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Dear Sir/Madam:

Re: Request for Re-examination of Patent no. 2,760,802

Title: LOW FREQUENCY GLATIRAMER ACETATE THERAPY
Patentee: YEDA RESEARCH AND DEVELOPMENT CO., LTD

Your file no.: PCA 30873

Requester: PHARMASCIENCE INC.

In accordance with subsection 48.3(3) of the Patent Act, the Re-examination Board (the
Board) has completed a re-examination of the issued claims 1-66 of Canadian Patent
number 2,760,802 (the ‘802 Patent). Pursuant to section 48.4(1) of the Patent Act, the
Board has issued a Re-examination Certificate concurrent with this letter confirming
claims 1-66 and incorporating in the patent proposed new claims, in part.

PROCEDURAL HISTORY

A compliant request for the re-examination of the issued claims 1-66 of the 802 Patent
was received on October 15, 2019 from Pharmascience Inc. (the Requestor). Notably, a
parallel proceeding involving the Requestor, the Patentee and their licensee to this
patent, Teva Canada Innovation, concerning the infringement and validity of claims 1-66
of the ‘802 Patent, was underway before the Federal Court of Canada at that date.
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In a notice issued pursuant to subsection 48.2(4) of the Patent Act dated February 12,
2020 (the Notice), the Board notified the Patentee that the request raised a substantial
new question of obviousness with respect to all of the issued claims 1-66.

The Patentee submitted a reply to the Notice on May 29, 2020 in accordance with
subsection 48.2(5) of the Patent Act, thereby commencing the re-examination
proceeding’. In that reply, the Patentee made submissions in favour of the patentability
of all of the issued claims 1-66.

The Board sent its first letter of the re-examination proceeding on July 17, 2020 (L1). In
that letter the Board considered the Patentee’s submissions and provided reasons why,
in its preliminary view, claims 1-66 would have been obvious contrary to section 28.3 of
the Patent Act.

On October 19, 2020, the Patentee responded with further submissions in favour of the
patentability of claims 1-66 and further requested that the Board incorporate newly
proposed claims 67-78 to the ‘802 Patent (R-L1).

On December 17, 2020, the Patentee sent a supplemental response with further
submissions and a letter informing the Board of the issuance by the Federal Court of a
Confidential Judgment and Reasons in relation to Federal Court File No. T-2182-18 and
T-2183-18. On January 7, 2021, the Patentee provided the Board with a copy of the
public judgement upholding the claims of the patent (i.e., claims 1-66) in Teva Canada
Innovation v Pharmascience Inc, 2020 FC 1158. Notably, Pharmascience Inc. had
already filed a notice of appeal with the Federal Court of Appeal of Canada at that date.

The Board sent its second letter of the re-examination proceeding on February 22, 2021
(L2). In that letter the Board considered the Patentee’s submissions in respect of the
new claims set 1-78 (i.e., issued claims 1-66 and the newly proposed claims 67-78) and
provided its preliminary view that all of the claims would have been obvious and non-
compliant with section 28.3 of the Patent Act. In addition, the Board expressed its
preliminary view that the newly proposed dependent claims 68, 70, 72, 74, 76 and 78
lack utility and do not comply with section 2 of the Patent Act.

The Patentee responded to that second letter on March 22, 2021 (R-L2) providing
additional submissions in favour of the patentability of claims 1-78. The Patentee further
informed the Board that it had filed a motion with the Federal Court of Canada on March
19, 2021 to stay the re-examination proceedings pending the final resolution of the
appeal that was underway. In its April 26, 2021 decision Teva Canada Innovation v

" Pursuant to subsection 48.3(3) of the Patent Act a re-examination proceeding shall be completed within
twelve months



Pharmascience Inc, 2021 FC 367, the Federal Court granted the motion staying the re-
examination proceeding until a final judgment was rendered including any appeals.

The Federal Court of Appeal dismissed the appeal on January 6, 2022, upholding the
validity of the issued claims 1-66 in its decision in Pharmascience Inc. v Teva Canada
Innovation, 2022 FCA 2. Pharmascience Inc. sought leave to the Supreme Court of
Canada to appeal that decision but the application was dismissed on September 29,
2022. With that dismissal, the decision in the Federal Court action became final, the
order staying the re-examination proceeding lapsed and the Federal Court’s order
requiring the Board to complete the re-examination within 10 weeks of the stay expiring
took effect.

On that same day, the Patentee provided the Board with submissions that (pages 1-2):

(t)he trial decision by Justice Kane of the Federal Court...as affirmed by the
Appeal Decision, now constitutes a final determination that the 802 Patent is
valid, contrary to the position taken by Pharmascience in both the litigation and
this re-examination...

[and] the continuation of this re-examination is now precluded by the legal
doctrines of issue estoppel and abuse of process.

The Patentee’s submissions have been carefully considered in view of the claims set
that is presently before us (i.e., claims 1-78). However, our view is that these
submissions do not affect the Board’s final decision, in light of the Patentee’s
submissions on March 22, 2021, to confirm the patentability of the issued claims and to
incorporate the proposed claims, in part. We note that the proposed claims 67-78 were
never before the Federal Court or the Federal Court of Appeal.

LEGISLATION AND LEGAL PRINCIPLES

Please refer to the principles of law relating to obviousness and utility as set out in our
notice and our second letter L2, respectively.

ANALYSIS

Obviousness

The first step in the obviousness inquiry is to identify the person skilled in the art and
their common general knowledge (CGK).

The characterization of the skilled person set out in our notice was a team of medical
and scientific professionals, including a neurologist and a clinician, familiar with treating
patients suffering from autoimmune diseases, including MS, and familiarity with treating



patients at risk of developing MS. In response, the Patentee’s letter of May 29, 2020 did
not dispute our characterization of the skilled person as a team. Rather, the Patentee’s
position was that a statistician ought to be added to the team (page 4, emphasis
added):

For the purpose of understanding the invention in the context of the prior art,
the person skilled in the art is taken as being a team including a neurologist
and clinician familiar with treating patients suffering from autoimmune
diseases, including MS, and familiarity with treating patients at risk of
developing MS, and a statistician with experience in planning and
interpreting clinical trials.

In consideration of these submissions, we explained in L1 that we were unable to find
any information based on the specification as a whole that would support adding a
statistician to the team. However, we did agree with the Patentee that the skilled person
as defined (i.e., a team of medical and scientific professionals including a neurologist
and a clinician) would have the specific expertise they attributed to the statistician,
namely experience in planning and interpreting clinical trials, and so that was added to
the characterization of the skilled person.

We also revised the CGK in that letter in response to the Patentee’s submissions to add
the last four points (below) to the first three that were set out originally in our notice:

e copaxone (20 mg glatiramer acetate or “GA” injection) is a standard approved
therapy for treating patients with RRMS;

o the approved GA dosage is 20 mg daily, although the optimal dosage is not
known;

e the other standard and conventional disease modifying injectable therapies
approved for treating RRMS include Avonex (interferon p-1a, once-a-week
injection), Betaseron/Betaferon (interferon -1b, every other day (EOD) injection)
and Rebif (interferon B-1a, injection three times per week with at least one day
between sc injections);

e adrug or treatment regimen must be subjected to a randomized, double-blinded
Phase lll clinical trial to obtain regulatory approval;

e smaller, unblinded investigational studies commonly follow regulatory approval,
but a change in prescribing practice would require a proper Phase lll clinical trial;

e arandomized, double-blind Phase lll clinical trial (the “gold standard”) is the
ultimate test and so its results would supersede those of a Phase Il trial to the
extent that the Phase Il results would fade into the background; and



¢ the knowledge required to understand the invention in the context of the
prior art and to discern more powerful studies from those that are less
reliable.

In that letter and again in our second letter we invited the Patentee to make further
submissions on these characterizations of the skilled person and their CGK.
Importantly, in response to our second letter, the Patentee disputed the second point of
CGK that 20 mg GA daily was known to be the approved dosage but that the optimal
dosage was not known (R-L2 on page 8). Instead, the Patentee indicated that the
approved dosage of 20 mg GA daily would have been known as the optimal dose. In
view of this submission, we have reconsidered the CGK.

