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Objectives

Review of Treatment Landscape 2024
Examine Novel 1st Line Treatment Data
Recap Current Recommendations for Metastatic Setting

Examine Sequencing of Agents in Select Patients
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The Path From Cisplatin in Bladder Cancer

Clinical trials

Gem/Cis ->Nivo; EV/ Pembro; Trastuzumab Dexrutecan

TROPHY-U-01 *Sacituzumab govitecan

JAVELIN Avelumab maintenar_wce treatment in patients who has not
progressed with first-line platinum-based chemotherapy

EV-201 *Entfortumab vedotin

BCLC2001 +Erdafitinib is the first targeted therapy for BC with

FGFR2 or FGFR3 alterations.
Keynote 045, JAVELIN *Pembrolizumab, Avelumab, Nivolumab, and Durvalumab

CheckMate 274, MEDI4736-11

IimVigor 210 *Atezolizumab

*Molecular characterization of bladder cancer by the

Cancer Genome Atlas project

*Neoadjuvant chemotherapy in patients with radical cystectomy
improves survival.

Cytotovic chemotherapy *Paclitaxel

*Gemcitabine/Cisplatin was found to be comparably
effective to MVAC with fewer AEs

*Gemcitabine

Immune Checkpoint Inhibitor
Targeted Therapy Agent

Antibody-Drug conjugate
*Docetaxel

*MVAC introduced
*FDS approved cisplatin for the treatment of BC

*Discovery of cisplatin

Adapted from: Bilim, V. et al. J Pers Med. 2022 Oct 20;12(10):1745 Winship Cancer Institute | Emory University 4
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EV-302 Enfortumab Vedotin and Pembrolizumab in
Metastatic Urothelial Carcinoma

f \ Enfortumab vedotin + / Treatment until \

Patient Population ~ |N=886 pembrolizumab (EV+P) disease Pledies=ion,
. assessed per RECIST
* Previously untreated
e — v1.1 by BICR:
* Eligible for platinum Platinum-based chemotherapy? fieces ol
i IR or completion of
. PD(L)1 naive \___ Mmaxcycles  /J
\ / » No maximum treatment cycles for EV,
maximum 35 cycles of pembrolizumab in Arm A
« Maximum 6 cycles of gemcitabine and platinum CT in Arm B
Efficacy and Safety Endpoints: PRO Endpoints:
* Dual primary endpoints (PFS by BICR and OS) + Key secondary endpoints: Time to pain progression (TTPP), change from
* Pre-specified secondary endpoints: ORR by BICR, baseline in BPI-SF worst pain at week 26
PFS and ORR per investigator, DOR, DCR, Safety » Other pre-specified PRO secondary endpoints were descriptive with no
adjustment for multiplicity

Gupta, S. ASCO 2024

Winship Cancer Institute | Emory University 5



EV-302 Enfortumab Vedotin and Pembrolizumab in
Metastatic Urothelial Carcinoma

A Overall Survival
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Powles T, et al. Enfortumab Vedotin and Pembrolizumab in Untreated Advanced Urothelial Cancer. N Engl J Med. 2024 Mar 7;390(10)



EV-302 Enfortumab Vedotin and Pembrolizumab in
Metastatic Urothelial Carcinoma

Enfortumab Vedotin-

Pembrolizumab Chemotherapy
ariable (N=437) (N=441)

Confirmed best overall response

— no. (%)
Complete response 127 (29.1) 55 (12.5)

Partial response 169 (38.7) 141 (32.0)
Stable disease 82 (18.8) 149 (33.8)
Progressive disease 38 (8.7) 60 (13.6)
Could not be evaluatedt 0 4 (0.9)

No assessmentf 21 (4.3) 32 (7.3)

Confirmed overall response (95% 67.7 (63.1-72.1) 44 .4 (39.7-49.2)
Cl) — %

Median time to response (range) 2.1 (1.3-12.3) 2.1 (1.6-8.3)
— mo

Median duration of response Not reached (20.2-NE) 7.0 (6.2-10.2)
(95% CIY — mo

Powles T, et al. Enfortumab Vedotin and Pembrolizumab in Untreated Advanced Urothelial Cancer. N Engl J Med. 2024 Mar 7;390(10):875-888.
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EV-302 Enfortumab Vedotin and Pembrolizumab in Metastatic
Urothelial Carcinoma: Adverse Events

Enfortumab Vedotin-
Pembrolizumab Chemotherapy

Adverse Event (N=440) (N=433)

Any Crade Grade 23 Any Crade Crade 23

Number of patients (percent)

