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When do we define advanced disease?

ctDNA levels post surgery in the adjuvant setting
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Dynamic changes to ctDNA will be more sensitive that radiology
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Which 15t line metastatic study was this this?
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Patients with
untreated,
unresectable,

locally advanced
or metastatic UC
N=1032

Overview of DANUBE trial

111

Durvalumab 1500 mg g4w until progression
(n=346)

Durvalumab 1500 mg g4w until progression

&

Stratification:
1. Cisplatin eligibility
2. PD-L1 status (“high” vs “low™)*
3. Presence/absence of liver
andior lung metastases

Tremelimumab 75 mg q4w for up to 4 doses
(n=342)

SoC Chemotherapy

(gemcitabine + cisplatin or carboplatin, up to 6 cycles)
(n=344)

@PRIMARY ENDPQINTS
= QS (Dvs SoC in PD-L1 high)
s 085 (D+T va 3oC in all comers)

SELECT SECONDARY ENDPOINTS
s 085 (D vs SoC in all comers)

= 08 [D+T vs SoC in PD-L1 high)
= PFS, ORR, and DoR

Data cutoff date (final analysis):
January 27,2020

Minimum follow-up from
date last patient randomised:
34 months

Median follow-up for survival:

Q.Z months for all patients _/

CO-PRIMARY ENDPOINTS

SECONDARY ENDPOINTS

D vs SoC, PD-L1 High

D +Twvs SoC, ITT D vs SoG, ITT

D + T vs SoC, PD-L1 High

Durvalumab Chemotherapy Durvalumab + Chemotherapy Durvalumab Chemotherapy Durvalumab + Chemotherapy
(n=209) (n=207) Tremelimumab (n=342) (n=344) (n=346) (n=344) Tremelimumab (n=205) (n=207)
Median OS, mos. 14.4 121 15.1 12.1 13.2 121 179 12.1
(85% CI) (10.4-17.3) (10.4-15.0) (13.1-18.0) (10.9-14.0) (10.3-15.0) (10.9-14.0) (14.8-24.2) (10.4-15.0)
HR (95% CI) 0.89 (0.71-1.11) 0.85 (0.72-1.02) 0.99 (0.83-1.17) 0.74 (0.59-0.93)

Log-rank P value*

0.3039

0.0751

Powles T, et al. Lancet Oncol. 2020; 21: 1574-1588.
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Platinum based chemotherapy +/- pembrolizumab in front line UC
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Pts with . o HR
90- Event Median (95% CI) (95% Cl) P
Pembro + Chemo 69.8%  17.0 mo (14.5-19.5)
80+ 086 0.0407:
70- Chemo 74.7% 143 mo (12.3-16.7) (0-72-1.02)
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Time, months

No. at risk ’
351 335 206 SB3 217 189 168 146 118 24 a13] 36 17 3 0
352 335 297 250 197 169 150 129 104 71 46 33 20 T 0

2Pvalue boundary of significance at final analysis =0.0142. Per the statistical analysis plan, no further formal statistical testing was performed.

Data cutoffdate: April 259, 2020



EV-302/KEYNOTE-A39 Design'

ITT Patient Population EV+P¢ Dual primary endpoints:

(N=886) Treatment until progression® : SFSS by BICR

* Untreated la/mUC Select secondary endpoints:

« Eligible for EV, P, and platinum * ORR per RECIST 1.1 by BICR
» PD-(L)1 inhibitor-naive Chemotherapy® and INV assessment

+ GFR 230 mL/min® (Gemcitabine + cisplatin/carboplatin) * DOR

+ ECOG PS <2b Maximum 6 cycles * Safety

Stratification factors:

- Cisplatin eligibility (eligible/ineligible)

« PD-L1 expression (high, CPS 210; low, CPS <10)
« Liver metastases (present/absent)

BICR was discontinued
at previous data cutoff;
therefore, BICR-based
endpoints were not
updated for this
analysis. However,

OS follow-up is
ongoing

- This analysis evaluated efficacy and safety outcomes in the ITT population (median follow-up of 42.8 months)

— Additionally, exploratory subgroup analyses evaluated outcomes in patients who achieved CR (directly or after PR)

as well as in patients treated with EV+P for a DOT >1 or 2 years

Data cutoff: October 6, 2025. NCT04223856.

