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goooon
R4TLATUN
guhy Jun
IDES
1 Neu$,9Ac2¢2,3Galpl,4GleNAcO(CH2)2CH2NH2
2 NeudGe9Acn2,3Galpl,4GleNAcBO(CH2)2CH2ZNH2
3 Neus,9Ac202,6Galpl.4GIcNAcPO(CH2)2CH2NH2
4 Neu5Ge9Acu2,6Galpl,4GIcNACBO(CH2)2CH2NH2
5 NeuSAco2,6GalNAcoO(CH2)2CH2NH?2
6 NeuSGeo2,6GalNAcoO(CH2)2CH2ZNH?2
7 Neu$,9Ac202,3Galpl.3GIcNAcPO(CH2)2CH2NH2
8 Neu5GeOAcu2,3Galpl 3GIcNACBO(CH2)2CH2NH2
9 Neu5,.9Ac202,3Galpl,3GalNAcaO(CH2)2CH2NH?2
10 Neu5Ge2Acu2,3Galpl,3GalNAcaO(CH2)2CH2ZNH2
11 NeuSAco2,3Galpl, 4GlcNACBO(CH2)2CH2NH2
12 Neu5Gea2,3Galpl, 4GIeNACBO(CH2)2CH2ZNH2
13 NeuSAca2,3Galpl,3GIcNACBO(CH2)2CH2NH2
14 Neu3Gea2,3Galpl,3GIcNAcBOCH2)2CH2ZNH2
15 NeuSAce2,3Galpl, 3GalNAcaO(CH2)2CH2NH?2
16 Neu5Gea?,3Galpl,3GalNAcaO(CH2)2CH2NH?2
17 NeuSAco2,6Galpl 4GIcNACBO(CH2)2CH2NH2
18 NeulGea2,6Galpl,4GleNACBO(CH2)2CH2ZNH2
19 NeuSAca2,6Galpl.4GIcBO(CH2)2CH2NH2
20 Neu5Gea2,6Galpl,4GIcBO(CH2)2CH2NH2
21 | NeuSAca?,3Galp1,4GlcBO(CH2)2CH2NH2
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22 Neu5Geo2,3Galpl,4GlcpO(CH2)2CH2NH?
23 Neusd,9Ac202 6GalNAcaO(CH2)2CH2NH?2
24 Neu5GeSAcu2,6GalNAcaO(CH2)2CH2NH2
25 NeuSAco2,3GalpO(CH2)2CH2NH2

