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(57) Abstract: Improved methods and pharmaceutical compositions are provided herein for mobilizing hematopoietic progenitor
cells from bone marrow into peripheral blood, comprising the administration of an effective amount of an inhibitor of GTPases,

1) such as Racl and Rac?2 alone or in combination. Specifically, methods are disclosed for mobilizing hematopoietic stem cells into a
& subject’s peripheral blood. In particular, embodiments of the method involve inhibition of both Rac1 and Rac2 GTPases to increase
& the numbers of hematopoietic stem cells into a subject’s peripheral blood of a subject. The subject’s blood can be processed and used

to repopulate the destroyed lymphohematopoietic system of a recipient and may in the future be utilized to repair a variety of non-
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hematopoietic tissues. Therefore, hematopoietic stem cells mobilized into a subject’s peripheral blood by the method of the invention
is useful as a source of donor cells in bone marrow transplantation for the treatment of a variety of disorders, including cancer, anemia,
autoimmunity and immunodeficiency. They can also be used for increasing white blood cell survival and for chemotherapy.
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Claims Nos.: 1-42 partially

Present claims 1-42 refer to a product, namely a GTPase/Racl/Rac2
inhibitor or an active agent capable of inhibiting GTPases, defined by
nothing more than a result to be achieved, i.e. its capacity to inhibit
GTPase in general or Racl or Rac2 in particular, without providing any
true characterization of the compounds themselves. Moreover the scope of
said claims embrace methods referring to all products having this
characteristic or property, whereas the application provides support
within the meaning of Article 6 PCT and/or disclosure within the meaning
of Article 5 PCT for methods using only a very limited number of said
GTPase inhibitors.

Consequently said claims are contrary to both Article

6 PCT for lack of clarity and technical support, and Article 5 PCT for
lack of sufficient disclosure.

In the present case, the claims so lack

support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible. Consequently,
the search has been carried out for the methods referring to GTPases
inhibitors which appear to be clear in the sense of Article 6 PCT,
supported and disclosed, namely :

- the antisense oligonucleotides that

specificatlly hybridize with nucleic acids encoding racl and rac2
described in paragraph ‘0108,

- the specific small inhibitor NSC23776

used in example 6,

- and the isolated fusion (chimeric) polypeptides

comprising a Rho GAP domain peptide and a C-terminus targeting peptide as
referred to in claims 43-59, and supported by example 4.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1(e) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims are amended following
receipt of the search report or during any Chapter II procedure.
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