapproved Drug Decision Tree 
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Unapproved Drugs Webpage 
Go to Unapproved Drugs Webpage 

Application Process 
Go to Drug Approval Application Process 

Go to PDUFA Fee Information 

Go to Business Assistance:  Frequently Asked Questions on Prescription Drug User Fees (PDUFA) 

Abbreviated New Drug Application Process 
An ANDA contains data which when submitted to FDA's Center for Drug Evaluation and Research, Office 
of Generic Drugs, provides for the review and ultimate approval of a generic drug product. Once 
approved, an applicant may manufacture and market the generic drug product to provide a safe, 
effective, low cost alternative to the American public. 

A generic drug product is one that is comparable to an innovator drug product in dosage form, strength, 
route of administration, quality, performance characteristics and intended use. All approved products, 
both innovator and generic, are listed in FDA's Approved Drug Products with Therapeutic Equivalence 
Evaluations (Orange Book). 

• Electronic Orange Book 

• Frequently Asked Questions on the Orange Book 

• Electronic Orange Book Preface 

Generic drug applications are termed "abbreviated" because they are generally not required to include 
preclinical (animal) and clinical (human) data to establish safety and effectiveness. Instead, generic 
applicants must scientifically demonstrate that their product is bioequivalent (i.e., performs in the same 
manner as the innovator drug). One way scientists demonstrate bioequivalence is to measure the time it 
takes the generic drug to reach the bloodstream in 24 to 36 healthy, volunteers. This gives them the rate 
of absorption, or bioavailability, of the generic drug, which they can then compare to that of the 
innovator drug. The generic version must deliver the same amount of active ingredients into a patient's 
bloodstream in the same amount of time as the innovator drug. Generic drug application reviewers 
focus on bioequivalence data, chemistry and microbiology data, requests for plant inspection, and drug 
labeling information. 

The Office of Generic Drugs home page provides additional information to generic drug developers, 
including an interactive flowchart presentation of the ANDA review process, focusing on how CDER 
determines the safety and bioequivalence of generic drug products prior to approval for marketing. 

Patent Exclusivity 
The Federal Food, Drug, and Cosmetic Act requires that an ANDA contains a certification to each patent 
listed in the "Orange Book." Only patents listed in the "Orange Book" need to be certified. Some drug 
products may have other patents that do not have to be listed in the "Orange Book." This doesn't 

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/EnforcementActivitiesbyFDA/SelectedEnforcementActionsonUnapprovedDrugs/default.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/default.htm�
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/default.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm069943.htm�
http://www.fda.gov/cder/ob/default.htm�
http://www.fda.gov/cder/ob/obfaqs.htm�
http://www.fda.gov/cder/ob/docs/preface/ecpreface.htm�
http://www.fda.gov/AboutFDA/CentersOffices/cder/ucm119100.htm�
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absolve you from complying with the patent. It just means that you don't have to put a certification into 
the Office of Generic Drugs for that particular patent. 

• Paragraph I certification: patent information relating to the innovator drug has not been filed. 

• Paragraph II certification: the patent has expired 

• Paragraph III certification: you don't expect your ANDA to be approved until the particular 
patent will expire 

• Paragraph IV certification: the one you hear most about; this is a patent certification where you 
are challenging a particular patent that is listed in the "Orange Book." 

A certification under paragraph I or II permits the ANDA to be approved immediately when otherwise 
eligible. A certification under paragraph III indicates that the ANDA may be approved on the patent 
expiration date. A paragraph IV certification questions whether the listed patent is valid, enforceable, or 
will be infringed by the proposed generic product. The ANDA applicant who files a paragraph IV 
certification to a listed patent must notify the patent owner and the NDA holder for the listed drug that 
it has filed an ANDA containing a patent challenge. If either party files a patent infringement suit against 
the ANDA applicant within 45 days of the receipt of notice, under most circumstances FDA may not give 
final approval to the ANDA for at least 30 months from the date of notice. 

The statute provides for an incentive of 180 days of market exclusivity to the first generic applicant who 
challenges a listed patent by filing a paragraph IV certification. 