Any adverse event 427 (97.0) 246 (55.9) 414 (95.6) 301 (69.5)
Peripheral sensory neuropathy 220 (50.0) 16 (3.6) 43 (9.9) 0
Pruritus 175 (39.8) 5(1.1) 21 (4.8) 0
Alopecia 146 (33.2) 2 (0.5) 34 (7.9) 1(0.2)
Maculopapular rash 144 (32.7) 34 (7.7) 14 (3.2) 0
Fatigue 129 (29.3) 13 (3.0) 156 (36.0) 18 (4.2)
Diarrhea 121 (27.5) 16 (3.6) 43 (11.0) 3(0.7)
Decreased appetite 118 (26.8) 5(1.1) 98 (22.6) 6 (1.4)
Nausea 89 (20.2) 5(1.1) 168 (38.8) 12 (2.8)
Anemia 61 (13.9) 15 (3.4) 245 (56.6) 136 (31.4)
Hyperglycemia 48 (10.9) 22 (5.0) 3(0.7) 0
Neutropenia 40 (9.1) 21 (4.8) 180 (41.6) 130 (30.0)
Neutrophil count decreased 16 (3.6) 11 (2.5) 54 (12.5) 39 (9.0)
Thrombocytopenia 15 (3.4) 2 (0.5) 148 (34.2) 84 (19.4)
Platelet count decreased 3(0.7) 0 63 (14.5) 28 (6.5)

Powles T, et al. Enfortumab Vedotin and Pembrolizumab in Untreated Advanced Urothelial Cancer. N Engl J Med. 2024 Mar 7;390(10)



Best Practice in Metastatic UC Patients?

Chemo + |O Upfront? IO Combos?

Chemo - 10 Maintenance?

Adapted from Apolo, A. ESMO 2023

N=1032 DANUBE

OSolSOCn m’-‘

m»
tremedmumab

nN=690  CheckMate 901

Ipilimumab +
Primary endpoints: Nivolumab
PFS and OS in cisplatin-
inehgdle pts
Secondary:
PFS and OS in all pts;
EORTC QLQ-C30

Arm B

NILE

N=1434

Durvalumab +
Chemo

Metastatic UC

Cisplatin
eligible or
inehqible

Enfortumab vedotin +
pembrolizumab (EV+P)

Platinum-based chemotherapy?®

EV 302

N=1010

KEYNOTE-361

a3 Pembrolizumab

IMVIGOR-130 N=1213

Primary endpoints:
PFS (investigator) and
OS, and safety

Atezolzumab

-

Winship Cancer Institute | Emory University 9



Best Practice in Metastatic UC Patients?

Awaiting Data

NILE N=1434 Primary

n=1022 DANUBE N=1010 KEYNOTE-361

Durvalumab +
Chemo

Chemo + |O Upfront? IO Combos?

Chemo - 10 Maintenance?

Metastatic UC

Cisplatin
eligible or

Primary endpoints: u;l“l'v'glum:b‘ ineligible ~ . Primary endpoints:

PFS and OS in cisplatin- gslm"'mw -
inebigible pts

Secondary:

PFS and OS in ol pts;

EORTC QLQ-C30

Enfortumab vedotin +
pembrolizumab (EV+P)

Adapted from Apolo, A. ESMO 2023 AmmiB

EV 302 Winship Cancer Institute | Emory University 10




Best Practice in Metastatic UC Patients?

e Chemo + |10 Upfront?

« Chemo (+/- 10)-> 10 Maintenance?

 Javelin Bladder 100

e CheckMate-901%*

Powles, T, et al. N Engl J Med 2020; 383:1218-1230

A Overall Population

Percent of Patients

No. at Risk
Avelumab
Control

100~ Median Overall Survival (95% Cl)
mo
90+ Avelumab 21.4 (18.9-26.1)
Control 14.3 (12.9-17.9)
80+ Stratified hazard ratio for death,
0.69 (95% Cl, 0.56-0.86)

704 P=0.001

604

50

404

304

20

104

c T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months

350 342 318 294 259 226 19 167 145 122 87 65 51 39 26 15 11 5 3 0

350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0

B PD-L1-Positive Population

Percent of Patients

No. at Risk
Avelumab
Control

100+ Median Overall Survival (95% Cl)
mo
904 Avelumab NE (20.3-NE)
Control 17.1 (13.5-23.7)
801 Stratified hazard ratio for death,
0.56 (95% Cl, 0.40-0.79)
707 P<0.001
0 Avelumab
504
40
Control
30
S
204
10
0 T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months
189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 9 8 4 2 0
169 165 152 132 113 89 76 67 54 45 37 30 23 21 12 8 6 2 1 0

iversity

PD-L1 +

11




CheckMate- 901: Nivolumab + Cisplatin Based Chemo

First-line Metastatic

CheckMate-901

Metastatic UC

Cisplatin-Eligible
or -Ineligible

Ipilimumab +
nivolumab

Nivolumab +

cisplatin-based
chemo

|

Chemo

van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced
Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789

