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This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concapt under PCT Rule 13.1. In order for all inventions to be examined, the apprapriate additional examination fees must be paid.

Group |, Clairns 1-80, 131 (In-part), 132 (in-part), 133 (in-part), 134 (in-part), 135 (in-part), 136 (in-part), 137 (in-part), 138 (in-part), 133
(in-part), 140 {in-part), 141 (in-part}, 142 (in-part), 143 (in-part), 144 {in-part}, and 149 {in-part) are directed toward a method for the
prevantative or curative treatment of neurchlastoma in a patient comprising: a) obtaining results from a test that determines the patient's
genotype at position +283 of at least one ODCJ allele; and b} if tha results indicate that the patlent's genotypa at position +263 of at least
ona allele of the ODCJ gene is T, administering to the patient an effective amount of a pharmacautical therapy comprising
a-difiuoromethylomithine (DFMO).

Group I, Claims 81-107, 131 (in-pant), 132 {in-pant), 133 {in-part), 134 {in-part), 135 {in-part}, 136 (in-part), 137 (in-part), 138 (in-part),
139 (in-part), 140 {in-pan), 141 {in-part), 142 (in-pant), 143 {in-part), 144 (in-part), and 143 (in-part} are direcied toward a method for
pravanting the development or recurrence of a carcinoma in a patient at risk thereof comprising: a} obiaining results from a test that
determines the presence of cancer stem calis in 8 sample {rom the patient; and b} administering to the patient an effective amount of
a-difluoromethylomithine (DFMQ} it the results indicate that the patient's sample comprises cancer stem cells.

Group I, Claims 108-130, 131 (in-part), 132 {in-part}, 133 (in-part), 134 (in-part), 135 (in-part), 136 (in-part}, 137 (in-part), 138 (in-part},
138 (in-part), 140 (in-part), 144 (in-part), 142 {in-part), 143 (in-part), 144 (in-part), and 149 (in-part) are directed toward a method for the
pravantative or curative traatmant.of neurcblastona in a patient comprising administering to the patiant effective amounts of a

pharmaceutical therapy comprising an anti-GD2 therapy and a first agent that inhibits amithine decarboxylase (ODC) within the patient.

The inventions listed as Groups I-1ll do not relate to a single genaral inventive concept under PCT Rule 13,1 because, under PCT Rule
13.2, they lack the same or corresponding special technical featuras for the following reasons: the special technical features of Group |
include the palient’s genotype at position *283 of at least che ODCJ allels, not present in aither of Groups Il or IIl; the special technical
features of Group |l include carcinoma cancer stem calls, nat present in either of Groups i or 1II; the spedial technical features of Group
Il include anti-GD2 therapy, not present in either of Groups 1 or |1,

Groups |-11l share the technical faatures including: preventing carcinoma in a patient, comprising administering to the patient an effective
amount of a tharapy. Groups | and || shara the technical features including: a-diflucromethylomithine (DFMQ); Groups | and Il share the
technical features including: 8 method for the preventative ar curative treatment of neuroblastorna comprising an agent that inhibits
omithine decarboxylase {ODC).

However, these sharad technical features are previously disclosed by US 2013/0164751 A1 to the Arizona Board of Regents on Behalf
of University of Arizona (hereinafter ‘Arizona’). ‘

Arizona discloses preventing carcinoma in a patient (preventing carcinoma in a patient; paragraphs [0004], [00081), comprising
administering to the patient an effactive amount of a therapy (comprising administering to tha patient an effective amount of a therapy;
paragraph [0011}]}; a-diflueromathylomithing (DFMQO}) {a-difluoromethylomithine {DFMO); paragraph [0015)); and a method for the
praventative or curative treatment of neuroblastoma (8 method for the preventative or curative treatment of neuroblastoma; paragraphs
(0Q08], [0048), Claim 1) comprising an agent that inhibits omithine decarboxylase {ODC) {comprising an agent that Inhibits omithine
decarboxylase (QDC); paragraph [0011], Claim 1).

Since none of the spacial tachnical features of the Groups |11l inventions is found in more than ona of the inventions, and since all of the
shared technical features are previously disclosed by the Arizona reference, unity of Inventlen is lacking.
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