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Supplemental breast cancer-screening ultrasonography
in women with dense breasts: a systematic review

and meta-analysis

Wei-Hsin Yuan

23, Hui-Chen Hsu® Ying-Yuan Chen® and Chia-Hung Wu*?

BACKGROUND: Mammography is not effective in detecting breast cancer in dense breasts.
METHODS: A search in Medline, Cochrane, EMBASE and Google Scholar databases was conducted from January 1, 1980 to April 10,
2019 to identify women with dense breasts screened by mammography (M) and/or ultrasound (US). Meta-analysis was performed

using the random-effect model.

RESULTS: A total of 21 studies were included. The pooled sensitivity values of M alone and M + US in patients were 74% and 96%,
while specificity of the two methods were 93% and 87%, respectively. Screening sensitivity was significantly higher in M + US than
M alone (risk ratio: M alone vs. M + US = 0.699, P < 0.001), but the slight difference in specificity was statistically significant (risk
ratio = 1.060, P = 0.001). Pooled diagnostic performance of follow-up US after initial negative mammography demonstrated a high
pooled sensitivity (96%) and specificity (88%). The findings were supported by subgroup analysis stratified by study country, US

method and timing of US.

CONCLUSIONS: Breast cancer screening by supplemental US among women with dense breasts shows added detection sensitivity
compared with M alone. However, US slightly decreased the diagnostic specificity for breast cancer. The cost-effectiveness of
supplemental US in detecting malignancy in dense breasts should be considered additionally.

British Journal of Cancer (2020) 123:673-688; https://doi.org/10.1038/541416-020-0928-1

BACKGROUND

Mammography has been established as the primary method of
screening for breast cancer, and since its introduction, the
diagnosis of early-stage disease was significantly enhanced.'?
The overall sensitivity of mammography for the detection of non-
palpable cancers is approximately 85%, * but the density of breast
tissue can markedly reduce the mammography detection rate of
early-stage disease.>™ Breast density can be classified according
to the Breast Imaging-Reporting and Data System (BI-RADS)
American College of Radiology (ACR) categories and/or quantifica-
tion: BI-RADS A: almost entirely fat (low density of mammary gland
parenchyma), BI-RADS B: scattered fibroglandular densities
(average density of gland parenchyma), BI-RADS C: heteroge-
neously dense (high density of gland parenchyma) and BI-RADS D:
extremely dense (very high density of gland parenchyma).®’ In
women with >75% breast parenchymal dense tissue, the
sensitivity of mammography for detecting early-stage cancer
can be as low as 48%.*° Dense breast tissue is an independent
marker associated with increased breast cancer risk, especially in
women who are at higher risk due to other factors such as family
history.® Women with dense breast tissue who develop carcinoma
in one breast are also at higher risk of developing cancer in the
contralateral breast. It is estimated that approximately two-thirds

of premenopausal women and one-third of elderly women aged
75-79 years have a breast density of 50% or higher.* Furthermore,
ethnic differences also exist as dense breasts are more prevalent
in Asian than in Caucasian women.'®'" Although breast cancer
incidence rates in the Asian population were found to be lower
than those in the Western population according to a large-scale
epidemiology study, the incidence in Asia is quickly increasing and
surpassing than in the Western countries.'? This highlights an
urgent need for more efficient breast cancer prevention and
management strategies in the Asian population.

In light of the limitations of mammography in women with
dense breasts, a study has suggested that ultrasound (US) is
more sensitive than mammography, and can identify mammo-
graphy- occult breast cancers in dense breasts, especially of
younger women aged 30-39."® Other studies have indicated
that adjunctive US and mammography in women with dense
breasts resulted in a significant increase in the cancer detection
rate as compared with mammography alone.>'* Some authors
have therefore suggested that mammography with supple-
mental US screening can be beneficial for women with dense
breasts, specific female groups prone to have dense breast
tissue as previously described and women in resource-poor
healthcare systems.”” In the prospective J-START study,
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improved sensitivity in breast cancer detection was found in
mammography with ultrasound compared with without (91.1%
vs. 77.0%) in asymptomatic Japanese women aged 40-49 years
unlimited to breast density, albeit with a concurrent lower
specificity.’® In particular, breast cancers detected by US are
likely to be different characteristically than those detected by
mammography, in which breast cancers detected by US are
more likely to be smaller-sized, invasive and of the luminal A
subtype compared with those detected by mammogram.'’
Nevertheless, the use of adjunctive US may increase the number
of false-positive findings and unnecessary biopsy recommenda-
tions,'®'® and the added diagnostic benefit of the screening
strategy should be reconsidered as a whole.

Therefore, the added clinical benefit of US to mammography
has been the interest of many systematic reviews, which
provides only qualitative evaluation of published clinical
evidence. In contrast, quantitative analysis that pooled and
compared the diagnostic yield of conjunctive or sequential
mammography and US screening strategies is limited. Moreover,
it was suggested by a systematic review that the overall
available evidence regarding the detection rate of breast cancer
by screening with mammography and adjunct US may be low
based on the Grades of Recommendation Assessment Devel-
opment and Evaluation (GRADE) system.'®

Thus, the objective of this study was to perform a systematic
review and meta-analysis examining the diagnostic performance
of mammography alone plus US for breast cancer in women with
dense breasts, as well as that of follow-up US in women with
dense breasts and negative mammaography results.

METHODS

Literature search and study selection

This meta-analysis was performed in accordance with the PRISMA
guidelines,?® and the PICO model for clinical questions (P: Patient,
Population or Problem [Female patients with heterogeneously or
extremely dense breasts], I: Intervention, Prognostic Factor or
Exposure [Screening mammography in combination with ultra-
sonography or ultrasonography as adjuvant for mammography-
negative women], C: Comparison or Intervention [Only screening
mammography or no comparative group] and O: Outcome
Measures [sensitivity, specificity, positive predictive value [PPV],
negative predictive value [NPV] and accuracy for detecting early-
stage breast cancer). The review protocol had not been registered
or published previously.