The principles governing the assessment of CGK were stated in Eli Lilly & Co v Apotex
Inc, 2009 FC 991 at para 97, upheld by 2010 FCA 240, citing General Tire & Rubber Co
v Firestone Tyre & Rubber Co Ltd, [1972] RPC 457, [1971] FSR 417 (UKCA) at

pages 482 and 483 (of RPC). In sum, CGK is a concept derived from a common sense
approach to the practical question of what would in fact be known to an appropriately
skilled addressee. Individual patent specifications and their contents do not normally
form part of the relevant CGK, although there may be specifications which are so well
known among those of the art that upon evidence of such a state of affairs they form
part of such knowledge. Generally, scientific articles form part of the CGK provided they
are generally known and generally regarded as a basis for further action by the bulk of
those who are engaged in a particular art.

Established reference works (such as textbooks, review articles, handbooks, etc.) or
demonstrated commonality of certain knowledge in a number of disclosures in the field
are relevant to the inquiry. The common general knowledge at a certain date can be
confirmed by subsequent publications, or by showing that the knowledge had been
accepted in the field over a period of time: (see Manual of Patent Office Practice (CIPO)
at § 12.02.02c).

References D2-D4 and D10-D12 cited originally in our notice were collectively
considered as supporting the second point of CGK (please refer to the notice for the
elaborated descriptions of these references). Specifically, these documents disclose
that it was known that the early studies of GA had by-passed the usual dose-finding
phase, that the standard 20 mg/day dosage had been chosen arbitrarily (D2-D4) and
that the optimal dosage was not known (D10-D12). Importantly, the Patentee’s
response also specifically disputes that D2, D10 and D12 were part of CGK (R-L2 on

page 9).

None of these documents qualify as an established reference work such as a review
article. Rather, these documents consist of journal articles, conference abstracts and a



patent application that disclose small pilot or Phase Il clinical studies. Even though
these six publications each disclose that the optimal dosage was not known, there is no
evidence on the record before us that these publications, individually or collectively,
were generally known by the bulk of those in the field. There is no further evidence that
it was known by the bulk of those in the field that the approved 20 mg/day GA
formulation had been chosen arbitrarily without conducting the standard dose-finding
studies. For these reasons, we agree with the Patentee that this knowledge is not
appropriately considered as CGK of the skilled person.

At step 4 of our preliminary analysis of obviousness this point of CGK was particularly
relevant to the skilled person’s motivation to pursue the optimal GA regimen using one
of the two known self-inject subcutaneous formulations: (from L2 at pages 15-16, citing
the original passage from our notice)

It was well-known in the art that the early therapeutic studies of GA had by-
passed the usual dose-finding phase: the standard 20 mg/day dosage had
been chosen arbitrarily (D2-D4), and the optimal dosing was not known (D10-
D12).

[.]

In our view, this information collectively supports that the CGK and prior art
provided a specific motivation for the skilled person to pursue an optimal GA
regimen with a lower dosing frequency

This conclusion was predicated in part on information that is no longer considered as
CGK. Based on the record as it stands, for the reasons that follow, we no longer agree
that the skilled person would have been motivated to determine the optimal dosing
frequency of the existing GA formulations.

Since 20 mg/day was the approved on-market dosage our view is that it is more
reasonable that the skilled person would have expected that the regimen had been
identified as the optimal dosage regimen in the usual manner. In this view, it is
reasonable that the skilled person would have accepted the statement from the D232
press release following the FORTE trial that 20mg/daily remained the optimal treatment
dosage.

For these reasons, we agree with the Patentee’s position that the skilled person with a
motivation to solve the “long felt need” of “enhancing the patient experience whilst
maintaining efficacy with no increase in side effects” (R-L1 at page 7) would more likely

2 Document D23 was submitted to the record with the Patentee’s letter of May 29, 2020.



have abandoned the existing subcutaneous formulations in favour of an oral
formulation, sustained release injectable formulation or a patch (R-L2, page 22). This
position is supported by Dr. Prat’s expert opinion?® that the skilled person would more
likely look to develop a formulation that could be administered orally or by patch, or
alternatively a sustained release injectable formulation that could be administered
monthly, every six months or annually (D31 at paras 305-306).

While the obvious to try factors need not all be met, they must all be considered and
weighed before coming to a conclusion about whether it would have been more or less
self-evident to the skilled person to try to obtain the invention (Apotex Inc v Shire LLC,
2021 FCA 52 at para 106, citing Hospira Healthcare Corporation v Kennedy Trust for
Rheumatology Research, 2020 FCA 30 at paras 89-90). The Board attributed significant
weight to the motivation factor and, in having reconsidered the obvious to try factors in
light of the above changes, our final view is that it would not have been more or less
self-evident to the skilled person to try to obtain the invention. Our final conclusion is
that the subject-matter of claims 1-78, which includes issued claims 1-66 and proposed
claims 67-78, complies with section 28.3 of the Patent Act.

Utility of proposed claims 68, 70, 72, 74, 76 and 78

New claims 67-78 were proposed for the first time in the Patentee’s letter R-L1. We note
that these proposed claims were not before the Federal Court or the Federal Court of
Appeal. As a result, our view is that the claim set before us is different. The Board has
considered the proposed claims 67-78 in a manner consistent with the jurisprudence.

In the same manner as the issued claims, the proposed claims are each directed to
using GA, or a medicament comprising GA, at a dosage of 40 mg subcutaneously three
times per week to treat a patient suffering from a relapsing form of multiple sclerosis. In
contrast to the first 66 claims, the frequency and severity of injection site reactions
(ISRs) are prominently featured in all of claims 67-78.

Proposed claims 67 and 68 are representative (emphasis added):

67. A medicament comprising glatiramer acetate for use in treating a human
patient who is suffering from a relapsing form of multiple sclerosis, while
inducing reduced frequency of injection site reactions in the human
patient relative to administration of 20mg of glatiramer acetate s.c. daily,
wherein the medicament is prepared for a regimen consisting of one
subcutaneous injection of 1ml of a pharmaceutical composition comprising

3 The expert report of Dr. Alexandre Prat from the Federal Court trial was submitted to the record with the
Patentee’s letter of December 17, 2020.



40mg of glatiramer acetate on only each of three days during each week of
treatment with at least one day without a subcutaneous injection of the
pharmaceutical composition between each day on which there is a
subcutaneous injection, wherein the pharmaceutical composition is in a
prefilled syringe, and wherein the pharmaceutical composition further
comprises mannitol and has a pH in the range 5.5 to 7.0.

68. The medicament of claim 67, wherein the medicament induces both
reduced severity and reduced frequency of injection site reactions.

As with independent claim 67, inducing a reduced frequency of ISR relative to 20 mg
daily is expressly asserted in all of the independent claims 69, 71, 73, 75 and 77.
Likewise, as with dependent claim 68, inducing both reduced severity and reduced
frequency of ISRs is expressly asserted in all of the dependent claims 70, 72, 74, 76
and 78.

Is it appropriate for the Re-examination Board to consider the utility of the proposed
claims?

The proposed claims were considered for the first time in our second letter wherein we
explained our statutory obligation to consider all of the patentability requirements for any
new claims that may be proposed during a re-examination proceeding (L2 at page 21,
emphasis in the original):

In accordance with paragraph 48.4(1)(c) the Board shall issue a certificate
incorporating in the patent any proposed amended or new claim determined to
be patentable. Accordingly, proposed claims must satisfy the requirements of
patentability, including utility.

In response to that letter, the Patentee submitted that the utility defect identified by the
Board is not an appropriate matter for review in the re-examination proceeding because
some of the issued claims include an improvement in the severity of ISRs and so the
analysis presented is not a substantial “new” question of patentability as contemplated
in section 48.2 of the Patent Act (R-L2 at page 25).

Section 48.2 of the Patent Act requires a re-examination board to determine whether a
compliant request for re-examination has raised a substantial new question of
patentability affecting any of the issued claims contained within the patent concerned:

Determination to be made by board

48.2(2) A re-examination board shall, within three months following its
establishment, determine whether a substantial new question of patentability



affecting any claim of the patent concerned is raised by the request for re-
examination.

48.2(4) Where a re-examination board has determined that a request for re-
examination raises a substantial new question affecting the patentability of a
claim of the patent concerned, the board shall notify the patentee of the
determination and the reasons therefor.

Section 48.2 of the Patent Act applies to the claims contained in the original issued
patent at the time when the request for re-examination was made, not to new claims
that may be proposed later in the re-examination proceeding. Re-examination is a two-
stage process: Camso Inc v Soucy International Inc, 2016 FC 1116 at paras 8-9
[Camso], citing Novozymes A/S v Canada (Commissioner of Patents), 2007 FCA 129. It
is the first stage that is governed by section 48.2, and it is only in the second stage that
amendments or new claims may be proposed: Camso at paras 8-9

Re-examination pursuant to sections 48.1 to 48.5 of the Act is a two-step
process. Both stages do not involve the same parties. The first stage involves
the filing of a request by a requester (section 48.1), the establishment of a re-
examination board by the Commissioner in response to this request (section
48.2(1) and the preliminary decision by the re-examination board as to whether
the request raises a substantial new question of patentability (section 48.2(2)
to (4)).

