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oooao
Fl., arahl— gDt
avYah Uy h—-dg pH 7 R Wi | DAR
— b 72— R o — )L (°C) (hr)
(eq) (%)
Rex-1-01 10 7.4 20 4 1.09
Rex-1-02 10 6.5 37 4 4.96
Rex-1-03*% 20 6.5 37 4 2.67
Rex-1-04* 20 6.5 37 4 3.11
Rex-1-05 10 7.4 37 4 =~
Rex-1-06 20 7.4 37 4 2.76
Rex-1-07 10 8.0 37 4 3.43
Rex-1-08%* 10 8.0 37 4 1.98
Rex-1-09 10 8.0 37 2 3.11
Rex-1-10 5 8.0 37 4 2.18
Rex-1-11 20 8.0 37 4 1.77
Rex-1-12% 10 8.0 10% 37 4 5.40
Rex-1-13% 10 8.0 20% 37 4 5.48
Rex-1-14%* 10 8.0 30% 37 4 4.30
Rex-1-15 10 6.5 10% 37 4 1.12
Rex-1-16 10 6.5 30% 37 4 1.96
Rex-1-17 10 6.5 20% 37 16 1.04
Rex-1-18 10 8.0 20% 37 16 3.68
Rex-2-01 10 6.5 25 20 <1
Rex-4-01 10 8.0 20% 37 16 <1
Rex-4-02 10 8.0 20% 37 4 <1
Rex-4-03 10 8.0 20% 37 4 <1
Rex-4-04 10 6.5 20% 37 4 <]
Rex-4-05 10 7.4 20% 37 4 <1
Rex-5-01 7.7 8.0 10% 37 16 <1
*: W E)72 DAR 8 X W H ORI E I+ 5578 &,
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Ooo0ooao
K2 :arvial—va oy
a2 Va—h | TCEP/ #YF=7-1| pH 7 Nia= R ] DAR
PET =V (%) | CO)For/ = | ()
Vak—ay

Rex-3-01 8/10 8.0 37/4 2/0.5 <1

Rex-3-02%* 8/10 8.0 20% 37/4 2/0.5 3.08

Rex-3-03 8/6.3 7.4 20% 37/4 2/0.5 1.67

Rex-3-04 8/10 8.0 20% 37/37 2/0.5 2.40

Rex-3-05 15710 8.0 20% 37/4 2/0.5 1.14
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INTERNATIONAL SEARCH REPORT International application No.
PCTAIS17/66074

A, CLASSIFICATION OF SUBJECT MATTER
IPC - CO7K 16/28, 16/30, 16/40; AG1K 39/395, 47/50; 31/416 (2018.01)

CPC -
CO7K 16/28, 16/2863, 16/30, 16/40; A61K 39/395, 39/39558, 47/50, 31/416

According to International Patent Classification (IPC) or to both national classification and IPC
B.  FIELDS SEARCHED

Minimum documentation searched {classification system followed by classification symbals)
See Search History documeént

Documentation searched other than minimum documentation to the extent that such dotuments are included in the ficlds searched
Sea Search History document

Electronic data base consuited during the international search (name of data base and, where practicable, search terms used)
See Search History documant

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2015/0337042 A1 {(APBVIE INC.) 26 November 2015; paragraphs [0025], [0028], {0201], 1,2,5,71-2,7i5, B/Th-2,
81715

[0298], [0466].

T = | HWANG, H. st al. Structure-Basad Prediction Of Ligand-Protein Interactians On A 2,7i2, Bf712
Ganome-Wide Scale. PNAS. 26 Decamber 2017, Vol. 114, pages 13685-13690,
doi:10.1073/pnas.1705381114; Table 51.

A WO 2015/000062 A1 {AVIDBIOLOGICE INC.} 8 January 2015; entire document. 1,5, 71, 7/8, BITN, 8/7/5

A WO 2016/115218 A1 (THE CALIFORNIA INSTITUTE FOR BIOMEDICAL RESEARCH et al.) 211, 2, 712, 8/71-2
July 2016; entire document,

A —=|KIFLEMARIAM, 8. &t al, Tumor Vessel Up-Regulation of INSR Revealed by Single-Cell 1,2, T1-2, BITM-2
Expression Analysis of the Tyrosine Kinome and Phosphateme In Human Cancars. The
Amarican Journal Of Patholagy. June 2015; Veol, 185, pages 1600-1609,
doi:10.1016/.ajpath.2015.02.019; entire document.

[] turter documencs ure listed In the comtivustivn ofBox €, || See patent fumity anno.
*  Special categories of cited documents: “T"  |ater document published after the international filing date or d;evrioﬁty
“A"  document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
10 be of particular relevance the principle or theory underlying the invention
“E* earlier application or patent but published on or after the international = ¢ of particular relevance; the claimed invention gannot be
filing date considered novel of cannot be considered to involve an inventive
apr dﬁﬂ"ﬁ“&'ﬂiﬁhﬂﬂv mrgr. di?”"'ﬁ utn p?only( ;;?imt(:z.or Whicthh is step when the document is taken alone
Sitec ish the publication date of another eiahon of OMET wyn yooment of particular relevance; the claimed invention cannot be
speclal reason (as specified) - considered mpui:volvc an inveniive siep when the document is
“0O" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being abvious 10 a person skilled in the art

“P"  document published prior to the international filing date but laterthan g~ i
b ;ri nril:ymrllate claigned ng '&™ document member of the same patent family

Date of the actual completion of the intemational search Date of mailing of the intemational search report
21 March 2018 (21,03.2018) 05APR 2018

