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Box No. 11 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. Il 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:

-***.Please See Supplemental Page-***-

X

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

O

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. D 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.:

Remark on Protest E] 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.
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-***-Continued from Box Il -***-

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.

Groups 1+, Claims 1-63 and SEQ ID NO: 1 are directed toward a PEG[x]-GCSF comprising a population of PEGx-GCSF, whersin {x] is
an average value of x, and wherein [x] is greater than or equal to about 4, a pharmaceutical composition comprising the PEG[x]-GCSF; a
method of increasing white blood cell count, and treating severe sepsis with said composistion, and a method of preparing said PEG
[x]-GCSF.

The PEG-GCSF compounds, compositions and methods will be searched to the extent that the GCSF encompasses SEQ ID NO: 1 (first
exemplary GCSF sequence). Applicant is invited to elect additional GCSF sequence(s), with specified SEQ |D NO: for each, to be
searched. Additional GCSF sequences will be searched upon the payment of additional fees. It is believed that claims 1-7, 8 (in-part), 9
(in-part), 10 (in-part), 11-26, 27 (in-part), 28 (in-part), 29 (in-part) and 30-63 encompass this first named invention and thus these claims
will be searched without fee to the extent that they encompass SEQ ID NO: 1 (GCSF sequence). Failure to clearly identify how any paid
additional invention fees are to be applied to the "+" group(s) will result in only the first claimed invention to be searched/examined. An
exemplary election would be a GCSF sequence encompassing SEQ ID NO: 3 (first exemplary elected GCSF sequence).

No technical features are shared between the GCSF sequences of Groups I+ and, accordingly, these groups lack unity a priori.

Groups I+ share the technical features including: a PEGx-GCSF, wherein x is an integer from 4 to 8; a PEG[x]-GCSF comprising a
population of PEGx-GCSF, wherein [x] is an average value of x, and wherein [x] is greater than or equal to about 4; a pharmaceutical
formulation comprising a pharmaceutically active amount of PEG[x]-GCSF and a protein-free carrier; a method of increasing the white
blood cell count, and treating severe sepsis or septic shock, in a patient in need thereof, comprising administering to said patient a
therapeutically effective amount of the pharmaceutical formulation; and a method for preparing PEGx-GCSF or PEG[x]-GCSF, said
method comprising the steps of: (a) obtaining a GCSF solution having a concentration of about 5.0 mg/m!; (b) combining the GCSF
solution with PEG, wherein PEG is present in a molar amount of about 65 to about 75 times the molar amount of the GCSF; (c) allowing
sufficient time for the GCSF and PEG to react to produce PEGxGCSF; (d) adding hydroxylamine in an amount sufficient to react with
residual PEG; and (e) isolating PEGx-GCSF from unreacted PEG, N-hydroxysuccinimide and hydroxylamine and (f) isolating
PEGx-GCSF.

However, these shared technical features are previously disclosed by US 2007/0254836 A1 to Defrees et al. (hereinafter 'Defrees') in
view of EP 1 037 657 B1 to Enzon, Inc. (hereinafter 'Enzon') and US 7,381,804 B2 (OSSLUND).

Defrees discloses a PEGx-GCSF, wherein x is an integer from 4 to 8 (pegylated G-CSF, having four functionalized residues with a
PEG-modified sialic acid (a PEGx-GCSF); abstract, paragraphs [0115], [0116]); a PEG[x]-GCSF comprising a population of PEGx-GCSF
(glycopegylated G-CSF molecules (a PEG[x]-GCSF comprising a population of PEGx-GCSF); paragraph {0015]), wherein [x] is an
average value of x, and wherein [x] is greater than or equal to about 4 (wherein X is four; paragraphs [0115], [0116]); a pharmaceutical
formulation comprising a pharmaceutically active amount of PEG[x]-GCSF and a protein-free carrier (a pharmaceutical formulation
comprising a pharmaceutically active amount of PEG[x]-GCSF and a protein-free carrier; paragraphs [0024], [0051)); a method of
increasing white blood cell count (a method of treating leukopenia (a method of increasing white blood cell count); paragraph [0080]),
comprising administering to said patient a therapeutically effective amount of the pharmaceutical formulation (comprising administering
to sald patlent a therapeutically eftective amount of the pharmaceutical formulation; paragraphs [0024}, [0051), (0080]) and a method for
preparing PEGx-GCSF or PEG[x]-GCSF (a method for preparing PEGx-GCSF or PEG[x]-GCSF; abstract, paragraphs [0015], [0115],
[01186)).