BICR, blinded independeant cantral review, CPS, combined positive score;, DOR, duration of response; DOT, duration of freatment, ECOG PS, Eastern Cooperative Oncology Group parformanca status, EV, enfortumab vedoting GFR, glomearular

filtration rate; INV, investigator; IV, intravenously; ITT, intention-lo-treat; NYHA, New York Heart Association; ORR, objective response rate; PS, overall survival, P, pembrolizumab; PD-(L)1, programmed death (igand) 1; PFS, pregression-frea
sunvival, RECIST, Response Evaluation Cntena in Solid Tumors. *Measured by Cockcroft-Gault formula, Modification of Diet in Renal Disease, or 24-hour unne; *Patients with ECOG PS of 2 were required to also meet addiional cnteria:

hemoglotin 210 g/dL and GFR 250 mL/min but may not have NYHA class Il heart failure. sPatients received 3-week cycles of EV (1.25 mg/kg, IV) on Days 1 and 8 and P (200 mg, IV} on Day 1. No maximum number of treatment cycles for EV,

meaamum of 35 cycles for P, “Treatment until progression by BICR, clinical progression, unacceptable toxicity, or if apphcable, maximum cycles. *Cisplatin ehgibility and assignment/dosing of cisplatin vs carboplatin were protocol defined.

1. Powles T, et al, N Engl J Med, 2024:300(10):875-88

Thomas B. Powles, MD | X @tompowles




Updated OS (ITT Population)

At 3.5 years, an estimated 44.0% of patients in the EV+P arm were alive vs 24.6% in the

chemotherapy arm@
100 — Median OS Stratified HR
90 — EventsIN (959, CI), mo (95% CI)
EV+P 240/442 33.6 (26.6, 39.8) 0.53
80 —
Chemotherapy 329/444 15.9 (13.6, 18.3) (0.45, 0.63)
70 —
— B0 —
=
2 50 —
40 — Wi&L EV+P
30 — . _i20.0% 124 59,
20 — ' I s TR q_‘
10 — '
0 — Chemotherapy
I L L L L I L L L L L L D L O O D P L L L
0 2 46 810121416182022 24 2628 3032 34 36 384042 44 46 48 50 52 54 56 58 60 62 64
) Time (months)
MNo. at risk
EV+P 442 426 409 304 375 356 336 319302 294 281 272 256 237 225 218212 204 181154126104 84 62 42 24 14 9 5 1 1 1
Chemotherapy 444 423 393 356 316 280 262 232 214197176 181 150 146 128131125116 107 91 75 62 47 32 18 14 10 & 5] Z 1 0 0

Data cutoff: October 6, 2025. Median follow-up, 42.8 mo.
EV, enfortumab vedotin; ITT, intention-to-treat; OS, overall survival, P, pembrolizumakb
Based on Kaplan-Meier estimatas.

Thomas B, Powles, MD | X: @tompowles1



OS Among Patients with CR?

Among patients who achieved CR, those whose response deepened from PR to CR had similar
3.5-year survival to the overall CR group (82.4% vs 83.6%)?

No. of pts All patients with CRP No. of pts PR converting to CR®
{all pts with CR) {PRto CR)
200 133 200 88
100 ] . 64 100 ] Ll 38
1] 0
EV+P Chemo EV+F Chemo 98.9%
1004 ; __9 7.1 95.5% 98.4% 100 - ’ — 96.6% ,
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30 Median OS Stratified HR 307 | Median OS  Stratified HR
20 Events/N (959, Cl), mo (95% Cl) 20— Events/N  (95% Cl), mo (95% Cl)
10— EV+P 20/133 NE 0.364 10 EV+P 14/88 NE 0.34
_| Chemotherapy 24/64 56.7 (43.9, NE) (0.195, 0.679) o |Chemotherapy  14/38  59.4 (39.6, NE) _ (0.15,0.77)
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0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 0 2 4 6 8101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60
No. at risk Time (months) No. at risk Time (months)
EVH+P 133133133 132 130131201204 281 181811838 1191310103 M 73 83 53 M B 12 0 T 4 0 0 EV+P 03 83 83 808 53 83 87 47 86 B0 96 85 85 83 81 80 V5 VI B0 62 45 40 B W3 MM T & 5 3 0 O
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Data cutoff: October 6, 2025.
CR, complete response; EV, enfortumab vedotin; NE, not estimable; OS5, overall survival, P, pembrolizumab; PR, partial response. *Based on Kaplan-Meier estimates, ®In the response evaluable set by BICR, data cutoff August 8, 2024,
1. Powles T, at al. Ann Oncol 2025;36:1212-19. 2. Gupta S, et al. ASCO 2025. Abstract 4502 {Oral).

