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CONCLUSIONS

In the primary analysis of JAVELIN Bladder Medley, a randomized phase 2 trial in patients with advanced
urothelial carcinoma (UC) without progression after first-line (1L) platinum-based chemotherapy (PBC),
1L maintenance treatment with avelumab + sacituzumab govitecan (SG) showed improved progression-
free survival (PFS) vs avelumab monotherapy (hazard ratio [HR], 0.54 [95% CI, 0.36-0.81]), consistent with
the interim analysis’

— HRs for PFS in the avelumab + M6223 and avelumab + NKTR-255 arms vs avelumab monotherapy
were 0.95 (95% CI, 0.64-1.39) and 0.81 (95% CI, 0.55-1.21), respectively

Overall survival (OS) data remain immature; however, OS trends favored avelumab + SG (HR, 0.69 [95%
Cl, 0.41-1.17]), avelumab + M6223 (HR, 0.75 [95% CI, 0.44-1.27]), and avelumab + NKTR-255 (HR, 0.67 [95%
Cl, 0.39-1.14]) vs avelumab monotherapy

In patients tfreated with avelumab + SG, avelumab + M6223, avelumab + NKTR-255, or avelumab
monotherapy, grade 23 freatment-related adverse events (TRAEs) occurred in 71.2%, 8.3%, 20.8%, and
5.6%, respectively, with no new safety signals observed for any of the combinations

Follow-up for OS and safety, and translational analyses, are ongoing

Overall, these findings suggest that combining avelumab with other anticancer agents may be a
potential strategy to improve patient outicomes in advanced UC

PLAIN LANGUAGE SUMMARY

e Avelumab, an immunotherapy drug, is a standard treatment for people with advanced urothelial
cancer that disappeared, shrank, or stopped growing after chemotherapy. Treating people after they
have benefited from chemotherapy is called maintenance freatment

A new clinical trial investigated whether avelumab maintenance treatment might work better if it was
given in combination with other drugs. The other drugs tested were called sacituzumab govitecan,
M6223, and NKTR-255

On average, people treated with avelumab and sacituzumab govitecan had a longer time without
their cancer getting worse than people treated with only avelumab. This benefit was not seen with
avelumab in combination with M6223 or NKTR-255

Early results suggested that people treated with avelumab and sacituzumab govitecan, M6223, or
NKTR-255 might live longer overall than people treated with only avelumab. However, researchers
need to wait longer before survival can be analyzed properly

Side effects varied between the different tfreatments

— Severe side effects occurred in 71% of people treated with avelumab and sacituzumab govitecan,
8% with avelumab and Mé6223, 21% with avelumab and NKTR-255, and 6% with avelumab alone

— The types of side effects seen in this study were mostly similar to those seen in previous studies of
the different drugs

Overall, these results suggest that freatment with avelumab in combination with other drugs might be
a promising approach for people with advanced vurothelial cancer, but more studies are needed

BACKGROUND

e Avelumab 1L maintenance is a recommended treatment for patients with

advanced UC without progression after 1L PBC based on results from the JAVELIN
Bladder 100 phase 3 trial, which showed significantly improved efficacy with

avelumab 1L maintenance + best supportive care (BSC) vs BSC alone?*?

— After 22 years of follow-up, median OS (from randomization) was 23.8 vs 15.0

mont
mont

e |Inthe in

ns (HR, 0.76 [95% ClI, 0.63-0.91]; p=0.0036), and median PFS was 5.5 vs 2.1
NS (HR, 0.54 [95% CI, 0.46-0.64]; p<0.0001), respectively?

