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L. D Claim Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. }X Claim Nos.: 14-77 and 82-86
because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:
Please See Continuation Sheet

3. D Claim Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box II Observations where unity of invention is lacking (Continuation of Item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims.

2. D As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.

As only some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.: :

4. VA No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-13

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

D No protest accompanied the payment of additional search fees.
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Continuation of Box I Reason 2: -

Claims 14-77 and 82-86 are independent claims and their dependent claims, where the independent claims are drawn to chemical
formulas having variable groups, such as “R,”, however, the independent claims do not indicate values that the variables may have.
Therefore claims 14-77 and 82-86 are unsearchabie.

BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group 1, claim(s) claims 1-13, drawn to methods for identifying a chemical selected from a library of chemicals, which inhibits cell
migration comprising cancer cells, comprising using guided cell sedimentation, and a kit comprising a guided cell sedimentation
apparatus. .

Group LI, claim(s) 78-81, drawn to methods for treating an individual having cancer, comprising administering a cell migration inhibitor
and a chemotherapeutic agent.

Group 111, claim(s) 87 and 88, drawn to methods for identifying a treatment for an individual having cancer comprising establishing a
tissue culture of the cancer, identifying a cell migration inhibitor based on the tissue culture and identifying a chemotherapeutic agent that
has efficacy in combination with the cell migration inhibitor.

Group [V, claim(s) 89-91, drawn to methods for treating an individual having cancer comprising administering a cell migration inhibitor.

Group V, claim(s) 92, drawn to methods for inhibiting cell migration comprising a cell migration inhibitor, wherein the inhibitor is an
arylating agent.

Group VI, claim(s) 93, drawn to composition comprising a cell migration inhibitor and a chemotherapeutic agent, wherein the cef)
migration inhibitor is an arylating agent.

Group VII, claim(s) 94, drawn to methods treating an individual having cancer comprising administering a cell migration inhibitor,
wherein the inhibitor is an arylating agent. ‘ i

Group VIII, claim(s) 95 and 97, drawn to methods for inhibiting cancer cell migration, comprising treating cells with a cell migration
inhibitor as claimed in claim 93.

Group IX, claim(s) 96, drawn to compositions comprising a cell migration inhibitor and a chemotherapeutic agent, wherein the migration
inhibitor and agent are the migration inhibitor and chemotherapeutic agent as claimed in claim 96.

Group X, claim(s) 98, 100, 102, 103, 105 and 106, drawn to methods for treating or inhibiting breast cancer cell migration, comprising
4-methyl-3-nitro-benzoic acid.

Group XI, claim(s) 99, 101, 104, drawn to compositions comprising a cell migration inhibitor that is 4-methyl-3-nitro-benzoic acid and a
chemotherapeutic agent.

Group XII, claim(s) 105, drawn to methods for treating an individual having cancer, comprising a cell migration inhibitor that is 4-
methyl-3-nitro-benzoic acid.

Group XIII, claim(s) 107, drawn to methods for inhibiting pancreatic cancer cell migration, comprising treating pancreatic cancer cells
with a cell migration inhibitor as claimed in claim 107.

Group X1V, claim(s) 108, drawn to methods for inhibiting pancreatic cancer cell migration, comprising treating pancreatic cancer cells
with a cell migration inhibitor as claimed in claim 108.

Group XV, claim(s) 109, drawn to methods for inhibiting pancreatic cancer cell migration comprising treating cancer cells with a cell
migration inhibitor as claimed in claim 109.
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Group XVI, claim(s) 110, drawn to methods for inhibiting pancreatic cancer cell migration, comprising treating pancreatic cancer cells
with a cell migration inhibitor as claimed in claim 110.

Group XVII, claim(s) 111, drawn to methods for inhibiting pancreatic cancer cell migration, comprising treating pancreatic cancer cells
with a cell migration inhibitor as claimed in claim 111.

Group XVIII, claim(s) 112, drawn to methods for inhibiting pancreatic cancer cell migration, comprising treating pancreatic cancer cells
with a cell migration inhibitor as claimed in claim 112.

Group IXX, claim(s) 113, drawn to methods for inhibiting angiogenesis, comprising an inhibitor as claimed in claim 113.
Group XX, claim(s) 114, drawn to methods for inhibiting angiogenesis, comprising an inhibitor as claimed in claim 114.
Group XXI, claim(s) 115, drawn to methods for inhibiting angiogenesis, comprising an inhibitor as claimed in claim 115.

