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Amgen Is In Novartis’ Crosshair
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On the heels of launching its generic biosimilar to Amgen (NASDAQ AMGN) top-selling anemia drug Neupogen last
month, Novartis (NYSE:NVS) has filed another biosimilar application for Food and Drug Administration approval. This
time, Novartis is angling to steal away market share from Amgen's multibillion-dollar blockbuster Enbrel, a therapy
widely used to treat rheumatoid arthritis and psoriasis.

The beginning of a new era

Previously, top-selling biologics haven't had to face off against generic counterparts because of their complexity and
expense. Biologics are created in living cells, making it virtually impossible to create exact replicas, and despite
European regulators embracing generic alternatives for years that aren't identical but that work similarly to the brand-
name drug, U.S. regulators have taken a more cautious approach to them.

That's changing in the wake of the Affordable Care Act, which included provisions leading to the FDA's establishing a
clear pathway for biosimilars to eventually reach American patients.

Last month, Novartis' Sandoz division, which is one of the globe's largest generic drugmakers, launched the first
biosimilar available in the U.S.

That drug, Zarxio, will compete against Amgen's blood cell-boosting drug Neupogen, which first won FDA approval
way back in 1998. Although Neupogen has been on the market for more than 15 years, its original formulation still
brings in more than $1 billion in sales for Amgen.

Novartis has priced Zarxio at $438.98 for a 480 mcg/0.8 mL dose -- a 15% discount to the price Amgen gets for its
Neupogen.

Because biosimilars prices in Europe are roughly 30% lower than the reference drug they compete against, the
savings to patients and payers, including Medicare, could prove to be significant as the U.S. biosimilar market
matures and more products win FDA approval.

Next up: Enbrel
Now that Novartis is winning away scripts from Neupogen, it has set its sights firmly on winning regulatory support for
its next biosimilar, a look-alike to Enbrel that Novartis' claims delivers similar efficacy and safety.

Like Neupogen, Enbrel first won FDA approval in 1998. Enbrel is approved as a treatment for rheumatoid arthritis
patients whose condition isn't adequately controlled by DMARDSs, a class of drugs widely used as first-line treatment
in these patients. Over the years, Enbrel's label has grown to include its use in treating a variety of autoimmune
diseases, including moderate to severe plaque psoriasis.

Enbrel belongs {o a class of drugs known as anti-TNFs, which reduce the production of a protein in the immune
system that is responsible for inflammation. By reducing inflammation, anti-TNFs are able to reduce the symptoms
associated with these autoimmune diseases, and as a result, this class of drugs is among the best-selling
medications in the world.
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Last quarter, Amgen reports that Enbrel sales grew 8% year over year to $1.35 billion. Therefore, if Novartis secures
FDA approval for its Enbrel biosimilar and prices it at a similar discount to Enbrel as Zarxio is priced to Neupogen,
then Novartis could end up with a billion-dollar drug on its hands.

Looking ahead

Novartis' Sandoz has five biosimilars in phase 3 studies -- the final stage of evaluation prior to filing for approval -
and each of those five drug candidates has similar billion-dollar potential. Among those closest to a regulatory filing
are its biosimilar {o Amgen's Neulasta, a long-lasting formulation of Neupogen that posted sales of $1.1 billion in Q2,
and a biosimilar to Amgen's Epogen, which racked up $491 million in sales last quarter. Novartis is currently doing the
prep work necessary to file those drugs with the FDA, so more news should be coming out on them soon.

Source: Novartis.

Although there's no telling when the FDA will make a decision on Novartis' Enbrel biosimilar, it probably won't take too
long. Novartis' application for Zarxio was accepted in July 2014 and it got its green light in March, a bit less than eight
months later. That suggests that the FDA could issue a go/na-go decision for the Enbrel biosimilar around June

2016.

The next billion-dollar iSecret

The world's biggest tech company forgot to show you something at its recent event, but a few Wall Street analysts
and the Fool didn't miss a beat: There's a small company that's powering their brand-new gadgets and the coming
revolution in technology. And we think its stock price has nearly unlimited room to run for early in-the-know investors!
To be one of them, just click here,

Todd Campbell has no position in any stocks mentioned. Todd owns E.B. Capital Markefs, LLC. E.B. Capital's clients
may have positions in the companies mentioned. The Motley Fool has no position in any of the stocks mentioned. Try
any of our Foolish newsletter services free for 30 days. We Fools may not all hold the same opinions, but we all
befieve that considerng a diverse range of insights makes us better investors. The Motley Fool has a disclostre

policy.
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est. 1795 COMMITTEE ON ENERGY AND COMMERCE
Chairman Fred Upton

114th Congress

The 21* Century Cures Act (HR 6)

Help and Hope for Patients Through Biomedical Innovation
(Passed the House by a vote of 344-77 on July 10, 2015)

The pace of scientific advancement over the past two decades, including the mapping of the
human genome, has been impressive, giving us a myriad of genetic clues about the underpinnings of
disease. Translating these discoveries into new treatments for patients, however, has proven to be
difficult. HR 6 accelerates the discovery, development and delivery of life saving and life improving
therapies, and transforms the quest for faster cures by:

* Removing barriers to increased research collaboration.

Experts agree that more collaboration and access to data will produce faster cures and
therapies. While protecting patient privacy, HR 6 breaks down existing barriers to sharing
and analyzing the growing amount of health data generated in research and clinical settings.

* Incorporating the patient perspective into the drug development and regulatory review
process.

HR 6 strengthens the FDA's ability to take the direct experience of patients with particular
diseases and conditions, and the effect of their current therapies and use that data to modify
and improve potential treatments.

* Measuring success and identifying diseases earlier through personalized medicine.

HR 6 provides guidance for the broader, more collaborative development, understanding,
and utilization of drug development tools such as biomarkers, which can be used for earlier
assessment of how a particular therapy is working and on whom. HR 6 would advance
personalized medicine, making sure patients can be treated based on their unique
characteristics at the appropriate time.

*  Modernizing clinical trials.

Personalized medicine allows researchers to design more targeted clinical trials that can
produce results faster and cheaper. HR 6 will allow greater use of patient generated
registries that speed the recruitment of participants. It will also allow researchers to screen
patients in advance to determine if their genetic predisposition makes them better
candidates for targeted therapies. The legislation also clears the way to use new and
creative adaptive trial designs and deploy the most modern statistical and data tools, while
significantly reducing existing, duplicative or unnecessary paperwork requirements.



Removing regulatory uncertainty for the development of new medical apps.

Regulatory uncertainty has slowed the development of medical apps that generate real time
patient data. These apps hold tremendous promise for improving healthcare—saving time,
money, and lives. HR 6 provides more certainty for app developers, clarifying their
regulatory path moving forward and will speed the creation and deployment of these
innovative health tools,

Providing new incentives for the development of drugs for rare diseases.

Small populations and a lengthy development process often make the discovery of
treatments for rare diseases and conditions challenging. HR 6 creates new economic
incentives for the development of therapies for serious and life threatening conditions,
including rare diseases. New incentives will translate to more, faster cures.

Helping the entire biomedical ecosystem coordinate more efficiently to find faster cures.

Finding new cures and therapies requires more than a discovery in a laboratory. HR 6
creates a new coordinating mechanism to remove the choke points that slow the
connections between scientific discovery, drug and device development, and how these
therapies are approved and made available to patients, HR 6 improves the entire biomedical
ecosystem ensuring the innovation infrastructure works as quickly and efficiently as
possible.

Investing in 21* century science and next generation investigators.

HR 6 creates the “Innovation Fund,” a dedicated and offset funding stream of $1.75 billion
per year for 5 years for the NIH and $110 million per year for 5 years for the FDA that will
allow congressional appropriators to invest additional resources without impacting current
budget caps. Since experts believe investments in younger scientists will speed the
discovery of new cures, HR 6 also includes provisions to invest more resources in the next
generation of scientists for the next generation of drugs.

HR 6 helps keep and create jobs here at home.

HR 6 is not only a patients bill; it is a jobs bill. The United States has led the global medical
device and biopharmaceutical industries for decades, helping us become the medical
innovation capital of the world and causing China and others to try to take our innovation
and jobs. Because of our leadership, U.S. medical device-related employment totals over 2
million jobs, and the U.S. biopharmaceutical industry is responsible for over 4 million U.S.
jobs. NIH funding currently supports over 400,000 jobs at research institutions across the
country, including jobs for young scientists. The policies in HR 6 will help us fight off
foreign competitors so we can keep these jobs, and add more, here at home.

HR 6 reduces the deficit by over $500 million.
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TITLE 42 - THE PUBLIC HEALTH AND WELFARE
CHAPTER 6A - PUBLIC HEALTH SERVICE
SUBCHAPTER Il - GENERAL POWERS AND DUTIES
Part F - Licensing of Biological Products and Clinical Laboratories
subpart 1 - biological products

§ 262, Regulation of biological products

(a) Biologics license

(1

No person shall introduce or deliver for introduction into interstate commerce any biological

product unless—

(2)

3

{A) a biologics license under this subsection or subsection (k) is in effect for the biological
product; and

{B) each package of the biclogical product is plainly marked with—
(i) the proper name of the biological product contained in the package;

(ii) the name, address, and applicable license number of the manufacturer of the
biclogical product; and

(iii) the expiration date of the biclogical product.