New Drug Application Process to Ne 
Go to the New Drug Application Process 
 
For decades, the regulation and control of new drugs in the United States has been based on the New 
Drug Application (NDA). Since 1938, every new drug has been required to be the subject of an approved 
NDA before U.S. commercialization. The NDA application is the vehicle through which drug sponsors 
formally propose that the FDA approve a new pharmaceutical for sale and marketing in the U.S. The 
data gathered during the animal studies and human clinical trials of an Investigational New Drug 
(IND) become part of the NDA. 

The goals of the NDA are to provide enough information to permit FDA reviewer to reach the following 
key decisions: 

• Whether the drug is safe and effective in its proposed use(s), and whether the benefits of the 
drug outweigh the risks. 

• Whether the drug’s proposed labeling (package insert) is appropriate, and what it should 
contain. 

• Whether the methods used in manufacturing the drug and the controls used to maintain the 
drug's quality are adequate to preserve the drug's identity, strength, quality, and purity. 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/NewDrugApplicationNDA/default.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/InvestigationalNewDrugINDApplication/default.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/InvestigationalNewDrugINDApplication/default.htm�
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The documentation required in an NDA is supposed to tell the drug's whole story, including what 
happened during the clinical tests, what the ingredients of the drug are, the results of the animal 
studies, how the drug behaves in the body, and how it is manufactured, processed and packaged. 

The ANDA review process is quite similar to the NDA review process. 

• Chemistry, manufacturing and controls are very analogous. 

• Labeling has to be the same as the listed drug with certain exceptions. You may delete portions 
of the labeling protected by patent or exclusivity. You have to have the same conditions of use, 
and you can delete certain indications of your labeling that are protected by exclusivity as long 
as there are some indications that are not protected that you can market your product on. 

• The testing, the inspections and such are the same as what was done for the NDA process. 

• The differences for an NDA versus an ANDA lie in the animal studies, clinical studies and 
bioavailability requirements for an NDA. In lieu of that, an ANDA relies on bioequivalence data. 

• Your product may differ in excipients, PK data and your "how supplied" section. You do not have 
to market the same sizes as the RLD or the same number of sizes. 

Other-the-Counter (OTC) Monograph Process 
Over-the-Counter (OTC) Monograph Process 

Over-the-Counter drugs are defined as drugs that are safe and effective for use by the general public 
without a prescription. There are more than 80 classes (therapeutic categories) of OTC drugs, ranging 
from acne drug products to weight control drug products. As with prescription drugs, CDER oversees 
OTC drugs to ensure that they are properly labeled and that their benefits outweigh their risks. 

FDA has been evaluating the ingredients and labeling of these products as part of "The OTC Drug Review 
Program." The goal of this program is to establish OTC drug monographs for each class of products. 

OTC drug monographs are a kind of "recipe book" covering acceptable ingredients, doses, formulations, 
and labeling. Monographs will continually be updated adding additional ingredients and labeling as 
needed. Products conforming to a monograph may be marketed without further FDA clearance, while 
those that do not, must undergo separate review and approval through the "New Drug Approval 
System." 

FDA's review of OTC drugs is primarily handled by CDER's Office of Nonprescription Drug Products. 
However, scientists and regulators throughout CDER, the Office of General Counsel, and other Centers 
within FDA are routinely asked to assist in this massive effort. There is also an advisory committee, "The 
Nonprescription Drug Advisory Committee," which meets regularly to assist the agency in evaluating 
issues surrounding these products. 

Additional information regarding the OTC Monograph Review process can be found at the following 
URL: 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm052786.htm 

http://www.fda.gov/AboutFDA/CentersOffices/cder/ucm093452.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/SmallBusinessAssistance/ucm052786.htm�
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OTC Ingredient List (Alphabetically) 

http://www.fda.gov/downloads/AboutFDA/CentersOffices/CDER/UCM135688.pdf  

OTC Ingredient List (By Monograph Category) 

http://www.fda.gov/downloads/AboutFDA/CentersOffices/CDER/UCM135691.pdf  

OTC Labeling Questions and Answers 

http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm150436.htm 

OTC Drug Review (3-phase public rulemaking process) 
The OTC drug review was established to evaluate the safety and effectiveness of OTC drug products 
marketed in the United States before May 11, 1972. It is a three-phase public rulemaking process (each 
phase requiring a Federal Register publication) resulting in the establishment of standards (monographs 
or non-monographs) for an OTC therapeutic drug category. 

