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FIG. 1A: The cDNA (SEQ ID NO:1) and amino acid sequence (SEQ ID NO:2) of 191P4D12.
The start methionine is underlined. The open reading frame extends from nucleic
acid 264-1796 including the stop codon.

1 ggccgtegttgttggecacagegtgggaagcagetctgggggageteggagetceecgate

61 acggcttcttgggggtagetacggetgggtgtgtagaacggggeeggggetggggetggg
121 tcccctagtggagacccaagtgcgagaggcaagaactctgecagettectgecttetgggt
181 cagttccttattcaagtctgcagecggecteccagggagatcteggtggaacttcagaaac
1 M P L S L GAEMUW®WGP E
241 gctgggcagtctgectttcaaccATGCCCCTGTCCCTGGGAGCCGAGATGTIGGGGGCCTG
14 A WL L LLILLLASF TG R CUP A G E
301 AGGCCTGGCTGCTGCTGCTGCTACTGCTGGCATCATTTACAGGCCGGTGCCCCGCGGGTG
34 L ET S DV VTV VL GQDAIZ KT LU©PTCF
361 AGCTGGAGACCTCAGACGTGGTAACTGTGGTGCTGGGCCAGGACGCAAAACTGCCCTGCT
54 Y R G DS GE QV G Q VA WAI RV DAG
421 TCTACCGAGGGGACTCCGGCGAGCAAGTGGGGCAAGTGGCATGGGCTCGGGTGGACGCGG
74 E GA Q ELATILTLUHS K Y G L HV S P A
481 GCGAAGGCGCCCAGGAACTAGCGCTACTGCACTCCAAATACGGGCTTCATGTGAGCCCGG
%4 Y E G RV EQP P P PRNUPILUDG S V L
541 CTTACGAGGGCCGCGTGGAGCAGCCGCCGCCCCCACGCAACCCCCTGGACGGCTCAGTGC
114 L R NAYV Q A DEGEYET CIRVY S TF P
601 TCCTGCGCAACGCAGTGCAGGCGGATGAGGGCGAGTACGAGTGCCGGGTCAGCACCTTCC
134 A G S F QARILURILIRVYV LV P PTL P S L
661 CCGCCGGCAGCTTCCAGGCGCGGCTGCGGCTCCGAGTGCTGGTGCCTCCCCTGCCCTCAC
154 N P GP AL EEGQGULTTILAA ASTCT A
721 TGAATCCTGGTCCAGCACTAGAAGAGGGCCAGGGCCTGACCCTIGGCAGCCTCCTGCACAG
174 E G S P A P S VTWIDTEV K GTT S S
781 CTGAGGGCAGCCCAGCCCCCAGCGTGACCTGGGACACGGAGGTCAARAGGCACAACGTCCA
194 R S F K HSRSAAV TS EUFHTULV P S
841 GCCGTTCCTTCAAGCACTCCCGCTCTGCTGCCGTCACCTCAGAGTTCCACTTGGTGCCTA
214 R S MNGOQ?PILTU CV V S HUPGU LTUL QD
901 GCCGCAGCATGAATGGGCAGCCACTGACTTGTGTGGTGTCCCATCCTGGCCTGCTCCAGG
234 Q R I T H I L. HV 8§ F L A E A S V R G L
961 ACCAAAGGATCACCCACATCCTCCACGTGTCCTTCCTTGCTGAGGCCTCTGTGAGGGGCC
254 E D Q NLWUHTIGIREUGAMTLIE KT CTL S E
1021 TTGAAGACCAAAATCTGTGGCACATTGGCAGAGAAGGAGCTATGCTCAAGTGCCTGAGTG
274 G Q PP P S YNWTRUILUDGU®PTILUZPS GV
1081 AAGGGCAGCCCCCTCCCTCATACAACTGGACACGGCTGGATGGGCCTICTGCCCAGTGGGG
294 R VD GDTULSGU FPPILTTEHSGTI Y
1141 TACGAGTGGATGGGGACACTTTGGGCTTTCCCCCACTGACCACTGAGCACAGCGGCATCT
314 v ¢HVSNZEUZFSSRDS Q VTV DV L
1201 ACGTCTGCCATGTCAGCAATGAGTTCTCCTCAAGGGATTCTCAGGTCACTGTGGATGTTC
334 D P Q EDSGIZ K QV DI LV S A SV V VYV
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1261 TTGACCCCCAGGAAGACTCTGGGAAGCAGGTGGACCTAGTGTCAGCCTCGGTGGTGGTIGG
3% G VI A AL LVFCLUILVVVVVILMSR
1321 TGGGTGTGATCGCCGCACTCTTGTTCTGCCTTCTGGTGGIGGTGGTGGTGCTCATGTCCC
374 Y HR REKAQQMTOQE K Y EEZETLTTLT
1381 GATACCATCGGCGCAAGGCCCAGCAGATGACCCAGAAATATGAGGAGGAGCTGACCCIGA
3 R E N S I R R L H S HHTDUPI RS Q P E
1441 CCAGGGAGAACTCCATCCGGAGGCTGCATTCCCATCACACGGACCCCAGGAGCCAGCCGG
