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(57) Abstract: The present invention provides a method for identifying a target pair comprising i) an inhibitory chimeric antigen
receptor (ICAR) or a protective chimeric antigen receptor (pCAR) capable of preventing or attenuating undesired activation of an
effector immune cell, wherein the iCAR or pCAR target is directed to a target extracellular polymorphic epitope, and it) an activating
chimeric antigen receptor (aCAR), wherein the aCAR is directed to a target non-polymorphic cell surface epitope of a protein, as well
as methods of making and use of such pairs in the treatment of cancer.
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Box No.ll Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. I:' Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:' Claims Nos.:
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:

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

Box No. lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

-

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

2. I:' As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. 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. 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.:

1-105(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:' No protest accompanied the payment of additional search fees.
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-105(partially)

A method of identifying an inhibitory chimeric antigen
receptor (iCAR) or protective chimeric antigen receptor
(pCAR)/activating chimeric antigen receptor (aCAR) target
pair comprising:i) selecting an iCAR or a pCAR capable of
preventing or attenuating undesired activation of an
effector immune cell, wherein the iCAR or pCAR target is
directed to a target extracellular polymorphic epitope from
a gene selected from the group consisting of the 598 genes
listed in Fig. 22; andii) selecting an aCAR capable of
inducing activation of an effector immune cell, wherein the
aCAR is directed to a target non-polymorphic cell surface
epitope of a protein selected from the group consisting of
the 49 target proteins listed Fig. 23;iii) expressing the
iCAR or pCAR from step i) and the aCAR from step ii) in a
population of cells;iv) subjecting the population of cells
to one or more assays, wherein the one or more assays are
capable of detecting preventing or attenuating undesired
activation of an effector immune cell and/or detecting
inducing activation ofm an effector immune cell: andv)
identifying an iCAR or pCAR'aCAR target pair based on the
assay results in step iv). Furthermore, a safe effector
immune cell expressing an iCAR + aCAR combination as above
and a method of treating cancer using a safe effector immune
cell. Furthermore, a nucleic acid or vector encoding an iCAR
and/or aCAR as above. The above methods and products concern
an iCAR targeting ABCA4.

2-598. claims: 1-105(partially)

A method of identifying an inhibitory chimeric antigen
receptor (iCAR) or protective chimeric antigen receptor
(pCAR)/activating chimeric antigen receptor (aCAR) target
pair comprising:i) selecting an iCAR or a pCAR capable of
preventing or attenuating undesired activation of an
effector immune cell, wherein the iCAR or pCAR target is
directed to a target extracellular polymorphic epitope from
a gene selected from the group consisting of the 598 genes
listed in Fig. 22; andii) selecting an aCAR capable of
inducing activation of an effector immune cell, wherein the
aCAR is directed to a target non-polymorphic cell surface
epitope of a protein selected from the group consisting of
the 49 target proteins listed Fig. 23;iii) expressing the
iCAR or pCAR from step i) and the aCAR from step ii) in a
population of cells;iv) subjecting the population of cells
to one or more assays, wherein the one or more assays are
capable of detecting preventing or attenuating undesired
activation of an effector immune cell and/or detecting
inducing activation ofm an effector immune cell: andv)
identifying an iCAR or pCAR'aCAR target pair based on the
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assay results in step iv). Furthermore, a safe effector
immune cell expressing an iCAR + aCAR combination as above
and a method of treating cancer using a safe effector immune
cell. Furthermore, a nucleic acid or vector encoding an iCAR
and/or aCAR as above. The above methods and products concern
an iCAR targeting a gene listed in Fig. 22, said gene not
being ABCA4.
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