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CONCLUSIONS

 Updated real-world data obtained from an ltalian compassionate use program (CUP) across 140 centers
confirmed the effectiveness of avelumab first-line (1L) maintenance in patients with locally advanced or
metastatic urothelial carcinoma (la/mUC) who were progression free after 1L platinum-based chemotherapy,
consistent with findings from the JAVELIN Bladder 100 phase 3 trial and other real-world studies'-

Median overall survival (OS) from start of avelumab 1L maintenance was 26.22 months (95% CI, 19.97 months-
not estimable [NE])

Median OS measured from start of 1L chemotherapy in this population without progression after chemotherapy
was 30.86 months (95% Cl, 25.69 months-NE); this is similar to the 30 months median OS from start of 1L
chemotherapy seen in an exploratory analysis from JAVELIN Bladder 100°

Clinical benefits were seen across various subgroups and irrespective of age, type of 1L platinum-based
chemotherapy, number of 1L chemotherapy cycles, and best response to 1L chemotherapy

— The real-world effectiveness of avelumab 1L maintenance was pronounced in patients with a low burden
of disease and patients whose best response to 1L chemotherapy was complete response (CR)

Overall, these findings further support the use of avelumab 1L maintenance as standard of care in patients
with la/mUC that has not progressed with 1L platinum-based chemotherapy

PLAIN LANGUAGE SUMMARY

 Based on clinical trial results, avelumab maintenance is considered a standard treatment for people with
advanced urothelial cancer that disappeared, shrank, or stopped growing with chemotherapy

* In this study, researchers looked at people in Italy with advanced vurothelial cancer who received avelumab
maintenance treatment in a compassionate use program

— Compassionate use programs allow a drug to be used when a clinical frial has shown it to be effective,
but it has not yet been approved by national health authorities, and when no other options are available

* On average, people tfreated with avelumab in the compassionate use program lived for 26 months from the
start of avelumab treatment and 31 months from the start of chemotherapy

— Avelumab was found to work well across groups of people who had different characteristics or
differences in their chemotherapy treatment

 Overall, these results provide more support for using avelumab maintenance tfreatment for people with
advanced urothelial cancer

BACKGROUND

e Bladder cancer, for which UC accounts for 90% of cases,® is the fifth most
common cancer in Italy, with an estimated 28,336 new cases (6.8% of all

cancers) and 7,108 deaths in 2020/

 Inthe JAVELIN Bladder 100 phase 3 trial (NCT02603432), avelumab 1L
maintenance + best supportive care (BSC) significantly prolonged OS and
progression-free survival (PFS) vs BSC alone in patients with la/mUC that had

not progressed with 1L platinum-based chemotherapy'?

— After 22 years of follow-up, median OS (from randomization) was 23.8 vs
15.0 months (hazard ratio [HR], 0.76 [95% CI, 0.63-0.91]; p=0.0036), and
median PFS was 5.5 vs 2.1 months (HR, 0.54 [95% CI, 0.46-0.64]; p<0.0001),

respectively?

— In a post hoc analysis, median OS with avelumab 1L maintenance
measured from start of 1L platinum-based chemotherapy in this
population without disease progression was 29.7 months

RESULTS

Patients and treatment

e Between January 2021 and March 2022, 464 patients received avelumab 1L maintenance across 140 centers in

Italy

— 414 patients had a start date reported for avelumab tfreatment and comprised the analysis population
— At data cutoff (July 30, 2023), median follow-up was 20.30 months (25% ClI, 19.78-20.93 months)
e Most patients were male (79.2%) and had an ECOG PS of 0 (70.8%); median age at the start of avelumab

treatment was 71.0 years (Table 1)

e 1L chemotherapy regimen was carboplatin + gemcitabine in 221 patients (53.4%), cisplatin + gemcitabine in
184 patients (44.4%), methotrexate, vinblastine, doxorubicin, and cisplatin (MVAC) in 1 patient (0.2%), and other

regimens in 8 patients (1.9%)

e Bestresponse to 1L chemotherapy was CR in 42 patients (10.1%), partial response (PR) in 235 patients (56.8%),

and stable disease (SD) in 137 patients (33.1%)

e Median duration of avelumab treatment was 3.8 months (IQR, 2.0-8.3 months)