44 E S V G L R A EGHUPUDSUILIEKUDNDNS S S C
1501 AGGAGAGTGTAGGGCTGAGAGCCGAGGGCCACCCTGATAGTCTCAAGGACAACAGTAGCT
434 S vM SEEPEGRSYSTULTTV RE
1561 GCTCTGTGATGAGTGAAGAGCCCGAGGGCCGCAGTTACTCCACGCTGACCACGGTGAGGG
454 I ETQTETLTILS PGS GRAZEEEED
1621 AGATAGAAACACAGACTGAACTGCTGTCTCCAGGCTICTGGGCGGGCCGAGGAGGAGGAAG
474 Q DEGI KQAMNUHEZEFV QENGTTUL R
1681 ATCAGGATGAAGGCATCAAACAGGCCATGAACCATTTTGTITCAGGAGAATGGGACCCTAC
494 A K PTGNGTIVYTINGURGUHTLV *
1741 GGGCCAAGCCCACGGGCAATGGCATCTACATCAATGGGCGGGGACACCTGGTCTGAccCa
1801 ggcctgecteectteectaggectggetecttetgttgacatgggagattttageteate
1861 ttgggggcctccttaaacaccecccatttettgeggaagatgeteeccateccactgactg
1921 cttgacctttacctccaacccttcetgttcategggagggectecaccaattgagtectetee
1981 caccatgcatgcaggtcactgtgtgtgtgcatgtgtgectgtgtgagtgttgactgactg
2041 tgtgtgtgtggaggggtgactgtccecgtggaggggtgactgtgtecgtggtgtgtattatyg
2101 ctgtcatatcagagtcaagtgaactgtggtgtatgtgccacgggatttgagtggttgegt
2161 gggcaacactgtcagggtttggegtgtgtgtcatgtggectgtgtgtgacctcetgectgaa
2221 aaagcaggtattttctcagaccccagagcagtattaatgatgcagaggttggaggagaga
2281 ggtggagactgtggctcagacccaggtgtgecgggcatagetggagetggaatcetgectec
2341 ggtgtgagggaacctgtcetectaccactteggagecatgggggcaagtgtgaagecageca
2401 gtccctgggtcagecagaggettgaactgttacagaageectetgeectetggtggecte
2461 tgggcectgctgcatgtacatattttetgtaaatatacatgegecgggagettettgeagy
2521 aatactgctccgaatcacttttaatttttttettttttttttettgeectttecattagt
2581 tgtattttttatttatttttatttttatttttttttagagatggagtctcactatgttge
2641 tcaggctggcecttgaactcctgggetcaagcaatectectgectecagectecctagtage
2701 tgggactttaagtgtacaccactgtgcctgctttgaatcctttacgaagagaaaaaaaaa
2761 attaaagaaagcctttagatttatccaatgtttactactgggattgettaaagtgaggee
2821 cctccaacaccagggggttaattcctgtgattgtgaaaggggetacttccaaggeatett
2881 catgcaggcagccccttgggagggcacctgagagetggtagagtctgaaattagggatgt
2941 gagcctcgtggttactgagtaaggtaaaattgeatccaccattgtttgtgataccttagg
3001 gaattgcttggacctggtgacaagggctectgttcaatagtggtgttggggagagagaga
3061 gcagtgattatagaccgagagagtaggagttgaggtgaggtgaaggaggtgctgggggty
3121 ageatgtcgecttteccectgggttttggatcactaattcaaggetettetggatgttte
3181 tctgggttggggctggagttcaatgaggtttatttttagetggeccacecagatacacte
3241 agccagaatacctagatttagtacccaaactcttcttagtctgaaatctgetggatttcet
3301 ggcctaagggagaggcteccatecttegttececcagecagectaggacttegaatgtgga
3361 gcctgaagatctaagatcctaacatgtacattttatgtaaatatgtgeatatttgtacat FIG- 1A
3421 aaaatgatattctgtttttaaataaacagacaaaacttgaaaaa (continued)
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FIG. 1B: The cDNA (SEQ ID NO:3) and amino acid sequence (SEQ 1D NO:4) of
Ha22-2(2,4)6.1 heavy chain. Double-underlined is the leader sequence, underlined is the heavy
chain variable region, and underlined with a dashed line is the human IgG1 constant region.

