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real time, using a case study on ADCs g Regulatory approvals
l l Enfortumab vedotin * Enfortumab vedotin was the only ADC to receive a new FDA-approved indication in
bladder cancer in 2025 based on the phase 3 KEYNOTE-905/EV-303 clinical trial (Table 2).
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* Health technology assessments (HTAs) and payment reimbursement decisions depend on ! SHR-A2102 * No new FDA approvals or label changes affecting bladder cancer were granted in 2025 for
timely, comprehensive synthesis of clinical evidence aligned with evolving standards of other ADCs. Notably, the FDA approval of sacituzumab govitecan for locally
care, typically underpinned by traditional static systematic literature reviews (SLRs) = Studies included in review Trastuzumab deruxtecan advanced/metastatic UC was withdrawn in 2024. This indication withdrawal illustrates how
+ In urothelial cancer (UC), the rapid emergence of antibody-drug conjugates (ADC) and § (n = 474) 4 rapidly the comparator landscape can shift; HTAs relying on static SLRs may fail to capture
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suboptimal data for reimbursement decisions, with direct consequences for patient access L
*Reasons for exclusion were not mutually exclusive indications (Table 2, Table 3)
* Enfortumab vedotin was the only ADC to receive a new USA guideline recommendation in
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o . . . . Table 2. ADC clinical trials in localized urothelial carcinoma across treatment paths and clinical stages followed by radical cystectomy as a primary treatment option for patients with MIBC
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driven searches with Al-assistance to support deduplication, screening, study mapping, and approval
extraction Treatment path NMIBC MIBC UTI * The December 2025 NCCN update occurred just five weeks after the FDA approval,
> The methodo1|09y of the SLR followed the Cochrane Handbook for Systematic Reviews of N TRUCE-04 Hope-03 ChiCTR230006820 SURE-01 Phase NR non-RCT compressing the window between regulatory action and clinical adoption, a dynamic that
Ir;tReIrSvl\jgtlons and Pzreferred Reporting Items for Systematic Reviews and Meta-Analysis eoadjuvan DV Tislelizumab DV Tislelizumab DV <G DV+IC] REAL-SLR captured in real time
( o ) St.ate.ment | | | Phase NR non-RCT Phase 2 non-RCT SURE-02 TRUCE-UTUCO1 Early evidence and investigational studies
* Eligibility criteria were de\{eloped using the Population, Intervention/Comparator, DV+Toripalimab DV+Gemcitabine SG+Pembrolizumab DV +Tislelizumab « The UC REAL-SLR also identified various early-phase studies for ADC agents in 2025,
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* Regulatory approvals and clinical guideline updates were systematically linked to individual Initial treatment I DV+BCG I DV +Toripalimab +RT (Table 2)
studies to support HTA-relevant interpretation NCTOE187506
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 Studies were classified as early evidence (phase 1, phase 1/2, or phase NR non-RCTs), Adjuvant I NCT06074484 Phase NR non-RCT
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Table 1. PICOS statement In UC, where ADC-driven innovation altered first-line treatment
in 2025, REAL-SLR provided an HTA-ready evidence foundation
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SG+Sisanlimab that reduces duplication of effort, improves transparency, and

Patient population * Patients diagnosed with urothelial carcinoma (UC) at any stage supports timely reimbursement and access decisions
: * Any intervention used for the treatment of UC including : :
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