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Objectives

• Define reference listed drug (RLD) and reference 
standard (RS)

• RLD and RS FAQ received by the Orange Book 
Staff
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Differences between RLD and RS

The RLD is the specific listed drug on which the ANDA 
applicant relies in seeking approval of its ANDA, i.e., 
the approved drug product the proposed generic drug 
is intended to duplicate.

The RS is the drug product selected by FDA that an 
applicant seeking approval of an ANDA must use in 
conducting in vivo bioequivalence study required for 
approval of an ANDA.
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The Role of an RLD in an ANDA
• The RLD is the listed drug to which the ANDA applicant must show its 

proposed generic drug is the same with respect to active ingredient(s), 
dosage form, route of administration, strength, conditions of use, and 
(with certain permissible exceptions) labeling.

• The ANDA applicant must also demonstrate that the proposed generic 
drug is bioequivalent to the RLD.

• If the applicant seeks to change its RLD, the applicant must submit a 
new ANDA.
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Reference Standard

• If bioequivalence is not self-evident, there are a 
variety of methods by which bioequivalence 
may be demonstrated, including in vivo studies 
(in human subjects), in vitro studies (conducted 
in a laboratory), or both.
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FDA’s Selection of a Reference Standard 
• To facilitate generic drug development, FDA generally selects a single 

reference standard to ensure the greatest level of consistency 
between a generic drug and its RLD and among generic drugs.

• Where the RLD is marketed, ordinarily it is also the drug product 
selected by FDA as the reference standard.

• But, where the RLD has been discontinued from marketing for other 
than safety or effectiveness reasons, FDA may select a different 
approved drug to serve as the reference standard.
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FDA’s Selection of a Reference Standard

• In instances in which FDA cannot select the RLD 
as the reference standard and there are multiple 
approved generic products to that RLD, FDA 
usually selects the generic market leader, based 
on units sold, as the reference standard.
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RLD and RS FAQ

• How to identify RLD/RS on Orange Book website 
and the Portable Document Format, or PDF

• Selection of the RLD

• RS for products with multiple strengths

• RS unavailability
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RLD and RS FAQ, continued

• Requesting a new RS or RLD

• Using authorized generic products 

• Update occurrence for RLD/RS
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Identifying the RLD and RS

• Changes in 2017

• FDA has modified the Orange Book to clarify 
which drugs are RLDs and which serve as RS.
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Identifying the RLD and RS
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Identifying the RLD and RS
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Identifying the RLD and RS
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RS for products with multiple strengths
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RLD Designation

• No RLD designated

• Applicants may submit a Controlled 
Correspondence
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Unavailability of the RS

If the reference standard in the Active Section of 
the Orange Book (i.e., in the section entitled 
“Prescription Drug Product List” or “Over-the-
Counter Drug Product List”) is not available in the 
market for a drug product the applicant intends to 
duplicate, a potential applicant may submit 
controlled correspondence to FDA asking it to 
select a reference standard for that drug product.
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Authorized Generics in lieu of brand
Authorized generic drug is defined in section 505(t) of the 
Federal Food, Drug, and Cosmetic Act (FD&C Act) and in 21 
CFR 314.3(b). A list of currently available authorized generics 
is available at https://www.fda.gov/about-fda/center-drug-
evaluation-and-research-cder/fda-listing-authorized-generics.

ANDA applicant may use the authorized generic version of the 
current reference listed drug as the reference standard for in 
vivo bioequivalence testing when the brand-labeled version of 
the reference listed drug is not available. 

https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/fda-listing-authorized-generics
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How often Orange Book is updated

• Changes to RLD and RS are generally reflected in 
the Orange Book publication once a month

• Monthly updates to Orange Book are made by the 
end of the following month’s second full work week

• https://www.fda.gov/drugs/drug-approvals-and-
databases/frequently-asked-questions-orange-book

https://www.fda.gov/drugs/drug-approvals-and-databases/frequently-asked-questions-orange-book
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How often Orange Book is updated

https://www.fda.gov/drugs/drug

-approvals-and-

databases/frequently-asked-

questions-orange-book
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How often Orange Book is updated
• October Cumulative Supplement (CS) 
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Challenge Question #1
In what year did the Orange Book publication first add 
the reference listed drug (RLD) category?

A) 1980

B) 1984

C) 1992

D) 2017

E) 2019
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Challenge Question #2
In what year did the Orange Book publication first add 
the reference standard (RS) category?

A) 1979

B) 1989

C) 1992

D) 2017

E) 2020
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Summary

In this presentation, the following topics were 
discussed:

• RLD and RS definitions

• RLD and RS categories

• Requesting designation of an RS or RLD

• Authorized Generics

• RLD and RS update timeframe
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Questions?  Comments?

orangebook@fda.hhs.gov