(A) The Sceretary shall establish, by regulation, requirements for the approval, suspension,
and revocation of biologics licenses.
(B) Pediatric studies.— A person that submits an application for a license under this
paragraph shall submit to the Secretary as part of the application any assessments required
under section 505B of the Federal Food, Drug, and Cosmetic Act [21 U.S.C. 355¢].
(C} The Secretary shall approve a biologics license application—
(i) on the basis of a demonstration that—
{I) the biological product that is the subject of the application is safe, pure, and
potent; and
(II} the facility in which the biological product is manufactured, processed, packed,
or held meets standards designed to assure that the biological product continues o
be safe, pure, and potent; and
(ii) ifthe applicant (or other appropriate person) consents to the inspection of the facility
that is the subject of the application, in accordance with subsection (c) of this section.
(D) Postmarket studics and clinical trials; labeling; risk cvaluation and mitigation
strategy.— A person that submits an application for a license under this paragraph is subject
to sections 505(0), 505(p), and 505-1 of the Federal Food, Drug, and Cosmetic Act [2]1 U.5.C.
355 (o), (p), 355-1].
The Secretary shall prescribe requirements under which a biological product undergoing

investigation shall be exempt from the requirements of paragraph (1).
(b) Falsely labeling or marking package or container; altering label or mark

No person shall falsely label or mark any package or container of any biological product or alter any
label or mark on the package or container of the biological product so as to falsify the label or mark.

{c) Inspection of establishment for propagation and preparation

Any officer, agent, or employee of the Department of Health and Human Services, authorized by the
Secretary for the purpose, may during all reasonable hours enter and inspect any establishment for the
propagation or manufacture and preparation of any biological product.
(d) Recall of product presenting imminent hazard; violations
(1) Upon a determination that a batch, lot, or other quantity of a product licensed under this section
presents an imminent or substantial hazard to the public health, the Secretary shall issue an order
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immediately ordering the recall of such batch, lot, or other quantity of such product. An order
under this paragraph shall be issued in accordance with section 554 of title 5.

(2) Any violation of paragraph (1) shall subject the violator to a civil penalty of up to $100,000
per day of violation. The amount of a civil penalty under this paragraph shall, effective December
| of each year beginning | year after the effective date of this paragraph, be increased by the
percent change in the Consumer Price Index for the base quarter of such year over the Consumer
Price Index for the base quarter of the preceding year, adjusted to the nearest 1/10 of | percent.
For purposes of this paragraph, the term “base quarter”, as used with respect to a year, means the
calendar quarter ending on September 30 of such year and the price index for a base quarter is the
arithmetical mean of such index for the 3 months comprising such quarter.

(c) Interference with officers

No person shall interfere with any officer, agent, or employee of the Service in the performance of any
duty imposed upon him by this section or by regulations made by authority thereof.

() Pcnalties for offenscs

Any person who shall violate, or aid or abet in violating, any of the provisions of this section shall be
punished upon conviction by a fine not exceeding $500 or by imprisonment not exceeding one year, or
by both such fine and imprisonment, in the discretion of the court.

(g) Construction with other laws

Nothing contained in this chapter shall be construed as in any way affecting, medifying, repealing, or
superseding the provisions of the Federal Food, Drug, and Cosmetic Act [21 U.S.C. 301 et seq.].

(h) Exportation of partially processed biological products

A partially processed biological product which—
(1) is notin a form applicable to the prevention, treatment, or cure of diseases or injuries of man;
{2) is not intended for sale in the United States; and
{3) isintended for further manufacture into final dosage form outside the United States,
shall be subject to no restriction on the export of the product under this chapter or the Federal Food,
Drug, and Cosmetic Act [2]1 U.S.C. 301 et. seq.] if the product is manufactured, processed, packaged,
and held in conformity with current good manufacturing practice requirements or meets international
manufacturing standards as certified by an international standards organization recognized by the
Secretary and meets the requirements of section 801(e)(1) of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 381 (e)).
(i) “Biological product” defined

In this section:
(1} The term “biological product” means a virus, therapeutic serum, toxin, antitoxin, vaccine,
blood, blood component or derivative, allergenic product, protein (except any chemically
synthesized polypeptide), or analogous product, or arsphenamine or derivative of arsphenamine
(or any other trivalent organic arsenic compound), applicable to the prevention, treatment, or cure
of a disease or condition of human beings.
(2) The term *biosimilar” or “biosimilarity”, in reference to a biological product that is the subject
of an application under subsection (k), means—
(A) that the biological product is highly similar to the reference product notwithstanding
minor differences in clinically inactive components; and
(B) there are no clinically meaningful differences between the biological product and the
reference product in terms of the safety, purity, and potency of the product.
(3) The term “interchangeable™ or “interchangeability”, in reference to a biological product that
is shown to meet the standards described in subsection (k)(4), means that the biological product
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may be substituted for the reference product without the intervention of the health care provider
who prescribed the reference product.

(4) The term “reference product” means the single biological product licensed under subsection
(a) against which a biological product is evaluated in an application submitted under subsection (k).

(j) Application of Federal Food, Drug, and Cosmetic Act

The Federal Food, Drug, and Cosmetic Act [21 U.S.C. 301 et seq.], including the requirements under
sections 505(0), 505(p), and 505-1 of such Act {21 U.5.C. 355 (0), (p), 355--1), applies to a biological
preduct subject to regulation under this section, except that a product for which a license has been
approved under subsection (a) shall not be required to have an approved application under section 505
of such Act.

(k) Licensure of biological products as biosimilar or interchangeable

(1) In general

Any person may submit an application for licensure of a biological product under this subsection.
(2) Content
{A) In general
(i) Required information

An application submitted under this subsection shall include information demonstrating
that—
(I) the biological product is biosimilar to a reference product based upon data
derived from—
(aa) analytical studies that demonstrate that the biological product is highly
similar to the reference product notwithstanding minor differences in clinically
inactive components;
(bb) animal studies (including the assessment of toxicity); and
(ce) a clinical study or studies (including the assessment of immunogenicity
and pharmacokinetics or pharmacodynamics) that are sufficient to demonstrate
safety, purity, and potency in | or more appropriate conditions of use for which
the reference product is licensed and intended to be used and for which licensure
is sought for the biological product;
(II) the biological product and reference product utilize the same mechanism
or mechanisms of action for the condition or conditions of use prescribed,
recommended, or suggested in the proposed labeling, but only to the extent the
mechanism or mechanisms of action are known for the reference product;
(1H) the condition or conditions of use prescribed, recommended, or suggested in
the labeling proposed for the biological product have been previously approved for
the reference product;
{1V) the route of administration, the dosage form, and the strength of the biological
product are the same as those of the reference product; and
{V) the facility in which the biological product is manufactured, processed, packed,
or held meets standards designed to assure that the biological product continues to
be safe, pure, and potent.

(ii) Determination by Secretary

The Secretary may determine, in the Secretary’s discretion, that an element described in
clause (i)(1) is unnecessary in an application submitted under this subsection.

(iii) Additional information

An application submitted under this subsection—
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(I) shall include publicly-available information regarding the Secretary’s previous
determination that the reference product is safe, pure, and potent; and
(11) may include any additional information in support of the application, including
publicly-available information with respect to the reference product or another
biological product.

(B) Interchangeability

An application (or a supplement to an application) submitted under this subsection may
include information demonstrating that the biological product meets the standards described
in paragraph (4).

Evaluation by Secretary

Upon review of an application (or a supplement to an application) submitted under this subsection,
the Secretary shall license the biological product under this subsection if—

C)]

(A) the Secretary determines that the information submitted in the application (or the
supplement} is sufficient to show that the biological product—

(i) is biosimilar to the reference product; or

(ii) meets the standards described in paragraph (4), and therefore is interchangeable with
the reference product; and

(B) the applicant (or other appropriate person) consents lo the inspection of the facility that
is the subject of the application, in accordance with subsection (c).

Safety standards for determining interchangeability

Upon review of an application submitted under this subsection or any supplement to such
application, the Secretary shall determine the biological product to be interchangeable with the
reference product if the Secretary determines that the information submitted in the application {(or
a supplement to such application) is sufficient to show that—

3

(6)

(A) the biological product—
(i) is biosimilar to the reference product; and
(ii} can be expected to produce the same clinical result as the reference product in any
given patient; and
(B) for a biological product that is administered more than once to an individual, the risk in
terms of safety or diminished efficacy of alternating or switching between use of the biological
product and the reference product is not greater than the risk of using the reference product
without such alternation or switch.
General rules

{A) One reference product per application

A biological product, in an application submitted under this subsection, may nat be evaluated
against more than | reference product.

(B) Review

An application submitted under this subsection shall be reviewed by the division within
the Food and Drug Administration that is responsible for the review and approval of the
application under which the reference product is licensed.

(C) Risk evaluation and mitigation strategies
The authority of the Secretary with respect to risk evaluation and mitigation strategies under
the Federal Food, Drug, and Cosmetic Act [21 U.S.C. 30] et seq.} shall apply to biological

products licensed under this subsection in the same manner as such authority applies to
biological products licensed under subsection (a).

Exclusivity for first interchangeable bielogical product

=T
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Upon review of an application submitted under this subsection relying on the same reference
product for which a prior biological product has received a determination of interchangeability
for any condition of use, the Secretary shall not make a determination under paragraph (4) that
the second or subsequent biclogical produet is interchangeable for any condition of use until the
earlier of—

)

8

(A) 1 year after the first commercial marketing of the first interchangeable biosimilar

biological product to be approved as interchangeable for that reference product;

(B) 18 months after—
(i) afinal court decision on all patents in suit in an action instituted under subsection (1){6)
against the applicant that submitted the application for the first approved interchangeable
biosimilar biclogical product; or
(ii) the dismissal with or without prejudice of an action instituted under subsection (1}6)
against the applicant that submitted the application for the first approved interchangeable
biosimilar biological product; or

() (i) 42 months after approval of the first interchangeable biosimilar biological product if
the applicant that submitted such application has been sued under subsection (1)(6) and
such litigation is still ongoing within such 42-month period; or
(ii) 18 months after approval of the firsi interchangeable biosimilar biological product if
the applicant that submitted such application has not been sued under subsection (1)(6).