‘erim analysis of the JAVELIN Bladder Medley phase 2 trial, 1L

maintenance tfreatment with avelumab in combination with SG (Trop-2-directed
antibody-drug conjugate) improved PFS vs avelumab monotherapy, meeting the
primary endpoint of the trial’

- Median PFS with avelumab + SG vs avelumab monotherapy was 11.17 vs 3.75
months, respectively (HR, 0.49 [95% CI, 0.31-0.76])'

— In previous studies, SG had shown clinical acftivity in patients with advanced UC

as monotherapy and in combination with pembrolizumalb*»

RESULTS

* |n total, 256 patients were randomized

 Baseline characteristics were generally similar between study arms (Table 1)
o Af data cutoff (April 28, 2025), median follow-up for OS was =216.8 months in all arms
e Study freatment was ongoing in:
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— 8 of 37 patients (21.6%) in the avelumalb monotherapy arm (Table 2)

Table 1. Baseline characteristics in randomized patients

Age, median (range), years

Sex, n (%)
Female

Male

Geographic region, n (%)

ASiQ

Europe

North America

Rest of the world

ECOG PS, n (%)

0

1

PD-L1 status, n (%)

Positive

Negative

Tumor histology, %

Pure UC

Mixed

Unknown

Metastatic site at start of 1L PBC, n (%)

Visceral

Nonvisceral

1L PBC regimen, n (%)

Cisplatin + gemcitabine

Carboplatin + gemcitabine

Best response to 1L PBC, n (%)

CR or PR

SD

Liver lesion at randomization, n (%)

Lung lesion at randomization, n (%)

1L, first line; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; PBC, platinum-based chemotherapy; PR, partial response; SD, stable disease;

$G, sacituzumab govitecan; UC, urothelial carcinoma.

Avelumab +

SG
(n=74)

70 (42-85)

13 (17.6)

61 (82.4)

20 (27.0)
38 (51.4)
10 (13.5)

6 (8.1)

51 (68.9)

23 (31.1)

20 (27.0)

51 (68.9)

65 (87.8)
9 (12.2)

0

37 (50.0)

37 (50.0)

41 (55.4)

33 (44.6)

55 (74.3)
18 (24.3)
20 (27.0)

17 (23.0)

Avelumab +

Mé6223
(n=72)

69 (49-82)

18 (25.0)

54 (75.0)

21 (29.2)
44 (61.1)
3 (4.2)

4 (5.6)

51 (70.8)

21 (29.2)

27 (37.5)

43 (59.7)

65 (90.3)
7(9.7)

0

36 (50.0)

36 (50.0)

41 (56.9)

31 (43.1)

50 (69.4)
21 (29.2)
12 (16.7)

12 (16.7)

69 (48-83)

15 (20.5)

58 (79.5)

16 (21.9)
51 (69.9)
4 (5.5)

2 (2.7)

49 (67.1)

24 (32.9)

33 (45.2)

39 (53.4)

66 (90.4)
6 (8.2)

1 (1.4)

36 (49.3)

37 (50.7)

44 (60.3)

29 (39.7)

57 (78.1)
16 (21.9)
12 (16.4)

17 (23.3)

67 (53-89)

9 (24.3)

28 (75.7)

10 (27.0)
22 (59.5)
2 (5.4)

3 (8.1)

17 (45.9)

20 (54.1)

13 (35.1)

22 (59.5)

34 (91.9)
3 (8.1)

0

19 (51.4)

18 (48.4)

25 (67.6)

12 (32.4)

29 (78.4)
8 (21.6)
8 (21.6)

11 (29.7)

— However, the accelerated approval of SG for patient
PD-(L) 1 inhibitor treatment was voluntarily withdrawn
October 2024 because the TROPICS-04 phase 3 frial d
iImprovement in OS with SG monotherapy vs physician’s choice of single-agent
chemotherapy; the authors concluded that early toxicity-related complications
with SG may have impacted efficacy outcomes®

In addition to the avelumab + SG arm, the JAVELIN Bladder Medley trial included
2 additional arms of patients treated with avelumab-based combinations as 1L

maintfenance:

- Avelumab + Mé223 (anti-TIGIT antibody)’
— Avelumab + NKTR-255 (polymer-conjugated interleukin-15 agonist)®