Medline, Cochrane, EMBASE and Google Scholar databases
were searched for studies published between January 1, 1980
and April 10, 2019 using the keywords as follows: breast, dense,
density, breast cancer, breast density, mammography, ultra-
sonography, ultrasound, specificity, sensitivity, screening and
comparison. The search strategies included “mammography and
ultrasound and breast and (dense OR density) with search filters of
abstract availability, publications English, and clinical trials”", and
“(ultrasound) AND (mammography) AND (breast cancer) AND
(screening) AND (sensitivity) AND (specificity) AND (comparison)”.
Literature inclusion criteria for meta-analysis were (1) rando-
mised controlled trials (RCTs), 2-arm prospective studies, retro-
spective studies and cohort studies; (2) participants were
women with dense breasts with BI-RADS categories >2; (3)
study design included either mammography with adjunctive
ultrasonography or additional ultrasonography following a
negative mammography; (4) quantitative outcome data for
outcomes of interest (i.e. PPV, NPV, sensitivity and specificity); (5)
full-text studies published in English. Letters, comments,
editorials, case reports, proceedings and personal communica-
tion were excluded. Studies of patients without dense breasts,
and those that did not provide direct comparisons of the
outcomes of interest, were further excluded. Studies designed

for the detection of microcalcifications were excluded due to the
technical nature of ultrasound, which is limited to detect breast
microcalcifications.?’?* The reference lists of articles included
for qualitative review were searched for studies that fit the
above criteria. Literature searches were performed by two
independent reviewers who were breast cancer specialists, and
a third reviewer, also a breast cancer specialist, was consulted
for resolutions of any disagreements.

Quality assessment

The quality of the included studies was assessed using QUADAS-2,
a revised tool for the quality assessment of diagnostic accuracy
studies.”® Briefly, QUADAS-2 comprises four domains: patient
selection, index test, reference standard and flow and timing. Each
domain was assessed for risk of bias, and the first three domains
were subsequently assessed regarding topic relevance.

Data extraction and statistical analysis

Studies’ characteristics, including the number of total
enrolled patients and number of patients with confirmed cancer,
mean + standard deviation (SD), mean or median with range
(minimum-maximum) for age, detection rate per 1000 patients
screened in cancer detection or added cancer detection benefit,
were extracted. The dispersion of density categories, definition of
dense breast, recall rate, biopsy rate per 1000 patients screened,
reference standard and PPV were also extracted and summarised
in preformed data forms accordingly. PPV1 was defined as the
malignancy rate among cases with positive results; PPV2 was
defined as the malignancy rate among positive cases with biopsy
recommendations; PPV3 was defined as the malignancy rate of
positive cases with a performed biopsy. The diagnostic outcomes,
including sensitivity and specificity for the detection of early-stage
breast cancer, were extracted according to full-text reviewing, and
summarised as % (TP/TP + FN) and % (TN/FP 4 TN), respectively,
where TP, FP, TN and FN indicated the number of patients
with true positivity, false positivity, true negativity and false
negativity predicted. Specificity, sensitivity or the difference
between these outcomes where available were further evaluated
by meta-analysis.

Through Meta-DiSc analysis, sensitivity and specificity of
cancer detection from either test arm were then calculated
and summarised as a forest plot presenting values of each study
with the corresponding 95% confidence interval (Cl, lower
and upper limit), and then a pooled effect among those studies
with completed measurements was calculated. Furthermore, a
summary receiver-operating characteristic (SROC) curve was
graphed along with the area under SROC curve (AUC) with
standard error (SE).

For comparing the differences in diagnostic performance
between mammography alone (M alone) and mammography
with conjunctive ultrasound (M + US) in dense breast patients, an
effect size defined as risk ratio (RR) was adopted and presented
with 95% ClI for each study, and a combined effect was
subsequently calculated using the Comprehensive Meta-Analysis
software, version 2.0 (Biostat, Englewood, NJ). An RR > 1 indicated
that M alone might provide a higher diagnostic value than M +
US, while an RR< 1 indicated that M+ US provided a higher
diagnostic value than M alone. An RR = 1 indicated that the results
were similar between M alone and M + US.

The heterogeneity test was evaluated according to a x*-based
statistic and /* statistic with a p value. For the Q statistic (or
otherwise indicated as chi-square), P values <0.10 were considered
statistically significant for heterogeneity. For the /> statistic,
heterogeneity was assessed as follows: no heterogeneity (> =
0-25%), moderate heterogeneity (1> =25-50%), large heteroge-
neity (* =50-75%) and extreme heterogeneity (* = 75-100%).2*
A random-effect model was used in the current meta-analysis,
assuming substantial heterogeneity present among the studies.?
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-Duplicate study (n = 4)

Flow diagram of study selection for systematic review and meta-analysis. Twenty-one studies with quantitative synthesis were

included for systematic review and 13 studies with complete diagnostic results were included for conducting meta-analysis.

Subgroup analyses were performed with regard to study
country, US method and available data obtained during
first-round US. Sensitivity analysis was conducted using a
leave-one-out approach. Publication bias analysis by funnel plot
was not performed in the current meta-analysis due to the
limited number of studies included (<10 studies).?® In all
analyses, a two-sided P value <0.05 was considered statistically
significant. The statistical analyses were performed using Meta-
DiSc analysis software, version 1.4 and Comprehensive Meta-
Analysis software, version 2.0 (Biostat, Englewood, NJ).

RESULTS

Literature search

A flow diagram of study selection is shown in Fig. 1. After
initially identifying 828 articles, 749 articles were excluded
based on the exclusion criteria. The full text of 79 articles was
then reviewed, and 58 articles were excluded; the reasons for
exclusion are shown in Fig. 1. Three sets of studies (Corsetti
et al,?”?® Berg et al.>**° and Weigert et al.>'~33) were series
reports of three individual patient cohorts. The earlier papers
were excluded due to data duplication or lack of data on
sensitivity and speaﬁcrcy Thus, 21 studies were finally included
in a systematic review,32830:33-30

Study characteristics

Study characteristics are summarised in Table 1; recall rate, biopsy
rate, PPV1 and PPV3 are summarised in Table 2. The risk factors
considered in each of the studies were summarised in Supple-
mentary Table S1. Eight studies included women with dense
breasts who received M alone or M+ US screening for breast
cancer,>303436404247.49 5 five of these performed US using the
automated breast US (ABUS).>**4%4249 s was done in a whole-
breast screening fashion in all included studies. In these studies,
443 out of 69,096 participants were diagnosed with malignancies
confirmed by biopsy. Most of the studies that compared M alone
with M+ US were performed in countries highly populated by
Caucasians (United States and Sweden)>3%3*40424% Fiye of the
eight studies comparing M alone and M+ US in patients with
dense breasts provided data for the presence of common breast
cancer risk factor, which included BRCA1/2 mutations, family
history, personal breast cancer history, use of hormone therapy,
etc 330344249 (sypplementary Table S1).

