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Abstract

A 62-year-old woman with triple-negative breast cancer underwent breast-conserving sur-
gery followed by adjuvant chemotherapy and radiotherapy to the breast. The patient devel-
oped a solitary lung metastasis at the left hilum 44 months after the operation. The lung me-
tastasis responded partially to capecitabine chemotherapy, but showed regrowth in 7 months.
The patient received second-line oral cyclophosphamide (CPA) chemotherapy, resulting in
marked tumor regression without new lesions for 10 months. To further control the lung me-
tastasis, stereotactic body radiotherapy (SBRT; 5.1 Gy x10 fractions) under breath holding
without a localization device was given to the regressed lung metastasis after CPA therapy.
Positron emission tomography at 24 months after the completion of SBRT did not show any
recurrences, and the patient has been well for 100 months without any recurrences. Breast
oncologist should take SBRT into consideration to treat lung oligometastasis of breast cancer

especially locating at the lung hilum with curative intent. © 2020 The Author(s).
Published by S. Karger AG, Basel

Introduction

With the advent of various effective new anticancer agents, prognosis of metastatic
breast cancer has dramatically improved in the past three decades [1]. The purpose of the
treatment of metastatic breast cancer, however, still remains to improve or prevent breast
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Fig. 1. Computed tomography of the affected lung. a A lobulated mass (arrow) stuck to the segmental bron-
chus was located near the left main pulmonary artery. b Second-line cyclophosphamide chemotherapy
brought about marked regression of the tumor (arrow). ¢ Stereotactic body radiotherapy brought about
complete response of the tumor, presumably accompanied by radiation-induced fibrosis and/or partial at-
electasis (arrow), and a faint radiation-induced fibrosis in the left lung (arrows).

cancer-induced unpleasant symptoms and prolong survival of the patients. In other words,
metastatic breast cancer should be treated not with curative intent, but with palliative intent.
Based on this concept, Hortobagyi [2] proposed that metastatic breast cancer should initially
be treated with endocrine therapy for estrogen receptor-positive breast cancer, chemo-
therapy alone or chemotherapy plus bevacizumab [3] for triple-negative breast cancer
(TNBC) [4], chemotherapy plus anti-human epidermal growth factor receptor type 2 (HER2)
agent(s) [5, 6] for HER2+ breast cancer, chemotherapy plus or rarely endocrine therapy plus
anti-HER2 agent(s) for double-positive breast cancer, and chemotherapy for luminal breast
cancer with life-threatening metastases.

Oligometastatic breast cancer [7] is currently recognized as a distinct clinical entity,
being an exciting target for multidisciplinary therapy with systemic therapy and some type
oflocal therapies including surgery [8], nonsurgical ablation [9], and stereotactic body radio-
therapy (SBRT) [10]. To date, various local therapies have been reported as promising ther-
apies for metastatic breast cancer, but lack large-scale prospective randomized trials, leading
to the idea that favorable clinical outcome of the patients treated with each local therapy
depends simply on selection bias. Multidisciplinary therapy, therefore, still remains out of
standard measures to treat oligometastatic breast cancers.

We herein report a case of TNBC with solitary lung metastasis locating at the hilum of the
lung treated successfully with multidisciplinary therapy including SBRT.

Case Report
A 62-year-old woman with TNBC underwent breast-conserving surgery and sentinel
node biopsy followed by anthracycline-containing chemotherapy and radiotherapy (50 Gy)

to the conserved breast. Follow-up computed tomography (CT) showed a solitary lobulated
nodule 28 x 18 mm in size at the hilum of the left lung 44 months after the operation (Fig. 1a).
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Fig. 2. Isodose lines and dose volume histogram. Gray, blue, pink, and yellow lines indicate 1,000, 2,000,
3,000, and 4,000 cGy, respectively.

