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[ Abstract] Objective Small cell carcinoma of the bladder (SCCB) is a rare malignant tumor of the bladder.
This study aims to explore its clinicopathological features and prognostic factors and to explore the role of perioperative
treatment methods. Methods The clinical data of SCCB patients admitted to West China Hospital, Sichuan University
over 8 years from January 2016 to January 2024 were collected. The clinicopathological features of SCCB were
summarized. The survival outcomes and prognostic factors were analyzed. The effect of perioperative treatment on the
improvement in prognosis was explored. Results A total of 31 confirmed cases of SCCB were enrolled. We observed a
number of clinicopathologic features. All cases had advanced clinical staging, with the T staging status being above T2 in
all cases, and distant metastasis was found in 23% of the newly diagnosed cases. A high proportion of the SCCB cases were
combined with other histologic types, with 96% showing combination with urothelial carcinoma (UC). The SCCB
patients had a poor prognosis, presenting a median survival of 12 months, 1-year overall survival (OS) of 57.9%, and 3-
year OS of 27.6%. Patients with extensive-stage SCCB had a significantly worse prognosis than those with limited-stage
SCCB did (median OS time of 17.0 months vs. 4.4 months, P<0.05). In limited-stage SCCB, the median OS of patients
who underwent radical cystectomy (RC) was 19.9 months, while that of the patients who did not undergo RC was 15.2
months (P<0.05). The OS of patients who received perioperative therapy in combination with RC had longer OS than
those who received only RC did (P<0.05). Among these, patients recevied neoadjuvant therapy (NAT) had a significantly
longer OS than patients who didn't receive NAT (P<0.05). Subgroup analysis revealed that patients who were responsive
to neoadjuvant therapy had longer disease-free survival and longer OS than those who were not responsive did (P<0.05).
Lymph node metastasis was an independent factor of poor prognosis (hazard ratio [HR]=15.21, 95% confidence interval

[CI]: 1.732-133.912, P=0.014). NAT prior to RS was an independent protective factor, significantly reducing the risk of
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death compared with RC alone (HR=0.03, 95% CI: 0.001-0.724, P=0.031). Conclusion RC is an effective treatment that

prolongs the survival of patients with limited-stage SCCB. RS combined with NAT can further improve their survival.
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Table 1 Clinical characteristics of SCCB patients at baseline

Item Total (n=31) Limited-stage group (n=24) Extensive-stage group (n=7) P
Age/yr., median (P,-P;;) 64.00 (54.00-72.50) 62.00 (52.00-67.25) 73.00 (70.50-80.00) 0.040
Age =65 yr./case (%) 15 (48) 9 (38) 6 (86) 0.037
Sex/case (%) >0.999
Female 12 (39) 9 (38) 3 (43)
Male 19 (61) 15 (63) 4(57)
Clinical T stage/case (%) 0.034
T2 20 (65) 18 (75) 2(29)
T3 10 (32) 6 (25) 4(57)
T4 1(3) 0(0) 1(14)
Clinical N stage/case (%) 0.150
N+ 9 (29) 5(21) 4(57)
NO 22 (71) 19 (79) 3 (43)
Clinical M stage/case (%) <0.001
M+ 7(23) 0 (0) 7 (100)
MO 24.(77) 24 (100) 0 (0)
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Fig 1 Overall survival for patients with limited-stage and extensive-stage
SCCB
Number at risk is defined as the number of subjects in a study who are still

alive and under observation at a given time point.
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Table 2 Pathological characteristics of patients with SCCB

Variable Case (%)
Pathological classification
SCCB only 8 (26)
Mixed 23 (74)
Urothelial carcinoma 22 (96)
Large cell carcinoma 3(14)
Sarcomatoid carcinoma 3(14)
Adenocarcinoma 2(9)
Ki-67
50%-80% 15 (48)
>80% 16 (52)
Single site 26 (84)
Multiple sites 5(16)
Tumor site inside bladder
Side wall 18 (51)
Posterior wall 12 (34)
Upper wall 2(6)

Mixed: mixed with other tumor components; single site/multiple sites
refers to the number of tumor sites in bladder.
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Table 3 Immunohistochemical characteristics of patients with SCCB

Immunohistochemical stain Cases analyzed Positive cases (%)

Neuroendocrine markers

Synaptophysin 31 31(100)

CD56 31 31(100)

Chromogranin A 31 18 (58)
RB1 7 0(0)
HER-2 10 0(0)

RBI: retinoblastoma 1; HER-2: human epidermal growth factor receptor 2.
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Fig 2 Analysis of overall survival according to radical cystectomy and perioperative treatment modalities in patients with limited-stage SCCB

RC: radical cystectomy; NAT: neoadjuvant therapy; AT: adjuvant therapy. Number at risk refers to the number of subjects in a study who are still alive and under

observation at a given time point. A, Overall survival for patients who underwent RC and those who did not; B, overall survival of limited-stage SCCB patients who were

managed by no RC, or RC alone, or RC plus perioperative chemotherapy; C, overall survival of patients who received RC and pre-RC NAT and those who received only

RG; D, overall survival of patients treated by RC and post-RC AT and those treated by RC only.
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Fig 3 CT and MRI images of SCCB patients before and after neoadjuvant therapy

CT: computed tomography; MRI: magnetic resonance imaging. A-C, Before neoadjuvant therapy; D-F, after neoadjuvant therapy; A and D, CT; B and E, MRI T2WT;

Cand F, MRI DWL
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Table 4 Univariable Cox regression analyses of the prognosis of patients
with limited-stage SCCB

Opverall survival
Variable

Hazard ratio (95% CI) p

Female 1.26 (0.455-3.496) 0.656

Mixed with other tumor components 0.82 (0.405-3.692) 0.721

Age=65yr. 1.07 (1.015-1.133) 0.012
T stage>T2 1.64 (0.560-4.692) 0.348
N+ 1.68 (0.583-4.838) 0.337

Radical cystectomy 0.29 (0.084-1.014) 0.052

Neoadjuvant therapy 0.08 (0.009-0.624) 0.017

Adjuvant therapy 0.28 (0.057-1.256) 0.095

Perioperative therapy 0.17 (0.042-0.689) 0.013

£5 BRMBENRSEZECoxEAST

Table 5 Multivariable Cox regression analyses of the prognosis of

patients with limited-stage SCCB

Overall survival

Variable

Hazard ratio (95% CI) P
T stage>T2 5.76 (0.822-40.389) 0.078
N+ 15.21 (1.727-133.912) 0.014
Neoadjuvant therapy 0.03 (0.001-0.724) 0.031
Perioperative therapy 0.25 (0.039-1.634) 0.149
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