Table 1. Baseline characteristics

Age, median (IQR), years
Sex, n (%)
Male
Female
ECOG PS, n (%)
0
]
Not reported
Creatinine clearance, n (%)
<60 mL/min
>60 mL/min
Not reported
Site of primary tumor, n (%)
Upper tract
Lower fract
Not reported
Presence of liver metastasis, n (%)
Presence of lung metastasis, n (%)
Presence of only lymph node metastasis, n (%)
1L chemotherapy regimen, n (%)
Cisplatin + gemcitabine
Carboplatin + gemcitabine
MVAC
Other
No. of 1L chemotherapy cycles, n (%)
4
5
6
9
Not reported
Best response to 1L chemotherapy, n (%)
CR
PR
SD

1L, first line; CR, complete response; MVAC, methotrexate, vinblastine, doxorubicin, cisplatin; PR, partial response; PS, performance status; SD, stable disease.

Effectiveness

e Median OS from the start of avelumab 1L maintfenance was 26.22 months (5% CI, 19.97 months-NE; Figure 1)

— The 1-year OS rate was 65.6% (95% ClI, 60.99%-70.14%)

e Median OS from start of 1L chemotherapy in this population without disease progression was 30.86 months

(25% CI, 25.69 months-NE; Figure 2)

e Median PFS from the start of avelumab 1L maintenance was 7.63 months (925% Cl, 6.02-9.31 months; Figure 3)

— The 1-year PFS rate was 41.6% (95% Cl, 36.87%-46.36%)
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READY is a real-world study of avelumab 1L maintenance in patients with
la/mUC in ltaly who received treatment via a CUP, before reimbursement
from the [talian Medicines Agency was available

Patient characteristics and preliminary survival data have been reported
previously'

Here we report updated data from the READY study, including OS from
the start of 1L chemotherapy in this population of patients without disease 4-10 weeks before starting avelumalb
progression and subgroup analyses

METHODS

Results from this trial provided level 1 evidence fo support the « This prospective, noninterventional, multicenter CUP was open from January 18, 2021, — Patients with prior adjuvant or neoadjuvant systemic therapy within 12 months or

incorporation of avelumab 1L maintenance as a standard of care in to March 7, 2022
international tfreatment guidelines®'°

March 18, 2022

alternative treatment

Figure 1. 0OS from the start of avelumab 1L maintenance
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1L, first line; NE, not estimable; OS, overall survival.

Figure 2. 0S from the start of 1L chemotherapy in patients without disease progression

la/mUC by the European Commission on January 25, 202112

— All patients were unable to participate in any clinical trial for la/mUC and could
not be freated satistfactorily with any approved and commercially available

100
80—
KO 60—
%)
O
40—
20—
n=377
Events, n (%) 166 (44.03)
0 Median OS (95% CI), months 30.86 (25.69-NE)
I I I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36
Months
No. atrisk 377 377 375 337 294 260 229 190 142 87 45 12 0

This analysis of OS measured from the start of 1L chemotherapy in this selected population without progression on 1L chemotherapy should be interpreted
with caution.
1L, first line; NE, not estimable; OS, overall survival.

