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do not interact with Fc receptor. The humanized antibodies are capable of prevent-
ing platelet activation and aggregation, and reducing thrombus size / growth and
prevent vessel occlusion. They can be also very useful to decrease platelet-tumor
cell interaction and decrease tumor metastasis. At therapeutic doses, the humanized
antibodies lack the ability to induce platelet activation, induce thrombocytopenia;
and/or prolong bleeding time.
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International application No.
INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
PCT/CA2020/051699

Box No.1 Basis of the report

1. With regard to the language, this report is based on:
>J  the international application in the language in which it was filed.
] translation of the international application into which is the language of a translation
fumished for the purposes of:
O international search (Rules 12.3(a) and 23.1(b)).
O publication of the international application (Rule 12.4(a)).
[] international preliminary examination (Rules 55.2(a) and/or 55.3(a) and (b)).

2. With regard to the elements of the international application, this report is based on (replacement sheets which have been furnished to
the receiving Office in response to an invitation under Article 14 are referred to in this report as “originally filed” and are not annexed
to this report):

O the international application as originally filed/furnished, or

4 the description:  pages  1-42 as originally filed/furmished.
pages™ received by this Authority on
pages™ received by this Authority on

X the claims: Nos. as originally filed/furmished.
Nos.* as amended (together with any statement) under Article 19
Nos.*  1-29 received by this Authority on 7 October 2021 (07-10-2021)

X the drawings: pages  1/22-22/22 as originally filed/furnished
pages™ received by this Authority on
pages™ received by this Authority on

X a sequence listing - see Supplemental Box Relating to Sequence Listing.
3. O The amendments have resulted in the cancellation of:
O  the description, pages
O the claims, Nos.
U the drawings, sheets/figs.
[0 the sequence listing (specify):

4. U This report has been established as if (some of) the amendments annexed to this report and listed below had not been made, since
either they are considered to go beyond the disclosure as filed, or they were not accompanied by a letter indicating the basis for
the amendments in the application as filed, as indicated in the Supplemental Box (Rules 70.2(c) and (c-bis)):

] the description, pages

O the claims, Nos.

0 the drawings, sheets/figs

0 the sequence listing (specify):

5. L1 This report has been established:

[0 taking into account the rectification of an obvious mistake authorized by or notified to this Authority under Rule 91 (Rules
66.1(d-bis) and 70.2(e)).

[0 without taking into account the rectification of an obvious mistake authorized by or notified to this Authority under Rule
91(Rules 66.4bis and 70.2(¢)).

6.  With regard to top-up searches (Rules 66.1zer and 70.2(f)):

] A top-up search was carried out by this Authority on
] Additional relevant documents have been discovered during the top-up search
5 No top-up search was carried out by this Authority because it would serve no useful purpose.

O Supplementary international search report(s) from Authority(ies)
has/have been received and taken into account in establishing this report (Rule 45bis.8(b) and (c)).
* Ifitem 4 applies, some or all of those sheets may be marked “superseded.”
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International application No.
INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY PCT/CA2020/051699

Box No.V ~ Reasoned statement under Article 35(2) with regard to novelty, inventive step and industrial applicability;
citations and explanations supporting such statement

1. Statement

Novelty (N) Claims 1-29 YES
Claims NONE NO

Inventive step (IS) Claims 1-29 YES
Claims NONE NO

Industrial applicability (IA) Claims 1-29 YES
Claims NONE NO

2. Citations and explanations (Rule 70.7)

Reference is made to the following document:
D1: US 7,332,162 B1 (DECKMYN, H. et al.) 19 February 2008 (19-02-2008)

D1 is considered to represent the closest prior art and discloses antibody fragments of the humanized 6B4 murine monoclonal
antibody that was raised against human GPIba and the use thereof for preventing and/or treating hemostasis disorders. The
humanized anti-GPIba fragments of D1 do not induce thrombocytopenia, inhibit platelet adhesion and activation at sheer rates of
650, 1000 and 2600 sec™!, inhibit binding of von Willebrand factor (vWT) to GPIba, and inhibit vWF-dependent platelet aggregation.
D1 additionally discloses complexing with a carrier to prolong duration of action of the antibody fragments and pharmaceutical
compositions thereof.

