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#8. LROFEZFEAL THEINIFRB P REE
Hik PREES TLAIRFD TLASFDOME* | N—=FLLRFEBHR(H NMRIZ
& (NMR) (TI=ww) &OTHRIE. ENL%)
1 1—1 203 128 BT
2—4 ND 128 ND
5—1 118 123 8. 2%
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0oooo
£9. FiEl1opEE
FRIKES B (HOBY) | Yh— | ATy [TLA45F] | HABZ%HN% | HA—COOH
DHE (MP2H) | BI(EDC)®D (M) WeRELE | ITE IR
NDYE LE TLASFD B
i
1—1 3000 3000 500 483. 9 128 6. 2%
1—2 3000 3000 500 350. 14 124 6. 0%
1—3 3000 3000 500 422. 26 141 6. 8%
1—4 3000 3000 500 393. 05 139 6. 7%
1—5 3000 3000 500 397. 97 136 6. 6%
1—6 3000 3000 500 334. 1 115 5. 6%
1—7 3000 3000 750 429. 11 145 7.0%
1—8 3000 3000 500 361. 2 136 6. 6%
1—9 2000 3000 500 306 97 4. 7%
1—10 1000 2000 500 104 34 1. 6%
1—11 1000 2500 500 150 47 2.3%
1—12 1500 3000 750 355 112 5. 4%
1—13 3000 3000 500 484 137 6. 6%
1—14 3000 3000 500 305 103 5.0%
ooooao
#£10. FE2oPiEE
PHEES | il (HOBY) Joh— HhyFYyd | [TLA43F] | HAB %M | HA—COOH
DHE (MP2H)D X & | #I(EDC) (M) L ER [CESRB
DOHE ELE=TL HhE
43RO
#
2—1 2000 1500 1500 371. 2 111 5. 4%
2—2 2000 1500 1500 333. 1 101 4. 9%
2—-3 2000 1500 1500 371. 2 113 5. 5%
2—4 2000 1500 1500 428. 2 128 6. 2%
2—5 2000 1500 1500 338 107 5.2%
2—86 3000 3000 1500 570. 6 155 7.5%
2—7 2000 3000 1000 392. 5 121 5. 9%
2—8 2000 3000 1000 482. 6 162 7.8%
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DHE Li=wL 4= hE

F o i #

5—1 MP2H 50 750 9500 415. 3 123 5. 9%
5—2 MP2H 50 1000 9500 399. 64 138 6. 7%
5—3 MP2H 50 1000 9500 476 137 6. 6%
5—4* | MP2H 50 500 9500 826 171 8.3%
5—5* | MP2H 59 593 11263 707 227 11. 0%
5—6 MP2H 50 1000 9500 296. 43 95 4. 6%
5—7 MP2H 50 500 9500 234.1 70 3. 4%
5—8 MP2H 50 500 9500 349 90 4. 4%
5—9 MP2H 50 500 9500 227 83 4. 0%
5—10 | EMCH 50 250 9500 417.9 122 5. 9%
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gooooboobooooooboaoano
goooaod

F15. arydail—}

AvTalf— | RITFFO | Yrh—0 | b RIFFRE | RTFFO | t=0TO t=0T®D

rES EFES | BAES | 5 | (mg/mL) {ifi %4 Ko(nM)* | Rg(rz)Rl&

Rn{nm)

1 92 = 5—4 1. 325 68 0. 001 51. 5

2 92 3= 1—=7 2.712 117 0. 001 78. 2

3 92 - 5—5 1.77 67 0. 001 44. 3

4** 92 = 5—6 0. 52 45 = =

5 92 = T =3 2.923 114 = 73. 98

6 92 = 5—5 1.8 116 = 36. 11

7 92 - 5—6 2.726 78 - 37. 4

8 81 21 5§—7 0.82 94 0. 184 -

9 81 21 5—9 0. 46 51 0.678 -

10 81 21 2—4 3. 24 136 0.123 -

11 81 21 5—2 0. 33 47 1. 038 -

12 73 21 1—6 2. 46 120 - -

13 91 31 5—8 0. 38 72 0.011 -

14 91 31 5—3 1.04 68 0. 203 -

15 91 21 5—10 0.52 59 0. 001 —

16 91 21 2—6 3. 04 101 0. 001 -

17 o1 - 1-=7 1.59 90 0. 004 -

18 91 = 1—7 1. 43 88 0. 001 ==

19 91 - 2—6 2.3 108 0. 001 -

20 91 = 2—8 1.724 a1 0. 001 -

21 91 21 1—9 1.63 51 0. 001 ==

22 91 21 1—10 0. 636 18 0. 001 =

23 21 21 1—11 1.319 33 0. 001 -

24 67 21 1—=13 4. 591 100 — 103

25 72 21 1—13 4. 77 51 0.1 77

26 73 21 1—14 1.96 104 88
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arvvaky |avas—v | avias—i3 RTFF BRHRTF RIFF
—+rES avEHE »EH (nmol) FU>h— (nmol)
X HVEGF VHH _
27 HiEA 0.58 (RHEE145) 141
" HIVEGF VHH
28 HiEB 0. 60 (RFIES145) 134
. MTNFaVHH
29 EA 0. 31 - 75. 5
7k (BHES102)
s MTNF @ VHH _
30 HiEB 0.32 (EHES102) 71. 4
. MVEGF VHH
31 HEB 0.19 (RFES91) EHHES21 58
#PD1—1 VHH
- ll:
32 HiEB 0. 29 (RHES114) EANES21 88
5 MLVEGF DARPIn _
33 HiEB 0. 25 (EHES02) 76
; L TNF @ DARPin
34 *EB 0. 25 o - 74
75 (RFIES154)
. RTINFa 7248 T4
35 B 0.17 — 54
ks (RFIEES105)
3 HIL—1 8 scFv
¢0 7B 9. 084 (RFES106) i
37 }5i%EB 0. 054 IL—2 - 18
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SpotUh— PDRVRAVSHWSSC (23 &5 28)

GT9Y > h— GTGTGTGTGTGTGTGTGTGC (& ES29)

EtEh/-RItE [TPTTPPTPTPGTPPGGC (EFIEE30)

nYyoh—

Rl i SPSTPPTPSPSTPPGGC (ERHES31)

Tvy B FE32~50

2H10 QVQLVESGGGLVQAGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS

GGSTDYVDSAKGRFTISRDNRKNTVDLAOMNSLKDEDTGVYYCNVIGSSWYGRG
LDYWGNGTQVTVSS (B EE51)