MELGILCWVVFLVYVATITLE

1  GGIGATCAGCACTGAACACAGAGGACTCACCATGGAGTTGGGGCTGTGCTGGGTTTTCCTTGTTGCTATTTTAGA
‘G VQCEVQLVESGGGLVQPGGSTUILUZRILS

76  AGGIGTCCAGTGTGAGGTGCAGCTGGTGGAGICTGGGCGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACTCTC
‘CAASGFTVFSSYNMNWVROQAPGI KTGTLE
151 CTGTGCAGCCTCTGGATTCACCTTCAGTAGCTATAACATGAACTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGA
“WVvVSsSyYyIsSsSsSSsSSTIYYADSVEKGRETTIS
226  GTGGGTTTCATACATTAGTAGTAGTAGTAGTACCATATACTACGCAGACTCTGTGAAGGGCCGATTCACCATCTC
‘R DNAKNSLSLOQMNSILRDETDTA AVYYTC
301 CAGAGACAATGCCAAGAACTCACTGTCTCTGCAAATGAACAGCCTGAGAGACGAGGACACGGCTGTGTATTACTG
*ARAYYYGMDVWGQGTTVTVSSASTK
376  IGCGAGAGCATACTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCCTCCACCAA
‘G P SVFPLAPSSIK ST SGGTA AALGT CTLYV

451  GGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGEGGECACAGCGECCCTGGGCTGCCTGGT

K DYFP PEPVTVS WNSGALTSGVHTTFP
526  CAAGGACTACTTCCCCGAACCGGTGACGGIGTCGIGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCC

‘A VLQSSGLYSLSSVVTVPSSSILGTDQ
601  GGCIGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCA

‘T Y I CNVNUEZKZPZSNTIE KV VDI KRVETPIZ KT ST CTD
676  GACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGA

‘K THTCPZPCPAPETLTLG GG G?PSVV FTILTFUPTPHK
751  CAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCARA

‘P K DTLMTISRTZPEVTC CVVVDVSHETDFP
826  ACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGEGTGGACGTGAGCCACGAAGACCC

‘EVKFNWYVDGVEVHNAEKTIE RKTPRETEQ QY
901 TGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTA

‘N S TYRVVSVLTVLHQDWILNGIZ KETYZKTEC
976  CAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTG

‘K VS NEKALUPAPTIEZ KTTISIE KA AZ KGO QPTREF?P
1051 CAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC

‘Q VYTLPPSREEMTIE XKNOQVSILTT CTLTVZEKSGEG
1126  ACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGG

P YPSDIAVEWES SNGQPENNYIZ KTTU?PTP
1201 CTTCTATCCCAGCGACATCGCCGTGGAGTGCGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCC

*VLDSDGST FFLYSZ KILTVDIEKST RWOQOQGN
1276  CGIGCTGGACTCCGACGGCTCCTICTICCTCTATAGCARGCTCACCGT GGACAAGAGCAGGTGGCAGCAGGGGAA

*VFSCSVMHEALHNIHEHEYTOQIEKSTILSTILSUPG
1351 CGICTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCCCCEEG

FIG. 1C: The cDNA (SEQ ID NO:5) and amino acid sequence (SEQ ID NO:6) of
Ha22-2(2,4)6.1 light chain. Double-underlined is the leader sequence, underlined is the light
chain variable region, and underlined with a dashed line is the human kappa constant region.

MDMRYVPAQLILGLULTILUILWEFEF

1  AGICAGACCCAGTCAGGACACAGCATGGACATGAGGGTCCCCGCTCAGCTCCTGGEGCTCCTGCTGCTCTGGTTC

PGSRCDIOQMTOQSUPSSVSASVGDRVT

76  CCAGGTTCCAGATGCGACATCCAGATGACCCAGTCTCCATCTTCCGTGTCTGCATCTGT TGGAGACAGAGTCACC
I TCRASQGTISGWILAWYOQQZEKZPGI KA ATPHTK

151 ATCACTTGTCGGGCGAGTCAGGGTATTAGCGCCTGGTTAGCCTGGTATCAGCAGAAACCAGGGAAAGCCCCTAAG
FLIYAASTULOQSG GVPSURTFZSGSGSGTTD

226  TTCCTGATCTATGCTGCATCCACTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAT
FTLTTISSUILQPETDZFATYYCOQOQANTST FTP