Novelty (N)
Claims 1-29 are novel and therefore comply with PCT Article 33(2). The closest prior art Document D1 does not disclose the subject
matter encompassed by claims 1-29. Specifically, D1 does not disclose a humanized antibody specifically recognizing platelet

glycoprotein I(b)a (GPIba) that comprises the particular heavy and light chain CDR1-3 sequences of claim 1. Claims 1-29 are
therefore considered novel.

Inventive Step (IS)

Claims 1-29 involve an inventive step and therefore comply with PCT Article 33(3). The prior art does not teach or suggest the
subject matter encompassed by claims 1-29. Claims 1-29 therefore involve an inventive step.

Industrial Applicability (IA)

The subject matter of claims 1-29 is considered to be industrially applicable and thus complies with the requirements of PCT Article
33(4).

Form PCT/IPEA/409 (Box No. V) (January 2019) Page 3 of 7
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Box No. VII Certain defects in the international application

The following defects in the form or contents of the international application have been noted:

The statement found on page 42, lines 15-18 of the description does not comply with PCT Article 6 PCT. This is a general statement
which implies that the extent of protection may be expanded in some vague and imprecise way.

The description does not comply with PCT Article 5. The description contains statements that incorporate by reference other
documents that are crucial to the understanding of the invention. Such statements are found at page 1, lines 7-8 and should be

removed.

Claim 1 contains a clerical error: “the heady chain comprises:” should read “the heavy chain comprises:”.

Form PCT/IPEA/409 (Box No. VII) (January 2019) Page 4 of 7
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Box No. VIII Certain observations on the international application

The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully supported by
the description, are made:

Claim 17 does not comply with PCT Article 6. The claim shall be clear and concise. Claim 17 should refer to "the chimeric protein
of claim 15" or "the pharmaceutical composition of claim 16".
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Supplemental Box relating to Sequence Listing

Continuation of Box No.1, item 2:

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed
invention, this report was established on the basis of a sequence listing filed or furnished:

a. forming part of the international application as filed:

in the form of an Annex C/ST.25 text file.
U on paper or in the form of an image file.

b. O fumished together with the international application under PCT Rule 13fer.1(a) for the purposes of international search only in
the form of an Annex C/ST.25 text file.

c. U fumished subsequent to the international filing date for the purposes of international search and/or examination:
[J  in the form of an Annex C/ST.25 text file (Rule 137er.1(a)).
[J  on paper or in the form of an image file (Rule 13fer.1(b) and Administrative Instructions, Section 713).

d. U fumished to this Authority as an amendment under PCT Article 34 on

U in the form of an Annex C/ST.25 text file, and preferably identified as “Amended” at the first line of text.

U on paper or in the form of an image file.

2. U I addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that in the application as filed or does not
go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

*

Ifitem 4 in Box No. 1 applies, the listing, which form part of the basis of the report, may be marked “superseded”.

Form PCT/IPEA/409 (Supplemental Box Relating to Sequence Listing) (January 2019) Page 6 of 7
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Supplemental Box

In case the space in any of the preceding boxes is not sufficient.

Continuation of* International Patent Classification (IPC) or national classification and IPC (supplemental)

1PC:
CO7K 19/00 (2006.01)

CPC:

Form PCT/IPEA/409 (Supplemental Box) (January 2019) Page 7 of 7
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Norton Rose Fulbright Canada LLP
1 Place Ville Marie, Suite 2500
Montréal, Quebec H3B 1R1 Canada

October 7, 2021

Commissioner of Patents

Canadian Intellectual Property Office F: +1 514.286.5474
Place du Portage |, Room C-114 nortonrosefulbright.com
50 Victoria Street

Gatineau, Quebec K1A 0C9

Electronically Submitted Jean Lee
+1416.216.2459
PCT Unit jean.lee@nortonrosefulbright.com

Marie-Héléne Rochon
+1514.847.6095
marie-helene.rochon@nortonrosefulbright.com

Our reference
10206046-1PCT

International (PCT) Patent Application No. PCT/CA2020/051699
Title: HUMANIZED ANTI-GLYCOPROTEIN IB ALPHA (GPIBALPHA) ANTIBODIES
Applicant: CCOA THERAPEUTICS INC.

