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4. What standards are required to assure sufficient similarity between the FOB and
the reference product? Is the requirement that the FOB be “highly similar” to the
reference adequate or should an applicant be required to establish that the FOB is
“as similar as scientifically as possible”? How would FDA assess these
requirements?

FDA believes that product-class guidances should be developed to outline what would be
considered to be “highly similar” for the purposes of that specific class of products. This
would ensure that FDA receives expert and public scientific and technical advice, but should
include flexibility for FDA to adjust the process to meet its scientific needs with respect to
data requirements and other matters. This guidance process would signal to stakeholders
which product classes FDA considers appropriate for follow-on applications and data
elements that might allow review and approval of a follow-on product. Such a process will
ensure the Agency has optimum information regarding safety and efficacy considerations for
follow-on products; enhance transparency of decision-making; establish a level-playing field
for all follow-on applicants; and encourage follow-on applications by describing Agency
expectations for application content.

S. Should FDA be required to promulgate regulations and guidance before reviewing
applications? Why or why not? Furthermore, should FDA be required to issue
and permit public comment on product-specific guidance before submission of
applications? What are the advantages and disadvantages? How long will it take
to put a regulatory framework in place, including new regulations and guidances
for FOBs?

FDA believes that requiring a predictable and public product-class guidance process prior to
acting on any follow-on applications would be beneficial. This process should ensure that
FDA receives expert and public scientific and technical advice, but should include flexibility
for FDA to adjust the process to meet its scientific needs with respect to data requirements
and other matters. This guidance process would signal to stakeholders which product classes
FDA considers appropriate for follow-on applications and data elements that might allow
review and approval of a follow-on product. Such a process will ensure the Agency has
optimum information regarding safety and efficacy considerations for follow-on protein
products; enhance transparency of decision-making; establish a level-playing field for all
follow-on applicants; and encourage follow-on applications by describing Agency
expectations for application content.

The timeframe within which a regulatory framework, including new regulations and
guidances for FOBs, could be established would depend upon the requirements of enacted
legislation, the complexity of the product class, the volume of comments received through a
public process, and the availability of Agency resources.

6. How much in additional appropriations or user fees would FDA need to implement
a generic biologics program? What proportion of resources should come from
user fees? How would that relate to the user fees that are assessed for traditional
drugs and/or biologics?
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To review follow-on applications, FDA will need additional resources. Although FDA has
not yet had the opportunity to consider the full costs likely to be associated with the review of
follow-on applications, FDA believes that these applications will require approximately the
same resources initially as comparable BLAs and NDAs. In addition, there will be “start up”
resources needed to launch the program.

In addition, in light of the importance of ensuring the timely review of safe and effective
generic drugs, the Agency believes it is vital to authorize the collection of user fees for review
of generic drug applications under section 505(j) of the FD&C Act consistent with the
President's FY2009 budget.

Interchangeability

1. Does current science permit an assessment of interchangeability (substitutability)
for any biologics at this time? What is the likelihood that interchangeability
assessments for some or all biologics will be possible in the future, and in what
period?

Because of the variability and complexity of protein molecules, current limitations of
analytical methods, and the difficulties in manufacturing a consistent product, it is unlikely
that, for most proteins, a manufacturer of a follow-on protein product could demonstrate that
its product is identical to an already approved product. Technology is not yet sufficiently
advanced to allow this type of comparison for more complex protein products. Scientific and
safety issues of determining interchangeability at present are significant, including for
pharmacovigilance (for example, postmarket surveillance and withdrawal based on class or a
specific product).

To establish that two protein products would be therapeutically equivalent (interchangeable),
a sponsor of the follow-on protein product would need to demonstrate, among other things
that repeated switches from the follow-on protein product to the referenced product, and vice
versa, would have no negative effect on the safety and effectiveness of the products. It is
likely that the manufacturer of a follow-on protein product would have to conduct clinical
studies evaluating such switching before a claim of interchangeability would be permitted.
The design and ethical considerations for such studies will require careful consideration. In
light of the current scientific limitations on the ability to make determinations of
interchangeability, and because it is critical to protect patient safety, FDA believes that
patients should not be switched from the reference biological product to a follow-on
biological product (or vice versa) unless directed to do so by their physician, and legislation
should not allow for determinations of interchangeability at this time.

2. In general terms, what types of testing or data would be necessary to establish
that two biologics are interchangeable?

In general, demonstration of interchangeability would be based on, among other things, a
showing of similar relevant structural characteristics between the two products, an
understanding of the structure-function relationships, and clinical data evaluating the impact
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of switching patients from one product to the other. There may be a need for standards to
ensure structural similarity and interchangeability over the products’ lifetime.

