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New Clinical Investigation Exclusivity (3-Year Exclusivity) for Drug
Products: Questions and Answers
Guidance for Industry!

This draft guidance, when finalized, will represent the current thinking of the Food and Drug
Administration (FDA or Agency) on this topic. It does not establish any rights for any person and is not

binding on FDA or the public. You can use an alternative approach if it satisfies the requirements of the
applicable statutes and regulations. To discuss an alternative approach, contact the FDA staff responsible
for this guidance as listed on the title page.

I. INTRODUCTION

This guidance is intended to assist applicants requesting New Clinical Investigation exclusivity
(also referred to as 3-year exclusivity) for a new drug application (NDA) or NDA supplement
under sections 505(¢c)(3)(E)(ii1)-(iv) and 505@)(5)(F)(iii)-(iv) of the Federal Food, Drug, and
Cosmetic Act (FD&C Act). The guidance discusses the statutory and regulatory criteria for
eligibility for New Clinical Investigation exclusivity and provides recommendations on the
content and format of requests for New Clinical Investigation exclusivity in the form of
questions and answers (Q&As). FDA intends to update this draft guidance document to include
additional Q&As as appropriate.

In general, FDA’s guidance documents do not establish legally enforceable responsibilities.
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only
as recommendations, unless specific regulatory or statutory requirements are cited. The use of
the word should in Agency guidances means that something is suggested or recommended, but
not required.

II. BACKGROUND

The Drug Price Competition and Patent Term Restoration Act of 1984 (Public Law 98-417)
(Hatch-Waxman Amendments), which added sections 505(b)(2) and 505(j) to the FD&C Act (21
U.S.C. sections 355(b)(2) and 355(j)), reflects Congress’s efforts to balance the need to “make
available more low cost generic drugs by establishing a generic drug approval procedure” with
new incentives for drug development in the form of exclusivities and patent term extensions.>
These incentives include a 3-year period of exclusivity for drugs approved in certain NDAs or
supplements to NDAs during which applications submitted pursuant to section 505(b)(2) of the
FD&C Act (505(b)(2) applications) and abbreviated new drug applications submitted under

! This guidance has been prepared by the Office of Generic Drugs, the Office of New Drugs, and the Office of
Regulatory Policy in the Center for Drug Evaluation and Research (CDER) at the Food and Drug Administration.
2 See H.R. Rep. No. 98-857, pt. 1, at 14-15 (1984), reprinted in 1984 U.S.C.C.A.N. 2647-26438.
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section 505(j) of the FD&C Act (ANDAs or 505(j) applications) may not be approved for
exclusivity-protected conditions of approval of such drugs.>

An application may qualify for 3-year exclusivity if it is a 505(b) application or supplement to a
505(b) application:

e for a drug, which includes an active moiety* that has been approved in another
505(b) application (or, for a fixed-combination drug product where each of the
active moieties were previously approved in another 505(b) application); and

e that contains reports of new clinical investigations that are:

i. Not bioavailability studies;
ii. [Essential to the approval of the application (or supplement); and
iii. Conducted or sponsored by the applicant.>

On October 3, 1994, FDA issued a final rule,® which, in relevant part, defined terms in the
exclusivity provisions of the FD&C Act and established the framework for the timing of
approval for a 505(b)(2) application or ANDA impacted by New Clinical Investigation
exclusivity.” As a general matter, FDA has implemented the relevant statutory and regulatory
provisions within the context of application-specific decisions. Some FDA decisions have been
made publicly available (e.g., in FDA citizen petition responses and documents released in
litigation). FDA believes that a guidance for industry that provides answers to commonly asked
questions about 3-year exclusivity would enhance transparency and help facilitate the
development, approval, and timely marketing of innovator and follow-on drug products.

Using a Q&A format, this guidance discusses each of the statutory and regulatory criteria for
eligibility for 3-year exclusivity mentioned above® and clarifies the processes for applicants to
request 3-year exclusivity, for FDA to make 3-year exclusivity eligibility determinations, and for
providing notice of those determinations in FDA’s Approved Drug Products with Therapeutic
Equivalence Evaluations (the “Orange Book™).
III. QUESTIONS AND ANSWERS
A. General Eligibility For 3-Year Exclusivity

QA.1. What applications are eligible for 3-year exclusivity?