For purposes of this paragraph, the term “final court decision” means a final decision of a

court from which no appeal (other than a petition to the United States Supreme Court for a

writ of certiorari) has been or can be taken.

Exclusivity for reference product

{A) Effective date of biosimilar application approval

Approval of an application under this subsection may not be made effective by the Secretary
until the date that is 12 years afier the date on which the reference product was first licensed
under subsection (a).

(B) Filing period

An application under this subsection may not be submitted to the Secretary until the date that
is 4 years afler the date on which the reference product was first licensed under subsection (a).
{C) Firstlicensure

Subparagraphs (A) and (B) shall not apply to a license for or approval of —
(i) asupplement for the biclogical produet that is the reference product; or
(ii) a subsequent application filed by the same sponsor or manufacturer of the biclogical
product that is the reference product (or a licensor, predecessor in interest, or other related
entity) for—
(I) achange (not including a modification to the structure of the biological product)
that results in a new indication, route of administration, dosing schedule, dosage
form, delivery system, delivery device, or strength; or
(11) a modification to the structure of the biological preduct that does not result in
a change in safety, purity, or potency.
Guidance documents
(A) In general

The Secretary may, afier opportunity for public comment, issue guidance in accordance,
except as provided in subparagraph (B)(i), with section 701(h) of the Federal Food, Drug, and
Cosmetic Act [21 U.S.C. 371 (h)] with respect to the licensure of a biological product under
this subsection. Any such guidance may be general or specific,
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(B) Public comment
(i) In general
The Secretary shall provide the public an opportunity to comment on any proposed
guidance issued under subparagraph (A) before issuing final guidance.
(ii) Input regarding most valuable guidance

The Secretary shall establish a process through which the public may provide the
Secretary with input regarding priorities for issuing guidance.

{C) No requirement for application consideration

The issuance (or non-issuance) of guidance under subparagraph (A) shall not preclude the
review of, or action on, an application submitted under this subsection.

{D) Requirement for product class-specific guidance

if the Secretary issues product class-specific guidance under subparagraph (A), such guidance
shall include a description of—
(i) the criteria that the Secretary will use to determine whether a biological product is
highly similar to a reference product in such product class; and
{ii) the criteria, if available, that the Secretarv will use to determine whether a biological
product meets the standards described in paragraph (4).
(E) Certain product classes
{i) Guidance

The Secretary may indicate in a guidance document that the science and experience, as
of the date of such guidance, with respect to a product or product class {not including any
recombinant protein) does not allow approval of an application for a license as provided
under this subsection for such product or product class.

(ii) Modification or reversal

The Secretary may issue a subsequent guidance document under subparagraph (A) to
modify or reverse a guidance document under clause (i}.

{iii) No effect on ability to deny license

Clause (i) shall not be construed to require the Secretary 10 approve a product with respect
to which the Secretary has not indicated in a guidance document that the science and
experience, as described in clause (i), does not allow approval of such an application.

(I) Iatents
(1) Confidential access to subsection (k) application
(A) Application of paragraph
Unless otherwise agreed to by a person that submits an application under subsection (k)
(referred to in this subsection as the “subsection (k) applicant™) and the sponsor of the
application for the reference product (referred to in this subsection as the “reference product
sponsor™), the provisions of this paragraph shall apply to the exchange of information
described in this subsection.
(B) In general
(i) Provision of confidential information

When a subsection (k) applicant submits an application under subsection (k), such
applicant shall provide to the persons described in clause (ii), subject to the terms of this
paragraph, confidential access to the information required to be produced pursuant to
paragraph (2) and any other information that the subsection (k) applicant determines, in
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its sole discretion, to be appropriate (referred to in this subsection as the “confidential
information™).

(ii) Recipients of information

The persons described in this clause are the following:
{I) Outside counsel

One or more attorneys designated by the reference product sponsor who are
employees of an entity other than the reference product sponsor (referred to in this
paragraph as the “outside counsel”), provided that such attorneys do not enpage,
formally or informally, in patent prosecution relevant or related to the reference
product.

(I[) In-house counsel

One attorney that represents the reference product sponsor who is an employee of
the reference product sponsor, provided that such attorney does not engage, formally
or informally, in patent prosecution relevant or related to the reference product.

(iii) Patent owner access

A represeniative of the owner of a patent exclusively licensed to a reference product
sponsor with respect to the reference product and who has retained a right to assert the
patent or participate in litigation concerning the patent may be provided the confidential
information, provided that the representative informs the reference product sponsor and
the subsection (k) applicant of his or her agreement to be subject to the confidentiality
provisions set forth in this paragraph, including those under clause (i).

{C)} Limitation on disclosure

No person that receives confidential information pursuant to subparagraph (B) shall disclose
any confidential information to any other person or entity, including the reference product
sponsor employees, outside scientific consultants, or other outside counsel retained by the
reference product sponsor, without the prior written consent of the subsection (k) applicant,
which shall not be unreasonably withheld.

(D) Use of confidential information

Confidential information shall be used for the sole and exclusive purpose of determining, with
respect to each patent assigned to or exclusively licensed by the reference product sponsor,
whether a claim of patent infringement could reasonably be asserted if the subsection (k)
applicant engaged in the manufacture, use, offering for sale, sale, or importation into the
United States of the biological product that is the subject of the application under subsection
(k).

(E) Ownership of confidential information

The confidential information disclosed under this paragraph is, and shall remain, the property
of the subsection (k) applicant. By providing the confidential information pursuant to this
paragraph, the subsection (k) applicant does not provide the reference product sponsor or the
outside counsel any interest in or license to use the confidential informatien, for purposes
other than those specified in subparagraph (D).

(F) Effect of infringement action

In the event that the reference product sponsor files a patent infringement suit, the use of
confidential information shall continue to be governed by the terms of this paragraph until such
time as a court enters a protective order regarding the information. Upon entry of such order,
the subsection (k) applicant may redesignate confidential information in accordance with the
terms of that order. No confidential information shall be included in any publicly-avaitable
complaint or other pleading. In the event that the reference product sponsor does not file an
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infringement action by the date specified in paragraph (6), the reference product sponsor shall
return or destroy all confidential information received under this paragraph, provided that if
the reference product sponsor opts to destroy such information, it will confirm destruction in
writing to the subsection (k) applicant.

{G) Rule of construction

Nothing in this paragraph shall be construed—
(i) as an admission by the subsection (k) applicant regarding the validity, enforceability,
or infringement of any patent; or
(ii) as an agreement or admission by the subsection (k) applicant with respect to the
competency, relevance, or materiality of any confidential information.

{H) Effect of violation

The disclosure of any confidential information in violation of this paragraph shall be deemed
to cause the subsection (k) applicant to suffer irreparable harm for which there is no adequate
legal remedy and the court shall consider immediate injunctive relief to be an appropriate and
necessary remedy for any violation or threatened violation of this paragraph.

Subscction (k) application information

Not later than 20 days after the Secretary notifies the subsection (k) applicant that the application
has been accepted for review, the subsection (k) applicant—

3)

{A) shall provide to the reference product sponsor a copy of the application submitted to
the Secretary under subsection (k), and such other information that describes the process or
processes used to manufacture the biological product that is the subject of such application;
and

{B) may provide to the reference product sponsor additional information requested by or on
behalf of the reference product sponsor.

List and description of patents
(A) List by reference product sponsor

Not later than 60 days after the receipt of the application and information under paragraph (2),
the reference product sponsor shall provide to the subsection (k) applicant—
(i) a list of patents for which the reference product sponsor believes a claim of patent
infringement could reasonably be asserted by the reference product sponsor, or by a patent
owner that has granted an exclusive license to the reference product sponsor with respect
to the reference product, if a person not licensed by the reference product sponsor engaged
in the making, using, offering to sell, selling, or importing into the United States of the
biological product that is the subject of the subsection (k) application; and
(it) an identification of the patents on such list that the reference product sponsor would
be prepared to license to the subscction (k) applicant.

(B) List and description by subsection (k) applicant

Not later than 60 days afier receipt of the list under subparagraph {A), the subsection (k)
applicant—
(i) may provide to the reference product sponsor a list of patents to which the subsection
(k) appticant believes a claim of patent infringement could reasonably be asserted by
the reference product sponsor if a person not licensed by the reference product sponsor
engaged in the making, using, offering to sell, selling, or importing into the United States
of the biological product that is the subject of the subsection (k) application;
(ii) shall provide to the reference product sponsor, with respect to each patent listed
by the reference product sponsor under subparagraph (A} or listed by the subsection (k)
applicant under clause (i)—
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(3

(I) a detailed statement that describes, on a claim by claim basis, the factual and

legal basis of the opinion of the subsection (k) applicant that such patent is invalid,

unenforceable, or will not be infringed by the commercial marketing of the biological

product that is the subject of the subsection (k) application; or

{I) astatement that the subsection (k) applicant does not iniend to begin commercial

marketing of the biological product before the date that such patent expires; and
(iii) shall provide to the reference product sponsor a response regarding each patent
identified by the reference product sponsor under subparagraph (A)(ii).

(C) Description by reference product sponsor

Not later than 60 days after receipt of the list and statement under subparagraph (B), the
reference product sponsor shall provide io the subsection (k) applicant a detailed statement
that describes, with respect to each patent described in subparagraph (B)(ii)(I), on a claim by
claim basis, the factual and legal basis of the opinion of the reference product sponsor that
such patent will be infringed by the commercial marketing of the biological product that is the
subject of the subsection (k) application and a response to the statement concerning validity
and enforceability provided under subparagraph (B)(ii)(I).