3. How should product-specific requirements for demonstrating interchangeability
be established? Should the statute prohibit interchangeability assessments or
give FDA the authority to determine interchangeability as science permits?
Please explain your answer?

As previously discussed, there is a known significant risk in repeatedly switching between
products and a resulting negative impact on both patient safety and/or effectiveness. While
there may be the possibility of determining interchangeability in the future, pharmacies or
patients might substitute biological products determined to be biosimilar, but not determined
to be interchangeable for one another, possibly resulting in serious injury or death. Therefore,
in light of the current scientific limitations on the ability to make determinations of
interchangeability, and because it is critical to protect patient safety, the Agency believes that
patients should not be switched from the innovator biological product to a follow-on
biological product (or vice versa) without the express consent and advice of the patient's
physician, and legislation should not allow for determinations of interchangeability at this
time.

4, Should there be product specific guidances, with opportunity for public
comments, on establishing interchangeability before submission of applications?
What are the advantages and disadvantages?

As noted in the response to question number 5 under the Regulatory/Administrative section,
above, FDA believes that the implementation of a public product-class guidance process prior
to acting on any follow-on applications would be beneficial.

5. What are the potential risks to patients from interchangeability of one biologic
for another? If FDA finds two biologics interchangeable, should physicians,
pharmacists, and patients feel comfortable with substitution by pharmacist?
Why or why not? How would interchangeability affect patient access to
biologics?

As noted in the response to question number 1 under the Science/Safety section, above, an
immune response to a therapeutic protein can range from development of detectable but not
clinically significant antibodies to an immune response with impact on safety or effectiveness.
Adverse events from an immune response could include hypersensitivity reactions such as
anaphylaxis, rash, fever and kidney problems, to cross-reaction with an endogenous protein
(e.g., erythropoietin). Immune responses to administered protein products can be life-
threatening. Immunogenicity may be influenced by patient-related, disease-related, or
product-related factors. Thus, without clinical evidence that patients can be switched back
and forth between two products without any detrimental effect, such changes should not be
made unless directed by a physician, and legislation should not allow for determinations of
interchangeability at this time.
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6. How would interchangeability affect competition in the market place, and/or
reimbursement by health plans? Will it affect the costs of biopharmaceuticals?

We believe that the complexity of the interchangeability issue would preclude reliance on a
paradigm analogous to the generic drug model. We cannot speculate about the impact on
pricing or health plans.

Patents

1. Inyour view, how long is the current effective patent term for pharmaceuticals?
Specifically, how long on average are drugs marketed under patent protection
following FDA approval?

2. The Hatch/Waxman Act restored innovator patents up to 14 years, and further
provided manufacturers with S years of data exclusivity. Is this a good model for
biologic manufacturers? What lessons can we learn from the Hatch-Waxman Act,
and apply towards Congress’s discussion about FOBs?

The patent term restoration provisions of the Hatch-Waxman Act, which restore up to 5 years
of the term of an unexpired patent but which cannot result in a patent term longer than 14
years from the date of product approval, currently apply to biological products licensed under
the PHSA (see 35 U.S.C. 156). The statute addresses, among other things, “a patent which
claims a method of manufacturing the product which primarily uses recombinant DNA
technology in the manufacture of the product...” (35 U.S.C. 156(a)(5)(B)). However, the 5-
year exclusivity provision of the Hatch-Waxman Act applies only to drug products approved
under section 505(b) of the FD&C Act (see section 505(c)(3)(E)(ii) of the FD&C Act).

The lessons learned from the Hatch-Waxman Act lead the Agency to believe that, to ensure
continued innovation, legislation authorizing a follow-on biological pathway should include
incentives to develop innovative biologic products. The Agency believes that sponsors that
develop innovative biotechnology products should be eligible for a significant period of
market and/or data exclusivity, independent from any patent protections that might be
applicable to the product, to ensure continued innovation. An additional exclusivity period
should also be provided if, during the period of exclusivity, the sponsor of the reference
product submits, and FDA approves a BLA supplement for a new indication for which new
clinical studies were required (other than bioavailability studies). Such protections should be
robust enough to ensure that a follow-on pathway does not negatively impact innovation.

3. Please explain if patent on biotech medicines will provide meaningful protection of
intellectual property if a pathway is created to allow for the regulatory approval of
FOBs? How do patents on biotechnological medicines compare or differ in the
value they offer to traditional small-molecule drugs, if an FOB’s pathway requires
only that the FOB be highly similar to the reference product?

