IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of: Rader

Serial No: 10/591,923 Examiner: Weddington, Kevin E
Filed: June 21, 2007 Art Unit: 1614

For: METHODS FOR TREATING Attorney Docket No. AGP-002
DISORDERS OR DISEASES ASSOCIATED ‘

WITH HY PERLIPIDEMIA AND Confirmation No. 5393

HYPERCHOLESTEROLIMIA WHILE
MINIMIZING SIDE EFFECTS

RESPONSE UNDER C.F.R. §1.116

Dear Sir:

This Response is being filed in response to the outstanding Office Action, mailed July 26,
2010 in connection with the above-identified application. Applicant submits the following

remarks:
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In the claims:

1. (Previously Preseﬁted) A method of treating a subject suffering hyperlipidemia or
hypercholesterolemia, the method comprising administering to the subject an effective amount of
an MTP inhibitor, wherein said administration comprises at least three step-wise, increasing dose
levels of the MTP inhibitors wherein a first dose level is from about 2 to about 13 mg/day, a
second dose level is from about 5 to about 30mg/day, and a third dose level is from about 10 to

about 50 mg/day; and wherein the MTP inhibitor is represented by:

or a pharmaceutically acceptable salt thereof or the piperidine N-oxide thereof, and wherein each

dose level is administered to the subject for about 1 to 4 weeks.
2. (Original) The method of claim 1 wherein the disorder is severe hypercholesterolemia.

3. (Previously Presented) The method of claim 1 wherein one or more of Total Cholesterol,
LDL, fasting triglycerides (TG), VLDL, llpoprotem (a) (Lp(a)), and-lipoprotein B are reduced by

at least 15%, compared to control levels.

4. (Previously Presented) The method of claim 1 wherein one or more of Total Cholesterol,
LDL, fasting triglycerides (TG), VLDL, lipoprotein (a) (Lp(a)), and-lipoprotein B are reduced by

at least 25%, compared to control levels.
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5. (Canceled)
6. (Original) The method of claim 1 wherein the MTP inhibitor is administered orally.
7. (Canceled)

8. (Previously Presented) The method of claim 1 wherein said increasing dose levels further

comprise a fourth dose level.

© 9. (Previously Presented) The method of claim 1 wherein said increasing dose levels further

comprise a fourth and a fifth dose level.
10.-15. (Canceled)

16.  (Previously Presented) The method of claim 1 wherein said MTP inhibitor is
administered to said subject in combination with a further compound selected from the group
consisting of: HMG CoA reductase inhibitors, cholesterol absorption inhibitors, ezetimibe,
squalene synthetase inhibitors, fibrates, bile acid sequestrants, statins, probucol, niacin,

thiazolidinediones, and cholesterol ester transfer protein (CETP) inhibitors.

17.  (Canceled)

18.  (Previously Presented) The method of claim 16 wherein the MTP inhibitor and the

further compound are present in the same dosage unit.

19. -25. (Canceled).

26. (Previously Presented) The method of claim 1, wherein the increasing dose levels comprise a
fourth dose level from about 20 to about 60 mg/day and a fifth dose level from about 30 to about
75mg/day.

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

27. (Previously Presented) A method of treating hyperlipidemia or hypercholesterolemia in a

'subje'ct in need thereof, comprising:

initially administering to the subject a first dose level of about 2 to about 13 mg/day of a

compound represented by:

or a pharmaceutically acceptable salt thereof or the piperidine N-oxide thereof, for about 1 week

to about 4 weeks,

administering an increasing second and third dose level of the compound for about 1
week to about 4 weeks each, wherein said second and third dose level are no more than 50% of

the immediately following dose level.

28. (Previously Presented) The method of claim 16, wherein the further compound is ezetimibe.
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REMARKS
Claims 1-4, 6, 8, 9, 16, 18, 26-28 are pending.

Applicants note that independent claim 27, which stands rejected as obvious under 35
U.S.C. 103, is directed to a specific method of treating hyperlipidemia or hypercholesterolemia
including administering the recited dosages of the claimed MTP inhibitor, and such methods
offer surprising and unexpected advantages, as was discussed in the previous response and the
previously submitted Declaration of William Sasiela, Ph.D. Because there is no mention of the
substantial effort and evidence of this previous submission in the instant Action, such evidence
does not appear to be considered by the Office. Applicants therefore respectfully request

reconsideration and withdrawal of the final rejection of these claims.

Further, as the Action notes, claim 1 was amended to include some limitations of original
claim 13, reciting the specific dosing of three claimed dosage levels. As is clear from the
pending claims, the claimed invention is directed in part to the recited dosage levels of claim 1 or

claim 27, which does not necessarily include a fifth dose level.

Claim Rejections under 35 U.S.C. § 102

Claims 1-4, 6, 8, 16 and 18 stand rejected under 35 U.S.C. 102(b) as being anticipated by
Gregg et al., US 5,883,109. Applicants respectfully disagree with the Office analysis of this

rejection on both a legal and factual basis.

Independent claim 1 recites a specific method that includes three step-wise, increasing
dose levels of the MTP inhibitors wherein a first dose level is from about 2 to about 13 mg/day, a
second dose level is from about 5 to about 30mg/day, and a third dose level is from about /0 to
about 50 mg/day. Nowhere in the Gregg et al. reference is there any teaching of such a method.
Rather, Gregg et al., for example, teaches oral dose forms containing “5 to about 500 mg,
preferably from about 10 to about 400 mg, and more preferably from about 20 to about 250 mg.”
Gregg et al. col. 23 11. 17-19. As the Examiner knows, in order to anticipate claims, the claimed
subject matter must be disclosed in the reference with “sufficient specificity to constitute an
anticipation under the statute.” M.P.E.P. 2131.03 (emphasis added). Applicant notes that the

first dose level in recited in instant claim 1 includes a narrow range that in part falls out of the

DOCKET

A L A R M Find authenticated court documents without watermarks at docketalarm.com.

-



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