The second stage follows the re-examination board’s determination that a
substantial new question of patentability is raised (section 48.2(4))...Only the
patentee is given notice of such determination (section 48.2(4)) and is entitled
to make submissions (section 48.2(5)), to propose amendments to the patent
(section 48.3(2) and to receive a copy of the certificate (section 48.4(2)). Only
the patentee is given a right to appeal (section 48.5).

Since the provisions under section 48.2 of the Patent Act govern the first stage of the
process, we are unable to agree that they prohibit the Board from considering the
patentability of new claims that are proposed for the first time during the second stage
of the proceeding.

Pursuant to paragraph 48.4(1)(c) of the Patent Act, any amended or new claim that is
proposed during the second stage must be determined to be patentable in order to be
incorporated in the patent. For this reason, our view is that the utility of the proposed
claims is an appropriate matter for the Board to review.
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Was the utility of dependent claims 68, 70, 72, 74, 76 and 78 established as of the filing
date?

In our second letter, we provided our preliminary views and reasoning as to why the
claimed therapeutic efficacy (including the various clinical and MRI-efficacy outcomes
claimed), the reduced frequency of ISRs and the improved tolerability asserted within
one or more of the proposed independent claims 67, 70, 72, 74, 76 and 78 had each
been established. We further expressed our preliminary view that, based on the record
before us, the utility of inducing ISRs of reduced severity that was further asserted in
each of the dependent claims 68, 70, 72, 74, 76 and 78 had not been established as of
the filing date. We invited submissions in response to our preliminary analysis and
expressly informed the Patentee that evidence establishing that the asserted utility had
been demonstrated as of the filing date could be accepted and it was open to the
Patentee to provide the Board with such evidence if it wished (L2 at pages 21-23,
emphasis added):

The first step is to identify the subject-matter of the invention as claimed.

Our preliminary view is that the skilled person would construe the above
assertions relating to efficacy, tolerability and the frequency and severity of
ISRs (where applicable for each respective claim) as part of the subject-matter
of the invention as claimed. While it would be erroneous to expand the subject-
matter of a claim beyond what it says, it is appropriate to consider matter that
is expressly asserted within the claim as part of the invention as claimed:
Bristol-Myers Squibb Canada Co v Apotex Inc, 2017 FCA 190, para 37, citing
AstraZeneca, para 61.

The second step is to determine whether the claimed subject-matter is capable
of a practical purpose or an actual result. The claimed efficacies and MRI-
outcomes, improved tolerability and reduced frequency and severity of ISRs
are actual results that are asserted as part of the claimed inventions.

Since utility is measured against the subject-matter of the invention as claimed,
our preliminary view is that these asserted results are the utility that must have
been established by either demonstration or sound prediction as of the filing
date. This is a longstanding principle that has not been varied by AstraZeneca:
Bauer Hockey Corp v Easton Sports Canada Inc, 2010 FC 361, para 289; AZT,
para 92.

Demonstration

On pages 31-35 of the patent’s description a number of positive statements are
made indicating that the claimed efficacies and MRI-outcomes had been
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established by demonstration prior to the filing the application. There is no
obligation to include such data in the application, however if an invention’s
utility is questioned, utility must be shown to have been demonstrated or
soundly predicted as of the filing date: Manual of Patent Office Practice §19.01,
19.01.02. Having no reason to question these statements, the Board accepts
the statements on pages 31-35 as indicating that the specific assertions
relating to efficacy had been established by demonstration prior to filing the
application.

Notably, even though the Phase Ill GALA study outlined in the example had not
been completed before the application was filed, establishing utility by
demonstration does not require Phase Ill results: the standard for establishing
utility is lower than the standard for obtaining regulatory approval. Statements
of demonstration based on smaller, less powerful studies or preclinical data
would generally suffice.

In contrast to the various efficacy measures claimed, no such statements of
demonstration are made in the results section or elsewhere indicating that
improved tolerability, less frequent ISRs or less severe ISRs, relative to 20
mg/day, had been demonstrated as of the filing date.

Evidence establishing that the demonstration had been carried out as of
the filing date can be accepted and it is open to the Patentee to provide
such evidence, if it wishes.

Sound prediction
Factual Basis

The safety and tolerability of daily administration of GA at 20 mg and 40 mg
had already been established and were known to be comparable. Further, a
regimen requiring three injections per week would self-evidently involve
significantly fewer injections than a daily regimen. These facts were known or
would have been self-evident to the skilled person reading the specification as
of the filing date.

Line of reasoning and disclosure of same

Lowering the injection frequency from seven to three per week would
significantly lower the number of injections administered. In our view, the
skilled person would reasonably expect that reducing the frequency of injection
would in turn reduce the frequency of reactions associated with injections.
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Further, the skilled person would understand that fewer injections and fewer
injection-related reactions would equate to improved tolerability. This would

have been self-evident to the skilled person reading the specification, in our
preliminary view.

Our preliminary view is therefore that reduced frequency of ISRs and improved
tolerability compared to the 20 mg daily regimen was soundly predicted as of
the filing date. As such, the utility of proposed claims 67, 69, 71, 73, 75 and 77,
insofar as it relates to reduced frequency of ISRs and improved tolerability,
would have been soundly predicted as the filing date.

By contrast, there is no line of reasoning disclosed in the description or known
from the CGK from which the skilled person can infer that the severity of ISRs
associated with the 40TIW would be reduced relative to 20 mg daily. Since the
safety and tolerability of the 20 mg and 40 mg doses were known to be about
the same, the reasonable inference would have been that the severity of ISRs
would be about the same. Accordingly, our preliminary view is that the utility of
proposed claims 68, 70, 72, 74, 76 and 78, insofar as it relates to inducing a
reduced severity of ISRs, was not soundly predicted as of the filing date.

As stated above evidence establishing that the demonstration had been
carried out as of the filing date can be accepted.

The Patentee’s response to our second letter did not provide any submissions disputing
or addressing any of our preliminary views in respect of the lack demonstration or lack
of sound prediction that less severe ISRs are induced relative to 20 mg/day, nor was
any evidence of demonstration as of the filing date provided. In this view, and for the
reasons set out above, we are unable to determine that is was established as of the
filing date that the subject-matter of proposed claims 68, 70, 72, 74, 76 and 78 was
capable of the additional actual result of inducing less severe ISRs in the manner
asserted in each of those dependent claims. Our conclusion is therefore that the
subject-matter of these dependent claims lack the utility that is required by section 2 of
the Patent Act.

CONCLUSIONS

The Board has concluded that claims 1-78 are non-obvious and compliant with section
28.3 of the Patent Act.

The Board has further concluded that proposed independent claims 67, 69, 71, 73, 75
and 77 are useful and compliant with section 2 of the Patent Act. In contrast, the
additional utility that is expressly claimed in dependent claims 68, 70, 72, 74, 76 and 78
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was not established by demonstration or sound prediction, contrary to section 2 of the
Patent Act.

In accordance with paragraph 48.4(1)(c) of the Patent Act the proposed claims 67, 69,
71,73, 75 and 77 shall be incorporated in the ‘802 Patent.

COMPLETION OF RE-EXAMINATION

Please find enclosed a Certificate of Re-examination issued under section 48.4(1) of the
Patent Act confirming the patentability of issued claims 1-66 and incorporating the new
proposed claims 67, 69, 71, 73, 75 and 77 submitted by the Patentee with the letter of
October 19, 2020.

Please also find enclosed a Registration Certificate indicating that the enclosed
Certificate of Re-examination has been registered as an “Other Document” against CA
Patent number 2,760,802.

