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CONCLUSIONS

* The global real-world evidence (RWE) identified in this systematic literature review (SLR) and
meta-analysis demonsirates the effectiveness and acceptable safety profile of avelumab first-line
maintenance (1LM) treatment in patients with locally advanced or metastatic urothelial carcinoma
(la/mUC) outside of clinical trials

PLAIN LANGUAGE SUMMARY

e Real-world studies provide information about how well drugs work outside
of clinical trials

Avelumab is a recommended treatment for people with advanced
urothelial cancer whose cancer has disappeared, shrank, or stopped

Data from routine clinical practice were comparable with results from the JAVELIN Bladder 100 growing with chemotherapy

randomized trial, despite heterogeneity and limited follow-up In this study, researchers looked at real-world studies of people with advanced

urothelial cancer treated with avelumab after chemotherapy. They wanted to
see if avelumab tfreatment worked well outside of clinical trials and how many
people had side effects

The findings of this study provide further evidence of the established clinical benefit of avelumab
1LM across a broad range of patients, including older patients, those with high metastatic tumor

burden, and those with Eastern Cooperative Oncology Group performance status (ECOG PS) >1 Researchers analyzed data from more than 2,600 people in 45 different

real-world studies. They found that people treated with avelumab in these

These data support the recommendation of avelumab 1LM for the treatment of patients with ] o : e :
studies had similar benefits and side effects to people treated in clinical trials

la/mUC that has not progressed following 1L platinum-based chemotherapy (PBC)
Overall, these results provide more evidence showing that avelumab freatment
after chemotherapy is effective for a wide variety of people with advanced
urothelial cancer, and that side effects are acceptable

Further research on freatment options beyond 1L is warranted to determine optimal tfreatment
sequencing for patients with la/mUC

BACKGROUND RESULTS

* The phase 3 JAVELIN Bladder 100 randomized controlled trial (RCT) demonstrated prolonged StLI dy an d patle nt Ch aracte I’I StICS

overall survival (OS) and progression-free survival (PFS) with avelumab 1LM + best supportive
care vs best Supporﬂ\/e care alone in pgﬂenfs with la/mUC that had not progressed * The SLR identified 54 pUbllCOTIOﬂS repor’rlng 45 Unlque studies and Comprlsmg 2,656 pOTlenTS
treated with avelumab 1LM (Figure 1)

following 1L PBC!

Figure 5. Landmark 12-month PFS from start of avelumab 1LM

60.0%

55.0%
e Based on JAVELIN Bladder 100 results, guidelines recommend avelumab 1LM as a treatment e Included studies were most commonly conducted in the US (15/45), Europe (13/45; France, 10.0% 41.6% 42.3%
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1LM, first-line maintenance; ITT, intention to freat; NR, not reported; PFS, progression-free survival.

SLR

* The SLR was conducted according to reporting and methodological standards outlined in the
PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-Analyses) statement and
the Cochrane Handbook for Systematic Reviews of Interventionsé’

Studies published since 1 January 2020 were retrieved from MEDLINE, Embase, and Cochrane
databases up to 8 December 2023, and through gray literature/conference searches up to
31 January 2024

Only studies reporting treatment patterns, patient characteristics, and efficacy or safety
outcomes related to avelumab 1LM were included, with no language restrictions applied.
Editorials, notes, and nonsystematic reviews were excluded

Effectiveness and safety

e Median OS from start of avelumab 1LM in RWE studies ranged from 10.6 to 26.2 months vs
23.8 months in JAVELIN Bladder 100 (Figure 2; Table 2)

 Median PFS from start of avelumab 1LM ranged from 3.8 to 11.5 months vs 5.5 months in
JAVELIN Bladder 100 (Figure 3; Table 2)

e 12-month OS and PFS rates were comparable to those in the JAVELIN Bladder 100 trial
(Figures 4 and 5)

Table 2. Clinical outcomes and safety

JAVELIN
Bladder 100
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(ITT; median FU,
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outcome

RWE
outcome,

r
across range
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 RWE studies demonstrated the favorable safety profile of avelumab 1LM with an acceptable . 3.8-7.1 24.9 weeks
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using a generalized linear mixed model with logit link for pooling’ 120 12-month rate 41% 32.5%-60.0% @ 15.2 NR 34%*
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. . - - reached  reached o CR 3% 0%-19% 13.8 6% 7%*
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Cochrane Central Register of Controlled Trials: 20 » Published before 2020: 63

1L, first line; 1LM, first-line maintenance; BSC, best supportive care; HR, hazard ratio; ITT, intention to treat;
NE, not estimable; NR, not reported; OS, overall survival; PBC, platinum-based chemotherapy.
*In this study, BSC was given to patients who were offered avelumab 1LM but refused it.

