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# 1: In vitro RBRAEL

(30)
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2Rk} WB FFP HBOC LR DIL
%t HR 100

10% FFP 90 10

10% HBOC 90 10

10% FFP/HBOC 90 5 5

10% LR 90 10

Dil. xtF# 13 25
Dil. 10% FFP 65 10 25
Dil.10% HBOC 65 10 25

Dil. 10% FFP/HBOC 65 5 5 25

Dil. 10% LR 65 10 25

25% FFP 75 25

25% HBOC 75 25

25% FFP/HBOC 75 12.5 125

25%LR 75 25

Dil. 25% FFP 50 25 25

Dil. 25% HBOC 50 25 25

Dil. 25% FFP/HBOC 50 12.5 125 75

Dil. 25% LR 50 25 75
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Inteenational application No.

PCT/US 21/38606

A,

IPC -

CLASSIFICATION OF SUBJECT MATTER

AB1K 9/00, AB1K 35/16, A61K 38/42, AG1P 7/08 (2021.01)
CPC - AB1K 9/0019, ABTK 9/0026, A61K 35/16, AG1K 38/42, A61P 7/08

According to International Patent Classification (IPC) or to both national classification and IPC
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Minimum documentation searched (classification system followed by classification symbols}
Sea Ssarch History document

Diocumentation searched other than minimum documentation fo the extent that such documents are included in the figlds searched
Sea Search History document

Electronic data base consulicd during the intermational search (name of data base and, where practicable, scarch terns used)
See Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

abstract, [0157), [0177]

US 4,001.401 A (Bonsen el al.) 04 January 1977 (04.01.1877}; entire document

US 6,518,010 B2 {Gawryl et al.} 11 February 2003 (11.02,2003); entire document

Catcgory* Citation of document, with indication, where appropriate, of the relevant passages Relevant io claim No.
X US 2011/0256225 A1 (Ghoroghchian et al.) 20 October 2011 (20.10.2011}; entire document, 1
espaclally abstract, [0248]
X US 2010/0311657 A1 (Abuchowski et al.) 09 December 201C {09.12,2010); entire document, 1-8, 1319
— especially abstract, [0013]. [0083], [0020], (0022], [0103], [0239), [0287] ———
Y 9-12, 23-32
¥ US 2020/0078407 A1 (Celiphire, Inc.) 12 March 2020 (12.03,2020); entire document, espegially (9-12, 23-32
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the prigrity date claimed

wyn

when the documnent is taken alone

document of particular eelevance; the claimed invention cannol
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US 21/38606

Box No. Il 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:

L. D Claims Nos.:
because they relate to subject matter not required ta be searched by this Authority, namely:

2. D Claiims 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 intemmational search can be carried oul, specifically:

3. Claims Nos.: 2022

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 muitiple inventions in this international application, as follows:
This application contains the following inventions or groups of Invantions which are not so linked as to form a single general invantive
concapt under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be paid.

Group |: Claims 1-19 and 23-32, directed to a liguid pharmaceutical formulation comprising blood plasma,
Group II: Claims 33-38, directed to a liquid kow ionic solute HBOC preparation.

The inventions listed as Groups |-l do not relate ta a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, thay lack the same or corresponding special technical featuras for tha following reasons:

*Continued In Supplemental Box™***

i 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 nat invite paynient of
additional fees.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims tor which fees were paid, specifically claims Nos,:

4. ﬁ No required additional search fees were timely paid by the npplicant. Conssquently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:
1-19, 23-32

Remark on Protest E] 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 prolest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D Na protest accompanied the payment of additional search fees.

Form PCT/SA/210 (continuation of first sheet (2)) (Juty 2019}
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US 21/38606

Continuation of Box No. |ll Observations where unity of invention is lacking
Special Technical Features:
Group | requires an oxygenation complement comprising blood plasma, not required by group Il

Group |l requires a liquid low ionic solute HBOC preparalion comprising no mare than atoul than about 27 milllaquivalent (mEq/L)
sodium ions (Na), no more than about ¢.7 mEg/L potassium ions {K+) ions, ne more than aboul 0.92 mEg/L 5 celcium ions (Ca2+), no
mare than about 0.3 mEQL magnesium ions (Mg2+) ions, no more than aboul 19.2 mEg/L chioride ions (C1-) ions, no mara than 4.8
mMEg/L bicarbonate ions (HCO342-), and no more than about 0.5 mEg/L hydrogen phosphate ions (HPO442-), not required by group |

Comman Tachnical Features:

Groups | and Il share the technical feature of HBOG, However, thege shared technical features do not rapresent a contribution aver priar
an, because the sharad technical feature is being anticipated by US 2010/0311657 A1 to Abuchowski et al. (hereinafter "Abuchowskl"}.
Abuchowski teaches HBOC {abstract, "The invention provides compositions containing hemoglobin, particulary PEGylated hemaoglobin.
The PEGylated hemoglobin molecule is capable of transferring oxygen..."; para [0D45), "The lerms “blood substitule,” “resuscitation
fluid,” "PEG-Hb," PEG-CO-Hb," “*hemaglobin-based axygen carrier” {HBOC) and "PEG-Hb/HS" refer to the PEGylated Hb compositions
of the invention and formulalions incorporating these compesitions”).

As the shared lschnical features wore known in the art at the time of the invention, they cannot be considered common lechnical
features that would otherwise unify the groups. Therefore, Groups I-ll lack unity under PCT Rule 13.

Nate:
Claims 20-22 are held unsearcheble because they are not drafted in accordance with the second and third sentances of Rule 6.4(a).

Claims 1-32: "oxygenation complament” is unclear as presented. For the purpose of completing this ISR, “oxygenation complement” is
interpreted as blood piasma and HBOC logether {see instant specification para [00080]).

Ctaim B: "hyperpotymerizad® is unclear and unsupported as presented. For the purpose of compleding this ISR, "hyparpolymerized® is
interpreted broadly to inglude relatively high levels of polymerization or polymer modification.

Claims 10-12: "the HBOC formulation™ and "the blood plasma farmulation” lack antacedent basis as presented. For the purpose of
* gompleting this ISR, ¢laims 10-12 are considered to depend from claim 9,

Form PCT/ISAS210 (extra sheet) (July 2019)
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