2H10 N112
Q

QVQLVESGGGLVAAGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS
GGSTDYVDSAKGRFTISRDNRKNTVDLAMNSLKDEDTGVYYCNVIGSSWYGRG
LDYWGQGTQVTVSS (RHHES52)

2H10 SMUT

QVQLVESGGGLVQAGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS
GGSTDYVDSAKGRFTISRDNAKNTVYLGMNSLKPEDTAVYYCNVIGSSWYGRG
LDYWGQGTQVTVSS (E5#FS53)

2H10 6MUT

QVQLVESGGGLVQAGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS
GGSTDYADSAKGRFTISRDNAKNTVYLQMNSLKPEDTAVYYCNVIGSSWYGRG
LDYWGQGTQVTVSS (BEFHES64)
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Hu2H10 5M |QVQLVESGGGLVQPGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS

uT GGSTDYVDSAKGRFTISRDNSKNTVYLAMNSLRAEDTAVYYCNVIGSSWYGRG
LDYWGQGTLVTVSS (ERFES55)

Hu2H10 5M |QVQLVESGGGLVQAPGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS

UT R86K A |GGSTDYVDSAKGRFTISRDNSKNTVYLGMNSLKPEDTAVYYCNVIGSSWYGRG

87P LDYWGQGTLVTVSS (B &ES56)

Hu2H10 5M |QVGLVESGGGLVQPGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS

UT L115Q GGSTDYVDSAKGRFTISRDNSKNTVYLQMNSLRAEDTAVYYCNVIGSSWYGRG
LDYWGQGTQVTVSS(EHIEFS7)

HuZH10 5M |QVQLVESGGGLVQAPGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS

UT R86K A |GGSTDYVDSAKGRFTISRDNSKNTVYLAMNSLKPEDTAVYYCNVIGSSWYGRG

87P L115Q |LDYWGQGTQVTVSS(EHESS8)

s b BB E59~60

Nb42 QVQLAESGGGSLQAGASLRLSCAASGFAYSTYSMGWFRQVSGKEREGVATIN
SGTFRLWYTDSVKGSFTISRDNAKNMLYLGMNSLKPEDTAIYYCAARAWSPYS
STVDAGDFRYWGQGTQVTVSS(RINES61)

HuNb42 QVQLVESGGGLVQAPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS

GTFRLWYTDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSS(E3EFS62)

HuNb42 P14
A

QVQLVESGGGLVQAGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYTDSVKGRFTISRDNSKNTLYL@MNSLRAEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSS (BRI ES63)

HuNb42 T61 |QVQLVESGGGLVAPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS

A GTFRLWYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSS (B3 ES64)

HuNb42 S7 |QVQLVESGGGLVQPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS

5A GTFRLWYTDSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCAARAWSPYSS

TVDAGDFRYWGQGTLVTVSS (i3 &FH65)

HuNb42 L79
A

QVQLVESGGGLVQPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYTDSVKGRFTISRDNSKNTVYLGMNSLRAEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSS (REHES66)

HuNb42 A88
P

QVQLVESGGGLVQPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYTDSVKGRFTISRDNSKNTLYLGMNSLRPEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSS (i3 &ES67)

HuNb42 L12
iQ

QVQLVESGGGLVQPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYTDSVKGRFTISRDNSKNTLYLGMNSLRAEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTQVTVSS (5 E£68)

HuNb42 TE1
A ABBP

QVQLVESGGGLVQAQPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYADSVKGRFTISRDNSKNTLYLAMNSLRPEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSS (B3 #ES69)

HuNb42 AS88
P L115Q

QVOLVESGGGLVAPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYTDSVKGRFTISRDNSKNTLYLGMNSLRPEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTQVTVSS (EIES70)

aTNF—a mu

QVQLQDSGGGLVQAGGSLRLSCAASGGTFSSIIMAWFRQAPGKEREFVGAVS
WSGGTTVYADSVLGRFEISRDSARKSVYLGQMNSLKPEDTAVYYCAARPYQKYN
WASASYNVWGQGTQVTVSS (RABES71)

aTNF—a mu
3MUT

QVAQLAESGGGLVQAGGSLRLSCAASGGTFSSIIMAWFRQAPGKEREFVGAVS
WSGGTTVYADSVKGRFTISRDSARKSVYLQMNSLKPEDTAVYYCAARPYQKYN
WASASYNVWGQGTQVTVSS (ERHES72)

aTNF—a VH

QVQLAQESGGGLVAPGGSLRLSCAASGRTFSDHSGYTYTIGWFRQAPGKEREFV
ARIYWSSGNTYYADSVKGRFAISRDIAKNTVDLTMNNLEPEDTAVYYCAARDGIP
TSRSVESYNYWGQGTQVTVSS (REAE=73)

ENEST74~80

EVAQLQASGGGFVAPGGSLRLSCAASGGGSDAGTMGWFRQAPGKEREFVSAIS
WAGTAWRYYADSVKGRFTISRDNSKNTVYLQMNSLRAEDTATYYCALGSYEMD
HHYWGQGTQVTVSS (RFEE81)

E1—1 F11L

EVALOASGGGLVQPGGSLRLSCAASGGGSDAGTMGWFRQAPGKEREFVSAIS
WAGTAWRYYADSVKGRFTISRDNSKNTVYLAMNSLRAEDTATYYCALGSYEMD
HHYWGQGTQVTVSS (¥ &S82)
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E1—1 S49A

EVQLAQASGGGFVQPGGSLRLSCAASGGGSDAGTMGWFRQAPGKEREFVAAIS
WAGTAWRYYADSVKGRFTISRDNSKNTVYLQAMNSLRAEDTATYYCALGSYEMD
HHYWGQGTQVTVSS(ERHNES83)

E1—1 F11L |EVAQLQASGGGLVQPGGSLRLSCAASGGGSDAGTMGWFRQAPGKEREFVAAILS

S49A WAGTAWRYYADSVKGRFTISRDNSKNTVYLGMNSLRAEDTATYYCALGSYEMD
HHYWGQGTQVTVSS(EHNES84)

E1—1 CDR |EVQLQASGGGFVQPGGSLRLSCAASGRRFSIEAMGWFRQAPGKEREFVSAIDS
GGSTDYADSVKGRFTISRDNSKNTVYLGMNSLRAEDTATYYCAVIGSSWYGRG
LDYWGQGTQVTVSS (B ES85)