The patient refused to receive transbronchial lung or CT-guided transcutaneous biopsy of the
nodule to avoid biopsy-induced complications such as massive hemorrhage and pneumo-
thorax. CT at 28 months after the initial operation, i.e., 16 months before the detection of the
pulmonary nodule, showed no masses at the left hilum. Under the diagnosis of a presumed
solitary lung metastasis of breast cancer, we initially planned to treat the patient with taxane
chemotherapy because of the prior exposure to adjuvant anthracycline chemotherapy.
However, due to the patient’s preference to avoid alopecia, the patient decided to receive
capecitabine chemotherapy, resulting in tumor regression for 7 months followed by regrowth
of the tumor. The patient again preferred to receive oral cyclophosphamide (CPA) therapy
(100 mg/day), leading to a marked regression of the lung nodule (Fig. 1b) without tumor
regrowth and any new cancer foci for 10 months. Both to further obtain complete local control
and to maintain pulmonary function, we implemented SBRT (51 Gy; equivalent to approxi-
mately 80 Gy of conventional radiotherapy; Fig. 2) under breath holding without a local-
ization device to the presumed lung metastasis. The patient received additional CPA therapy
for 3 months after the completion of SBRT, and was followed up with semi-annual CT there-
after. Positron emission tomography at 24 months after the radiotherapy showed neither
recurrence intheirradiated areanorany newlesions. CT taken 36 months after the completion
of SBRT (Fig. 1c) showed no regrowth of the nodule with a faint radiation-induced fibrosis in
the left lung. The patient has been well without any cancer recurrence and respiratory
dysfunction for 100 months after SBRT.
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Discussion

Pulmonary metastasis of TNBC in this case has been well controlled for over 8 years with
multidisciplinary therapy including SBRT [10]. Due both to no further treatment after SBRT
and short-term CPA administration and to the aggressive biology of TNBC itself [4], long-term
clinical complete response of the presumed lung metastasis in this case should strongly
suggest a cure of the oligometastatic breast cancer.

We initially planned to treat the presumed pulmonary metastasis with metastasectomy
[8]. Metastasectomy, however, needed a lobectomy to secure a sufficient safety margin, or
might result in poor local control after enucleation and segmentectomy due to their narrow
surgical margins. Nonsurgical ablation, e.g., radiofrequency ablation [11], has become an
important alternative to surgery for specific patients with primary lung cancer or metastatic
lung tumor(s) who have comorbid disorders or refuse surgery. Radiofrequency ablation as a
local therapy, however, seemed impractical in this case due to the tumor location very close
to the pulmonary artery and bronchus, suggesting possible massive hemorrhage and pene-
tration/perforation of the bronchus. Therefore, effective and safer radiotherapy, i.e.,, SBRT
[10], seemed to be the best local therapy with sufficient safety margins to control the tumor
in this case. However, SBRT of 51 Gy, equivalent to approximately 80 Gy of conventional
radiotherapy, needs a careful and longer follow-up both of the pulmonary function and recur-
rence in the irradiated area.

The ideal candidates for multidisciplinary therapy of breast cancer oligometastasis
remain uncertain. The emerging subtype concept has made us treat breast cancers in a
markedly different manner compared to the era when invasive breast cancer of 1 cm or
larger should be treated with some kind of adjuvant chemotherapy [11]. Especially in the
treatment of metastatic TNBC, breast oncologists should always take the therapeutic strategy
how to manage the disease over a long period of time into account. In other words, unless
prior treatment(s) cannot bring about pathological complete response to the target tumor,
inevitable regrowth of the tumor leads to endless chemotherapy or a shift from active
treatment to best supportive care. Clinical complete response, therefore, is much more
important in the treatment of metastatic TNBCs than that of luminal and/or HER2+ meta-
static breast cancers which often show favorable response to less toxic endocrine agent(s)
or maintenance anti-HER2 drug(s) for a long time. Oligometastatic TNBCs, therefore, should
be good candidates when prior systemic treatment(s) does not lead to clinical complete
response, for multidisciplinary treatment including local therapy such as surgery or SBRT,
if applicable.

Clinical outcomes should be evaluated cautiously because of the absence of histological
confirmation of the target lesion and the unusual systemic therapies administered in this
case. Primary lung cancer and metastatic lung tumor of unknown origin should be excluded.
CT findings of the pulmonary nodule, however, were well compatible with a metastatic lung
tumor of breast cancer and the presumed lung metastasis showed good response to one of
the key anticancer drugs, i.e., CPA, in the treatment of breast cancer. In addition, PET scan
showed no positive findings except for the lung nodule. These findings highly suggest that the
nodule originated from breast cancer. Concerning systemic therapy, it seems more important
what response can be obtained than what agent(s) should be used.

In conclusion, systemic therapy plays an essential role in the treatment of breast cancer
oligometastasis to the lung. However, multidisciplinary treatment including some type of
local therapy is a reasonable option to treat lung oligometastasis that responds well to the
systemic therapy for a prolonged time. SBRT on an outpatient basis may be a feasible alter-
native to surgery in the treatment of lung oligometastasis, especially locating at lung hilum,
of breast cancer in some cases.