301 ITCACTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTACTATTGTCAACAGGCTAACAGTTTCCCT
PTFGGGTI KVYVETIIZ KRTVAAPSVYVFTITFTPFP

376  CCCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGAACTGTGECTGCACCATCTGTCTTCATCTTCCCGCCA
S DEQLZEKSGTASVVCLILNNZEFYZPREATIK

451 TCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAA

VQWEKVDNALO QS GNS SOQEZ SV VTETU QDSIE KT?D
526  GTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGT GTCACAGAGCAGGACAGCAAGGAC

S TYSLSSTLTUILSI KADTYEZ KHZEKVYVYATCE
601  AGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCARAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAA

VTHQGLSSPVTIZ KS ST FNRGETC *
676  GTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGTTAG
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FIG. 1D: The amino acid sequence (SEQ 1D NO:7) of Ha22-2(2,4)6.1 heavy chain.
Double-underlined is the leader sequence, underlined is the heavy chain variable region,
(SEQ ID NO:22, which is the sequence ranging from the 20th to the 136th amino acid
of SEQ ID NO:7) and underlined with a dashed line is the human IgG1 constant region.

1 MELGLCWVFLVAILEGVQCEVQIVESGGGLVQPGGSLRLSCAASGETFSS
51 YNMNWVRQAPGKGLEWVSYISSSSSTIYYADSVKGRFTISRDNAKNSLSL

101 QMNSLRDEDTAVYYCARAYYYGMDVWGQGTTVTVSSASTKGPSVFPLAPS

151 SKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYS

201 LSSVVTVPSSSLGTQTYICNVNEKPSNTKVDKRVEPKSCDKTHTCPPCPA

251 PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG

301 VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP

351 IEKTISKAKGQPREPQVYTLPPSREEMTRNQVSLTCLVKGFYPSDIAVEW

401 ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA

451 LENHYTQKSLSLSPGK

FIG. 1E: The amino acid sequence (SEQ ID NO:8) of Ha22-2(2,4)6.1 light chain. Double-

underlined is the leader sequence, underlined is the light chain variable region (SEQ ID

NO:23, which is the sequence ranging from the 23rd to the 130th amino acid of SEQ
ID NO:8), and underlined with a dashed line is the human kappa constant region.

1 MDMRVPAQLLGLLLIWFPGSRCDIQMTQSPSSVSASVGDRVTITCRASQG
51 ISGWLAWYQQKPGKAPKFLIYAASTLQSGVPSRFSGSGSGTDFTLTISSL

101 QPEDFATYYCQQANSFPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSG

151 TASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSST

201 LTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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RECIST CRITERIA VERSION 1.1

Table 1 - Time point response: patients with target (+/-
non-target) disease.

FIG. 3A
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\\
N
EORTC QLQ-C30 (version 3)

We are interested in some things about you and your health. Please answer all of the questions
yourself by circling the number that best applies to you. There are no "right" or "wrong" answers.
The information that you provide will remain strictly confidential.

Please fill in your initials: LLLL]
Your birthdate (Day, Month, Year): TR
Today's date (Day, Month, Year): 31 L4 1 1 11111

Notat A Quite Very
All Little aBit Much
1. Do you have any trouble doing strenuous activities,

like carrying a heavy shopping bag or a suitcase? 2 3 4
2. Do you have any trouble taking a long walk? 2 3 4
3. Do you have any trouble taking a short walk outsi

of the house? ‘ 2 3 4

4. Do you need to stay in bed or a chair duriri

5. Do you need help with eating, dressi
yourself or using the toilet? 1 2 3 4

: Notat A Quite Very

During the past wee All Little aBit Much

6. Were you limited in doing'eifh'er your work or other 1 2 3 4
daily activities?

7. Were you limited in pursuing your hobbies or other

leisure time activities? 1 2 3 4

8. Were you short of breath? 1 2 3 4
9. Have you had pain? 1 2 3 4
10. Did you need to rest? 1 2 3 4
11.  Have you had trouble sleeping? 1 2 3 4
12.  Have you felt weak? 1 2 3 4
13.  Have you lacked appetite? 1 2 3 4
14. Have you felt nauseated? 1 2 3 4
15.  Have you vomited? 1 2 3 4
16. Have you been constipated? 1 2 3 4

Please go on to the next page
FIG. 4
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Notat A Quite Very