Isoy 5 FES86~90

IVEGF VHH

DVQLVESGGGLVQAQPGGSLRLSCAASGRTFSSYSMGWFRQAPGKEREFVVAIS
KGGYKYDAVSLEGRFTISRDNAKNTVYLQINSLRPEDTAVYYCASSRAYGSSRL
RLADTYEYWGQGTLVTVSS (RAEFZF91)

fiVEGF DAR
PIN

GSDLDKKLLEAARAGQDDEVRILMANGADVNARDSTGWTPLHLAAPWGHPEIV
EVLLKNGADVNAADFQGWTPLHLAAAVGHLEIVEVLLKYGADVNAQDKFGKTA
FDISIDNGNEDLAEILOGKAAGGGSGGGS (REFEE02)

#iVEGF HuN |QVQLVESGGGLVQPGGSLRLSCAASGYAYDTYYMGWFRQAPGKEREGVAGITS

b2z 2MUT LVSGVAYYKYYTDSVKGRFTISRDNSKNTVDLQMNSLRAEDTAVYYCAASRSG
LRARLLRPELYEYWGQGTLVTVSS (B5IE=S093)

fIVEGF HuN |QVQLVESGGGLVQPGGSLRLSCVASGDTYSSACMGWFRQAPGKEREGVATIC

b23 3MUT |TSTSMRTRYYADSVKGRFTISRDNSKNTVYLQMNSLRAEDTAVYYCATGHTVG
SSWRDPGAWRYWGQGTLVTVSS(EFIHS94)

iIVEGF HuN |[QVQLVESGGGLVQPGGSLRLSCAASGLSYRPGYMGWFRQAPGKEREGVAIITT

b35 4MUT GGVTHYADSVKGRFTISRDNSKNTVYLGMNSLRAEDTAVYYCALANWVQFPLR
VDGYKYWGQGTLVTVSS (RHES95)

Hu aVEGF__ |QVQLVESGGGLVQPGGSLRLSCAASGRTFSSYSMGWFRQAPGKEREFVAAIS

VHH__3MUT |KGGYKYDAVSLEGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCASSRAYGSSR
LRLADTYEYWGQGTLVTVSS(BRHIES96)

Hu__aVEGF_ |QVQLVESGGGLVQPGGSLRLSCAASGRTFSSYSMGWFRQAPGKEREFVAAIS

VHH_ 5MUT |KGGYKYDAVSVKGRFTISRDNSKNTVYLOMNSLRPEDTAVYYCASSRAYGSSR
LRLADTYEYWGQGTLVTVSS{RFFES97)

Hu__aVEGF__ |QVQLVESGGGLVQPGGSLRLSCAASGRTFSSYSMGWFRQAPGKEREFVAAIS

VHH__ 6MUT |KGGYKYYAVSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCASSRAYGSSR
LRLADTYEYWGQGTLVTVSS(RHIFES )

Tuy BEHES99~100

HITNFaVHH |QVQLQRESGGGLVAPGGSLRLSCAASGRTFSDHSGYTYTIGWFRQAPGKEREFV

(ER) — Rt ARIYWSSGNTYYADSVKGRFAISRDIAKNTVDLTMNNLEPEDTAVYYCAARDGIP

TSRSVESYNYWGQGTQVTVSSPSTPPTPSPSTPPGGCDDDDK (B &5101)

HITNF ¢ VHH

QVOLQESGGGLVQPGGSLRLSCAASGRTFSDHSGYTYTIGWFRQAPGKEREFV

(Ek) —aH ARIYWSSGNTYYADSVKGRFAISRDIAKNTVDLTMNNLEPEDTAVYYCAARDGIP
TSRSVESYNYWGQGTQVTVSSAEAAAKEAAAKEAAAKAGC (B5I&FS102)

MTNFaVHH |QVQLADSGGGLVQAGGSLRLSCAASGGTFSSIIMAWFRQAPGKEREFVGAVS

(THR)—aH WSGGTTVYADSVLGRFEISRDSARKSVYLQMNSLKFPEDTAVYYCAARPYQKY

NWASASYNVWGQGTQVTVSSAEAAAKEAAAKEAAAKAGC (EEFES103)

FAATNF o 3MU
T VHH(R™S X

QVQLQESGGGLVQAGGSLRLSCAASGGTFSSIIMAWFRQAPGKEREFVGAVS
WSGGTTVYADSVKGRFTISRDSARKSVYLAMNSLKPEDTAVYYCAARPYQKYN

) —aH WASASYNVWGQGTQVTVSSAEAAAKEAAAKEAAAKAGC (RFIES104)
HTINFa 774« |CGGGVDNKFNKEVGWAFGEIGALPNLNALQFRAFIISLWDDPSQSANLLAEAKK
i LNDAQAPK (B3 &2105)

HIL—1BscFv |EIVMTQSPSTLSASVGDRVIITCAASQSIDNWLSWYQQKPGKAPKLLIYRASTLA
—Elt SGVPSRFSGSGSGAEFTLTISSLQPDDFATYYCQGNTGGGVSIAFGQGTKLTVLG

GGGGSGGGGESGGGGSGGGGSEVQLVESGGGLVQPGGSLRLSCTASGFSLSSA
AMAWVRQAPGKGLEWVGIIYDSASTYYASWAKGRFTISRDTSKNTVYLGMNSL
RAEDTAVYYCARERAIFSGDFVLWGQGTLVTVSSSPSTPPTPSPSTPPGGC (B

JIZS106)

Hu_ aTNFaM
u__3MUT

QVQALVESGGGLVQPGGSLRLSCAASGGTFSSIIMAWFROQAPGKEREFVGAVSW
SGGTTVYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAARPYQKYNW
ASASYNVWGQGTLVTVSS(ERHNES107)
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Hu_ aTNFaM
u_5S5MUT

QVQLVESGGGLVQPGGSLRLSCAASGGTFSSIIMAWFRQAPGKEREFVAAISW
SGGTTVYADSVKGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCAARPYQKYNW
ASASYNVWGQGTLVTVSS (R25ES108)

Hu__aTNFaH

QVQLVESGGGLVQPGGSLRLSCAASGRTFSDHSGYTYTMGWFRQAPGKEREF

u__7MUT VARIYWSSGNTYYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAARD
GIPTSRSVESYNYWGQGTLVTVSS (BR7ES109)

T3y EHNFS110

Hu__aEGFR__ |[EVQLVESGGGLVQPGGSLRLSCAASGRTSRSYGMGWFRQAPGKEREFVAGIS

3MUT WRGDSTGYADSVKGRFTISRDNSKNTVDLQMNSLRPEDTAVYYCAAAAGSAW
YGTLYEYDYWGQGTLVTVSS (RAES111)