26 Neu5Geo2,3GalpO(CH2)2CH2NH2

27 NeuSAca2,6GalpO(CH2)2CH2NH?2

28 NeudGeo2,6GalpO(CH2)2CHZNH2

29 Neus, 9Ac2a2,3GalpO(CH2)2CH2NH2

30 Neu3GeSAcn2,3GalfO(CH2)2CH2NH2

31 Neu5,9A¢202,6GalpO(CH2)2CH2NH2 10
32 NeudGe9Aca2,6GalpO(CH2)2CH2NH2

33 NeudSAce2,3Galpl,3GalNAcBO(CH2)2CH2INH2

34 Neu5Gea2,3Galpl. 3GaINAcBO(CH2)2CH2NH2

35 Neus, 9Ac2a2,3Galpl,3GalNAcBO(CH2)2CH2NH2

36 Neu5Ge9Aca2,3Galpl,3GalNACPO(CH2)2CH2NH2

37 Neu5,9A¢202,6Galpl 4GlcpO(CH2)2CH2NH2

38 Neu5Ge9Aca2,6GalBl, 4GlefO(CH2)2CH2NH2

39 Neus,9Ac202,3Galpl,4GlepO(CH2)2CH2NH2

40 Neu5GeSAcn2,.3GalBl,4GlcBOCH2)2CH2NH2

41 NeuSAco2,8NeuSAca2 3Galfl,4GleBO(CH2)2CH2ZNH2

42 NeuSAca2,8NeuSAca2, 8NeuSAco2,3Galfl,4GlcpO(CH2)2CH2 20
NH2

43 Galp1,4GlepO{CH2)2CH2NH2

45 | Galpl,4GlcNAcBO(CH2)2CH2NH2

47 | GalNAcaO(CH2)2CH2NH2

51 Galpl,3GalNAcBO(CH2)2ZCH2NH2

52 Galp1,3GIcNAcaO(CH2)2CH2NH2

53 Galp1.3GIcNAcBO(CH2)2CH2NH2

54 Galp1,4GIcNAc6SPOCH2)2CH2NH2

55 NeuSAco2.3Galpl,4(Fucnl,3)GleNAcBO(CH2)2CH2ZNH2

56 Neu5Geo2,3Galpl,4(Fucnl, 3)GleNABO(CH2)2CH2ZNH2

57 | NeuSAca2,3Galpl 4(Fucul,3)GleNAc6SPO(CH2)2CH2NH2

58 NeudiGeo2,3Galpl,4(Fucual 3YGlcNACH6SPO(CH2)2CH2ZNH2

59 Galpl,3GIcNAcB1,3Galp1,4GlepOCH2)2CH2ZNH2

60 NeuSAco2,3Galpl,3GIcNAcP1,3Galpl,4GlcpO(CH2)2CH2NH2
61 Neu5Geo2,3Galpl,3GIcNAcP1,3Galpl,4GlcOCH2)2CH2NH2
62 NeuSAca?,3Galpl. 4GIcNAc6SRO(CH2)2CH2NH?2

63 | Neu5Geo2,3Galp1,4GIcNAc6SPO(CH2)2CH2NH2

64 NeudAco2,8NeuSAco2,3Galpl,4GlepO(CH2)3NHCOCH2(OCH
2CH2)6NH2

65 NeuSAca2,8NeuSAca2, 8NeuSAco2,3Galpl,4GlcBO(CH2)3NHC
OCH2(OCH2CH2)6NH2

66 NeuSAco2,6(NeudAca2,3)Galp1.4GlcpO(CH2)2CH2NH2

67 NeuwSAca2,6(Neu5Gea2,3)Galpl 4GlcpO(CH2)2CH2INH2

68 | Neu5Aca2,6(KDNa2,3)Galpl 4GIcpO(CH2)2CH2NH2 40
69 Neu5Geo2, 8NeuSAce2,3Galpl.4GIcpO(CHL)2CH2NH?2
70 KDNa2,8NeuSAca2,3GalB1,4GlcBO(CH2)2CH2NH2

71 NeuSAca2, 8Kdna2,6Galpl.4GlcpO(CH2)2CH2NH2

72 NeuSAco2,8NeusGea2 3Galpl,.4GlepO(CH2)2CH2ZNH2
73 NeuSAca2,8Neu5Gea2,6Galpl 4GlcBOCH2)2CH2NH?2
74 KDNg2, 8Neu5Gea2,3GalB1,4GlepO(CH2)2CH2NH2