FDA’s role in administering the patent listing provisions of the Hatch-Waxman Act and
ensuring compliance with patent certification requirements is purely ministerial.
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4. What procedures, if any, should be included in legislation to enable reference
product companies or third parties to identify potential patent infringement claims
by a biosimilar company and to ensure timely resolution of legal disputes?

The Agency does not have a position on the procedures that should be included in legislation
to enable reference product companies or third parties to identify potential patent
infringement claims related to FOBs. We note, however, that even FDA's limited current
role in administering the patent listing provisions of the Hatch-Waxman Act and ensuring
compliance with the patent certification requirements can embroil the Agency in litigation.
The Agency believes that sponsors that develop innovative biotechnology products should be
eligible for a significant period of market and/or data exclusivity, independent from any
patent protections that might be applicable to the product, to ensure continued innovation.

S.  If patent issues are to be addressed in a statute, how should we balance the
interests of third-party patent holders and the reference product sponsor?

6.  Should an FOB statute require FDA to administer patent listing and notification
provisions as Hatch-Waxman does? Has this process been an appropriate and
efficient use of FDA’s resources and expertise? Why or why not? Can appropriate
notification be accomplished through an alternative process that does not enlist
FDA resources?

As stated in the response to question 4 above, the Agency does not have a position regarding
whether the Hatch-Waxman patent listing and notification process would be appropriate for
an FOB statute.

Incentives/Exclusivity/Investment

1.  Should reference product manufacturers be given a period of exclusive marketing
in addition to the patent-term restoration already provided to them under Hatch-
Waxman? If yes, how much is necessary to provide adequate incentives for
innovation without unnecessarily delaying competition?

The Agency believes that sponsors that develop innovative biotechnology products should be
eligible for a significant period of market and/or data exclusivity, independent from any
patent protections that might be applicable to the product, to ensure continued innovation.
An additional exclusivity period should also be provided if, during the period of exclusivity,
the sponsor of the reference product submits, and FDA approves, a BLA supplement for a
new indication for which new clinical studies were required (other than bioavailability
studies).

Such protections should be robust enough to ensure that a follow-on pathway does not
negatively impact innovation.
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2.  What types of assessments have been conducted to determine the minimum term of
exclusivity that will enable a robust industry for discovery and development of
biologics?

3. How should exclusivity for modifications to approved products be addressed?

An additional exclusivity period should be provided if, during the period of exclusivity, the
sponsor of the reference product submits and FDA approves, a BLA supplement for a new
indication for which new clinical studies were required (other than bioavailability studies).

4. What benefits do innovator firms obtain from data exclusivity, and how is this
protection different from patent protection?

A clearly-defined period of exclusivity provides certainty to reference product sponsors.
Patent protection differs in that patents may be challenged by a follow-on protein product
sponsor as invalid, unenforceable, and/or not infringed.

5. Do you think biologics should receive a different period of data exclusivity than
drugs?

The Agency believes that sponsors that develop innovative biotechnology products should be
eligible for a significant period of exclusivity protection to ensure continued innovation.

6. What policy considerations justify that patent protections be the principal form of
intellectual property for biologics and drugs?

7.  If a follow-on biologics pathway was created without additional incentives —
beyond existing patent protections — for continued innovation, how would
innovation be affected either positively or negatively? What additional incentives,
if any, would be necessary to support continued research and innovation, including
at American universities?

Innovation would be negatively affected by the creation of a follow-on biologics pathway
without additional incentives beyond existing patent protections. Not all biologics are
protected by a patent, and even if there is a patent the cost of litigating patent issues are
significant. The cost of establishing that an original biologic product is safe and effective is
high. Because a sponsor who developed the innovative biologic may not be able to obtain
funding to do the necessary research if they cannot expect to recover the cost if the biologic is
approved, additional incentives should be provided to encourage research into the safety and
efficacy of biologics. The Agency believes that sponsors that develop innovative
biotechnology products should be eligible for a significant period of market and/or data
exclusivity, independent from any patent protections that might be applicable to the product,
to ensure continued innovation. An additional exclusivity period should also be provided if,
during the period of exclusivity, the sponsor of the reference product submits, and FDA
approves a BLA supplement for a new indication for which new clinical studies were required
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(other than bioavailability studies). Such protections should be robust enough to ensure that a
follow-on pathway does not negatively impact innovation.

Economic Impact

1. How much savings would a generic biologics pathway create and in what period
(taking into account the time it will take to implement any new law, and the time
needed by manufacturers to develop products and submit applications)? Please
describe the evidence on which you base your answer.

