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Background: To enhance the accuracy of hepatocellular carcinoma (HCC) diagnosis using contrast-
enhanced (CE) US, the American College of Radiology developed the CEUS Liver Imaging
Reporting and Data System (LI-RADS). However, the system still exhibits limitations in dis-
tinguishing between HCC and non-HCC lesions.

Purpose: To investigate the viability of employing machine learning methods based on quanti-
tative parameters of contrast-enhanced ultrasound for distinguishing HCC within LR-M nodules.
Materials and methods: This retrospective analysis was conducted on pre-treatment CEUS data
from liver nodule patients across multiple centers between January 2013 and June 2022.
Quantitative analysis was performed using CEUS images, and the machine learning diagnostic
models based on quantitative parameters were utilized for the classification diagnosis of LR-M
nodules. The performance of the model was assessed using the area under the receiver oper-
ating characteristic curve (AUC) and compared with the performance of four radiologists.

Abbreviations: AUC, area under the receiver operating characteristic curve; CE, contrast-enhanced; DCEUS, dynamic contrast-enhanced ultra-
sound; HCC, hepatocellular carcinoma; LI-RADS, Liver Imaging Reporting and Data System; ML, Machine Learning; RF, Random Forest Classifier;
ROC, receiver operating characteristic; ROI, the region of interest; SVC, Support Vector Classifier; TIC, time-intensity curves; XGBoost, eXtreme

Gradient Boosting Classifier.
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Results: The training and internal testing datasets comprised 168 patients (median age, 53 years
[IQR, 18 years]), while the external testing datasets from two other centers included 110 patients
(median age, 54 years [IQR, 16 years]). In the internal independent test set, the top-performing
Random Forest model achieved an AUC of 0.796 (95%CI: 0.729-0.853) for diagnosing HCC. This
model exhibited a sensitivity of 0.752 (95%CI: 0.750-0.755) and a specificity of 0.761 (95%CI:
0.758-0.764), outperforming junior radiologists who achieved an AUC of 0.619 (95%CIL:
0.543-0.691, p < .01) with sensitivity and specificity of 0.716 (95%CI: 0.713-0.718) and 0.522
(95%CI: 0.519-0.526), respectively.

Conclusion: Significant differences in contrast-enhanced ultrasound quantitative parameters are
observed between HCC and non-HCC lesions. Machine learning models leveraging these pa-
rameters effectively distinguish HCC categorized as LR-M, offering a valuable adjunct for the
accurate classification of liver nodules within the CEUS LI-RADS framework.

1. Introduction

According to 2020 statistics from CA: A Cancer Journal for Clinicians, primary liver cancer is the sixth most common malignant
tumor worldwide and ranks third in cancer-related deaths [1]. In China, liver cancer ranks fourth in terms of incidence and is the
second leading cause of cancer-related deaths, predominantly affecting men. This places a substantial burden on China’s healthcare
system and significantly contributes to cancer mortality rates [2]. Hepatocellular carcinoma (HCC), the most common pathological
type of primary liver cancer [3,4], can be diagnosed through standalone imaging examinations, eliminating the need for biopsy
confirmation [5,6]. Early detection and timely intervention can lead to favorable prognoses and extended survival times for most HCC
patients through locoregional therapy or resection [7]. Some patients may even achieve a cure through orthotopic liver transplantation
[8-10]. Numerous studies have suggested that early detection and accurate diagnosis significantly reduce mortality and extend life
expectancy [11,12]. Therefore, the imaging diagnosis of HCC is particularly important [13,14].

The 2017 version of the American College of Radiology’s Contrast-Enhanced (CE) US Liver Imaging Reporting and Data System (LI-
RADS) included a category called LR-M, which indicates lesions that are probably or definitely malignant but not specific to HCC [15,
16]. A primary objective of the LR-M category is to maintain the specificity of HCC diagnosis within the LI-RADS algorithm while
ensuring sensitivity in detecting malignant tumors [14]. Several studies have demonstrated that approximately 56 % (95 % CI: 44%—
69 %) of lesions categorized as LR-M were HCC, with this proportion increasing to 75 % for nodules measuring <20 mm [17-22]. This
finding underscores the limitations of LI-RADS in terms of sensitivity. Given the distinct treatment strategies and prognoses for HCC
and non-HCC lesions, particularly non-HCC malignancies [23,24], this issue could lead to an increased frequency of liver biopsies.
Studies have shown that adjusting the time criterion for early washout (less than 60 s) and the time criterion for marked washout
(within 2 min) can enhance the specificity of HCC diagnosis [25-27]. Additionally, supplementary CEUS features may assist in dis-
tinguishing ICC classified as LR-M from HCC with atypical imaging characteristics [28-30].