75 Neu5Geo2, 8NeuSGee2,3 Galp1,4GlcfO(CH2)2CH2NH2
76 NeuSAco2,8NeuSAca2,6Galpl,4GlepO(CH2)2CH2NH2
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Oo0oao
5. [eG2atn kA RKICH AL
FAS> B B
£=3
mSIA101 VH QVQLQQSDAELVKPGASVKISCKASGYTFTDHAIHWVKQKPEQGLEWIGYFS 1
FAS Y PGNDDIKYNEKFRGKATLTADKSSSTAYMQLNSLSSDDSAVYFCKRSLSTPY
WGQGTLVTVSA
mSIA101 VL DIVMTQSPSSLTVTAGEK VTMSCKSSQSLLNRGNHKNYLTWYRQKPGLPPKL | 2
FAA LIYWASTRESGVPDRFTGSGSGTDFALTISSVOQAEDLAVYYCONDYTYPYTF
GGGTKLEIKR
mSIA102 VH QVQLQOQSDAELVKPGASVKISCKASGYTFTDHAIHW VK QKPEQGLEWIGYFS | 3
FAAL PGNDDIKYNEKFKVKATLTADKSSSTAYMQLTSLTSEDSAVYFCKRSYYGD
WGQGTTLTVSS
mSIA102 VL DIQMTQSPASLSVSVGETVTITCRASENIY SHLAWYQQKQGKSPQLLVY GAT 4
FAS NLADGVPSRFSGSGSGTQFSLKIHSLQSEDFGSYYCQHFWGAPFTFGSGTKLE
IK
mSIA103 VH | QVQLQQSDAELVKPGASVKISCKASGYTFTDHAIHWVKQKPEQGLDWIGYIS | 5
FALY PGNGDIKYNEKFKDKVTLTADKSSSTACMHLNSLTSEDSAVYFCKRSLLALD
YWGQGTTLTVSS
mSIA103 VL | DIVMTQSHKFMSTSVGDRVSITCKASQDVGTNIAWYQQKPGRSPKVLIYSAS | 6
FAAL TRHTGVPDRFTGSGSGTDFTLTISNVQSEDLTDYFCQQY SSFPLTFGVGTKLE
LK
IgG2a AKTTAPSVYPLAPVCGDTTGSSVILGCLVKGYFPEPVILTWNSGSLSSGVHT 13
EHTE FPAVLQSDLYTLSSSVTVTSSTWPSQSITCNVAHPASSTK VDKKIEPRGPTIKP
By CPPCKCPAPNLLGGPSVFIFPPKIKDVLMISLSPIVICVVVDVSEDDPDVQISWF
VNNVEVHTAQTQTHREDYNSTLRVVSALPIQHQDWMSGKEFKCKVNNKDL
PAPIERTISKPKGSVRAPQVY VLPPPEEEMTKKQVTLTCMVTDFMPEDIY VEW
TNNGKTELNYKNTEPVLDSDGSYFMYSKLRVEKKNWVERNSYSCSYVVHEGL
HNHHTTKSFSRTPGK
ﬂ‘)lfﬁﬁa RADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKIDGSERQNGVL | 14
Y AV NSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHK TSTSPIVK SFNRNE
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ELRSLRSDDTAVYFCKRSLSTPYWGQGTLVTVSS
hSIA101 VL DIVMTQSPDSLAVSLGERATINCKSSQSLLNRGNHKNYLTWY | 8
QQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQ
AEDVAVYYCONDYTYPYTFGQGTKVEIK
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R12.EBER

T BB A TE (mm’)

nE 1 4 9 12 15 18 23 26 30 31
BEE |EE |BHE |BE |BE |BE |EBEB |BEB |BB |BEH
Eteoil 161.8 | 2428 |373.5 | 539.1 678.4 | 803.1 987.1 10393 | 1175.6 | 1224.0

hSIA101- [ 161.7 [ 2289 |3477 |4482 |5515 |609.0 | 7684 |8827 |937.1 | 966.8
MMAE,
I mg/kg
hSIA101- [ 1619 |[213.2 |2758 |302.6 |313.5 |299.7 |234.0 |1959 | 169.7 | 169.1
MMAE,
2.5 mg/kg
hSIA101- [ 161.7 [2034 |211.0 | 1934 | 1650 |I31.1 | 778 594 395 39.1
MMAE,
5 mg/kg 20
hSIA102- | 161.7 |[219.7 |3355 |4657 |567.1 |707.1 |871.9 |897.0 | 957.7 | 984.8
MMAE,
1 mg/kg
hSIA102- | 161.8 |202.9 |291.8 | 3585 |[399.5 |420.8 |4143 |370.2 |384.0 |384.7
MMAE,
2.5 mg/kg
hSIA102- | 161.7 |[210.7 |210.6 | 1874 | 1687 |1272 |84.0 67.3 50.5 46.8
MMAE,
5 mg/kg
TAYRAT | 161.1 |[222.1 |312.6 | 3688 |[423.1 |4683 |5106 |4725 |531.4 |5482