Patent resolution negotiations

(A) In general

After receipt by the subsection (k) applicant of the statement under paragraph (3)(C),
the reference product sponsor and the subsection (k) applicant shall engage in good faith
negotiations to agree on which, if any, patents listed under paragraph (3) by the subsection
(k) applicant or the reference product sponsor shall be the subject of an action for patent
infringement under paragraph (6).
(B) Failure to reach agreement

If, within 15 days of beginning negotiations under subparagraph (A}, the subsection (k)
applicant and the reference product sponsor fail to agree on a final and complete list of which,
if any, patents listed under paragraph (3) by the subsection (k) applicant or the reference
product sponsor shall be the subject of an action for patent infringement under paragraph (6),
the provisions of paragraph (5) shall apply to the parties.

Patent resolution if no agreement

(A) Number of patents

The subsection (k) applicant shall notify the reference product sponsor of the number of
patents that such applicant will provide to the reference product sponsor under subparagraph
(B)()D).
(B) Exchange of patent lists

() In general

On a date agreed to by the subsection (k) applicant and the reference product sponsor,
but in no case later than 5 days afier the subsection (k) applicant notifies the reference
product sponsor under subparagraph (A), the subsection (k) applicant and the reference
product sponsor shall simultaneously exchange—
(1) the list of patents that the subsection (k) applicant believes should be the subject
of an action for patent infringement under paragraph (6); and
(I1) the list of patents, in accordance with clause (ii), that the reference product
sponsor believes should be the subject of an action for patent infringement under
paragraph (6).
(i) Number of patents listed by reference product sponsor
(I} Ingeneral
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Subject to subclause (II), the number of patents listed by the reference product
sponsor under clause (i)(I1) may not exceed the number of patents listed by the
subsection (k) applicant under clause (i)(1).

(II) Exception

If a subsection (k) applicant does not list any patent under clause (i)(1), the reference
product sponsor may list | patent under clause (i)(11}.
(6) Immediate patent infringement action
{A) Action if agreement on patent list

If the subsection (k) applicant and the reference product sponsor agree on patents as described
in paragraph (4}, not later than 30 days after such agreement, the reference product sponsor
shall bring an action for patent infringement with respect to each such patent.

{B) Action if no agreement on patent list

If the provisions of paragraph (5) apply to the parties as described in paragraph (4)(B), not later
than 30 days after the exchange of lists under paragraph (5)(B), the reference product sponsor
shall bring an action for patent infringement with respect to each patent that is included on
such lists.
(C) Notification and publication of complaint

(i) Notification to Secretary

Not later than 30 days afier a complaint is served to a subsection (k) applicant in an action
for patent infringement described under this paragraph, the subsection (k) applicant shall
provide the Secretary with notice and a copy of such complaint.

(ii) Publication by Secretary

The Secretary shall publish in the Federal Register notice of a complaint received under
clause (i).
(7) Newly issued or licensed patenis

In the case of a patent that—
(A) isissued 1o, or exclusively licensed by, the reference product sponsor after the date that
the reference product sponsor provided the list to the subsection (k) applicant under paragraph
(3)(A); and
(B) the reference product sponsor reasonably believes that, due to the issuance of such patent,
a claim of patent infringement could reasonably be asserted by the reference product sponsor if
a person not licensed by the reference product sponsor engaged in the making, using, offering
to sell, selling, or importing into the United States of the biological product that is the subject
of the subsection (k) application,
not later than 30 days after such issuance or licensing, the reference product sponsor shail provide
to the subsection (k) applicant a supplement to the list provided by the reference product sponsor
under paragraph (3)(A) that includes such patent, not later than 30 days after such supplement is
provided, the subsection (k) applicant shall provide a statement to the reference product sponsor
in accordance with paragraph (3)(B), and such patent shall be subject to naragraph (8).
(8) Notice of commercial marketing and preliminary injunction

(A) Notice of commercial marketing
The subsection (k) applicant shall provide notice to the reference product sponsor not later

than 180 days before the date of the first commercial marketing of the biological product
licensed under subsection (k).

(B) Preliminary injunction

- 10 -
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Afier receiving the notice under subparagraph (A) and before such date of the first
commercial marketing of such biological product, the reference product sponsor may seek
a preliminary injunction prohibiting the subsection (k) applicant from engaging in the
commercial manufacture or sale of such biological product until the court decides the issue of
patent validity, enforcement, and infringement with respect to any patent that is—
(i) included in the list provided by the reference product sponsor under paragraph (3)(A)
or in the list provided by the subsection (k) applicant under paragraph (3)(B); and

(ii) not included, as applicable, on—
(I) the list of patents described in paragraph (4); or
(II) the lists of patents described in paragraph (5)(B).
{C) Rcasonable cooperation

If the reference product sponsor has sought a preliminary injunction under subparagraph (B),
the reference product sponsor and the subsection (k) applicant shall reasonably cooperate to
expedite such further discovery as is needed in connection with the preliminary injunction
molion.

(9) Limitation on declaratory judgment action

(A) Subsection (k) application provided

If a subsection (k) applicant provides the application and information required under paragraph
(2)(A), neither the reference product sponsor nor the subsection (k) applicant may, prior to the
date notice is received under paragraph (8)(A}), bring any action under section 2201 of title 28
for a declaration of infringement, validity, or enforceability of any patent that is described in
clauses (i) and (ii) of paragraph (8} B).

(B) Subscquent failure to act by subsection (k) applicant

If a subsection (k) applicant fails to complete an action required of the subsection (k) applicant
under paragraph (3} B)(ii), paragraph (3), paragraph (6)(C)(i), paragraph (7), or paragraph
(8)(A), the reference product sponsor, but not the subsection (k) applicant, may bring an action
under section 2201 of title 28 for a declaration of infringement, validity, or enforceability
of any patent included in the list described in paragraph (3)(A), including as provided under
paragraph (7).

(C) Subsection (k) application not provided

If a subsection (k) applicant fails to provide the application and information required under
paragraph (2)(A), the reference product sponsor, but not the subscction (k) applicant, may
bring an action under section 2201 of title 28 for a declaration of infringement, validity,
or enforceability of any patent that claims the biological product or a use of the biological
product.

{m) Pediatric studics

(1) Application of certain provisions

The provisions of subsections (a), (d), (e), (), (i), (), (k), (1), (p), and (q) of section S05A of the
Federal Food, Drug, and Cosmetic Act [21 U.S.C. 355a (a), (d), (e), (), (i), (), (k). (1), (p). (q)]
shall apply with respect to the extension of a period under paragraphs (2) and (3) to the same extent
and in the same manner as such provisions apply with respect to the extension of a period under
subsection (b) or (c) of section 505A of the Federal Food, Drug, and Cosmetic Act {21 U.S.C.
355a(b), ()]

(2) Market exclusivity for new biclogical products

If, prior to approval of an application that is submitted under subsection (a), the Secretary

determines that information relating to the use of a new biological product in the pediatric
population may produce health benefits in that population, the Secretary makes a writien request

i f [ =
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for pediatric studies (which shall include a timeframe for completing such studies), the applicant
agrees Lo the request, such studies are completed using appropriate formulations for each age group
for which the study is requested within any such timeframe, and the reports thereof are submitted
and accepted in accordance with section 505A(d)(3) of the Federal Food, Drug, and Cosmetic Act
[21 U.S.C. 355a (d)3)]—
(A) the periods for such biological product referred to in subsection (k)(7) arc deemed to be
4 years and 6 months rather than 4 years and 12 years and 6 months rather than 12 years; and

(B) if the biological product is designated under section 526 ' [21 U.S.C. 360bb] for a rare
disease or condition, the period for such biclogical product referred to in section 527 (a) 121
U.S.C. 360cc (a)] is deemed to be 7 years and 6 months rather than 7 years.

(3) Market exclusivity for already-marketed biological products

If the Secretary determines that information relating to the use of a licensed biological product in
the pediatric population may produce health benefits in that population and makes a written request
to the holder of an approved application under subsection (a) for pediatric studies (which shall
include a timeframe for completing such studies), the holder agrees to the request, such studies
are completed using appropriate formulations for each age group for which the study is requested
within any such timeframe, and the reports thereof are submitted and accepted in accordance with
section 505A(d)X3) of the Federal Food, Drug, and Cosmetic Act [21 U.8.C. 355a (d)(3)}—

{A) the periods for such biological product referred to in subsection (k}(7) are deemed to be

4 years and 6 months rather than 4 years and 12 years and 6 months rather than 12 years; and

(B) if the biological product is designated under section 526 ' [21 U.S.C. 360bb] for a rare

disease or condition, the period for such biological product referred to in section 527 (a) ! 21
U.S.C. 360cc (a)] is deemed to be 7 years and 6 months rather than 7 years.

(4) Exception
The Secretary shall not extend a period referred to in paragraph (2)(A), (2)(B), (3)(A), or 3)(B} if

the determination under section 505A (d)(3) : [21 U.8.C. 355a (d)(3)] is made later than 9 months
prior to the expiration of such period.

Footnotes

! Sce Reflerences in Text note below.