3 See sections 505(c)(3)(E)(iii) and (iv), and 505(j)(5)(F)(iii) and (iv) of the FD&C Act.

4 Active moiety is defined as “the molecule or ion, excluding those appended portions of the molecule that cause the
drug to be an ester, salt (including a salt with hydrogen or coordination bonds), or other noncovalent derivative
(such as a complex, chelate, or clathrate) of the molecule, responsible for the physiological or pharmacological
action of the drug substance” (21 CFR 314.3(b)).

5 See sections 505(c)(3)(E)(iii) and (iv), and 505(j)(5)(F)(iii) and (iv) of the FD&C Act.

59 FR 50338.

721 CFR 314.108.

8 The eligibility criteria for 3-year exclusivity for antibiotic drugs subject to section 505(v) of the FD&C Act are not
discussed in this draft guidance.
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An NDA that seeks approval of a drug product containing an active moiety that was
previously approved in another 505(b) application (or, for a fixed-combination drug
product where each of the active moieties were previously approved in another 505(b)
application) is eligible for a 3-year period of exclusivity when that application contains
reports of new clinical investigations (other than bioavailability studies) that were
essential to the approval of the application and conducted or sponsored by the applicant.

The first clause in section 505(c)(3)(E)(iii) and section 505(j)(5)(F)(iii) of the FD&C Act,
often referred to as the eligibility clause, describes the applications eligible for 3-year
exclusivity:

If an application submitted under subsection (b) [of this section] for a drug,
which includes an active moiety (as defined by the Secretary in section 314.3 of
title 21, Code of Federal Regulations (or any successor regulations)) that has
been approved in another application approved under subsection (b) [of this
section], is approved after [September 24, 1984], and if such application contains
reports of new clinical investigations (other than bioavailability studies) essential
to the approval of the application and conducted or sponsored by the applicant. . .

QA.2. Are supplements to approved applications eligible for 3-year exclusivity?

Sections 505(¢c)(3)(E)(iv) and 505(j)(5)(F)(iv) describe the circumstances under which
FDA will recognize 3-year exclusivity for a supplement to a 505(b) application. A
supplement to an approved NDA may be eligible for 3-year exclusivity if the submission
contains reports of new clinical investigations (other than bioavailability studies) that
were essential to the approval of the supplement and conducted or sponsored by the
applicant submitting the supplement.® In such instances, the 3-year period of exclusivity
is recognized only for the change(s) approved in the supplement to the NDA that is
supported by the new clinical investigation(s) essential to the approval of the supplement
and conducted or sponsored by the applicant submitting the supplement. It does not also
provide a new 3-year period of exclusivity for previously approved conditions of
approval for the drug product containing the same active moiety. In general, changes that
may qualify for 3-year exclusivity (provided the statutory and regulatory requirements
are satisfied) are typically submitted in an efficacy supplement. '

B. New Clinical Investigations

QB.1. What is a clinical investigation for purposes of 3-year exclusivity?

? See sections 505(c)(3)(E)(iv) and 505()(5)(F)(iv) of the FD&C Act.
10 See the definition of efficacy supplement in 21 CFR § 314.3(b).
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FDA'’s regulations implementing the Hatch-Waxman exclusivity provisions define a
clinical investigation as “any experiment other than a bioavailability study in which a
drug is administered or dispensed to, or used on, human subjects.”!!!2

QB.2. Does the drug used in the clinical investigation need to be the same as that
approved for the application to qualify for 3-year exclusivity?

FDA does not require the drug used in the clinical investigation to be the same as that
approved for the application to qualify for 3-year exclusivity provided that all
requirements of 21 CFR § 314.108 and section 505(c)(3)(E)(iii) or (iv) of the FD&C Act
are met. For example, a clinical investigation that used a similar or earlier version of the
drug product in development, which contains the same active moiety or combination of
active moieties as the version of the drug in the approved application, may potentially
qualify the approved drug product for 3-year exclusivity. To illustrate, if a clinical
investigation used a granule formulation of a drug, but the NDA at issue is seeking
approval for a tablet dosage form of that drug, which could be crushed and administered
similarly to the granule formulation, the clinical investigation nevertheless may qualify
the tablet for 3-year exclusivity, provided the statutory and regulatory criteria are met.

