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SCOPE

e We report long-term efficacy and safety outcomes from a
post hoc analysis of subgroups defined by older age
(265 years) from the JAVELIN Bladder 100 trial, which
compared avelumab first-line (1L) maintenance +
best supportive care (BSC) vs BSC alone in patients
with advanced urothelial carcinoma (UC) that had not
progressed with 1L platinum-based chemotherapy

CONCLUSIONS

* Long-term outcomes from the JAVELIN Bladder 100 trial
confirm prolonged overall survival (OS) and
progression-free survival (PFS) with avelumab + BSC
vs BSC alone in older patients (aged 265 years)

* The long-term safety and tolerability profile of avelumab
1L maintenance in older patients was confirmed and was
generally consistent with results for the overall population'-

* These findings provide further support for avelumab 1L

maintenance as standard of care in patients with advanced
UC without disease progression following 1L platinum-based
chemotherapy, including patients aged 265 years
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BACKGROUND METHODS

 |Inthe JAVELIN Bladder 100 frial, avelumab 1L maintenance
+ BSC significantly prolonged OS and PFS vs BSC alone in
patients with advanced UC without disease progression
following 1L platinum-based chemotherapy'2

— After 22 years of follow-up in all patients (data cutoft:
4 June 2021), median OS (from randomization) was
23.8 months (95% CI, 19.9-28.8) vs 15.0 months
(5% CI, 13.5-18.2), respectively (HR, 0.76; 95% C,
0.63-0.91; p=0.0036)"

— Median PFS was 5.5 months (95% Cl, 4.2-7.2) vs 2.1 months °
(5% CI, 1.9-3.0), respectively (HR, 0.54; 95% CI, 0.46-0.64;
2-sided p<0.0001)?

— In a post hoc analysis, median OS with the JAVELIN
Bladder regimen (ie, 1L platinum-based chemotherapy
followed by avelumab 1L maintfenance in patients
without disease progression) measured from the start of .
1L chemotherapy was 29.7 months?

RESULTS

o Af data cutoff (4 June 2021), median follow-up was 38.0 months i
alone arm

 |Inthe avelumab + BSC and BSC alone arms, 136 and 163 patient

— Overall, the safety profile of avelumab 1L maintenance
was consistent with that in prior avelumab monotherapy
studies,'>* and no new safety concerns were identified

- Avelumab 1L maintenance was also found 1o have no
detrimental impact on quality of life?

Results from this trial led to the recommendation of
avelumab 1L maintenance as standard of care for
patients with advanced UC who are progression free
affer 1L platinum-based chemotherapy in international
treatment guidelinesé®

Older age is a key risk factor for UC, with a median age at
diagnosis of 73 years; >90% of patients with UC are aged
>55 years when diagnosed’

— Increasing age may also be associated with declining
immune function’

— However, only a small proportion of older patients
receive systemic treatment'o!

Here, we performed a post hoc analysis of efficacy and
safety in subgroups defined by older age (265 years)

N the avelumab + BSC arm and 3%9.6 months in the BSC

s were aged 265 to <75 years and 85 and 80 patients

were aged 275 years; of those, 28 and 27 patients were aged =80 years

 Baseline characteristics for subgroups defined by older age and for the overall population? are presented in Table 1

— Compared with the 265 to <75 years subgroup, a higher proportion of patients in the =275 years and =80 years
subgroups had an ECOG PS of 21 across both arms (avelumab + BSC arm, 38.2% vs 44.7% and 57.1%,; BSC alone arm,

38.7% vs 45.0% and 55.6%)

* |n all subgroups defined by older age, OS was prolonged in the avelumab + BSC arm vs the BSC alone arm (Figure 2)

* |nvestigator-assessed PFS was also prolonged with avelumalb + BSC vs BSC alone in all older age subgroups (Figure 3)

 The long-term safety of avelumab 1L mainfenance was acceptao
the safety profile in the overall population? (Table 2)

ble in all older age subgroups and was comparable to

— Two patients (2.4%) in the =275 years subgroup, of which 1 patient was aged 280 years, had a treatment-related AE

patient aged 280 years])

Table 1. Patient characteristics at baseline

that led to death (sepsis [patient aged =75 years] and attributed to immune-related nephiritis by freating investigator

Avelumab + BSC alone Avelumab + BSC alone Avelumab + BSC alone Avelumab + BSC alone

BSC (n=136) (n=163) BSC (n=85) (n=80)

