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assigned to treatment groups on the basis of predetermined central randomization

scheme with balanced allocation, managed by an interactive voice response system.”

In the “primary end point analysis” section of the paper, it is indicated that the proportion of
patients maintaining vision was similar among all test groups and this is dramatically shown within
Figure 2. Thus, the results show that the test groups which were compared with groups receiving
monthly dosing surprisingly did not obtain an inferior result. As such, the PRN treatment protocol as
encompassed by the presently pending independent claim 21; and the 12 week dosing of claim 32
achieves results which would be surprisingly as good or better than the results obtained with monthly
treatment.

Within the “Discussion” section of the Heier et al. paper, it is noted that the group dosed every
two months achieved a visual acuity score within 0.3 letters of the group treated on a monthly basis.
See also the results summarized in Table 1, page 15, of the present application. Thus, it is indicated that
the group which received the drug far less frequently than the monthly dosing arm achieved remarkably
similar improvements without requiring the monthly monitoring and visits to the health care provider.
Similar remarkable results are shown in Example 5 of the present application, which illustrates an
administration regimen encompassed by claim 1 (i.e., 3 initial doses of VEGF Trap administered once
every four weeks, followed by additional doses administered as needed (PRN)) for the effective
treatment of diabetic macular edema (DME). As noted at paragraph [0065] of the present specification:
"the administration of VEGFT to patients suffering from angiogenic eye disorders (e.g., AMD and
DME) at a frequency of once every 8 weeks, following a single initial dose and two secondary doses
administered four weeks apart, resulted in significant prevention of moderate or severe vision loss or
improvements in visual acuity."

An acknowledgement of the unexpected results of the administration regimen of the present
invention is echoed in the Heier et al. paper, which points out that less frequent injections should also
provide an ocular safety benefit, and that using fewer injections may substantially decrease the
cumulative population risk of certain adverse events which can have a considerable impact considering
the millions of injections given each year. For example, Heier et al. states on page 2546, middle left
column that:

"The demonstration that monthly aflibercept provides similar efficacy and safety as the

current approved standard of monthly ranibizumab is important, but the finding that
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remarkably similar improvement in vision and anatomic measures can be achieved with

less than monthly intravitreal aflibercept injections and without requiring monthly
monitoring visits provides an important advance for both patients and their treating

physicians.”

Moreover, the final paragraph of the Heier et al. paper reads as follows:

“In conclusion, intravitreal aflibercept dosed monthly or every 2 months after 3 initial
monthly doses resulted in similar visual and anatomic outcomes as ranibizumab dosed
monthly, as well as similar safety and tolerability. Intravitreal aflibercept dosed every 2
months has the potential to provide patients, their families and clinicians the opportunity
for the optimal vision gains and anatomic disease control they have come to expect from
monthly ranibizumab, with a substantially decreased treatment and compliance burden,

and a lower cumulative risk of injection-related adverse events.”

Based on the above, it is clear that the claimed treatment protocol provides enormous advantages
to patients. Further, in view of the disadvantages of carrying out the treatment on a once per month
basis, there was a need in the art for alternative treatment protocols. However, this did not occur until
the present invention and as such, the claimed treatment protocol is inventive above and beyond the
inventions claimed within the patents cited in the obviousness type double patenting rejection. In view

of such, those rejections should be reconsidered and withdrawn.

STATEMENT UNDER 37 C.F.R. §81.56 AND 1.2

Applicants hereby advise the Examiner of the status of a co-pending application in compliance
with the Applicant’s duty to disclose under 37 C.F.R. §§1.56 and 1.2 ( see also MPEP §2001.06(b)) as
discussed in McKesson Info. Soln. Inc., v. Bridge Medical Inc., 487 F.3d 897; 82 USPQ2d 1865 (Fed.
Cir. 2007).

The Applicants wish to bring to the Examiner’s attention U.S. Patent Application No.
13/940,370, filed July 12, 2013 which issued on February 9, 2016 as U.S. Patent 9,254,338.

The Applicants wish to bring to the Examiner’s attention U.S. Patent Application No.
14/972,560, filed December 17, 2015 which issued on June 6, 2018 as U.S. Patent No. 9,669,069.
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The Applicants wish to bring to the Examiner’s attention U.S. Patent Application No.
15/471,506, filed March 28, 2017 which issued on November 20, 2018 as U.S. Patent No. 10,130,691.

The Applicants wish to bring to the Examiner’s attention co-pending U.S. Patent Application No.
16/055,847, filed August 6, 2018 for which no actions have been mailed.

The Applicants wish to bring to the Examiner’s attention co-pending U.S. Patent Application No.
16/159,282, filed October 12, 2018 for which a non-final Office Action was mailed April 3, 2019.

These documents are available on PAIR, and thus are not provided with this

communication. Please inform the undersigned if there is any difficulty in obtaining the documents

from PAIR.

CONCLUSION

Applicants do not acquiesce to the prima facie obviousness of the claimed invention over the

invention claimed within the cited patents. This is because there are virtually an infinite number of
different possible treatment protocols. However, notwithstanding any prima facie case of obviousness,

applicants have demonstrated improved and unexpected results, and based on such, the rejections should

be reconsidered and withdrawn.
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Applicants submit that all of the claims are in condition for allowance, which action is requested.
If the Examiner finds that a telephone conference would expedite the prosecution of this application, the
Examiner is invited to telephone the undersigned at the number provided.

The Commissioner is hereby authorized to charge any underpayment of fees up to a strict limit of
$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due
with any communication for the above referenced patent application, including but not limited to any
necessary fees for extensions of time, or credit any overpayment of any amount to Deposit Account No.
50-0815, order number REGN-008CIPCON4.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date: _June 28. 2019 By: __/Karl Bozicevic. Reg. No. 28.807/
Karl Bozicevic, Reg. No. 28,807

Enclosures:
1) Terminal Disclaimer
2) Heir et al.

BOZICEVIC, FIELD & FRANCIS LLP
201 Redwood Shores Parkway, Suite 200
Redwood City, CA 94065

Telephone: (650) 327-3400

Facsimile: (650) 327-3231
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