On the other hand, thirteen other studies included women with
dense breasts and negative results on initial mammogram, and
subsequentlgl received additional US examination by handheld US
(HHUS).28332537-39,41,43-464850 |3 these studies, 196 out of 50,350
participants were diagnosed with malignancies confirmed by
biopsy. Four of the studies that evaluated follow-up US were
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Table 2. Summary of recall rate, biopsy rate and biopsy-referenced PPV.
First author Comparison Recall rate Biopsy rate Reference standard PPV3 PPV1
(per 1000)
Patients with dense breasts
Wilczek et al.*® M alone 13.8/1000 6.6 Biopsy result 63.6% (7/11) 30.4% (7/23)
M plus US  22.8/1000 13.8 47.8% (11/23) 28.9% (11/38)
Brem et al.>* M alone 2301/15,318 383 Biopsy result 14% (82/586) 3.6% (82/2301)
M plus US  4364/15,318 74.3 9.8% (112/1138) 2.6% (112/4364)
Giger et al.*® M alone N/A Biopsy result N/A 50.85% (30/59)
M plus US N/A N/A 55.07% (38/69)
Giuliano®? M alone 46 Biopsy result N/A 20.43% (19/93)
M plus US 12.3 N/A 80.77% (42/52)
Korpraphong et al.*’ M alone 6.5 Biopsy result N/A 35% (105/300)
M plus US 7.9 N/A 20.2% (115/569)
Chae et al.3® M alone 4.20% 1 Biopsy result and 2-year  50% (6/12)° 1.14% (6/526)
M plus US  5.50% 26 follow-up 11.1% (24/216)° 5.30% (24/452)
Berg et al.*° M alone 11.5% 24 Biopsy result and 12- 29.2% (19/65) 6.5% (20/306)
(306/2659) month follow-up
M plus US  26.6% 102 11.4% (31/272) 4.8% (34/707)
(707/2659)
Kelly et al. M alone 4.20% 9.18 Biopsy result and 1-year 39% (23 / 59) N/A
M plus US  9.60% 20.85 follow-up 34.3% (46/134) N/A
Patients with dense breasts and negative mammography
Destounis et al.>° M (=) > US 20 Biopsy result 18% (18/100) N/A
Klevos et al.*® M (=) > US 66 Biopsy result and 12- N/A N/A
month follow-up
Kim et al.* M (-) = US Total: 46 Biopsy result Total: 6.9% (9/131) Total: 1.1% (9/
Initial US: 96 Initial US: 4.5% (4/89) 831)
Non-initial US: 23 Non-initial US: Initial US: 0.9%
11.9% (5/42) (4/471)
Non-initial US:
1.4% (5/360)
Weigert et al. >3 M (-) - US 15.9 Biopsy result Year 1: 7.3% (11/151)° Total: 2.9% (41/
Year 2: 5.0% (9/180)? 1400)
Year 3: 7.4% (11/148)* Year 1: 3.4% (11/
Year 4: 18.9% (10/53)" 325)
Year 2: 2.6% (9/
348)
Year 3: 3.5% (11/
316)
Year 4: 2.4% (10/
411)
Chang et al.*” M (-) - US 84.8 Biopsy result and 12- 5.95% (5/84) N/A
month follow-up
Girardi et al.*' M (=) > US 19 Biopsy result and at least N/A N/A
12-month follow-up
Hooley et al® M (-) - US 56.7 (BI-RADS Biopsy result 5.6% (3/54 lesions) N/A
category 3+4) 6.5% (3/46 patients)
(BI-RADS category 4)
Leong et al.*® M (-) - US 99 Biopsy result 14.3% (2/14) N/A
Corsetti et al.?® M (-) - US Biopsy result N/A 7.5% (32/427)
Youk et al.>° M (-) = US 96.9 Biopsy or at least 2-year  33.9% (38/112) N/A
follow-up
Crystal et al.>® M (-) - US 25 Biopsy result 18.4% (7/38) 7.8% (7/90)
Kaplan** M (-) - US 30 Biopsy result 11.8% (6/51) N/A
Buchberger® M (=) - US Biopsy result N/A 29.6% (37/125)

M mammogram, US ultrasound, PPV3 positive predictive value of all biopsies performed, PPV1 positive predictive value among cases that have positive results,

N/A not available.

