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The following comments are submitted on behalf of Maxygen, Inc., headquartered in
Redwood City, California. Maxygen is a biotechnology company focused on the discovery,
development, and commercialization of improved next-generation protein pharmaceuticals for
the treatment of disease and serious medical conditions. Patents and other proprietary rights are
important to our business. At present, Maxygen has over 120 U.S. and foreign patents and
numerous pending patent applications relating to its recombination-based directed evolution
technologies, protein modification methods, and protein pharmaceuticals.

Introduction

Biopharmaceutical-related inventions are often complex and multi-faceted, and the
processes of developing and testing of biopharmaceutical-related inventions, including new
biopharmaceuticals and therapeutic treatment methods, are extremely lengthy, difficult, and
costly. Furthermore, many new drugs embodying biopharmaceutical inventions require approval
by the U.S. Food and Drug Administration (FDA) and comparable foreign entities before they
can be marketed. Notably, the average time from discovery through regulatory approval for a
new therapeutic drug is 10-15 years and very few of the many compounds that enter preclinical
testing are ultimately approved for sale for use in humans.

Biopharmaceutical innovators need a flexible patent system that allows them the ability
to protect their inventions fully. Where an invention is complex and multi-faceted, multiple
patent applications may be needed for sufficient protection of various embodiments. In addition,
biopharmaceutical applicants need a patent system that permits them to respond to issues that
may arise during the prolonged pre-clinical development, clinical development, and regulatory
approval phases. For example, during these phases issues may arise that oblige
biopharmaceutical innovators to modify their biopharmaceutical drug candidate or its
formulation, or to proceed with a different candidate or alternative embodiment — often due to
clinical results or regulatory requirements that could not have been anticipated at the time of
initial filing of a patent application, e.g., data developed in clinical studies or FDA concerns with
safety. Furthermore, throughout development and approval phases, significant improvements to
an invention and additional advances may be realized.

Applicants need to the ability to revise or modify claims defining an invention, and
update applications to protect improvements or advances that may be made in the course of the
long period to market. These combined factors almost always necessitate the filing of more than
one continuing application. Typically, several continuing applications are needed.

The very high product development costs, long time to market, and additional hurdles
that must be met for commercialization of biopharmaceutical products clearly distinguish this
industry from many others. Adequate patent protection is essential for continued investment in
biopharmaceuticals. Without a flexible system that allows for adequate patent protection,
incentives to invest capital in biopharmaceutical research and development will be greatly
stifled.

o
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Several commentators have suggested that the continued examination practice appears to
be particularly important to the biotechnology and pharmaceutical industries. See, e.g., M.
Lemley et al., 84 B.U.L. Rev. 63 (2004). We agree, and we believe many, if not most, applicants
in these industries rely on continued examination practice. Current continued examination
practice allows biopharmaceutical applicants to protect complex biopharmaceutical-related
inventions, including varied embodiments, improvements, and alternatives developed and/or
necessitated during the unusually long and often unpredictable research, development, and
regulatory phases.

The proposed rule changes restricting the number of continuing applications that can be
filed as a matter of right would have a significant negative impact an applicant's ability to obtain
patent protection on novel therapeutic products. As noted above, the development cycle for a
pharmaceutical product spans many years from initial discovery of lead candidates to testing of
one product candidate on human subjects during clinical trials and is time consuming and
expensive. During this period, a large number of novel molecules may be identified as
potentially having therapeutic benefit, but require further development and testing. The initial
candidate molecules may fail at any stage during this subsequent testing and the development
cycle may be repeated with one or more alternative product candidates, necessitating
development and testing of other molecules.

Due to the highly competitive nature of the biopharmaceutical business, applicants often
file early in the development cycle on many product candidates that meet the requirements for
patentability. For example, advances in biotechnology enable an inventor to create many
polypeptide and polynucleotide sequences that meet the criteria for patentability and that have
the potential to become commercial products. Current continuation practice enables an applicant
to prosecute claims directed to a product candidate at any stage of the development cycle.
Implementation of the proposed rules without modification will force applicants of
biopharmaceutical inventions to choose between: (1) filing later in order to obtain claims
focused on their products, but assuming the risk of relevant patent filings or publications by
others; and (2) filing early, but assuming the risk of not being able to obtain patent coverage on
their products.