Under section 48.5 of the Patent Act, no appeal may be taken by the Patentee from the

decision of the Re-examination Board after three (3) months from the date a copy of the
Certificate of Re-examination is sent by registered mail to the Patentee.

it

Chairperson Member Member
Cara Weir Geneviéve Fortier Isabelle Gagné

c.c. Kavita Ramamoorthy
FINEBERG RAMAMOORTHY
1 St Clair Ave W
Suite 1102
TORONTO, Ontario
M4V 1K6
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BUREAU DES BREVETS PATENT OFFICE
CONSTAT DE REEXAMEN CERTIFICATE OF RE-EXAMINATION

N° de brevet - Patent No: 2,760,802

Par la présente, les soussignées certifient que le brevet susmentionné a été réexaminé
selon les paragraphes 48.1 a 48.3 de la Loi sur les brevets et que le Conseil de
réexamen convient de ce qui sulit:

The undersigned hereby certify that the above-noted patent has been re-examined
pursuant to section 48.1 to 48.3 of the Patent Act and that the Re-examination Board has
determined the following:

()] Les revendications 1-66 du brevet susmentionné sont brevetables /
Claims of the above noted patent are hereby
confirmed to be patentable.
(i) Les nouvelles 67,69, 71,73, (soumises le 19 octobre, 2020 / submitted
revendications/ 75and 77 October 19, 2020) sont brevetables et font
New claims partie du brevet susmentionné a compter de

ce jour / are patentable and have been
incorporated into the above noted patent as
of this date.

o

Cara Weir Geneviéve Fortier Isabelle Gagné
Présidente Membre Membre
Chairperson Member Member

Daté a Gatineau (Québec), ce 28°™¢ jour d’octobre, 2022
Dated at Gatineau, Quebec, this 28" day of October, 2022

Canada
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CLAIME:

1.

CA 02760802 2015-07-24

38

A medicament comprising glatiramer acetate for use in
treating a human patient who is  sufféring  from
relapsing-remftting  multiple  sclgéresis  or  who has
experienced a first clinical episode and is at high risk of
developing elinically definite multiple sclerssis, wherein
the medicament is prepared for a regimen of three
suhcutaneous injact-ic»ns of a A0mg dose of glatiramer acetaté
svery aeven days with at Jleast one day between each
subcutanecus injection.

Glatiramer acetate for wuse in a regimen of three
subcutaneous dnjections of a A40mg dose of glatiramer
acetate every seven days with at least one day between
each subcutaneous injection to treat a human patient who is
suffering from relapsing-remitting maltiple sclerosis eor
who has experienced a first clinieal episode and is at high
risk of developing clinically definite multiple sclerosis.

A medicament comprising glatiramer acetate for wuse in
treating a  human patient who is suffering from
relapsing-remitting  multiple  sclerosis oL who has
ekperienced a first clinical episode and is at high xisk of
developing clinically definite multiple sclerosis, wherein
the medicament cémpzises a 40mg dose of glatiramer acetate and
wherein the medicament is prepared for a regimen of three
subcutaneons 'i«ngiect:iiomisv of & 40mg dose of glatiramer acetate
every week with at least one day between each subcutaneous
injection, and wherein ‘the wmedicament is & pharmaceutical
composition having a pH in the range of 5.5 to 8.5.

Glatiramer acetate for wmse in a vegimen of three
subcutaneous injections of a 40mg dose of glatiramer

agetate every waek with at least one day between each
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subcutanecus injection to trear a human patient who is
suffering from relapsing-remitting multiple sclerosis or
who has experienced a first clinical episede and is at high
risk of developing clinically definite multiple sclerosis, and
wharein the medicament iz a pharmaceutical composition having

a pH in the range of 5.5 to 8.5,

A medicament comprising glatiramer acetate for use in
treating a human patient who is suffering froem a
relapsing form of multiple gclerosis, wherein the medicament
is prepared for a regimen of three subcutaneous injections
of a 40mg dose of glatiramer acetate each week with at least
one day between each subcutaneous injection.

Glatiramer acetate for use in a regimen of three
subcutaneous injections of a 40mg dose of glatiraner
acetate each week with at least one day Dbetween each
subcutaneous imjection to treat a human patient who is

suffering from a relapsing form of multiple sclarosis.

A medicament comprising glatiramer acetate for wuse in
treating a huwman patient whe is suffering from a
relapsing form of multiple sclerosis, wherein the nmedicament
is prepared for a regimen consigting of a single
subcutaneous injection of a 40mg dose of glatirameér acetate on
three days during each waek with at least one day bemeen
each shubeutaneong injection.

Glatiramer acetate for wuwsé in a regimen c<onsisting of a
single subcutanecus injection of a 40mg dose of glatiramer
agetate on three days during each week with at least one day
batween each subculaneous injection to treat a luman patient
who is suffering from a relapsing form of multiple

scleresis.

A medicament comprising glatiramer acetate for use in
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treating a buman patient who is suffering from a
relapsing form of multiple scletosis, wherein the mecicament
is prepared for a retimen --cph;s;.fstj.-ng of subcutangous
snjectiops for at least 6 months of iml of a pharmaceutical
composition comprising 40mg/ml of glatiramer acetate on only
three days during each week with at least one day without a
subcutaneous injection OFf the pharmagéuticel compositien
between each day on which thére is a subcutansous injection,
wherein the phaxzﬂac:eutj-,qai compogition is in & prefilled
syringe, .and wherein the pharmacéutical composition further
comprises mannitol apd has a pH in the range 5.5 to 7.0.

Glatiramer acetate for wuse inm a regimen for treating a
human patient suffevimg froth a relapsing form of multiple
sclerosis which regimen consists of subcutaneous injections
for at least 6 months of Iml of a pharmaceutical composition
comprising 40mg of glatiramer acetate on only three ddys
during each week with at least one day withount a svboutaneous
injection of the pharmacentical compesition between each day
on which thexe is .a& subcutaneous injection, whereiln the
pharmaceutical composition is in & prefilled syxinge, and
wherein the pharmapeutical <compesition further comprises
mannitol and has a pH in the range 5.5 to 7.0.

A medicament comprising glatiramer acetate for use in
treating a human patient who ia suffering from &
relapsing form of multilple sclerosis, wherein the medicament
is prepared For a regimen which is more tolerable than and as
gffective as a regimen of 20mg of glatixamer acetate s.c.
daily, the regimen. copsisting of subcataneous injections fox
at least 6 months with 1ml of a pharmageutical composition
comprising 40mg of glatiramer acetate on only three days

‘guring each week with at least one day without a subcutanecus

injection of the phaxmaceutical composition between each day

‘on which there is a subeubaneous injeckion, wherein the
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pharmaceutical compesition is in a prefilled syringe, and
wherein the pharmaceutical composition further comprises
manhnitol and has a pH in the range 8.5 to 7.0.

Glatiramer acetate for use in a regimen for treating a
human patignt suffering from a relapsing form of multiple
sclerosis which regimen 18 more tolerable than and as
effective 43 a regimen of 20mg of glatirsdmer acetate =s.c.
daily, the regimen consisting of subcutaneous injections for
at. least 6 months with 1ml of a pharmaceutical composition
comprising 40mg of glatiramer acetate on only three days
during each week with at least one day without a subcutaneous
injection of the pharmaceutical composition between each day
on which ¢there i1is a s=subcutaneous injection, wherein the
pharmaceutical composition is in a prefilled syrings, and
wherein the pharmaceutical composition further comprises
mannitol and has a pR in the range 5.5 to 7.0.

2  medicament comprising glatiramer ‘acetate foxr useée in
treating a human patient who is suffering from a
relapging form of multiple sclerosis, while inducing reduced
sevarity of ‘injecticn sfite reactions in the human patient
relative to administraticn of 20mg of glatiramer acetate s.c,
daily, wherein the wmedicament is prepared for a regiwen
co:mistihg of one subcutanecus isnjection of Iml of a2
pharmaceutical compesitivn comprising 40mg of glatiramer
aceétate on only each of three days during each week of
treatment with at least one day without a subcutaneous
injection of the pharmaceutical composition between each day
on which there is a subtutanedus injection, wherein the
pharmaceutical pomposition is in a prefilled syringe, and
wherein the pharmacentical compozition further comprises
maanitol and has a pH in the range 5.5 to 7.0,

Glatiramer acetateé Lor use in a regimen for treating a human

patient suffering from a relapsing form of multiple
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sclerosis, while inducing reduced severity of injection site
reactiops in the human patient relative to administration of
20mg of glaviramer acetate s.c. daily, the regimen consisting
of "one subcutangous injection of Iml of a pharmaceutical
compasition gcomprising 40mg wof glatiramer atetate on only
each of three days during each week of ‘trestment with at
least one day without e sybcutandous injection of the
pharmaceutical composition between each day on which there is
a subcutanecus: injection, wherein the pharmaceutical
composition is in a ;p;ref,il,;fletd. syringe, dnd wherdin the
pharmaceutical compositisn further comprisés mannitel and has
a pH in the range S.5 to 7.0,