®PPV2, positive predictive value of all biopsy recommendations.
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Table 3. Sensitivity and specificity of indicated screening strategy in the included studies.
First author Comparison Number of patients Sensitivity Specificity
Patients with dense breasts
Wilczek et al.*® M alone 1668 63.6% (7/11) 99% (1641/1657)
M plus US 1668 100% (11/11) 98.4% (1630/1657)
Brem et al>* M alone 15,318 73.2% (82/112) 85.4% (12,987/15,206)
M plus US 100% (112/112) 72% (10,954/15,206)
Giger et al.* M alone 185 57.5% (30/52) 78.1% (104/133)
M plus US 185 74.1% (38/52) 76.2% (102/133)
Giuliano*? M alone 4076 76% (19/25) 98.21% (3977/4051)
M plus US 3418 97.67% (42/43) 99.7%(3365/3375)
Korpraphong et al.*” M alone 14,483 91.3% (105/115) 98.6% (14173/14,368)
M plus US 100% (115/115) 96.8% (13914/14,368)
Chae et al.® M alone 12,505 54.55% (6/11) 95.85% (11974/12,494)
M plus US 8359 100% (24/24) 94.8% (7908/8335)
Berg et al.*° M alone 2659 55.6% (20/36) 89.1% (2337/2623)
M plus US 94.4% (34/36) 74.3% (1950/2623)
Kelly et al.3? M alone 6425 40% (23/57) 95.15%
M plus US 6425 81% (46/57) 98.7%
Patients with negative mammogram and dense breasts
Destounis et al.>® M (-) - US 4898 100% (18/18) N/A
Klevos et al.* M (-) - US 394 N/A N/A
Kim et al.* M (-) = US Total: 3,171 Total: 100% (9/9) Total: 74% (2340/3162)
Initial US: 998 Initial US: 100% (4/4) Initial US: 53% (527/994)
Non-initial US: 2173 Non-initial US: 100% (5/5) Non-initial US: 83.6% (1813/2168)
Weigert et al33 M (-) = US Year 1: 2706 Total: 97.6% (41/42) Total: 89.9% (12,115/13,474)
Year 2: 3351 Year 1: 91.7% (11/12) Year 1: 88.3% (2380/2694)
Year 3: 4128 Year 2: 100% (9/9) Year 2: 89.9% (3003/3342)
Year 4: 3331 Year 3: 100% (11/11) Year 3: 92.6% (3812/4117)
Year 4: 100% (10/10) Year 4: 87.9% (2920/3321)
Chang et al.>’ M (-) - US 990 100% (5/5) 91.9% (906/985)
Girardi et al.*! M (-) - US 9960 N/A N/A
Hooley et al.*® M (=) = US 935 100% (3/3) N/A
Leong et al.*® M (-) - US 141 100% (2/2) 88.5% (92/104)
Corsetti et al.?® M (-) - US 3356 86.7%" N/A
Youk et al.> M (-) = US 1507 88.4% (38/43) N/A
Crystal et al.>® M (-) - US 1517 100% (7/7) 94.5% (1427/1510)
Kaplan et al.** M () - US 1862 N/A N/A
Buchberger® M (-) - US 8103 92.5% (37/40) 75.9% (277/365)

M mammogram, US ultrasound, N/A not available.

*This study was not included for meta-analysis because the specificity was derived based on recalls.
PScreening sensitivity = cancers detected at screening/cancers detected at screening plus interval cancers.

conducted in Far Eastern countries (Korea and Singapore)
(Table 1)37%548%° While Giuliano et al.** adopted the Wolf
classification of 50% or greater breast density for the definition
of dense breasts, patients of all other studies were of BI-RADS
categories 2-4, with 17 studies focusing on patients with BI-RADS
categories 3 or 4. Six of the 13 studies that focused on follow-up
US in patients with initial negative mammography reported
the presence of breast cancer risk factors among their
patients383943464850 (gypplementary Table S1). Four studies
focused on patients with definite negative mammography results
prior to follow-up US2>372%% while patients with suspicious
mammography results were included additionally by other studies
(Supplementary Table S2).

The specificity and sensitivity of the different methods reported
in the studies are summarised in Table 3. To achieve homogeneity

in screening strategy among studies, the included studies were
stratified for those comparing M alone versus M + US, and those
with follow-up US during meta-analysis evaluations.

Meta-analysis

M alone versus M+US in patients with dense breasts. Seven of the
eight studies provided complete sensitivity and specificity
data 3034364042479 Tha sensitivity of M alone for cancer detection
ranged from 40% to 91.3%, and the specificity ranged from
78.1% to 99.0% (Table 3). High heterogeneity was found among
studies reporting sensitivity or specificity of either methods
(* ranged from 83.8% to 99.9%, all P < 0.001, Figs. 2 and 3). For
this reason, a random-effect model was used for meta-analysis.
For M+ US, the sensitivity for cancer detection ranged from
74.1% to 100.0%, and the specificity ranged from 72% to 99.7%.

679
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Wilczek*®
Brem3*
Giger*®
Giuliano*?
Korpraphong*”
Chae®®

Berg®°

Sensitivity (95% ClI)
0.64 (0.31-0.89)
0.73 (0.64-0.81)
0.58 (0.43-0.71)
0.76  (0.55-0.91)
0.91 (0.85-0.96)
0.55 (0.23-0.83)
0.56 (0.38-0.72)

0 0.2 0.4 0.6 0.8
Sensitivity

Pooled sensitivity = 0.74 (0.69-0.79)
Chi-square = 36.97; df = 6 (P = 0.0000)
Inconsistency (/-square) = 83.8%

Specificity (95% ClI)

Wilczek*® 0.99 (0.98-0.99)
Brem3* 0.85 (0.85-0.86)
Giger*® 0.78 (0.70-0.85)
Giuliano*? 0.98 (0.98-0.99)
Korpraphong*” 0.99 (0.98-0.99)
Chae®® 0.96 (0.95-0.96)
Berg® 0.89 (0.88-0.90)

0 0.2 0.4 0.6 0.8
Specificity

C  sensitivity SROC curve

Pooled specificity = 0.93 (0.93-0.94)
Chi-square = 2702.63; df = 6 (P = 0.0000)
Inconsistency (/-square) = 99.8%

’
J. / Symmetric SROC
09 / AUC = 0.7906
0.8 - - _J SE (AUC) = 0.1667
M g,¥74/~1~——)*’/" Q" =0.7277
074 — o
% SE (Q*) = 0.1439
e
0.6 - 5
® *
0.51 / Asymmetric SROC
044/ AUC = 0.7406
03 1 SE (AUC) = 0.2017
' Q" =0.7277
0.2 - / SE (Q*) = 0.1439
0.1 1
0
0 0.2 0.4 0.6 0.8 1

1-specificity

Fig. 2 Meta-analysis of cancer diagnostic yield of mammography alone in patients with dense breast. a Sensitivity, b specificity and
c summary of the ROC curve. ROC receiver-operating characteristics, SROC summary ROC, Cl confidence interval, AUC area under SROC, SE

standard error.

For all studies combined, the pooled sensitivity and specificity
of M alone for cancer detection was 74% (95% Cl: 0.69-0.79)
and 93% (95% Cl: 0.93-0.94), respectively (Fig. 2). On the other
hand, the pooled sensitivity and specificity for M + US was 96%
(95% Cl: 0.93-0.97) and 87% (95% Cl: 0.87-0.87), respectively
(Fig. 3).