Without the ability to obtain sufficient patent protection, continued substantial
investments in the biopharmaceutical sector would likely not be made and biopharmaceutical
innovation and R&D would be severely impacted. Health-care advancements would be
significantly curbed. The rules would also serve as a disincentive to the public disclosure of
improvements and advances. Moreover, given that the biopharmaceutical sector plays a strong
role in the U.S. economy, the proposed rules would likely have a significant impact on U.S.
economic growth and strength.

The proposed rules restricting the number of continuing applications that can be filed
would especially severely impact the ability of an applicant to obtain patent protection on
pioneering inventions. Under existing case law, inventors of pioneering inventions are entitled
to the broadest scope for their inventions. Developers of such inventions require time to explore
all of the possible applications and aspects of a pioneering invention. The proposed rule changes
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could effectively prohibit inventors from obtaining patent protection on the diverse embodiments
of such pioneering inventions, thereby depriving those inventions that are most deserving of
patent rights adequate patent protection.

Although we appreciate the interests of the United States Patent and Trademark Office
(PTO) in reducing the current application backlog, expediting prosecution, and improving
efficiency and allocation of resources, we believe the proposed changes to the rules of continued
examination practice and claim examination practice would cripple the ability of
biopharmaceutical innovators to fully protect their inventions. Simply put, in our view, the
proposed “cure” is worse than the existing problem, and would si gnificantly damage the ability
of the U.S. patent system to adequately provide patent protection for biopharmaceutical
inventions.

We offer the following comments and suggestions on the proposed rules.

Rules Affecting Continued Examination Practice

I. The number of continuing applications that can be filed as a matter of right should
not be restricted as proposed by the PTO. Alternative solutions to address the
PTO’s concerns regarding continuation examination practice should be considered.

Applicants seeking patents relating to biopharmaceutical and other complex technologies
should have the ability to protect their inventions comprehensively. Under the proposed rules,
the ability to do so would be severely limited because the proposed rules provide that only one
continuing application (e.g., one continuation application, one continuation-in-part (CIP)
application, or one request for examination (RCE)) that claims the benefit of a prior-filed
nonprovisional application will be permitted as a matter of right. A second or further continuing
application would be permitted only to obtain consideration of an amendment, argument or
evidence and only if a petition to the Director were filed and granted. For such petition to be
granted, an applicant would need to submit a fee and show to the satisfaction of the Director that
the amendment, argument, or evidence could not have been previously submitted during
prosecution of the prior-file application. See proposed 37 C.F.R. § 1.78(d)(1)(iv).

These proposed rules would significantly restrict an applicant’s ability to file multiple
continuing applications to protect multiple aspects, embodiments, and alternatives of his/her
invention. Under the rules, the filing of a continuation or CIP' directed to another inventive
aspect — as is commonly done and typically necessary for adequate protection of multi-faceted
and complex biopharmaceutical inventions — would not be permitted unless the applicant could
satisfactorily demonstrate that some argument, evidence, or amendment relating to such aspect
could not have been presented in the previous application. However, the purpose of a
continuation or CIP application may not be to obtain consideration of an amendment, argument,

' As explained in Section V below, in our view, no limitation on RCEs should be included in any limitation on the
number of continuation or CIP applications. However, even if RCEs were not included in these limits on continuing
applications, the proposed restrictions on continuation and CIP applications would still make it extremely difficult
for an applicant to protect his/her invention fully.
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or evidence relating to an aspect claimed in the prior-filed application, but to protect a different
aspect of the invention. Consequently, these proposed rules essentially curtail an applicant’s
ability to file multiple applications to cover and protect various aspects and embodiments of the
invention.