KARGER

401



Case Reports in Case Rep Oncol 2020;13:398-402 402

nco ogy DOI: 10.1159/000506733  |© 2020 The Author(s). Published by S. Karger AG, Basel
www.karger.com/cro

Oura et al.: Lung Metastasis of Breast Cancer Successfully Treated with SBRT after
Chemotherapy

Statement of Ethics

We have reported this case in compliance with the Declaration of Helsinki. Informed
consent was obtained from the patient for the publication of the clinical data.

Disclosure Statement

The authors have no conflicts of interest to declare.

Funding Sources

No funding was received for this research.

Author Contributions

All authors contributed equally to this work.

References

1 Gennari A, Conte P, Rosso R, Orlandini C, Bruzzi P. Survival of metastatic breast carcinoma patients over a
20-year period: a retrospective analysis based on individual patient data from six consecutive studies. Cancer.
2005;104:1742-50.

2 Hortobagyi GN. Treatment of breast cancer. N Engl ] Med. 1998;339:974-84.

3 Miller K, Wang M, Gralow ], Dickler M, Cobleigh M, Perez EA, et al. Paclitaxel plus bevacizumab versus pacli-
taxel alone for metastatic breast cancer. N Engl ] Med. 2007;357:2666-76.

4  Carey LA, Dees EC, Sawyer L, Gatti L, Moore DT, Collichio F, et al. The triple negative paradox: primary tumor
chemosensitivity of breast cancer subtypes. Clin Cancer Res. 2007;13:2329-34.

5 Swain SM, Kim SB, Cortés ], Ro ], Semiglazov V, Campone M, et al. Pertuzumab, trastuzumab, and docetaxel for
HER2-positive metastatic breast cancer (CLEOPATRA study): overall survival results from a randomised,
double-blind, placebo-controlled, phase 3 study. Lancet Oncol. 2013;14:461-71.

6 Baselga ], Cort ], Kim SB, Im SA, Hegg R, Im YH, et al. Pertuzumab plus trastuzumab plus docetaxel for meta-
static breast cancer. N Engl ] Med. 2012;366:109-19.

7  Pagani O, Senkus E, Wood W, Colleoni M, Cufer T, Kyriakides S, et al. International guidelines for management
of metastatic breast cancer: can metastatic breast cancer Be cured? ] Natl Cancer Inst. 2010;102:456-63.

8 Friedela G, Pastorinob U, Ginsbergc R], Goldstraw P, Johnston M, Pass H, et al. Results of lung metastasectomy
from breast cancer: prognostic criteria on the basis of 467 cases of the international registry of lung metas-
tases. Eur ] Cardiothorac Surg. 2002;22:335-44.

9 Simon CJ], Dupuy DE, Thomas A, DiPetrillo TA, Safran HP, Grieco CA, et al. Pulmonary radiofrequency ablation:
long-term safety and efficacy in 153 patients. Radiology. 2007;243:268-75.

10 Potters L, Kavanagh B, Galvin |]M, Hevezi M, Janjan NA, Larson DA, et al., American Society for Therapeutic
Radiology and Oncology; American College of Radiology. American society for therapeutic radiology and
oncology (ASTRO) and American college of radiology (ACR) practice guideline for the performance of stereo-
tactic body radiation therapy. Int ] Radiat Oncol Biol Phys. 2010;76:326-32.

11 Clahsen PC, van de Velde CJ], Goldhirsch A, Rossbach ], Sertoli MR, Bijnens L, et al. Overview of randomized
perioperative polychemotherapy trials in women with early-stage breast cancer. ] Clin Oncol. 1997;15:2526-
35.

KARGER


https://www.karger.com/Article/FullText/506733?ref=1#ref1
https://www.karger.com/Article/FullText/506733?ref=2#ref2
https://www.karger.com/Article/FullText/506733?ref=3#ref3
https://www.karger.com/Article/FullText/506733?ref=4#ref4
https://www.karger.com/Article/FullText/506733?ref=5#ref5
https://www.karger.com/Article/FullText/506733?ref=6#ref6
https://www.karger.com/Article/FullText/506733?ref=7#ref7
https://www.karger.com/Article/FullText/506733?ref=8#ref8
https://www.karger.com/Article/FullText/506733?ref=9#ref9
https://www.karger.com/Article/FullText/506733?ref=10#ref10
https://www.karger.com/Article/FullText/506733?ref=11#ref11

