CASE REPORT

Second recurrence of breast cancer 36 years
after initial surgery and 18 years after the first
recurrence — an extremely rare case

Druha rekurence karcinomu prsu 36 let po pocatecnim
chirurgickem vykonu a 18 let po prvni rekurenci — extremné
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Summary

Background: Breast cancer is a one of the most common causes of cancer death in the world.
Late recurrence is a notable characteristic of this disease. Case: We experienced an extremely
rare case of breast cancer that developed a second recurrence 36 years after the initial surgery
and 18 years after the first recurrence, manifesting as bilateral pleural effusion and multiple
bone metastases. Conclusion: This report highlights that it is important for both patients and
doctors to be aware that such patients exist.
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Souhrn

Vychodiska: Karcinom prsu patii k nej¢astéjsim pficindm umrti na rakovinu na svété. Vyznam-
nou charakteristikou tohoto onemocnéni je pozdni recidiva. Pripad: Setkali jsme se s extrémné
vzacnym piipadem karcinomu prsu, u kterého doslo k druhé recidivé 36 let po plivodni operaci
a 18 let po prvni recidivé, projevujici se oboustrannym pleurdlnim vypotkem a ¢etnymi kost-
nimi metastazami. Zdvér: Tento ¢lanek zddraznuje dllezitost toho, aby si jak pacienti, tak Iékafi
uvédomovali, Ze tyto pfipady existuji.
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SECOND RECURRENCE OF BREAST CANCER 36 YEARS AFTER INITIAL SURGERY AND 18 YEARS AFTER THE FIRST RECURRENCE

Fig. 1. Chest radiograph obtained at presentation to our hospital, showing bilateral
pleural effusion.

Introduction

Breast cancer ranks second in global
cancer prevalence after lung cancer and
fourth in cancer-related mortality after
lung, colorectal, and liver cancers [1].
With particular attention to cancers that
occur in women, it is the most frequently
diagnosed malignancy, making its epi-
demiology particularly important.

In surveillance for breast cancer, re-
commendations for how many years
to perform mammograms are unclear.
Some reports have suggested that
annual mammography is a useful
approach [2], although the optimal du-
ration of such surveillance has not been
established. The history of breast can-
cer is itself a risk factor for the develo-
pment of secondary breast cancer [3],
which has been reported to increase
the incidence of distant metastases and
mortality [4,5]. Consequently, additional
imaging modalities such as ultrasono-

graphy or MRl are sometimes employed,
although considerable variation exists
among patients’ staging, treatment, and
pathological findings.

Herein, we present a rare case of right
breast cancer that recurred 18 years after
first recurrence and 36 years after initial
surgery, manifesting as bilateral pleural
effusion and multiple bone metastases.

Case report

An 80-year-old woman, who had been
followed by her family physician for hy-
pertension and dyslipidemia, was refer-
red to our hospital due to bilateral pleu-
ral effusion.

Thirty-six years ago, the patient under-
went a right total mastectomy with
axillary lymph node dissection for right
breast cancer at a hospital other than ours.
She was followed for 15 years without
recurrence and was subsequently dis-
charged from follow-up. Eighteen

years after surgery, she visited the hos-
pital because of right upper limb edema
and was diagnosed with right axillary
lymph node recurrence. At that time, in-
formation regarding pathological fin-
dings, including immunohistochemis-
try, was not available at the hospital. The
tumor was presumed to be hormone re-
ceptor-positive based on the extremely
late recurrence. She was treated with ta-
moxifen and concurrent radiotherapy
(50 Gy in 25 fractions). After eight years
of tamoxifen therapy, the medication
was switched to anastrozole, which was
continued for an additional five years.
Since there was no evidence of recu-
rrence, both endocrine therapy and fol-
low-up were discontinued.

The patient presented to family phy-
sician with enlarged right supraclavicu-
lar lymph nodes 5 months previously
and cervical lymph nodes 1 month be-
fore previously. Around the same time,
a chest X-ray performed by her local phy-
sician revealed bilateral pleural effusion.
Diuretic therapy was initiated for presu-
med heart failure, based on an elevated
brain natriuretic peptide (BNP) level of
157 pg/mL, but it was not effective. She
was then referred to our hospital for fur-
ther evaluation and management of the
pleural effusion.

Upon presentation to our outpatient
clinic, the patient was alert. Her vital
signs were as follows: blood pressure,
137/83 mmHg; pulse rate, 81 beats/min;
respiratory rate, 24 breaths/min; oxygen
saturation, 94% on room air; and body
temperature 36.9 °C.

Physical examination revealed dec-
reased breath sounds in both lung fields,
pitting edema of both lower extremities,
and enlarged lymph nodes in the right
clavicular and cervical and left axillary
regions.

Laboratory tests showed no eleva-
tion of inflammatory markers, and the
BNP level was 112.8 pg/mL, consis-
tent with the findings reported by her
previous physician. Blood tests also
revealed elevated tumor markers, with
a carcinoembryonic antigen (CEA) level
of 11.8 ng/mL and a cancer antigen
15-3 (CA15-3) level of 56.4 U/mL.

Chest radiography demonstrated bi-
lateral pleural effusion (Fig. 1). Contrast-
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-enhanced CT of the chest and abdo-
men revealed enlarged lymph nodes
in the cervical and right supraclavicu-
lar regions, as well as para-aortic lym-
phadenopathy in abdomen. Passive ate-
lectasis was observed, but there were no
apparent lung masses, and no enlar-
gement of hilar or mediastinal lymph
nodes was noted.