QB.3. Could a clinical investigation that only administered placebo to study
participants qualify as a clinical investigation for 3-year exclusivity?

FDA generally does not consider an investigation that only administers placebo to study
participants to meet the definition of clinical investigation. A clinical investigation that
only administers placebo to study participants is not an “experiment other than a
bioavailability study in which a drug is administered or dispensed to, or used on, human
subjects” as that phrase is used in the definition of clinical investigation at § 314.108(a).
As such, a clinical investigation that only administers placebo to study participants would
not qualify for 3-year exclusivity.

QB.4. What is a bioavailability study?

A bioavailability study is defined in FDA regulations as “a study to determine the
bioavailability or the pharmacokinetics of a drug.”'® Bioavailability is defined in FDA
regulations as:

the rate and extent to which the active ingredient or active moiety is absorbed
from a drug product and becomes available at the site of drug action. For drug
products that are not intended to be absorbed into the bloodstream, bioavailability
may be assessed by scientifically valid measurements intended to reflect the rate

1121 CFR 314.108(a).

12 Note that “Congress intended the term ‘clinical’ to mean human studies, and intentionally excluded all animal
studies, regardless of the purpose for which they are conducted.” See FDA’s preamble to its proposed regulations
implementing Title I of the Drug Price Competition and Patent Term Restoration Act of 1984 (Pub. L. 98-417), 54
FR 28872, 28899 (July 10, 1989) (citing Zenith Laboratories, Inc. v. Heckler, No. 85-3646 (D.N.J. May 19, 1986)).
1321 CFR 314.108(a).
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159 and extent to which the active ingredient or active moiety becomes available at

160 the site of drug action.'*

161

162 As described in the regulations, bioavailability may be measured by several in vivo and
163 in vitro testing methods, such as pharmacokinetic (PK) studies.!®> Studies using a variety
164 of testing methods may qualify as a bioavailability study. For example, while PK studies
165 are preferred for measuring the bioavailability of orally administered drug products when
166 the drug is absorbed into systemic circulation, in certain instances, PK studies are not
167 feasible. In such instances, in vivo tests in humans in which an acute pharmacological
168 effect of the active moiety and, when appropriate, its active metabolite(s), are measured
169 as a function of time (i.e., a pharmacodynamic study) might be utilized for measuring
170 bioavailability of the drug product if such effect can be measured with sufficient

171 accuracy, sensitivity, and reproducibility.'® Such pharmacodynamic studies may be

172 considered bioavailability studies in these instances.

173

174 QB.5. Could an investigation assessing both PK/bioavailability and clinical safety
175 and/or effectiveness qualify as a clinical investigation for 3-year exclusivity?

176

177 Yes. A study may have one or more purposes, including one or more primary purposes, '’
178 which FDA may determine by examining, among other things, its endpoints, its design,
179 and/or its role in the evidentiary package. For example, some studies may incorporate the
180 assessment of a safety and/or effectiveness endpoint to support approval (for the purpose
181 of demonstrating safety and/or effectiveness of the drug) in conjunction with a PK

182 assessment. Although the PK assessment is intended to characterize bioavailability, the
183 Agency may find that the inclusion of the assessment of the safety and/or effectiveness
184 endpoint in the study means that such a study meets the definition of a clinical

185 investigation for purposes of 3-year exclusivity, notwithstanding the collection of

186 PK/bioavailability data in the same study. However, for example, studies that FDA

187 concludes were conducted for the sole purpose of determining PK/bioavailability and
188 merely incorporate routine safety monitoring of adverse events or reactions (as is

189 generally required for all studies of drugs in humans, including bioavailability studies)
190 would generally not be considered a clinical investigation for purposes of 3-year

191 exclusivity.

192

193 QB.6. When is a clinical investigation considered a new clinical investigation for
194 purposes of 3-year exclusivity?

195

1421 CFR 314.3(b).

1521 CFR 320.24. See also the guidance for industry Bioavailability Studies Submitted in NDAs or INDs — General
Considerations (April 2022). We update guidances periodically. For the most recent version of a guidance, check
the FDA guidance web page at https://www.fda.gov/regulatory-information/search-fda-guidance-documents.