BSC (n=28) (n=27) BSC (n=350) | (n=350)

Age, median (range), years 70.0 (65.0-74.0)  70.0 (65.0-74.0) 77.0 (75.0-90.0)  78.0 (75.0-89.0) 81.0 (80.0-90.0) 82.0 (80.0-89.0) 68.0 (37.0-90.0) ' 69.0 (32.0-89.0)

Sex, n (%)
Male 108 (79.4) 137 (84.0) 67 (78.8) 62 (77.5)
Female 28 (20.6) 26 (16.0) 18 (21.2) 18 (22.5)
Pooled geographic region,
n (%)
Europe 83 (61.0) 96 (58.9) 46 (54.1) 42 (52.5)
North America 5 (3.7) / (4.3) 4 (4.7) 4 (5.0)
Asia 30 (22.1) 39 (23.9) 18 (21.2) 16 (20.0)
Australasia 14 (10.3) 14 (8.6) 13 (15.3) 14 (17.5)
Rest of the world 4 (2.9) / (4.3) 4 (4.7) 4 (5.0)
ECOG PS, n (%)
0 84 (61.8) 100 (61.3) 47 (55.3) 44 (55.0)
> 52 (38.2) 63 (38.7) 38 (44.7) 36 (45.0)
PD-L1 status, n (%)
Positive /2 (52.9) /3 (44.8) 55 (64.7) 47 (58.8)
Negative 57 (41.9) 63 (38.7) 27 (31.8) 28 (35.0)
Unknown /7 (5.1) 27 (16.6) 3 (3.5) 5 (6.3)

Best response to
1L chemotherapy, n (%)

CR or PR 96 (70.6) 118 (72.4) 61 (71.8) 55 (68.8)
SD 40 (29.4) 45 (27.6) 24 (28.2) 25 (31.3)

Site of metastasis at start of
1L chemotherapy, n (%)

Visceral /8 (57.4) 95 (568.3) 45 (52.9) 38 (47.5)
Nonvisceral 58 (42.6) 68 (41.7) 40 (47.1) 42 (52.5)

1L, first line; BSC, best supportive care; CR, complete response; PR, partial response; SD, stable disease.

21 (75.0) 21 (77.8) 266 (76.0) 275 (78.6)
7 (25.0) 6 (22.2) 84 (24.0) 75 (21.4)
14 (50.0) 15 (55.6) 214 (61.1) 203 (58.0)
0 2 (7.4) 12 (3.4) 22 (6.3)
5(17.9) 4 (14.8) 73 (20.9) 74 (21.1)
7 (25.0) 4 (14.8) 34 (9.7) 37 (10.6)
2 (7.1) 2 (7.4) 17 (4.9) 14 (4.0)
12 (42.9) 12 (44.4) 213 (60.9) 211 (60.3)
16 (57.1) 15 (55.6) 137 (39.1) 139 (39.7)
20 (71.4) 15 (55.6) 189 (54.0) 169 (48.3)
8 (28.4) 11 (40.7) 139 (39.7) 131 (37.4)
0 1 (3.7) 22 (6.3) 50 (14.3)
20 (71.4) 20 (74.1) 253 (72.3) 252 (72.0)
8 (28.4) 7 (25.9) 97 (27.7) 98 (28.0)
16 (57.1) 12 (44.4) 191 (54.6) 191 (54.6)
12 (42.9) 15 (55.6) 159 (45.4) 159 (45.4)

e Eligible patients in the phase 3 JAVELIN Bladder Figure 1. JAVELIN Bladder 100 study design’
100 trial (NCT026O3432) had lOCO”y advanced or All endpoints measured post randomization (after chemotherapy)

metastatic UC that did not progress following —
1L platinum-based chemotherapy (gemcitabine +
cisplatin or carboplatin) and were randomized 1:1 to