During the past week: All Little aBit Much
17.  Have you had diarrhea? 1 2 3 4
18.  Were you tired? 1 2 3 4
19. Did pain interfere with your daily activities? 1 2 3 4

20. Have you had difficulty in concentrating on things,

like reading a newspaper or watching television? 1
21. Did you feel tense? 1
22.  Did you worry? 1

23. Did you feel irritable?

24. Did you feel depressed?

N N DD N NN
W W W W W w
L T

25. Have you had difficulty remembering things?

26. Has your physical condition or medical treatmen:
interfered with your family life? -

27. Has your physical condition or medic
interfered with your social activiti

28. Has your physical condition or medical treatment
caused you financial difficulties’

For the following quesflongggpiease circle the number between 1 and 7 that
best applies to you

29. How would you rate your overall health during the past week?
1 2 3 4 5 6 7
Very poor Excellent
30. How would you rate your overall quality of life during the past week?

1 2 3 4 5 6 7

Very poor Excellent

© Copyright 1995 EORTC Quality of Life Group. Al rights reserved. Version 3.0
FIG. 4 Continued
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Under each heading, please tick the ONE box that best describes your health TODAY.

MOBILITY

| have no problems in walking about

| have slight problems in walking about

| have moderate problems in walking about
| have severe problems in walking about

| am unable to walk about

SELF-CARE

| have no problems washing or dressing myself

| have slight problems washing or dressing myself

| have moderate problems washing or dressing myself .
| have severe problems washing or dressing myself
| am unable to wash or dress myself

USUAL ACTIVITIES (e.g. work, study, housewé fa
or leisure activities)

O
O
O
O
[

ies

O0000O

PAIN / DISCOMFORT

| have no pain or discomfort
| have slight pain or discomfort

| have moderate pain or discomfort
| have severe pain or discomfort

| have extreme pain or discomfort

ANXIETY / DEPRESSION

| am not anxious or depressed

| am slightly anxious or depressed

| am moderately anxious or depressed
| am severely anxious or depressed

| am extremely anxious or depressed

O000OD

O000DO

2

UK (English) © 2009 EuroQol Group EQ-5D™ is a trade mark of the EuroQol Group
FIG. 5
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The best health
you can imagine
o We would like to know how good or bad your health is TODAY. o 100
e This scale is numbered from 0 to 100. w95
o 100 means the best health you can imagine. = %
0 means the worst health you can imagine. S g5
o Mark an X on the scale to indicate how your health is TODAY. " ~~~~~ 80
e Now, please write the number you marked on the scale in the box = 715
below. .S
“““ =~ 10
65
..... :: 60
= 5
YOUR HEALTH TODAY = | e B
4
T 40

.....

ey

The worst health
you can imagine

3

UK (English) © 2009 EuroQol Group EQ-5D™ s a trade mark of the EuroQol Group
FIG. 5 Continued

SUBSTITUTE SHEET (RULE 26)



WO 2025/064741 13/113 PCT/US2024/047585

PFS | 0S
a = 0.005 a = 0.045

TTPP
a=0

1

'

Change from Baseline
in Worst Pain
a=0

FIG. 6
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Summary of Demographics

EV + Pembro | Plat + Gem | Total
(N=442) (N=444) | (N=886)
Age (yr)
Median 69.0 69.0 69.0
Min, Max 37,87 22,91 22,91
>75 years, n (%) 102 (23.1) 108 (24.3) | 210 (23.7)
Sex, n (%)
Male 344 (77.8) 336 (75.7) | 680 (76.7)
Female 98 (22.2) 108 (24.3) | 206 (23.3)
Race, n (%)
Asian 99 (22.4) 92 (20.7) | 191 (21.6)
Black or African American 3(0.7) 7(1.6) 10 (1.1)
White 308 (69.7) 290 (65.3) | 598 (67.5)
Other* 5(1.1) 8(1.8) 13 (1.5)
Unknown or not reportable 27 (6.1) 47 (10.6) 74 (8.4)
Geographic region, n (%)
North America 103 (23.3) 85(19.1) |[188(21.2)
Europe 172 (38.9) 197 (44.4) | 369 (41.6)
Rest of World 167 (37.8) 162 (36.5) | 329 (37.1)
FIG. 11
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Summary of Baseline Characteristics

EV + Plat+ |
Pembro Gem N_"sgs
(N=442) | (N=444) | (N=886)

ECOG performance status, n (%)

0 223(505) | 215(48.4) | 438 (49.4)

1 204 (462) | 216(48.6) | 420 (47.4)

