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Background Results Overall survival Discussion
| | | | | » Based on a fixed-effects meta-analysis of SOC arms in each network, median OS was 13.2 months (95% confidence o | | | |

* Locally advanced or metastatic u_roth1eI|aI carcinoma (la/mUC) is an incurable Included studies interval [CI]: 12.4—14.0) and 9.7 months (95% CI: 6.7—12.8) for the cisplatin-eligible/mixed-eligibility network and the . Oﬁ 8n|d PFS wzre similar tlo SC?{C 1across all interventions included in the NMA
isease wiih poor long-term survival | | . Among 1,765 publications identified in the SLR, 96 publications (65 RCTs, 16 single-arm cisplatin-ineligible network, respectively. (aAItr:oSucrr? fﬁZre‘iie“ZZrﬁeCnZiio‘Jva?a improvement (ie, higher point estimates)

» For patients with la/mUC, the European Society for Medical Oncology (ESMO) trial publications and 15 SLRs) representing 39 unique clinical trials were selected for data » The hazard ratio (HR) for OS for the cisplatin-eligible/mixed-eligibility network ranged from 0.70 (95% credible interval [Crl]: th J - ¥ 3SOC in the cisplatin. |-g-b| Imixed-eliqibil

dN 1C h C N k (NCCN del d _ _ with interventions of interest vs In the cisplatin-eligible/mixea-eligibility
and ational Comprenensive C.ancer Networ (. . ) guidelines recommen extraction (Figure 1). 0.50-0.98) for ddMVAC to 1.39 (95% Crl: 0.96-2.02) for docetaxel + cisplatin (Figure 2A). opulation. in most cases these did not reach statistical significance
platinum-based chemotherapy as the standard first-line (1L) treatment, and for | | S | o | POP ’ J -
disease that has not progressed following platinum-based therapy, avelumab » Of these, 11 were included in the cisplatin-eligible/mixed-eligibility network and 6 in the + HR for OS for the cisplatin-ineligible network ranged from 0.86 (95% Crl: 0.67—1.11) for durvalumab + tremelimumab to > ddMVAC and ddGC regimens were the most effective of the included regimens
is recommended as maintenance therapy.? cisplatin-ineligible network (Table 1).+29 1.38 (95% Crl: 0.84—2.26) for oxaliplatin + gemcitabine (Figure 2B). for cisplatin-eligible patients.

» Other treatments recognised by ESMO and NCCN, based on varying degrees Fiaure 1. PRISMA diaaram Progression-free survival > OS and PFS among la/mUC patients across all recommended treatments
of evidence, include dose-dense methotrexate, vinblastine, doxorubicin 9 ' 9 | | | | ; were poor, particularly for cisplatin-ineligible patients, highlighting a need for 1L
and cisplatin (ddMVAC) for cisplatin-eligible patients:; programmed cell - Based on a fixed-effects meta-analysis of SOC arms in each network, median PFS was 6.6 months (95% CI: 6.3—6.9) treatment options with rapid response and manageable safety profile.
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patients whose tumours express PD-L1; and taxanes as monotherapy or in © N=1 597 N=153 N=15 SLRs a“dl\ﬂﬁwebs'tes network, respectively. NMAs that have been conducted for 1L la/mUC, despite inclusion of recent RCTs.
combination with gemcitabine.?? S ¥ ¥ » HR for PFS for the cisplatin-eligible/mixed-eligibility network ranged from 0.53 (95% Crl: 0.31-0.92) for dose-dense > These data suggest limited survival gains have been made in 1L treatment of
» Emerging therapies are currently under investigation for la/mUC in the 1L setting, S . Records after duplicates removed (N=1,401) gemcitabine + cisplatin (ddGC) to 1.58 (95% Crl: 1.06—2.34) for docetaxel + cisplatin (Figure 3A). !a/mlliC, alltr::lou%h4t1r11e inability of including maintenance data in this NMA
| . L . . L is acknowledged.*
and may define the future treatment landscape. - Records excluded (N=1268) - HR for PFS for the cisplatin-ineligible network ranged from 0.75 (95% Crl: 0.44—1.28) for vinflunine + gemcitabine to This NMA g "  cont data | v chanaing treatment

« Systematic literature reviews (SLRs) and network meta-analyses (NMAs) have © Not la/mUC (N=679) 1.09 (95% Crl: 0.67—1.76) for oxaliplatin + gemcitabine (Figure 3B). IS provides the most contemporary data In a rapidly changing treatmen
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1L setting, but it is now outdated and lacks stratification by cisplatin eligibility.™ = S15gparticir;ants ver arm (N=12) A i

'} IMitations
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Pembrolizumab ¢ 0.92 (0.7, 1.10) 307 of this, all networks appeared consistent and with acceptable heterogeneity.
- e : Durvalumab ¢ 0.99 (0.84, 1.17) 346 . . . . . .
Systematlc literature review 1L, first-l@ne; ESMO, European Society for Medical Oncology; HTA, health technology assessment; la/mUC, locally advanced or Atezolizumab @ 1.02 (0.84, 1.24) 362 ﬁ‘ggg&gtes :)c]‘) t?](lj Lljlfrtl I];gr;jdr:ﬁ?;gg?%? gt(ijrgisess ?;[)L:'delgil‘:,vreergel rL:}f;?}UCCeSSful, primarily

» The SLR was conducted in accordance with the Preferred Reporting Items for g“estfesrf;'ﬂccuézt\t‘iz'\f; Z?\LCII?/I%T:;AI;EI_ZL_;,Isg)'lgrraamnzlnoer:igzlcll ‘ii?ﬁ?oﬂi‘éeﬁ.t;’f ;’S;atsh"s'?ear;‘gﬁg Iisrﬁmé’rgieef@"ed Reporting Items for Docetaxel + cisplatin o 1.39 (0.96, 2.02) 111 . Het ) e studies is & [mitat A thi ' Veic Y ot
Systematic Reviews and Meta-Analyses and the National Institute for Health Y yses, R, O S ' . . . . . ’ . . . . . c?' erfgdepe'g’ acrl_oss _ ﬁ Stu t'ﬁs IS a '”_“ta Ion and this analysis IS currently no
and Care Excellence Decision Support Unit guidance for evidence synthesis Table 1. Studies included in the NMA 0 02 04 06 08 2 14 16 18 2 agjusted tor baseline risk or other covariates.
and de(:isi()n_rnaking_12,13 ] HR relative to GemPlat

* Phase 2/3 RCTs were included that assessed the efficacy and safety Study name (citation) Treatment Comparator B Conclusion
of 1L regimens in la/mUC, with single-arm studies allowed for
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PD-1/L1 inhibitors. Cisplatin eligible/mixed eligibility S 0.86 (0.67, 1.11) " + OS and PFS outcomes remain poor among existing 1L la/mUC therapies.
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