DANISH MEDICAL JOURNAL

Original Article

Dan Med J 2022;69(11):A06220380

Routine X-ray of the chest is not justified in
staging of patients with primary breast
cancer

Katrine Lind?, Kaveh Borhani-KhomaniZ, Mette Okholm?, Hanna Eliza Bartnikowska3 & Caroline Asirvatham Gj(zsrup2

1) Department of Breast Surgery, Copenhagen University Hospital — Herlev Hospital, 2) Department of Plastic Surgery,
Copenhagen University Hospital — Herlev Hospital, 3) Breast Imaging Unit, Department of Radiology, Copenhagen

University Hospital — Herlev Hospital, Denmark

Dan Med J 2022;69(11):A06220380

ABSTRACT

INTRODUCTION. Chest X-rays (CXRs) are performed routinely as part of staging of primary breast cancer patients in most
breast units in Denmark. However, several international studies have found exceedingly low detection rates for occult
pulmonary metastatic disease among breast cancer patients. Even so, no data have previously been published on Danish

patients.

METHODS. A retrospective study was conducted of all breast cancer patients undergoing CXRs at the Department of Breast
Surgery, Herlev Hospital, from April 2016 to December 2017. The primary outcome was detection of pulmonary metastases on

CXRs at the time of the patient’s breast cancer diagnosis. The follow-up period was 12 months.

RESULTS. A total of 1,014 patients were included in this study. Among these, 11 (1%) had a positive CXR and 1,003 (99%) had a
negative CXR. Three (0.3%) patients were diagnosed with lung metastases but had false negative CXRs. The sensitivity was 0%,

the specificity was 98.9%, the positive predictive value was 0% and the negative predictive value was 99.6%.

CONCLUSION. Routine preoperative CXR did not impact staging or lead to changes in the treatment of breast cancer patients.

Therefore, routine CXR cannot be justified and should be omitted.
FUNDING. none.

TRIAL REGISTRATION. The study was approved by the local hospital legal department (Herlev and Gentofte Hospital) as quality
assurance research (workzone number: 19000557).

According to The Danish Health Data Authority, breast cancer has the highest incidence rate among women
compared with other types of cancer in Denmark with approximately 4,800 new cases annually [1]. It is
estimated that approximately 6% of all breast cancer patients present with metastatic disease at their initial
diagnosis [2]. Lung, bone and liver constitute the most common sites for metastases [3]. Staging of patients with
breast cancer is essential for treatment decisions. As a result, in most breast units in Denmark, chest X-rays
(CXRs) are performed routinely to detect pulmonary metastasis as part of the staging of primary breast cancer
patients without pulmonary symptoms. However, several international studies have shown exceedingly low

detection rates for occult pulmonary disease in early breast cancer [4, 5].

The European guidelines on breast cancer screening and diagnosis do not recommend routine CXRs in patients
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with stage I and II breast cancer and advise to use only conventional staging modalities such as CXRs, abdominal
ultrasound or bone scans in stage III breast cancer if fluorodeoxyglucose positron emission
tomography/computed tomography FDG-PET/CT is not available [6]. No official Danish recommendations exist

on this subject and no data are available on Danish patients.

Our primary aim was, therefore, to determine the value of routine pre-operative CXRs for detecting occult

pulmonary metastasis in Danish patients without pulmonary symptoms with newly diagnosed breast cancer.

METHODS

A retrospective study of breast cancer patients undergoing CXRs was conducted at the Department of Breast
Surgery, Herlev Hospital, from 11 April 2016 to 31 December 2017. This period was selected as it coincided with

the implementation of a new medical software system (Epic Systems Corporation) at our unit.

The patients were referred to our unit from the national breast cancer screening programme due to symptoms of
breast cancer or incidental findings on imaging requested for other reasons. All patients without clinical signs of

pulmonary metastasis had a routine CXR performed at the time of their breast cancer diagnosis.