Group XXII, claim(s) 116, drawn to compositions comprising a cell migration inhibitor and a chemotherapeutic agent, wherein the
migration inhibitor and agent are the migration inhibitor and chemotherapeutic agent as claimed in claim 116.

Group XXIII, claim(s) 117, drawn to methods for treating an individual having pancreatic cancer, comprising administering a cell
migration inhibitor and a chemotherapeutic agent as claimed in claim 117.

Group XXIV, claim(s) 118, a pharmaceutical composition comprising 1-(4-chloro-benzoyl)-2-(4-methoxy-phenyl)-1,2-dihydro-3aH-
pyrrolo[1,2-a)quinoline-3,3-dicarbonitrile and gemcytabine.

Group XXV, claim(s) 119, drawn to methods for treating an individual having pancreatic cancer, comprising administering a cell
migration inhibitor and a chemotherapeutic agent as claimed in claim 119.

This application contains claims directed to more than one species of the generic invention. These species are deemed to lack unity of
invention because they are not so linked as to form a single general inventive concept under PCT Rule 13.1.
In order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as follows:

A library of organic molecules or organic molecules having a molecular weight of less than about 700, or monoclonal antibodies or
natural products

A cell migration inhibitor that is an organic molecule having a molecular weight of less that about 700, a monoclonal antibody or a
natural product.

A disease comprising autoimmune disease or cardiovascular disease.

The claims are deemed to correspond to the species listed above in the following manner:

A library of organic molecules or organic molecules having a molecular weight of less than about 700, or monoclonal antibodies or
natural products: Claims 5-9

A cell migration inhibitor that is an organic molecule having a molecular weight of less that about 700, a monoclonal antibody or a
natural product: Claim 79-81

A disease comprising autoimmune disease or cardiovascular disease: Claim 90-91.

The following claim(s) are generic:

Claims 1, 78, and 89.

The inventions listed as Groups I-XXV do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT
Rule 13.2, they lack the same or corresponding special technical features for the following reasons:
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According to PCT Rule 13.2, unity of invention exists only when there is a shared same or corresponding special technical feature
among the claimed inventions. The inventions listed as Groups I-XXVI do not relate to a single general inventive concept because they
lack the same or corresponding special technical feature. Group I is directed to methods for identifying a chemical selected from a
library of chemicals, which inhibits cell migration, that has the special technical feature of identifying a chemical that inhibits cell
migration by using guided cell sedimentation, said special technical feature not being shared by any of the remaining groups. The
technical feature of inhibiting cell migration or treating cancer, found in all Groups I-XXVI, (particularly Groups XII-XVI), is
anticipated by the prior art of Geerts et al., US 6,054,468 A, which discloses compounds and methods for inhibiting cancer cell
migration using the chemical 1-(1H-pyrrol-2-ylmethyl)-2-piperidone (see, for example, col. 2, lines 16-67), and including cell tissue
culture (Example 3, col. 5, line 35-col. 6, line 20), but Geerts et al. does not disclose using guided cell sedimentation. The remaining
Groups II-XXVI are drawn to methods drawn to different objectives, ¢.g., as treating individual cancers, (such as pancreatic cancer), or
inhibiting angiogenesis, or chemicals that do not share a common molecular core structure that substantially confers the property of
inhibiting cell migration.

Therefore, the technical features of inhibiting cell migration, or methods of treatment, or inhibitors thereof, which links the inventions of
Groups I-XXVI, does not constitute a special technical feature, as defined by PCT Rule 13.2, as it does not define a contribution over the
prior art of Geerts et al., US 6,054,468 A. The special technical feature of identifying compounds that inhibit cell migration using
guided cell sedimentation, linking the claims of Group I, is not found in the remaining groups and so is not a technical feature that links
the remaining claims. The individual specific compounds of the claims are not technical features that link the claims, because the
compounds do not share a common molecular core structure that substantially confers the property of cell migration inhibition.

The special technical feature of Group I is considered to be using guided cell sedimentation to identify a chemical that inhibits cell
migration.

The technical feature of Group 11 is considered to be methods for treating an individual having cancer, comprising administering a cell
migration inhibitor and a chemotherapeutic agent.