The PTO has indicated it is concerned that the current rules give applicants an unfettered
right to file continuing applications. We can appreciate the PTO’s concerns. However, limiting
the number of continuing applications that can be filed as a matter of right to one such
application is an extremely severe “solution.” The PTO does not appear to have fully understood
the impact of such “solution” on the biopharmaceutical industry. Under the proposed rules, for
complex and multi-faceted inventions, it would be difficult, or impossible, to obtain
comprehensive patent protection for all aspects of the invention. One continuing application as a
matter of right is simply not enough.

It is unclear how the proposed rules would be implemented. For example, under the
proposed rules, it appears an applicant could not properly file a second RCE, continuation
application, or CIP in the same priority chain of applications prior to actual approval by the
Director of a petition which demonstrates to the Director’s satisfaction that the amendment,
argument, or evidence submitted for consideration could not have been submitted during the
prosecution of the prior-filed application. If an applicant files a second RCE, continuation
application, or CIP along with a petition, and if the petition is subsequently denied, what is
applicant’s recourse? Would the second RCE, continuation application, or CIP be denied a filing
date? What if the applicant filed a petition requesting to file a second continuation application,
CIP, or RCE (e.g., in response to a final rejection of the prior-filed application to which the
second continuation application, CIP, or RCE claims benefit) before the prior-filed application’s
abandonment date, but a decision on the petition was not reached until after that abandonment
date. Would any application be pending at that point? The proposed rules do not provide any
indication as to, e.g., how long the petition process may take, whether the PTO would timely
notify an applicant of a decision on the petition before the abandonment date of the prior-filed
application, what would happen procedurally if a petition were denied, or what recourse would
be available to the applicant in the event of the petition is denied.

If the PTO wants to discourage the filing of multiple continuing applications, it can do so
simply by requiring that an applicant pay an increased filing fee or surcharge (compared to the
filing fee paid for the first continuation) to offset any potential examination burden. Increased
fees could also be used as an alternative to permit an applicant to file a second, third, or
subsequent continuing application without any showing (i.e., as a matter of right). Additionally,
the PTO could further discourage continuation practice by increasing (proportionally or
otherwise) the filing fees for subsequent continuing application filings.

However, if the PTO persists in limiting the number of continuing applications that can
be filed as a matter of right, we recommend that it set a higher limit on the number of
applications that can be filed as a matter of right. For example, we recommend that an applicant
be permitted to file at least four continuing applications as a matter of right. In this way, an
applicant’s right and ability to protect his/her invention fully would be preserved.
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II. If the number of continuing application filings permitted as a matter of right is
restricted in any way, the PTO should provide for an optional, meaningful deferred
examination.

If the Patent Office is going to curtail the ability of an applicant to file continuing
applications in the manner proposed, or in any other manner, applicants should have the option
of deferring examination of their applications for a meaningful time period. In our view, this
period would be longer than the one that is currently allowed under the rules. The current
proposed rules penalize those industries having product development timelines that extend over a
time period of several years. By deferring examination, applicants in these industries can
ultimately focus their claims on their commercial products. Applicants can also abandon
applications subject to deferred examination without causing the Patent Office to undertake
unnecessary work. By allowing applicants to defer examination for a meaningful period, the
Patent Office will achieve its objective of efficient prosecution and applicants in industries like
the biotechnology and pharmaceutical industries will be able to file early and still be able to
prosecute claims directed to their products.

The rules currently provide for the deferral of examination under 37 C.F.R. § 1.103(d).
While that rule is sufficient with the current rules governing the practice for continuing
applications, we encourage the Patent Office to consider modifying it to provide applicants with
alternatives that would otherwise be foreclosed by the proposed rule changes relating to
continuing application practice. We believe that a2 modified 37 C.F.R. § 1.103(d) would provide
these companies with a realistic route to obtaining patent protection on their commercial
products.

Deferred examination is currently allowed at the request of the applicant for a period that
does not extend beyond three years from the earliest filing date for which benefit is claimed
under Title 35 of the United States Code. 37 C.F.R. § 1.103(d) requires, inter alia, that:

(1) The application is an original utility or plant application filed under § 1.53(b) or
resulting from entry of an international application into the national stage after
compliance with § 1.495;

(2) The applicant has not filed a nonpublication request under § 1.213(a), or has filed
a request under § 1.213(b) to rescind a previously filed nonpublication request;

(3) The application is in condition for publication as provided in § 1.211(c); and

@) The Office has not issued either an Office action under 35 U.S.C. 132 or a notice
of allowance under 35 U.S.C. 151.