A Overall Survival

100+
No. of Events/ Median Overall
904 No. of Patients Survival (95% Cl)
g 80+ mo
2 70+ Nivolumab+Gemcitabine-  172/304 21.7 (18.6-26.4)
& 604 Cisplatin
% . Gemcitabine—Cisplatin 193/304 18.9 (14.7-22.4)
o 07 627 95%cl
% 40 5‘6 3681 : Nivolumab+ Hazard ratio for death, 0.78
: - 8-68.1) gemcitabine— (95% Cl, 0.63-0.96)
o 304 ”*’L—L_L cisplatin P=0.02
3 40.7 (95% Cl, Mhvir rane
20+ 34.6-46.7)
10 Gemcitabine—cisplatin
0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at Risk
Nivolumab+gemcitabine— 304 264 196 142 97 69 48 25 15 7 2 0
cisplatin
Gemcitabine—cisplatin 304 242 166 122 82 49 33 17 13 4 i 0
B Progression-free Survival
100 Median
No. of Events/ Progression-free
90 § No. of Patients Survival (95% Cl)
‘2 80+ mo
2 704 Nivolumab+Gemcitabine— 211/304 7.9 (7.6-9.5)
£ 60 Cisplatin
s 5o Gemcitabine-Cisplatin 191/304 7.6 (6.1-7.8)
% Hazard ratio for disease progression
£ 0 NiveliEEbE or death, 0.72 (95% Cl, 0.59-0.88)
o 304 gemcitabine— P=0.001
& 204 — cisplatin
21.8 (95% ClI, o
1047, 1(72;)9) Gemcitabine—cisplatin
0 ) "79.6 (95% Cl, 5.6-15.0)
T T T T T T T T T B
0 6 12 18 24 30 36 42 48 54 60
Months
No. at Risk
Nivolumab+gemcitabine— 304 179 82 57 41 31 19 11 6 1 0
cisplatin
Gemcitabine—cisplatin 304 119 35 17 10 8 5 1 0 0 0




CheckMate- 901: Nivolumab + Cisplatin Based Chemo

Nivolumab plus Gemcitabine-Cisplatin
Gemcitabine—Cisplatin Alone

Variable (N=304) (N=304)
Objective response — % (95% Cl) 57.6 (51.8-63.2) 431 (37.5-48.9)
Confirmed best overall response — no. (%)

Complete response 66 (21.7) 36 (11.8)

Partial response 109 (35.9) 95 (31.2)

Stable disease 77 (25.3) 86 (28.3)

Progressive disease 29 (9.5) 39 (12.3)

Unevaluable 23 (7.6) 48 (15.8)
Median time until objective response (IQR) — mo

Any objective response 21 (2.0-2.3) 21 (2.0-2.2)

Complete response 2.1 (1.9-2.2) 2.1 (1.9-2.2)
Median duration of objective response (95% Cl) — mo

Any objective response 9.5 (7.6-15.1) 73 (5.7-8.9)

Complete response 371 (18.1-NE) 13.2 (7.3-18.4)

van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789 13



CheckMate- 901: Nivolumab + Cisplatin Based Chemo
Forest Plots and AEs

Nivolumab+
No. of Gemcitabine- Gemcitabine—
Subgroup Patients Cisplatin Cisplatin Unstratified Hazard Ratio for Death (95% Cl)
no. of events/no. of patients
All patients 608 172/304 193/304 —o—i 0.78 (0.63-0.95)
Age 1
<65 yr 298 85/150 100/148 ot 0.69 (0.51-0.92)
65 to <75 yr 236 65/120 66/116 —et— 0.89 (0.63-1.26)
275 yr 74 22/34 27/40 e 0.86 (0.49-1.52)
Sex '
Male 470 133/236 147/234 boe ot 0.76 (0.60-0.97)
Female 138 39/68 46/70 —e——i 0.82 (0.54-1.26)
Race E
White 436 123/211 145/225 —e— 0.80 (0.63-1.02)
Asian 138 38/75 36/63 —— 0.71 (0.45-1.12)
Other 32 11/18 10/14 *— ! 0.84 (0.35-1.97)
Geographic region E
United States 40 18/19 15/21 H—t—&— 1.92 (0.95-3.88)
Asia 133 36/72 34/61 e 0.73 (0.46-1.17)
Europe 276 72/134 90/142 —e— 0.73 (0.53-0.99)
Rest of the world 159 46/79 54/30 — 0.73 (0.49-1.08)
ECOG performance-status score i
0 324 74/162 87/162 et 0.70 (0.51-0.95)
1 282 96/140 106/142 —e—t 0.85 (0.64-1.11)
PD-L1 expression E
>1% 221 64/111 67/110 —e— 0.75 (0.53-1.06)
<1% or indeterminate 387 108/193 126/194 o—o—fi 0.80 (0.62-1.04)
Liver metastases !
Yes 128 45/64 48/64 e 0.77 (0.51-1.16)
No 480 127/240 145/240 —e—i 0.77 (0.61-0.98)
Previous systemic cancer therapy E
Yes 156 44/88 41/68 —— 0.90 (0.59-1.38)
No 452 128/216 152/236 —e—+ 0.76 (0.60-0.96)
0.I25 O.ISO 1.2)0 2 60 4‘60
Nivolumab+Gemcitabine-Cisplatin Better Gemcitabine—Cisplatin Better
van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced Urothelial Carcinoma. N EnglJ Med. 2023 Nov 9;389(19):1778-1789



CheckMate- 901: Nivolumab + Cisplatin Based Chemo AEs

Nivolumab plus Gemcitabine—Cisplatin
Gemcitabine—Cisplatin Alone
Adverse Event (N=304) (N=288)
Any Grade Crade 23t Any Crade Grade 23t
number of patients (percent)