1621 CFR 320.24(b)(3).

17 See Liquidia Techs., Inc. v. FDA, Civ. A. No. 24-2428, 2025 WL 637413, at *7 (D.D.C. Feb. 27, 2025) (holding
that the study in question in that case was a clinical investigation (other than a bioavailability study) because its
primary purpose, as shown in that case by its primary endpoint, was to evaluate safety and tolerability,
notwithstanding that the study also assessed bioavailability).
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FDA has defined a new clinical investigation as a clinical investigation in which the
results:

e Have not been relied on by FDA to demonstrate substantial evidence of
effectiveness of a previously approved drug product for any indication or of safety
for a new patient population, and

e Do not duplicate the results of another investigation that was relied on by the
Agency to demonstrate the effectiveness or safety in a new patient population of a
previously approved drug product'®

In addition, FDA’s regulations state that “data from a clinical investigation previously
submitted for use in the comprehensive evaluation of the safety of a drug product but not
to support the effectiveness of the drug product would be considered new.”"

QB.7. What information is an applicant expected to provide to show that its NDA?2°
contains new clinical investigations?

To show that the NDA contains new clinical investigations, the applicant must include a
certification that to the best of its knowledge: (1) each of the clinical investigations is an
investigation in humans; (2) the results of which have not been relied on by FDA to
demonstrate substantial evidence of effectiveness of a previously approved drug product
for any indication or of safety for a new patient population; and (3) do not duplicate the
results of another investigation that was relied on by the Agency to demonstrate the
effectiveness or safety in a new patient population of a previously approved drug
product?! (see QE.1 on the process for requesting 3-year exclusivity). In the past,
supportive information for the certification has included a statement indicating that the
study results have never been previously submitted to FDA; a list of other applications
for which the results of the clinical investigation may have been previously submitted but
not relied on for substantial evidence of effectiveness or safety for a new patient
population of a previously approved drug product; or an explanation of how the clinical
investigation differs from another investigation previously relied on by the Agency for
effectiveness or safety for a new patient population of a previously approved drug
product. FDA will evaluate the information submitted by the applicant, and the Agency
will determine whether the NDA contains “new clinical investigations” under the statute
and regulations.

QB.8. When a study involves multiple cohorts or treatment arms, could an
investigation of a cohort or treatment arm qualify as a new clinical investigation
when the results of at least one different cohort or treatment arm were previously
relied on for approval of an application?

1821 CFR 314.108(a).

Y1d

20 The term NDA also includes any supplements to the NDA. See 21 CFR 314.3(b).

21 See § 314.50(j)(4)(i) and the definition of new clinical investigation in § 314.108(a).
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In certain cases, an investigation of a cohort or treatment arm (hereinafter cohort or
treatment arm for brevity) may qualify as a new clinical investigation, and thus support
the eligibility of an NDA for 3-year exclusivity (if the other statutory and regulatory
requirements are met), when:

1) the cohort or treatment arm could be characterized as a clinical
investigation,*

2) FDA has not previously relied on the results of that specific cohort or
treatment arm to demonstrate substantial evidence of effectiveness of a
previously approved drug product for any indication or of safety for a new
patient population, and

3) the results do not duplicate those of another investigation that was relied
on by the Agency to demonstrate the effectiveness or safety in a new
patient population of a previously approved drug product.?

Thus, a cohort or treatment arm may qualify as a new clinical investigation under certain
circumstances even if FDA has previously relied on the results of a different cohort or
treatment arm of the study for approval of any previously approved application (or
supplement to an application). To conclude otherwise would elevate form over
substance, placing administrative considerations (e.g., whether a sponsor submitted a
master protocol®* or a new protocol with a new alphanumeric identifier) above
substantive innovations (e.g., whether a sponsor developed a drug for distinct new patient
populations in different cohorts of a study or developed different drug products in
different treatment arms of a study).

FDA applies a multifactorial approach to determine, on a case-by-case basis, whether a
cohort or treatment arm constitutes a distinct new clinical investigation. Important factors
in FDA’s analysis include, for example: whether there is an acceptable scientific or
medical reason for the separate cohort or treatment arm; whether the separate cohort or
treatment arm evaluates different patient populations and/or different drug products; and
whether the separate cohort or treatment arm was prespecified? in the protocol.

