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A CASE OF METASTATIC URETERAL CANCER TREATED
WITH PEMBROLIZUMAB WITHOUT RELAPSE
OF OCULAR MYASTHENIA GRAVIS
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A 77-year-old man complaining of gross hematuria was referred to our hospital for further examination
and treatment. The contrast-enhanced computed tomographic (CT) scan revealed a left ureteral tumor,
multiple bladder tumors, para-aortic lymph node metastasis, left supraclavicular lymph node metastasis,
multiple liver metastases, and multiple lung metastases. Transurethral resection was performed. One of
the multiple bladder tumors, located at the bladder neck, was pathologically diagnosed as urothelial
carcinoma, pT1, high grade, G2.  We diagnosed the patient with metastatic ureteral cancer (T4N2M], stage
IV).  We stated gemcitabine, cisplatin (GC) therapy, but stopped after the first course due to gemcitabine
drug eruption. We changed the regimen to methotrexate, vinblastine, doxorubicin, and cisplatin (MVAC)
therapy and the cycle was completed without complications. However, CT scan showed disease
progression.  After palliative irradiation of the primary lesion, we administered pembrolizamab. ~ Although
he was asymptomatic, we diagnosed him with ocular myasthenia gravis because of a high level of serum
anti-acetylcholine receptor antibodies and a temporary ptosis in his past history. In spite of the possibility of
relapse of myasthenia gravis, treatment with pembrolizumab was continued with his consent since there were
no other treatment options. After two courses of pembrolizumab, he was hospitalized due to disease
progression and died about three weeks after admission. Myasthenia gravis is a possible immune-related
adverse event of pembrolizumab, However, there have been few reports on the successful treatment with this
agent in patients with previously diagnosed myasthenia gravis. We report, here, a case of metastatic ureteral
carcinoma safely treated with pembrolizumab without relapse of ocular myasthenia gravis.

(Hinyokika Kiyo 68: 377-383, 2022 DOI: 10.14989/ActaUrolJap_68_12_377)
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Fig. 1. Bladder tumor on the right wall shown by
contrast-enhanced computed tomography
(arrow).

Fig. 2. Contrast-enhanced computed tomography images of left ureteral tumor (A), liver metastasis (B), Left

supraclavicular lymph node (C) and lung metastasis (D).

White arrows show each of the tumors.



B3 JRERE - AT O) AT 379

- |

Fig. 3. Plain computed tomography images of ureteral tumor (A), liver metastasis (B), Left supraclavicular lymph node
metastasis (C) and lung metastasis (D) after chemotherapy followed by pembrolizumab.  White arrows show

each of the tumors.
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Fig. 4. A. Bladder tumor specimen resected by transurethral procedure. Hematoxylin and eosin (H & E) staining,
original magnification X 40. B-E. Autopsy specimen of left ureteral tumor (B), left supraclavicular lymph
node metastasis (C), liver metastasis (D) and lung metastasis (E). H & E staining, original magnification X 20.

Expression in each of the tumors.

Table 1. Changes in tumor size over time

Measurable main tumor size (mm)

The timing of each tumor size evaluation

Left ureter Liver Lung Left SCLN
CT scan at the initial diagnosis 35%18 20%x19 16 <15 26 %21
CT scan just before Pem induction 70 %58 53 %48 34 %23 33x31
Autopsy 70x60T  66x45T  36%x25" 43x 417

CT; computed tomography, SCLN ; supraclavicular lymph node, Pem; Pembrolizumab, T : The

values in the table are actual measured values.
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Fig. 5. Lung (upper left), renal pelvis (upper right), liver (lower). Immunohistochemical (IHC) staining for the
expression of PD-L1.  Original magnification X 100. White arrow shows PD-LI-positive cancer cells.
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Table 2. Reported cases of worsened MG condition due to ICIs

. Administered MGFA clinical Time to
Case  Disease 1CIs Event Treatment classification  exacerbation of MG
75M Ma%ignant Pembrolizumab  Exacerbation of MG Steroids Class V 5w
melanoma
sow Malignant po b orimab  Exacerbation of MG Plasmapheresis, IVIG, ¢y, 1y, 19w
melanoma steroids
79M rl\r/llsllzirgll(l)g; Nivolumab Exacerbation of MG g)égioc}gztigmine, Class 1Ib 15w
61M Malignant Nivolumab Granulomatous inflammation of Steroids o 36w

melanoma the pleura
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