A medicament comprising glatiramer acetate for use in raducing
the f£reguency of relapses by 30% or more as compared to
placebe in & human population, for raducing brain atrophy,
for reducing the cumulative mumber of sihhancing lesions on
Ti~weighted images, or for reducing the level of disability
as measured by EDSS Score of a human patient suffering from a
relapsing foxm of multiple sclerosis, while inducing reduced
severity ©f injection »site reactions in the human patient
relative to administration of 20mg of glatiramer acetate s.c.
daily, wherein the medivament is prepared for a regimen

consisting of ome subcutapeous injection of 1ml of a

pharmaceutical composition comprising 40mg of glatiramer

acetate on -only dach of three days duxing each week of
treatment with at least one day without a subcutaneous
injectien of the pharmaceutical composition betwesn cach day
on which ‘there is a subcutaneous injectien, wherein the
pharmaceutical composition ds in a prefilled syringe, and
wherein the pharmaceutical composition further comprises
mannitel and has a pH in the range 5.5 to 7.0,

Glatiramer acetate for use in a regimen for reducing the

frequency of relapses by 30% or more as compared to placebo
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ip a human population, for reducing brain atrophy, for
redacing the cumulative number of enhancing lesions on Ti-
weiglited images, or for redweing the level of disability as
measured by EDSS Score of a human patient suffering from a
relapsing form of muliiple sclerosis, while induciny reduced
severity of injection site reactions jin the human patient
relative to administration of 20mg of glatiramer acetate s.c.
daily, which regimen censists of one subouteneous injection
of Iml of a pharmageutical composition comprising 40mg of
glatizamer acetate on only each of three days during each
week of treatment with at least one day without a
subcutaneous imjectiéon of the pharmaceutical composition
between each day on which theéré is a subcutaneous injection,
wherein the phariaceutical compposition is in a prefilled
syringe, and wherein the pharmaceutical composition further

comprises mannitol and hds a pH in the range 5.5 to 7.0.

A medicament comprising glatiramer acetate fér use imn
improving the tolerability of glatiramer acetate treatment of
a human.patient suffering from a relapsing form of multiple
sclerosis which is as effective as administration of 20mg of
glatiramer acetate s.¢. daily, while inducing reduced
severity of injection site réactions in the human patient
relative to administration of 20myg of glatiramer avcetate s.c,
daily, wheérein the medicament 4is prepared for a regimen
consisting of one subcutaneous injection of Iml of a
pharmaceutical compeosition comprising 40mg of glatiramer
acetate on only each of three days during each week of
treatment with at least .4ne day without a subcutaneous
injection of the pharmaceutical compoaition between each day
on, which there is a sSubcutapeous jinjection, wherein the
pharmaceutical composition is in a prefilled syringe, and
wherein the pharmaceutical composition further comprises
mannitol and has a pH in the range 5.5 to 7.0.



i8.

18,

CaA 02760802 2015-07-24

44

Blatiremer acetate for use in a regimen for improving the
tolerability of glatiramer acetate treatment of a human
patient .suffering from a elapding form of hultiple sclerosis
which is as e'f\fect;'-ive as administiration of 20mg of dlatiramer
acetate $.c. -dally, whil& inducing reduced severity of
injection wite reactions in the human patient relative to
administration of 20my of glatiramez acetate s.c. daily,
which regimen consists of .One subcitaneous injection of 1ml
of a phaimsceltical compogition comprising 40mg of glatiramer
acetaté oh only each ©f three days during each week of
treatment With af least ohe day witheut & subcutancous
injection of the phatmaceutical composition between each day
on which there is .a subcutansous injection, wherein the
pharmaceitical ‘composition is 4dn a prefilled syringe, and
wherein the pharibacentical Composition further cowprises

mannitol as8d has 4 pH in the range 5.5 to 7.0,

A medicamerit cowprising ql;aftj,ja‘amer‘ acetate for use in
improving ‘the tolerability of ¢latiramer acetate therapy

reducing the fregnency of relapses, reducing brain atrophy,

reducing the cumulative number of enhancing lesions om Ti-
weighted images, .ox reducing the level of disability as
measured by EDSS Score, of a human patient suffering from a
relapsing form of multiple sclérosis as effectively as
adinistration of 20mg of -¢glatiramer acetate sm.c. daily,
while inducing redueed seéverity of injection sité reactions
in the. human patient relative to administration of 20mg of
glatiramer acetate s.¢. daily, Wwherein the medicament is
prepare¢ for a regimen consisting of one subcutaneous
injection of Iml of .a pharmaceutical composition comprising
40mg of glatiramer acetate on only each of three days during
each week of <treatmert with at ledst one day without a
subcvutaneoug ifijection of -the pharmadgeutical composition
between each day on which there is a subcutaneous injection,
wherein the pharmaceutical composition is in & prefilled
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syringe, and wherein the pharmaceutical composition further
comprises manpitol and has a pH in the range 5.5 to 7.0.

Glatiramer acétate for upse in a regimen for improving the
‘tolerability of glatiramer acetate therapy reducing the
frequency of relapses, redocing brain strophy, reducing the
cumnlative number of ephancing lesions on Tl-weighted images,
or redaeing the level of disability as measured by EDES
Scoré, of a human 'pat'iént suffexing from a relapsing form of
rultiple sc¢lerosis as effectively as administration of 20mg
of glatiramer acetate s.c. dally, while inducing reduced
severity of injection site reactions in the human patient
relative to administration of 20mg of glatiramer acetate s5.c.
daily, which regimen consists of one subcutaneous injection
of 1lml of a pharmaceutical c¢omposition comprising 40mg of
glatiramer agetate on only each of three days during each
week of treatment with at least one day without a
subgutaneous -injection of the pharmaceutical composition
batween each day on which there is a subcutaneous injection,
wherein the pharmaceutical composition is in a prefilled
syringe, and wherein the pharmaceutical composition furtherx
comprises manpitol and has a pH in the range 5.5 to 7.0.

The medicament of claim % or «<¢laim 11, or glatiramer
acetate of claim 10 or claim 12, wherein the subcutaneous

injections occuxr for at least 12 months.

The medicament of claiim 1 or claim 3, or glatiramer acetate
of claim 2 or eclaim 4, wherein the human patient is
suffering from relapsing-remitting multiple sclerosis.

The medicament of claim 1 or claim 3, ox glatiramer acetate
of c¢laim 2 or c¢laim 4, wherein the human patient has
experienced a first clinical episcde and has MRI features
consisgtent with multiple sclerosis.
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The nedicament of any one of elaims 1, 3, 5 or 7, or
glatizamer acetate of any one of claims 2, 4, 6 or 8 wherein
the medicament is prepared as a pharmacermtical composition
having a pH in the range of 5.5 to 7.0 or the glatiramer
acetate is present in a2 pharmaceuwrical composition having
a pH in the range wf 5.5 to 7.0, wherein the
pharmacautital composition comprises 40 mg/ml glatirdmer
acstate and manikel,

The nedicament of any one of claims 1, 3, 5, 9, I, 13,
15, 17, 18 .or 21-24 or glatirdmer acetate of any one of
claims 2, 4, 6, 16, 12, 14, 16, 18, 20-24, wherein during
each week or each seven days the :subcutaneous injections are
on day 1, day 3 and day 5 of such week or seven days: day 1,
day 3 and day 6 of such week or sewen days; day 1, day 4 and
day 6 of such weak or seven 'd,a,yi‘s..; day 2, day 4 and day & of
such week or seven days; day 2, day 4 and day 7 of such week
or seven days; day 2, day 5 and day 7 of such week oxr seven
days; or day 3, day 5 and day 7 of such week or seven days.

The medicament of claim 7 or glatiramer acetate of claim 8,
wherein the three days during each week are sslected from the
group consisting of day 1, day 3 -and day 5; day 1, day 3 and
day §; day 1, day 4 and day §; day 2, day 4 and day 6; day 2,
day 4 and day 7; day 2, 'day 5 and day 7; and day 3, day 5 and

day 7.