Figure 3. PFS from the start of avelumab 1L maintenance
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prior immunotherapy were ineligible

— Avelumab 1L maintenance was approved for the treatment of patients with e Avelumab was provided on physician request and after approval by local ethics

committees in accordance with Italian compassionate use regulations

prescribing information'

— Reimbursement for avelumab 1L maintfenance became available in Italy on — Patients received avelumalb 800 mg intfravenously every 2 weeks per local

e Eligible patients were aged 218 years and had an ECOG performance status (PS) of — Treatment was confinued until progressive disease, unacceptable toxicity,
O or 1, had unresectable la/mUC (stage IV) that had not progressed after 4-6 cycles
of 1L platinum-based chemotherapy, and received their last dose of chemotherapy

withdrawal, or the patient was no longer benefitting from treatment based on
physician judgment

 Data collected included baseline demographics and disease characteristics,

— OS and PFS were estimated using the Kaplan-Meier method

characteristics of 1L chemotherapy, and outcomes with avelumab 1L maintfenance

e OS and PFS from the start of avelumab 1L maintenance in various subgroups are shown in Table 2

— In patients who had received 1L cisplatin- or carboplatin-based chemotherapy, median OS was not reached
and 25.10 months, respectively (Figure 4)

— In patients aged <65 and 265 years, median OS was not reached and 25.10 months, respectively

— In patients who had received 4 or 6 cycles of 1L chemotherapy, median OS was 19.97 months and not

reached, respectively

— In patients whose best response to 1L chemotherapy was CR, PR, or SD, median OS was not reached,
26.22 months, and 13.65 months, respectively

Table 2. Subgroup analysis of 0S and PFS from the start of avelumab 1L maintenance

Subgroup
Age
<65 years 116
>65 years 298
Creatinine clearance
<60 mL/min 151
>60 mL/min 226
Metastatic site
Lymph node only 138
Liver 53
Lung 83
1L chemotherapy regimen
Cisplatin + gemcitabine 184
Carboplatin + gemcitabine 221
No. of 1L chemotherapy cycles
4 204
6 158
Best response to 1L chemotherapy
CR 42
PR 235
SD 137

Median (95% CI), | 1-year rate

Median (95% CI),| 1-year rate
months (95% CI), % months

NR (24.21-NE)
25.10 (17.43-NE)

18.91 (13.95-NE)
NR (24.21-NE)

NR (NE)
6.97 (4.44-9.57)
17.83 (12.66-NE)

NR (16.05-NE)
25.10 (19.97-NE)

19.97 (13.65-NE)
NR (24.01-NE)

NR (24.21-NE)
26.22 (21.22-NE)
13.65 (10.56-NE)

/0.8 (62.53-79.08)  6.09 (4.38-10.82)
63.6 (58.09-69.02)  7.89 (6.05-9.77)

62.7 (54.93-70.36)  6.81 (5.33-12.64)
68.3 (62.25-74.38)  6.74 (5.46-9.38)

(95% CI), %

40.2 (31.24-49.08)
42.2 (36.57-47.79)

42 4 (34.50-50.27)
39.5 (33.09-45.84)

79.3 (72.53-86.05)  12.20 (7.96-20.30)  50.5 (42.18-58.87)

26.8 (14.84-38.68)  2.57 (2.27-3.72)
62.7 (52.29-73.10)  5.30 (3.65-6.71)

66.9 (60.09-73.69)  6.71 (5.39-9.18)
64.4 (58.09-70.71)  8.42 (6.05-12.73)

62.0 (55.36-68.68)  6.74 (5.56-9.38)
70.6 (63.51-77.72)  8.19 (5.03-15.63)

87.7 (77.73-97.62) | 22.24 (8.13-NE)
68.9 (63.01-74.84)  8.42 (5.46-11.02)
53.1 (44.71-61.42)  6.02 (4.90-6.74)

13.9 (4.56-23.17)
32.0 (21.92-41.98)

39.3 (32.26-46.38)
44.3 (37.75-50.85)

39.9 (33.17-46.61)
44.2 (36.49-51.98)

57.1 (42.18-72.11)
423 (35.98-48.61)
35.7 (27.69-43.73)

1L, first line; CR, complete response; NE, not estimable; NR, not reached; OS, overall survival; PFS, progression-free survival; PR, partial response; SD, stable disease.

Figure 4. 0S from the start of avelumab 1L maintenance in subgroups defined by 1L

chemotherapy regimen
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