DEMAND UNDER ARTICLE 31 PCT

Applicant hereby requests International Preliminary Examination, under Patent Cooperation Treaty (“PCT")
Chapter I, of the above-referenced application.

In order to support this Demand, the following are provided:
Demand under Article 31 of the PCT in Form PCT/IPEA/401;
Fee Calculation Sheet; and
Response to the Written Opinion.

The prescribed fees of $1,106 should be charged to Norton Rose Fulbright Canada LLP as per the attached Fee
Payment Form.

Should the fees submitted with this letter be insufficient to cover all of the fees for which payment is explicitly or
implicitly requested by this letter, the Canadian Intellectual Property Office is authorized to charge the amount of
the insufficiency using one of the payment methods specified on the accompanying Fee Payment Form.

We hereby ask the Commissioner to kindly contact us in the case of any incorrect amount in the fees associated
with this communication.

CAN_DMS: 1141863046\1

Norton Rose Fulbright Canada LLP is a limited liability partnership established in Canada.

Norton Rose Fulbright Canada LLP, Norton Rose Fulbright LLP, Norton Rose Fulbright Australia, Norton Rose Fulbright South Africa Inc and Norton Rose Fulbright US LLP are separate
legal entities and all of them are members of Norton Rose Fulbright Verein, a Swiss verein. Norton Rose Fulbright Verein helps coordinate the activities of the members but does not itself

;bog'dee ﬁ%% a%ryﬁgst éo ﬂgr&tglvDée lliﬂ‘fgﬁq 8@8;? with certain regulatory information, are at nortonrosefulbright.com.
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SUBMISSION UNDER ARTICLE 34 PCT

In response to the Written Opinion dated March 15, 2021, please amend the above-referenced patent
application as follows:

IN THE CLAIMS

Please replace the claim pages 43-46 currently on file in this application with the enclosed amended claim pages
43-46 replacement sheets.

REMARKS

A marked up copy of the claimed pages are also enclosed. No new matter is added.

The present PCT application contains claims 1-33:

Claim Number Differences between the claims as filed
and those as amended

1 amended

2-5 unchanged

6 amended

7 unchanged

8-9 cancelled

10 amendment

11-12 renumbered only, otherwise unchanged

13-14 cancelled

15 amended

16-28 renumbered only, otherwise unchanged

29 amended

30-33 unchanged

(i) Basis for claim 1 amendment: The subject matter of claims 8, 9, 13, and 14 have been incorporated into
independent claim 1. Claims 8, 9, 13, and 14 are accordingly deleted. The remaining claims and their
dependencies have been renumbered accordingly in light of the amendments to claim 1.

(ii) Basis for claim 6 amendment: Claim 6 is amended to correct a grammatical error.

(iiiy Basis for claim 10 amendment: Claim dependency amended in light of cancelled claims 8 and 9.

(iv) Basis for claim 15 amendment: Claim dependency amended in light of cancelled claims 13 and 14.

(v) Basis for claim 29 amendment: The dependency of original claim 29 (now claim 25) has been adjusted.
The dependency of claim 29 has been amended to provide antecedent basis for the term “the

thrombus”.

Accordingly, claims 1-29 remain in the present application. Reconsideration of this application is requested.
Applicant respectfully submits the following:

Date Regue/Date Received 2021-10-07
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Article 33(2) PCT

The International Searching Authority (ISA) has identified claims 1-8, 10, 13, 15, and 19-31 as lacking novelty in
view of the teachings of D1 (US7,332,162).

Independent claim 1 has been amended to incorporate the subject matter of claims 8 and 9. As noted on page 3
of the ISR and Written Opinion, “Claims 9....are novel and therefore comply with PCT Article 33(2).”