Thomas B. Powles, MD | X: @tompowles1



(@ QSN

Patients achieving CR (%)

Cumulative Response Rates in the EV+P Arm
Patients continue to achieve CRs over time and CRs show long-term durability
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Time (weeks) Time (weeks)
nN 417133 347133 15/133 13133 71133 9133 6133 2133 5133 1133
B PR PR progressed/died/started new therapy
Data cutoff: October 6, 2025. N CR CR progressed/died/started new therapy

CR, complete responsa; EV, enforiumab vedoting P, pembrolizumab; PR, partial response.
|n the response evaluable set by blinded indepeandent central review, data cutoff August 8, 2024

Thomas B. Powles, MD | X: @tompowles1



Safety and Treatment Exposure (EV+P arm)

Safety in patients able to stay on EV+P with DOT >1 or >2 years was similar to the overall population
despite longer treatment

Duration of each agent (E or P) +  Median EV+P duration (both agents):
B e 35 - — Overall?: 12 cycles (range, 1-73)°
W or £ 30 - and 9.6 months (range, 0.3-52)
= E 25 | — EV+P DOT >1 year: 34 cycles
S5 - 20 | (range, 9-73)° and 24.3 months
ve (range, 12.2-52)
é : 51 02;-;1 223 {Dzi'l"-‘gﬂ — EV+P DOT >2 years: 41 cycles
% = 101 14.5 (Rsil) (1.4-52) ' (range, 30-73)>¢ and 26.4 months
5 1 (0.7-52) (range, 24.1-52)
D L

EV+P DOT >2 year

Patients, n (%) (n=102)

Patients with TRAEs
All Grades 428 (97.3) 183 (99.5) 102 (100)
Grade 23 251 (57.0) 108 (58.7) 59 (57.8)

Data cutoff: October 6, 2025.
DOT, duration of treatment; EV, enfortumab vedotin; P, pembrolizumab; TRAE, treatment-related adverse event
a3afety analysis set. *Cycle with any amount (>0) of study drug. “Maximum number of 35 treatment cycles for P per protocol

Thomas B. Powles, MD | X: @tompowles1



N —

Subsequent Therapy (ITT population)

In the EV+P arm, the most common first subsequent treatment was platinum-based chemotherapy,
which resulted in an ORR of 21% and a median OS of 10.9 months

ORR in evaluable patients receiving

EV+P subsequent platinum-based chemotherapy®¢
(n=442)
28/135 12161

== 40 -
Patien?s who received subsequent anticancer 192 (43.4) z'_' (20.7%) (19.7%) {gf gni}
therapies, n (%) o
Systemic therapy 173 (39.1) = 30 -
First subsequent systemic therapy, n (%) o
Platinum-containing chemotherapy? 135 (30.5) E
Carboplatin-based therapy 73 (16.5) © 20 -
Cisplatin-based therapy 61 (13.8) b
PD-(L)1 inhibitor therapy® 17 (3.8) 2
Maintenance 0 @ 10 -
EV+P-based therapy 2 (0.5) -
Other PD-(L)1 inhibitor therapy 15 (3.4) g
Atezolizumab 1(0.2) 0- ] , _ ,
Pembrolizumab 14 (3.2) All platinum Cisplatin Carboplatin
Other 21(4.8) = Median OS from start of platinum-based

chemotherapy was 10.9 months (95% CI 8.3, 12.8)

Data cutoff: October 6, 2025.

DOT, duration of treatment, EV, enfortumab vedotin, P, pembrolizumab;, PD-(L)1, programmead death (hgand) 1. *When plabinum-based therapy and a PD-(L)1 nhibitor weare given in the same ine of therapy, the therapy was categonzed as
platinum-containing therapy, one patient received a platinum agent other than carboplatin or cisplatin, "Patients could receive more than one PD-(L)1 agent in the same line of therapy, only agenis used in >1% of patients in at least one arm
are listed. “Subsequent response data wera reported by the study sites and were nol collected systematically across patients.