When comparing the diagnostic accuracy of cancer detection
between M alone and M + US, the AUC value of the SROC curve
from the combined effects among those studies showed that
the M + US had better diagnostic efficacy of pooled sensitivity
and specificity as compared with M alone (M + US vs. M alone,

asymmetric SROC AUC value =0.989 vs. 0.741) (Figs. 2c and 3c).
In reflection to this finding, the meta-analysis of differences in
the diagnostic yield of the two methods also showed that M +
US might have higher sensitivity in cancer detection compared
with mammography alone (M alone vs. M + US, RR = 0.699, 95%
Cl=0.569-0.821, P < 0.001) (Fig. 4). The difference in specificity
between M + US and M alone was shown significantly. However,
the RR is represented close to 1 between two groups (RR=
1.060, 95% Cl=1.023-1.098, P=0.001) (Fig. 4). The meta-
analysis was performed by a random-effect model again, as
high heterogeneity was found in the differences in diagnostic
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a Sensitivity (95% CI)
Wilczek*® 1.00 (0.72-1.00)
Brem3* 1.00 (0.97-1.00)
Giger*® 0.73  (0.59-0.84)
Giuliano*? 0.98 (0.88-1.00)
Korpraphong*” 1.00 (0.97-1.00)
Chae®® 1.00 (0.86-1.00)
Berg®® 0.94 (0.81-0.99)
Pooled sensitivity = 0.96 (0.93-0.97)
Chi-square = 54.51; df = 6 (P = 0.0000)
0 0.2 0.4 0.6 0.8 Inconsistency (/-square) = 89.0%
Sensitivity
b Specificity (95% Cl)
:: Wilczek*® 0.98 (0.98-0.99)
O ; Brem* 0.72 (0.71-0.73)
— Giger*® 0.77 (0.69-0.84)
: $ Giuliano*? 1.00  (0.99-1.00)
i @) Korpraphong* 0.97 (0.97-0.97)
i @ | Chae® 0.95 (0.94-0.95)
® u Berg®® 0.74 (0.73-0.76)
Il
i
i
* Pooled specificity = 0.87 (0.87-0.87)
Chi-square = 6093.47; df = 6 (P = 0.0000)
0 0.2 0.4 0.6 0.8 Inconsistency (/-square) = 99.9%
Specificity
C  sensitivity SROC curve
13 0 — @
'7 ° Symmetric SROC
0.9 1 AUC = 0.9912
0.8 1 SE (AUC) = 0.0089
’ Q" =0.9614
0.7 : SE (@) = 0.0230
0.6 1 Asymmetric SROC
05 4 AUC = 0.9897
SE (AUC) = 0.0098
0.4 - Q =0.9614
SE (Q*) = 0.0230
0.3 1
0.2
0.1
0
0 0.2 0.4 0.6 0.8 1
1-specificity

Fig. 3 Meta-analysis of cancer diagnostic yield of mammography plus ultrasound in patients with dense breast. a Sensitivity, b specificity
and ¢ summary of the ROC curve. ROC receiver-operating characteristics, SROC summary ROC, Cl confidence interval, AUC area under SROC,

SE standard error.

yield (difference in sensitivity: /* = 95.65%, P < 0.001; difference
in specificity: I> = 99.4%, P < 0.001).

Follow-up ultrasound in patients with dense breasts and negative
mammography. Six out of 13 studies with complete sensitivity
and specificity data for the detection of malignancy by follow-up
US in patients with negative mammo raphgl and dense breasts
were included in the analysis.3*3>37384>48 The sensitivity for
cancer detection by follow-up US ranged from 88.4% to 100%, and
specificity ranged from 74% to 94.5% (Table 3). A fixed-effect
model was used for sensitivity, and a random-effect model used as

high heterogeneity was found for specificity (sensitivity: I> = 0%,
P =0.665; specificity: I>=99.2%, P <0.001) (Fig. 5). Upon meta-
analysis, the pooled sensitivity of cancer detection was found to
be 96% (95% Cl: 0.91-0.99) (Fig. 5a), and the pooled specificity was
88% (95% Cl: 0.87-0.88) (Fig. 5b). The diagnostic accuracy (AUC)
was derived as 0.962 (SE = 0.02) by asymmetric SROC (Fig. 5¢).

Subgroup analyses

To address potential confounding imposed by disease prevalence,
US method and timing of follow-up US, subgroup analyses were
conducted and summarised in Table 4.
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a Sensitivity
First author Ris_k ng_er U_pp_er z-value P-value Risk ratio (95% ClI) Relgtive
ratio limit limit weight
Wilczek*® 0.636 0.613 0.660 -24.419  0.000 14.45
Brem®* 0.732 0.725 0.739 -63.807  0.000 14.55
Giger*® 0.776 ~ 0.668  0.902  -3.306  0.001 12.90
Giuliano*? 0778 0764 0792 -27.297  0.000 14.53
Korpraphong*’ 0.913  0.908 0918 -35.472  0.000 14.56
Chae® 0.546  0.537 0554 -74.240  0.000 14.54
Berg® 0.589  0.569  0.610 -29.471  0.000 14.46
Combined effect 0699 0596 0821 -4.381  0.000
0.01 0.1 1 10 100
) M+ US Malone
Heterogeneity test: /-squared = 95.65%, Q-value = 138.02, df = 6, P-value <0.001
b Specificity
First author rRaItSiic: Ll?r\:ﬁr Uli'igi?r z-value P-value Risk ratio (95% ClI) Fx;?gr\f
Wilczek*® 1.006  0.998 1.014 1.529 0.126 15.80
Brem®* 1.186  1.172 1200 28.232  0.000 15.65
Giger* 1.025 0917 1145 0435 0.663 6.25
Giuliano* 0.985 0.980 0989 -6.537  0.000 15.88
Korpraphong*’ 1.019  1.015  1.022  10.200  0.000 15.90
Chae® 1.011 1.005  1.017  3.479 0.001 15.85
Berg®® 1.199  1.168 1.231 13.689  0.000 14.67
Combined effect 1.060 1.023  1.098  3.204 0.001
0.01 0.1 1 10 100
) M+ US Malone

Heterogeneity test: I-squared = 99.40%, Q-value = 1000.1, df = 6, P-value <0.001

Fig. 4 Meta-analysis of differences in cancer diagnostic yield between mammography alone and mammography plus ultrasound in
patients with dense breast. a Sensitivity and b specificity. M alone, mammography alone, M 4+ US mammography plus ultrasound, lower and

upper limit, lower and upper bound of 95% confidence intervals (Cl).