In view of the foregoing, it is believed that the subject matter of the presently amended claims are distinguishable
over D1, and likewise Applicant submits that amended independent claim 1, and the claims dependent thereon,
are novel and satisfy the requirements of Article 33(2) PCT.

Article 33(3) PCT

The ISA identified claims 1-31 as lacking an inventive step in view of the combined teachings of D2
(US8,323,652) and the common general knowledge in the art, and that claims 32 and 33 lack an inventive step
having regard to D3 (Qi ef al.) in view of D2 or D1. The ISA stated that “The antibodies of D2 inhibit binding of
VWWF to GPIba and prevent thrombus growth and aggregation of platelets in an individual. D2 additionally
suggests the generation and use of humanized antibody antibody fragments that lack a Fc moiety...”. Based on
these teachings, the ISA concluded that the original claims 1-31 lack inventive step. Applicant respectfully
disagrees.

D2 discloses murine monoclonal antibodies, but fails to disclose or teach the combination of complementary
determining regions (CDRs) sequences recited in presently amended claim 1. Applicant respectfully submits that
deriving the claimed combination of CDRs requires effort and ingenuity, and that the ISA has failed to appreciate
that the humanization of antibodies is not routine in the art and is plagued with difficulties such as an undesirable
therapeutic profile.

As listed in Table 1 (see Example Il) of the description, eight humanized Fabs having different heavy and light
chains were tested. Of these eight tested humanized Fabs, only four did not induce platelet activation (see page
37 of the present description). Further, only two humanized Fabs HO001 and HO002 did not induce
thrombocytopenia and did not prolong the bleeding time (see present Figures 17 and 18). These two humanized
Fabs share the same heavy chain having a particular combination of CDR. Accordingly, the presented data
clearly shows that not any humanized antibodies that recognize GPIba will have the desired therapeutic profile
as specified in amended claim 1, including preventing platelet activation, lacking the ability to induce
thrombocytopenia, and lacking the ability to prolong bleeding time.

Therefore Applicant submits that a skilled person having regard to the teachings of D2 would not have arrived at
the claimed humanized antibody, having a specific combination of CDRs and exhibiting the desired therapeutic
profile, without further inventive effort. Applicant further submits that a skilled person would not have expected to
arrive at the claimed humanized antibody with just the teachings of D2.

Turning to D1, D1 appears o have been mischaracterized at least in part by the ISA. The ISA described D1 as
disclosing “humanized 6B4 murine monoclonal antibody that was raised against human GP1ba...do not induce
thrombocytopenia...”. However in Table 1 of D1, the tested 6B4 antibody Fab fragment elicited a reduction in the
number of platelets when administered at a therapeutic dose to baboons. Accordingly, D1 teaches away from
the claimed humanized antibody which lacks the ability to induce thrombocytopenia, and therefore a skilled
person would not be motivated to modify the monoclonal antibody of D1 to arrive at an humanized antibody
having the claimed therapeutic profile.

Furthermore, the antibodies disclosed in D1 are presumed to lack cross-species recognition. In clear contrast,
the claimed antibodies of the present application, having an unique combination of CDRs, provide cross-species
activity making it possible to determine pharmacodynamic/pharmacokinetic (PD/PK) as well as toxicity testing in
these animal models. See the animal model studies on pages 37-42 of the description, and Figures 11-18.

Date Regue/Date Received 2021-10-07
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Applicant submits that antibodies having the specifically claimed combinations of CDRs defined in amended
independent claim 1 are associated with unexpected technical effects that cannot be predicted from the cited
prior art teachings. As shown in the Examples and mentioned above, two of the tested humanized Fabs H001
and HO002 did not exhibit thrombocytopenia, are able to withstand low and high shear rates and exhibit adequate
hydrophilic and stability features which favors biological drug development. See Figure 17 and page 37 of the
description.