10

30

'MMAEs
Img/kg
TAIYRAT | 1614 | 1965 | 2559 | 2418 |[2059 |1769 | 127.1 |943 78.0 74.0

-MMAE.
Smg/kg 40
INDURx4 | 161.2 | 210.0 |370.0 | 4823 |6204 |7674 |971.6 | 1133.0|1277.8 | 1385.2
.

20mg/kg
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(mg/kg) | (ug/ml); | (B*pg/ml); | (B*pg/ml); | (B=pg/ml); | (mVkg/B); | (B); | (mlkg);
(SD) (SD) (SD) (SD) (SD) SD) | (SD)
1 19.13 5731 426 62.62 16.13 466 | 9683
(1.78) (7.5) (0.96) (7.81) (1.96) (1.43) | (17.29)
3 81.24 22839 157.34 267.39 11.57 747 | 96.16
(11.17) (25.02) (4.94) (56.39) (2.52) (3.91) | (30.64)
6 15137 419.05 34222 440.63 13.65 353 | 61.62
(20.97) (50.18) (32.58) (28.26) (0.86) 0.51) | (10.98)
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=
(mg/kg) | (ug/ml); | (H *pg/ml);
iy F 1Y
(SD) (SD)
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3 75.27 145.48
(5.18) (51.93)
6 117.23 172.36
(45.7) (141.18)
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Box No. 11 Observations where certain claims were found unsearchable (Continuation ofitem 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 MNos.:

because they relate to parts of the intemational apptication that do not comply with the prescribed requirements to such an
extent that no meaning ful international search can be carried out, specifically:

3 K‘ Claims Nos.: 14-22, 32-58
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. 111 Observations where unity of invention i3 lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows;
-**-Please See Within the Next Supplemental Box-***-

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 Mo required additionat 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.;

1-13,23-31; SEQID NOs: 7, 8

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 accompanijed the payment of additional search fees.
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-***-Continued from Beox |11 Lack of Unity of Invention-"**-

This application contains the following inventiens 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 axamination faes must ba paid.

Groups |+, Claims 1-13, 23-31 and SEQ ID NOs: 7 and 8 are directed toward metheds and compesitions for treating cancer comprsing
administering an anti-STn antibody In combination with at lsast one cell cydle Inhibitor or as & tonjugate [ADC) comprsing a cytotoxic
agent.

The methods and compositions will be searched to the extent that they encompass a heavy chain variable domain (VH) encompassing
SEG ID NO: 7 (VH) and a light chain variable domain {Vi.} encompassing SEQ ID NO: 8 {VL}). Applicant Is invited to elec! additional pair
(s) of VH and VL sequenca(s}), with spadified SEQ ID NO: for each, or with specified substitution(s) at specified site(s) of a SEQID NO:,
such that the sequence of each elected species is fully specified (i.e. no optional or variable residues or substituants), to be searched.
Additional pair{s) of VH and VL sequence(s) will be searched upon the payment of additicnal fees. Itis belisved that claims 1 (in-part}, 2
(in-part), 3 (in-part), 4 (in-part), 5 (in-part}, 6 (in-part), 7 (in-part}, 8 (in-part}, 9 (in-part), 10 {in-part), 11 (in-part), 12 {in-part), 3 (in-part},
23 {in-part) 24 (In-part), 25 {in-part), 26 (in-part), 27 (in-part), 28 (in-part), 29 {in-part), 30 {in-part) and 31 {In-part) ancompass this first
namad inventian and this thesa claims will be searched without fee to the extent that they encompass SEQ ID NO: 7 {VH) and SEQ 1D
NO: 8 (VL]. Fallure to clearly identify how any pald additional invention fees are to be applied to the "+ group(s) will result in only the
first claimed invention 10 be searched/examined. An exemplary election would be a VH seqeunce encompassing SEQ 1D NO; 9 (VH)
and a VL sequence encompassing SEQ 10 NO: 10 (VL),

No technical featuras ara shared between the polypaptide sequences of Groups I+ and, accordingly, these groups lack unity a priori.