Any adverse event 296 (97.4) 188 (61.8) 267 (92.7) 149 (51.7)
Anemia 174 (57.2) 67 (22.0) 137 (47.6) 51 (17.7)
Nausea 142 (46.7) 1(0.3) 138 (47.9) 3(1.0)
Neutropenia 93 (30.6) 57 (18.8) 86 (29.9) 44 (15.3)
Decreased neutrophil count 75 (24.7) 44 (14.5) 60 (20.8) 32 (11.1)
Fatigue 74 (24.3) 6 (2.0) 69 (24.0) 4 (1.4)

| Decreased appetite 68 (22.4) 4 (1.3) 45 (15.6) 1(0.3) |

| Decreased platelet count 66 (21.7) 23 (7.6) 43 (14.9) 14 (4.9)

| Decreased white-cell count 64 (21.1) 30 (9.9) 40 (13.9) 11 (3.8)
Vomiting 55 (18.1) 4 (1.3) 48 (16.7) 6 (21)
Asthenia 47 (15.5) 3 (1.0) 46 (16.0) 5(1.7)
Thrombocytopenia 45 (14.8) 20 (6.6) 35(12.2) 13 (4.5)
Pruritus 44 (14.5) 2(0.7) 8 (2.8) 0
Constipation 44 (14.5) 0 40 (13.9) 1(0.3)

[ Rash 4 (135) 2(0) 10 (3.5) 1(03) |
Diarrhea 40 (13.2) 4 (1.3) 25 (8.7) 0

[ Hypothyroidism 40 (13.2) 0 0 0 |
Increased blood creatinine 39 (12.8) 1(0.3) 35(12.2) 0
Leukopenia 38 (12.5) 7(2.3) 33 (11.5) 5(1.7)

van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789
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Combination 10 & Chemotherapy in 1L Settings by Trial

Primary Endpoint(s)
Hazard Ratios

Atezolizumab + Platinum/Gemcitabine

IMvigor130 (NCT02807636): N=1213["]

First-line cisplatin-ineligible, locally advanced/metastatic,
ECOG PS=<2

: PFS: 0.71 (Met)
Atezolizumab Monotherapy 0S: 0.83 (Not Met)

Placebo + Platinum/Gemcitabine

N

NI

Durvalumab

DANUBE (NCT02516241): N=103212:3]

First-line unresectable, locally advanced, or metastatic;
eligible/ineligible for cisplatin-based chemotherapy

0S-1: 0.89 (NotMet)
0S-2: 0.85 (Not Met)

Durvalumab + Tremelimumab

Platinum/Gemcitabine

2
N

Pembrolizumab + Platinum/Gemcitabine

KEYNOTE-362 (NCT02853305): n=1010
First Line unresectable locally advance or metastatic,
ECOG>=1 )

e - PFS: 0.78 (Not Met)
embrolizuma 0S: 0.83 (Not Met)

Platinum/Gemcitabine

JAVELIN Bladder 100 (NCT02603432):
N=700156]

First-line unresectable locally advanced or metastatic, did not
progress with first-line chemotherapy

—

Avelumab + BSC (switch maintenance)

0S: 0.76 (Met)
BSC

(am

i

CheckMate 901 (NCT03036098): n=608

First Line unresectable locally advance or metastatic,
ECOG>=1

Gemcitabine/Cisplatin + Nivo -> Nivo ] 0S: 0.78 (Met)
Gemcitabine/Cisplatin ] PFS: 0.72 (Met)

I\

1. Galsky. Lancet. 2020;395:1547. 2. Powles. ESMO 2020. Abstr6790. 3. Powles. Lancet Oncol. 2020;21:1574. 4. Powles. Lancet Oncol. 2021;22:931. 5. Powles. NEJM. 2020;383:1218. 6. Powles. ASCO 2020. Abstr LBA1
Adapted from Necchi, et al. ASCO 2023 Winship Cancer Institute | Emory University 16
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1st Line Systemic Therapy Trials in UC

EV + Pembo (EV-302) 29.1% 67.7% 31.5 mos 0.47

N Engl J Med. 2024 Mar 7;390(10) (25.4-N E) P <0.001
Gem/Cis/Nivo ->Nivo 21.7% 57.6% 21.7 mos 0.78
(CheckMate 901) (18.6-26.4) P=0.02

N Engl J Med. 2023 Nov 9;389(19):1778-1789

Cis/Carbo + Gem -> Avelumab 25.7%* 72%* 23.8mos 0.76
(Javelin Bladder 100) (18.9-26.1) P<0.0036

N EnglJ Med. 2020 Sep 24;383(13):1218-1230;
J Clin Oncol 2023 Jul 1;41(19):3486-3492

Winship Cancer Institute | Emory University 17



National . . . L
comprehensive NCCN Guidelines Version 4.2024 NCCNng;gfj;”ggrj{‘ednﬁ’s‘
NCCN R Bladder Cancer Discussion

Network®

1st Line Systemic Therapy

PRINCIPLES OF SYSTEMIC THERAPY

First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)

Cisplatin eligible

Cisplatin ineligible

Preferred regimens
« Pembrolizumab and enfortumab vedotin-ejfv1® (category 1)

Other recommended regimens
« Gemcitabine and cisplatin? (category 1) followed by avelumab maintenance therapy (category 1)®13
« Nivolumab, gemcitabine, and cisplatin (category 1) followed by nivolumab maintenance therapy'# (category 1)

Useful under certain circumstances
« DDMVAC with growth factor su

referred regimens
« Pembrolizumab and enfortumab vedotin-ejfv15:17 (category 1)

1)2:8 followed by avelumab maintenance thera

Other recommended regimens
« Gemcitabine and carboplatin® followed by avelumab maintenance therapy (category 1)213

Useful under certain circumstances

* Gemcitabine

« Gemcitabine and paclitaxel®

« Ifosfamide, doxorubicin, and gemcitabine?! (for patients with good kidney function and good performance
status)

« Pembrolizumab?2 (for the treatment of patients with locally advanced or metastatic urothelial carcinoma who
are not eligible for any platinum-containing chemotherapy)

« Atezolizumab?? (only for patients whose tumors express PD-L1P or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1 expression) (category 2B)

NCCN, Bladder Cancer 2024.