On the other hand, the cited prior art is silent about providing antibodies having the claimed combination of
CDRs and properties. In particular, D2 and D1 do not disclose the claimed sequences, SEQ ID NO: 37-39,
required by amended claim 1, and at least also do not teach such antibody that “lacks the ability to induce
thrombocytopenia” as claimed. Furthermore, antibodies having the specifically claimed combination of CDRs
have been characterized in various disease models (ischemic stroke model, thrombotic thrombocytopenic
purpura model etc.), thereby supporting their broad potential indications. Neither D2 nor D1 {eaches all the
advantages of the present invention.

The deficiencies of D2 and D1 are not remedied by D3, which simply teaches that GPlba contributes to tumor
metastasis and general suggestion of using anti-GPIba monoclonal antibodies to suppress cancer metastasis.
Notably, the antibodies disclosed in D3 also lack cross-species recognition. Determination of PD/PK as well as
toxicity testing in animal models are not available for the antibodies of D3, and therefore a skilled person would
not turn o these antibodies for development as drug candidates.

In view of the foregoing, it is believed that the subject matter of the presently amended claims has inventive step
over the cited prior art. Accordingly, Applicant submits that amended independent claim 1, and the claims
dependent thereon, are inventive and satisfy the requirements of Article 33(3) PCT.

Respectfully,

NORTON ROSE FULBRIGHT CANADA LLP/S.EIN.C.R.L, s.r.l

Novliw Bose. Fulbrght Gonade KKB/SEMCRA ,51L.

Agents for the Applicant
JL/MHR/mkr

Enclosure Amended claims

Date Regue/Date Received 2021-10-07
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WHAT IS CLAIMED IS:
1. A humanized antibody specifically recognizing platelet glycoprotein I(b)a (GPIba),
wherein the humanized antibody lacks a Fc moiety and:

— is capable of preventing platelet activation, aggregation, and/or thrombus
growth;

— lacks the ability to activate platelets;
— lacks the ability to induce thrombocytopenia; and/or
— at a therapeutic dose, lacks the ability to prolong bleeding time;

wherein the humanized antibody has a heavy chain and a light chain, the heady
chain comprises:

— a first CDR having an amino acid sequence of GFTFSSFAMS (SEQ ID NO:
37), a variant thereof or a fragment thereof;

— a second CDR having an amino acid sequence of SITSAGTPYYPDSVLG
(SEQ ID NO: 38), a variant thereof or a fragment thereof; and/or

— a third CDR having an amino acid sequence of SRGYEDYFDY (SEQ ID NO:
39), a variant thereof or a fragment thereof; and

the light chain comprises:

— a first CDR having an amino acid sequence of KSSQSLLNSRNQKNYLA (SEQ
ID NO: 65), a variant thereof or a fragment thereof;

— a second CDR having an amino acid sequence of FTSTRES (SEQ ID NO:
66), a variant thereof or a fragment thereof; and/or

— a third CDR having an amino acid sequence of QQHYSSPWT (SEQ ID NO:
67), a variant thereof or a fragment thereof.

2. The humanized antibody of claim 1 being capable of recognizing a human GPIbq, a
mouse GPIba, a dog GPIba, a rat GPIba, a rabbit GPIba and/or a monkey GPIba.

3. The humanized antibody of claim 1 or 2 being an antibody fragment.
4, The humanized antibody of claim 3 being a F(ab). fragment.
5. The humanized antibody of claim 3, wherein the antibody is a monovalent antibody.
6. The humanized antibody of claim 5 being a Fab antibody fragment.
AMEND SHEET

Date Regue/Date Received 2021-10-07
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The humanized antibody of claim 5 being a single chain variable fragment (scFv).

The humanized antibody of any one of claims 1 to 7, wherein the heavy chain
further comprises a CH1 region of a human IgG+ antibody.

The humanized antibody of claim 8, wherein the CH1 region of the human IgG;
antibody has the amino acid sequence of SEQ ID NO: 40, 47, 54 or 61, a variant

thereof or a fragment thereof.

The humanized antibody of claim 9, wherein the heavy chain has the amino acid
sequence of SEQ ID NO: 36, 43, 50 or 57, a variant thereof or a fragment thereof.