The inclusion criteria were newly diagnosed patients with breast cancer with no apparent clinical signs of
metastatic disease at the time of diagnosis and with one-year follow-up data. Excluded from the study were
patients with previous breast cancer, ductal carcinoma in situ, Paget’s disease of the breast, ulcerative breast
cancer or who were in current treatment and/or in a follow-up programme for other cancers (other than non-

melanoma skin cancer).

Eligible study patients were extracted through referrals for CXRs from the Department of Breast Surgery to the
Department of Radiology at Herlev Hospital. Data on demographics, histopathology (from the Danish Pathology

Register) and imaging reports were retrieved from the electronic medical records.

The primary outcome was detection of pulmonary metastases on CXRs at the time of the breast cancer diagnosis.
If the CXR taken at the time of diagnosis was suggestive of pulmonary metastasis, the multidisciplinary team
decided which further imaging should be conducted; chest CT and/or PET/CT.

If the CXR suggested pulmonary metastasis and the patient subsequently received this diagnosis, the CXR was
defined as a true positive. If no correlation was found, the CXR was defined as a false positive. If the CXR at the
time of diagnosis was negative, but the patient developed pulmonary metastasis, all further imaging was
reanalysed at the time of the study by an experienced diagnostic radiologist and retrospectively defined as a true
or a false negative. Incidental findings were also registered. The diagnosis of pulmonary metastasis was based on

histopathological (if available) and/or FDG-PET/CT or CT suggestive of pulmonary metastasis.

At our unit, all patients had a one-year follow-up visit at the Department of Breast Surgery. In addition, patients
receiving adjuvant therapy had outpatient follow-up appointments at the Department of Oncology. No laboratory
tests or imaging was routinely performed during the first year of follow-up. If a patient presented with clinical
signs or symptoms of pulmonary metastasis, further imaging was requested. All medical and imaging reports

from regional public hospitals were assessed for evidence of metastatic disease during the follow-up period.
Statistical analysis

The SAS Enterprise Guide 7.1 (64-bit) was used for all analyses. Point estimates for sensitivity, specificity,
positive predictive value (PPV) and negative predictive value (NPV) were calculated. The sensitivity was the
proportion of patients with pulmonary metastases correctly identified by preoperative CXRs. This was calculated

as: true positives/(true positives + false negatives). The specificity was the proportion of patients without lung
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metastases correctly identified by the preoperative CXRs. This was calculated as: true negatives/(true negatives +
false positives). The PPV, which indicated the likelihood that the patient had lung metastases if the CXR was
positive, was calculated as: true positives/(true positives + false positives). The NPV, which indicated the
likelihood that the patient did not have lung metastases if the CXR was negative, was calculated as: true
negatives/(true negatives + false negatives). Results were given as percentages and exact 95% confidence

intervals (CIs).
Ethics

Access to relevant medical records without patient consent was granted if the patient had permitted

participation in quality assurance research.

Trial registration: The study was approved by the local hospital legal department (Herlev and Gentofte Hospital)

as quality assurance research (workzone number: 19000557) and no ethical approval was necessary.

RESULTS

A total of 1,194 CXRs were retrieved from 11 April 2016 to 31 December 2017. After screening for duplicates and
exclusion criteria, 1,014 patients were included for the analysis (Figure 1). The median age of the patients was 64
years (range: 31-93 years). Approximately two-thirds of the patients were referred to our unit due to symptoms of
breast cancer, whereas approximately one-third were included through the national screening programme. Only
2% were referred via other pathways such as incidental findings on imaging requested for other reasons.

Patients and tumour characteristics are displayed in Table 1.

FIGURE 1 Flow chart of study participants.