The technical feature of Group I1I is considered to be methods for identifying a treatment for an individual having cancer comprising
establishing a tissue culture of the cancer, identifying a cell migration inhibitor based on the tissue culture and identifying a
chemotherapeutic agent that has efficacy in combination with the cell migration inhibitor.

The technical feature of Group IV is considered to be methods for treating an individual having cancer comprising administering a cell
migration inhibitor.

The technical feature of Group V is considered to be methods for inhibiting cell migration comprising a cell migration inhibitor, wherein
the inhibitor is an arylating agent.

The technical feature of Group VI is considered to be compositions comprising a cell migration inhibitor and a chemotherapeutic agent,
wherein the cell migration inhibitor is an arylating agent.

The technical feature of Group VII is considered to be methods treating an individual having cancer comprising administering a cell
migration inhibitor, wherein the inhibitor is an arylating agent.

The technical feature of Group VIII is considered to be methods for inhibiting cancer cell migration, comprising treating cells with a cell
migration inhibitor as claimed in claim 95.

The technical feature of Group IX is considered to be compositions comprising a cell migration inhibitor and a chemotherapeutic agent,
wherein the migration inhibitor and agent are the migration inhibitor and chemotherapeutic agent as claimed in claim 96.

The technical feature of Group X is considered to be methods for treating or inhibiting breast cancer cell migration, comprising 4-
methyl-3-nitro-benzoic acid.

The technical feature of Group XI is considered to be compositions comprising a cell migration ichibitor that is 4-methyl-3-nitro-benzoic
acid and a chemotherapeutic agent.

The technical feature of Group X1I is considered to be methods for treating an individual having cancer, comprising a cell migration
inhibitor that is 4-methyl-3-nitro-benzoic acid.

The technical feature of Group XIII is considered to be methods for inhibiting pancreatic cancer cell migration, comprising treating
pancreatic cancer cells with a cell migration inhibitor as claimed in claim 107.

The technical feature of Group XIV is considered to be methods for inhibiting pancreatic cancer cell migration, comprising treating
pancreatic cancer cells with a cell migration inhibitor as claimed in claim 108.
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The technical feature of Group XV is considered to be methods for inhibiting pancreatic cancer cell migration comprising treating cancer
cells with a cell migration inhibitor as claimed in claim 109.

The technical feature of Group X V1 is considered to be methods for inhibiting pancreatic cancer cell migration, comprising treating
pancreatic cancer cells with a cell migration inhibitor as claimed in claim 110.

The technical feature of Group XVII is considered to be methods for inhibiting pancreatic cancer cell migration, comprising treating
pancreatic cancer cells with a cell migration inhibitor as claimed in claim 111.

The technical feature of Group XVIII is considered to be methods for inhibiting pancreatic cancer cell migration, comprising treating
pancreatic cancer cells with a cell migration inhibitor as claimed in claim 112,

The technical feature of Group IXX is considered to be methods for inhibiting angiogenesis, comprising an inhibitor as claimed in claim
113.

The technical feature of Group XX is considered to be methods for inhibiting angiogenesis, comprising an inhibitor as claimed in claim
114,

The technical feature of Group XXI is considered to be methods for inhibiting angiogenesis, comprising an inhibitor as claimed in claim
115.

The technical feature of Group XXII is considered to be compositions comprising a cell migration inhibitor and a chemotherapeutic
agent, wherein the migration inhibitor and agent are the migration inhibitor and chemotherapeutic agent as claimed in claim 116.

The technical feature of Group XXIII is considered to be methods for treating an individual having pancreatic cancer, comprising
administering a cell migration inhibitor and a chemotherapeutic agent as claimed in claim 117.

The technical feature of Group XXIV is considered to be compositions comprising 1-(4-chloro-benzoyl)-2-(4-methoxy-phenyl)-1,2-
dihydro-3aH-pyrrofo[1,2-alquinoline-3,3-dicarbonitrile and gemcytabine.

The technical feature of Group XXV is considered to be methods for treating an individual having pancreatic cancer, comprising
administering a cell migration inhibitor and a chemotherapeutic agent as claimed in claim 119.

Accordingly, Groups I-XX VI are not so linked by the same or a corresponding special technical feature as to form a single general
inventive concept.
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