The humanized antibody of any one of claims 1 to 10, wherein the light chain further

comprises a kappa chain C region of a human IgG+ antibody.

The humanized antibody of claim 11, wherein the kappa chain C region has the
amino acid sequence of SEQ ID NO: 68, 75, 82, or 89, a variant thereof or a
fragment thereof.

The humanized antibody of claim 12, wherein the light chain has the amino acid
sequence of SEQ ID NO: 64, 71, 78 or 85, a variant thereof or a fragment thereof.

The humanized antibody of any one of claims 1 to 13 having:

— the heavy chain of SEQ ID NO: 36, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 64, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 36, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 71, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 36, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 78, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 36, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 85, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 43, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 64, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 43, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 71, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 43, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 78, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 43, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 85, a variant thereof or a fragment thereof;
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— the heavy chain of SEQ ID NO: 50, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 64, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 50, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 71, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 50, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 78, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 50, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 85, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 57, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 64, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 57, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 71, a variant thereof or a fragment thereof;

— the heavy chain of SEQ ID NO: 57, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 78, a variant thereof or a fragment thereof; or

— the heavy chain of SEQ ID NO: 57, a variant thereof or a fragment thereof and
the light chain of SEQ ID NO: 85, a variant thereof or a fragment thereof.

A chimeric protein comprising the humanized antibody of any one of claims 1 to 14

and a carrier protein.

A pharmaceutical composition comprising (i) the humanized antibody of any one of
claims 1 to 14 or the chimeric protein of claim 15 and (ii) a pharmaceutical excipient.

A method of preventing or limiting the interaction between glycoprotein I(b)a (GPIba)
present on a platelet and a GPIba ligand, the method comprising contacting the
humanized antibody of any one of claims 1 to 14, the chimeric protein of claim 17 or
the pharmaceutical composition of claim 20 with the platelet.

The method of claim 17 for preventing or limiting platelet activation.

The method of claim 17 or 18, wherein the GPlba ligand is von Willebrand factor
(VWF) and/or thrombin.

The method of any one of claims 17 to 19, wherein the contacting occurs under low

or high shear rates.

The method of any one of claims 17 to 20, wherein the humanized antibody, the
chimeric protein or the pharmaceutical composition is contacted with the platelet

prior to, at the same time or after the GPIba ligand is contacted with the platelet.
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The method of any one of claims 17 to 21 for preventing or limiting the interaction in
vivo in a subject in need thereof.

The method of claim 22 for preventing the formation or the growth of a thrombus in

the subject in need thereof.

The method of claim 22 for reducing the size of a thrombus or the number of thrombi

in the subject in need thereof.

The method of any one of claims 23 or 24 further comprising determining the
presence, the location and/or the size of the thrombus in the subject.

The method of any one of claims 22 to 24, wherein the subject is at risk of

experiencing or has experienced a pathological thrombosis.

The method of any one of claims 22 to 24, wherein the subject is at risk of
experiencing or has experienced an ischemic stroke, a thrombotic thrombocytopenic
purpura, a myocardial infarct, an acute coronary syndrome, atherothrombosis, a
peripheral vascular disease, deep vein thrombosis, sepsis, and/or a vascular
inflammation.

The method of any one of claims 22 to 24 for reducing or limiting tumor metastasis
in the subject in need thereof.

The method of claim 28 further comprising determining the presence, the location

and/or the size of the tumor metastasis in the subject.
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1
REIVINDICACIONES

1. Un anticuerpo humanizado que reconoce especificamente la glicoproteina plaquetaria

I(b)a (GPIba), caracterizado porque el anticuerpo humanizado carece de una porcion Fcy:
- es capaz de prevenir la activacion, agregacion y/o crecimiento de trombos de plaquetas;

- carece de la capacidad de activar las plaquetas;

- carece de la capacidad de inducir trombocitopenia; y/o

- a una dosis terapéutica, carece de la capacidad de prolongar el tiempo de sangrado,

en donde el anticuerpo humanizado tiene una cadena pesada y una cadena ligera, la
cadena pesada comprende:

- una primera CDR que tiene una secuencia de aminoacido de GFTFSSFAMS (SEQ ID
NO: 37), una variante de la misma o un fragmento de la misma;

- una segunda CDR que tiene una secuencia de aminoacido de SITSAGTPYYPDSVLG
(SEQ ID NO: 38), una variante de la misma o un fragmento de la misma; y/o

- una tercera CDR que tiene una secuencia de aminoacido de SRGYEDYFDY (SEQ ID
NO: 39), una variante de la misma o un fragmento de la misma; y

la cadena ligera comprende:

- una primera CDR que tiene una secuencia de aminoacido de KSSQSLLNSRNQKNYLA
(SEQ ID NO: 65), una variante de la misma o un fragmento de la misma;

- una segunda CDR que tiene una secuencia de aminoacido de FTSTRES (SEQ ID NO:
66), una variante de la misma o un fragmento de la misma; y/o

- una tercera CDR que tiene una secuencia de aminoacido de QQHYSSPWT (SEQ ID NO:
67), una variante de la misma o un fragmento de la misma.

2. El anticuerpo humanizado de la reivindicacion 1, caracterizado porque es capaz de
reconocer una GPlba humana, una GPlba de raton, una GPIba de perro, una GPIba de
rata, una GPIba de conejo y/o una GPlba de mono.

3. El anticuerpo humanizado de la reivindicacibn 1 o 2, caracterizado porque es un
fragmento de anticuerpo.

4. El anticuerpo humanizado de la reivindicacion 3, caracterizado porque es un fragmento
F(ab)a.

5. El anticuerpo humanizado de la reivindicacién 3, caracterizado porque el anticuerpo es

un anticuerpo monovalente.
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6. El anticuerpo humanizado de la reivindicacion 5, caracterizado porque es un fragmento
de anticuerpo Fab.

7. El anticuerpo humanizado de la reivindicacion 5, caracterizado porque es un fragmento
variable de cadena sencilla (scFv).

8. El anticuerpo humanizado de cualquiera de las reivindicaciones 1 a 7, caracterizado
porque la cadena pesada comprende ademas una region CH1 de un anticuerpo IgG:
humano.

9. El anticuerpo humanizado de la reivindicacién 8, caracterizado porque la region CH1 del
anticuerpo lgGi1 humano tiene la secuencia de aminoacidos de la SEQ ID NO: 40, 47,54 o
61, una variante de la misma o un fragmento de la misma.

10. El anticuerpo humanizado de la reivindicacion 9, caracterizado porque la cadena
pesada tiene la secuencia de aminoacidos de la SEQ ID NO: 36, 43, 50 o 57, una variante
de la misma o un fragmento de la misma.

11. El anticuerpo humanizado de cualquiera de las reivindicaciones 1 a 10, caracterizado
porque la cadena ligera comprende ademas una region C de la cadena kappa de un
anticuerpo lgG1 humano.

12. El anticuerpo humanizado de la reivindicacién 11, caracterizado porque la region C de
la cadena kappa tiene la secuencia de aminoacidos de la SEQ ID NO: 68, 75, 82 u 89, una
variante de la misma o un fragmento de la misma.

13. El anticuerpo humanizado de la reivindicacién 12, caracterizado porque la cadena
ligera tiene la secuencia de aminoécidos de la SEQ ID NO: 64, 71, 78 u 85, una variante
de la misma o un fragmento de la misma.

14. El anticuerpo humanizado de cualquiera de las reivindicaciones 1 a 13 caracterizado
porque tiene:

- la cadena pesada de la SEQ ID NO: 36, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 64, una variante de la misma o un fragmento
de la misma;

- la cadena pesada de la SEQ ID NO: 36, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 71, una variante de la misma o un fragmento
de la misma,;