Hu_aHer2  |EVQLVESGGGLVQPGGSLRLSCAASGITFMRYAMGWYRQAPGKQREMVASIN

3MUT SGGTTNYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCNARWVKPQFI

DNNYWGQGTLVTVSS (RAFS112)

Hu__aPD1__1

EVAQLVESGGGLVQPGGSLRLSCAASGSIFSIHAMGWFRGQAPGKEREFVAAITW

02C3 SGGITYYEDSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAADRAESSWY
3MUT DYWGQGTLVTVSS(RHNEFS113)
Hu__aPD1__1 |[EVQLVESGGGLVQPGGSLRLSCAASGSIASIHAMGWFRQAPGKEREFVAVITW
oz2c12 SGGITYYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAGDKHQSSWY
S3MUT DYWGQGTLVTVSS (BFZEE114)

Hu__aPD1__1
02E2
3MUT

EVQLVESGGGLVQPGGSLRLSCAASGSISSIHAMGWFRQAPGKEREFVAAITW
SGGITYYADSVKGRFTISRDNSKNTVYLAQMNSLRPEDTAVYYCAADRAGQSSWY
DYWGQGTLVTVSS(BHES1156)

Hu__aPD1_1
02ES8

EVQLVESGGGLVQPGGSLRLSCAASGSIFSINAMAWFRQAPGKEREFVALISW
SGGSTYYEDSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAADRVDSNWY

3MUT DYWGQGTLVTVSS (RABS116)

Hu_ aPD1_1 |[EVQLVESGGGLVQPGGSLRLSCAASGRAFSSGTMGWFRQAPGKEREFVASIP
02H12 WSGGRTYYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAVKERSTGW
4AMUT DFAWGQGTLVTVSS(RHUES117)

Hu aCaffeine
SMUT

EVQLVESGGGLVQPGGSLRLSCAASGRTGTIYSMAWFRQAPGKEREFLATIGW
SSGITYYMDSVKGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCAATRAYSVGYD
YWGQGTLVTVSS (BEHMES118)

Hu__aEGFR__ |QVQLVESGGGLVQPGGSLRLSCAASGRTSRSYGMGWFRQAPGKEREFVAGIS

5MUT WRGDSTGYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAAAAGSAWY
GTLYEYDYWGQGTLVTVSS (EFHFS119)

aAng2_ D4 EVQLVESGGGLVQAGGSLRLSCVASGRIFTNTAMGWYRQAPGKWRELVATIYS
GGSTKYIDSVKGRFIISRDNTRNTVHLAMNSLKPEDTAVYYCNTVGAGSYWGQG
AQVTVSS(RIES120)

Hu_aAng2__ |QVQLVESGGGLVQPGGSLRLSCAASGRIFTNTAMGWYRQAPGKWRELVATIYS

D4__3MUT GGSTKYIDSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCATVGAGSYWGQ
GTLVTVSS (BAEFES121)

aAn2_ H4 EVQLVESGGDLVQAGGSLRLSCAASGFTFGDFTIGWFRQAPGKEREGVSCINT
GDGSTNYAESVKGRFTISSDNAKNTVYLAMNSLKPEDTAVYYCALDQAPMWSS
WSAPYEYDYWGQGTQVTVSS (RHFTE122)

Hu__aAng2__ |QVQLVESGGGLVQPGGSLRLSCAASGFTFGDFTMGWFRQAPGKEREGVAAINT

H4__ 6MUT GDGSTNYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCALDGAPMWSS

WSAPYEYDYWGQGTLVTVSS (B7EHE123)

aAng2_ BIOO
27

EVQLVESGGGLVQAGGSLRLSCAASGFTLDDYAIGWFRQAPGKEREGVSSIRD
NDGSTYYADSVKGRFTISSDNDKNTVYLQMNSLKPEDTAVYYCAAVPAGRLRF
GEQWYPLYEYDAWGQGTLVTVSS (BfES124)

Hu aAng2
0027 __2MUT

QVQLVESGGGLVAPGGSLRLSCAASGFTLDDYAMGWFRQAPGKEREGVASIR
DNDGSTYYADSVKGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCAAVPAGRLR
FGEQWYPLYEYDAWGQGTLVTVSS (BFE=2125)

aEpCam__Nb
4

QVQLVASGGGSVQGGASLRLSCAASGGERNNYCVAWFRQAPGKEREVAAISR
AASGAQTTTKYYVDSVKGRFTISGDTKNTATVYLQMNSHKPEDTAYCTAKAKIY
PPQCTGISRTIDYRGQGTQVTVSS (EI&ES126)

Hu_ aEpCAM
__Nb4__4MU
T

QVQLVESGGGLVQPGGSLRLSCAASGGERNNYCMGWFRQAPGKEREVAAISR
AASGAQTTTKYYVDSVKGRFTISRDNSKNTVYLQMNSLRPEDTAYCAAKAKIYP
PQCTGISRTIDYRGQGTLVTVSS (BEF&EHES127)
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aEpCam__Nb
4

QVQLVQSGGGLVQGGASLRLSCAASSGRAGLIHVAWFRAKNTLYRQVAAISSD
DTGFATLYYAVDSVKGRFTISQDTESTKYSYLQMNSLKPEDTIYCTAKLFSKTSY
QKFIYKFNYWGQGTQVTVSS (fi2d&#S128)

Hu_aEpCAM

QVQLVESGGGLVAQPGGSLRLSCAASGGRAGLIHMGWFRQAPGKYREVAAISSD

_Nb5_11M |DTGFATLYYAVDSVKGRFTISRDNSKNTVYLQMNSLRPEDTAYCTAKLFSKTSY
uTt QKFIYKFNYWGQGTLVTVSS (BN FEF129)

aEpCAM_Nb |[QVQQVQSGGGSVQAGASLRLSCAASSGLQQAIYVAWFRQAVGKEREVAAIGY
22 WYWYHIQVYKYYVDSVKDRFTISGDTKSTKTYLQMNSLKNEDTAYYCAKIHHLP

RQRQEHGIFDYRGQGTQVTVSS (25 %FE130)

Hu__aEpCAM

QVQLVESGGGLVAPGGSLRLSCAASGGLQQAIYMGWFRQAPGKEREVAAIGY

UT aH_CYS

_Nb22_6M |WYWYHIGQVYKYYVDSVKDRFTISRDNSKNTVYLAMNSLRPEDTAYYCAKIHHLP

uT RQRQEHGIFDYRGQGTLVTVSS (RHFES131)