Transthoracic echocardiography re-
vealed no evidence of heart failure.
Right-sided thoracentesis yielded yel-
lowish, clear, exudative pleural fluid.
Cytological examination revealed class
IV findings, suggestive of adenocarci-
noma. Two weeks later, at a follow-up
outpatient visit, progression of the pleu-
ral effusion was noted, prompting re-
peat thoracentesis and preparation of
the pleural effusion-cell block.

Whole-body evaluation with PET-CT
revealed lymphadenopathy with fluoro-
deoxyglucose (FDG) uptake in the right
cervical, right supraclavicular, and left
axillary regions (maximum standardized
uptake value (SUVmax) 6.67 in the right
supraclavicular region). No mass lesion
suspicious for lung cancer was identified
(Fig. 2). Bilateral pleural effusion and as-
cites were also present. Multiple areas
of FDG uptake were identified in the
thoracic spine, right acetabulum, and
right femoral greater trochanter, raising
suspicion for bone metastases. No ab-
normal findings were detected in the
liver, biliary system, pancreas, kidneys,
or spleen.

Although an outpatient appointment
had been scheduled to explain the re-
sults, the patient was transported to
the emergency department before the
scheduled visit due to worsening dys-
pnea. She was diagnosed with carcino-
matous pleuritis, and a chest tube was
inserted into the right pleural cavity, fol-
lowed by hospital admission.

Pathological examination of the pleu-
ral effusion cell block revealed colum-
nar atypical cells with enlarged and
irregular nuclei and pale eosinophi-
lic cytoplasm proliferating in an acinar
pattern. Periodic acid-Schiff (PAS) stain
showed faint intracytoplasmic positivity.
Immunohistochemical staining showed
positivity for cytokeratin-7 (CK7), estro-
gen receptor (ER), progesterone recep-

Fig. 2. PET-CT revealed lymphadenopathy with increased FDG uptake in the right cervi-
cal, right supraclavicular, and left axillary regions, while no abnormal FDG uptake was
observed in the lungs or left breast.
FDG - fluorodeoxyglucose

tor (PgR), and gross cystic disease fluid
protein-15 (GCDFP-15), negativity for
cytokeratin-20 (CK20) and thyroid tran-
scription factor 1 (TTF-1) (Fig. 3). The
pathological findings were consistent
with metastatic breast carcinoma. PET-
-CT showed no abnormal FDG uptake

in the left breast, supporting the diag-
nosis of postoperative recurrence of
right breast cancer. Although initiation
of chemotherapy was considered, her
poor general condition, worsening oxy-
genation, and progressive dyspnea led
to a best supportive care approach.
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Fig. 3. Cytological findings of the pleural fluid cell block. (A) Hematoxylin and eosin staining showing clusters of atypical columnar
cells with irregularly enlarged nuclei forming glandular structures of varying sizes; (B) immunohistochemical staining showing po-
sitive estrogen receptor expression.

The patient died on the eighth day of
hospitalization.

Discussion

Postoperative recurrence of breast can-
cer most frequently occurs within 5 years
after surgery, particularly within the first
1-2 years [6]. Reports of recurrence de-
veloped more than 30 years after the
initial diagnosis are extremely uncom-
mon [7-11]. Metastatic breast can-
cer may present with either solitary or
diffuse metastatic lesions and can follow
various clinical courses [12]. However,
most reported cases of recurrence
after an interval exceeding 30 years
have involved solitary or limited num-
bers of metastatic sites [7-11], and re-
ports of cases, such as ours, with diffuse
metastases throughout the body re-
main limited. It has been reported that
second recurrences of breast cancer
usually occur within five years after the
first recurrence [13,14]. Therefore, a case
such as ours, in which the second recur-
rence developed 18 years after the first
recurrence and 36 years after the ini-
tial treatment, is considered extremely
rare and exceptional. To our knowledge,
this is the first report of a patient with
second recurrence long after the first
recurrence.

Late recurrence of breast cancer is
considered to result from micrometasta-
ses or solitary dormant cancer cells that
are reactivated and subsequently pro-

liferate [15-17]. Tumor cells that have
reached distant organs but have not yet
formed clinically detectable metastatic
lesions are referred to as disseminated
tumor cells (DTCs) [18]. In patients, most
detected DTCs exist as quiescent sin-
gle cells [19]. Among the various organs
in which DTCs can be found, particu-
lar attention has been paid to the bone
marrow, as DTCs in this compartment
are largely non-proliferative and can
persist for prolonged periods [20]. Since
the preoperative detection of DTCs in
the bone marrow has been shown to
be an independent prognostic mar-
ker of late recurrence, investigation of
bone marrow DTCs may, in the future,
become a standard test in patients with
breast cancer [21]. Clear evidence regar-
ding the optimal frequency of postope-
rative surveillance for breast cancer re-
mains limited. This case suggests that
maintaining long-term surveillance, for
as long as is feasible, may be beneficial
for the early detection of recurrence.
Multivariate analyses have identified
ER and PgR positivity as factors associa-
ted with the timing of postoperative re-
currence, with positive cases showing
a significantly greater tendency to-
ward late recurrence [22]. Furthermore,
late recurrence has been reported to be
more responsive to treatment and to
have a better prognosis than early re-
currence [23,24]. In the present case,
however, approximately 5 months had

elapsed from the time the patient first
noticed lymphadenopathy and bilateral
pleural effusion to the time she was re-
ferred to our hospital, resulting in a de-
layed diagnosis and the inability to ini-
tiate treatment.

In conclusion, we experienced an ex-
tremely rare case of breast cancer that
developed a second recurrence 36 years
after the initial surgery and 18 years after
the first recurrence. This case under-
scores the need to remain vigilant for
recurrence at any time in patients with
a history of breast cancer and suggests
that recurrence should be considered
when new symptoms emerge.
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