(July 1, 1944, ch. 373, title 111, § 351, 58 Stat. 702; 1953 Reorg. Plan No. 1, §§ 5, 8, eff. Apr. 11, 1953,
18 F.R. 2053, 67 Stat. 631; Pub. L. 85-881, § 2, Sept. 2, 1958, 72 Stat. 1704; Pub. L. 91-515, title 1, §
291, Oct. 30, 1970, 84 Stat, 1308; Pub. L. 96-88, title V, § 509(b), Oct. 17, 1979, 93 Stat. 695; Pub. L.
99-660, title I, § 105(a), title 11, § 315, Nov. 14, 1986, 100 Stat. 3751, 3783; Pub. L. 102-300, § 6(b)(),
June 16, 1992, 106 Stat. 240; Pub. L. 104—134, title 11, §§ 2102(d)(2), 2104, Apr. 26, 1996, 110 Stat.
1321-319, 1321-320; Pub. L. 105-115, title I, § 123(a)~(d), (g), Nov. 21, 1997, 111 Stat. 2323, 2324;
Pub. L. 108-155, § 2(b)(3), Dec. 3, 2003, 117 Stat. 1941; Pub. L. [10-85, title IX, § 901(c), Sept. 27,
2007, 121 Stat. 939; Pub. L. 111148, title V1, § 7002(a), (b), (2)(1), Mar. 23, 2010, 124 Stat, 804, 814,

819)

References in Text

The effective date of this paragraph, referred 10 in subscce. (d)(2}. is the effective date of section 315 of Pub. L. 99-660
which added subsec. (d)(2). See Effective Date of 1986 Amendment nole sct out below,

The Federal Foed, Drug, and Cosmelic Act, teferred to in subsecs. (g), (h). (§), and (k)(SXC). is act June 25, 1938, ch.
675, 52 Stat. 1040, which is classified generally to chapter 9 (§ 301 et seq.) of Title 21, Food and Drugs. For complete
classilication of this Act to the Code, see section 301 of Title 21 and Tables.
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Scctions 526, 527 (a), and 505A (3)(3), referred to in subsec. {m)(2)(B). (3)(B), (4), probably mean sections 526,
527(a), and 505A(dX3} of the Federal Food, Drug, and Cosmetic Act, act Junc 25, 1938, ch. 675, which arc classified
to sections 360bb, 360cc (a), and 355a {d)(3). respectively. of Title 21, Food and Drugs.

Amendments

2010—Subsece. (a)(E{A). Pub. L. 111-148, § 7002(a){1), inserted “under this subsection or subsection (k)™ afier
“biologics license™,

Subsec., (i). Pub. L. L11-148, § 7002(b), substituted *In this section:” for “In this scction,”, designated remainder
of exisling provisions as par. (1), substituted “The term” for “the term”, inserted “protein (except any chemically
synthesized polypeptide),” after “allergenic product,”, and added pars. (2) 10 (4).

Subsecs. (k), (1). Pub. L. 111-148, § 7002(a)(2), added subsees. (k) and (1).
Subsec, {m}, Pub. L. 111148, § 7002(g)(1}, added subsec. (m).
2007—Subsec. (a)(2)(D). Pub. L. 110-85, § 901(c)1), added subpar. (D).

Subsec. (j). Pub. L. 110-85, §901(c)2). inserted *, including the requiremnents under scections 505(o), 505(p), and
505-1 of such Act,” afler “and Cosmetic Act™,

2003-—Subsec. (a){2)(B). (C). Pub. L. 108-155 added subpar. (B) and redesignated former subpar, (B) as (C).

1997—Subsec. (a). Pub. L. 105-115, § 123(a)} 1), amended subsce. (a) generally. Prior to amendment, subsec. {a)
related to intrastate and interstate traffic in biological products and suspension or revocation of licenses as affecting
prior sales.

Subsec. (b). Pub. L. 105-1135, § 123(b). amended subsec. (b) generally, Prior to amendment, subsec. (b) read as follows:
“No person shall falsely label or mark any package or container of any virus, serum, loxin, antiloxin, vaccine, blood,
blood component or derivative, allergenic product. or other product aforesaid; nor alier any label or mark on any
package or container of any virus, serum, toxin, antitoxin, vaccine, blood. blood compencent or derivative, allergenic
product, or other product aforesaid so as to falsify such label or mark.”

Subsee. {c). Pub. L. 105-115, § 123(c). substituted “biological product.” lor **virus, serum, toxin, antitoxin, vaccine,
blood, blood component or derivative, allergenic product, or other product aforesaid for sale, barter, or exchange in the
District of Columbia, or to be sent, carried, or brought from any State or possession inlo any other State or possession
or into any foreign country, or from any foreign country into any Stale or possession.”

Subsec. (d), Pub. L. 105-115, § 123(a)}(2), designated par. {2) as subsce. {d}, redesignated subpars. (A) and {B) of par.
{2) as pars. (1) and (2), respectively, in par, (2), substituted “Any violation of paragraph (1)” for “Any violation of
subparagraph (A)" and substituted “this paragraph™ for “this subparagraph™ wherever appearing, and struck out former
par, {1} which read as follows: “Licenses for the maintenance of establishments for the propagation or manufacture
and preparation of products described in subsection {a) of this section may be issued only upon a showing that the
establishment and the products for which a license is desired meet standards, designed to insure the continued safety,
purity, and potency of such products, prescribed in regulations, and licenses for new products may be issued only
upon a showing that they meet such standards. All such licenses shall be issued, suspended. and revoked as prescribed
by regulations and all licenses issued for the maintenance of establishments for the propagation or manufacture and
preparation, in any foreign country, of any such products for sale, barter, or exchange in any State or posscssion
shall be issued upon condition that the licensees will permit the inspection of their establishments in accordance with
subsection (¢) of this section.”

Subsee. (i). Pub, L. 105-115, § 123(d), added subsee. {i).
Subsec, (§). Pub. L, 105-115, § 123(g), added subsec, (j).

1996-—Subsec. {(h). Pub. L. 104-134, § 2104, amended subscc. (h) generally, revising and restating former provisions,
which also related to exportation of partially processed biological products,

Subsee. (W{1)(A). Pub. L. 104-134, § 2102(d}2), substituted “in a country listed under section 802 (b)(1)” for “in
a country listed under section 802 (b)}(A)” and 10 a country listed under section 802 (b)(1)” for “to a country listed
under section 802 (b)(4)".

1992—Subsce. (c). Pub. L. 102-300, which directed substitution of “Health and Human Services™ for “Health,
Education, and Wellare™, could not be exceuted because the words “Health, Education, and Welfare” did not appear
in original statutory text. Previously, references to Depariment and Secretary of Health and Human Services were
substituted for references to Federal Sccurity Agency and its Administrator pursuant 1o provisions cited in Transfer
of Functions nole below.

1986—Subscc. (d). Pub. L. 99-660, § 315, designated existing provisions as par. (1) and added par. (2).
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Subsce. (h). Pub. L. 99-660, § [05(a), added subscc. (h).
1970-—Subsecs. (a) to (c). Pub. L. 91515 inserted “vaccine, blood, blood component or derivative, allergenic
product,” after “antitoxin™ wherever appearing.

1958—Subscc. {d). Pub. I.. 85-881 struck out “made jointly by the Surgeon General, the Surgeon General of the Army,
and the Surgeon General of the Navy, and approved by the Sccretary™ after “regulations™ in first senience,

Effective Date of 2007 Amendment

Amendment by Pub. L. 110-85 effective 180 days after Sept. 27, 2007, see section 909 of Pub. L. 110-85, sct out as
a note under section 331 of Title 21, Food and Drugs.

Effective Date of 2003 Amendment

Amendment by Pub, L. 108-155 effective Dec. 3, 2003, except as otherwise provided, see section 4 of Pub. L. 108-155,
set out as an Effective Date note under section 355¢ of Title 21, Food and Drugs.

Effective Date of 1997 Amendment

Amendment by Pub. L, 105-115 efTective 90 days afier Nov. 21, 1997, except as otherwise provided, see section 501
of Pub. L. 105-F135, set out as anote under sectien 321 of Title 21, Food and Drugs.

Effective Date of 1986 Amendment

Scction 105(b) of Pub. L. 99-660 provided that: **Paragraph (1) of section 351(h) of the Public Health Service Act
[former subsee. (h)(1) of this section] as added by subsection {a) shall take effect upon the expiration of 90 days afler
the date of the cnactment of this Act [Nov, 14, 1986]."

Amendment by section 315 of Pub. L. 99-660 effective Dec. 22, 1987, see section 323 of Pub. L. 99-660, as amended,
set oul as an Effective Date note under section 300aa-1 of this title.

Transfer of Functions

Functiens of Public Health Service, Surgeon General of Public Health Scrvice, and all other officers and employecs of
Public Health Service, and functions ol all agencies of or in Public 1ealth Service transferred to Sccretary of Health,
Education, and Wellare by Reorg. Plan No. 3 of 1966. ¢ff. June 23, 1966, 31 F.R. 8855, B0 S1at. 1610, set out as a
note under seclion 202 of this title. Secretary of 1 lealth, Education, and Welfare redesignated Secretary of Health and
Human Services by section 509(b) of Pub, .. 96-88 which is classilied to section 3508 (b} of Title 20, Education

References to Secretary and Department of Health, Education, and Welfare substituted for references to Federal
Security Administrator and Federal Sccurity Agency. respectively, pursuant to Reorg, Plan No. 1 of 1953, § 5, set out
as # note under section 3501 of this title, which transferred all functions of Federal Security Administrator to Secrelary
of Featth, Education, and Welfare and all agencies of Federal Sccurity Agency to Department of Health, Education,
and Welfare. Federal Security Agency and office of Administrator abolished by scction 8 of Reorg, Plan No. 1 of
1953. Secrctary and Department of Health, Education, and Wellare redesignated Secretary and Department of Health
and Human Services by section 509(b) of Pub. L. 96-88 which is classified to section 3508 (b) of Title 20.

Products Previously Approved Under the Federal Food, Drug, and Cosmetic Act
Pub. L. LEL-148, title V11, § 7002(c), Mur, 23, 2010, 124 Stat. 817, provided that:

(1) Requirement to follow section 351.—Excepl as provided in paragraph (2), an application for a biological product
shall be submitted under section 351 of the Public Health Service Act (42 U.S.C. 262) (as amended by this Act).