FDA’s approach is consistent with the regulatory framework for 3-year exclusivity.?®
Through this approach, FDA encourages efficiencies in clinical trial design by using, for

22 See 21 CFR 314.108(a) (defining clinical investigation as “any experiment other than a bioavailability study in
which a drug is administered or dispensed to, or used on, human subjects”).

2 See id.

24 For more information about master protocols, see, e.g., guidance for industry Master Protocols: Efficient Clinical
Trial Design Strategies to Expedite Development of Oncology Drugs and Biologics (Mar. 2022).

25 With respect to a cohort or treatment arm, prespecification means that the cohort or treatment arm is described in
the protocol before patients are enrolled in the cohort or treatment arm. The main goal of prespecification is to
enhance the reliability and validity of research by reducing bias and preventing post hoc alterations to the study
design or analysis methods.

26 Similar considerations underpin the language in the “new clinical investigation” definition that states: “For
purposes of this section, data from a clinical investigation previously submitted for use in the comprehensive
evaluation of the safety of a drug product but not to support the effectiveness of the drug product would be
considered new.” 21 CFR 314.108. As further explained in the preamble to the proposed rule, “[t]he agency does not
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example, a single protocol to evaluate multiple patient populations, to pave the way for
faster and more efficient development of new medical products that reach new
populations. This approach furthers FDA’s mission to approve safe and effective drugs
and, when appropriate, rewards innovations through exclusivity, without penalizing
sponsors for efficient and thoughtful clinical trial design. FDA’s approach incentivizes
sponsors to submit results from distinct cohorts or treatment arms as soon as they are
available, resulting in approval of corresponding information in drug labeling more
quickly. An alternative approach whereby FDA could recognize only one period of 3-
year exclusivity for multiple distinct cohorts could incentivize sponsors to wait to submit
all the results from the distinct cohorts or treatment arms together to obtain a broader
scope of exclusivity that could result in delayed approval of corresponding information in
drug labeling. FDA’s approach also allows for exclusivity-protected information to be
carved out of the labeling while making available non-protected information in the
labeling.

We recommend that the applicant submit a justification in its NDA explaining why the
cohort or treatment arm should be considered a new clinical investigation. FDA intends
to make such determinations on a case-by-case basis.

C. Essential to Approval
QC.1. When is an investigation essential to approval?

Essential to approval means that “with regard to an investigation . . . there are no other
data available that could support approval of the NDA.”?” The assessment of whether a
clinical investigation is essential to approval is made at or after the time of approval,
based on information available at the time of approval.?®

To meet this standard, the clinical investigation must be “vital” to the application and
there must not be any published studies (other than the applicant’s) or other information
available to FDA that would allow the Agency to approve the proposed drug product for
the proposed conditions of use or the change to the already approved drug product.?’ In
other words, without the new clinical investigation, FDA would not have sufficient
information to conclude that the drug product or change to the approved drug product for
which the applicant is seeking approval is safe and effective. FDA does not consider an
investigation to be essential to approval simply because the applicant conducted and
submitted the investigation in its application or supplement for Agency review.*° If other
information is available to the Agency that would allow it to conclude that the proposed

believe Congress intended to preclude use of data from a previously conducted study if such data provide important
new information in support of the applicant'’s proposed change to its drug product.” 54 FR 28872, 28899 (July 10,
1989) (emphasis added).

2721 CFR 314.108(a).

28 See 59 FR 50338 at 50359.

2 Id. at 50357.

30 Jd. In the preamble to the proposed rule, FDA stated, “[r]ather, the studies must be truly ‘essential,” rather than
simply supportive, to qualify the application for exclusivity.” 54 FR at 28900.
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drug product for the proposed conditions of use or the change to the already approved
drug product is safe and effective, and a clinical investigation provides data that merely
supplements that information, then that clinical investigation would not be considered
essential to approval.®!

QC.2. What information must an applicant provide to show that a clinical
investigation is essential to approval of the NDA or supplement?

If an applicant believes its NDA is eligible for 3-year exclusivity, the applicant must
submit the following information with the NDA prior to approval to support its assertion
that a clinical investigation is essential to approval:

1. A list of all published studies or publicly available reports of clinical
investigations known to the applicant through a literature search that are
relevant to the conditions for which the applicant is seeking approval;>?