Thomas B. Powles, MD | X: @tompowles1



What are the next steps for EV and pembrolizumab in urothelial
cancer ?

When to stop therapy? Should we use the Nectin 4 biomarke

Median OS5, months (event/N)
EV+P Chemotherapy HR (95% CI)
3.5 16.1 ! 0.468
(133/442) (226/444) 1 (0.376 1o 0.582)
Subgroup, Nectin4 H-score :
<150 184 104 H 0.531
(15/38) (28/50) (0.268 o 1.052)
254 ' 0.435
(16/50) -' 1 (0.220 to 0.857)
s H 0.
(88/308) .- ) (0.355 1o 0.613)
1

QOverall

2150 1o <225
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What do we do for patients who have had EVP in MIBC

Enfortumab Vedotin +
Pambrolizumab

20123 with any degree of shrinkage in target lesions

B o1 Enfortumab Vedotin +
_ / Pembrolizumab
{ -[ Pembrolizumab ]

No Therapy ]

-[ Pembrolizumab ‘

Best % Change in Tumor Measurements
Radical cystectomy ]
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Enforumab vedotin with Sacituzimab vedotin in pretreated
advanced urothelial cancer

Best % Change in Tumor Measurements
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Patients

One patient who did not undergo any post-baseline scans was marked as having 0 percentage
change.

* One patient experienced progressive disease due to the emergence of a new non-target lesion,

despite the reduction in a target lesion.

** Among three patients with complete response, two had lymph node lesions and the sum of lesions
was not zero for those achieving a complete response.

Add PD-1
Or PD1/VEFD




FORAGER-3 Randomised phase lll EVP +/-
Vepugratinib

60 -
40 1
20 -
EVP+vepugratinib

201
401

-60

Eligability Criteria

-804

Maximum % Change from Baseline

Dose Level

[ 200 mg BID
B 300 mgBID
I 400 mgBID

M1 disease -100-

Efficacy Evaluable Patients? Total (n=39)

Confirmed ORR, % (n/N) 41 (16/39)

Confirmed ORR (prior FGFRi) 50 (6/12)
Best overall response
PR, n (%} 16 (41)
SD, n (%) 19 (49)
PD, n (%) 3(8)
NE, n (%) 1(3)
DCR, % (n/N) 90 (35/39)

BOR FGFR Alteration

I PR B Mutation

[ so ] Fusion

E] NE ¥ Treatment Ongoing
. PD # Prior FGFR3i therapy

: SO0 e e e e e Qe O e e e e e B
F G F R3 a Ite ratl O n s + Responses were also observed in non mUC patients: intrahepatic cholangiocarcinoma and ovarian cancer (n=1 each).

Data cutoff date of 0F Dec 2024, 'Efficacy evaluable patients are thoss with who had at least 1 postbassline response assessment or had discontnued the first post-bassl . *Changes in cfDNA between baseline and C201 were assessed using Guardant 350 from patients’ plasma samples with detectable FGFR3 VAF at bassine

Radiographic Response and FGFR3 Variant Allele Frequency:

mUC mutation/fusion VEPUGRATINIB 2200 mg BID

FGFR3 Variant Allele Frequency

.n A

|'<|' 100 4 Dose Level

> @ 200 mg BID

™ E A 300 mgBID

EN 50 M 400 mgBEID

o (&)

w2

Eo ol f_

o S

1]

o)

€ @ -50-

Sm o,

= 'Y

(%) °

e 100 =l T

° T T T
PR SD PD
n=12 n=7 n=2

BOR

* Decreases in FGFR3 Variant Allele Frequency
(VAF) at C2D1 correlate with BOR

Fit for EVP

ASCO Cenitourinary
Cancers Symposium

- rresenteney: Gopa lyer
Presentation is property of the author and ASCO. Permission required for reuse contact permissions@aseo.org.

' AMERICAN SOCIETY OF
CLINICAL ONEOLOGY

KNOWLEDGE CONQUERS CANCER



Volga Study Design

VOLGA

PHASE 3 RANDOMIZED TRIAL

NEOADJUVANT TREATMENT ADJUVANT THERAPY/ OBSERVATION
Arm 1 D*+T*+EVt Di+T*
’ Q3W for 3 cycles Q4W for 9 cycles
Randomization
Arm 2 *+EVi Dt
1 :1 :1 p— D +EV —_— —_—
N = ~810 patients Q3W for 3 cycles Q4W for 9 cycles
Arm 3
. Observation only or SoC per approved
— No neoadjuvant treatment (SoC) — — country label
*D 1500 mg (Day 1 each cycle); **T 75 mg (Cycle 1, Day 1 and Cycle 2, Day 8); fEV 1.25 mg/kg (Days 1 & 8 each cycle) D 1500 mg (Day 1 each cycle ; ¥ T 75 mg (Day 1, Cycle 1 only)

7-Nov-22

|s there an optimal duration of ADC and ICI therapy?
Is it the same for all tumors?