Previous studies have demonstrated that the quantitative analysis of dynamic contrast-enhancement US (DCEUS) using stan-
dardized software can reveal additional information that might be overlooked during purely visual assessments, potentially enhancing
the accuracy of tumor perfusion and blood flow evaluation [31-34]. Concurrently, machine learning can evaluate and diagnose based
on novel and complex features [35]. Machine learning models utilizing patient-related data offer a new non-invasive diagnostic tool for
clinical applications. To date, the added value of integrating DCEUS with machine learning into the LI-RADS has not been assessed.
This study aims to develop a diagnostic model that incorporates quantitative contrast-enhanced ultrasound parameters to assist the
LI-RADS and assess its diagnostic performance in distinguishing HCC from non-HCC lesions within the LR-M category.

2. Materials and Methods

This is a multicenter, retrospective study that utilized ultrasound image datasets from three hospitals in China and obtained
approval from the Institutional Review Board (Approval No: B2023-320-01). For traceability for anonymous ultrasound images,
informed consent was waived.

2.1. Patient selection

Data for the training and internal test set were gathered from the Sun Yat-Sen University Cancer Center (SYSUCC). We retro-
spectively searched the SYSUCC medical record database from January 2013 to April 2021 to identify patients with untreated hepatic
nodules who underwent CEUS. The inclusion and exclusion criteria are outlined in Appendix E1.

Images for the independent external test set were retrospectively obtained from two hospitals: the First Affiliated Hospital of Sun
Yat-Sen University (FAH-SYSU), Guangzhou, China (July 2014 to November 2018), and Chongging University Cancer Hospital
(CUCH), Chongging, China (March 2020 to June 2022). When multiple lesions are observed in a patient, inclusion in the study depends
on the completeness and diagnostic clarity of the lesion imaging data. The image was excluded if there was a disagreement between the
image and the pathology report regarding the location of the nodule. All data were de-identified before model developing and
evaluating. The process diagram illustrating the research process is depicted in Fig. 1.
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2.2. DCEUS examination

The ultrasound images were generated using various models of ultrasound equipment produced by seven different manufacturers.
The detailed process of CEUS is described in Appendix E2. All images were read by two readers (W.Z. and J.W., each with 7-8 years of
experience) to ensure that all enrolled liver nodules were classified as LR-M. In cases of disagreement, a third reader (F.H., with over 15
years of experience) reviewed the images to make the final decision.

The contrast-enhanced ultrasound quantitative software, Sonotumor VMware Workstation 12 pro (vision 12.5.7 build-5813279),
was used to retrospectively analyze the dynamic images of different liver nodules within 60 s from the beginning of enhancement to
draw the time-intensity curves (TIC) and calculate the required quantitative parameters. The software facilitates the standardization of
the quantification process. After uploading dynamic video clips, the software’s calibration—considering the ultrasound system, probe,
presets, and gain settings—along with motion compensation, ensures reproducibility of results independent of the ultrasound
equipment used. The selection of the region of interest (ROI) for both the lesion and the reference area, along with their corresponding
TIC, is depicted in Fig. 2. Following the framework for optimal arterial lesion identification, the tumor ROI is defined within the target
lesion, comprising at least 20 % of the entire lesion, while avoiding large blood vessels, necrotic areas, and lesion edges (Fig. 2A and C,
the green box). The reference ROI is typically defined in the literature as the peripheral normal liver parenchyma at a depth similar to
that of the lesion ROI, commonly referred to as the parenchymal equivalent ROI (Fig. 2A and C, yellow box). These signals are sub-
sequently refined through a parameter model to depict the dynamics of the pill. Optimal fit optimization is performed with improved
empirical normal distribution. Twelve TIC parameters were defined and extracted from the tumor and liver parenchyma ROIs
segmented from 1-min CEUS dynamic images. These include time-related parameters (PT, WiMTT, WoMTT, PX), intensity-related
parameters (WiAUC, WoAUC, AUC-all, PX-AUC, PI), and combination parameters (WIPI, WIR, PX-rate) [36]. These parameters
translate changes in blood flow and volume, providing a quantitative assessment and comparative analysis of tumor and liver tissue
perfusion. Detailed definitions and calculation methods are provided in Fig. 3 and eTable 2.