Winship Cancer Institute | Emory University
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Survival probability

Improved outcomes with cisplatin- versus carboplatin-
based chemotherapy in urothelial cancer: Imvigor 130

Platinum-based chemotherapy plus atezolizumab
GemCis + Atezolizumab

1.00 ¢
IC0/1, Median OS = 19.45
- 1C2/3, Median OS = NA
0.751
0.501: 2o mnnnesseranesesaney
0.25¢ E
HR, 0.46 (95% CI, 0.25. 0.83)
log-rank P value: 0.0081
0.00¢ \
0 10 20 30 40
No. at risk
102 73 45 18 0
IC2/3 135 28 22 9 0
OS (months)

1.00
= IC0/1, Median OS = 13.73
ol = 1C2/3, Median OS = 17.91
@ 0.75
o
o
S50 ] oG
®©
= ¢ B
> ' '
< 025 : :
@ HR, 0.82 (95%:Cl, 0.59, 1.1)
log-rank P valug: 0.24
0.00 : :
0 10 20 30 40
No. at risk
241 145 81 38 7
IC2/3 | 73 43 30 12 3
OS (months)

GemCarbo + Atezolizumab

Galsky MD, et al. Cell Rep Med. 2024 Feb 20;5(2):101393

IC0/1 IC2/3

PDLI_IC
Treatment
CD274
S%CA%? LG2
Checkpoints

T effector

NK cells
D
KiR2DL4
LAMP3
BATF3
z-score L]
lI\J L O~N

PDL1_IC Treatment

con GemCarbe + Atezolizumab
H c2/3 GemCis + Atezolizumab
GemCarbo
GemCis

Winship Cancer Institute | Emory University 19
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Cisplatin Enhances Adaptive Immunity, Inflammatory
Responses and Cytotoxicity in Urothelial Cancer cells

D
Cisplatin Carboplatin
No Ch
o Cheme 4.7 uM 37.5 uyM
~{0.038 0.49] .{o.05 1.40] {o.08 0.7
-OT-l
- ~'q
1988 0.86] 496 2.56| ~497.4 1.84
o106 4.23| ~{1.08 13.3| ~{0.73 7
i |4 i@l |e
+OT- & agg R & | . =17
| {i & d &
~183.3 19| 4417 433 4671 25.1
Annexin V ' ' C
E
% 807 @ cisplatin
S .
$ o4 O Carboplatin
8
= 40
©
©°
= 20
=

Galsky MD,

00 06 1.2 23 47 94 188 37.5
Dose of platinum (uM)

et al. Cell Rep Med. 2024 Feb 20;5(2):101393

Atezolizumab

W | enhances T cell
TME with features | priming or expansion
reflecting preexisting \ or prevents T cell
adaptive immunity T Release of APCs exhaustion
reinvigorate

! DAMPs and
inflammatory
S|gnals

preexisting T
cells

Transcriptional
modaulation of circulating
immune cells:

Cisplatin-based
chemotherapy
+/- atezolizumab

Carboplatin-based
chemotherapy
+/- atezolizumab

No transcriptional
modulation of
DAMPs and circulating immune cells  No reinvigoration

No release of

inflammatory  p———

of preexisting T
cells

TME = Tumor Microenvironment; APC = Antigen Presenting Cell; DAMPs = Damage-Associated Molecular Patterns

TME with features | @'
reflecting preexisting |
adaptive immunity H
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Trophy U-01 Cohort 1 - Sacituzumab Govitecan
Status Post Platinum and CPIl Based Therapies

Cohort 1
(N=113)
Patients with
locally advanced
unresectable or mUC
(UC-predominant
histology) who
progressed after
prior platinum-based
and CPI-based
therapies

Loriot Y, et al. Ann Oncol. 2024 Apr;35(4):392-401.