Avelumab + BSC*

receive avelumalb + BSC or BSC alone (Figure 1) Unresectable locally n=350 Primary endpoint
e The primary endpoint was OS ddvanced ormeiasiatic Uc Until PD | O . .
CR PR or SD with standard Interval Nt Fu, Primary analysis populations
- Secondary endpoints included o A-10weeks/ R unacceptable « All randomized patients
investigator-assessed PFS and safet 1R CRCMOMSIERY (S EHEIES) 1:1 foxicity. * PD-L1+ population
invest - _ : . :
S Y e Cisplatin + gemcitabine N=700 or withdrawal Secondary endpoints
e For this post hoc analysis, 3 subgroups were evaluated: or * PFS per RECIST 1.1
. . . . L " .
oatients aged =65 to <75 years, patients aged Carboplatin + gemcitabine Bsﬁ_gs'gne Safety
>/5 years, and the subset of patients aged 280 years
— Patients aged <65 years were not included in this Siratification
s e Best response to 1L chemotherapy (CR or PR vs SD)
anatysis * Metastatic site when initiating 1L chemotherapy (visceral vs nonvisceral)
¢ Ad verse eveﬂTS (A ES) were ng}ded CICCOI’diﬂg TO 1L, first line; BSC, best supportive care; CR, complete response; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PR, partial response;
. . . R, randomization; SD, stable disease; UC, urothelial carcinoma.
The NOhOﬂOl CCI ncer Institute Common TermlnC)logy *BSC (eg, antibiotics, nutritional support, hydration, and pain management) was administered per local practice based on patient needs and clinical judgment;
. . . other antitumor therapy was not permitted, but palliative local radiotherapy for isolated lesions was acceptable.
Criteria for Adverse Events version 4.03 iAssessed using the Ventana SP263 assay.

Figure 2. 0S in subgroups defined by older age

265 to <75 years 275 years 280 years
100 100 100
Avelumab + BSC alone Avelumab + BSC alone Avelumab + BSC alone
90 - BSC (n=134) (n=163) 90 BSC (n=85) (n=80) 90 - BSC (n=28) (n=27)
Events, n (%) 79 (58.1) 111 (68.1) Events, n (%) 51 (60.0) 55 (68.8) Events, n (%) 17 (60.7) 18 (66.7)
80 0S, median 28.7 171 80 0S, median 24.0 135 80 0s, median 24.9 10.0
(95% CI), months  (20.9-35.1) (12.9-21.3) (95% CI), months  (18.6-37.0) (8.6-18.5) (95% CI), months  (14.1-NE) (7.0-26.9)
70 7 Strafified HR 073 70 - Strafified HR 0.59 70 - Strafified HR 0.57
(95% CI) (0.543-0.974) (95% CI) (0.401-0.877) (95% CI) (0.284-1.155)
60 60 60 -
bR bR bR
N 50 - N 50 - A 50 -
(@) (@) O
40 - 40 - 40
30 30 30
20 20 — 20
10 - 10 - 10 -
0 0 0
| | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | |
O 3 6 9 12 15 18 21 24 27 30 33 36 42 48 54 60 O 3 6 9 12 15 18 21 24 27 30 33 36 42 48 54 60 O 3 6 9 12 15 18 21 24 27 30 33 36 42 48 54 60
Months Months Months
No. at risk No. atrisk No. at risk
Avelumab +BSC 136 127 115105 95 93 83 76 72 65 52 40 29 15 5 2 0 Avelumab +BSC 85 82 76 70 60 54 52 43 42 35 27 24 20 11 5 1 0 Avelumab +BSC 28 27 25 24 23 19 19 15 15 11 9 9 7 4 2 0 0
BSC alone 163 152 126 109 93 80 70 62 60 55 46 39 34 22 4 0 0 BSCalone 80 70 57 46 38 34 30 26 23 20 18 14 13 4 3 1 0 BSCalone 27 23 19 14 12 12 10 9 8 6 6 4 4 2 2 1 0
BSC, best supportive care; HR, hazard ratio; NE, not estimable; OS, overall survival.
Figure 3. Investigator-assessed PFS in subgroups defined by older age
265 to <75 years 275 years 280 years
100 100 rc[\ 100 -;
’\ Avelumab + BSC alone Avelumab + BSC alone Avelumab + BSC alone
90 BSC (n=136) (n=163) 90 BSC (n=85) (n=80) 90 BSC (n=28) (n=27)
Events, n (%) 100 (73.5) 140 (85.9) Events, n (%) 64 (75.3) 64 (80.0) Events, n (%) 18 (64.3) 22 (81.5)
80 PFS, median 7.4 2.8 80 PFS, median 9.2 2.2 80 PFS, median 138 19
(95% CI), months  (3.7-11.2) (1.9-3.7) (95% CI), months  (5.6-13.3) (1.9-3.7) (95% CI), months  (5.7-30.3) (1.7-3.7)
70 - strafified HR 0.5] 70 7 strafified HR 038 70 - strafified HR 0.27
(95% ClI) (0.389-0.666) (95% CI) (0.266-0.554) (95% CI) (0.129-0.560)
60 - 60 - 60 -
S bR S
w50 - v 50 v 50 -
L. L. L.
o. o. o.
40 - 40 - 40 -
30 - 30 - 30 -
20 | o 20 20 e
10 A — 10 1 - | 10
0 0 0
| | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | |
O 3 6 9 12 15 18 21 24 27 30 33 36 42 48 54 60 O 3 6 9 12 15 18 21 24 27 30 33 36 42 48 54 60 O 3 6 9 12 15 18 21 24 27 30 33 36 42 48 54 60
Months Months Months
No. at risk No. at risk No. at risk
Avelumab +BSC 136 86 65 52 45 40 32 28 25 15 9 9 9 4 0 0 0 Avelumab +BSC 85 66 47 41 32 26 24 24 23 18 14 12 8 1 0 0 0 Avelumab +BSC 28 22 17 16 13 11 10 10 9 6 5 4 2 0 0 0 0
BSCalone 163 72 34 21 16 13 11 8 8 8 8 8 6 2 0 0 0 BSCalone 8 30 16 10 4 4 4 3 3 3 3 3 2 1 1 0 0 BSCalone 27 8 5 3 2 2 2 1 1 1 1 1 1 1 1 0 0