FEDT) EHES132~140

Hu2H10 5M |QVQLVESGGGLVGPGGSLRLSCLASGRRFSIEAMGWYRGAPGKQRELVAIIDS

UT CYS GGSTDYVDSAKGRFTISRDNSKNTVYLQMNSLRAEDTAVYYCNVIGSSWYGRG
LDYWGQGTLVTVSSC (RAFS141)

Hu2H10 5M |QVQLVESGGGLVQPGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS

GGSTDYVDSAKGRFTISRDNSKNTVYLQMNSLRAEDTAVYYCNVIGSSWYGRG
LDYWGQGTLVTVSSAEAAAKEAAAKEAAAKAGC (RIIEE142)

Hu2H10 S5M
UT R86K A
87P aH_CY
S

QVQLVESGGGLVQPGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS
GGSTDYVDSAKGRFTISRDNSKNTVYLQMNSLKPEDTAVYYCNVIGSSWYGRG
LDYWGQGTLVTVSSAEAAAKEAAAKEAAAKAGC (RE7 %S 143)

Hu2H10 SM
UT L115Q a
H_CYS

QVALVESGGGLVAPGGSLRLSCLASGRRFSIEAMGWYRQAPGKQRELVAIIDS
GGSTDYVDSAKGRFTISRDNSKNTVYLQMNSLRAEDTAVYYCNVIGSSWYGRG
LDYWGQGTQVTVSSAEAAAKEAAAKEAAAKAGC (ERHEFEE144)

HuNb42 A88
P aH_CYS

QVQLVESGGGLVAPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYTDSVKGRFTISRDNSKNTLYLGMNSLRPEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSSAEAAAKEAAAKEAAAKAGC (B2 EFS145)

HuNb42Z T61
A A88P aH
_cvYs

QVQLVESGGGLVQAPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYADSVKGRFTISRDNSKNTLYLGMNSLRPEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTLVTVSSAEAAAKEAAAKEAAAKAGC (BRAIE S 146)

HuNb42 AB8
P L115Q aH
_cYs

QVQLVESGGGLVQPGGSLRLSCAASGFAYSTYSMGWFRQAPGKEREAVATINS
GTFRLWYTDSVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCAARAWSPYSS
TVDAGDFRYWGQGTQVTVSSAEAAAKEAAAKEAAAKAGC (RRIIER147)

RTINFa 774
RTF1Gly

CGGGVDNKFNKEVGWAFGEIGALPNLNALQFRAFIISLWDDPSQSANLLAEAKK
LNDAGAPKGGG(RHES148)

Hu__aTNFaM
u__3MUT aH
_CYSs

QVQLVESGGGLVQPGGSLRLSCAASGGTFSSIIMAWFRQAPGKEREFVGAVSW
SGGTTVYADSVKGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCAARPYQKYNW
ASASYNVWGQGTLVTVSSAEAAAKEAAAKEAAAKAGC (RZ3I#ES149)

Hu_aTNFaM
u_5MUT aH
__CYs

QVQLVESGGGLVAPGGSLRLSCAASGGTFSSIIMAWFRQAPGKEREFVAAISW
SGGTTVYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAARPYQKYNW
ASASYNVWGQGTLVTVSSAEAAAKEAAAKEAAAKAGC (F3|ES150)

Hu__aTNFaH
u__7MUT aH
__CYs

QVQLVESGGGLVAPGGSLRLSCAASGRTFSDHSGYTYTMGWFRQAPGKEREF
VARIYWSSGNTYYADSVKGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCAARD
GIPTSRSVESYNYWGQGTLVTVSSAEAAAKEAAAKEAAAKAGC (BB5IEB151)

IL—2 C125
§ aH_CYS

APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELK
HLQCLEEELKPLEEVLNLAGSKNFHLRPRDLISNINVIVLELKGSETTFMCEYAD
ETATIVEFLNRWITFSQSIISTLTAEAAAKEAAAKEAAAKAGC (EEFIES152)

IL—15__5MU

NWVNVISDLKKIEDLIGSMHIDATLYTESDVHPSCKVTAMQCFLSELQVISLESG

Pin G3S_CY
S

T aH_CYS |DASIHDTVENLTILANNSLSSNGYVTESGCKECEELEAKNIKEFLQSFVHIVQMF
INTSAEAAAKEAAAKEAAAKAGC (RRFIES153)
aTNFa__DAR |DLGKKLLEVARAGQDDEVRILMANGADVNAADHQSFTPLHLYAIFGHLEIVEVL

LKNGADVNASDWHGNTPLHLAAWIGHLEIVEVLLKYGADVNATDHSGSTPLHL
AATLGHLEIVEVLLKYGADVNAQDKFGKTAFDISIDNGNEDLAEILQKAAGGGSG
GGSC(EHNES154)

aPDL1_Nb1

QVQLQESGGGLVQAGGSLRLSCATSGSIFSIISMGWYRQAPGKQRELVALVFR
GGSTVYADSVKGRFTISGDIAKNTVYLQMDSLKPEDTAVYYCNVKSIGTAQGYWG
QGTQVTVSS (BRI ES155)
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Ex [k

Hu_ aPDL1_ |[QVQLVESGGGLVQPGGSLRLSCAASGSIFSIISMGWYRQAPGKQRELVALIFRG

Nb1_4MUT |GSTVYADSVKGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCAVKSIGTAQYWG
QGTLVTVSS (3 &EFS156)

aPDL1__Nb1 |[EVQLVESGGGLVQAGGSLRLSCAASGVDASNSAMGWYRQAPGKQREWVARIT

04E10 GGGLIAYTDSVKGRFTISRDNAKSTVYLQMNSLEPEDTAVYYCNTINSRDWGQG
TQVTVSS (R ES157)

Hu_ aPDL1__ |QVQLVESGGGLVQPGGSLRLSCAASGVDASNSAMGWYRQAPGKQREWVARIT

Nb104E10__ |GGGLIAYTDSVKGRFTISRDNSKSTVYLAMNSLRPEDTAVYYCATINSRDWGQG

1MUT TLVTVSS(RHEFES158)

aPDL1__NbG
5

QVQALQAESGGGLVAPGGSLRLSCAASGSFFRTYIVSWYRQAPGKRREAVAVMS
NSGNTNYADSVKGRFTISRDNAVNTVYLQMNSLKPEDTAVYYCNLLKVTVVPPA
NYWGQGTQVTVSS (E5EE159)