2593Untreated patients with liver nodules who
underwent CEUS and had risk factors for HCC

2272Exclued
1192Not meeting the classification criteria for LR-M
1028Lack of definitive diagnosis
52l ess than 18 years old

321Hepatic nodules classified as
LR-M with a definite diagnosis

153 Exclued
117Incomplete imaging or clinical data
36Poor quality of ultrasound images

168 Four ultrasound
Final enroliment radiologists

e N S

Training set Internal test set 113External test set
(80% of the data from Sun Yat | : (20% of the data from Sun Yat 38 patients with HCC
sen University Cancer Center) | : | sen University Cancer Center) 75 patients with non-HCC

uosuedwod

Iteration Machine Learning liver n
odule diagnosis models

Fig. 1. Flow diagram of the study. *The classification criteria were based on CEUS Liver Imaging Reporting and Data System (LI-RADS) version
2017. HCC = hepatocellular carcinoma, non-HCC = Nodules excluding HCC.
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Fig. 2. ROI selection and TIC of different lesions. (A, B) Images of a 68-year-old man displaying a nodule classified as LR-M and confirmed as
hepatocellular carcinoma through surgery. (A) A 4.2 x 3.2 cm hypo-echoic nodule (arrowheads) in segment 6 of the right liver lobe is evident on the
surveillance ultrasound (US) image, demonstrating early wash-out (<60 s; timer, 00:59) but presenting mild washout in the contrast-enhanced (CE)
US images of the nodule (highlighted by the green box). (B) Representative curves of HCC derived from quantitative analysis software. (C, D)
Images of a 62-year-old woman showing a nodule classified as LR-M and confirmed as liver metastases biopsy. (C) A 7.2 x 4.6 cm hypo-echoic
nodule (arrowheads) in segment 7 of the right liver lobe is observed on the surveillance US image, indicating early wash-out (<60 s; timer,
00:48) but more marked washout in the CEUS images of the nodule (highlighted by the green box). (D) Typical curves of non-HCC lesions obtained

from quantitative analysis software. (For interpretation of the references to color in this figure legend, the reader is referred to the Web version of
this article.)

=
S,
=
[0}
2
o]
=
o
=
[5}
i

Time [s]

Fig. 3. The definitions of the quantitative parameters (The data in this example has been normalized). The X axis is the time, and the Y axis is the
enhancement intensity. The TIC of the target tissues is shown in green, and the liver parenchyma is shown in yellow, where the elongated curve
corresponds to the original video signal intensity and the re-curve is fitted. The linearized signal displays echo-power data over time, showing how
the intensity of the reflected echoes changes as a function of time. AT: Arrival time; PI: Peak intensity; PT: Peak time; PX: Time at the intersection of
the TIC; WiMTT: Mean transit time of the wash-in segmen; WoMTT: Mean transit time of the was-out segment. (For interpretation of the references
to color in this figure legend, the reader is referred to the Web version of this article.)

2.3. Reference standard

Histological examination or the combination of clinical and imaging reference standards were used to diagnose all nodules. The
demonstration of arterial phase hyperenhancement and wash-out appearance in the portal venous phase or delayed phase by extra-
cellular CECT or MRI in nodules larger than 1 cm is the comprehensive criterion for HCC [5,10,13,37]. Characteristic characteristics on
images taken with at least two CE imaging modalities and objective evidence of additional nodules during follow-up in patients with

known primary extrahepatic cancer and a partial or complete response to chemotherapy were used as metastatic criteria. Histological
examination diagnosed all other non-HCC cancers.
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2.4. Clinical interpretation of US images

To obtain the reader’s diagnostic performance on the independent test set, a cohort of four radiologists was employed, including
two junior radiologists with 1-3 years of experience and two senior radiologists with 8 years of experience. Each radiologist inde-
pendently reviewed the ultrasound images and associated clinical information for liver nodules, with all radiologists remaining
blinded to both the pathological confirmation of nodule status and the study’s objectives to prevent bias. The diagnostic process
involved each radiologist making a dichotomous classification of the nodules as either HCC or non-HCC based on the provided data. To
ensure consistency and accuracy, consensus meetings were conducted to resolve any disagreements, and the inter-rater agreement was
assessed to maintain diagnostic reliability.