Additionally, even if Groups |+ were considerad to shara the technical featuras of: & method of treating cancar, in a subject comprising
administering an antibody, whersin said antibody is administered at a dose of from about 1 mgikg to about 10 mgikg, wherein

said antibody has a terminal half-life of from about 50 hours to about 200 hours, and wharein said antibody binds sialyl Tn antigen (STn);
and further wharein the antibody is administered intravenously; further wherein said method comprises administering an anti-STn
antibody to a subject with colorectal cancer, wherein said anti-5Tn antibody comprises: a heavy chain variable demaln (VH) with a
defined amino acid sequence and a light chain variable domain (VL) with a defined amino acid sequence; and furthar wherein
administering said anti-STn antibody is carried out in combination with at laast one call cycle inhibitor; and an ADC comprising said
anti-5Tn antibody and ona or more cytotoxic agent; these shared technical features are previously disclosed by WO 2016/077526 A1
Al to Siamab Therapeutics, Inc. (herainafter 'Siamab’) in view of WO 2016/033284 A1 to Oncomed Pharmaceuticals, Inc. (herainafter
‘Oncomad').

Siamab discloses a method of freating cancer in a subject (abstract; paragraph [0016]) comprising administering an antibody (paragraph
[0016]), wherein sald antibody is administered at a dose of from about 1 mgikg to about 18 mafkg (dosage of antibody between
1-256mgikg; paragraph [00492]), and wherein said antibody binds slalyl Tn antigen {STn) (anti-STn antibody; paragraghs [0014), [00174],
[00476)); and further whersin the antibody is administered intravenously (paragraph [00441]), and wharain said mathod comprises
administering {paragraph [0016]} an anti-STn antibody (anti-STn antibody; paragraphs [0014), [00174], [00176]) to a subject with
colorectal cancer {colon cancer; paragraph [0018]), wherain said artl-STn antibody comprises: a heavy chain variable domain (VH) with
a defined amino acid saquance {paragraph [0010]) and a light chaln variable domain (VL) with a defined amino acid sequence
{paragraph [0010)); and further wherein administering said anti-STn antibody is caried out in combination {combination with
chemotherapeutic agents paragraph [0033]} with at least one cell Gycle inhiblter {anti-mitotic agents paragraph [00483)); and an ADC
{antibody conjugate; paragraph [00226]) comprising said anti-STn antibody and one or mora cytotoxic agant (paragraph [00226]).
Slamab doas not disclose wherein said antibody has a terminal half-life of from about 50 hours to about 200 hours.

Oncomed discloses treating cancer {paragraph [0002]) with antibodies having a tarminal half-life of from about 50 hours to about 200
hours (antibodies with a circulating half-life of at least 2 days to at least 2 weeks; paragraph [00287]). It would have been obvious to one
of ordinary skill in the art at the time of the inventien to have modified the disclosure of Siamab to provide wherein the antibody has a
terminal half-life of from about 50 hours to about 200 hours, because the ability to provide antibodies for the treatment of cancer which
have a terminal half-life of from about 50 hours to about 200 hours as disclosed by Cncomed would have mativated the skilled artisan to
produce anti-STn antibodies as previously disclosed by Siamab which exhibit a terminal half-ife of from about 5Q hours to about 200
hours.

Since none of tha special technical featuras of the Groups |+ inventions is found in more than one of the inventions, and since alt of the
shared technical features are previously disclosed by the combination of the Siamab and Oncomed raferences, unity of invention is
lacking.

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