All CXRs taken from 11 April 2016
to December 31 2017

(Nyoe = 1,194)
Discarded {Ny, = 12)
Duplicates (n= 9)
4 Mo consent to quality assurance (n = 2)
CXR performed due to post-operative complications (n = 1)

CXRs performed in relation to

the initial diagnosis of breast cancer
(n=1,182)

Exclusion criteria (Nyw = 168)
> Previous breast cancer (n = 81)

Carcinoma in situ/Paget's disease of the breast (n = 38)
Concurrent cancer other than skin carcinoma (n = 18)
Occult or ulcerative breast cancer (n = 4)

Lost to follow-up (n = 4)

Mortality from other causes (n = 5)

Others (n = 18)

™

Screening of CXRs

Patients included (n=1,014)

CXR = chest X-ray.
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TABLE 1 Population demographics, tumour characteristics and adjuvant therapy among
1,014 Danish patients with breast cancer. Median age (range) 64 (31-93) years.

n (%) n (%)
Demagraphics M stage®:
Sex: female/male 1,012 (99.8)/2(0.2) MO 1,007 (99.3)
Referral: M1 7(0.7)
National population screening programme 354 (34.9) Histological grade of invasive cancer:
Symptoms 636 (62.7) Grade 1 341(33.7)
Other® 24(2.4) Grade 2 414 (40.9)
Tumour characteristics and adjuvant therapy Grade 3 185(18.3)
Tumour type: Other 73(7.2)
Invasive ductal carcinoma 809(79.8) N/A 1
Invasive lobular carcinoma 131(12.9) Oestrogen receptor status:
Other 74(7.3) Positive 904 (89.2)
Procedure: Negative 110(10.8)
Breast-conserving surgery 739(72.9) HERZ2 status:
Mastectomy 269(26.5) Positive 125(12.3)
No surgery 5(0.5) Negative 888 (87.6)
Incidental finding after reconstructive surgery 1(0.1) Borderline 1(0.1)
T stage®: Adjuvant radiotherapy:
ik 697 (68.7) Intracperatively 148(14.6)
G2 286 (28.2) Post-operatively 626 (61.7)
T3 26 (2.6) None 240(23.7)
T4 4(0.4) (Neo)adjuvant chemotherapy:
TX 1(0.1) Yes 359 (35.4)
N stage®: None 655 (64.6)
NO 683 (67.4) Adjuvant trastuzumab:
Micrometastasis 64 (6.3) Yes 112(11.0)
N1, 1-3 positive lymph nodes 169(16.7) None 902 (89.0)
N2, 4-9 positive lymph nodes 57 (5.6) Adjuvant endocrine therapy:
N3, = 10 positive lymph nodes 33(3.8) Yes 771(76.0)
NX 7(0.7) None 243(24.0)
N/A 1

HER = human epidermal growth factor receptor; N/A = not applicable.

a) Referred due to other reasons such as incidental findings of breast cancer on imaging requested for
other reasons.

b) TNM classification based on the Union for International Cancer Control.

Of the 1,014 patients, 12 (1.2%) had a positive CXR at the time of staging. These CXRs were reanalysed by an
experienced diagnostic radiologist and the suspicion of pulmonary metastasis was maintained in 11 cases.
Among these, nine patients had a chest CT performed, whereas the remaining two patients underwent an FDG-
PET/CT. All imaging was without signs of lung metastasis. In addition, none of these cases developed signs of
pulmonary metastasis within the first year, and the CXRs were therefore categorised as false positives (Table 2).
In total, three patients developed pulmonary metastasis during the follow-up period. The CXRs at the time of
staging were without signs of pulmonary metastasis despite all patients having evident signs of lung metastasis
within 1-10 months post-operatively (mean: 5.3 months). These CXRs were, therefore, categorised as false
negatives (Table 2). The sensitivity of routine CXR was thus found to be 0% (95% CI: 0-60), the specificity was 98.9
(95% CI: 98.1-99.5), the PPV was 0% (95% CI: 0-25) and the NPV was 99.6 (95% CI: 99.1-99.9) (Table 3).
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TABLE 2 Frequencies of chest X-ray results and presence of
pulmonary metastases among 1,014 Danish patients with breast
cancer. The values are n (%).

Metastasis No metastasis Total
Positive 02 bl abeafy 11
Negative 3(0.4)¢ 1,000 (98.9)¢ 1,003
Total 3 1,011 1,014

a) True positive.

b) False positive.
c) False negative.
d) True negative.

TABLE 3 Diagnostic accuracy of chest X-ray
for pulmonary metastases among 1,014 Danish
patients with early breast cancer.

