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Fig. 1 Cystoscopy (A) A nodular bladder tumor is visible in the left wall
diverticulum. MRI (B) The bladder tumor is infiltrating outside the wall.
Pathology (C) Invasive UC with squamous differentiation.
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Fig.2 Enhanced CT shows a dilated common bile duct following
pembrolizumab treatment.
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Fig.3 Enhanced CT shows obturator lymph nodes (A) and common iliac lymph nodes (B) prior to
pembrolizumab treatment. The lymph nodes are reduced in size 20 months after the
commencement of pembrolizumab treatment (C, D).



40

TOWMEPESL Z EPHHFEEIN D,

JREE FRHE Tl v, BHEEAREICKH LT Pem-
brolizumab % #5- L 72E6IC CR 25% & 72 E B DO
EHTIE, REHETOFRMEA3 I H, CR FTOH
YUEAS 13 A H7E 5727, ZO#EOTHTIE, CR Lo
7oREBNI G- 1R D 49 9 ET 2 4E L R @ durable re-
sponse G H N TV 7z, AIEFITIIRIRFEHET T2
H, W% L CR £TI11 7 H LGSR EREISTD -
726

T2, REFy RSV MHEEOEME LT
irAE 2% %, Wolchok S I EMEREAEICB W TIX
iIrAE & ES5 /NI S B L LTwaY, F77,
fldETE T b, $LPD-1 Ptk % &5 L -0 83 T irAE
& ) HETIX e L#E L V) B\ Progression—free survival 2%
WEHETE 2L OWEDDH 5V, HRANDRE L HET
b, irAE & 1) BEDSIGIERN A & AR T & 2 W REEASRIE
ENTWVRY, rAE O TY Grade 2 BLE, ATSE
T EERS, HBE, BRI S CHBRIRS LV ED S
L5000 5 5W, KEBTIEZOHREDFTIZ
Grade 2Ll V) LS TIEE S Lh o7

ST =y 7R A M EEREIC X B IFRERERE E S
L72BEDD R 30% ICHAbNE EVIHELH LY,
—7J5, Mizuno > OHEIZ L B L, FIEF 2y 7 RAL
M HESGR Y 2 72 HARAEE 546 A0 9 HAEALERE
EHRITAB (0.73%) LIEFIHTH 2 RIEHO X
I, FOMBE OO EIIZE G PIER AT a4 K
BERTUGEET 2 2 0% <, HNIEEICOREN D 5 &
RO ST ARAREED D 5 ERE STV LY,
irAE O LIRS RIEECERE L 2 ), BEZ DTS
D2 /{ R VEED L, LAL, HEMNEOD - 723k
HH L0, ERRITD AT TS5 5 e
EH2HH00 LN, L2ELAPSHKRTIEIET Y A
DHBTFUHATFIEE %L, GEEGBEOBMI N
SO L LB LEENT VS,

AEBITIZE % E CR & 72 o 72 OB EIEE R
KRR 2 5RO 72 FBALIZ KT L€ TURBT %47V, WIS
JF3EH D CR W L1G720 2O & 9 IR LR R Lt
3 % Pembrolizumab #5- THHE I CR 255EH T &
THEBNEIHRE DD e RIBTUE LIS OIF RS0 L
T Pembrolizumab % & ® 7 £ MGHE E 1T - TH AT
YRR 1i47 L CR 2 AT E - HEDATH - 7219 ¥
N CRAREHTETWA Z EDS0S ISHEL T b
W)U TV RE WD, BELTWALAELILEL
THEOVAZIMETTLEE2 0515,

FIEBNLBAE, 25 1% 24E 5 A ADPHEE L T b,

Arak OV EALE 123§ 5 Pembrolizumab % #5- L 72
JEBI DL TlE, BT ORE CRMERHIMIZ34E6 4
ATHo7" KEFTLXSICEHO CR 2ED LT
B2 S Do LA LD SAIERIL CR & % DHTIHR S
HIEL TWA 70, 5% RE RIS Z T Tw
L HETH A,

= 2

AEAT 14 B2 BEJE 12 % L € Pembrolizumab % ¥ 5- L,
rAE 2L 4 a—Z2ATHIELZICHEDL S TEHMO
durable response 235 5 L7 HER] = K85k L 726

(RFH L OB E X5 131 [0 H AR R E S LB T 4512 To 5
L72.)

X 73

1) Bellmunt, J. et al.: Pembrolizumab as second-line
therapy for advanced urothelial carcinoma. N. Engl.
J. Med. 376 : 1015-1026, 2017.

2) Nishiyama, H. et al.: Pembrolizumab versus
chemotherapy in recurrent, advanced urothelial
cancer in Japanese patients : a subgroup analysis of
the phase 3 KEYNOTE-045 trial. Int. J. Clin. Oncol.
25: 165-174, 2020.