Defrees does not disclose a method of treating severe sepsis or septic shock, in a patient in need thereof, comprising administering to
said patient a therapeutically effective amount of the pharmaceutical formulation; said method comprising the steps of: (a) obtaining a
GCSF solution having a concentration of about 5.0 mg/mt; (b) combining the GCSF solution with PEG, wherein PEG is presentin a
molar amount of about 65 to about 75 times the molar amount of the GCSF; (c) allowing sufficient time for the GCSF and PEG to react
to produce PEGxGCSF; (d) adding hydroxylamine in an amount sufficient to react with residual PEG; and (e) isolating PEGx-GCSF from
unreacted PEG, N-hydroxysuccinimide and hydroxylamine and (f) isolating PEGx-GCSF.

Enzon discloses a method of preparing a G-CSF conjugate with PEG, including the use of a carboxymethyl-N-hydroxysuccinimidyt ester
of PEG (a method of preparing a G-CSF conjugate with PEG, including the use of a carboxymethyl-N-hydroxysuccinimidyl ester of PEG;
paragraph [0010]), and treating the conjugate with hydroxylamine to remove unstable linkers (treating the conjugate with hydroxylamine
to remove unstable linkers; paragraph [0010]), and isolating the product of a conjugation reaction from solution (isolating the product of a
conjugation reaction from solution; paragraph [0018]).

-"**-Continued on Next Supplemental Page-***-

Form PCT/ISA/210 (patent family annex) (January 2015)



INTERNATIONAL SEARCH REPORT International application No.

PCT/US16/37278

-***-Continued from Previous Supplemental Page:

Osslund discloses a method of treating severe sepsis or septic shock (a method of treatment of septicemia (septic shock) in a patient in
need thereof; column 10, line 53 - column 11, line 3), comprising administering to said patient a therapeutically effective amount
(comprising administering to said patient a therapeutically effective amount; column 5, lines 6-17) of a pharmaceutical formulation
comprising PEG-linked GCSF (a pharmaceutical composition (formulation) comprising a PEG-linked GCSF; column 4, line 60 - column
5, line 2).

It would have been obvious to a person of ordinary skill in the art at the time of the invention was made to have modified the disclosure
of Defrees to have utilized a hydroxysuccinimidyl ester of PEG to form a conjugate with G-CSF, as disclosed by Enzon, using at least
one reactive site, such as the n-terminal amine, or a reactive lysyl side chain, using a sufficient amount of GCSF, such as a GCSF
solution having a concentration of about 5.0 mg/ml, by combining the GCSF with the hydroxysuccinimidyl PEG, wherein PEG is present
in a molar amount of about 65 to about 75 times the molar amount of the GCSF, and allowing sufficient time for the GCSF and PEG to
react to produce PEGxGCSF to ensure the conjugation of as many of the reactive groups on the GCSF as possible, in order to produce
a conjugate having at least 4 PEG functionalizations, as disclosed by Defrees, then adding hydroxylamine, as disclosed by Enzon, in an
amount sufficient to react with residual PEG and unstable linkers; and (e) isolating PEGx-GCSF from unreacted PEG,
N-hydroxysuccinimide and hydroxylamine and (f) isolating PEGx-GCSF to produce a purified PEGylated GCSF product having
functionalizations at natural reactive positions, such as the amino terminus, and at lysyl side chains, in addition to, or as an alternative to
the method disclosed by Defrees, in order to enable the selection of modified forms of GCSF with the most desirable properties, such as
specific activity and/or shelf life. It further would have been obvious to a person of ordinary skill in the art at the time of the invention was
made to have used a PEG-linked GCSF molecule or composition comprising said molecule, as disclosed by Defrees, for any known
medical applications, such as the treatment of sepsis, as disclosed by Osslund, in order to provide a more effective treatment therefor,
and to provide a compound with greater specific activity or longer shelf or in-vivo lifetime.

Since none of the special technical features of the Groups I+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by a combination of the Defrees, Enzon and Osslund references, unity of invention is
lacking.

Form PCT/ISA/210 (extra sheet) (January 2015)
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