Does rechallenge, combination or sequencing work?
Which biomarkers and trial designs are needed to answer these questions?
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- Disease progression
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- Disease progression
* Symptomatic toxicity Stable dlsease
| Partial response

Complete response
24 months

18 months

12 months
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* Symptomatic toxicity

] Disease progression
Stable disease
| Partial response

Complete response
24 months

18 months

12 months

74 yr female

Liver and bone mets

stable

EV

Pembro

EV

55 yr T3AN2MO UC

N

70 yr male PS2
Prior EVP

LN and bone mets

Pembro >



* Symptomatic toxicity

12 months

] Disease progression
Stable disease
| Partial response

Complete response
24 months

18 months

74 yr female EV
Liver and bone mets *
stable Pembro
EV >
55 yr TSN2MO UC *
Pembro
EV

70 yr male PS2 *
Prior EVP

LN and bone mets pembro




* Symptomatic toxicity

- Disease progression
Stable disease
| Partial response

Complete response
24 months

18 months

12 months

74 yr female

Liver and bone mets
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- Disease progression
* Symptomatic toxicity Stable dlsease
| Partial response

Complete response
24 months

18 months

12 months

74 yr female EV
Liver and bone mets *_- *
stable Pembro

ctDNA (MTM) 11 3 2 3 11 25 sacTMT




* Symptomatic toxicity

75 male ctDNA +ve 6 3

radiologically negative

12 months

1 11

- Disease progression
Stable disease
| Partial response

Complete response
24 months

18 months

25 0 0 0

disease.

EV/ISG/pembro




Who gets EVP today and tomorrow?

2021 2022 2023
74 yr female EV > Local lymph node
T4b N1 MO bladder relapse
cancer Pembro Neuropathy resolved
1
CR Stopped due to G1-2 neuropathy
EV

55 yr T3ANOMO UC s Progrgssmn Qf disease
in the liver
Pembro >

Cystectomy showed pCR
ctDNA clearance

Grade 1 neuropathy
Grade 1 rash



Original Reports | Genitourinary Cancer

©Efficacy and Safety of Disitamab Vedotin in Patients With
Human Epidermal Growth Factor Receptor 2—Positive Locally
Advanced or Metastatic Urothelial Carcinoma: A Combined
Analysis of Two Phase Il Clinical Trials

Xinan Sheng MD' ([); Lin Wang, MD? Zhisong He, MD?; Yanxia Shi, MD;, Hong Luo, MD¥; Weiging Han, MD® Xin Yao, MD"; Benkang Shi, MD?;
Jiyan Liu, MD*(%; Changlu Hu, MD™; Ziling Liu, MD'"; Honggian Guo, MD' (&) ; Guohua Yu, MD™; Zhigang Ji, MD'%; Jianming Ying, MD"*();
Yun Ling MD'% Shiying Yu, MD'; ¥i Hu, MD'"; Jianming Guo, MD'; Jianmin Fang, PhD'** (; Aiping Zhou, MD? and Jun Guo, MD' (&

DO hitps://dai org/10 1200/J00 22 02912
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[ HER2 HC2+, FISH unknown
I HER2 HC2+ and FISH+ or IHC3+
I Hc=R2 HC2+ and FISH-

Percent Change From Baseline (%)

-804
=Ty
-100

ol. Published online November 21, 2023.
Bladder )
cancer

Pooled
(N=107)

HER2-Positive
IHC3+ or 2+/FISH+ 60% 64% 62.2%
HER2 Low
IHG24+/FISH. 40% 39.4%  39.6%
IHC2+/FISH Unknown  66% 50% 55.6%

Any event 100%

Peripheral sensory neuropathy 68%

Leukopenia 51%

AST increase 42%

Neutropenia 42%

Alopecia 40%

Asthenia 39%

ALT increase 36%

Decreased appetite 32%




Key Inclusion criteria

*+ No prior systemic treatment for
unresectable locally advanced or
metastatic UC