- la cadena pesada de la SEQ ID NO: 36, una variante de la misma o un fragmento de la
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misma y la cadena ligera de la SEQ ID NO: 78, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 36, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 85, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 43, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 64, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 43, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 71, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 43, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 78, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 43, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 85, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 50, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 64, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 50, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 71, una variante de la misma o un fragmento
de la misma;
- la cadena pesada de la SEQ ID NO: 50, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 78, una variante de la misma o un fragmento
de la misma,;
- la cadena pesada de la SEQ ID NO: 50, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 85, una variante de la misma o un fragmento
de la misma,;
- la cadena pesada de la SEQ ID NO: 57, una variante de la misma o un fragmento de la

misma y la cadena ligera de la SEQ ID NO: 64, una variante de la misma o un fragmento
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- la cadena pesada de la SEQ ID NO: 57, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 71, una variante de la misma o un fragmento
de la misma;

- la cadena pesada de la SEQ ID NO: 57, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 78, una variante de la misma o un fragmento
de la misma; o

- la cadena pesada de la SEQ ID NO: 57, una variante de la misma o un fragmento de la
misma y la cadena ligera de la SEQ ID NO: 85, una variante de la misma o un fragmento
de la misma.

15. Una proteina quimérica, caracterizada porque comprende el anticuerpo humanizado
de cualquiera de las reivindicaciones 1 a 14 y una proteina portadora.

16. Una composicion farmacéutica, caracterizada porque comprende (i) el anticuerpo
humanizado de cualquiera de las reivindicaciones 1 a 14 o la proteina quimérica de la
reivindicacion 15 y (ii) un excipiente farmacéutico.

17. Un método para prevenir o limitar la interaccion entre la glicoproteina I(b)a (GPIlba)
presente en una plaqueta y un ligando de GPlba, caracterizado porque el método
comprende poner en contacto el anticuerpo humanizado de cualquiera de las
reivindicaciones 1 a 14, la proteina quimérica de la reivindicacion 17 o la composicion
farmacéutica de la reivindicacion 20 con la plaqueta.

18. El método de la reivindicacién 17, caracterizado porque es para prevenir o limitar la
activaciéon de plaquetas.

19. El método de la reivindicacién 17 o 18, caracterizado porque el ligando GPlba es el
factor von Willebrand (VWF) y/o trombina.

20. El método de una cualquiera de las reivindicaciones 17 a 19, caracterizado porque el
contacto se produce con velocidades de cizallamiento altas o bajas.

21. El método de una cualquiera de las reivindicaciones 17 a 20, caracterizado porque el
anticuerpo humanizado, la proteina quimérica o la composicion farmacéutica se ponen en
contacto con la plagueta antes, al mismo tiempo o después de que el ligando GPlba se
ponga en contacto con la plaqueta.

22. El método de cualquiera de las reivindicaciones 17 a 21, caracterizado porgue es para



10

15

20

5

prevenir o limitar la interaccién in vivo en un sujeto que lo necesite.

23. El método de la reivindicacion 22, caracterizado porque es para prevenir la formacion o
el crecimiento de un trombo en el sujeto que lo necesite.

24. El método de la reivindicacion 22, caracterizado porque es para reducir el tamafio de
un trombo o el nimero de trombos en el sujeto que lo necesite.

25. El método de cualquiera de las reivindicaciones 23 o 24, caracterizado porque
comprende ademas determinar la presencia, la ubicacion y/o el tamafio del trombo en el
sujeto.

26. El método de cualquiera de las reivindicaciones 22 a 24, caracterizado porque el sujeto
esta en riesgo de experimentar o ha experimentado una trombosis patoldgica.

27. El método de cualquiera de las reivindicaciones 22 a 24, caracterizado porque el sujeto
esta en riesgo de experimentar o ha experimentado un accidente cerebrovascular
isquémico, una purpura trombocitopénica trombotica, un infarto de miocardio, un sindrome
coronario agudo, aterotrombosis, una enfermedad vascular periférica, trombosis venosa,
sepsis y/o inflamacion vascular.

28. El método de una cualquiera de las reivindicaciones 22 a 24, caracterizado porque es
para reducir o limitar la metastasis tumoral en el sujeto que lo necesite.

29. El método de la reivindicacion 28, caracterizado porque comprende ademas

determinar la presencia, la ubicacién y/o el tamafio de la metastasis tumoral en el sujeto.