If the proposed rules restricting the number of continuing applications that can be filed as
a matter of right are adopted, we believe the Patent Office should consider the following
modifications to 37 C.F.R. § 1.103(d):
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1. Lengthen the period of deferral from 3 years from date of earliest benefit claimed
under Title 35 to 5 vears from the actual filing date of the application for which deferred
examination is requested.

2. Modify part (1) of § 1.103 to allow an applicant to also defer examination of one
or more continuation-in-part applications if all prior application(s) are also subject to deferred
examination.

In addition, we proposed that the rule changes to continuation practice apply to
applications for which examination has been deferred, with the exceptions set forth in (a) and (b)
below.

(a) Original and continuation-in part applications for which examination has
been deferred would be subject to the new rules only when examination
commences;

(b) An applicant may abandon an original or continuation-in-part
application(s) for which examination has been deferred prior to the
commencement of examination (i.e., during the period of suspension).
Applications so abandoned would not be counted in determining the
number of continuation applications permitted. A subsequently filed
continuation-in-part application that is subject to deferred examination and
which claims priority to applications, all of which were subject to deferred
examination but abandoned prior to commencement of examination,
would be treated as if it were an original application for the purpose of
determining number of continuation applications under the proposed rule
changes.

Proposal 1 would lengthen the duration of deferred examination to provide sufficient time
for applicants in industries like the pharmaceutical industry to determine which claims to pursue
in order to secure coverage for their products. Extending the time period of deferral to 5 years
would allow an applicant to file early, yet still present claims for examination that are directed to
commercial products.

Proposal 2 would allow applicants to file continuation-in-part applications early, without
imposing any burden on the Patent Office with respect to examination. Where examination for
all members of a patent family is deferred, double patenting between family members is not an
issue during the period of suspension.

Once examination commences, proposal (a) would subject any deferred applications to
the rules governing the practice of filing continuation applications. Proposal (b) would allow an
applicant to abandon an original or an original and one or more continuation-in-part applications,
in favor of a later filed continuation-in-part application, without being penalized by the proposed
rules governing continuation application filing practice.
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We believe that the proposal relating to deferred examination will accommodate the
needs of companies with long product development timelines, while at the same time reducing
the current examination burden on the Patent Office. We also believe that implementation of an
effective deferred examination procedure will help mitigate the severe impact the proposed rules
relating to continuing application practice will have on the pharmaceutical industry. A
meaningful deferred examination process may also help minimize the number of submissions
containing a showing to support a second or subsequent continuing application of any type.

IIL If Applicants must petition to file additional continuation applications, the grounds
for petition should be reasonable and well defined.

The proposed rule changes suggest that a second or subsequent continuation or
continuation-in-part application and subsequent requests for continued examination of an
application would be permitted if the applicant provides a showing to the satisfaction of the
Director as to why the amendment, argument, or evidence presented could not have been
previously submitted. The proposed rule changes, however, provide no guidance as to what
grounds, if any, will satisfy the Director. An ad hoc system of petition review by the Patent
Office will essentially deprive applicants of any ability to file more than one continuing
application of any type.

We propose that the Patent Office accept any of the following specific grounds as being
sufficient with respect to the "showing to the satisfaction of the Director” requirement of the
proposed rule changes:

1. New prior art raised in a Final Office Action or discovered by Applicant after Final
Office Action in a parent application;

2. Evidence of an interfering patent or application with respect to the claimed subject matter
of the second or subsequent continuing application;

3. New experimental results or new inventions relating to the claimed subject matter
of the second or subsequent continuing application.

4. A statement by a patentee, licensee, or assignee that a regulatory filing has been made on
the claimed subject matter of the second or subsequent continuing application.

5. The second or subsequent continuing application is subject to deferred examination
along with all prior non-provisional applications, and all applications or all but one prior
application have been abandoned prior to commencement of examination.

