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In the two cases we report here, tumors were diagnosed as nephrogenic adenoma by
pathohistological examination. Case 1 was a 72-year-old female presenting with a bladder tumor 8
months after receiving ureteral tumor surgery. Transurethral resection of bladder tumor (TUR-Bt)
was performed. Case 2 was a 57-year-old female who had received intravesical bacillus Calmette-
Guérin (BCG) treatment 6 times after her fifth TUR-Bt. Two tumors were found by cystoscopy, and
TUR-Bt was performed. There have been 39 cases of nephrogenic adenoma of the bladder reported in
Japan; 21 were male and 18 female with a mean age of 56.5 years. The main complaint was
hematuria, which was seen in 16 cases followed by pollakisuria in 6 cases. Nephrogenic adenoma
occurred after surgery of the urinary tract in 16 cases, followed by urinary tract infection in 9 cases and
intravesical BCG treatment in 6 cases. The ratio of cases occurring after intravesical BCG treatment
has increased since BCG approval for bladder carcinoma treatment in December 1996 in Japan, and an
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increase in the number of cases is expected in the future.

(Acta Urol. Jpn. 48: 463-466, 2002)
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INTRODUCTION

Nephrogenic adenoma is a relatively rare benign
tumor that occurs in the urinary tract. We treated
two cases of nephrogenic adenoma of the bladder, one
that occurred during follow-up after total nephroure-
terectomy and the other after intravesical bacillus
Calmette-Guérin (BCG) treatment following trans-
urethral resection of bladder tumor (TUR-Bt). In
this report, we have also reviewed and discussed cases
of nephrogenic adenoma of the bladder which
previously have been reported in Japan.

CASE REPORT

Case 1 was a 72-year-old female who received right
total nephroureterectomy for transitional cell carci-
noma of the right ureter in March, 1997. Eight
months after surgery, cystoscopic examination
revealed a broad-based papillary tumor in the
bladder dome. In January, 1998, TUR-Bt was
performed. Pathohistological examination revealed
that the bladder tumor was covered with a single
layer of cylindric epithelium and had a tubular
structure similar to renal tubules. There were no
atypical nuclei, but some interstitial edema and
infiltration of inflammatory cells were indicated, and
the tumor was diagnosed as nephrogenic adenoma
(Fig. 1).

Case 2 was a 57-year-old female whose main
complaint was macroscopic hematuria. She had
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Fig. 1. Pathohistological observations (Case 1).
A tubular structure similar to the renal
tubules covered with a single layer of
cylindric endothelium was indicated
with some interstitial edema and
mfiltration of inflammatory cells (HE
stain X 200).

received TUR-Bt five times between 1993 and 1998 for
transitional cell carcinoma of the bladder. After her
fifth TUR-Bt in February, 1998, intravesical BCG
treatment (Tokyo strain of BCG ; 80 mg instilled with
40 ml of saline once a week) was performed 6 times,
but since hematuria developed treatment was
suspended. Two papillary tumors were discovered
by cystoscopy, one approximately 2 cm in diameter in
the left lateral wall and another approximately 1 cm
in diameter in the dome. In April, 1999, TUR-Bt
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Fig. 2. Pathohistological observations (Case 2).
The endothelium was cylindric to
cuboidal with papillary proliferation,
and adenoma was indicated (HE stain
X 200).

examination
revealed that the tumors had both cylindric and
partly cuboidal endothelium with papillary prolif-

was  performed. Pathohistological

eration. Adenoma was indicated but without
atypical nuclei, and the tumors were diagnosed as
nephrogenic adenoma (Fig. 2).

DISCUSSION

Nephrogenic adenoma is a benign tumor first
reported as a hamartoma in 1949 by Davis'), and
tumors with a tubular structure similar to renal
tubules histologically were so named by Friedmann
and Kuhlenbeck? in 1950. Nephrogenic adenoma
was initially thought to originate from the mesoneph-
rogenic ductules?. However, as most of the reported
cases have a history of chronic stimulation such as
calculi, invasive surgery and inflammation, the
theory that it may be a urothelial metaplasia due to
chronic stimulation is strongly supported at
present>*