SG 10 mg/kg IV
Days 1 and 8,
every 21-day cycle

Continue treatment until
loss of clinical benefit or
unacceptable toxicity

Primary objective
ORR by central review
(RECIST 1.1)

Secondary objectives
Safety or tolerability
DOR
PFS
(O]

ORR =28%

100 1
90 4
80
70
60 4
50 4

40 -

Survival probability

30 4

20 4

Median (95% Cl):
10.9 (8.9-13.8) months

No. of patients at risk (events)

16 18 20 22 24 26 28 30 32 34 36 38

Time (months)

Cohort 1 113 (0) 102 (10) 83 (28) 74 (37) 69 (41) 57 (53) 49 (61) 44 (66) 39 (70) 32 (75) 29 (78) 25(81) 25(81) 22 (82) 19(83) 16(85) 11(86) 5(67) 1(89) 0(89)

A

1004

50

Best percent change from baseline

—100

Best overall response

B Complete response (n = 6)
B Partial response (n = 26)

B Stable disease (n = 34)

B Progressive disease (n = 21)
B Not evaluable (n=7)

I

Patient

Winship Cancer Institute | Emory University 21



TR ———————————————————m—_—_—_———_—
Study of Sacituzumab Govitecan (IMMU-132) in Metastatic or Locally
Advanced Unresectable Urothelial Cancer (TROPiICS-04)

Figure 3. TROPICS-04: A Phase 3 Confirmatory Study of SG in mUC Progressing After Prior PLT-Based and CP1 Therapies (NCT.04527991)

Study Population Bacitirah
Govitecan
* Locally advanced 3
unresectable or mUC 10 mglkg D1 & D8 Endpoints
of 21-D cycle :
* Upper/lower tract y Primary
tumors
Continue treatment until g
ntinue treatment u
* Mixed histologic S
. loss of clinical benefit or Seconda
33:53: Shrvaa unacceptable toxicity =
is predominant Treatment of * ORR, PFS, DOR and
Physician Choice » CBRby
* Progression after Pl assessment
PLT-based and CPI Docetaxel 76 mg/m’ and BICR using
therapy RECIST v1.1*
OR Treatment beyond PD
OR may be permitted in « EORTC QLQ-C30
Paclitaxel 175 mg/m’ patl.or-\ts dgogmd b Score and
« Cisplatin only in receiving clinical benefit EuroQOL
(neo)adjuvant setting OR p:;l;t::ss::?r EQ-5D-5L QOL Score
if progression within
12 months and Vinflunine 320 mg/m? * Safety and tolerability
subsequent CPl in on D1 of 21-D cycle
metastatic setting

Vulsteke, C. GU ASCO 2022. Winship Cancer Institute | Emory University 22
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Study of Sacituzumab Govitecan (IMMU-132) in Metastatic or Locally
Advanced Unresectable Urothelial Cancer (TROPiICS-04)

Press Company Provides Update on Phase 3 TROPiCS-04 Study
FOSTER CITY, Calif.--(BUSINESS WIRE)-- Company today announced topline
Releases results from the confirmatory Phase 3 TROPiCS-04 study in locally advanced
or metastatic urothelial cancer (mUC). The TROPiCS-04 study evaluated
sacituzumab govitecan-hziy vs. single-agent chemotherapy (treatment of
physicians’ choice, TPC) in patients with mUC who have previously received
platinum-containing chemotherapy and anti-PD-(L)1 therapy. * Did not reach primary
The study did not meet the primary endpoint of overall survival (OS) in the endpomt of 05
intention-to-treat (ITT) population. A numerical improvement in OS favoring
sacituzumab go.v_ltecan—hzw was observed, and trend_s in |mproveme.nt for o Higher number of grade
select pre-specified subgroups and secondary endpoints of progression-free
survival (PFS) and overall response rate (ORR) were also shown. The pre- 5 AES, notably
:peqfled subgroup ar?alyses were not alpha—contrf)lled for.formal st_atlstlcal neutropen i
esting. These data will be presented at an upcoming medical meeting.

In the overall study population, there was a higher number of deaths due to
adverse events with sacituzumab govitecan-hziy compared to TPC, which
were primarily observed early in treatment and related to neutropenic
complications, including infection. Company will further investigate these
data, and is working to reiterate to treating physicians the importance of
granulocyte-colony stimulating factor (G-CSF) use for the prevention of
neutropenic complications. Sacituzumab govitecan-hziy has a Boxed Warning
for severe or life-threatening neutropenia; please see below for Important
Safety Information.

https://www.gilead.com/news-and-press/press-room/press-releases/2024/5/gilead-provides-update-on-phase-3-tropics-04-study 23



National

IW(e{®\ll Cancer
Network®

comprehensive NCCN Guidelines Version 4.2024
Bladder Cancer

: -

Subsequent Therapies In Metastatic Urothelial CA

NCCN Guidelines Index

Table of Contents
Discussion

PRINCIPLES OF SYSTEMIC THERAPY

isease (ag

r M

ed o

Participation in clllcal tril new agents is ommnde. .

Preferred regimen

Other recommended regimens
« Pembrolizumab (category 1 post-platinum)24 |+ Paclitaxel*? or docetaxel

« Gemcitabine’
« Pembrolizumab and enfortumab vedotin-ejfv (category 2B)17

Alternative preferred regimen
* Immune checkpoint inhibitor
» Nivolumab
» Avelumab?5:27
« Erdafitinib928
« Enfortumab vedotin-ejfv®:2°

ful in in circumstan n prior medical ther
« fosfamide, doxorubicin, and gemcitabine’
« Gemcitabine and paclitaxel
- Gemcitabine and cisplatin®
+« DDMVAC with growth factor support2

rap

Partici

pati

sease (age

r Metasta
of new agents is recommended.

