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Network meta-analysis of first-line treatments for metastatic urothelial carcinoma
QIU Xuejia, REN Bingnan, FANG Lingzhi, LIAN Yufei, WU Yupei, DONG Zhanjun ( Department of Pharmacy,
Hebei General Hospital/Hebei Key Laboratory of Clinical Pharmacy, Shijiazhuang 050051, China)

ABSTRACT OBJECTIVE To systematically evaluate the effectiveness of different treatment regimens as first-line treatment for
metastatic urothelial carcinoma (UC) using a network meta-analysis (NMA) approach. METHODS Electronic databases including
PubMed, the Cochrane Library, Embase, Wanfang Data, CNKI, and VIP were searched for randomized controlled clinical trials
(RCTs) on first-line treatment for metastatic UC from January 1, 2010 to January 31, 2024. After literature screening and data
extraction, a risk of bias assessment of included studies was conducted. R software (version 4.3.2) was used to perform the NMA.
RESULTS A total of 11 RCTs involving 14 treatment interventions were included. No significant differences were noted in
objective response rate among groups, with the combination of pembrolizumab, gemcitabine and cisplatin having the highest
probability of ranking first. Regarding progression-free survival (PFS) and overall survival (OS), no significant differences were
observed among groups, while enfortumab vedotin combined with pembrolizumab showed a trend towards better PFS extension
compared to gemcitabine combined with cisplatin [HR=0.45, 95%C1(0.20,1.06), P=0.049], and it had the highest probability of
ranking first in both PFS and OS. CONCLUSIONS The combination of enfortumab vedotin and pembrolizumab may have an
advantage in prolonging survival in the first-line treatments for metastatic UC.
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ddMVAC_panitumumab — 19— 1240433068 )
durvalumab . = 113030260
Ev ptr.ummh pcmhn..nh GC g:lrvalunab:o!apaqb Jrasses 1;:3; ((gg :g) 021
EV_p 0.45 (0.20, 1.06) o)
nivolumab_GC —t— 0.72 (0.31, 1.64) .
. pembrolizumab —e— 132057.309 | ‘LJ
. e .,(,g """"‘ pembrolizumab_GC 1 —o 0.78 (0.34, 1.81) 0 m 12 T
o 4 IW%KEv
A. PFS LU R E B. PFS HAL M RRARIE] C. PFS HAR PR E
VE 4 T B PR XU 2 SR E2,
El4 PFSHEERIER
GC dd-MVAC | atezolizumabtGC | bevacizumabtGC | durvalumabtolapari|  urvalumab | nivolumabGC | dd-MVAC+panitumumab | pembrolizumabtGC | pembrolizumab | EV+pembrolizumab | durvalumabttremelimumab
GC GC 078(042,14) | 082036,192) | 0770033,178) | 107(032,3.60) | L14(030,267) [0.72031,164) | 124(042,3.66) 0.78(034,181) | 132(0.57,305) | 045(0.0,1.06) 0.88(0.38,202)
dd-MVAC 128(0.69,239) [ dd-MVAC 105(038,3.02) | 098(034,281) | 136(035,532) | 145(032,414) [0.92(033,259) | 1.58(0.64,392) 1.00(035,283) | 1.69(060,487) | 038(0.21,1.67) 1.12(041,3.15)
atezolizumab+GC 1220052,278) | 095(033,266) | atezolizmabtGC | 0.94(028,302) | 130(029,571) | 1.38(042,438) |088(0.26,284) |  151(038,589) 095(029,309) | 161030,5.17) | 0.35(0.17,177) 107032,347)
Bevacizumab+GC 130036,304) | 102(036,292) | 107(033,336) | bevacizumabtGC | 140(0.32,636) | 148(0.46,506) [094(029,308)|  1.62(041,637) 1020031,331) | 172(033,5.72) | 039(0.18,197) 115(036,377)
durvalumabolaparib 093(028,317) | 0.73(0.19,2.82) 077( 0.8,340) | 072(016,317) | durvalumabolapariby| 106(044,260) | 0.67(0.15,297) | 1.16(0.22,604) 0.73(0.16,327) | 124(0.28,539) | 042(0.10,1.86) 082024,279)
durvalumab 088(038,202) | 0.69(024,193) | 0.72(022,238) | 068(020,2.19) | 094(038,227) | durvalumab | 063(020,208) | 1.09(0.27,430) 069(021,225) | 116(035,379) | 040(0.12,130) 0.77(033,176)
nivohumab*GC 139(0.61,319) | 109(039,303) | 114(035,382) | 107(033,342) | 149(034,649) | 1.58(048,5.11) | mivolumabtGC |  173(043,6.76) 108(033,3.49) | 1.84(0.56,6.03) | 0.63(0.19,208) 122(037,390)
ddMVACpanitumumab | 080(027,240) | 0.63(0.26,157) | 066(0.17,264) | 0.62(0.16,245) | 086(0.17,448) | 092(023,372) | 0.38(0.15,2.31) | d-MVAC*panitumumab | 063(0.16,253) | 1.06(027,432) | 0.36(0.09,145) 07100.18,277)
pembrolizumabGC 128(035,297) | 1.000035,283) | 103(032,345) | 098(030,323) | 1370031,613) | 146(045,485) |092(0.29,304) |  160(040,630) | pembrolizamabsGC| 1.69(0.73,3%6) | 0.38(0.18,191) 112(035,371)
pembrolizumab 0.76(033,176) | 0.59(021,167) | 0.62(0.19,200) | 038(0.17,190) | 081(0.18,3.38) | 086(0.26,285) | 054(0.17,1.79) | 094(0.3,3.72) 0.39(0.25,1.38) | pembrolizumab | 0.34(0.10,1.13) 066(021,2.18)
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