In Japan, there have been 37 reported cases of
nephrogenic adenoma of the bladder, and our cases
were the 38" and 39 (Table 1). There were 21 male
cases and 18 female cases and the ages of the patients
greatly varied, ranging from 3 to 81, with a mean age
of 56.5. The main complaint was hematuria in 16
cases followed by pollakisuria in 6 cases. In 8 cases,

Table 1. Review of cases with nephrogenic
adenoma of the bladder in Japan

Number of

Eases 39 (male: female=21: 18)

56.5 (3-81)

Hematuria: 16, Pollakisuria: 6, Miction
pain: 2, Pyuria: 1, Dysuria: 1, Cysto-
scopically abnormal finding : 8, Abnormal
urine cytology: 1, Unknown: 4

Mean age

Sign and/or
symptoms

Predisoosii Surgery: 16, Infection: 9, Intravesical
factorsp g BC _ treatment: 6, Intravesical
pirarubicin treatment: 2, None: 2

Treatment TUR-Bt: 30, Open surgery: 7, None: 2

the adenoma was accidentally found by cystoscopy
during follow-up for other diseases. Nephrogenic
adenoma most frequently occurred after surgery of
the urinary tract in 16 cases followed by urinary tract
infection in 9 cases and intravesical BCG treatment in
6 cases.

In BCG treatment, an immune reaction mediated
by macrophages and chronic granulomatous inflam-
mation is thought to induce urothelial metaplasia,
which may be the cause of nephrogenic adenoma®®.
It should be noted that after BCG was approved as an
intravesical infusion treatment for bladder tumors in
December 1996, the ratio of cases due to BCG
treatment has increased. While only one out of 19
cases before 1996 had a history of intravesical BCG
treatment (5.3%), 5 out of 20 cases did so after 1997
(20.0%). This suggests that the incidence of
nephrogenic adenoma may continue to increase in the
future. Urologists must be cognizant that the
incidence of nephrogenic adenoma increases after
surgery of the urinary tract and intravesical BCG
treatment.

Two points should be noted with regard to
nephrogenic adenoma of the bladder. The first is the
high recurrence rate. Porcaro et al.” reported that it
recurred in 63% of the cases within 24 months of
TUR, and Heidenreich et al.”) reported that in the
long-term follow-up of 4 years, the recurrence rate
was 80%. The second point is malignancy.
Although nephrogenic adenoma itself is a benign
tumor, studies have been made regarding its
relationship with mesonephric carcinoma® Histo-
logically, mesonephric carcinoma has a well differen-
tiated tubular lesion as does nephrogenic adenoma,
but it is a malignant tumor that invades the
muscularis of the urinary bladder. As there have
been few reports on this tumor, which is an extremely
rare malignancy, it is unclear whether or not
mesonephric carcinoma is a cancerous form of
nephrogenic adenoma. However, the possibility of
nephrogenic adenoma developing into a malignant
tumor has not been completely ruled out®, and
further attention must be paid to this matter. We
strongly advise careful follow-up be made for
potential occurrence of nephrogenic adenoma of the
bladder even though transurethral resection of
nephrogenic adenoma may be successful.
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IRE L

it Nephrogenic adenoma @ 2 ] (A6 OLHKEIZ L)

KRRATLKRERF EREVERLR BRI EHE (EE  RARAER)
e, BfE HZ, WE OEX, B K
PR MBI RARE (BB : FNED)

BA OB, H

FEB 172 DL CREEE IS T 2 BRELH
8 7 AR DORENSF I IEIEE 7 38 7. fEFI 2 13
57 DT 5E @ TUR-Bt D256 @0 BCG
BEREPUE AR 1TV, EOHDOBEEE T 2 E OB
BEE RO 268 b TUR-Bt #HE1T L7z, #8
FHBW Tid 241 & & nephrogenic adenoma T -
7=

SO0 26 % ED T, ThE CRIBMGIDREI DA
ETHESINTWS. BH2160, H18H TFEEH

1156.58 Ch b, B b RIERIZMIRATI66] & &S T,
DWCHRM6BITH L. REDHFRE L TLIRED
MR AT AT1661 T, REEGAES 9 B, BCG BERL
PHEABER 6 BITH 5. 412 BCG »MRIRFET S
721996412 8 LLFEIE BCG BEREPIIE AT & HEve
TR BEFADOHFEINE L 2o THBY, FREZEEK
nephrogenic adenoma DO¥EMASFEEN 5.
(WRAEE 48 : 463-466, 2002)