In studies conducted in either Western®'03034404249 5,

Far Eastern®®*” countries, the diagnostic accuracy suggested that
M + US had higher sensitivity but lower specificity compared with
M alone (sensitivity: 0.93 vs. 0.67 in Western countries and 1.00 vs.
0.88 in the Far East; specificity: 0.78 vs. 0.89 in Western countries
and 0.96 vs. 0.97 in Far East). The RR also showed that the M + US
method had significantly higher sensitivity rate than M alone only
in studies conducted in Western countries (RR=0.69, 95% Cl =
0.64-0.76, P < 0.001), while M + US method had a lower specificity
rate than M alone in both Western and in Far Eastern countries
(RR=1.08, 95% Cl=1.00-1.16, P=0.048 in Western countries;
RR =1.015, 95% Cl = 1.008-1.023, P < 0.001 in the Far East). With
regard to the US method, the diagnostic outcomes suggest that
among studies adopting either ABUS>*4%4249 or HHUS, 303547 M +
US had higher sensitivity and lower specificity than M alone
(sensitivity for ABUS: 0.93 vs. 0.69 for M+US vs. M alone;
sensitivity for HHUS: 0.99 vs. 0.81 for M+ US vs. M alone;
specificity for ABUS: 0.79 vs. 0.89 for M + US vs. M alone; specificity
for HHUS: 0.94 vs. 0.97 for M4 US vs. M alone). The RR showed
that the M + US method had significantly higher sensitivity rate
than M alone, given that either ABUS or HHUS method was
adopted (ABUS method: RR = 0.72, 95% Cl =0.67-0.77, P < 0.001;
HHUS method: RR=0.67, 95% Cl=0.45-0.99, P=0.045), and

significantly lower specificity rate than M alone only when HHUS
method was performed (RR = 1.07, 95% Cl =1.03-1.11, P < 0.001)
(Table 4). In studies that had data available specifically during the
first-round US screening®** (Supplementary Table S2), M + US
again had higher sensitivity and lower specificity than M alone
(sensitivity: 1.00 vs. 0.72, RR=0.683, P < 0.05; specificity: 0.75 vs.
0.87, RR = 1.09, P value insignificant).

For the six studies adopting follow-up US in patients with
negative mammography and dense breasts, the sensitivity and
specificity of the screening strategy were 0.95 and 0.90,
respectively, for studies conducted in Western countries,>*>>38
and 1.00 and 0.79, respectively, for Far Eastern countries.3’4>48
The asymmetric AUC of SROC for Western countries was 0.97
(SE =0.041); an asymmetric AUC of SROC = 0.950 (SE = 0.035) was
found for studies conducted in Far Eastern countries. Regarding
the US method, all six eligible studies were conducted using HHUS
method,?33>37384548 and the data were in line with the main
results. Three studies evaluating follow-up US presented specific
results for first-round screening®***® (Supplementary Table 52),
and the pooled sensitivity and specificity were 1.00 and 0.73,
respectively, with an asymmetric AUC of SROC of 0.94 (Table 4).

Overall, the results of the subgroup analyses and the main
meta-analysis exhibited similar trends.
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a e o
Sensitivity (95% Cl)
Weigert®? 0.98 (0.87-1.00)
Kim*® 1.00 (0.66-1.00)
Chang®’ 1.00 (0.48-1.00)
Leong*® 1.00 (0.16-1.00)
Crystal®® 1.00 (0.59-1.00)
Buchberger®® 0.93 (0.80-0.98)
Pooled sensitivity = 0.96 (0.91-0.99)
Chi-square = 3.22; df = 5 (P = 0.6654)
0 0.2 0.4 0.6 0.8 Inconsistency (/-square) = 0.0%
Sensitivity
b Specificity (95% Cl)
Weigert®? 0.90 (0.89-0.90)
@ h Kim*® 0.74 (0.72-0.76)
@ Chang®” 0.92 (0.90-0.94)
e Leong*® 0.88 (0.81-0.94)
@ Crystal®® 0.95 (0.93-0.96)
—— Buchberger®® 0.76  (0.71-0.80)
1]
i
i
¢ Pooled specificity = 0.88 (0.87-0.88)
Chi-square = 636.49; df = 5 (P = 0.0000)
0 0.2 0.4 0.6 0.8 Inconsistency (/-square) = 99.2%
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/e AUC = 0.9624
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Fig. 5 Meta-analysis of cancer diagnostic yield of follow-up ultrasound in patients with dense breast and negative mammography.
a Sensitivity, b specificity and ¢ summary of the ROC curve. ROC receiver-operating characteristics, SROC summary ROC, Cl confidence interval,

AUC area under SROC, SE standard error.

Sensitivity analysis among studies

Sensitivity analyses were performed using the leave-one-out
approach in which the meta-analyses of cancer detection
outcomes were performed with each study removed in turn.
The results are summarised in Supplementary Tables S3 and S4.
The direction and magnitude of combined estimates did not vary
markedly with the removal of most of the studies, indicating that
each of the meta-analyses had good reliability, and the data were
not overly influenced by each study.

Quality assessment
The quality assessments of included diagnostic accuracy studies
are shown in Fig. 6. The quality assessment of the included studies

indicated that the quality of the studies was acceptable, except for
the retrospective design and the reference standard used by
studies; the risk of bias mainly resulted from lack of enrolled-
patient randomisation, index test masking and available reference
standard in a number of studies.

DISCUSSION

This systematic review and meta-analysis examined and
compared the diagnostic yield and accuracy of US as an adjunct
to mammography with mammography alone for the screening
of breast cancer in women with dense breasts. For general
participants with dense breasts, the combined sensitivity of M +
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Table 4. Subgroup analysis of studies given countries or US methods, respectively.