BSC, best supportive care; HR, hazard ratio; PFS, progression-free survival.

Table 2. Summary of long-term safety in subgroups defined by older age

‘ 265 to <75 years ‘ 275 years ‘ 280 years Overall population?

Patients, n (%) BSC (n=130) (n=162) BSC (n=85) (n=77) BSC (n=28) (n=27) BSC (n=344) (n=345)
AE of any grade 128 (98.5) 127 (78.4) 83 (97.6) 62 (80.5) 28 (100) 22 (81.5) 338 (98.3) 270 (78.3)
Grade =3 AE 68 (52.3) 48 (29.6) 49 (57.6) 19 (24.7) 18 (64.3) 8 (29.6) 185 (53.8) 89 (25.8)
TRAE of any grade 103 (79.2) 2 (1.2) /70 (82.4) 2 (2.6) 24 (85.7) 0 269 (78.2) 6 (1.7)
Grade =23 TRAE 24 (18.5) 0 18 (21.2) 0 9 (32.1) 0 67 (19.5) 0
Serious AE 40 (30.8) 39 (24.1) 34 (40.0) 19 (24.7) 15 (53.6) 7 (25.9) 105 (30.5) /2 (20.9)
Serious TRAE 10 (7.7) 0 15 (17.6) 0 8 (28.6) 0 35 (10.2) 0
AE leading to discontinuation of study drug 17 (13.1) 0 18 (21.2) 0 /7 (25.0) 0 49 (14.2) 0
TRAE leading to disconfinuation of study drug 13 (10.0) 0 17 (20.0) 0 / (25.0) 0 40 (11.6) 0
AE leading to death 2 (1.5) 9 (5.6) 3 (3.5) 10 (13.0) 1 (3.6) 4 (14.8) /7 (2.0) 24 (7.0)
TRAE leading to death 0 0 2 (2.4) 0 1 (3.6) 0 2 (0.6) 0
irAE of any grade 39 (30.0) 4 (2.5) 36 (42.4) 1(1.3) 13 (46.4) 0 111 (32.3) 6 (1.7)
IRR of any grade 25 (19.2) 0 27 (31.8) 0 6 (21.4) 0 /5 (21.8) 0

AE, adverse event; BSC, best supportive care; irAE, immune-related adverse event; IRR, infusion-related reaction; TRAE, treatment-related adverse event.