0C3 Advanced o

on in clinical trials

chemotherapy naive
« Enfortumab vedotin-ejfv2®

« Gemcitabine and carboplatin
» Erdafitinib9:28

Preferred regimens for cisplatin ineligible. | Other recommended reqimens
« Paclitaxel or docetaxel

« Gemcitabine'®

chemotherapy naive
« Gemcitabine and cisplatin®

« Erdafitinib9:28

« DDMVAC with growth factor support?

Preferred regimens for cisplatin eligible, Useful in certain circumstances based on %rior medical therapy
« Ifosfamide, doxorubicin, and gemcitabine

« Gemcitabine and paclitaxel!?

Subsequent-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)"9
Participation in clinical trials of new agents is recommended.

Preferred regimen:
« Enfortumab vedotin-ejfv (category 1)32’33
« Erdafitinib®28 (category 1)

her recommen regimen ful in C in Cirumstan regimen

* Fam-trastuzumab deruxtecan-nxki

« Sacituzumab govitecan-hziy
(HER2-positive, IHC 3+)%

- Gemcitabine'

- Paclitaxel®® or docetaxel®!

« fosfamide, doxorubicin, and gemcitabine22
* Gemcitabine and paclitaxel1

- Gemcitabine and cisplatin®

« DDMVAC with growth factor support?

NCCN, Bladder Cancer 2024.




THOR Phase 3 Study: Erdafitinib vs. Chemo in FGFR Mutated UC

Cohort 1

Key eligibility criteria
+ Age =18years

- 1:1
» Metastatic or e
unresectable UC h=256
+ Confirmed disease —( R

progression
« Prior tx with anti-PD-(L)1
« 1-2lines of systemic tx

« Select FGFR3/2alt
(mutation/fusion)?

« ECOGPS 0-2

NCT03390504

pharmacodynamically guided uptitration to 9 mg

Erdafitinib
(n=136)

Primary end point:

Once-daily erdafitinib 8 mg with e 0OS

Chemotherapy of Choice

Key secondary end points:
= PES

+ ORR

» Safety

(n=130)
docetaxel or vinflunine once every 3 weeks

%)
=

<

v

5 Erdafitinib

.‘g 60 raafitini

Frg 1 T8 .

1)

gn 40

§ 30 Erdafitinib
1%

&») Chemotherapy

Chemotherapy

10
0 T T T T T T T T T T T | T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

No. at Risk Wpnthiz

(no. with censored data)

Erdafitinib 136:117.97 74 46 35 25 17 15 9 5 '3 3 2 2 2 1 ©
(0) (10) (20) (25) (35) (39) (44) (47) (48) (52) (55) (56) (56) (57) (57) (57) (58) (59)

Chemotherapy 130 87 66 43 30 18 13 9 & 3 2 2 1 0 O O 0 O

(0) (17) (25) (30) (35) (41) (45) (47) (47) (49) (30) (50) (51) (52) (52) (52) (52) (52)

100+
90
Relative benefit, 3.94 (95% Cl, 2.37-6.57)
w 00N P<0.001
Bt
S 704
No. of Deaths/  Median Overall =
No. of Patients  Survival (95% Cl) & 604
mo “6 50
77/136 12.1 (10.3-16.4) Y 1 45.6 .
78/130 7.8 (6.5-11.1) 8 40d [ CR, 9 patients
Hazard ratio for death, 0.64 5 (6-6%)
(95% Cl, 0.47-0.88) S 30-
S0 = 204 PR, 53 patients
(39.0%) 11.5 ——
10+ PR, 14 patients St
5 (10.8%) (0.8%)
Erdafitinib Chemotherapy
(N=136) (N=130)

Loriot Y, et al. ASCO 2023, Loriot Y, et al. N Engl J Med. 2023 Nov 23;389(21):1961-1971.
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Destiny - PanTumor02: A Phase 2 Study of T-
Dxd for HER2-Expressing Solid Tumors

Advanced solid tumors not eligible A Cervical cancer Primary endpoint
for curative therapy + Confirmed ORR
i 1 C
2L+ patient population (investigator)
HER?2 expression (IHC 3+ or 2+) T-DXd Secondary endpoints
« DOR®

5.4 mg/kg

* Local test or central test by

HercepTest if local test not Q3w S :" ili + DCR®

feasible (ASCO/CAP gastric « PFse

cancer guidelines')? n=40 per . 08
Prior HER2-targeting therap cohort
alowed o pamed - Salety

‘C“""”‘ Lvlbisdipind Data cut-off for analysis:
ECOG/WHO PS 0-1 i the st 15
weve fo be closed) %% Other tumors® - Nov 16, 2022

HER2-Targeted ADC: Trastuzumab Deruxtecan

Humanized anti-HER2 I1gG1 mAb
with same AA sequence as
trastuzumab

// Tetrapeptide-based cleavable linker .
i i M\/\/\}u’\rdn&ﬁg’\(

= High drug:antibody
ratio: ~8

Stable linker-payload

Tumor-selectable
cleavable linker

High potency,
membrane-permeable
payload with short
systemic half-life

B Cysteine residue

I ©- Drug/linker

Topoisomerase | inhibitor (DXd) payload = ByStander kllllng effect

(exatecan derivative)

Nakada. Chem Pharm Bull (Tokyo). 2019;67:173, Trall. Pharmacol Ther. 2018;181:126. Ogitani. Cancer Sci. 2016;107:1039.