*(2) Exception.—An application for a biological product may be submitted under section 505 of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 355} if—

“{A) such biological product is in a product class for which a biological product in such product class is the subject of
an application approved under such section 505 not later than the date of enactment of this Act {Mar. 23, 2010]; and

“(B) such application—

(i} has been submitted to the Sccretary of Health and Human Services (referred 1o in this subtitle [subtitle A (§§
7001-7003) of title VII of Pub, L. 111-148, see Short Title of 2010 Amendment nolte under section 201 of this title]
as the *Sccretary’) before the date of enactment of this Act: or

*{ii) is submitted 1o the Secretary not later than the date that is 10 years after the date of enactment of this Act,

*{3) Limitation.—Notwithstanding paragraph (2}, an application for a biological product may not be submitied under
section 505 of the Federal Food, Drug, and Cosmetic Act {21 U.S.C. 355)ifthere is another biclogical product approved

.
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under subsection (a) of section 351 ef the Public Heahh Service Act [42 U.S.C. 262] that could be a reference product
with respect 1o such application (within the meaning ol such section 351) il such application were submitted under
subsection (k) of such section 351.

“(4) Deemed approved under section 35, —An approved application for a biological product under section 505 of
the Federal Food, Drug, and Cosmetic Act (21 U.5.C. 355) shall be deemed to be a license for the biclogical product
under such section 351 on the date that is 10 years after the date of enactment of this Act.

*(5) Definitions —For purposcs of this subsection, the term ‘biological product’ has the meaning given such term
under section 351 of the Public Health Service Act {42 U ,5.C. 262) (as amended by this Act).”

Costs of Reviewing Biosimilar Biological Product Applications
Pub. L. | 11148, title VII, § 7002(D)(3)(B), (C), Mar. 23, 2010, 124 Stat. 818, 819, provided that:

*(B) Evaluation ol costs of revicwing biosimilar biclogical product applications.—During the period beginning on the
dute of enactment of this Act [Mar. 23, 2010] and ending on October 1, 2010, the Secretary [of Health and Human
Services] shall collect and evaluate data regarding the costs of reviewing applications for biological products submitted
under scetion 351(k) of the Public Health Service Act [42 U.S.C. 262 (k)] (as added by this Act) during such period.

“(C) Audit.—

(i) In general.—On the date that is 2 years after first receiving a user fee applicable 10 an application for a biological
product under section 351(k) of the Public Health Service Act [42 U.5.C. 262 (k)] (as added by this Act), and on a
biennial basis thereafler until October 1, 2013, the Secretary shall perform an audit of the costs of reviewing such
applications under such section 351 (k). Such an audit shall compare—

(1} the costs of reviewing such applications under such section 351 (k) to the amount of the user fee applicable to
such applications; and

*(I)(aw) such ratio delermined under subclause (1): to

*(bb) the ratio of the costs of reviewing applications for biological products under section 351(a) of such Act [42
U.S.C. 262 (a)] (as amended by this Act) to the amount of the user fee applicable to such applications under such
section 351 (a).

(i} Alteration of user fee.—If the audit performed under clause (i) indicates that the ratios compared under subclause
([1} of such clause differ by more than 5 percent, then the Secretary shall alter the user fee applicable 10 applications
submitted under such section 351 (k) [42 U.S.C. 262 (k)] to mare appropriately account for the costs of reviewing
such upplications.

*(iii) Accounting standards.—The Secretary shall perform an audit under clause (i) in conformance with the accounting
principles, standards, and requirements prescribed by the Comptroller General of the United States under section 3511
of title 31, United State Code, 10 ensure the validity of any potential variability.”

Licensing of Orphan Products

Pub. L. 111-148, title VII, § 7002(h), Mar. 23, 2010, 124 Stat. 821, provided that: “if a reference product, as defined
in section 351 of the Public Health Service Act (42 U.S.C. 262) {as amended by this Act) has been designated under
section 526 of the Federal Food, Drug, and Cosmetic Act (21 U.5.C. 360bb) for a rare discase or condition, a biological
product seeking approval for such disease or condition under subsection (k) ol such section 351 as biosimilar to, or
interchangeable with, such reference product may be licensed by the Sceretary [of Health and Human Services] only
after the expiration for such reference product of the later of —

*(1) the 7-year peried described in section 527(a) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 360cc
{a)); and

*(2) the 12-year period described in subsection (k)7) of such section 351."

Savings Generated by 2010 Amendment
Pub, [, 111-148, title VI1, § 7003, Mar. 23, 2010, 124 Stat. 821, provided that:

*(a) Determination,—The Secretary of the Treasury, in consultation with the Secretary of Health and Human Services,
shall for cach fiscal year determine the amount of savings to the Federal Government as a result of the enactment
of this subtitle [subtitle A (§§ 7001-7003) of titie V11 of Pub. L. 111-148, see Shori Title of 2010 Amendment note
under section 201 of this title].

“{b) Use.—Notwithstanding any other provision of this subtitle (or an amendment made by this subtitle), the savings
to the Federal Government gencrated as a result of the enactment of this subtitle shall be used for deficit reduction.”

il =
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Enhanced Penalties and Control of Biological Agents

Pub. L. 104-132, title V, § 511, Apr. 24, 1996, £10 Stat. 1284, as amended by Pub. L. 107-188, title 11, § 204, June
12, 2002, 116 Stat. 647, provided that:

“() Findings—The Congress finds thai—
*(1) certain biological agents have the potential to pose a severe threat to public health and safety;

*(2) such biological agents can be used as weapons by individuals or orpanizations for the purpose of domestic or
international terrorism or [or other criminal purposes,

*(3) the transfer and possession of potentially hazardous biological agents should be regulated to protect public health
and safety; and

*(4) efforts to protect the public from exposure to such agents should ensure that individuals and groups with legitimate
objectives continue to have access to such agents for clinical and rescarch purposes.

(b} Crimina! Enforcement —[Amended sections 175, 177, and 178 of Title 18, Crimes und Criminal Procedure.}

*(c) Terrorism.—[Amended section 2332a of Title 18.]"

_16-
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§257a. Transferred

CODIFICATION

Section, Pub. L. 91-613, title I, §4, Oct. 27, 1970, 84
Stat. 1241; Pub. L. 86-88, title V, §508(b), Oct, 17, 1878, 53
Stat. 695, which related to medical treatment of narcot-
ics addiction, was trapsaferred to section 290bb-2a of
this title.

§258. Repealed. Pub. L. 106-310, div. B, title
XXXTV, §3405(a), Oct. 17, 2000, 114 Stat. 1221

Bectlon, acts July 1, 1844, ch. 373, title ITI, §342, B8
Stat. 609; 1951 Reorg. Plan No. 1, §§5, B, eff. Apr. 11, 1953,
18 F.R. 2053, 67 Stat. 631; Pub, L, §1-513, title I,
§2(a}2)(A}, Oct. 27, 1970, B4 Stat. 1240; Pub. L. 96-88,
title V, §509(b), Oct, 17, 1679, 93 Stat, 695, related to em-
ployment, establishment of industries, plants, etc., sale
of commaditiea, and disposition of proceeds.

§258a. Transferred

CODIFICATION

Saction, act July 8, 1947, ch. 210, title II, §201, 61 Stat,
269, which related to transfer of balancea in working
capital fund, narcotic hospitals, to surplus fund, was
transferred and 18 set out as a note under gection 20aa
of this title.

§8259 to 261a. Repealed. Pub. L. 108-310, div. B,
title XXXTV, § 34056(a), Oct. 17, 2000, 114 Stat.
1221

Bection 259, acts July 1, 1944, ch, 373, title ITI, §343, 58
Btat. 699, Pub. L. 91-513, title I, §2(a)2)(A), (3), (1), Oct.
27, 1970, 84 Stat. 1240; Pub, L, 92-203, §3, May 11, 1972, 86
Stat. 136; Pub. L. 98473, title II, §233(b), Oct. 12, 1984, 58
Stat, 2031, related to convict addicts or other persona
with drug abuse or drug dependence problems.

Sectlon 260, acts July 1, 1944, ch. 373, title IIT, §344, 58
Stat. T01; June 25, 1948, ch. 654, §5, 62 Stat. 1018; July 24,
1856, ch. 676, title 1II, §302(b), T0 Stat. 622; Pub, L, 81-513,
title I, §2(a)(2)(A), (3), (4), Oct. 27, 1970, B4 Stat. 1240, re-
lated to addicts and persons with drug abuse or drug
dependence problems,

Section 260a, act July 1, 1944, ch. 373, title III, §345, as
added May 8, 1954, ch. 195, §2, 68 Stat. 79; amended July
24, 1856, ch. 678, title III, §302(c), 70 Stat. 622; Pub. L.
91-358, title I, §155(c){33), July 26, 1970, 84 Stat. 572, re-
lated to admission of addicta committed from District
of Columbia.

Section 261, acts July 1, 1944, ch. 373, title III, §346,
formerly §345, 58 Stat. 701; renumbered §346, May 8,
1854, ch, 195, §2, 68 Stat. 79; amended Pub. L. 81-513,
title T, §2(a)(2)(A), (5), Oct. 27, 1870, 84 Stat. 1240, related
to penalties for introducing prohibited articles and sub-
stances Into hospitale and escaping from, or alding and
abetting escape from hosapitals,

Sectlon 261a, act July 1, 1944, ch. 373, title TIT, §347, as
added May 8, 1854, ch. 185, §4, 8 Stat. 80; amended Pub.
L. 91-513, title I, §2(a)(4), Oct. 27, 1970, 84 Stat. 1240, re-
lated to relcase of patients and determination by Sur-
geon General,

PART F—LICENSING OF BIOLOGICAL PRODUCTS
AND CLINICAL LABORATORIES

SUBPART 1—RBIOLOGICAL PRODUCTS

§282. Regulation of biological products
(a) Biologics licensc

(1) No person shall Intraoduce or deliver for in-
troduction into interstate commerce any bip-
logical product unless—

(A) a biologics license under this subsection
or subsection (k) is in effect for the biological
product; and
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(B) each package of the blologiecal product is
plainly marked with—

(i) the proper name of the blological prod-
uct contained in the package;

{ii) the name, address, and applicable 1i-
cense number of the manufacturer of the bi-
ologlcal product; and

(11i) the expiration date of the biological
product.