2 15 (3.4) 11(25) | 26(2.9)
BMI 230 kg/m2, n (%) 89(20.1) | 101(22.7) | 190 (21.4)

Renal function based on CrCL, n (%)

Normal: 290 mL/min 84 (19.0) 95 (21.4) 179 (20.2)
Mild decrease: 260 and <90 165 (37.3) | 162 (36.5) | 327 (36.9)
mL/min

Moderate decrease: 230 and

<60 mLimin 186 (42.1) 179 (40.3) | 365 (41.2)
Severe decrease : 215 and <30

oL/ 7(1.6) 8(1.8) 15 (1.7)

Bajorin risk factors, n (%)

0 179 (405) | 183 (41.2) | 362 (40.9)

1 263 (59.5) | 259 (58.3) | 522 (58.9)

Nectin-4 expression

n 394 406 800

Median 280 270 275

Q1, Q3 230, 298 215, 297 225, 297

Min, Max 0, 300 0, 300 0, 300
FIG. 12
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Summary of Disease Characteristics

EV + Pembro Plat + Gem Total

(N=442) (N=444) (N=886)
Current extent of disease, n (%)
Locally advanced 21 (4.8) 24 (5.4) 45 (5.1)
Metastatic 421 (95.2) 420 (94.6) 841 (94.9)

Time from diagnosis of la/mUC to enrollment (months)

Median 1.58 1.56 1.58

Min, Max 0.0, 125.2 0.0, 59.9 0.0, 125.2

Primary tumor location, n (%)

Upper tract 135 (30.5) 104 (23.4) 239 (27.0)

Lower tract 305 (69.0) 339 (76.4) | 644 (72.7)

Metastasis Category, n (%)

Lymph node only 103 (23.3) 104 (234) | 207 (23.4)

Visceral metastases 318 (71.9) 318 (71.6) 636 (71.8)

Bone 81(18.3) 102 (23.0) | 183 (20.7)

Liver 100 (22.6) 99 (22.3) 199 (22.5)

Lung 170 (38.5) 157 (354) | 327 (36.9)
FIG. 13
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Summary of Prior Anticancer Therapies
EV + Plat +
Pembro Gem (J:;g:i)
(N=442) | (N=444) n (%)
n (%) n (%)
Prior systemic therapy in
neoadjuvant/adjuvant setting 40(9.0) 39(88) 7989
Platinum-based therapy 40 (9.0) 36 (8.1) 76 (8.6)
Non-platinum-based therapy 1(0.2) 4 (0.9) 5(0.6)
Prior surgery 165 (37.3) | 163 (36.7) | 328 (37.0)
Cystectomy 92 (20.8) | 106 (23.9) | 198 (22.3)
Nephrectomy/ureterectomy 85(19.2) | 68 (15.3) | 153 (17.3)
Metastasectomy 8(1.8) 14 (3.2) 22 (2.5)
Prior radiation therapy 33 (7.5) 39 (8.8) 72 (8.1)
FIG. 14
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Duration of Treatment

EV + Pembro

(N=440) Plat +

Gem
EV or (N=433)

EV Pembro Pembro
Duration of treatment (months)

Median 7.01 8.46 9.43 4.14

Min, Max 0.3,31.9 03,285 | 03,319 0.0,7.7

Number of cycles
Median 9 11 12 6
Min, Max 1,46 1,35 1,46 1,6

FIG. 15
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Summary of Subsequent Anticancer Therapies

EV + Plat +
Pembro Gem
(N=442) (N=444)
n (%) n (%)
Subjects received subsequent anticancer
therapies 140 (31.7) | 313 (70.5)
Number of lines of subsequent systemic therapies
1 94 (21.3) 196 (44.1)
2 22 (5.0) 75 (16.9)
23 12 (2.7) 23 (5.2)
First subsequent systemic therapy
Platinum-based therapy 110 (24.9) 17 (3.8)
Maintenance PD-1/L1 inhibitor-
containing therapy 102) 143 (32.2)
Avelumab 1(0.2) 135 (30.4)
Other PD-1/L1 inhibitor-containing
therapy 8 (1.8) 118 (26.6)
Other 11 (2.5) 18 (4.1)

FIG. 16
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Progression-Free Survival (PFS) per RECIST by BICR - ITT

P:n\:l:ro Plat + Gem

(Ne442) (N=444)
:‘,!/‘:) of events 223 (50.5) 307 (69.1)
HR (95% Cl) 0.450 (0.377, 0.538)
2-sided p-value <0.00001
mPFS (95% 12.5 6.3
Cl), months (10.4, 16.6) (6.2, 6.5)
:’n':?‘ fl;‘ss 72.8 % 60.7%
:::Sn fr:sn 50.7% 21.6%
::;sn ;\";8 43.9% 11.7%