% (95% Cl)
Sensitivity 0.0 (0.0-70.8)
Specificity 98.9 (98.1-99.5)
Positive predictive value 0.0 (0.0-28.5)
Negative predictive value 99.6 (99.1-99.9)

Cl = confidence interval.

DISCUSSION

Staging of primary breast cancer is crucial in determining treatment strategies and prognosis. Routine CXRs are
performed as screening for occult pulmonary metastasis in most breast units in Denmark. According to our data,
however, only three (0.3%) of 1,014 patients developed pulmonary metastasis within the first year of follow-up,
and none of these patients were diagnosed based on the CXR taken at the time of their breast cancer diagnosis,

corresponding to a sensitivity of zero.

The patients with false positive CXRs underwent further imaging; either a chest CT or a PET/CT. Three of the 11
patients with false positive CXRs had primary lung cancer, two had pulmonary hamartomas, one had a
thymoma, whereas no pathology was identified in the remainder. Considering the very low prevalence of
incidental findings of other malignancies, routine CXR for this purpose is not justified. The CXRs did not lead to
a change of management in any of our patients; but the false positive CXRs, however, may have resulted in
unnecessary distress and anxiety in patients along with additional investigations, which not only entail

unnecessary healthcare costs but may also delay treatment.

The results of our study are in line with those of several international studies [7-9]. In a study including 1,556
patients with breast cancer without pulmonary symptoms, Barrett et al. [7] found one true positive CXR (0.2%)

and 20 (1.3%) false positive CXRs. Similarly, a German study by Rusch et al. [8] found that among 894 out of 896
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patients (99.8%) undergoing staging for distant metastases by CXR, bone scintigraphy, liver sonography and/or
CT/magnetic resonance imaging (MRI), only three (0.3%) had metastatic disease verified in the bone and/or lung.
In line with this, a 2011 systematic review by Brennan & Houssami [9] found no evidence to support routine use
of imaging for staging of early breast cancer (stage I and II), whereas they concluded that imaging may be
warranted for stage III breast cancer, inflammatory cancer and cases with extensive lymph node involvement,
which is in accordance with European guidelines [6]. The three patients in our study who did develop lung
metastasis were stage I-III. As shown for other cancers, including melanoma, the role of CXRs for staging

purposes is very limited [10-12].

Previous studies initiated by the Danish Breast Cancer Group have demonstrated that sequential CXRs as part of
the post-operative follow-up in patients with stage I and II breast cancer are not warranted [13, 14]. Previously,
annual CXRs were performed as part of the post-operative follow-up regime at Danish breast units. The
cost/benefit-ratio, however, has been shown to be low in early breast cancer [13, 14]. Similarly, our study has
shown that performing CXRs at the time of the breast cancer diagnosis in patients without pulmonary symptoms

has no therapeutic consequence.

A recent Danish study by Vogsen et al. revealed that FDG-PET/CT has a substantial impact on staging and change
of treatment in women with high-risk primary breast cancer [15]. Therefore, only primary breast cancer patients
with a high risk of metastatic disease may benefit from FDG-PET/CT for staging and treatment planning. Still,
this practice has yet to be implemented in national guidelines. Even in the high-risk patients in our study, of
whom eight proved to have metastatic disease, CXRs were of no benefit as these patients were not diagnosed
with pulmonary metastasis. Instead they presented with extra-pulmonary metastasis, which would have been
captured by FDG-PET/CT.

To our knowledge, this is the first study of its kind with Danish patients. The major strengths of this study are the
large sample size and the extensive data available from the patients’ medical records, pathology database and
imaging reports. Furthermore, all CXRs in which pulmonary metastasis was suspected were scrutinised and re-
evaluated by an experienced diagnostic radiologist. Limitations include the inherent biases due to the

retrospective nature of the study.

CONCLUSION

The CXRs did not impact staging or lead to any change in management. Therefore, the use of routine pre-
operative CXR is not justified as a part of staging of primary breast cancer in patients without pulmonary
symptoms. Based on these findings, the use of CXRs in staging of patients with breast cancer without pulmonary

symptoms has been omitted at our unit.