3) Kawai, T. et al.: Inmune-related adverse events
predict the therapeutic efficacy of pembrolizumab
in urothelial cancer patients. Eur. J. Cancer. 116:
114-115, 2019.

4) Rosenberg, J. E. et al.: Atezolizumab in patients
with locally advanced and metastatic urothelial
carcinoma who have progressed following treat-
ment with platinum-based chemotherapy : a sing-
le—arm, multicentre, phase 2 trial. Lancet. 387:
1909-1920, 2016.

5) Sharma, P. et al.: Nivolumab monotherapy in
recurrent metastatic urothelial carcinoma (Check-
Mate032): a multicentre, open-label, two-stage,
multi-arm, phase 1/2 trial. Lancet Oncol. 17:
1590-1598, 2016.

6) Massard, C. et al.: Safety and efficacy of durvalu-
mab (MEDI4736), an anti-programmed cell death
ligand-1 immune checkpoint inhibitor, in patients
with advanced urothelial bladder cancer. J. Clin.
Oncol. 34 : 3119-3125, 2016.

7) Robert, C.et al.: Durable complete response after



discontinuation of pembrolizumab in patients with
metastatic melanoma. J. Clin. Oncol. 36 : 1668-1674,
2018.

8) Wolchok, J. D. et al.: Guidelines for the evaluation
of immune therapy activity in solid tumors:
immune-related response criteria. Clin. Cancer Res.
15: 7412-7420, 2009.

9) Rogado,]. et al.: Immune-related adverse events
predict the therapeutic efficacy of anti-PD-1
antibodies in cancer patients. Eur. J. Cancer. 109:
21-27, 2019.

10) Topalian, S. L. et al.: Safety, activity, and immune
correlates of anti—-PD-1 antibody in cancer. N. Engl.
J. Med. 366 : 2443-2454, 2012.

11) Buder-Bakhaya, K. and Hassel, J. C.: Biomarkers
for clinical benefit of immune checkpoint inhibitor

41

treatment- a review from the melanoma perspec-
tive and beyond. Front. Immunol. 9: 1474, 2018.

12) Spain, L. et al.: Management of toxicities of
immune checkpoint inhibitors. Cancer Treat. Rev.
44 : 51-60, 2016.

13)  Mizuno, K. et al.: Real world data of liver injury
induced by immune checkpoint inhibitors in
Japanese patients with advanced malignancies. J.
Gastroenterol. 55 : 653-61, 2020.

14) Sato, K. et al.: Pembrolizumab-induced scleros-
ing cholangitis in a lung adenocarcinoma patient
with a remarkable response to chemotherapy. Clin.
J. Gastroenterol. 13: 1310-1314, 2020.

15)  IFEFE - i : Pembrolizumab % & &G E
ATV A IS CR 234 b M7z IE TR o 1
. JE LA 460 2321-2323, 2019.

PEMBROLIZUMAB IS EFFECTIVE IN PROVIDING
A LONG-TERM DURABLE RESPONSE AGAINST ADVANCED
BLADDER CANCER: A CASE REPORT

YURI KOYAMA, MASASHI HONDA, TETSUYA YUMIOKA, HIDETO IWAMOTO,
SHUICHI MORIZANE, KATSUYA HIKITA axp ATSUSHI TAKENAKA

Division of Urology, Department of Surgery, Faculty of Medicine, Tottori University, Tottori, Japan

Abstract :

A 63-year—-old Japanese man presented to the clinic with bloody urine and lower abdominal pain. He was
diagnosed with a bladder tumor and enlarged left external iliac lymph nodes and was admitted to our
hospital. In January 2017, he underwent transurethral resection of the bladder tumor (TURBT) and was
diagnosed with muscle-invasive bladder cancer ¢T3NIMO. Gemcitabine/cisplatin therapy was adminis-
tered in 3 courses, but the lymph nodes continued to increase in size. 2 courses of paclitaxel/carboplatin
and 3 courses of gemcitabine/carboplatin were administered, both of which resulted in disease progression.
As a third-line therapy, 2 courses of gemcitabine/docetaxel/carboplatin were administered, however, the
metastases increased. Epidural anesthesia and medical narcotics were administered to control bladder
pain. We commenced pembrolizumab administration in January 2018 as a fourth-line treatment. After 2
courses, the patient showed improvement in pain and a reduction in the size of bladder cancer and lymph
nodes. After 4 courses, the patient experienced sclerosing cholangitis, which improved with steroid pulse
therapy ; accordingly, the pembrolizumab treatment was stopped. After discontinuation, both the
primary tumor and the metastases showed a reduction in size, and the patient continued to be followed up
without treatment. Subsequently, no new lesions have been observed.

(Nishinihon J. Urol. 83 : 37-41,2021)
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