A medicament comprising glatiramer acetate for use in
in¢reasing the time %o 3 confirmed relapse in a human
patient who has experienced a first clinical episode and
is at high xisk of developing clinically definite
maltiple sclerosis, wherein the medicament is prepared
for a regimen of £hree subcutanecus injections of a 40mg
dose of glatiramer acetate every seven days with at lsast
one day between each subcutaneous injectien. 4
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Glatiramer acetate for use in a regimen of three
subcutapeous injections of a 40mg dose of glatiramer
acetate every seven days with at least one day between
each subcutaneous inijection to increase the time to a
confirmed relapse in a human patient who has
experienced a first clinical episode and is at higb risk

of developing clinically definite multiple sclerosis,

A medicament comprising glatiramer acetate for use in
reducing the mean cunulative number of Gd-enhancing lesions
in the brain of a human patient, reducing the mean number of
new T2 lesions in the Dbrain of & human patient,
reducing the cumulative number of enhancing lesions on Tl-
weighted images in a human patient, reducing the total volume
of T2 1lesions in a human patient, reducing the numbexr
of new  hypointense lesions on enhanced Tl scang in a
human patient of reducing the total volume of hypointense
lesiops on enhanced 71 scans in a human patient, wherein
the human patient has experienced a single demyslinating
event and is at high risk of developing clinically definite
multiple sclerosis, and wherein the medicament 1is prepared
for a regimen of three subcutansous injections of a 40mg
dose of glatiramer acetate every seven days with at least

cne day between each subcutansous injection.

Glatiramer acetate for wuwse in a regimen of three
spbcutaneous injections of a 40mg dose of glatiramer

acetate every seven days with at least one day between

each subcutaneous injection to reduce the mean cumulative
number of Gd~enhancing lesions 4in the brain of a human
patient, reduce the mean number of new T2 legions in the
brain of a human patient, reduce the cumulative number of
enhancing lesions on Tl-weighted images in a human patient,
reduce the total volume of 'T2 lesions in a bhuman patient,
reduce the pumber of new hypointeunsze lesions on enhanced T
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scans in 2 buman patient or reduee the +total volume of
hypointense lesions on enhanced T1 scans 4in  a  bhuman
patient, wherein the human patient ‘bhas experienced a
single demyelinating evenmt and is at high zrisk of
developing ¢linically definite multiple sclerosis.

The medicament ©of any one of claims 1, 3, 23-2Z5 or 27, or
glatiramer atetate of any one of claims 2, 4, 23-25 oxn 28,
wherein the figxst «¢linical episcde comprises a clinical
episode of optic reuritis, hlurring of vision,
diplopia, inveluntary tapid eye movement, blindness,
Ioss of ‘balance, tremors, ataxia, Wvertigo, clumsiness of
a limb, lack of coordination, 'wedkness of one or more
extremity, -altered muscie tope, muscle stiffness, spasms,
tingling, paraesthesia, burning sensations, muscle padns,
facial -pain, trigeminal neuralgla, stebbing sharp pains,
burning tingling pain; slowing of speech, slugring of
v}orc‘!s, changes in rhythm ©»f spesch, dysphagia, fatigue,
bladder problems, bowel problems, impotence, diminished
sexual areusal, loss pf sensation, sensitivity to heat,
loss of -short tern memory, loss of concentration, or loss
of judgment or reasening,

The medicament of any one of claims 1, 3, 5, 7, 9, 11, 13,
15, 17, %, 2327, 249 or 51, or glatiramer acetate of any one
of claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20-28, 30 or 312,
wherein the human patient has MRI features consistent
with multiple sclerosis.

The medicament .of any one of claims 1, 3, 5, 7, 9 11, 13,
15, 17, 18, 21427, 29, 31 ox 32, or glatiramer acetate of
any one of claims 2, 4, 6, §, 10, 12, 14, 16, 18, 20-28, 30,
31 or 32, wherein the ‘human patient has at least 1
cerebral lesicn .detectable by an MRI scan and wherein
the lesion is associated with brain tissve inflammation,
nyelin sheath damage or axonal damage.
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The medicament or glatiramer acetate of claim 33, wherein
the lesion is a  defwyelinating white matter lesjion visible
on brain MRI and wherein the white matter Jlesion is5 at
least 3 rm in diameter.

The medicament of any one of claims 1, 3, %, 7, 9, 11, 13, 15,
17, 18, 21-27, 29 or 31-~34, or glatiramer acetate of any one
of claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20-28, 30 or 31-34,
wherein the human patient has at least 2 cerebral lesions
detectable by an MRI scan and suggestive of multiple

sclerosis.

The medicament of any one of claims 1, 3, 5, 7, 9, 11, 13,
15, 17, 19, 21~27, 29 or 31-35, or glatiramer acetate of any
one of claims 2, 4, 6 8, 10, 12, 14, 16, 18, 208-28, 30 or
31-35, wherein the regimen is effective for reducing the
freguency of xelapzes in the htman patient, reducing the
rwean cumulative number of Gd-enhancing lesions in the brain
of the human patient, zxeducing the mean number of new T2
lesions in the brain of the human patient, reducing the
cumulative nuwpbér of enhancing lesions on  Tl-weighted
images in the human patient, reducing braip atrophy in
the human patient, increasing the time to a confirmed
relapse in the human patient, reéducing the +total number
of confirmed relapses in the human patient, vreducing the
progression of MRI-monitored .disease activity in  the
human patient, -reducing the total wvolume of T2 lesions in
the human patient, retucing the number of new hypointense
lesijons on enhaiiced Tl scans in the human patient, reducing
the total wvolumeé of hypointense lesions on enhanced TI1
scans, reducing the level of disability as measured by
EDSS Score in the human patient, reducing the change in
EDS5 Score in the human patient, reducing the change in
Anbulation Index in the human patient, reducing the level
of disability as measured by EuroQolL (EQSD) guestionnaire
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in  the ‘bHuman - Ppatisnt, or reducing the level of
disability ~as$ omeasured by the work productivity and

. activities impairment - General Health {(WPAL-GH)

gquestionnaize in the human patient.

The medicament of any one of claime 1, 3, 5, 1, 9, 11, 13,
15, 17. 19, 21-27, 2% or 31-38, or glatiramer acetate of any
orie of claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20-28, 30 or
31-36, wherein thé. regimen .is effective Ffor reducing the
frequency of trelapses or exacerbations in the human patient.

The medic¢ament of any oné: of claims 1, 3, 5, 7, 9, 11, 13,
15, 17, 19, 21-27, 28 oy 31-36, or glatiramer acetate of any
one of claims 2, 4, & €, 10, 12, 14, 16, 18, 20-28, 30 or

‘31—‘36., whérein ‘the regimen is effective for reducing the

fredguengy of relapses in the human patient.

The medicament or glitiramer acgetate of claim 38, wherein
the régimen 1s effective for furxther reduging the cumulative
number of enhdn@ing lesions ph Tl-weighted images of the human
patient.

The medicamept of any ofe of clathms 1, 3, 5, 7, 9, 11, 13,
15, 17, 19, 21-27, 28 or 31«36, or glatiramer acetate of any
one of claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20-28, 30 ox
31-36, wherein the regimen is effectivé for reducing the

cumulative nusmber of @nhancing lesions on Tl-weighted images,

The medicament of any one of claims 1, 3, 5, 7, 9, 11, 13,
15, 17, 19, 21-27, 2% ¢r 31-40, ox glatiramex acetate of any
one of claims 2, 4, 6, §. 18, 12, 14, 16; 18, 20-28, 30 or
31-40, wherein the regimen is effective for reducing brain
atrophy and for reducing the frequency of relapses by 30% or
more as compared to placebo in & huwmsn population.

The medicament of any one of claims 1, 3, 5, 7, 9, 11, 13,
15, 17, 19, 21-27, 29 or 31-41, or glatiramer acstate of any
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one of claims 2, 4, €&, 8, 10, 12, 14, 16, 18, 20-28, 30 or
31~41, wherein the regimen is effective for reducing the
level of disability -of the human patient as measured by EDSS
Score.

The medicament of any one of claims 1, 3, 5, 7y 9%, 31, 13,
15, 17, 19,' 21~27, 29 or 31-42, or glatiramer acetate of any
one of claims Z, 4, & 8, 10, 12, 14, 16, 18, 20-28, 30 or
31-42, wherein the regimen is effective for reducing the
fregquency of relapses as sffettively as administration of 20mg
of glativamer acetate s.c. daily.

The medicament of any one of claims 1, 3, 5, ¥, 9, 11, 13,
15, 17, 1%, 21i~27, 29 or 31-43, or glatiramer acetrate of any
one of claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20-28, 30 ox
31-43, wherein the regimen is effective for reducing brain
atrophy as effectively as administration of 20mg of glatiramer
acetate 5.0 daily.

The medicament of ‘apy one of claims 1, 3, 5, 7, 9, 11, 13,
15, 1%, 19, 21~27, 29 or 31-44, or glatiramer acetate of any
one of claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20-28, 30 or
31-84, wherein the regimen is effective for reducing the

cumulative rumber of enhancing lesions on Tl-weighted images

as effectively as administzation of 20mg of glatiramer acetate
s.¢. daily.