2. A certification that: (1) the applicant has thoroughly searched the scientific
literature, and (2) to the best of the applicant's knowledge, the list is complete
and accurate, and (3) in the applicant's opinion, such published studies or
publicly available reports do not provide a sufficient basis for the approval of
the conditions for which the applicant is seeking approval without reference to
the new clinical investigation(s) in the NDA;* and

3. An explanation as to why the studies or reports identified from the literature
search are insufficient.>*

See QE.1 on the process for requesting 3-year exclusivity for more information.

D. Conducted or Sponsored by the Applicant
QD.1. When is an investigation conducted or sponsored by the applicant?

An investigation is conducted or sponsored by the applicant if “before or during the
investigation, the applicant was named in Form FDA-1571 filed with FDA as the sponsor
of the investigational new drug [IND] application under which the investigation was
conducted, or the applicant or the applicant’s predecessor in interest, provided substantial
support for the investigation.”* A predecessor in interest is an entity, e.g., a corporation,
that the applicant has taken over, merged with, or purchased, or from which the applicant
has purchased all rights to the drug.?® QD.2 addresses how an applicant must show that it
conducted or sponsored a new clinical investigation.

31 See 54 FR 28872 at 28900.
3221 CFR 314.50()(4)(ii).

3.
1.

3521 CFR 314.108(a).

.
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In certain circumstances, an applicant can qualify as having “conducted or sponsored” an
investigation if the applicant acquires exclusive rights to that study.?” FDA’s regulation
further clarifies that the “[pJurchase of nonexclusive rights to a clinical investigation after
it is completed is not sufficient to satisfy this definition.”

QD.2. What information is an applicant expected to provide to show that it has
conducted or sponsored a new clinical investigation?

If the NDA applicant or its predecessor in interest is identified as the IND sponsor on
Form FDA 1571, the applicant must provide the IND number under which the new
clinical investigation that is essential to the approval of its NDA was conducted.*’

Alternatively, the applicant must provide information sufficient to show that it otherwise
meets the criteria for having “conducted or sponsored” the investigation under FDA’s
regulations. Specifically, the applicant must provide a certification stating that the
applicant or its predecessor in interest provided substantial support for the clinical
investigation(s) that is essential to the approval of its NDA and information supporting
the certification.*® This includes situations where the relevant clinical investigation was
not conducted under an IND.*!

The NDA applicant may show substantial support by providing either:

1. A certified statement from a certified public accountant that the applicant or
its predecessor in interest provided 50 percent or more of the cost of
conducting the study;** or

2. An explanation of why FDA should consider the applicant to have conducted
or sponsored the study if neither the applicant nor its predecessor in interest
provided at least 50 percent of the financial contribution to the study or
sponsored the investigational new drug.*

To show that an entity (e.g., a corporation) is a predecessor in interest to the NDA
applicant, the applicant should provide documentation showing that it has either (i) taken
over, merged with, or purchased the entity, or (ii) purchased all rights to the drug from
the entity.

As noted in QD.1, a demonstration of “conducted or sponsored” for purposes of
eligibility for 3-year exclusivity is not satisfied by the purchase of nonexclusive rights to

37 See 59 FR 50338 at 50358. The FD&C Act and regulations refer to “clinical investigations,” whereas the
preamble to the regulations refers to “studies.” The terms “investigation” and “study” are used interchangeably
throughout this draft guidance.

3821 CFR 314.108(a).

3921 CFR 314.50(j)(4)(iii).

41 For example, where the clinical investigation was conducted in a foreign jurisdiction under the rules of that
jurisdiction.
42 See 21 CFR 314.50(j)(4)(iii). See also the definition of conducted or sponsored by the applicant in § 314.108(a).
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a clinical investigation after it is completed.** To show that the “conducted or
sponsored” requirement is met based on the acquisition of exclusive rights to a study, the
NDA applicant should provide a certified statement that the applicant acquired such
exclusive rights, along with any relevant supportive documentation. FDA will look at the
totality of the information before the Agency to determine whether an applicant has
acquired exclusive rights to a study.

The applicant should submit this documentation with their claim for 3-year exclusivity
(see section V.) through the electronic submissions gateway.* We recommend this
submission be prominently identified, e.g., “314.50(j) Exclusivity Claim — Conducted
or Sponsored”.