Name and maiting address of the ISA/ Authorized officer

Mail Stop PCT, Atin: ISA/US, Commissicnar for Patents Shane Thomas

P.O. .Bo?( 1450, Aloxandria, Virginia 22313-1450 PET Holpdesk; 574-272-4300

Fecsimile No. 571-273-8300 PCT OSP: 571.272-7774

Form PCT/ISA/210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT [nternational application No.
PCTAS17/66074

Box No. I 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 10 be searched by this Authority, namely:

2, D Claims MNos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
cxtent that no meaningful international search can be carried out, specifically:

3 Bﬁ Claims Nos.: 15-27
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IT1  Observations where unity of invention is lacking (Centinuation of item 3 of first sheet)

This International Searching Aothority found multiple inventions in this international application, as follows:
-"**-Please See Supplemental page-"**-

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

2, I:l As all searchable claims could be searched without effort justifying additional fees, this Authority did net invite payment of
additional fees.

3 EI As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
nnly thnse elaims for which fees were paid, specifically claims Nog.:

4, K{ No required additional search fees were .u'.mely ]Jillid b)! t_he applicant. Cpnsequcntly, this international search report is
retricted to the invention first mentioned in the. claims;, it is covered hy claims Nos.:

-***Plsase See Supplemontal page-""*-

Remark on Protest [:I 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.

I:I No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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INTERNATIONAL SEARCH REFORT

Information on patent family members Intemational application No.

PCT/US17/66074

-_Cantinued from Box No. [l1: Observations Where Unity Of Invention is Lacking:

This application contains the following inventions ar groups of inventions which are not so finked as to form a single general inventive
concept undar PCT Rule 13.1. In order for all inventions to be examined, the appropriate additionat examination fees must be paid.

Groups |+, Claims 1-14, AATK {inhibitad kinase), cetuximab (EGFR antibody); and a maleimidocaproyl linker {linker} ara directed toward
an immunoconjugate comprising an antl-EGFR antibody and a kinasa inhibitor.

‘The immunoconjugates will be searched to the extent that they comprise a kinasa inhibilor encompassing an inhibitor of an AATK
{inhibited kinasa), an anti-EGFR antibody encompassing cetuximab (EGFR antibody), and a linker encompassing a maleimidocaproy!
linker {linker). Applicant Is invited o elact additional inhlblted kinase(s), and/or anti-EGFR antibody(ies) andfor linken(s), with fully
spacified structura(s) for each, or, whare applicable, with a fully specified structure of an elected kinase inhibitor with an elected linker, to
be searched. Additional inhibited kinase{s). and/or anti-EGFR antibody(les) and/or linker{s) will be searched upon the payment of
additional fees, It is believed that daims 1, 2 {In-part), 5 (In-part), ¥ (in-part), and 8 {in-part) encompass this first named invention and
thus these claims will ba searched without foa to the extent that they encompass AATK (inhibited kinasa), cetuwxdimab (EGFR antibody),
and a malgimidocaproyl linker (linker). Applicants must specify the daims that encompass any additionally elacted inhibited kinasa(s),
and/or ant-EGFR antihody({ies) andfor linker(s). Applicants must further indicate, if applicable, the claims which encormpass the first
named invention, if differant than what was indicated above for this group. Failure to clearly identify how any pald additional invention
taas are to be applied to the "+* group(s) will result In only the first claimed inventicn tc be h ined. An plary election
would be an inhibitor of ABL (inhikited kinase)).

Group II: Claims 28-30, are directed toward a staurosporine derivative.
Group |ll, Claims 31-33 are directed toward a dasatinib derivative.

The inventlons listed as Groups I+, Il and lll de not relate 1o 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: the spscial technical festuras of
Groups |+ include a maleimidocaproyl linker, not present in either of Groups Il or ill; the special technical features of Group i include a
staurosporine derivative comprising a malelmide, not present in either of Groups 1+ or [I1; the special tachnical features of Group I
include a dasatinib derlvative comprising a maleimide, not present in sither of Groups 1+ or Il

Groups I+, Il and 11 shara the technical features including: a kinasa inhibitor. Groups Il and I share the technical features including: a
methad of preparing an immunocanjugate, comprising coupling an antibody to a kinase inhibitor.

However, these shared technical faatures are praviously disclosed by US 2015/0337042 A1 (ABBVIE, INC.).

Abbvie discloses a kinase inhlbitor {a tyrosine kinase inhibitor; paragraph [0298]); and a method of preparing an Immunoconjugate (a
methed of preparing and ADC {an Immunocon|ugate): paragraph [0304]), comprising coupling an antibody (comprising coupling an
antibody; paragraph [3304]) to a kinasa inhibitor (to a tyrosine kinase inhibitor; paragraphs [0116], [0298], [0304]).

No technical features are shared between the conjugates of Groups |+ and, accordingly, thase groups lack unity a priori.

Additionally, even If Greups |+ were considerad to share the technical features including: an immunoconjugate, comprising an
anti-EGFR antibody or a binding fragment therecf, and a kinase inhibitor; these shared technical features are previously disciosed by
Abbvie, as above.

Abbvie discloses an immunoconjugate {an ADC (an immunoconjugate); paragraph {0116]), comprising an anti-EGFR anlibody
{comprising an antl-EGFR antibody; paragraphs [01186], [0117]), and a kinase Inhibitor {and a tyrosine kinase inhibitor; paragraphs
[G116], [0298]).

Since none of the spedial technical featuras of the Groups |+, Il and Ill inventions is found in more than one of the invantions, and sinca
all of the shared technical features are praviously disclosed by tha Abbvis reference, unity of invention Is lacking.
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