Here, we report the primary analysis in all study arms

Table 2. Study treatment and patient disposition

Study treatment ongoing, n (%)
Received no study treatment, n (%)
Discontinued study treatment, n (%)
Discontinued avelumab, n (%)
Adverse event (freatment emergent)
Death
Lost to follow-up
Progressive disease
Withdrew consent
Other reason
Discontinued combination drug, n (%)
Adverse event (freatment emergent)
Death
Lost to follow-up
Progressive disease
Withdrew consent
Other reason
Duration of tfreatment, median (range), months
Avelumab

Combination drug

Avelumab +

SG
(n=74)

20 (27.0)

1(1.4)
53 (71.6)
53 (71.6)
4 (5.4)
3 (4.1)
0

33 (44.6)
7 (9.5)

6 (8.1)
60 (81.1)
11 (14.9)
3 (4.1)
0

31 (41.9)
9 (12.2)
6 (8.1)

9.43 (0.69-31.28)
8.97 (0.46-31.28)
7.16 (0.23-31.08)

Avelumab +

Mé6223
(n=72)

17 (23.6)
0

55 (76.4)
55 (76.4)
4 (5.6)
1(1.4)

0

47 (65.3)
3 (4.2)

0

55 (76.4)
4 (5.6)

1 (1.4)

0

47 (65.3)
3 (4.2)

0

5.50 (0.46-31.05)
5.50 (0.46-31.05)
5.47 (0.46-31.05)

s with prior PBC and anti-
oy the manufacturer in
Id not show a significant

22 (30.1)
1(1.4)
50 (68.5)
50 (68.5)
11 (15.1)
1(1.4)
1(1.4)
32 (43.8)
2 (2.7)
3 (4.1)
53 (72.6)
14 (19.2)
1(1.4)
1(1.4)
28 (38.4)
4 (5.5)
5 (6.8)

6.28 (0.92-27.63)
5.98 (0.46-27.17)
5.06 (0.92-27.63)

METHODS

e The JAVELIN Bladder Medley trial (NCT05327530) enrolled
patients with unresectable locally advanced or metastatic

UC without progression after 4-6 cycles of 1L PBC

o Patients were randomized 2:2:2:1 to receive 1L maintenance
treatment with avelumab + SG, avelumab + M6223,
avelumab + NKTR-255, or avelumab monotherapy (control),
stratified by presence of visceral metastases (Figure 1A)

* Primary endpoints were investigator-assessed PFS and safety;

OS was a secondary endpoint

 Per protocol, PFS and OS data in the avelumalb monotherapy
arm for each comparison were extended using propensity

score—weighted data from the JAVELIN Bladder 100 phase 3
trial,?® which were additionally downweighted to match the

number of randomized patients (Figure 1B)

A. Overall design

Key eligibility criteria

* Unresectable locally
advanced or
metastatic UC Interval

» No PD* after 4-6 cycles 410 weeks

of 1L PBC (cisplatin
and/or carboplatin +
gemcitabine)

Stratification factor
Visceral metastases
at start of 1L PBC
(yes vs no)

* Age 218 years
e ECOGPS 0/1

n=74

Avelumab 800 mg Q2w
+ SG 10 mg/kg on days 1 and 8

of 21-day cycles

Avelumab 800 mg Q2w
+ M6223 1600 mg Q2W

Figure 1. JAVELIN Bladder Medley study design (NCT05327530)

Primary endpoints
e PFS*
e Safety

e OS

PK

\ PROs

Secondary endpoints

* Objective response*
e Duration of response*

Antidrug antibodies

1L maintenance treatment

Until clinical PD, unacceptable toxicity, withdrawal of

consent, new anticancer tfreatment, or any other

prespecified reason for discontinuation

Figure 2. PFS and 0S. (A) Avelumab + SG vs avelumab monotherapy. (B) Avelumab + M6223
vs avelumab monotherapy. (C) Avelumab + NKTR-255 vs avelumab monotherapy
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156 11.0 10.4

PFS, median (95% CI), months

5.59 (3.75-12.91)

4.50 (3.48-7.20)

Stratified HR, 0.81 (95% CI, 0.55-1.21)

Discontinued from the study, n (%) 31 (41.9) 30 (41.7) 32 (43.8) 18 (48.6)

NA. not applicable: G, sacituzumab govitecan.

