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Supplementary material

Supplemental Figure 1

Swimmer’s Plots illustrating treatment schema in bladder primary. TTF and TTNT in months used to
develop swimmer plots to visualize treatment changes. Patients received at least one of the following
treatments were included in swimmer’s plots (supp. Figure 1 & supp. Figure 2): PRRT, oxaliplatin,

temozolomide +/- capecitabine, immunotherapy, targeted agent, topoisomerase inhibitor,
taxane-based chemotherapy. Bladder primary cohort (N=32). Pt who received only platinum-based
therapy, surgical interventions, or chemoradiation without the above listed treatments were excluded.

AL A =
A mA
+ A >
@ X *A B
+ AO4A X
FARRNN | >
A @ o x
* A+ X
Ao A .
A . >
4 A e
A oo le' > Al
4 = Bladder local diStant
5 | A CFEE > ®PRRT
2|l = EA — e Oxaliplatin o
SIa m > A Temozolomide/Capecitabine
Slao m B Immunotherap
s Sxie Oga#;geted agen
"> x Other
_ + Topoisomerase inhibitor
+ 4> X Taxane-based chemotherapy
Aw > O Liver-directed
yvor | <& Somatostatin analogs
p- LI Radiation
Ae A Platinum-based chemotherapy
' S—:Resectlon
T T I-rURBT T T
0 36 72 108 144

Months since treatment initiation

414.el

Clinical Genitourinary Cancer June 2023



Urinary Neuroendocrine Neoplasms Treated in the “Modern Era”

Supplemental Figure 2 Swimmer’s Plots illustrating treatment schema in kidney and other non-bladder urinary cohort. TTF and
TTNT in months used to develop swimmer plots to visualize treatment changes. Patients having at least
one of the following treatments were included in swimmer’s plots (supp. Figure 1 & supp. Figure 2):
PRRT, oxaliplatin, temozolomide +/- capecitabine, immunotherapy, targeted agent, topoisomerase
inhibitor, taxane-based chemotherapy. Kidney and non-bladder urinary primary (N=24). Pt who
received SSA only or surgical interventions without the listed treatments were excluded.
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Supplemental Figure 3 Sankey diagrams illustrating treatment sequence from first-line up to tenth-line therapy in PDNECs

(N=93). One patient excluded from the treatment sequence due to not reported treatment information.

Resection included cystectomy, cystoprostatectomy, nephrectomy, nephroureterectomy,
lymphadenectomy, brain dissection. Platinum-based therapy included carboplatin or

cisplatin 4 etoposide. Chemoradiation included capecitahine, platinum-based, mitomycin ¢ + 5-
fluorouracil, taxane-based therapy. Inmunotherapy included: bacillus calmette-guerin, PD-1/PD-L1
inhibitors +/- anti- CTLA-4 (atezolizumab, pembrolizumab, nivolumab (alone or in combination with

Ipilimumab), durvalumab + tremelimumab), PD-1/PD-L1 inhibitors + anti- CTLA-4 + VEGFR
(ipilimumab + nivolumab + cabozantinib), PD-1/PD-L1 inhibitors + platinum-based therapy
(atezolizumab + cisplatin (or carboplatin)/etoposide). Targeted agents included VEGFR inhibitor
(cabozantinib), PARPI (olaparib), VEGFR2 inhibitor (ramucirumab). Others included gemcitabine,
ifosfamide + doxorubicin, methotrexate + folinic acid, unknown chemotherapy, platinum-based
therapy + topoisomerase inhibitors. Abbreviations: Loc = localized disease; Dis = distant.
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Supplemental Figure 4 Sankey diagrams illustrating treatment sequence from first-line up to tenth-line therapy in WDNETs
(N=27). Resection included nephrectomy, hepatic wedge resection. Targeted agents included VEGFR
(bevacizumab, cabozantinib, pazopanib, sunitinib), mTORI (everolimus), EGFR (erlotinib) inhibitors.

Immunotherapy included PD-1/PD-L1 inhibitors (atezolizumab, nivolumab alone). Oxaliplatin included
folfox. 2 PRRTs were combinations: 1 SSA; 1 capecitabine. SSAs were combined in 2 resections, 5
everolimus, 1 cape/tem.
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Supplemental Figure 5 Sankey diagrams illustrating treatment sequence from first-line up to tenth-line therapy in
Not-reported/ambiguous differentiation (N= 12). Resection included cystectomy, nephrectomy,
colectomy, hepatic metastasectomy, lymphadenectomy, brain resection, gastric bypass due to gastric
outlet obstruction. Chemoradiation included platinum-based. Targeted agents included VEGFR

(pazopanib), mTORI (everolimus). Immunotherapy included PD-1/PD-L1 inhibitors + other

(Avelumab + NHS-IL12). Others included ifosfamide + doxorubicin, platinum-based + topoisomerase
inhibitors (cisplatin + irinotecan), gemcitabine + ifosfamide + cisplatin, unknown chemotherapy.
Oxaliplatin included folfox, oxaliplatin.
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