* Central lab-confirmed HERZ2 IHC
1+, 2+, or 3+

* Measurable disease per RECIST
v1A

* Eligible for ciscplatin or carboplatin
+ ECOGPS0Oor1

PFS probability

(%)

N=241

Disitamab vedotin +

Toripal imab

Gemcitabine +

Cisplatin/Carboplatin

P F: ; Median PFS Stratified HR| 2—sided
: Events
(95% Cl), mo (95% C1) P
100 DV+T 126 13.1 (11.1-16.7) 0.36
<0. 0001
Chemo 241 149 6.5 (5.7-7.4)  (0.28-0.46)
80 i _12—rn rate =
54, 5% -
-
&0 =
18-m rate 5
e H [}
. ! B
40 ‘ &
| [72]
g =}
2 16.2% 1
0 % Chemo
T I T T T T T T T I T T T T
0 2 4 6 8 10 12 1 18 2 u 2 28 30 32
isk Time (months)
3 220 0 1 1 98 81 51 37 16 7 4 1 1 0
1 & 143 8 25 1 ' 4]

100

B0

80

40

20

DISITIMAB VEDOTIN AND TORIPALIMAB IN HER-2 positive UC

80% were HER 2 positive

No enrichment for efficacy in the HER-2 high
Distinct toxicity profile to EV

Responses over 70% but CR rate was lower
Follow up is relatively short

\_

OS

12-m rate

Median 0S

DV+T 243 a1
79.5% 18-m rate

Chemo 241

31.5 (21. 7-NE)

Stratified
HR

2-sided

0.54
<0. 0001

17 169 (14.6-21.7) (0.41-0.73)

W 64. 6% hm rote
\H\HW‘ 528

62. 5% 5 1 DW+T
48. 1%

39. 4%
T T T T T T T T T T T T T T T T T
2 4 & a 10 12 14 16 18 20 22 24 26 28 30 31 34
Time (months)
243 240 232 225 213 176 149 127 102 78 &4 41 3 19 12 ] 0
241 220 215 202 183 148 109 93 73 &1 45 38 24 13 8 5 1}



Mechansims of resistance to EV

1. Antigen binding
Downregulation of antigen expression
Alteration/masking of binding site

3. Internalization/ trafficking
Altered intracellular trafficking
Altered cell-surface recycling kinetics
Reduced lysosomal processing

2. Payload
Multidrug transporters
Increased DNA repair




Status of global bladder cancer ADCs trials

Target Payload Biomarker | Single agent | Combination | FDA approval
Selected Rl RII

Enfortumab vedotin Nectin-4 MMAE OS +ve OS +ve M1 and MIBC
Zelenectin Pevedotin Nectin-4 MMAE No No discontinued No
Disitimab vedotin HER-2 MMAE HER2 1-3+ No OS +ve No
T-DXD HER-2 TOPQO-1 HER2 3+ No No HER 3+
Sacituzumab Govitcan TROP2 TOPO1 No OS -ve No No
D-DXD TROP2 TOPO1 No No Ongoing No
SAC-TMT TROP2 TOPO1 No Ongoing No No

|ZA-BREN HER-1&3 TOPO1 No Ongoing No No



SACTMT + pembrolizumab in MIBC (bladder sparing trial)

SAC/TMT TMT
Pembrolizumab Radiotherapy

Eligability Criteria

T2-4aN1M0 MIBC
No prior therapy
Cystectomy refusing

Gem/cis X4 for eligible TMT
patients Radiotherapy

12 months 18 months 24 months

75 male SA CTM'>

Pembro > EVP? >

T3NOMO MIBC




What are the key questions for treatment after EVP

EVP first ask questions later

Toxicity management and duration of therapy is the main
challenge

Other ADC/IO combinations are probably equally active .

Triplet therapy would need to have great results and
more may not always be better

We are moving into a new era of diagnosing and
monitoring advances disease




Advanced disease (ctDNA+ve or measurable M1)

1st line therapy 2" line therapy 3" line therapy

Platinum chemo . | Targeted therapy

Adjuvant 10 EVP or platinum EV or Platinum
chemo. chemotherapy.
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* Symptomatic toxicity
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* Symptomatic toxicity
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