2. Can you provide an estimate of the amount of money your agency/company will
spend on biological products over the next 10 years, in absolute dollars, and as a
percentage of total program/plan spending? If FOBs, approved by FDA as
comparable to the brand name product, were available, what is your estimate for
the cost of the reference product and the follow-on product?

3.  What implications would a follow-on biologics pathway have on U.S. economic
competitiveness and leadership in protection of intellectual property rights?

4. What implications does the treatment of patents in the context of a follow-on
biologics approval pathway have for the future of biotechnological innovation?

In general, a FOBs approval pathway may be expected to reduce the barrier to market entry
for a follow-on product once a patent that claims the reference product expires. However, it
is difficult to evaluate the implications of the treatment of patents in the context of a follow-
on biological approval pathway outside of the context of other incentives for biotechnological
innovation such as exclusivity protection, which may be coextensive with a significant portion
of the term of a patent that claims the reference product.

5. If a follow-on biologics pathway was created without ample incentives for
innovators to continue to innovate, what would the effect be for future research,
current clinical programs, and universities?

The Agency believes that sponsors that develop innovative biotechnology products should be
eligible for a significant period of exclusivity protection, independent from any patent
protections that might be applicable to the product, to ensure continued innovation.

European Model (abbreviated approval pathway)

1. The European Union (EU) regulatory system for biosimilars requires the
development of product-specific guidances which detail the standard for approval
that would need to be met by a biosimilar in a defined product class. Do you think
these guidances would provide similar benefits to industry, healthcare providers,
and patients in the U.S.?
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The Agency believes that a predictable and public product-class guidance process should be
required prior to acting on any follow-on applications. It should ensure that FDA receives
expert and public scientific and technical advice, but should include flexibility for FDA to
adjust the process to meet its scientific needs with respect to data requirements and other
matters. This guidance process would signal to stakeholders which product classes FDA
considers appropriate for follow-on applications and data elements that might allow review
and approval of a follow-on product. Such a process will ensure the Agency has optimum
information regarding safety and efficacy considerations for follow-on products; enhance
transparency of decision-making; establish a level-playing field for all follow-on applicants;
and encourage follow-on applications by describing Agency expectations for application
content.

2. Legislation passed by the European Parliament encourages innovation by
providing 10 years of market exclusivity, extendable to 11 years for select new
indications of use, for innovator biologics, thereby preventing the introduction of
FOBs during that period. Should the U.S. be guided by treatment of drugs and
biologics in the EU with respect to exclusivity periods?

As noted above, the Agency believes that sponsors that develop innovative biotechnology
products should be eligible for a significant period of exclusivity protection, independent from
any patent protections that might be applicable to the product, to ensure continued innovation.
An additional exclusivity period should also be provided if, during the period of exclusivity,
the sponsor of the reference product submits, and FDA approves, a BLA supplement for a
new indication for which new clinical studies were required (other than bioavailability
studies). Such protections should be robust enough to ensure that a follow-on pathway does
not negatively impact innovation.

3. Ifthe U.S. adopts incentives for innovation in biologics that are substantially less
than those afforded in Europe, what could the potential effect be on U.S.
competitiveness?

4. To what extent do you agree or disagree with the EU’s current model when it
comes to access to needed biologics, patent protection, patient safety considerations
(including interchangeability), and the length of time needed for the approval of a
new product? What are the advantages and disadvantages of the EU’s model?
Are there other models that the U.S. can examine? If yes, what are the strengths
and weaknesses of their models?

The Agency has not undertaken an analysis of the effects of the European Union’s current
model (or other approaches) on access to needed biologics, patent protection, patient safety
considerations (including interchangeability), and the length of time needed for the approval
of a new product, and therefore is not able to comment.
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5. FOBs are now approved in Europe, and FDA has approved a number of follow-on
protein products under the FFDCA. Have these shown any problems with respect
to safety or efficacy? In what ways are these different from any safety problems
seen with brand products?

FDA has not done a systematic review of all of the follow-on protein products approved under
the FD&C Act. In general, FDA does not distinguish postmarket surveillance of brand
products from follow-on or generic products. However, FDA's MedWatch Program is an
important tool that captures safety information and adverse event reports and helps FDA
monitor the safety of all medical products regulated by FDA.

Thank you for contacting us concerning this matter. Please let us know if you have further
questions. The same response has been sent to Ranking Member Deal.
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Frank M. Torti, M.D., M.P.H.
Principal Deputy Commissioner
and Chief Scientist

Sincerely,

cc: The Honorable John D. Dingell
Chairman
Committee on Energy and Commerce

The Honorable Joe Barton
Ranking Member
Committee on Energy and Commerce