* Figure 2 shows PFS and OS analyses C ]:Z:'
— For each comparison, the control arm included extended data for avelumalb 80-

monotherapy (see Methods) 707

* Inthe avelumab + SG vs avelumab monotherapy arm, respectively: o ZZ
— Median PFS was 11.17 vs 3.75 months (HR, 0.54 [95% CI, 0.36-0.81]) o
— Median OS was not reached vs 22.05 months (HR, 0.69 [95% CI, 0.41-1.17]) 20+

* |In the avelumab + M6223 vs avelumab monotherapy arm, respectively: ]Z‘ -
- Median PFS was 5.42 vs 4.50 months (HR, 0.95 [95% CI, 0.64-1.39]) e T
— Median OS was not reached vs 23.23 months (HR, 0.75 [95% Cl, 0.44-1.27])

 In the avelumab + NKTR-255 vs avelumab monotherapy arm, respectively:

- Median PFS was 5.59 vs 4.50 months (HR, 0.81 [95% CI, 0.55-1.21])

— Median OS was not reached vs 23.23 months (HR, 0.67 [95% CI, 0.39-1.14])
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ave, avelumab; HR, hazard ratfio; mono, monotherapy; NE, not evaluable; OS, overall survival; PFS, progression-free survival; G, sacituzumalb govitecan.

 TRAEs of any grade (grade 23) (Table 3) occurred in:

- 97.3% (71.2%) of patients in the avelumab + SG arm
- 76.4% (8.3%) of patients in the avelumab + Mé223 arm
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- 95.8% (20.8%) of patients in the avelumalb + NKTR-255 arm

- 66.7% (5.6%) of patients in the avelumab monotherapy arm
e Figure 3 shows the most common individual TRAEs in each arm
 TRAEs led to discontinuation of both study drugs in:

- 4.1% of patients in the avelumab + SG arm

— 4.2% of patients in the avelumab + M6223 arm

- 6.9% of patients in the avelumalb + NKTR-255 arm

9.5

7.6

5.7

B. Statistical design of the extended control arm

Randomized patients
A

|
Combination

1L, first line; BSC, best supportive care; ECOG PS, Eastern Cooperative Oncology Group performance status; OS, overall survival; PBC, platinum-based chemotherapy; PD, progressive disease; PFS, progression-free survival; PK, pharmacokinetics; PRO, patient-reported

outcome; Q2W, every 2 weeks; Q4W, every 4 weeks; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumours; SG, sacituzumab govitecan; UC, urothelial carcinoma.
*Per RECIST version 1.1 as assessed by the investigator.

Avelumab
+ SG

Avelumab
+ Mé223

Avelumab
+ NKTR-255

Table 3. Safety summary in treated patients

Patients, n (%)

AE of any grade
Grade 23
TRAE of any grade
Grade 23
Related to avelumab
Related to combination drug
TRAE leading to infusion rate reduction
Avelumalb
Combination drug
TRAE leading to dose reduction

TRAE leading to permanent study drug
discontinuation (21 drug)

Avelumalb
Combination drug
Both drugs
Serious AE
Related to avelumalb
Related to combination drug
TRAE leading to death
Related to avelumab
Related to combination drug
AE of special interest (any grade)?
Infusion-related reaction
Immune-related AE
Thromboembolic event
Cytokine release syndrome
QT prolongation

Concomitant G-CSF administration

Avelumab +

SG
(n=73)

73 (100.0)

59 (80.8)
71 (97.3)
52 (71.2)
17 (23.3)
50 (68.5)
5 (6.8)
1 (1.4)
4 (5.5)
39 (53.4)