See QE.1 on the process for requesting 3-year exclusivity for more information.

E. Process for Requesting 3-Year Exclusivity
QE.1. How does an NDA applicant request 3-year exclusivity?

An NDA applicant that believes its drug product is eligible for 3-year exclusivity upon
approval must submit the following information to FDA, in accordance with § 314.50(j),
prior to approval:

e A statement that the applicant is claiming exclusivity;

e A reference to the appropriate paragraph under § 314.108 that supports its claim;
and

e Information to show that the NDA contains “new clinical investigations” (other
than bioavailability studies) (see section II) that are “essential to approval of the
NDA or supplement” (see section III) and “were conducted or sponsored by the
applicant” (see section V).

The applicant should submit a claim for 3-year exclusivity through the electronic
submissions gateway*® and identify it prominently, for example as “314.50(j) Exclusivity
Claim.” If a claim for 3-year exclusivity includes a justification for satisfying the
conducted or sponsored criterion other than being the IND sponsor named on the form
FDA 1571, we recommend that it should further be identified, such as “314.50(j)
Exclusivity Claim — Conducted or Sponsored.” The request for 3-year exclusivity
should be placed in the Module 1 folder of the NDA submission at subfolder 1.3.5.3. In
the Appendix for this guidance, FDA has included some representative language that may
be helpful to assist an applicant with their 3-year exclusivity request.

“d.

4 The electronic submissions gateway is available at Electronic Submissions Gateway Next Generation (ESG
NextGen) | FDA . Questions related to electronic submissions should be emailed to the CDER Electronic
Submission (ESUB) Team at esub@fda.hhs.gov.

4 See supra note 45.
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F. Exclusivity Determination by FDA

QF.1. What is FDA’s process for making 3-year exclusivity eligibility
determinations?

When an application is approved under section 505(c) of the FD&C Act, the relevant
review division in the Office of New Drugs provides the Office of Generic Drugs (OGD)
with a summary of facts about the application or supplement (“Exclusivity Summary”),
which assists the Office of Generic Drug Policy (OGDP) in its determination of whether
the application or supplement meets the statutory and regulatory criteria for eligibility for
3-year exclusivity. OGDP, which administers the Orange Book, reviews the Exclusivity
Summary, the administrative record, and other relevant information and may consult the
CDER Exclusivity Board,*” when appropriate, for advice regarding a pending exclusivity
determination. If OGDP determines that the application or supplement meets the
statutory and regulatory criteria for eligibility for 3-year exclusivity, the relevant 3-year
exclusivity information, including the exclusivity code and exclusivity expiration date,
will be reflected in an upcoming Orange Book update.*®

QF.2. What is an exclusivity code and how does it relate to 3-year exclusivity?

The exclusivity code in the Orange Book provides notice of an application’s exclusivity.
Three-year exclusivity is described in the Orange Book with a letter (and sometimes
numeric) code that may also be followed by a short description. The exclusivity codes are
general shorthand descriptions and do not necessarily identify, with specificity, the actual
scope of exclusivity.*’

QF.3. When are 3-year exclusivity codes assigned and added to the Orange Book?

OGDP will assign an exclusivity code(s) to the drug product and list the code(s) in the
Orange Book when FDA determines that an approved application meets the criteria for 3-
year exclusivity. Updates to exclusivity-related information in the Orange Book generally
occur once every two weeks. The Patents and Exclusivity Information Addendum to the
Orange Book provides a complete list of and definitions for the current exclusivity codes.

47 For more information about the CDER Exclusivity Board, please see
https://www.fda.gov/aboutfda/centersoffices/officeofmedicalproductsandtobacco/cder/ucm323412.htm.

48 Please note that if additional information or further analysis is needed to determine whether an NDA or
supplemental NDA is eligible for 3-year exclusivity, then there may be a delay in the publication of an application’s
exclusivity code. The absence of an exclusivity code in the Orange Book for an NDA or supplemental NDA does
not necessarily mean that an exclusivity determination has been made for that application. See guidance for industry,
Orange Book Questions and Answers (July 2022) for more information on when Orange Book updates are made.