Correspondence Kaveh Borhani-Khomani. E-mail: kaveh.borhani-khomani@ regionh.dk

Accepted 25 August 2022

Conflicts of interest none. Disclosure forms provided by the authors are available with the article at ugeskriftet.dk/dmj
References can be found with the article at ugeskriftet.dk/dmj

Cite this as Dan Med J 2022;69(11):A06220380

REFERENCES
1. The Danish Health Data Authority  https://sundhedsdatastyrelsen.dk/da/nyheder/2022/nye_kraefttilfaelde 210122 (Feb

Dan Med J 2022;69(11):A06220380 6/7


https://sundhedsdatastyrelsen.dk/da/nyheder/2022/nye_kraefttilfaelde_210122

DANISH MEDICAL JOURNAL

10.

11.

12.

13.

14.

15.

2022).

Barinoff J, Hils R, Bender A et al. Clinicopathological differences between breast cancer in patients with primary metastatic
disease and those without: a multicentre study. Eur J Cancer. 2013;49(2):305-11.

Jin L, Han B, Siegel E et al. Breast cancer lung metastasis: Molecular biology and therapeutic implications. Cancer Biol Ther.
2018;19(10):858-68.

Merrill AY, Garland MM, Howard-McNatt M et al. What is the utility of routine complete blood count, liver function tests,
and chest X-ray in the evaluation of patients with clinically node-negative breast cancer? Am Surg. 2019;85(1):29-33.
Debald M, Wolfgarten M, Kreklau P et al. Staging of primary breast cancer is not indicated in asymptomatic patients with
early tumor stages. Oncol Res Treat. 2014;37(7-8):400-5.

The European Commision. European guidelines on breast cancer screening and diagnosis. https://healthcare-

j i i (Dec 2021).

Barrett T, Bowden DJ, Greenberg DC et al. Radiological staging in breast cancer: which asymptomatic patients to image and
how. Br J Cancer. 2009;101(9):1522-8.

Rusch P, Hoffmann O, Stickelmann AL et al. Distant metastasis detected by routine staging in breast cancer patients
participating in the national German screening programme: consequences for clinical practice. Springerplus. 2016;5(1):1010.
Brennan ME, Houssami N. Evaluation of the evidence on staging imaging for detection of asymptomatic distant metastases
in newly diagnosed breast cancer. Breast. 2012;21(2):112-23.

Gjgrup CA, Hendel HW, Pilegaard RK et al. Routine X-ray of the chest is not justified in staging of cutaneous melanoma
patients. Dan Med J. 2016;63(12):A5317.

Habra MA, Vassilopoulou-Sellin R. Contribution of routine chest x-ray in the long-term follow-up of patients with
differentiated thyroid carcinoma. Thyroid. 2006;16(3):303-6.

De La Pena H, Sharma A, Glicksman C et al. No longer any role for routine follow-up chest x-rays in men with stage | germ
cell cancer. Eur J Cancer. 2017;84:354-359.

Vestergaard A, Herrstedt J, Thomsen HS et al. The value of yearly chest X-ray in patients with stage | breast cancer. Eur J
Cancer Clin Oncol. 1989;25(4):687-9.

Lpgager VB, Vestergaard A, Herrstedt J et al. The limited value of routine chest X-ray in the follow-up of stage Il breast
cancer. Eur J Cancer. 1990;26(5):553-5.

Vogsen M, Jensen JD, Christensen IY et al. FDG-PET/CT in high-risk primary breast cancer-a prospective study of stage
migration and clinical impact. Breast Cancer Res Treat. 2021;185(1):145-53.

Dan Med J 2022;69(11):A06220380 7/7


https://healthcare-quality.jrc.ec.europa.eu/ecibc/european-breast-cancer-guidelines

	Routine X-ray of the chest is not justified in staging of patients with primary breast cancer
	METHODS
	RESULTS
	DISCUSSION
	CONCLUSION
	REFERENCES