Number of

studies

Statistics

Sensitivity

Specificity

Asymmetric AUC
(SE) of SROC

Risk ratio (95% Cl)
of sensitivity

Risk ratio (95% Cl)
of specificity

Western countries

M alone 5 0.67 (0.61-0.73) 0.89 (0.88-0.89) 0.643 (0.118)
M+ US 5 0.93 (0.90-0.96) 0.78 (0.78-0.79)  0.982 (0.023)
M(E-US 3 0.95 (0.98-0.99) 0.90 (0.89-0.90) 0.970 (0.041)
Far Eastern countries

M alone 2 0.88 (0.81-0.93) 0.97 (0.97-0.98) N/A

M+ US 2 1.00 (0.97-1.00) 0.96 (0.95-0.96) N/A

M —-US 3 1.00 (0.79-1.00) 0.79 (0.77-0.80)  0.950 (0.035)
ABUS

M alone 4 0.69 (0.62-0.75) 0.89 (0.88-0.89) 0.671 (0.120)
M+ US 4 0.93 (0.89-0.96) 0.79 (0.78-0.79)  0.987 (0.021)
M —-US 0 -

HHUS

M alone 3 0.81 (0.74-0.87) 0.97 (0.96-0.97) 0.961 (0)
M+ US 3 0.99 (0.96-1.00) 0.94 (0.94-0.94) 0.972 (0.333)
M(E-US 6 0.96 (0.91-0.99) 0.88 (0.87-0.88) 0.962 (0.02)
First-round US screening

M alone 2 0.72 (0.64-0.80) 0.87 (0.86-0.87) N/A

M+ US 2 1.00 (0.97-1.00) 0.75 (0.74-0.75) N/A

M(-) - US 3 1.00 (0.71-1.00) 0.73 (0.71-0.75)  0.944 (0.039)

0.693 (0.636-0.755)*
Reference

0.706 (0.426-1.169)
Reference

0.722 (0.673-0.774)*
Reference

0.665 (0.446-0.99)*
Reference

0.683 (0.595-0.784)*
Rreference

1.079 (1.001-1.164)*
Reference

1.015 (1.008-1.023)*
Reference

1.05 (0.969-1.137)
Reference

1.067 (1.029-1.106)*
Reference

1.092 (0.930-1.284)
Reference

confidence interval, AUC area under SROC, SE standard error.
*P value <0.05.

M mammogram, US ultrasound, ABUS automated breast US, HHUS handheld US, N/A not available, ROC receiver-operating characteristic, SSOC summary ROC, C/

US for breast cancer was significantly higher than that of M
alone (96% and 74%, respectively; RR=0.699, P<0.001). The
combined specificity of M + US for breast cancer in the general
female population with dense breasts was slightly lower than
that of M alone (87% vs. 93%, respectively; RR = 1.06, P = 0.001).
In contrast, in women with dense breasts and initially negative
in mammography, the follow-up ultrasonography had high
sensitivity (96%) and specificity (88%). Subgroup analyses with
data stratified by study country, US method and first-round US
further supported the main findings, suggesting that adjunctive
US is beneficial for detecting breast cancer in women with dense
breasts, albeit with an expected but tolerable sacrifice in
detection specificity.

One meta-analysis published by Rebolj et al.”" examined the
rate of breast cancer detected only by US versus that detected by
multimodal screening methods (mammography with or without
US). The authors found that the proportion of cancers detected
only by US was 0.29 (95% Cl: 0.27-0.31) of all detected cancers,
and this translated to approximately 40% increased breast cancer
detection compared with other screening methods. Furthermore,
follow-up US additionally contributed to 3.8 (95% Cl: 3.4-4.2)
screen-detected cases per 1000 mammography-negative women.
Despite these findings, US was not recommended by the authors
to be a stand-alone screening method, but rather as a
supplemental tool. It was difficult to correlate the findings
reported by Rebolj et al.>" to our study, as neither the comparisons
nor the outcomes of interests (M alone vs. M + US, and diagnostic
yield in our case) were comparable between the two studies.
Moreover, a fixed-effect model was adopted by Rebolj et al>'
disregarding the varied screening strategy and target population
among their included studies, while a random-effect model was
preferred in the current meta-analysis accompanied by study
stratification.

|5'|

Previously published systematic reviews have examined the
usefulness of adding US to mammography screening for women
with dense breasts. A 2009 review by Nothacker et al.>? only
identified 6 cohort studies of intermediate-level evidence (3b) (no
RCTs or other systematic reviews were identified). A more recent
systematic review by Scheel et al>® identified 12 studies, and
concluded that there was consistent evidence that adjunctive US
screening detects more invasive cancers compared with mammo-
graphy alone in women with dense breasts, but there was no
evidence to support that adjunctive US screening was associated
with reduced long-term breast cancer mortality.>® In contrast to
our study, the diagnostic outcomes of M+ US did not receive
individual review from follow-up US by Scheel et al.>3. Further-
more, Scheel et al.>® study did not evaluate diagnostic yield by
meta-analyses, which was also likely due to the disparate
screening methodology adopted by studies included in the
systematic review.>> A 2016 systematic review of supplemental
screening for breast cancer in women with dense breasts done for
the United States Preventive Services Task Force concluded that
supplemental US screening increases the cancer detection rate,
but was associated with an increase in the false-positive rate, and
the impact on long-term breast cancer outcomes was unclear.>*

The detection and differentiation of malignant microcalcifica-
tions in dense breast tissue are a particular issue of concern, but
traditional radiologist-based interpretation of US imaging remains
limited in providing an immediate solution.?'*? Computer-aided
automatic reporting systems have been enthusiastically evalu-
ated,>>*® and their implementation in future mammography
screening may achieve greater diagnostic accuracy of microlesions
in dense breasts. Furthermore, the adjunctive use of tomosynth-
esis in mammography-negative patients has been tested pro-
spectively, and shown to have exhibited less false-positive results
in contrast to supplemental US.>” In reflection, supplemental US
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Was a consecutive or random sample of patients enrolled?
Was a case—control design avoided?
Did the study avoid inappropriate exclusions?

Were the index test results interpreted without knowledge of the results of the reference standard?

If a threshold was used, was it pre-specified?

Is the reference standard likely to correctly classify the target condition?

Were the reference standard results interpreted without knowledge of the results of the index test?

Was there an appropriate interval between index test(s) and reference standard?

Did all patients receive a reference standard?

Did all patients receive the same reference standard?

Were all patients included in the analysis?

Are there concerns that the included patients do not match the review question?

Are there concerns that the index test, its conduct, or interpretation differ from the review question?