The first phase was accomplished by advisory review panels. The panels were charged with reviewing 
the ingredients in nonprescription drug products to determine whether these ingredients could be 
generally recognized as safe and effective for use in self-treatment. They were also charged with 
reviewing claims and recommending appropriate labeling, including therapeutic indications, dosage 
instructions, and warnings about side effects and preventing misuse. 

According to the terms of the review, the panels classified ingredients in three categories as follows: 

• Category I: generally recognized as safe and effective for the claimed therapeutic indication; 

• Category II: not generally recognized as safe and effective or unacceptable indications; 

• Category III: insufficient data available to permit final classification 

The second phase of the OTC drug review was the agency’s review of ingredients in each class of drugs, 
based on the panel’s findings, on public comment, and on new data that may have become available. 
The agency, in turn, publishes its conclusions in the Federal Register in the form of a tentative final 
monograph. After publication of the tentative final monograph, a period of time is allotted for 
objections to the agency’s proposal or for requests to be submitted for a hearing before the 
Commissioner of FDA. 

The publication of final regulations in the form of drug monographs is the third and last phase of the 
review process. The monographs establish conditions under which certain OTC drug products are 
generally recognized as safe and effective. 

Other Resources 
 Go to Frequently Asked Questions on Patents and Exclusivity 

http://www.fda.gov/downloads/AboutFDA/CentersOffices/CDER/UCM135688.pdf�
http://www.fda.gov/downloads/AboutFDA/CentersOffices/CDER/UCM135691.pdf�
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm150436.htm�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/ucm079031.htm�
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FDA Contact Information 

Office of Generic Drugs (OGD) 

General Information 
http://www.fda.gov/AboutFDA/CentersOffices/cder/ucm119100.htmd/ 

For meeting request: 
See Guidance for Industry: Formal Meetings with Sponsors and Applicants for PDUFA Products 

Mailing Address 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
OGD Document Room 
7500 Standish Place 
Rockville, MD 20855 

Document Room 
Abbreviated New Drug Applications (ANDAs) 
Office of Generic Drugs 
7500 Standish Place 
Rockville, MD 20855 

Electronic Regulatory Submissions and Review 

Questions as to whether your product is legally marketed 
CDER's Office of Compliance 
Division of New Drugs and Labeling Compliance 
Phone: (301) 796-3100 
Fax: (301) 847-8747 

Office of New Drugs (OND) 

General Information 
Appropriate Division Director within the Office of New Drugs 

Phone: 301-796-0700 (Unapproved Drugs Coordinator) 

For meeting request: 
Supervisory regulatory project manager for the appropriate Division 

Document Room 
FDA CDER 
Division Director 
Office of New Drugs 

http://www.fda.gov/AboutFDA/CentersOffices/cder/ucm119100.htm�
http://www.fda.gov/cder/ogd/�
http://www.fda.gov/cder/ogd/�
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM079744.pdf�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/UCM085361�
http://www.fda.gov/downloads/AboutFDA/CentersOffices/OrganizationCharts/UCM148916.pdf�
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5901-B Ammendale Rd 
Beltsville, MD 20705-1266 

Electronic Regulatory Submissions and Review 

Questions as to whether your product is legally marketed 
CDER's Office of Compliance 
Division of New Drugs and Labeling Compliance 
Phone: (301) 796-3100 
Fax: (301) 847-8747 

Office of Nonprescription Drugs (ONP) 

General Information 
Chief Project Manager 
DHHS/FDA/CDER/OND 
Office of Nonprescription Products 
Division of Nonprescription Clinical Evaluation 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm093452.htm 
Fax: 301-796-9899 

For meeting request: 
(Same As Above) 

Mailing Address 
Chief Project Manager 
DHHS/FDA/CDER/OND 
Office of Nonprescription Products 
Division of Nonprescription Clinical Evaluation 
10903 New Hampshire Avenue 
WO22 Room 5300 
Silver Spring, MD 20903 

Document Room 
FDA CDER 
Division Director 
Office of Nonprescription Products 
5901-B Ammendale Rd 
Beltsville, MD 20705-1266 

Electronic Regulatory Submissions and Review 

Questions as to whether your product is legally marketed 
CDER's Office of Compliance 
Division of New Drugs and Labeling Compliance 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/UCM085361�
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/UCM085361�
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Phone: (301) 796-3100 
Fax: (301) 847-8747 
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