REFERENCES 1. Powles T, et al. N Engl J Med. 2020;383(13):1218-30. 2. Powles T, et al. J Clin Oncol. 2023;41(19):3486-92. 3. Sridhar SS, et al. J Clin Oncol. 2023;41(Suppl 6):Abstract 508. 4. Kelly K, et al. Cancer. 2018;124(9):2010-7. 5. Grivas P, et al. Eur Urol. 2023;83(4):320-8. 6. NCCN Clinical Practice Guidelines: Bladder Cancer. V3.2023. 7. Powles T, et al. Ann Oncol. 2022;33(3):244-58. 8. Cathomas R, et al. Eur Urol. 2022;81(1):95-103. 9. Jodon G, et al. Drugs Aging. 2018;35(5):409-21. 10. Niegisch G, et al. J Clin Oncol. 2023;41(Suppl é):Abstract 464. 11. Kearney M, et al. Future Oncol. 2023:Epub Aug 1. DISCLOSURES S. Gupta has served in consulting or advisory roles for AVEO, Bayer, Bristol Myers Squibb, Gilead Sciences, Guardant Health, Loxo, Lilly, Merck, MSD, and Pfizer; reports speakers services
for Bristol Myers Squibb, Gilead Sciences, Janssen Oncology, and Seagen; and reports stock and other ownership interests in BioNTech, Moderna, and Nektar. M. A. Climent Duran has served in consulting or advisory roles for Astellas Pharma, Bayer, Bristol Myers Squibb, Celgene, Eisai, EUSA Pharma, Janssen-Cilag, Janssen Oncology, Merck, MSD, Pfizer, Roche/Genentech, and Sanofi; has received travel and accommodation expenses from Ipsen, Janssen, Merck, Pfizer, and Roche; and has received honoraria from Astellas Pharma, AstraZeneca, Bayer, Bristol Myers Squibb, Eisai Europe, EUSA Pharma, Ipsen, Janssen, Merck, MSD, Novartis, Pfizer, Pierre Fabre, Roche, and Sanofi. S. S. Sridhar has served in consulting or advisory roles for Astellas Pharma, AstraZeneca, Bayer, Bristol Myers Squibb,
Janssen, MSD, Pfizer, Roche/Genentech, and Seagen; and has received institutional research funding from Bayer, Janssen, and Pfizer. T. Powles has served in consulting or advisory roles for Astellas Pharma, AstraZzeneca, Bristol Myers Squibb, Eisai, Exelixis, Incyte, lpsen, Johnson & Johnson, Merck, MSD, Novartis, Pfizer, Roche, and Seagen; and has received travel and accommodation expenses from Pfizer. J. Bellmunt has served in consulting or advisory roles for Astellas Pharma, AstraZeneca/Medimmune, Bristol Myers Squibb, Genentech, Merck, Novartis, Pfizer, and Pierre Fabre; has received travel and accommodation expenses from Ipsen, MSD, and Pfizer; reports patents, royalties, and other intellectual property from UpToDate; reports stock and other ownership interests in Rainier
Therapeutics; has received honoraria from UpToDate; and has received institutional research funding from Merck, Millennium, Pfizer, and Sanofi. K. Tyroller reports employment by EMD Serono Research & Development Institute, Inc., Billerica, MA, USA, an dffiliate of Merck KGaA and stock or other ownership in Merck. S. Guenther reports employment by and stock or other ownership interests in Merck. A. di Pietro reports employment by, stock or other ownership interests in, and honoraria from Pfizer. P. Grivas has served in consulting or advisory roles for 4D Pharma, Aadi Bioscience, Astellas Pharma, Asieris Pharmaceuticals, AstraZeneca, BostonGene, Bristol Myers Squibb, CG Oncology, Dyania Health, Exelixis, Fresenius Kabi, G1 Therapeutics, Genentech/Roche, Gilead Sciences, Guardant
Health, ImmunityBio, Infinity Pharmaceuticals, Janssen, Lucence, Merck, Mirati Therapeutics, MSD, Pfizer, PureTech Health, QED Therapeutics, Regeneron, Seagen, Silverback Therapeutics, Strata Oncology, and UroGen Pharma; and has received institutional research funding from Bavarian Nordic, Bristol Myers Squibb, Clovis Oncology, Debiopharm Group, G1 Therapeutics, Gilead Sciences, GSK, Merck, Mirati Therapeutics, MSD, Pfizer, and QED Therapeutics. ACKNOWLEDGMENTS The authors thank the patients and their families, investigators, co-investigators, and the study teams at each of the participating centers. This frial was sponsored by Pfizer and was previously conducted under an alliance between Merck (CrossRef Funder ID: 10.130392/100009945) and Pfizer. This analysis was

sponsored by Merck. Medical writing support was provided by Jamie Ratcliffe of Clinical Thinking and was funded by Merck.

Poster No. 2371P. Presented at the ESMO Congress 2023, 20-24 October 2023; Madrid, Spain.



	ROW(coversheet A) ESMO 2023
	Avelumab_Global_JAV_Bladder_100_Older_Patients_Subgroup_ESMO2023_Poster_Final