2.5. Machine learning Model and statistical analysis

Using ICC, Pearson, and Lasso methods for feature selection, three key features were incorporated into the model: WoMTT A,
WiIAUC_A, and PX-rate. Subsequently, to enhance the stability and generalization performance of the models, the intensity values of
the lesion and reference regions for each case were standardized. The standardized values were then utilized for modeling. The
standardized intensity values, denoted by x4, are defined as

X

Xstd = 7~
max (x_gr)

@

where x represents the original intensity values, and max (x_g) is the maximum intensity within the reference ROI for the same case.

Using the selected and standardized parameters, the diagnostic performance of three key supervised machine learning binary
classification models for HCC—Random Forest (RF), Support Vector Classifier (SVC), and eXtreme Gradient Boosting (XGBoost)—was
assessed [38]. The model’s stability and generalizability were ensured and validated through five-fold cross-validation and a
multi-center external testing strategy. The model assesses the likelihood of HCC based on CEUS parameters, comparing its diagnoses to
pathology or clinical findings and radiologists’ assessments. ROC curves were generated for each test set, and AUC values were
calculated. Diagnostic metrics (accuracy, sensitivity, specificity, PPV, NPV) were derived from confusion matrices, and the 95 %
confidence intervals (CI) of each value were calculated using the method described by Robert Newcombe, derived from a procedure
outlined by E. B. Wilson in 1927 [39]. The comparison between AUCs was performed using the method designed by DeLong et al. [40].
F1 scores were also reported. Statistical analysis was performed using SPSS 26.0, with significance set at p < .05. Modeling was done in
Python 3.6.

3. Results
3.1. Participants and liver Observations

As presented in Table 1, CEUS data for the training and internal test sets were sourced from the liver imaging database of SYSUCC,
encompassing 176 nodules from 168 patients who underwent CEUS examinations between January 2013 and April 2021. An external

test dataset comprising 113 nodules from 110 patients was sourced from the liver imaging databases of FAH-SYSU (July 2014 to
November 2018) and CUCH (March 2020 to June 2022). The training and the internal independent test set included 127 men (75.6 %,

Table 1
Patient and Nodule characteristics.

Variable Training and internal test sets External test sets

Patients 168 110
No. of men 127 (75.6) 71 (64.5)
Age (y)* 53 (18) 54 (16)

No. of nodules 176 113

Nodule size
<19 mm 20 (11.4) 8 (7.1)
20 ~ 49 mm 90 (51.1) 50 (44.2)
>50 mm 66 (37.5) 55 (48.7)

Histological examination 116 (65.9) 113 (100)

Diagnosis
Hepatocellular carcinoma 109 (61.9) 38 (33.6)
Intrahepatic cholangiocarcinoma 22 (12.5) 28 (24.8)
Combined hepatocellular-cholangiocarcinoma 3 1.7) 3 (2.6)
Metastasis 38 (21.6) 40 (35.4)
Other malignancies 1 (0.6) 2 (1.8)
Inflammatory lesions 2 1.1 1 (0.9)
Other benign nodules 1 (0.6) 1 (0.9)

Note. —Data in parentheses are percentages unless otherwise noted.
@ Data are medians, with IQRs in parentheses.
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median age, 53 years [IQR, 18 years]). The external independent test set contained 71 men (64.5 %, median age, 54 years [IQR, 16
years]).

The nodules in the training and internal test sets were confirmed either by histological evaluation (n = 116, 65.9 %) or by a
combination of clinical and imaging reference standards (n = 60, 34.1 %). All nodules in the external test set were confirmed by
histologic evaluation. In total, 61.9 % (109 of 176) of the lesions in the training and internal test set were HCC, 36.4 % (64 of 176) were
non-HCC malignancies, and 1.7 % (3 of 176) were benign lesions. Non-HCC malignancies included 38 (21.6 %) liver metastases, 22
(12.5 %) intrahepatic cholangiocarcinoma, 3 (1.7 %) combined hepatocellular-cholangiocarcinoma, and 1 (0.6 %) small cell neuro-
endocrine carcinoma. Benign lesions included 2 (1.1 %) inflammatory lesions and 1 (0.6 %) intrahepatic intraductal papillary tumor
with high-grade intraepithelial neoplasia. Details of the external test dataset from each center are provided in eTable 1.