Avre there concerns that the target condition as defined by the reference standard dose not match the review question?

0% 25% 50% 75%

)
3
B3

| . Low risk of bias D Unclear risk of bias

- High risk of bias

erpreted without knowledge of the results of the reference standard?

o
T
2
k]
®
a
@
°

If a threshold was used, w:

“ @ O O @ ®| @ Wer the reference standard results interpreted without knowledge of the results of the index test?

-~

S @O0 2 OO O ®| ® @I Dalnratents receive a reference standard?

-~

OO OO0 000 OO O 6 6 e e ® ® @ @ ®|nrctereconcens that the inde test, its conduct, or interpretation differ from the review question?

00~ 000006 e000-

o
8
s
£
5
2
2
3 o
g H
5 g
2 o 3
EE
3 2
T o 5 2
§ %2 8 3
5 5 £ ¢
2 8 T B
£EE
3 x
8 8§ o ¢
= = B0 =
Destounis” | @ | @ | D | @
Kevos® | @ | ® | @ | ®
weigert” | @ | @ | @ | @
km* | @@ | @ | @
wilczek® | @ | @ | ® | ©
Ben* | @ | @ | @ | @
ciger* | @ | @ |® | @
chang” | @ | @ | @ | @
chae” | @ | @@ @
Girard'' | @ | @ | @ | ®
Giuliano” | @ | @ | @ | @
Korpraphong” | @ | @ | @ | @
serg” | 9|9 (@@
Hooley* | @ | @ | @ | @
Leng” | @ | @ | @ | @
corsett”® | @ | @ | O | ©
kely'| @ | @ || @
Your® | @ | D | @ | @
cysta® | @ | @ | @ | @
Kaplan* | @ | @ |2 | @
Buchberger™ | @ | @ | @ | @

PO~ OO0 O O~ OO OO O O O O O ®| @ | Aecthereconcens that the target condition as defined by the reference standard dose not match the review question?

)~ 0O 000 e e 0 e 60 0 0 0 ® @ @ | -thereconcensthathe ncluded patients do not match the review question?

DO OO0 OO OO OO0 O® O 6 0 0 0 & ®| @ weealpaintsincudedin the analysis?

5 90O SO0 000 00 e e e 0 ® O O ® @ -sieeaanpmoprite nteral between index test(s) and reference standard?
OO~ 000000 e e~ 06 e e e e @ @ ®Iodanpaentsreceie the same reference standard?

50000~ e0ee-

DO OO OO OO OO O OO 0 0 0 O O ® ®| @i rcirence standard likely to correctly classify the target condition?

Fig. 6 Quality assessment. a The summary of bias of the 21 studies;
screening for women with dense breasts was found to produce
relatively small survival benefits, despite substantial increase in
costs in a review using data from large medical databases and
extensive literature search.”® Although outside the context of the
current meta-analysis, the cost-effectiveness of US performed in
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risk of bias for each included study.

the present fashion as a supplemental or follow-up screening for
breast cancer should be carefully considered.

In the current meta-analysis, the subjective disparity and
observer variability of US in each study could not be clearly
distinguished, and thus may confound the findings. The image
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acquisition and interpretation of US are highly operator-
dependent, and for this reason, computer-aided diagnosis
systems have been rigorously developed in order to facilitate
efficient interpretation, and improve the diagnostic accuracy in
identifying malignant breast lesions.>® In addition, the observed
differences among studies may depend on differences in
learning curves, individual radiologic experience and the way
protocols and reports are filled out. The low PPV reported by
Brem et al.3* could be a result of the ABUS readout protocol,
where the radiologist interpretation time was 2.9 min and
evidently lower than that of Wilczek et al.* In particular, low
breast cancer rates in the Asian population may explain why
Chae et al. reported low PPV values.>®

Apart from the bias presented in the risk evaluations, the
findings in the current meta-analyses may also be subjected to
influence from heterogeneity among study design, patient
characteristics, follow-up period and other details in the
respective studies. Giger et al.*® performed an enriched-reader
study involving 17 radiologists from different types of health
facilities; thus, the readout performance or enrolled population
may not be comparable to the real-world scenario.'®® Leong
et al.*® involved only one medical centre in their study, reporting
a sensitivity of 100% since no false-negative cases were found
after 1 year of follow-up of participants with BI-RADS assessment
category 1 or 2 under mammogram and categories U1-U4
under US assessment.*® In Corsetti’s study in 2011,?2 all subjects
with negative screening mammograms and with dense breasts
had bilateral breast US, and reported a screening sensitivity
(86.7%) calculated by dividing cancers detected at screening
with cancers detected at screening plus interval cancers
occurring over 365 days for this study. Therefore, the variation
of sensitivity of additional US ranging from 86.7% to 100% in the
subgroup of patients with dense breasts and negative in
mammography might result from heterogeneity in sample size
and definition of true-positive cases.

There are limitations of this analysis that need to be
considered in the interpretation of the results. The study design
of most included studies in the analyses was retrospective rather
than randomised head-to-head comparisons. Although the
quality of the studies was found to be adequate, and the
sensitivity analysis indicated that the results were robust,
heterogeneity was detected among the studies. A number of
studies evaluating the diagnostic effectiveness of follow-up US
included patients who had initial suspicious rather than
negative mammography results (Supplementary Table S2), and
thus the effect imposed by prevalent cases could not be
completely ruled out. In addition, we relied on breast-density
results reported by the individual studies, and did not examine
or stratify patients based on the actual breast density in the
participants of the individual studies. Moreover, we did not take
into account the mammography and US technical or instru-
mental differences among individual studies.

CONCLUSIONS

The results of this systematic review and meta-analysis suggest
that the addition of US to mammography screening of women
with dense breasts improves the sensitivity for the detection of
breast cancer, despite a slightly decreased specificity. Follow-up
US also had good diagnostic sensitivity and specificity for
screening women with dense breasts and negative mammogram
findings. Future prospective studies designed to evaluate US as an
adjunct or follow-up screening method to mammography in
women with dense breasts are needed to confirm the results
from our meta-analysis. Enrolment of specific high-risk popula-
tions should be further considered to identify those that
may benefit from adjunctive US screening for breast cancers

most cost-effectively, and reduce the number of recall or false-
negative biopsies performed.
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