6. The Examiner has raised a new rejection in a Final Office Action in the prior
application that could have been raised in a prior Office Action.

7. Evidence of an exclusive licensee with business interest in claimed subject matter of the

second or subsequent continuing application.
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8. The second or subsequent continuing application is sought by a subsequent assignee or
licensee of the prior applications, in recognition of the fact that in the biopharmaceutical
industry, products are often taken to commercialization by an entity other than the one
owning the original patent, €.g., a university.

9. The first continuing application contains both allowed and rejected claims and the
claimed subject matter of the second or subsequent continuing application is directed to
the subject matter of the rejected claims.

IV.  Applicants should be allowed to file both an Appeal in the prior application and a
second or subsequent request for continued examination.

Under the current rules relating to the filing of a Request for Continued Examination, an
applicant cannot have pending both an appeal and a Request for Continued Examination.
Pursuant 37 C.F.R. § 1.114(d), a Request for Continued Examination (RCE) made after the filing
of a Notice of Appeal, but prior to a decision on appeal, is treated as a request to withdraw the
appeal and to reopen prosecution of the application. Therefore, if issues remain after Final
rejection, one can either appeal or file an RCE. Under the current rules, this limitation is not
problematical because applicants have more certainty that the Request for Continued
Examination will be accepted, so that an appeal will not be necessary.

However, with the proposed rule changes, applicants will be left in the untenable position
of having to choose between: (1) appealing rejections in a prior application, even if the applicant
believes amendments could be made to overcome the rejections; or (2) filing an RCE that is
“counted” as a second or subsequent continuing application with a petition explaining why the
amendment, argument, or evidence could not have been presented earlier, and risking
abandonment should the petition be denied. If the applicant chooses the latter option and the
petition supporting the filing of this RCE that is counted a second or subsequent continuing
application is denied, the applicant is left with no remedy aside from appealing the denial of the
petition.

V. RCEs should not be included in any proposal to limit the number of continuing
applications that can be filed as a matter of right.

35 U.S.C. § 132(b) permits an applicant to submit a Request for Continued Examination
of an application (i.e., RCE) upon payment of a fee, without requiring the applicant to file a new
continuation application under 37 C.F.R. § 1.53(b). See also MPEP 706.07(h). The statute itself
does not impose any restrictions — other than a fee — on such a request. The PTO’s proposed
rules group RCEs together with CIP applications and new continuation applications and specify
that the PTO would permit the filing of only a single RCE, CIP, or new continuation application
as a matter of right. Under the proposed rules, any second or subsequent filing of an application
(which would include an RCE, CIP or continuation application) must be supported by a petition
showing why the argument, evidence, or amendment could not have been submitted during
prosecution of the first application. Thus, under the proposed rules, if an applicant submits a
request for continued examination of an existing application, he/she would be prevented from
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filing a new continuation or CIP application claiming priority to the first application as a matter
of right.

For this reason, we strongly recommend that RCEs not be included under the PTO’s
proposal to limit continuing applications that can be filed as a matter of right. In our view, the
proposed restrictions on RCE practice, in combination with the other proposed restrictions on
continued examination practice, would seriously hinder an applicant’s ability to advance
prosecution effectively, to obtain well-defined and well-examined claims, and to fully protect its
innovations. The negative impact of these proposed restrictions on RCE practice on applicants
clearly outweighs any benefits the PTO believes it may derive.

Moreover, the existing rules governing RCE practice sufficiently restrict its use. An RCE
is not a new application, but a request to continue examination of the same application following
the close of prosecution. 37 C.FR. § 1.114; MPEP § 706.07(h). The existing rules limit the
conditions under which an RCE may be filed. Id. Notably, an RCE cannot be used to obtain
continued examination on the basis of claims that are independent and distinct from the claims
previously set forth and examined as a matter of right. 37 C.F.R. § 1.145. Thus, an RCE cannot
be used to “switch inventions.” MPEP § 706.07(h). On the contrary, an RCE is typically used to
address limited issues relating to a claimed invention following the close of prosecution and
effectively advance prosecution of the same application to finality. The time needed for RCE
examination is typically much less than that required for a new application and RCE examination
is often much simpler than the examination of a new application, as the same Examiner acts on
the RCE and he/she is already familiar with the application. In fact, RCE practice was
implemented to expedite prosecution and increase PTO examination efficiency by allowing an
applicant to avoid having to file an appeal or a new application.