(2)(A) The Secretary shall establish, by regula-
tion, requirements for the approval, sugpension,
and revocation of biclogics licenses.

(B) PEDIATRIC 8STUDIES.—A person that submits
an application for a license under this paragraph
ghall submit to the Secretary as part of the ap-
plication any assessments required under sec-
tion 505B of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 355¢].

{C) The Secretary shall approve a biologics li-
cense application—

(1) on the basis of a demonstration that—

(I) the biclopical product that is the sub-
ject of the application is safe, pure, and po-
tent; and

(IT) the facility in which the bilological
product is manufactured, processed, packed,
or held meets standards designed to assure
that the biological product continues to be
safe, pure, and potent; and

({i) if the applicant {or other appropriate
person) consents to the inspection of the facil-
ity that 18 the subject of the application, in
accordance with subsection {c) of this section.

(D) POSTMARKET ETUDIES AND CLINIUAL TRIALS;
LABELING; RISK EVALUATION AND MITIGATION
STRATEGY.—A person that submits an applica-
tlon for a license under this paragraph is subject
to soctions 505(0), 505(p), and 505-1 of the Federal
Food, Drug, and Cosmetic Act [21 U.S.C. 355(0),
(p), 365-1].

(3) The Secratary shall prescribe requirements
under which a biological product undergoing in-
vestigation shall be exempt from the require-
ments of paragraph (1).

(b) Falsely labeling or marking package or con-
tainer; altering label or mark

No person shall falsely label or mark any
package or container of any biologlcal product
or alter any label or mark on the package or
container of the biological product so as to fal-
sify the label or mark,

(c) Inspection of establishment for propagation
and preparation

Any offlcer, agent, or employee of the Depart-
ment of Health and Human Services, authorized
by the Secretary for the purpose, may during all
reasonable hours enter and inspect any estab-
lishment for the propagation or manufacture
and preparation of any biological product.

(d) Recall of product presenting imminent haz-
ard; violations

{1) Upon a determination that a batch, lot, or
other quantity of a product licensed under this
section presents an imminent or substantial
hazard to the public health, the Secretary shall
issue an order immediately ordering the recall
of such batch, lot, or other quantity of such
product. An order under this paragraph shall be
issued in accordance with section 554 of title 5.
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{2) Any violation of paragraph (1) shall subject
the violator to a c¢ivil penalty of up to $100,000
per day of violation, The amount of a civil pen-
alty under this paragraph shall, effective De-
cember 1 of each year beginning 1 year after the
effective date of this paragraph, be increased by
the percent change in the Consumer Price Index
for the base quarter of such year over the Con-
sumer Price Index for the base guarter of the
preceding year, adjusted to the nearest e of 1
percent, For purposes of this paragraph, the
term ‘‘base quarter', as used with respect to a
year, means the calendar quarter ending on Sep-
tember 30 of such year and the price index for a
base quarter {s the arithmetical mean of such
index for the 3 months comprising such quarter.

(e) Interference with officers

No person shall interfere with any officer,
agent, or employes of the Sarvice in the per-
formance of any duty imposed upon him by this
pectlon or by regulations made by authority
thereof.

(f) Penalties for offenses

Any person who shall violate, or aid or abet in
violating, any of the provisions of this section
ghall be punished upon conviction by a fine not
exceeding $500 or by imprisonment not exceed-
ing one year, or by both such filne and imprison-
maent, in the discretion of the court.

{g) Construction with other laws

Nothing contained in this chapter shall be
construed as in any way affecting, modifying,
repealing, or superseding the provisions of the
Federal Food, Drug, and Cesmetic Act [2]1 U.8.C.
301 et seq.].

(h) Exportation of partially processed biological
products

A  partially processed blological
which—

(1) iz not in a form applicable to the preven-
tion, treatment, or cure of diseases or injuries
of man;

(2) 18 not Intended for sale in the United
States; and

(3} ig intended for further manufacture into
final dosage form outside the United States,

shall be subject to no restriction on the export
of the product under this chapter or the Federal
Food, Drug, and Cosmetic Act [21 U.S8.C. 301 et.
seq.] if the product is manufactured, processed,
packaged, and held in conformity with current
good manufacturing practice requirements or
meets international manufacturing standards as
certified by an international standards organiza-
tion recognized by the Secretary and meeta the
requirements of section 801(e)(1) of the Federal
Food, Drug, and Cosmetic Act (21 U.8.C, 3B1(e)).

(i} “Biological product” defined

In this section:

(1) The term “bijological product’ means a
virus, therapeutic serum, toxin, antitoxin,
vaccine, blood, blood component or derivative,
allergenic product, protein (except any chemi-
cally synthesized polypeptide), or analogous
product, or arsphenamine or derivative of ars-
phenamine (or any other trivalent organic ar-
senic compound), applicable to the prevention,

product
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treatment, or cure of a diseage or condition of
human beings.

(2) The term “biosimilar” or ‘‘biosimilar-
ity', in reference to a biological product that
ia the subject of an application under sub-
section (k), means—

{A) that the biological product is highly
similar to the reference product notwith-
standing minor differences in clinically in-
active components; and

(B) there are no clinically meaningful dif-
ferences between the biological product and
the reference product in terms of the safety,
purity, and potency of the product.

(3) The term ‘‘Interchangeable” or “‘inter-
changeability’, in reference tec a biclogical
product that is shown to meet the standards
described In subsection (k)(4), means that the
blological product may be substituted for the
reference product without the intervention of
the health care provider who prescribed the
reference product.,

{4) The term ‘‘reference product' means the
single biological product licensed under sub-
section (a) against which a blological preduct
is evaluated in an application submitted under
subsection (k).

(j) Application of Federal Food, Drug, and Cos-
metic Act

The Federal Faod, Drug, and Cosmetic Act {21
U.8.C. 301 et seq.], including the requirements
under sectlons 505{c), 505(p), and 505-1 of such
Act [21 U.S.C. 355(0), (p), 355-1], applies to a bio-
logical product subject to regulation under this
section, except that a product for which a 1i-
cense has been approved under subsection (a)
shall not be required te have an approved appli-
cation under section 505 of such Act.

(k) Licensure of biclogical products as biosimilar
or interchangeable

(1) In general

Any person may submit an application for
Heensure of a biclogical product under this
subsaction.

{2) Content
(A) In general
{i) Required information

An application submitted under this sub-
gection shall include information dem-
onstrating that—

(I) the blological product 18 biosimilar
to a roference product based upon data
derived from—

{aa) analytical studies that dem-
onstrate that the blological product is
highly similar to the reference product
notwithatanding minor dliferences in
clinically inactive components;

{bb) animal studies (including the as-
gessment of toxicity); and

{ce) a clinical study or studies (in-
cluding the assessment of
immunogenicity and pharmacokinetics
or pharmacodynamicse) that are suffi-
cient to demonstrate safety, purity,
and potency in 1 or more appropriate
conditions of use for which the ref-
erence product is licensed and intended
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to be used and for which licensure is
gsought for the biological product;

() the biolegical product and ref-
erence product utilize the same mecha-
nism or mechanisms of action for the
condition or conditions of use presecribed,
recommended, or suggested in the pro-
posed lebeling, but only to the extent
the mechanism or mechanisms of action
are known for the refersnce product;

(IT1) the condition or conditions of use
prescribed, recommended, or suggested
in the labeling proposed for the biologl-
cal product have been previously ap-
proved for the reference product;

(IV) the route of administration, the
dosage form, and the strength of the blo-
loglcal product are the same as those of
the reference product; and

(V) tha facility in which the biological
product iz manufactured, processed,
packed, or held meets standards designed
to assure that the biological product
continues to be safe, pure, and potent.

(ii) Determination by Secrctary

The Secrotary may determine, in the
Secretary’s diacretion, that an element de-
seribed {n clause (i)(1) is unnecessary In an
application submitted under this sub-
section.

(iii) Additional information

An application submitted under this sub-
section—

(I) shall include publicly-available in-
formation regarding the Secretary’s pre-
vious determination that the reference
product is safe, pure, and potent; and

{II) may include any additional infor-
mation in support of the application, in-
cluding publicly-available information
with respect to the reference product or
another biological product.

(B) Interchangeability

An application {(or a supplement to an ap-
plication) submitted under this subsection
may Iinclude Iinformation demonstrating
that the blological product meets the stand-
ards described in paragraph (4).

{3) Evaluation by Secrctary

Upon review of an application (or a supple-
ment to an application) submitted under this
subsaction, the Secretary shall license the bio-
logical product under this subsection if—

(A) the Secretary determines that the in-
formation submitted in the application (or
the supplement) is sufficient to show that
the biological product—

(1) is biosimilar to the reference product;
or

(1i) meets the standards described in
paragraph (4), and therefore is inter-
changeable with the reference product; and

(B) the applicant (or other appropriate per-
son) consents to the inspection of the facil-
ity that is the subject of the application, in
accaordance with subsection (c).
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(4) Safety standards for determining inter-
changeability

Upon review of an application submitted
under this subsection or any supplement to
such epplication, the Becretary shall deter-
mine the biological product to be interchange-
able with the reference product if the Sec-
retary determines that the information sub-
mitted in the application (or a supplement to
such application) is sufficient to show that—

{(A) the biological product—

(1) is biosimilar to the reference product;
and

(i1) can be expected te produce the same
clinical result as the reference product in
any given patient; and

(B) for a biological product that is admin-
istered more than once to gn individual, the
riak in terms of safety or diminished offi-
cacy of alternating or switching between use
of the biological product and the reference
product is not greater than the risk of using
the reference produect without such alter-
nation or switch.