13 (17.8)

3 (4.1)
11 (15.1)
3 (4.1)
35 (47.9)
6 (8.2)
16 (21.9)
1 (1.4)*
0

1 (1.4)

7 (9.6)
18 (24.7)
NA

NA

NA

39 (53.4)

Avelumab

monotherapy

Avelumab +

Mé6223
(n=72)

68 (94.4)
23 (31.9)
55 (76.4)
6 (8.3)

6 (8.3)

5 (6.9)

5 (6.9)

3 (4.2)

2 (2.8)
NA

3 (4.2)

3 (4.2)
2 (2.8)

3 (4.2)
18 (25.0)
4 (5.6)

4 (5.6)

0

0

0

17 (23.6)
18 (25.0)
4 (5.6)
NA

NA

0

JAVELIN Bladder Medley

Extended control arm
For PFS and OS analyses
(per protocol)

JAVELIN Bladder 100

All patients in the
avelumab + BSC arm who
met JAVELIN Bladder
Medley eligibility criteria

For each comparison, JAVELIN Bladder 100 data were:

* Weighted using baseline characteristics to account
for population differences between the
combination arm and extended control arm

* Additionally downweighted to reflect the number of
randomized patients, resulting in 313 patients

being represented as equivalent to 37 patients
for analysis purposes

70 (97.2)
32 (44.4)
69 (95.8)
15 (20.8)
10 (13.9)
13 (18.1)
13 (18.1)
9 (12.5)
4 (5.6)
NA

12 (16.7)

6 (8.3)
10 (13.9)
5 (6.9)
22 (30.6)
7(9.7)
12 (16.7)
1 (1.4)*
1 (1.4)

1 (1.4)

49 (68.1)
22 (30.6)
NA

13 (18.1)
1 (1.4)

0

33 (91.7)
15 (41.7)
24 (66.7)
2 (5.6)

2 (5.6)
NA

3 (8.3)

3 (8.3)
NA

NA

3 (8.3)

3 (8.3)
NA

NA

10 (27.8)
2 (5.6)
NA

0

0

0

5(13.9)
7 (19.4)
0

NA

NA

1 (2.8)

AE, adverse event; G-CSF, granulocyte colony-stimulating factor; NA, not applicable; SG, sacituzumab govitecan; TRAE, freatment-related adverse event.
*TRAEs leading to death: avelumab + SG arm, acute subarachnoid hemorrhage in the setting of sepsis and pancytopenia related to SG; avelumab + NKTR-255 arm, respiratory failure due to

myositis syndrome related to both drugs. 'Based on composite definitions.

Figure 3. Individual TRAEs (any grade in 210% or grade >3 in >5%)

Avelumab related

Fatigue :
Diarrhea

Pruritus
Asthenia
Hypothyroidism >Grade
Nausea 23 172
Neutrophil count decreased [l Ave + 3G arm (n=73) .
o) 20 40 100
Infusion-related reaction
Pruritus Grade
Asthenia 23 1/2
Hypothyroidism Ave + M6223 arm (n=72) [}
0 20 40 100
Infusion-related reaction
Asthenia Grade
Hypothyroidism 23 1/2
Pruritus Ave + NKTR-255 arm (n=72)
0 20 40 100
Pruritus
Asthenia
Hyperthyroidism g’qf‘;
Infusion-related reaction - /
Pneumonitis Ave mono arm (n=36)
0 20 40 100
Patients, %

ave, avelumab; mono, monotherapy; $G, sacituzumab govitecan; TRAE, tfreatment-related adverse event, WBC, white blood cell.

Alopecia
Diarrhea
Neutropenia
Fatigue
Naused
Neutrophil count decreased
Anemia

Asthenia
Decreased appetite
Constipation
Vomiting

Febrile neutropenia
WBC count decreased

Pruritus

Asthenia

Infusion-related reaction
Asthenia
Cytokine release syndrome

Combination drug related

Grade
23 1/2
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0
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