FIG. 17B
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Subgroup Analysis of PFS per Recist by BICR

Median PFS, months (Events/N)

EV+Pembro
12.5 (223/442)

Subgroup

Overall 6.3 (307/444)

127 (75/144)
Other 22.3(55/134)  6.5(100/154)
Rest of World
Female 10.4 (55/98)
9.3 (130/219)

Upper tract 12.7(69/1135)  6.2(70/104)

Absent 16.4 (157/342) 6.4 (229/345)

Low (CPS<10)  10.5(105/184) 6.3 (127/185)

Ineligible 10.6 (106/198) 6.1 (158/210)
Renal function

Mild 127 (791165)

6.3 (114/162)

Plat+Gem Hazard Ratio (95% Cl)

gl

0.450 (0.377,0.538)

0.446 (0.321,0.621)

0.387 (0.274,0.547)

0.490 (0.336,0.714)

0.534 (0.420,0.678)

0.497 (0.350,0.706)

0.425 (0.346,0.524)

0.501 (0.384,0.653)

0.429 (0.333,0.553)

0.463 (0.344,0.623)

01
<=---Favors EV+Pembrol Favors Plat+Gem --=>

5

FIG. 18A
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WO 2025/064741 36/113 PCT/US2024/047585
Overall Survival (OS) - ITT
EV + Pembro Plat + Gem
(N=442) (N=444)
No. of events (%) 133 (30.1) 226 (50.9)
HR (95% CI) 0.468 (0.376, 0.582)
2-sided p-value <0.00001
mOS (95% Cl), 31.5 16.1
months (25.4, -) (13.9, 18.3)
OS at 6 months 90.2% 81.9%
OS at 12 months 78.2% 61.4%
OS at 18 months 69.5% 44.7%
Median f/lu (range), 17.2
months (0.07, 37.16)
FIG. 21B
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Subgroup Analysis of OS
Median 0S, months (Events/N)
Subgroup EV+Pembro  Plat+Gem Hazard Ratio (95% CI)
Overall 315(133/442) 161 (226/444)  + 0.468 (0.376,0.582)

<65 years - (39/144) 197 (58/135)  —— 0.461 (0.300,0.709)

North America 25.6 (40/103)

Upper tract - (38/135) 184 (45/104)  +——i 0.533 (0.341,0.834)

Low (CPS < 10) - (53/184) 15.5 (99/185) 0.435 (0.311,0.609)

Visceral metastases 25.6 (108/318)  13.6 (182/318) 0.470 (0.368,0.600)

Mild - (42/165) 164 (78/162) 0.437 (0.296,0.646)
0I1 I LI IlI1 1 LI é
<---Favors EV+Pembro | Favors Plat+Gem --->
FIG. 22A
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Objective Response Rate (ORR) per RECIST by BICR — Response
Evaluable Set

EV + Pembro | Plat + Gem
(N=437) (N=441)
Confirmed ORR (CR or PR), n (%) 296 (67.7) 196 (44.4)
95% Cl (63.1,72.1) (39.7,49.2)
2-sided p-value <0.00001
Best Overall Response, n (%)
Complete Response (CR) 127 (29.1) 55 (12.5)
Partial Response (PR) 169 (38.7) 141 (32.0)
Stable Disease (SD) 82 (18.8) 149 (33.8)
Progressive Disease (PD) 38 (8.7) 60 (13.6)
Not Evaluable (NE) 0 4 (0.9)
No Assessment 21 (4.8) 32 (7.3)
Median time to response (range), 210 2.10
months (1.3, 12.3) (1.6, 8.3)
FIG. 25
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Subgroup Analysis of ORR per RECIST by BICR

Subgroup EV+Pembro  Plat+Gem Absolute Difference %
niN (%) niN (%) (95% CI)

~ 98/142 (69.0)

Rest of World 118/163 (72.4)  63/160 (39.4) e 330 (225,42.8)

1-2 135/215 (62.8)  89/226 (39.4) - 234(14.2,323)

Liver metastases

Absent 236/337 (70.0) 155/342 (45.3 Fd 247 (174,318)

Ineligible 124/194 (63.9)  73/209 (34.9) e 20.0(194,38.0)

Visceral metastases 126/318 (39.6)

Mild 1111163 (68.1) 721160 (45.0) — 231 (124,333)