Contrary to the PTO’s suggestions, an RCE is not typically used for delaying purposes, as
RCE examination usually proceeds very quickly, because the Examiner is familiar with the
application’s contents and the issues are focused. An applicant would more likely file a new
application if his or her purpose were to delay prosecution.

Furthermore, RCE practice improves patent quality and serves the public by allowing
better-defined and better-examined claims to issue — typically in a relatively quick manner.
Moreover, the applicant pays amply for this additional review. For each RCE, the applicant pays
a filing fee equivalent to that paid for examination of an entirely new application, despite the fact
that the Examiner is already familiar with the application and the examination is limited.

RCE practice plays an extremely important role in ensuring that an application is
examined fully, fairly, and competently. An RCE can be a vital course of action, e.g., where an
Examiner has not fully addressed or has misunderstood an applicant’s claimed invention,
arguments, or evidence, has not met his or her burden of establishing a prima facie case for a
final rejection, or has made erroneous assumptions or errors. It can provide an efficient, yet
often critical, means by which to respond to a second and final rejection that contains a new
ground of rejection(s) or new art not previously cited in the application, to rectify errors or
deficiencies in the examination process, including errors in examination caused by inadequate
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review or misunderstanding of the invention or prior art by the Examiner, and to make
corrections (even minor corrections) that an Examiner will not permit after a final rejection.
Maintaining a flexible RCE practice is of particular importance to innovators whose inventions
involve highly complex technologies, as Examiners typically need more assistance in
understanding such inventions compared to some other arts and initial examination is often
incomplete or inaccurate.

The proposed restrictions on RCE practice would also adversely affect the PTO, because
an applicant’s only choice to advance prosecution may be to file a very costly and time-
consuming appeal. The appeal process would add considerably to pendency of an application,
since an appeal typically takes several years. By contrast, RCE examination usually adds only
about one year (and sometimes significantly less time) to the pendency of an application.
Considerably more PTO resources would be consumed by an appeal filing than an RCE filing.
The PTO states that 52,000 requests for continued examination of an existing application were
filed during fiscal year 2005 out of total of 369,000 “application filings” (317,000
nonprovisional applications and 52,000 RCEs). Thus, requests for continued examination of an
existing application comprised only 13% of the total “filings” in fiscal year 2005. Even if in
only a portion of those cases an appeal were filed instead of an RCE, the decrease in PTO
productivity caused by such appeals would be greater than any improvement in productivity the
PTO hopes to achieve by the proposed rules. Further, the PTO’s objective of providing prompt
public notice as to what an applicant regards as his/her invention would actually be thwarted,
since more appeals would likely be filed under the PTOs proposal, resulting in increased
pendency of an application and dramatically delaying the public notice of allowed claims.

We believe the existing rules of RCE practice properly limit its use and satisfy the PTO’s
stated objectives of efficient prosecution and providing the public with prompt notice as to what
an applicant regards as his/her invention. We recommend against any limits on RCE practice.
An applicant should be permitted to file an RCE in any application without justification, as under
the existing rules, and RCE filings should not be included in any proposal to limit the number of
continuation or CIP applications that can be filed as a matter of right. Furthermore, an applicant
should be permitted to file one or more RCEs, as needed, in any divisional application. At the
very least, an applicant should be permitted to file two RCEs without justification in any
application.

If desired, the PTO could curb the number of RCE filings by instituting a filing fee
surcharge for an RCE. The surcharge could be substantial. In this way, the PTO’s objectives
could be met without significantly affecting the rights and interests of innovators in obtaining
appropriate examination of and coverage for their inventions. The public’s interest in obtaining
better-examined and well-defined claims would also be served.

In addition, there are steps the PTO could take that would facilitate advancement of an
application and prevent the need for an applicant to file an RC