3.2. Quantitative analysis with CEUS

Table 2 presents the results of quantitative CEUS parameters for HCC and non-HCC lesions. Statistically significant differences were
observed in PT, PE, WoMTT, WiAUC, WoAUC, AUC-all, WIPI, PX, PX-AUC, and PX-rate (p < .001, for all). No statistically significant
differences were found in WiMTT and WIR (p = .06 and 0.15, respectively).

3.3. Performance of machine learning models

The machine learning models demonstrated strong performance in diagnosing liver nodules using quantitative ultrasound pa-
rameters across both internal and external test sets. In the internal test set, the RF model achieved an AUC of 0.796 (95 % CI:
0.729-0.853), which is comparable to the AUCs of the XGBoost model (0.786; 95 % CI: 0.718-0.845) and the SVC model (0.804; 95 %
CI: 0.738-0.860). Statistical comparisons (RF vs XGBoost, RF vs SVC, and XGBoost vs SVC) showed non-significant differences (p = .86,
0.86, and 0.35, respectively). For the external test set, the AUC was 0.768 (95 % CI: 0.741-0.794) for the RF model, 0.779 (95 % CI:
0.742-0.812) for the XGBoost model, and 0.825 (95 % CI: 0.791-0.856) for the SVC model (RF vs XGBoost, RF vs SVC, and XGBoost vs
SVC with p-values of 0.68, <0.001, and <0.001, respectively, which were statistically different). On the internal test set, the XGBoost
model achieved the highest accuracy at 0.761 (95%CI: 0.759-0.763), followed closely by the RF model at 0.755 (95%CI: 0.754-0.758),
while the SVC model had a slightly lower accuracy of 0.744 (95%CI: 0.742-0.746).The sensitivities were 0.752 (95%CI: 0.750-0.755)
for the RF model, 0.788 (95%CI: 0.787-0.791) for the XGBoost model, and 0.743 (95%CI: 0.740-0.746) for the SVC model; and the
specificities were 0.761 (95%CI: 0.758-0.764), 0.716 (95%CI: 0.713-0.720), and 0.746 (95%CI: 0.743-0.750), respectively. On the
external set, the accuracies were 0.807 (95%CI: 0.775-0.840) for the RF model, 0.798 (95%CI: 0.797-0.799) for the XGBoost model,
and 0.788 (95%CI: 0.787-0.789) for the SVC model; the sensitivities were 0.647 (95%CI: 0.579-0.715), 0.653 (95%CI: 0.650-0.655),
and 0.600 (95%CI: 0.598-0.602); and the specificities were 0.888 (95%CI: 0.856-0.920), 0.872 (95%CI: 0.871-0.873), and 0.883
(95%CI: 0.882-0.884), respectively. Overall, in comparison to the other two models, the RF model exhibited the best performance
(Table 3).

The performance of the machine learning model was further benchmarked against that of radiologists. As shown in Table 3, on the
internal test set, the RF model achieved an AUC of 0.796 (95 % CI: 0.729-0.853), significantly outperforming junior radiologists (AUC:
0.619, 95 % CI: 0.543-0.691; p < .001), and demonstrating comparable performance to senior radiologists (AUC: 0.756, 95 % CI:
0.685-0.817; p = .41). Senior radiologists achieved an accuracy of 0.761 (95%CI: 0.759-0.763), sensitivity of 0.780 (95%CI:
0.777-0.782), and specificity of 0.731 (95%CI: 0.728-0.735), while junior radiologists reported lower metrics at 0.642 (95%CI:
0.640-0.644), 0.716 (95%CI: 0.713-0.718) and 0.522 (95%CI: 0.519-0.526), respectively. Similarly, on the external test set, the RF
model’s AUC (0.768, 95%CI: 0.741-0.794)) exceeded that of junior radiologists (0.669, 95%CI: 0.574-0.754; p = .04) and matched
senior radiologists’ AUC (0.781, 95%CIL: 0.694-0.854; p = .91). Senior radiologists achieved an accuracy of 0.779 (95%CI:
0.776-0.781), sensitivity of 0.789 (95%CI: 0.785-0.794), and specificity of 0.773 (95%CI: 0.770-0.776), compared to 0.664 (95%CI:

Table 2

Quantitative parameters in the regions of interest (ROIs) of 109 hepatocellular carcinomas and 67 non-HCC.
Parameters (y +SD) ROI t p-value

HCC non-HCC

PT 7.43 + 3.00 5.99 + 2.33 3.34 <0.001
PE 0.81 + 0.12 0.72 + 0.13 4.37 <0.001
WIiMTT 2.23 + 0.87 1.98 + 0.84 1.91 0.06
WoMTT 81.22 + 49.92 46.90 + 22.40 6.22 <0.001
WiAUC 4.19 + 1.82 2.93 + 1.33 4.90 <0.001
WoAUC 31.73 + 6.65 23.82 + 7.96 7.10 <0.001
AUC-all 35.91 + 7.17 26.75 + 8.58 7.63 <0.001
WIPI 0.56 + 0.08 0.49 + 0.10 5.19 <0.001
WIR 0.15 + 0.10 0.17 + 0.08 —1.44 0.15
PX 12.83 + 4.17 10.77 + 2.90 3.86 <0.001
PX-AUC 28.08 + 5.87 21.93 + 7.70 5.61 <0.001
PX-rate 26.83 + 13.14 43.45 + 16.61 —7.36 <0.001

Note. —The data presented in the table are normalized.
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The diagnostic performance of three ML models and radiologists based on the test set.
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ML models

Radiologists

RF

XGBoost

svC

Senior

Junior

Internal independent test set

AUC 0.796 (0.729-0.853)
accuracy 0.755 (0.754-0.758)
sensitivity 0.752 (0.750-0.755)
specificity 0.761 (0.758-0.764)
PPV 0.837 (0.834-0.839)
NPV 0.654 (0.650-0.657)
F1 0.792

p-value .

External independent test set

AUC 0.768 (0.741-0.794)
accuracy 0.807 (0.775-0.840)
sensitivity 0.647 (0.579-0.715)
specificity 0.888 (0.856-0.920)
PPV 0.746 (0.679-0.812)
NPV 0.833 (0.796-0.869)
F1 0.693

p-value

0.786 (0.718-0.845)
0.761 (0.759-0.763)
0.788 (0.787-0.791)
0.716 (0.713-0.720)
0.819 (0.817-0.821)
0.676 (0.673-0.680)
0.804

0.779 (0.742-0.812)
0.798 (0.797-0.799)
0.653 (0.650-0.655)
0.872 (0.871-0.873)
0.721 (0.719-0.723)
0.832 (0.831-0.833)
0.685

0.804 (0.738-0.860)
0.744 (0.742-0.746)
0.743 (0.740-0.746)
0.746 (0.743-0.750)
0.827 (0.824-0.829)
0.641 (0.638-0.644)
0.783

0.825 (0.791-0.856)
0.788 (0.787-0.789)
0.600 (0.598-0.602)
0.883 (0.882-0.884)
0.722 (0.719-0.724)
0.813 (0.812-0.814)
0.655

0.756 (0.685-0.817)
0.761 (0.759-0.763)
0.780 (0.777-0.782)
0.731 (0.728-0.735)
0.825 (0.823-0.828)
0.671 (0.668-0.675)
0.802

417

0.781 (0.694-0.854)
0.779 (0.776-0.781)
0.789 (0.785-0.794)
0.773 (0.770-0.776)
0.638 (0.634-0.643)
0.879 (0.876-0.881)
0.706

917

0.619 (0.543-0.691)
0.642 (0.640-0.644)
0.716 (0.713-0.718)
0.522 (0.519-0.526)
0.709 (0.706-0.712)
0.530 (0.526-0.534)
0.712

<.001"

0.669 (0.574-0.754)
0.664 (0.661-0.666)
0.684 (0.679-0.689)
0.653 (0.650-0.657)
0.500 (0.496-0.504)
0.803 (0.800-0.806)
0.578

.04"

Note. —The values in parentheses represent the 95 % confidence interval. AUC = area under the receiver operating characteristic curve. F; = a
weighted average used to measure the PPV and sensitivity. NPV = negative predictive value. PPV = positive predictive value.
% Comparison of diagnostic performance between senior radiologists and the RF model.
b Comparison of diagnostic performance between junior radiologists and the RF model.

