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Box No. I1 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. D Claims Nos.:

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

2. D 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. D 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. III  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:
-----go to Extra Sheet for continuation--------

1. D 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 additional fees, this Authority did not invite payment of
additional fees. .

. I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers

3
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.:
Claims 1-15
Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

I:l 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.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Continuation of Box Ill (Lack of Unity of Invention)

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 I: Claims 1-15, drawn to a method for enhancing the potency of a vaccine or an immunotherapy
administered to a subject as part of a prevention or treatment regimen, the method comprising: administering a pharmaceutically
effective amount of a purine nucleoside phosphorylase (PNP) inhibitor to a subject in conjunction with the vaccine or immunotherapy.

Group II: Claims 16-20, drawn to a composition effective for potentiating an immune system response in a subject being treated with
vaccine or cancer immunotherapy, the composition comprising at least one PNP inhibitor and at least one agent |dent|fed as an
endogenous adjuvant.

The inventions listed as Groups | and |l do not relate to a single gene}al 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:

Special Technical Features:
Group [ has the spedial technical feature of administering a vaccine or immunotherapy, not required by Group II.
Group Il has the special technical feature of an endogenous adjuvant, not required by Group |.

Common Technical Feature:

Groups | and Il share the common technical feature of an amount of a purine nucleoside phosphorylase (PNP) inhibitor. Group Il
(composition) can be related to Group | as part of a composition used in the method of Group |.

However, said common technical feature does not represent a contribution over the prior art, and is obvious over US 2007/0082863 A1
to SIGNORELLI et al. (hereinafter "Signorelli”), in view of the publication titled "Purine nucleoside phosphorylase deficiency: a mutation
update” by WALKER et al. (hereinafter 'Walker") [Nucleosides Nucleotides Nucleic Acids December 2011 Vol 30 No 12 Pages 1243-
1247).

Signorelli teaches inosine analogs administered as an adjuvant to enhance a vaccine response (para [0017]; "The present invention

. provides combining antigens with an inosine-containing compound to be administered in the form of a vaccine thereby enhancing the
response to the vaccine antigens wherein, the inosine-containing compound is considered as an adjuvant"). Signorelli does not teach
administering a pharmaceutically effective amount of a purine nucleoside phosphorylase (PNP) inhibitor to a subject in conjunction with
the vaccine. However, Walker teaches excessive and detectable levels of the metabolites inosine, deoxyinosine, guanosine, and
deoxyguanosine in PNP-deficient subjects (abstract; "We report biochemical and genetic data on a cohort of seven patients from six
families identified as PNPase deficient. In all patients, inosine, deoxyinosine, guanosine, and deoxyguanosine were elevated in urine").
Since inosine-containing compound enhance the potency of a vaccine, it would have been obvious to an artisan of ordinary skill to have

“elevated endogenous cellular pools of inosine by administering a pharmaceuﬂcally effective amount of a PNP-inhibitor, because Walker
teaches increased inosine level in PNPase deficient subject.

As the common technical feature was known in the art at the time of the invention, this cannot be considered a common special.
technical feature that would otherwise unify the groups. The inventions lack unity with one another. .

Therefore, Groups | and |l lack unity of invention under PCT Rule 13 because they do not share a same or corresponding special
technical feature.

Form PCT/ISA/210 (extra sheet) (July 2009)
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