{8) General rules
(A) One reference product per application

A blological product, in an application
submitted under this subsection, may not be
ovaluated against more than 1 reference
product.

(B) Review

An application submitted under this sub-
section shall be reviewed by the division
within the Food and Drug Administration
that is responsible for the review and ap-
proval of the application under which the
reference product is licensed.

(C) Risk evaluation and mitigation strategies

The authority of the Secretary with re-
spect to risk evaluation and mitigation
strategies under the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 301 et seq.] shall
apply to biological products licensed under
this subssction in the same manner as such
authority applies to biologlical products li-
censed under subsection (a).

(6) Exclusivity for first interchangeable bio-
logical product

Upon review of an application submitted
under this subsection relying on the same ref-
erence product for which a prior biological
product has received a determination of inter-
changeability for any condition of use, the
Secretary shall not make a determination
under paragraph (4) that the second or subse-
quent biological product is interchangeable for
any condition of use until the eartier of—

{A) 1 year after the first commercial mar-
keting of the first interchangeable biosimi-
lar biological product to be approved as
interchangeable for that reference product;

(B) 18 months after—

(1) a final court decislon on all patents In
suit in an action instituted under sub-
section (I)(6) against the applicant that
submitted the application for the firset ap-
proved interchangeable biosimilar biologi-
cal product; or
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(1i) the dlamissal with or without preju-
dice of an action Instituted under sub-
section (I)(6) against the applicant that
submitted the application for the f{irst ap-
proved Interchangeable biosimilar biologi-
cal product; or

(C)(i) 42 months after approval of the first
interchangeahble biosimilar blological prod-
uct if the applicant that submitted such ap-
plicatlon has been sued under subsection
(I}6) and such litigation s still ongoing
within such 42-month period; or

{11) 18 months after approval of the first
interchangeable biosimilar biolegical prod-
uet if the applicant that submitted such ap-
plication has not been sued under subsection
(1)),

For purposes of this paragraph, the term
“final court decision' means a final decision
of a court from which no appeal (other than a
petition to the Unlted States Supreme Court
for a writ of certiorarl) has heen or can be
talten.

(7) Exclusivity for reference product

(A) Effective date of hiosimilar application
approval

Approval of an application under this sub-
gection may not be made effective by the
Secretary until the date that is 12 years
after the date on which the reference prod-
uct was firat licensed under subsection (a}.
(B) Filing period

An application under this subsection may
not be submitted to the Secretary until the
date that is 4 years after the date on which
the reference product was first licensed
under subsection (a).

{C) First licensure

Subparagraphs (A) and (B) shall not apply
to a license for or approval of—
(i) & supplement for the biological prod-
uct that is the reference product; or
(i1) a subsequent application filed by the
same sponsor or manufacturer of the bio-
logical product that is the reference prod-
uct (or a licensor, predecessor In interest,
or other related entity) for—

(I) a change {not Including a modifica-
tion to the structure of the biological
product) that results In a new indlcation,
route of administration, dosing schedule,
dosage form, delivery system, delivery
device, or strength; or

(IT) a modification to the structure of
the biological product that does not re-
sult in a change in safety, purity, or po-
tency.

{8) Guidance documents
(A) In general

The Secretary may, after opportunity for
public comment, issue guldance in asccord-
ance, except as provided In subparagraph
(BX1), with section 7T01(h) of the Federal
Foed, Drug, and Cosmetic Act [21 U.8.C.
371(h)] with respect to the licensure of a bio-
logical product under this subsection. Any
such guidance may be gensral or specific,

{B) Public comment
(i) In general

The Secretary shall provide the public
an opportunity to comment on any pro-
posed guidance issued under subparagraph
(A) hefore issuing final guidance.

(ii} Input regarding most valuable guid-
ance

The Secretary shell establish a process
through which the public may provide the
Secretary with input regarding priorities
for issuing puidance.

(C) No requirement for application consider-
ation

The issuance (or non-issuance) of guldance
under subparagraph (A) shall not preclude
the review of, or action on, an application
submitted under this subsection.

(D) Requirement for product class-specific
guidance

If the Secretary issues product class-spe-
cific guidance under subparagraph (A), such
guidance shall include a description of—

(1) the criteria that the Secretary will
use to determine whether a blological
product 18 highly simillar to a reference
product in such product class; and

(1) the criteria, if available, that the
Secretary will use to determine whether a
blologlcal product meets the standards de-
scribed in paragraph (4).

{E) Certain product classes
(1) Guidance

The Secretary may indicate in a guid-
ence document that the sclence and expe-
rience, as of the date of such guidance,
with respect to a product or product class
(hot including any recombinant protein)
does not allow appraoval of an application
for a license as provided under this sub-
section for such product or product class.

(ii) Modification or reversal

The Secretary may issue a subsequent
guidance document under subparagraph
{A) to modify or reverse a guldance docu-
ment under clause ().

(iii) No effect on ability to deny license

Clause (i) shall not be construed to re-
quire the Secretary to approve a product
with respect to which the Secretary has
not indicated in a guidance document that
the science and experience, as described in
clause (1), does not allow approval of such
an application.

(1) Patenta
(1) Confidential access to subsection (k) appli-

cation
(A) Application of paragraph

Unless otherwise agreed to by a parson
that submits an application under esub-
section (k) {referred to in this subsection as
the ‘‘subsection (k) applicant”) and the
sponsoer of the application for the reference
product (referred to in this subsection as the
‘‘reference product sponsor''), the provisions
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of this paragraph shall apply to the ex-
change of information described in this sub-
section.

(B) In gencral
(i) Provigion of confidential information

When a subsection (k) applicant submits
an application under subsection (k), such
applicant shall provide to the persons de-
scribed in clause (ii), subject to the terms
of this paragraph, confidential access to
the information required to be produced
purseant to paragraph (2) and any other
information that the subsection (k) appli-
cant determines, in its sole discretion, to
be appropriate (referred to in this sub-
section as the ‘‘confidential information),

(ii) Recipients of information

The persons described in this clause are
the following:

(I) Qutside counsel

One or more attorneys designated by
the reference product sponsor who are
employees of an entity other than the
reference product sponscr (referred to in
this paragraph as the “outside counsel™),
provided that such attorneys do not en-
gage, formally or informally, in patent
prosecution relevant or related to the
reference product.

(IT) In-house counsel

One attorney that represents the ref-
erence product sponsor who is an em-
ployee of the reference product sponsor,
provided that such attorney does not en-
gage, formally or informally, in patent
prosecution relevant or related to the
reference product.

Ty

(iii) Patent owner access

A reprosentative of the owner of a patent
exclusively licensed to a reference product
sponsor with respect to the reference prod-
uct and who has retained a right to assert
the patent or participate in litigation con-
cerning the patent may be provided the
confidential information, provided that
the representative informs the reference
product sponsor and the subsection (k) ap-
plicant of his or her agreement to be sub-
ject to the confidentiality provislons set
forth in this paragraph, including those
under clause (i),

(C) Limitation on disclosure

No parson that receives confidential infor-
mation pursuant to subparagraph (B) shall
disclose any confidential information to any
other person or entity, including the ref-
erence product sponsor employees, outside
scientific consultants, or other outside coun-
sel retained by the reference product spon-
sor, without the prior written conaent of the
gubsection (k) applicant, which shall not be
unreasonably withheld,

(D) Use of confidentinl information
Confidential information shall be used for

the sole and exclusive purpose of determin-
ing, with respect to each patent assigned to
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or exclusively licensed by the reference
product sponsor, whether & claim of patent
infringement could reasonably be asserted if
the subsection (k) applicant engaged in the
manufacture, use, oifering for sale, sale, or
importation into the United States of the bi-
ological product that is the subject of the
application under subsection (k).

(E) Ownership of confidential information

The confidential information disclosed
under this paragraph 18, and shall remain,
the property of the subsection (k) applicant.
By providing the confidential information
pursuant to this paragraph, the subsection
(k) applicant does not provide the reference
product sponsor or the outside counsel any
interest in or license to use the confidential
information, for purposes other than those
specified in subparagraph (D).

(F) Effect of infringement action

In the event that the reference product
sponsor files a patent Infringement suit, the
use of confidential information shall con-
tinue to be governed by the terms of this
paragraph until such time as a court enters
a protective order regarding the informa-
tlon. Upon entry of such order, the sub-
section (k) applicant may redesignate con-
fidential information in accordance with the
terms of that order. No confidential infor-
mation shall be included in any publicly-
available complaint or other pleading. In the
event that the reference product sponsor
does not file an infringement action by the
date speclfied in paragraph (), the reference
product sponsor shall return or destroy all
confidential information received under this
paragraph, provided that if the reference
product sponsor opts to destroy such infor-
mation, it will confirm destruction in writ-
ing to the snbsection (k) applicant.

(G) Rule of construction

Nothing in this paragraph shall be con-
strued—

(i) as an admission by the subsection (k)
applicant regarding the validity, enforce-
ability, or infringement of any patent; or

(1) ag an apreement or admission by the
subsection (k) applicant with respect to
the competency, relevance, or materiality
of any confidential information.

(H) Effoct of violation

The disclosure of any confidential infor-
meation in violation of this paragraph shall
be deemed to cause the subsection (k) appli-
cant to suffer irreparable harm for which
there is no adequate legal remedy and the
court shall consider immediate injunctive
relief to be an appropriate and necessary
remedy for any violation or threatened vio-
lation of this paragraph.

(2) Subsection (k) application information

Not later than 20 days after the Secretary
notifies the subsection (k) applicant that the
application has been accepted for review, the
subsection (k) applicant—

(A) shall provide to the reference product
sponsor a copy of the application submitted



