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ABSTRACT

We report a patient that had a prior radical prostatectomy and negative PSA levels for two years and subse-
quently developed bladder cancer requiring radical cystectomy with mixed lymph nodes on final pathology. The
nodes were found to be positive for both metastatic urothelial cell carcinoma and metastatic prostatic adeno-
carcinoma based on immunohistochemical staining. Treatment for metastatic bladder cancer was pursued after

radical cystectomy recovery.

Introduction

Prostatic adenocarcinoma (Pca) and bladder cancer (BC) are
common genitourinary malignancies that both carry significant mor-
bidity and mortality." Pca is common amongst men and one of the
leading causes of cancer death in the United States. After active treat-
ment for prostate cancer, PSA can be used to monitor disease status
biochemically. Despite the high incidence and prevalence, a majority of
incidentally found Pca are deemed to be clinically insignificant based
on various factors including size, organ confinement, and absence of
metastasis.””” After radical prostatectomy, PSA is followed for many
years to detect biochemical recurrence or metastatic disease.

Muscle invasive bladder cancer (MIBC) represents approximately
25% of bladder cancer diagnoses. Current guidelines support an in-
dividualized treatment course based on the patient and extent of dis-
ease. In patients with non-metastatic (M0) MIBC, there is a strong re-
commendation to offer a radical cystectomy with lymphadenectomy.®

Concomitant PCa and BC are often seen during radical cystectomies,
but are not as frequently found to both be metastatic."*> BCE and Pca
can often be difficult to distinguish morphologically, but im-
munohistochemical stains aid in differentiating between the two ma-
lignancies, especially with metastasis of two topographically distinct
primary tumors. Our literature review was unable to identify any other
cases that discovered concomitant metastatic BC and metastatic Pca in
the presence of undetectable PSA levels for several years following a
radical prostatectomy.

* Corresponding author.

Case report

A 63-year-old male with a history of radical prostatectomy with
pT2cNOMX Gleason 3 + 3 prostatic adenocarcinoma with negative
bilateral standard pelvic lymphadenectomy two years prior presented
with new diagnosis of muscle invasive bladder cancer. His bladder
cancer was diagnosed by transurethral resection of bladder after a two-
week history of gross hematuria.

A staging work up prior to radical cystectomy showed no evidence
of pelvic or retroperitoneal lymphadenopathy. A bone scan showed no
evidence of bony metastatic disease. PSA was rechecked prior to sur-
gery and confirmed to be < 0.01 ng/dL which is undetectable in the
referenced lab. The patient was taken to operating room and a radical
cystectomy, creation of ileal conduit and bilateral extended pelvic
lymph node dissection was completed without intraoperative compli-
cations.

Pathology results from the urinary bladder revealed pT2aN1MX
urothelial cell carcinoma with maximum tumor dimension of 10cm
with lymphatic and perineural invasion. One left obturator lymph node
and one right obturator lymph node were positive for metastatic car-
cinoma, as shown in Fig. 1. Immunohistochemical staining was per-
formed. The left obturator lymph node was positive for Uroplakin and
CK7, focally positive for CK20 and negative for PSA (Fig. 2). The right
obturator lymph node was positive for PSA and CK7 and negative for
Uroplakin and CK20 (Fig. 3). The patient's final diagnosis was meta-
static urothelial carcinoma in the left obturator lymph node and me-
tastatic prostatic adenocarcinoma in the right obturator lymph node.

After recovery from surgery, patient was referred for adjuvant
chemotherapy but was unable to tolerate more than 2 cycles due to his
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Fig. 1. Light microscopy slides from lymph node dissection. (A) Left obturator lymph node. Hematoxylin and eosin (H&E) stain, X 10 magnification, shows sheets
of metastatic cell effacing normal lymph node architecture (B) Right obturator lymph node. H&E stain, x 20 magnification, shows metastatic cells forming glands

near the capsule of lymph node.

overall performance status. PSA remained undetectable post-opera-
tively. Patient remained on surveillance protocol of his BC and ulti-
mately succumbed to his disease after development of progressive
metastatic BC.

Discussion

Pca and BC are found together in a large number of patients. It has
even been suggested that there is an association between Pca and BC,
but this is likely secondary to a detection bias from more extensive and
numerous pathological evaluations. Several studies have demonstrated
high rates of incidental discoveries of Pca in patients with BC at the
time of radical cystectomy.*® This is not an unexpected finding con-
sidering autopsy studies have demonstrated evidence of Pca in as high
as 70% of 80-year-old men with the majority of cases being found in-
cidentally and considered to have less aggressive behavior.

While it is not uncommon to discover simultaneous disease, con-
comitant metastatic disease is much more rarely found.":>* Revelo et al.
discovered 41% of their 121 patients with cystoprostatectomies had
evidence of Pca. Approximately one-half of the discovered Pca were
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Fig. 2. Left obturator lymph node. (A) Uroplakin
nuclear and cytoplasmic marker, X 10 magnification,
expressed by tumor cells (B) CK7 cytoplasmic
marker, X 10 magnification, expressed by tumor cells
(C) CK20 cytoplasmic marker, x 10 magnification,
focally expressed by tumor cells (D) PSA cytoplasmic
marker, X 10 magnification, not expressed by tumor
cells.

considered clinically significant; however, none demonstrated Pca in-
volvement in the lymph nodes.' Bruins et al. further investigated 1476
radical cystoprostatectomies and of those, only 7 had evidence of Pca in
the lymph nodes.* Dissimilar to our case, these patients were all studied
before any active Pca treatment such as radical prostatectomy. Ad-
ditionally, none of these studies investigated PSA levels before or after
surgery and did not evaluate recurrence. However, they clearly de-
monstrated incidental Pca in lymph nodes as a rare finding.

This case consistently demonstrated undetectable PSA levels fol-
lowing a radical prostatectomy with negative lymph nodes 2 years
prior. The kinetics of PSA, especially following radical prostatectomy,
are very sensitive to detecting recurrence or residual malignancy. In
patients with metastatic Pca, less than 1% are found to have un-
detectable levels making it the most accurate predictor of metastasis.”
The absence of PSA levels could be explained by a minimal amount of
disease, the inability to make PSA or clonal shift in the malignant cells
that produce tumor markers other than PSA.

Obturator lymph nodes are known metastatic sites for both Pca and
BC that can be histologically difficult to distinguish. There have been 5
reported cases of Pca and BC collision tumors found in the same lymph
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node, but only two have utilized immunohistochemical stains. The use
of CK7, CK20 and PSA has been both studied and supported in the
differentiation of genitourinary carcinomas and were valuable in the
identification and diagnosis.”

This discovery of such disease without any biochemical or radi-
ological evidence of recurrence in the presence of metastatic high-grade
BC, to the best of our knowledge, has not been described in previous
literature.

Conclusion

This case report brings to our attention the possibility of indolent
non-PSA producing prostate cancer in lymphadenectomy specimens at
the time of radical cystectomy or other pelvic surgery. In addition, it
demonstrates the importance of immunohistochemical stains in de-
termining diagnosis. These stains can be vital in distinguishing between
primary genitourinary tumors, as the pure morphology may be difficult
to differentiate.
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Fig. 3. Right obturator lymph node. (A) Uroplakin
nuclear and cytoplasmic marker, X 40 magnification,
high background staining present but not expressed
by tumor cells (B) CK7 cytoplasmic marker, x 40
magnification, expressed by tumor cells (C) CK20
cytoplasmic marker, X 40 magnification, not ex-
pressed by tumor cells (D) PSA cytoplasmic
marker, X 40 magnification, expressed by tumor cells.
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