Hu_aPDL1__
NbG5 4MUT

QVQLVESGGGLVQPGGSLRLSCAASGSFFRTYIMGWYRQAPGKRREAVAVISN
SGNTNYADSVKGRFTISRDNSKNTVYLAQMNSLRPEDTAVYYCALLKVTVVPPA
NYWGQGTLVTVSS (BR3EFES160)

aPDL2_ 1083
E4

EVQLVESGGGLVQAGGSLRLSCAASGSTFSNYVSNYAMGWGRQAPGTQRELYV
ASISNGDTTNYADSVKGRFTISRDNAKNTVYLAMNSLKPEDTAVYYCFEHQVAG
LTWGQGTQVTVSS (BEFIFES161)

Hu__aPDL2__
103E4 2MU
-

QVQLVESGGGLVQAPGGSLRLSCAASGSTFSNYVSNYAMGWGRQAPGKQRELYV
ASISNGDTTNYADSVKGRFTISRDNSKNTVYLOMNSLRPEDTAVYYCAEHQVAG
LTWGQGTLVTVSS(EEHNES162)

aPDL2__103
ES

EVQLVESGGGLVQTGGSLRLSCAASGFTLDYYGIGWFRQAPGKEREGVSFISG
SDGSTYYAESVKGRFTISRDKAKNTVYLAOMNSLKPEDTAVYYCAADPWGPPSIA
TMTSYEYKHWGQGTQVTVSS(FfRIIEE163)

Hu__ aPDL2__
103E5__4MU
-

QVQLVESGGGLVQPGGSLRLSCAASGFTLDYYGMGWFRQAPGKEREGVAFIS
GSDGSTYYAESVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAADPWGPPS
IATMTSYEYKHWGQGTLVTVSS (BEEHNEFES164)

aPDL2 Nbi1 |[EVQLVESGGGLVQAGGSLRLSCAASGRTFSSGTMGWFRRAPGKEREFVASIP

03F10 WSGGRTYYADSVKDRFTISRDNAQNTVFLAMNSLKPEDTAVYYCAFKERSTGW
DFASWGQGIQVTVSS(EHEE165)

Hu_aPDL2__ |QVQLVESGGGLVQPGGSLRLSCAASGRTFSSGTMGWFRQAPGKEREFVASIP

Nb103F10_ |WSGGRTYYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAFKERSTGW

SEMUT DFASWGQGTLVTVSS (EH|#ES166)

Hu alL—1B |[QVQLVESGGGLVQPGGSLRLSCAASGGYYYSSFYWGWFRQAPGQGLEAVATIP

_BC_S5MUT |YYYTYYTDSVKGRFTISRDNSKNTVYLGMNSLRPEDTAVYYCASYNIHNFWGQG
TLVTVSS(EEFEE167)

Hu_alL—1B |QVQLVESGGGLVQPGGSLRLSCAASGSYSYSYSWGWFRQAPGQGLEAVAAIV

_6C_3MUT |YYYTYYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCASYAPFPFWGQG

TLVTVSS(EFEFEH168)

Hu_ alL—1B

QVQLVESGGGLVAPGGSLRLSCAASGGYSYYSWGWFRQAPGQGLEAVASIAY

_11H_3MU |YYTYYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCAYSDIISYWGQGTL
T VTVSS (BEHES169)
Hu_alL—1B |QVQLVESGGGLVQPGGSLRLSCAASGSYYSSSYGGWFRQAPGQGLEAVATIPY
_12D_2MU |YTSYADSVKGRFTISRDNSKNTVYLQMNSLRPEDTAVYYCASFFPFFYWGQGTL
T VTIVSS(BEFHES170)
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>2H10 QuQL LSCLA IEAMGWYRQAPGKQRELVAI IDSGGSTDYV
>2H10_N112Q QVQLVESGGGLVQAGGSLRLSCLA: TEAMGWYRQAPGKQRELVAI IDSGGSTDY
>2H10_5MUT QVQLVESGGGLVQAGGS LRLSCLASGRRFS IEAMGWYRQAPGKQRELVAI IDSGGSTDYV
>2H10_6MUT QVQL tel SCLA IEAMGWYRQAPGKQRELVAIIDSGGSTDYA
>HU2H10_SMUT QVQLVE! 7L RL A IEAMGWYRQAPGKQRELVAIIDSC TDY
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INTERNATIONAL SEARCH REPORT

JP 2025-512357 A 2025.4.17

International application No.
PCT/US 23/65778

A, CLASSIFICATION OF SUBJECT MATTER
IPC - INV. CO7K 16/18 (2023.01)

ADD. AG1K 31/728 (2023.01)

CPC - INV. AB1K 39/3055, CDBL 5/08

B. F lELDS SEARCHED

ADD. CO?K 2317/557 A61K 31!728 CO7K 2317/569 COTK 2317!565

See Search History document

Minimum documentation searched (classification system followed by classification symbols)

See Search Histoty document

Documentation searched other than mmimum documentation to the extent that such documents are included i the fields searched

Sea Search History document

Electronic data base consulted during the intemational search (name of data base and, where pructicable, search terms used)

C. DOCUMENTS CONSIDERED TOQ BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant i:)assages Relevant to claim No.
A US 2021/0046181 A1 (VALITOR, INC.) 18 February 2021 {18.02.2021) abstract, para [D07D] 1-3
A US 2011/0053868 A1 (SAUNDERS et al,) 3 March 2011 (03.03.2011) para [0388], Fig 19, SEQ | 1-3
10 NO: 361
LA US 2020/0095340 A1 (HARPOON THERAPEUTICS, INC.} 26 March 2020 {26.03,2020) 1-3
' abstract, SEQ ID NO: 43
A | WO 2021/046158 A1 (GENENTECH, INC.) 11 March 2021 (11,03.2021) abstract, para [0013], 1-3
SEQID NO 4
A WO 2022126330 A1 (PROMAB BIOTECHNOLOGIES, INC. et al.) 3 February 2022 1-3
{03.02.2022) abstract, dalim 1, SEQ ID NC: 3

‘:] Further documents are Ilsted in the continuation. of Box C.

D See patent family annex.

is cited to establish the publication date of any
special reason (as specified)
" document referring toan oral disclosure, use, exhibition orother means

citation or other

the priority date claimed

Special categories of cited documents; VT later document published after the international filing date or priori
“A™ document defining me general state of the art which is not considered date and not in conflict with the application but cited to understani
to be of particular relevance - the prineiple or theory waderlying the invention
“D”  docwment ¢ited by the applicant in the mtemntmnal application “X" document of d feul 'b e :‘he d‘ i Jlnvennon cannot be
e considered nove or cannot be considered to involve an inventive step
E eagher appllcatlun or patent but published on or'after the international when the dogument i taken slone
uL» documem which may throw doubts on priority claim(s) or which “Y™ ' document of particular relevance; the claimed invention cannot

be considered to involve an iiventive step when the document is
combined with one or more other such documents, such cotbination
beitg abvious w0 a person skilled in the art

"P" docutnent published prior to the interational filing date but later than  “&”  document member of the same patent family

Date of Lhe actual completion of the international search

5 September 2023 {05.09.2023)

Date of muiling of the international search report

SEP27 2003

Name and mailing address of the ISA/US

Mall Stop PCT, Attn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-8300

Authorized officer

Kari Rodriquez

Telephone No, PCT Helpdesk: 571-272-4300

Form PCT/ISA/210 (second sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT .| Intemational application No.