The medicament of any one of claims i, 3, % 7, 9, 11, 13,
15, 17, 18, 2'1.—:27., 28 or 31-45, or gl,a»tixcamez; acetate of any
ong of claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20-28, 30 or
31~45, wherein the regimen is effective for reducing the
level of disability of the human patient 25 measured by EDSS
Scors as effectively as administration of 20mg of glatiramei
acetate s.c. daily.

The wmedicement o©f any one of claims 1, 3, 5, 7, 2, 11, 13,
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15, 11, 19, 21~27, 29 or 31-46, or glatirapér acetate of any
one of tlaims 2, 4, 6, 8, 10, 12, 14, 16, 18; 20-28, 30 or
3146, whérsin the regimen is -effeéctive for treating the
humap patient with or inducing reduced freguency and severity
of Immediste podt injection reactions and injection site
reactions in the numn'patgi,ent relative to administration of
20y of glatiramer acetate s.¢,. daily.

The medicament of ady ome of claims 1, 3, 5, 7, 92, 11, 13,
15, 17%7; 18, 21-27; 2% ox 31-47, or glatiramer acetate of any
ohe of c¢laims 2, 4; 6, 8, 10, 12, 14, 16, 18, 20-28, 30 or
31-47, wharein the tegimen iz effective for alleviating a
syiiptom of relapsiby-remitting milltiple sclerogis in the human
patient.

A medicament -comprising glatiramer acetate for use in
redgucing freguency of relapses or exacerbations in a
humap patient suffering from xelapding-remirting mnultiple
Bclerosis wherein the medicamént 1= prepared Ffor a
regimen of three subcutinscus injections of a 40mg dose of
glatifamer acetate every seven days with at least one day
between each subciutaneous injectien.

Glatiramer acetate for wuse in a regimen of  three
subcutaneous injections of a 40mg dose of glatiramer
acetate every seven days with at least one day between
each sybeutanecus injection to  reduce  frequéncy  of
relapses ox exacerbations in 2 humam patient suffering
from relapsing- remitting multiple sclerosis,

A wmedicament c,-:pmpr:isiﬁg glatiramer acetate for use in
reducing the mean cumplabive number of Gd-enhancing lesions
in the brain of a human patient, reducing the mean pumber of
nmew P2 lesions in  the brain of a human patient,
reducing the cumulative number of enhapcing lesions on Ti-
weighted images in a human patient, reducing the total valume
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of T2 lesions im a human .patient, reducing the number
of new hypointense lesicns on enhanced T1 scans in a
hunan patient or reducing the total volume of hypeintense
lesions on enhanced T1 scans in a human patient, wherein
the human patient is suffering from relapsing-remitiing
multiple sclerosis, and wherein the medicament is prepared
for a regimen of three subcutaneous injections o©f a 40mg
dose of glatiramer acetate every seven days with at least
one day between each subcutaneous injection;

Glatiramer acetate for wuse in a regimen of three
subcutaneous injections of a 40mg dose of gl‘atiramér
acetate every seven days with at least one day between
each subcutaneous injection to reduce the mean cumulative
numbexr of Gd—en-hahcing lesions im the brain of a human
patient, reduvce the mean pumber of new 72 lesions in the
brain of a human patient, reduce the cumulative number of
enhancing lesions on Tl-weighted images in a human patient,
reduce the total volume of T2 lesions in a human patient,
reduce the number of new hypointense lesions on enhanced Tl
scans in a human patient ox reduce the total volume of
hypointense lesions on enhanced T1 scans in a  human
patient, wherein the Thuman patient is suffering from
relapsing-remitting multiple sclerosis.

The medicament of any one of ¢laims 1, 3, &, 7, 9, 11, 13, 15,
17, 19, 21-27, 29, 31-49 or 51, or glatiramer acetate of any
one of «laims 2, 4, 6, 8, 1G, 12, 14, l4, 18, 20~28, 30, 31~
48, 50 or 52, wherein the regimen is further effective for
reducing the mean cumulative number of Gd-enhancing lesions
in ‘the brain of the bhuman patient, reducing the mean number
of new T2 lesionas in the brain of the human patient or
reducing the cumulative number of enhancing lesions on

Tl- weighted images in the human patient.

The: medicament of any one of claims 1, 3, 5, 7, 9, 11, 13,
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15, 1%, 18, 21-—.2"1, 2%, 31-49, 51 or 93, or glatiramer
d¢etate of any otie of claims 2, 4, 6, 8, 10, 12, 14, 16,
18, 20-28, 30, 31-48, 50 or 52-53; wherein the regimen is
effactive for treating the human patient with oz inducing
rediiced fredquancy of immedidte post injection reactiens ox
of injectiodi site reactions in the human patient relative

to administration of 20mg glatiramer acetate s.c. daily.

the medicament of any one ©f claims 1, 3, 5, 7, 9, 11, 13,
15, 17, 18, 21-27, 29, 31-49, 5! or 53-54, or glatirvamer
atetate of any one of claims 2, 4, 6, 8, 10, 12, 14, 18,
18, 20-28, 30, 31-48, 50 or 52-54, wherein the regimen 1is
effective for impreving tolerability in the human patient
relative to 20my glatiramér dostate s.c. daily , wherein

‘the intraased toletability -<éimprises reduced ZIrequency of

imnediate post dnjection reactions or reduced frequency

et injection gite reactions, each relative to the

‘frequency expexiencéd WwWith 20 mg glatiramer acetate s.c.

daily:

The medicament or glatiramey acetate, of any one of claims
47, 54 or 55, wherein the immediate post injection

reaction .is palpirations, feeling hot, flushing, hot

flushes, tachycardia, dyspnoea, c¢hest discomfort, chest

pain, non-cardiac cheést, asthenia, back pain, bacterial

infection, chills, cyst, face edema, fever, £lu syndxome,
infection, injection - site  erythegina, injection site
hemorrhage, imjection $ipe induration, injection  site
inflammation, 4injection site mass, injection site paln,

injec¢tion  site  pruritas, injection site urticaria,
injection site welt, neck ‘pain, pain, mnigraine, syrncope,
tachiycardia, vasedilatation, anorexia, diarrhea,
gastroenteritis, gastrointestinal disoxder, nansea,

vomiting, eechymosis, peripheral edema, arthralgia.,
agitation, ankiety, econfusion, -foot  drop, hypertonia,
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nervousness, nystagmus, speech disordex, tremor, vertido,
bronchitis, dyspnea, laryangismus, rhinitis, erythema,

herpes  simplex, pruritus, rash, skin nodule, sweating,

urticaria, ear pain, eye disorder, dysmenorrheal, urinary

urgency, or vaginal moniliasis.

The medicament or glatiramer acetate, of any cone of claims 47,
54 or 55, wherein the injection sike reaction is erythemsa,
hemorrhage, induration, inflammation, mass, pain,
pruritus, urticaria, or welt that oceurs immediately around
the site of injection.

The medicament of any one of c¢laims 1, 3, 5, 7, 9, 11, 13,
15, 17, 19, 21-27, 29, 31-49, 51 or 53-57, or glatiramer
acetate of any one of claims 2, 4, 6, 8, 10, 12, 14, 16, 18,
20-28, 30, 31-4B, 50 or 52-57, wherein the human patient has
not received glatiramer acetate prior to initiation of the
regimen.

The medicament of any one of claims 1, 3, 5, 7, 9, 11, 13,
15, 17, 19, 21-27, 29, 31~49, 51 or 53-58, or glatiramer
acetate of any one of claims 2, 4, 6, 8, 10, 12, 14, 16, 18,
20~-28, 30, 31-48, 50 or 52-58, wherein the glatirémer
acetate 1is present .in lml of a pharmaceutical composition in

& prefilled syringe for self administration.

Use of glatiramer acetate for the manufacture of a
medicament for use dn treating a human patient who is
suffering from relapsing-remitting multiple sclerosis or
who has experienced a first clipical episode and is at high
risk of developing clinically definite -mul'ciple selerosis,
wherein the medicament is prepared for a regimen of three
subcutanepus injections of a 40mg dose of glariramer
acetate every seven days with at least one day between
each subcutaneous inijection.



61.

62.

63.

