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Small cell carcinoma of the bladder (SCCB) is a rare cancer that accounts for approximately 1% of
primary malignant bladder tumors. It is highly malignant and has a poor prognosis.  Similar to small cell
lung cancer, platinum-based chemotherapy is recommended as the first-line therapy, and amrubicin (AMR)
1s recommended as the second-line therapy, but there is no established therapy after the second line. We
report a case of SCCB that was refractory to multiple chemotherapies but responded to pembrolizumab. A
77-year-old male, diagnosed with clinical stage T3NOMO small cell carcinoma and invasive urothelial
carcinoma by transurethral resection of bladder tumor (TURBT), underwent robot-assisted radical
cystectomy after three cycles of neoadjuvant cisplatin-irinotecan chemotherapy, and pathological
examination revealed only small cell carcinoma in his cystectomy specimen.  After three courses of adjuvant
carboplatin-etoposide chemotherapy, the patient developed liver and bone metastases. Furthermore, after
two courses of amrubicin, we started pembrolizumab due to the progression of metastases. Metastases
decreased after starting pembrolizumab and continued to decrease after discontinuation because of immune-
related adverse events (irAEs). Therefore, pembrolizumab may be an option for the treatment of refractory
SCCB.

(Hinyokika Kiyo 70: 93-99, 2024 DOI: 10.14989/ActaUrolJap_70_4_93)
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Fig. 1. MRI T2 weighted at initial diagnosis,
BOE I, B suspected extramural invasion of tumor.
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R HIZ YRRz & e o7 (TURBT) % fE47 L 7=, 9 BLAHLHE %2 #9 12 Urothelial
MZHIUE « 5K 166.2cm, 1AHE 66.7 kg carcinoma (UC) & Small cell carcinoma 25{RAE L CTH
ECOG performance status : 0 D, HiBEEHZROO, MEFREEHLET
PR#ANEES : Atypical urothelial cells cT3NOMO O AT VLB e /NI 38 D 32 Wy & 7o 72
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> ot f‘ e SEY b e it S .,.;M; *"- .
Microscopic appearance. —a : Hematoxylin-eosin staining of TURBT specimens (% 10) showed both urothelial
cell carcinoma and small cell carcinoma. b : Immunohistochemical (ChromograninA) staining of TURBT
specimens (X 100). @ Small cell carcinoma, @ Urothelial carcinoma. c¢: Hematoxylin-eosin staining of
TURBT specimens (X 40) of urothelial cell carcinoma. d: Immunohistochemical (ChromograninA) staining
of TURBT specimens (X 100) of small cell carcinoma. e¢: Hematoxylin-cosin staining of cystectomy
specimens (% 40) of small cell carcinoma.  f: Immunohistochemical (ChromograninA) staining of cystectomy
specimens (X 40) of small cell carcinoma.
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Fig. 3. Tumor marker changes and events during treatment.
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Fig. 4. Computed tomographic scan and positron emission tomography image of liver metastases. a, b: After 3
courses of Carboplatin + Etoposide, liver metastases appeared. ¢, d: After 2 courses of Amurbicine, liver
metastases increased. e, f: After 8 courses of pembrolizumab, liver metastases disappeared.
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Table 1. The results of FoundationOne® CDx

Gene Mutation Gene Mutation
MST* Stable RBI W75%
TMB* 6Muts/Mb RICTOR  Amplification
ATM R2443Q) SGK1 Q64*
CDKNIA  S2* TERT Promoter —124C>T
FGF10 Amplification  TP533 R175H
PIK3CA  R93W TP53 Q331*

* MSI: microsatellite instability, TMB: tumor mutational
burden
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Table 2. Clinical studies with pembrolizumab for small cell carcinoma

Clinical Object Ph Prior Number NS o bR sp ORR
study Jee 3¢ chemotherapy  of patients u% (()HVS
Keynote PD-LI (+)
28 advanced solid tumor I 2= 24 9.8 1 7 1 33.0%
Keynote MSI-High
158 advanced cancer I I= 107 9.3 3 17 12 18.7%

Table 3. Case reports of Pembrolizumab for SCCB

Local : Prior Median Best
Author Age  Sex therapy Pathology chemotherapy follow up (m) Metastases response

L Wilde (2017) 71 Female Hadiaton yee g socps  GDDPEE VPIGT 7 Liver PR
erapy opotecan

T Hatayama (2020) 54 Female Cystectomy UC with SCCB CDDP+VP-16 9 Pevic . CR

O Nguyen (20200 73 Male  None SCCB (oD VE-I6 16 Liver, bone PR

CDDP + CPT-11*

T Aigase (2023) 77 Male  Cystectomy UC with SCCB CBDCA*+VP-16 9 Liver, bone CR

Amrubicin

* UC: Urothelial carcinoma, SCCB: Small cell carcinoma of bladder, CDDP: Cysplatin, VP-16: Etoposide, CPT-11: Irinotecan,

CBDCA : Carboplatin.
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