Cochrane Database of Systematic Reviews: 0
ACP Journal Club: 0
Cochrane Methodology Register: O

1LM, first-line maintenance; AE, adverse event; CR, complete response; FU, follow-up; ITT, intention to treat;
NR, not reported; OS, overall survival; PFS, progression-free survival; PR, partial response; SD, stable disease;

| . l RWE, real-world evidence.
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Copies of this poster obtained through this Quick Response (QR) code are for
personal use only and may not be reproduced without permission from ISPOR
and the corresponding author of this poster.

1L, first line; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status;

ITT, intention to treat; PBC, platinum-based chemotherapy; PR, partial response; RWE, real-world evidence;

SD, stable disease.

*Weighted mean of median ages reported in each study. TMost studies reported a proportion of 30% to 44%, except for
RAVE-Bladder (63%) and AVENANCE (78%). However, in the AVENANCE study, bone metastases were counted as visceral
metastases, and all other studies either did not provide a definition of visceral metastases or did not include bone metastases
in this definition. ¥99.8% (1/350 patients had ECOG PS of 2).

1L, first line; 1LM, first-line maintenance; BSC, best supportive care; ITT, intention to treat; NR, not reported;
OS, overall survival; PBC, platinum-based chemotherapy.

*In this study, BSC was given to patients who were offered avelumalb 1LM but refused it.

TPowles T, et al (2020) reports the landmark 12-month OS rate from start of avelumalb 1LM as 71.3% as of data cutoff
on 21 October 2019.!

Correspondence: Mairead Kearney, mairead.kearney@merckgroup.com

REFERENCES 1. Powles T, et al. N Engl J Med. 2020;383(13):1218-30. 2. NCCN Clinical Practice Guidelines in Oncology: Bladder cancer. V4.2024. 3. Powles T, et al. Ann Oncol. 2022;33(3):244-58. 4. US Food and Drug Administration. Accessed Sep 2024. https://www.fda.gov/regulatory-information/search-fda-guidance-documents/enhancing-diversity-clinical-frial-populations-eligibility-criteria-enroliment-practices-and-trial 5. Crome P, et al. Drugs Aging. 2011;28(8):667-77. 6. Page MJ, et al. Int J Surg. 2021;88:105206.

7. Higgins JPT, et al, eds. Cochrane Handbook for Systematic Reviews of Interventions. 2nd ed. John Wiley & Sons; 2019. 8. Ottawa Hospital Research Institute. Accessed Sep 2024. https://www.ohri.ca/programs/clinical_epidemiology/oxford.asp. 9. Balduzzi S, et al. Evid Based Ment Health. 2019;22(4):153-60. 10. Powles T, et al. J Clin Oncol. 2023;41(19):3486-92. DISCLOSURES M. Kearney is an employee of Merck. M. G. Musat and H. Moradian are employees of Cytel, which received funding from Merck for the work reported.
P. Barthélémy has served in consulting or advisory roles for Amgen, Bristol Myers Squibb, Ipsen, Janssen-Cilag, Merck, MSD, and Pfizer; has received travel and accommodation expenses from Astellas Pharma, Bristol Myers Squibb, Ipsen, Janssen-Cilag, MSD, and Pfizer; and has received honoraria from Astellas Pharma, Bristol Myers Squibb, Ipsen, Janssen-Cilag, Merck, MSD, Novartis, Pfizer, and Seagen. ACKNOWLEDGMENTS This study was sponsored by Merck (CrossRef Funder ID: 10.13039/100009945). Medical writing support
was provided by Sally Neath of Cytel and was funded by Merck. Editorial support was provided by Nucleus Global and was funded by Merck.

Poster No. CO68. Presented at ISPOR Europe, 17-20 November 2024; Barcelona, Spain.