CA 02760802 2015-07-24

56

Use of glatiramer acetate in the wanufacture of a
nedicament  for ixse’ in  incréasing ‘the time to a
confirmed relapse in a human patient who has
experienced: a first clini¢al d&pisode and is at high risk
of develsping clinically definite muitiple sclerosis,
wherein the medicament is prepared for a regimen of three
subcutanecus dinjectipns 6f a 40mg dose of glatiramer acetate
every seven days with at least one day Dbetween each
subcutanesus injection. '

Use of glatiramer acetate 4in the panufacture of a
medicament for use in reducing thé iean cumnlative number
of Gd-enhancing lesions in the brain of a human patient,
reducing the wmean nuinber of new TZ lesions in the braia
of .a human patient, treducing the cumulative npumbexy of
ephancing lesicms on Tl-veighted dmades i a human patient,
reducing the total volume of 12 lesions in a buman patient,
réducing the numbern of riew hypointense lesions on enhanced
T1L scana in a human patient oxr reducing the tétal volume of
hypointense lesions on enhanced 'T1 scans din 2 human

patient, wherein the human patient 'has experienced a

first clinical episude and is at high risk of developing

¢linieally definite multiple scleresis, and wherein the

medicament.  is  preparéed for a regimen of  three
subcutaneous. injections of @a 40mg dose of glatiramer
acatate every seven days ‘with at Jleast one ¢ay between

each subcutaneous injection,

Use of glatiramer acetatd in the mahufacture of a
medicament for -u,seA in reducing frequency of relapses
or exacerbations in a human patient suffering from
relapsing-remitting multiple sclerosis wherein the
medicament is prepared for a rcegimen ©of ‘three suboutaneous
injections of a 40mg doss of gldtiramer acetate every seven
days with at least ome day between each subcutaneous
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injection.

Use of glatiramer agetate in the wmanufacture of a
medicament for wuse in reducing the mean cumulative number
of Gd-emhancing lesions ip the brain of a human patient,
reducing the mean pumber of new T2 lesions in the brain
of a human patient, reducing the cumulative number of
erhancing lesions on Tl-weighted images in 2 human patient,
reducing the total volume of 72 lesions in a human patient,
reducing the number of mnew hypointense lesionsg on enhanced
Tl scans in a human patient or reducing the total volume of
hypointense lesions .on enhaneed T1  s¢ans in a2  human
patient, wherein the human patient 'is suffering from
relapsing-remitting multiple sclerosis, and wherein the
medicament is prepared for a  regimen of three
subcutaneous injections of a 40mg dose of glatiramer
acetate every seven days with at least one day between

each subgutanecus injection.

The use of any one of claims 80~-64, wherein the
medicament is a pharmacéutical composition comprising 40
mg/ml glatiramer acetate and mannitel, and having a pH in
the range of 5,5 to 7.0.

The use of any one of claimg 60~65, wherein the
medicament is £o be Adwministered  using & prefilled
syringe by self admini.-stra?:ion.
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New Claims

Accompanying Response to the July 17, 2020 Preliminary Opinion

A medicament comprising glatiramer acetate for use in treating a
human patient who is suffering from a relapsing form of
multiple sclerosis, while inducing reduced frequency of injection
site reactions in the human patient relative to administration of
20mg of glatiramer acetate s.c. daily, wherein the medicament is
prepared for a regimen consisting of one subcutaneous injection
of 1ml of a pharmaceutical composition comprising 40mg of
glatiramer acetate on only each of three days during each week of
treatment with at least one day without a subcutaneous injection
of the pharmaceutical composition between each day on which there
is a subcutaneous injection, wherein the pharmaceutical
composition 1is in a prefilled syringe, and wherein the
pharmaceutical composition further comprises mannitol and has a

pH in the range 5.5 to 7.0.

The medicament of claim 6 wherein \iﬂt in
reduced eﬁiijnP N_\FENe uZnE 3T inje

duces both

fion site

reactions.

Glatiramer acetate for use in a regimen for treating a human
patient suffering from a relapsing form of multiple sclerosis,
while inducing reduced frequency of injection site reactions in
the human patient relative to administration of 20mg of glatiramer
acetate s.c. daily, the regimen consisting of one subcutaneous
injection of 1ml of a pharmaceutical composition comprising 40mg
of glatiramer acetate on only each of three days during each week
of treatment with at least one day without a subcutaneous injection
of the pharmaceutical composition between each day on which there
is a subcutaneous injection, wherein the pharmaceutical
composition is in a prefilled syringe, and wherein the
pharmaceutical composition further comprises mannitol and has a

pH in the range 5.5 to 7.0.

CA 2760802 2020~10-19
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The glatiramer acetate wuse oFf cl ure?,\gk\e_r =n the|glatiramer
acetate use | e‘? F:t#}é;;‘gés<le i and reduced frequency
i eactions.

A medicament comprising glatiramer acetate for use in reducing the

frequency of relapses by 30% or more as compared to placebo in a
human population, for reducing brain atrophy, for reducing the
cumulative number of enhancing lesions on Tl-weighted images, or
for reducing the level of disability as measured by EDSS Score of
a human patient suffering from a relapsing form of multiple
sclerosis, while inducing reduced frequency of injection site
reactions in the human patient relative to administration of 20mg
of glatiramer acetate s.c. daily, wherein the medicament is
prepared for a regimen consisting of one subcutaneous injection
of 1Iml of a pharmaceutical composition comprising 40mg of
glatiramer acetate on only each of three days during each week of
treatment with at least one day without a subcutaneous injection
of the pharmaceutical composition between each day on which there
is a subcutaneous injection, wherein the pharmaceutical
composition is in a prefilled syringe, and wherein the
pharmaceutical composition further comprises mannitol and has a

pH in the range 5.5 to 7.0.

reduced severi
reactions.

Glatiramer acetate for use in a regimen for reducing the frequency

of relapses by 30% or more as compared to placebo in a human
population, for reducing brain atrophy, for reducing the
cumulative number of enhancing lesions on Tl-weighted images, or
for reducing the level of disability as measured by EDSS Score of
a human patient suffering from a relapsing form of multiple
sclerosis, while inducing reduced frequency of injection site
reactions in the human patient relative to administration of 20mg

of glatiramer acetate s.c. daily, which regimen consists of one

CA 2760802 2020-10-19
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subcutaneous injection of 1ml of a pharmaceutical composition
comprising 40mg of glatiramer acetate on only each of three days
during each week of treatment with at least one day without a
subcutaneous injection of the pharmaceutical composition between
each day on which there is a subcutaneous injection, wherein the
pharmaceutical composition is in a prefilled syringe, and wherein
the pharmaceutical composition further comprises mannitol and has

a pH in the range 5.5 to 7.0.

The glatiramer aceta use of clad ﬁgr\xiEn thel glatiramer
acetate [Use iQ‘TS F%?‘Eﬁ r and reduced frequency
of injeciN elreact

A medicament comprising glatiramer acetate for use in improving

ions.

the tolerability of glatiramer acetate treatment of a human
patient suffering from a relapsing form of multiple sclerosis
which is as effective as administration of 20mg of glatiramer
acetate s.c. daily, while inducing reduced frequency of injection
site reactions in the human patient relative to administration of
20mg of glatiramer acetate s.c. daily, wherein the medicament is
prepared for a regimen consisting of one subcutaneous injection
of 1Iml of a pharmaceutical composition comprising 40mg of
glatiramer acetate on only each of three days during each week of
treatment with at least one day without a subcutaneous injection
of the pharmaceutical composition between each day on which there
is a subcutaneous injection, wherein the pharmaceutical
composition is in a prefilled syringe, and wherein the
pharmaceutical composition further comprises mannitol and has a

PH in the range 5.5 to 7.0.

The medicament of claim des both

reduced severi site

reactions.

Glatiramer acetate for use in a regimen for improving the

tolerability of glatiramer acetate treatment of a human patient

CA 2760802 2020-10-19
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suffering from a relapsing form of multiple sclerosis which is as
effective as administration of 20mg of glatiramer acetate s.c.
daily, while inducing reduced frequency of injection site
reactions in the human patient relative to administration of 20mg
of glatiramer acetate s.c. daily, which regimen consists of one
subcutaneous injection of 1lml of a pharmaceutical composition
comprising 40mg of glatiramer acetate on only each of three days
during each week of treatment with at least one day without a
subcutaneous injection of the pharmaceutical composition between
each day on which there is a subcutaneous injection, wherein the
pharmaceutical composition is in a prefilled syringe, and wherein

the pharmaceutical composition further comprises mannitol and has

E B;EE the \glatiramer
reduced} frequency

a pH in the range 5.5 to 7.0.

The glatiramer acetate use o aim

IO T PATEN

acetate

of inject
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