PCTIUS 23/65778

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.¢ of the first sheet)

1. With regard to any nucleotide and/or amino acfd sequence disclosed in the international application, the intemational scarch was
carrled out on the basis of a sequence listing:

a. forming part of the international application as filed.

b. D furnished subsequent to the international. fi ling date for-the purposes of international search (Rule 13ter, 1{a)),

D accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the
internationat application as filed,

2. |:| With regard to any nucleotide and/or amine acid sequence disclosed in the internationsl application, this report has been
established to the extent that 2 meaningful search could he carried out without a WIPQ Standard ST.26 comphiant sequence
listing.

.3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1)) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS 23/85778

Box No. IT Observations where certain claims were fonnd unsearchable (Continuation of item 2 of first sheet)

This international s¢arch report has not been éstah[ished_in'mspecl of certain claims under Article 17(2)(2) for the following reasbns:

|:| Claims Nos

hecamse they relate to subject matter not required to be searched by this Authomy, namely:

2. D Claims Nos.:

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

3. g Claims Nos.: 4-17, 18-34, 3747
because they are dependent ¢laims and are not drafted in accordance with the second and third seutenws of Rule 6.4(a).

Box No. 11l  Observations where uniity of invention is lacking (Continuation of item 3 of first sheet)

This Interngtional Searching Authority found multiple inventions in this intemational application, as follows:
--——- 56a pxtra shoet -————-—

1. |:I As all required additional search fees were tlmely pald by the applicant, th]s international search report covers all searchable
claims.

2. D As all searchable claims could be scarched without effort justifying additional fees, this Aunthority did not invite payment of
additional fees.

3. I:I As only some of the requn'ed additional search foes were timely pa.'ld by the applicant, this intgrnational search report covers
only those claims for which fees were paid, specifically claims Nos.:

to the invention first mentioned in the claims; it is covere claims Nos.:
1-3, limited to SEQ [D NOs: 1-4

4, No required additional search fees were titnely paid by the agg;cant Comequemly, thig international search report is restricted

Remark on Protest D The additional search fees were accompanied by the app[ici;nl's protest and, where applicable, the
payment of a protest fee.

fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees.

D The additional search faes were accotnpanied by thc applicant's protest but the applicable protest
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INTERNATIONAL SEARCH REPORT Taiornational appliation No.

PCT/US 23/65778

Continuatlon of Box No. ill, Observations whare unity of Invention Is lacking:

This application contains the following inventions o groups of inventions which are not so linked as to form a single general Inventive
caoncept undar PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be pald. -

Group I+: Clams 1-3 directed to a peptide having Formula (|): FR1-CDR1-FR2-CDR2-FR3-CDRI-FRY,

wherain CDR1, CPR2, and CDR3 are. each independently complementarity-detarmining raglons. The Formula 1 peptide may be
searchad, for axample, to the extent that X1 comprises a Formula | peptide that comprises:

a FR1 (SEQ ID NO: 1) whereln X10 s Q, Xi1is V, X125 8, X13 Is L X14isV,X15ia P, X1818 G, X17 Is A, and X185 A; aFR2
(SEQ ID NO: 2) wherein X20is M, X211s G, X22is F, X23is A, X24 s E, X25is R, X26 is F, X27 is A, and X285 [s A;

a FR3 (SEQ D NO: 3) whareln X30 is A, X31 is R, X3218 N, X33 18 S, X34 is N, X3515 T, X36 is Y, X37 is N, X38 |s &, X39a Is P andX
38b s V; and ; a FR4 (SEQ ID NO: 4) wherein X40is Q and. X41 s L .

The first named invention was determined based on the amine acld sequences In claim 1.

This first named invention has been selected based on the guldance set forth In section 10.54 of the PCT International Search and '
Preliminary Examination Guidalinas. It is bellaved that daims 1-3 limited to said Formula | paptide encompass this first named invention,
and thus these clalms will be saarched without fee to the extent that the peptide ericompasses sald amino acid selactions. Additional
Formula | peptides will be searched upon the payment of additional fees. Applicants must spacify the claims that encompass any
additicnally electad Formula | peptides. Applicants must further indicate, If applicable, the claims which encompass the flrst hamed

be applled to the ™+" group(s) will result In only the first claimad Invention to be searched, An exemplary etaction would be a Formula |
peptide that comprises: - . .

a FR1(SEQ ID NO: 1) wharein X10is E, X118 Q, X12is T, X131s §, X14 Is A, X15Is A, X16is D, X17 is V, and X181 V; aFR2
(SEQ ID NO: 2) wherein X20 Is |, X211s 8, X22 is Y, X23 la V, X24.1s G, X25 s L, X26 is G, X27 i5,G, and X28 is 8;

a FR3 (SEQ ID NO: 3) wharein X30 Is G, X31 is Q, X32 is $, X33 IsA, X34 |5 K, X35 Is M, X36 is D, X37 Is D, X38 ia N, X30a s A andX
38bis M; and ; a FR4 (SEQ ID NO: 4) whereln X40 Is K and X41is Q (Claim 1).