ASCO 2023; Meric-Bernstam F, et al. J Clin Oncol. 2024 Jan 1;42(1):47-58

w Confirmed ORR (%)

Maximum Change in Tumor Size From Baseline (%)
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BTC Pancreatic
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. Patient with complete
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W Endometrial cancer
W Cervical cancer

B Ovarian cancer

M Bladder cancer
@ Other tumors

U=

W Pancreatic cancer

T T T T T T T T
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Destiny - PanTumor02: A Phase 2 Study of T-
Dxd for HER2-Expressing Solid Tumors

D D 1.0 4 Median PFS in months (856% Cl)
1.0 = Median OS in months (95% CI) e ~——a— Bladder cancer: IHC 3+ 7.4 {3.0-11.9)
—e— Bladder cancer: IHC 3+ 13.4 (6.7-19.8) é. 0.8 - ~—e— Bladder cancer: IHC 2+ 7.8 {2.6-11.6)
o 0.8 4 ~—e— Bladder cancer: IHC 2+ 13.1(11.0-19.9) E ~—a— Bladder cancer: Total 7.0 (4.2-9.7)
.3 - Bladder cancer: Total 12.8 {11.2-15.1) _g 0.6 -
© .0 -
3 =
B S 04+
8 o P
(72} 0.2 -
O 0.2 oo
T T T T T T T T
F o o uk oae o e ow 0 3 6 9 12 15 18 21 24
0 3 6 9 12 15 18 21 24 27
No. at risk: No. at risk:
Bladder cancer: IHC 3+ 16 14 13 1 4 3 5 4 0 Bladder cancer: IHC 3+ 16 12 9 1
Bladder cancer: IHC 2+ 20 20 17 16 15 9 7 5 2 0 Bladder cancer: IHC 2+ 20 14 13 8 5 4 3 1
Bladder cancer: Total 41 37 31 28 25 15 12 9 2 0 Bladder cancer: Total 41 29 23 14 8 5 3 1

Meric-Bernstam F, et al. J Clin Oncol. 2024 Jan 1;42(1):47-58
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Trastuzumab deruxtecan
Hemenway, G. et al. Am Soc Clin Oncol Educ Book. 2024 Jun;44(3):e432054.

Enfortumab vedotin plus
pembrolizumab

Treatment-naive

advanced or
metastatic UC

1st Line Metastatic Urothelial Cancer 2024

Cisplatin-eligible

Cisplatin-ineligible

A 4

l !

Gemcitabine plus
cisplatin or DDMVA

Maintenance
avelumab or
pembrolizumab

Nivolumab, Gemcitabine plus
gemcitabine, and carboplatin
cisplatin

A 4

Maintenance

Maintenance
avelumab or
pembrolizumab

nivolumab

Disease progression

v

Immune checkpoint inhibitor (if not used previously)
Enfortumab vedotin (if not used previously)
Erdafitinib (FGFR3 mutation/fusion)
Sacituzumab govitecan
Vinflunine
Taxane

Platinum-ineligible

Pembrolizumab or
atezolizumab

Winship Cancer Institute | Emory University
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Her 2 ADC + Check Point Inhibitor Combinations

Disitimab Vedotin*

RC48 + toripalimab
Confirmed ORR: 71.8% (28/39)
(CR 3, PR 25)
Phase
ORR 71.8%
N=41
RC48-ADC +
RC48-ADC HER2+ _ toripalimab
Phase Il Metastatic UC
N=452 Cisplatin-Eligible

or -Ineligible

Sheng, X. et al, ASCO 2023; Jan 1;27(1):43-51. ClinicalTrials.gov winship Cancer Institute | Emory University 29




Winship Advanced Urothelial Cancer Trials

First Line
Non-Metastatic

First Line
Metastatic

> 2nd Line
Metastatic/Advanced

Phase Il /Il

EA8192; ChemoXRT + Durvalumab

High Grade Upper Tract Urothelial Cancer Prior
to Nephroureterectomy

Phase 1/ 2
MK3475-04B: Pembrolizumab + EV in Combination With
Investigational Agents Versus Pembrolizumab + EV

Phase Il
Winship 5200-20; Propranolol HCI + Pembrolizumab

Phase 2

Winship5742-22; EV + Pembro in mUBC of Variant Histology
*Pts. may be untreated or having received any number of lines
of prior therapy

Phase I/Ib
Winship 5259; Cabozantinib + Enfortumab Vedotin

[ SELECT COHORTS OPEN. PLEASE CONTACT CRC, KELSEA LOZADA |
Phase Il |
Alliance :

A031702 (ICONIC); |

| Ipilimumab, Cabo + Nivo |

ACR-368-201: Phase 1b/2 Basket Study Of Acr-368 As
Monotherapy And In Combination With Gemcitabine In Adult
Subjects With Platinum -Resistant Urothelial Carcinoma Based
On Acrivon Oncosignature® Status




Take Home Points:

* 1st|ine landscape has drastically changed

« Chemotherapy remains an active part of therapeutic toolbox

* Maintenance 10 after chemotherapy likely enhances adaptive TME
 2nd and subsequent line therapies will be highly patient specific

* Clinical trials remain viable options for patients

Winship Cancer Institute | Emory University 31
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