4 For example, see letter from J. Woodcock to G. Veron (Docket No. FDA-2010-P-0614), at 22-23 (May 25, 2011)
(while the exclusivity code in the Orange Book described “gout flares,” the clinical trial essential to the approval of
Colcrys (colchicine) 0.6 mg tablets was for the treatment of acute gout flares, not prophylaxis of gout flares, and
therefore the only exclusivity-protected indication was for the treatment of acute gout flares).
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APPENDIX: NEW CLINICAL INVESTIGATION EXCLUSIVITY REQUEST
REPRESENTATIVE LANGUAGE

Requests for New Clinical Investigation exclusivity (also referred to as 3-year exclusivity)
should be included in the Module 1 folder of the NDA submission at subfolder 1.3.5.3 and
prominently identified as “314.50(j) Exclusivity Claim.” Representative language for
requesting 3-year exclusivity may include the following:

Exclusivity Request - New Clinical Investigation Exclusivity

[Applicant] requests 3 years of exclusivity under sections [505(c)(3)(E)(iii) and 505(j)(5)(F)(iii)
or 505(c)(3)(E)(iv) and 505G)(5)(F)(iv)] of the FD&C Act and [§ 314.108(b)(4) or §
314.108(b)(5)] and makes the following assertions pursuant to § 314.50(j)(4):

1. New Clinical Investigations: To the best of [Applicant’s] knowledge, the following
clinical investigation(s) included in this [NDA or supplement] meets [meet] the
definition of “new clinical investigation” set forth in § 314.108(a): [List New Clinical

Investigations].
Study Number Phase Description
Study Number Phase Description

This [these] new clinical investigation(s) is [are] an investigation[s] in humans the
results of which have not been relied on by FDA to demonstrate substantial evidence
of effectiveness of a previously approved drug product for any indication or of safety
for a new patient population and do not duplicate the results of another investigation
that was relied on by the Agency to demonstrate the effectiveness or safety in a new
patient population of a previously approved drug product. [May include supportive
information for this certification.]

2. Essential to Approval:
a. A list of all published studies or publicly available reports of clinical
investigations known to the applicant through a literature search that are
relevant to the conditions for which the applicant is seeking approval

b. [Applicant] has thoroughly searched the scientific literature and, to the best of
[Applicant’s] knowledge, the list is complete and accurate and, in
[Applicant’s] opinion, such published studies or publicly available reports do
not provide a sufficient basis for the approval of the conditions for which the
applicant is seeking approval without reference to the new clinical
investigation(s) in the [NDA or supplement].

[Include an explanation as to why the studies or reports are insufficient.]

3. Conducted or Sponsored By: [Select as applicable and include appropriate
attachments|
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[Applicant] is the sponsor named in Form FDA 1571 for IND [IND number]
under which the new clinical investigation(s) that is [are] essential to the approval
of its [NDA or supplement] was [were] conducted.

[Applicant] is not the sponsor named in Form FDA 1571 for IND [IND number]
under which the clinical investigation(s) was [were] conducted, but [Applicant]
provided substantial support for the clinical investigation(s) that is [are] essential
to the approval of this [NDA or supplement]. [Include either a certified statement
from a certified public accountant that the applicant provided 50 percent or more
of the cost of conducting the study or provide an explanation of why FDA should
consider the applicant to have conducted or sponsored the study if the applicant’s
financial contribution to the study is less than 50 percent or the applicant did not
sponsor the investigational new drug.]

[Applicant] is the successor in interest to [predecessor in interest], which is the
sponsor named in Form FDA 1571 for IND [IND number] under which the new
clinical investigation(s) that is [are] essential to the approval of its [NDA or
supplement] was [were] conducted.

[Applicant] is the successor in interest to [predecessor in interest], which provided
substantial support for the clinical investigation(s) that is [are] essential to the
approval of this [NDA or supplement].

[Include either a certified statement from a certified public accountant that the
applicant’s predecessor in interest provided 50 percent or more of the cost of
conducting the study or provide an explanation of why FDA should consider the
applicant to have conducted or sponsored the study if the predecessor in interest’s
financial contribution to the study is less than 50 percent or the predecessor in
interest did not sponsor the investigational new drug.|

[Applicant] acquired exclusive rights to the clinical investigation(s) that is [are]
essential to the approval of this [NDA or supplement]. [Include a copy of the
certified statement that the applicant acquired exclusive rights, along with any
relevant supportive documentation.]
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