Group I: Claim 18, directad to acompositlon comprising & eonjugate of Formula llb: (X1 -X2A -Y)n-Z (llb), wherein each X1 Is .
independently a peptide having a molecular weight of from about 5 kDa to about 200 kDa, each X2A is a paptide linker that comprises
an alpha-helix; each Y is an organic linker; Z is a biocompatible polymer of about 0.1 MDa to about 3 MDa; and subscript i Is an Integer
of from 1 10 1500, :

“

Group I+ Claims 35-36, directed to a conjugate composition that is a random polymer (about 0.8 MDa) of Formuta llla, (X-X2-Y-Z1)n-
(Z2)p-(Z3)q , whereln X1 is a peptide, X2 la a [Inker with sequenca AEAAAKEAAAKEAAAKAGC (8EQ ID NO: 21);

" Y Is an organic linker [sea claim 32], sach X1-X2-Y-Z1 molety hag the structure [see claim 35] each Z2 has structure In claim 35 (R1,
R2 are ethyl or -{(ch2)3-NMe2), Z3 has structure shown whersin Z3a is OH or ¥ {organic linker as above), and n, p, and q are integers
of: 10-300 {<10% of total integer numbaer), 1-15 {less than 0.5%) and 1000 to 3000, respectively, for n, p, and q. Group |Il+ will be
searchad upon payment of additional fees, The Formula llla polymer conjugate miay ba searched, for example, to the extent that the X1
ploypeptide comprises SEQ ID NO: 55. It is balleved that claim 35, limited to said conjugata molecula, read on this exemplary invention, ©
Additional Formula Illa polymer conjugates will be searched upon the payment of additional fees. Applicants must epechy the clalms that
sncompass any additionally electad Farmula llla polymer conjugates. Failure to clearly identify how any paid additional inventlon fees

_are to be applied to the "+” group(s) will resuit In only the first claimed invertion to be searched, An exemplary election would ba a
Formula llla polymer conjugate whersin the X1 ploypeptide comprisas an antl-VEGF amino acid sequence comprising SEQ ID NO: 67
(Claim 36). ' . . ' ,

The Inventions listed as Groups |+, Il and [11+ do not relats to a single general Inventive concept under PCT Rule 13.1 because, under
PCT Rule 13.2, they lack the same or cerresponding special technical features for the following reasons: .
Special Technical Features s '

No technical features are shared batwaen the aming ackl sequences of tha Inventlons of Group |+ or Group Ill+ and, accordingly, these
groups lack unity a priori. Additionally, even If the Inventions listed.as Group I+ wara considared to share technical features, these shared
technical featuras are previously disclosed by the priar art, as further discussed below.

Gﬁ:up H+ qu-uiras a peptide having Farmula {): FR1-CDR1-FR2-CDR2-FR3-CDR3-FRd, whersin COR1, CDR2, and CDR32 ara each
Indepsndently complementarity-determining regions, hot required by Groups Il and [[1+.

Grﬂl:lp Il requires a conjugate of Farmula [Ib: {X1 -X2A -Y)n-Z, not required by Groups I+ and [ll+.

Group [II+ requires a conjugate composition that is a random polymer (about 0.8 MDa) of Formula llla, (0-X2-Y-21)n-(Z2)p-(23)q, not
required by Groups [+ and II,

| Cemmon Technical Fealures

‘The inventicns of Groups I+, Il and |1+ share the technical feature of polypeptides, e.g. antibodies or a part theracf.

However, this shared technlcal feature does not represant a contrlbution over prior art, because the sharad technical feature Is taught by
However, thls shared technical featura does not represent a contribution over prior art, because the shared technical feature Is made
obvious by US 2021/0046181 Al o Valitor Ing (hereinafter "Valitor'). Valitor teaches peptides, such as antibody fragments {absiract
"The present disclosure Is directed to peptide-polymar conjugates”, para [0070] “antibodies, such as single domain antibodiss are useful
in the present Invention ... an antibody fragment canslsting of a single monomeric variable antkody domaln, Like a whole antibody, the
8dAb s able to bind selectively to a specific antigen. With a molecilar weight of only 12-15 kDa, single domaln antlbodies are much
emalisr than common whole antibodies {150-160 kDa). A single domain antibady is a peptide chain of about 110 amino aclds In length,
comprising onhe varlable domain (VM) of a heavy chaln antibody” )

Hrkibitink ki Do Nt Extra Sheet to non!inué AR ik ik e ok bk i e

Invention, If different than what was Indlcated above for this group. Failure to claarly identify how any paid additional invention fees are to |.
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Continuation of Box No. lll, Obsarvations where unity of invention is lacking:

Tha inventions of Grouge || and lll+ share the technical feature of a conjugate polymer.comprising (X1 -X2A Yin-2{XI-X2-Y-Z1)n,

. whereln wheraln each X1 is independently a peptide having a molecular weight of from about 5 kDa to about 200 kDa, each X2A s a
peptide linker that comprises an alpha-haltx; each Y s an organic linker; 2'is a biocompatible, hyaluronic acid-based polymer of about
0.1 MDa to about 3 MCa; and subscript n is an Integer of from 1 fo 1500. i

Howaever, this shared technical feature does net represent a contribution over prior art, becauss the shared technical feature is mede
obvious by Valltor. Valiter teaches paptide-iinker-hyaluronic acid-based polymar conjugates {para [0077] “The conjugates of the present
invention can be described as compounds of Formula I: {X-Y)n-Z, where X Is [a] peptide ... Z is the biocompatibla polymar ... ¥ ls an
optional linker, and subscript n is from 5 to 500.") having a hyaluronic acid polymer from about 0.1 MDa to about 3 MDa (para [0047]
“The present invention provides conjugates of high molecular welght polymers and a plurality of peptides that possess a potency greater
than a simliar concentration of the unconjugated peptide. in some embodiments, the present Invention provides a conjugate of &
biocompatible polymer having a malecular welght of from about 0.1 MDa to about 3 MDa", para [0050] " In some embodiments, the
blocompatible polymer can be hyaluronlc acid.”) and peptides conjugated by organic linkers (para [0133] °, the conjugates can be
engineered with specific macromolacular propettles... conjugating an anti-nflammatory paptide to HyA [hyauronic ackl moiety])and
organic linkers (para [0080] "The linkers useful In the present invention are small and generally have'a molecular weight from about 100
Da to about 500 Da containing two functional groups consisling of a maleimide and either an amine or hydrazide*),compare applicant
organlc linkers with linkara shown In para [0081] and see Fig. 1, step 2 of Valltor {bottom right): a peptide {as in applicant's X) is
connhected via an organic linker (as In applicant Y} 1o a hyaluronic acid malety (as In Z1 of applicant), and further teaches peptide linkers
(para [0083] "Linkers useful in the conjugates of the present Invention can also be short peptides. A fiexible, semifiexlble, rigld paptide
linkar may be included™) as in applicant X2. Since Valitor teaches peptide-inker-hyaluronic acid-based polymer conjugates having many
features of the various X1 -X2A -¥)n-Z/(XI-X2-Y-21)n conjugates of the appllcant, it would have been obvious to an arfisan of ordinary
skillin the art, using routine experimentation, to produce the peptide-linker-hyaluroinic acid conjugate compositions of the appilcant,

As tha technical features were known In the art at the time of the invention, they cannot be conalderad special techhical features that
would ctherwise unify the groups.

Groups I+, Il and I!I+ therefore lack unity under PCT Rule 13 bacause they do not share the same or corresponding special technical
feature.
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