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A. CLASSIFICATION OF SUBJECT MATTER
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Y 1350, col 1; pg 1351, col 2; pg 1354; pg 1355, Fig 3 and its legend; pg 1356; Supplemental 8
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3:395; pg 8, last para to pg 9, 1st para
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Box No. II 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. [:] 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:

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.

Group |: claims 1-18, drawn to a method of treating a patient diagnosed with a malignant tumor and having a first two gene score (TGS),
wherein the first TGS indicates the patient is high risk, intermediate risk, or low risk, the method comprising administering a therapeutic
that leads to an increased number of tumor-infiltrating leukocytes.

See Supplemental Sheet to continue

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.

3. D 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. m No required additional search fees were timely paid by the applicant. Consequently, this international search report is

1re15tricted to the invention first mentioned in the claims; it is covered by claims Nos.:
-18

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

D 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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Supplemental Sheet
In Continuation of Box Ill. Observations where unity of invention is lacking

Group |I: claims 19-37, drawn to a method of modeling TGS in a non-human animal comprising:

(a) obtaining a first sample from a tumor in a non-human animal,

(b) determining a TGS, :

(c) observing a clinical outcome of the non-human animal, and

(d) correlating the clinical outcome with the TGS, thereby producing a TGS animal model (claims 19-30), and a method of identifying a
composition that lowers a TGS, the method comprising:

(a) obtaining a first sample from a tumor in a non-human animal,

(b) contacting the tumor in vivo with a composition,

(c) obtaining a second sample from the tumor,

(d) determining the TGS of the first sample and the second sample, )

wherein the composition lowers the TGS of the tumor if the TGS of the second sample is less than the TGS of the first sample (claims
31-37).

The inventions listed as Groups | and Il 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:

Special Technical Features

The inventions of Group | do not include the special technical feature of a method of modeling TGS in a non-human animal comprising:
(a) obtaining a first sample from a tumor in a non-human animal, (b) determining a TGS, (c) observing a clinical outcome of the non-
human animal, and (d) correlating the clinical outcome with the TGS, thereby producing a TGS animal model (claims 19-30)ora a
method of identifying a composition that lowers a TGS by (a) obtaining a first sample from a tumor in a non-human animal,

(b) contacting the tumor in vivo with a composition, (c) obtaining a second sample from the tumor, (d) determining the TGS of the first
sample and the second sample, wherein the composition lowers the TGS of the tumor if the TGS of the second sample is less than the
TGS of the first sample (claims 31-37), as required by Group I

The inventions of Group Il do not include the special technical feature of a method of treating a patient diagnosed with a malignant tumor
and having a first TGS indicating that the patient is high, intermediate, or low risk, the method comprising administering a therapeutic
that leads to an increased number of tumor-infiltrating leukocytes, as required by Group I.

Common Technical Features

The inventions of Groups | and Il share the technical feature of a method of determining TGS in a subject and correlating it with the risk
for subject. However, this shared technical feature does not represent a contribution over prior art as being anticipated by an article
titled "Prediction of survival in diffuse large B-cell lymphoma based on the expression of.2 genes reflecting tumor and microenvironment”
by Alizadeh, et al. (Blood 2011, 118(5):1350-8) (hereinafter "Alizadeh").

Alizadeh discloses a method of determining TGS in a subject (pg 1354, col 1, "We next examined the prognostic strength of the
bivariate model combining expression of the tumor biomarker LMO2... with the microenvironment marker TNFRSF9, weighting the 2
genes based on their independent contributions from multivariate Cox regression in the training cohort (DLBCL1). We calculated TGS as
follows: [TGS = (-0.32 x LMO2) + (-0.29 x TNFRSF9)]") and correlating it with the risk for subject (pg 1354, col 1, "This score effectively
predicted OS [overall survival] in patients treated with R-CHOP (P <.0001; Figure 3A-C). For each incremental unit rise of the TGS,
there was a 2.7-fold (95% confidence interval [CI] 2.0-3.8) increase in relative risk of death. Tertiles of the TGS stratified patients with
distinct outcomes (supplemental Figure 5), with corresponding 2-year OS rates of 56%, 77%, and 91% (Figure 3A)"). As said technical
feature was known in the art at the time of the invention, this cannot be considered special technical feature that would otherwise unify
the groups. :

Groups | and !l therefore lack unity 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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