50 50
<---Favors Plat+Gem | Favors EV+Pembro -- =
FIG. 26
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Duration of Response (DOR) per RECIST by BICR -

Response Evaluable Set

EV + Pembro Plat + Gem
(N=437) (N=441)
No. of responders 296 196
No. of events (%) 99 (33.4) 119 (60.7)
mDOR (95% Cl), NR 7.0
months (20.2, -) (6.2,10.2)
DOR at 6 months 85.9% 60.6%
DOR at 12 months 67.3% 35.2%
DOR at 18 months 59.6% 19.3%
FIG. 27B
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Key Demographics and Baseline

Characteristics
EV+P Chemotherapy
(N=198) (N=210)

Age (yrs), median (range) 71.0 (40,87) 72.5 (47,91)

Geographic location, n (%)

Europe 70 (35.4) 98 (46.7)

ECOGPS, n (%)

1 ” 102 (51.5) 114 (54.3)

Lower tractP 126 (63.6) 150 (71.4)

Metastatic category, n (%)

Bone 33 (16.7) 54 (25.7)

Lung 80 (40.4) 76 (36.2)

High (CPS 2 10) 116/196 (59.2) 117/209 (56.0)

FIG. 38
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80

70

60—

63/113 PCT/US2024/0475

Best Overall Response? per RECIST by
BICR ORR (95% CI) per BICR

63.9%
(56.7, 70.7)

N

34.9%
(28.5, 41.8)

SD

PD

NE/NAD

apy
(N=194) (N=209)

FIG. 41A
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Time to Objective Response

A

n-y ] EV+P Chemotherapy
objective (n=124) (n=73)
response?

FIG. 41B
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Pembrolizumab Treatment-Emergent
Adverse Events of Special Interest*

EV+P Chemotherapy
AEOSIs any grades in (N=197) (N=205)
21% of patients n (%) n (%)
Anygrade Grade23  Anygrade  Grade 23
Severe skin reactions 35(17.8) 29 (14.7) 1(0.5) 0

Pneumonitis 17 (8.6) 4 (2.0) 0 0

8 (4.1) 4 (2.0) 2 (1.0) 0

Adrenal insufficiency 3(1.5) 1(0.5) 0 0

2 (1.0) 0 0 0

Myocarditis

FIG. 46
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70113

PCT/US2024/047585

Key Demographics and Baseline Characteristics

Male sex, n (%)

EV+P
(N=244)

201 (82.4)

Chemotherapy

(N=234)
178 (76.1)

Race, n (%)

North America

Rest of World

1(0.4)

Upper tract

45 (19.2)

Unknown

Visceral metastases®

Lymph node only disease

176 (72.1)
50 (20.5)

59 (24.2)

152 (65.0)

46 (19.7)

69 (29.5)

PD-L1 expressio

Low (CPS < 10)
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e
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Percenta

80
70
60
50
40
30
20—
10—

72/113 PCT/US2024/047585

Best Overall Response@ per RECIST by

0_
gg&\\\\\\\\ e %oew

BICR
ORR (95% CI) per BICR
70.8%
53.0%
(46.4, 59.6)

A

EV+P Chemotherapy
(N=243) (N=232)
FIG. 49A
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Time to Objective Response

\\\\\\\

JITLr

FIG. 49B
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Overall

Peripheral sensory
neuropathy
Pruritus

Alopecia

Rash maculopapular
Diarrhea

Decreased appetite
Fatigue

Nausea

Neutropenia
Anemia

Thrombocytopenia

76/113 PCT/US2024/047585

Treatment-Related Adverse Events

EV+P (N=243) Chemotherapy (N=228)

498,

24
380 A
280 &
2630
2630 1

19.80\¢

Grades 1/2 Grade 23
EV+P N ]

Chemotherapy ::: B

100 80 60 40 20 O 20 40 60 80 100
Incidence (%)

FIG. 52
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Time to Pain Progression (TTPP)

EV + Pembro Plat + Gem
(N=376) (N=355)
No. of events (%) 162 (43.3) 144 (40.6)
HR (95% ClI) 0.916 (0.720, 1.166)
2-sided p-value 0.48374
Q,;Tmpz,ff:s% 142 (6.6, -) 10.0 (5.9, -)

Subjects without pain progression

at 6 months 55.7% 55.2%
at 12 months 51.0% 46.9%
FIG. 57B
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High Nectin-4 H-Scores Were Observed
Regardless of the Biopsy Origin

g H-Score of Nectin-4 Expression by Biopsy Origin
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