0.661-0.666), 0.684 (95%CI: 0.679-0.689), and 0.653 (95%CI: 0.650-0.657) for junior radiologists.

Fig. 4 illustrates ROC curves comparing model performance with radiologists of varying experience levels. Within this figure, points
representing the specificity and sensitivity of radiologists’ diagnostic performance on the test set are graphed within the model’s ROC
curve. Notably, Fig. 4 illustrates that across both internal and external test sets, points denoting the performance of junior radiologists
fall below the model’s ROC curve and lie outside their respective 95 % confidence intervals. Conversely, the diagnostic proficiency of
senior radiologists closely mirrors that of the model. The machine learning model exhibited superior performance compared to junior
radiologists in diagnosing HCC using quantitative parameters derived from CEUS of liver nodules, and this difference held statistical

significance.

3.4. Interpretability of machine learning models

SHapley Additive exPlanations (SHAP) values were utilized in this study to identify and interpret the impact of each feature on the
model’s predictive outcomes. Using the RF model as an example, Fig. 5A presents a SHAP summary plot that visualizes the influence of
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Fig. 4. Diagnostic performance comparison between the ML models and radiologists in HCC identification with liver nodules. (A) Diagnostic
performance of radiologists and ML models compared within the internal independent testing set. (B) Diagnostic performance of radiologists and ML
models compared within the external independent testing set. Circles represent the diagnostic sensitivity and specificity of the senior radiologist,
while triangles indicate the sensitivity and specificity of the junior radiologist. ML = machine learning. AUC = area under the receiver operating

characteristic curve.
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Fig. 5. SHapley Additive exPlanations (SHAP) Summary and Dependency Plots for Key Features. (A) The SHAP summary plot. Each dot represents
the SHAP value of a specific feature for an individual patient, with multiple dots converging into a violin plot where the width indicates patient
density. The color gradient, ranging from blue to red, reflects the variation in feature values from low to high. The Y-axis lists the features, ordered
by their average impact on the model’s predictions, while the X-axis represents the SHAP value’s influence on the model’s output. A larger SHAP
value correlates with a higher probability of HCC, with positive values indicating a positive impact on the model’s prediction and negative values
indicating a negative impact. (B-D) The SHAP dependency plots. (B) PX_ rate vs. WoMTT_A. (C) WiAUC_A vs. WoMTT_A. (D) WoMTT _A vs. PX rate.
The X-axis represents the feature values, while the Y-axis shows the corresponding SHAP values, indicating each feature’s contribution to the model
output. Each point’s color, ranging from red to blue, represents the interacting feature’s value from high to low. This color gradient typically reflects
the relationship between the primary and interacting features, as well as their combined influence on the model’s prediction. (For interpretation of
the references to color in this figure legend, the reader is referred to the Web version of this article.)

multiple features on the model’s predictions. A larger SHAP value indicates a greater positive impact of the feature on the model’s
predictions, while the absolute SHAP value reflects the feature’s overall importance in the model output. As shown in Fig. 5A, PX rate
had the most significant impact on the model’s predictions, followed by WiAUC_A and WoMTT_A. Notably, PX rate exhibited a
negative correlation with the model’s predictive values, whereas WiAUC_A and WoMTT_A showed positive correlations. For instance,
lower PX rate values increased the likelihood of a lesion being classified as HCC.

Additionally, SHAP dependency plots illustrated how changes in specific feature values affected the model’s predictions and
revealed interactions between these features and other important ones (Fig. 5B-D). By observing the color variations in the plot, the
relationship between the primary feature and interacting features, as well as their combined effect on the model’s predictions, can be
understood. For example, in Fig. 5B, PX rate is negatively correlated with the model’s predictive values. When PX rate is below 20, it
positively influences the model’s predictions, whereas when PX rate exceeds 35, it exerts a negative impact. Within the range of 20-40,
the SHAP values show minimal variation, indicating that PX rate has a relatively small influence on the model’s predictions in this
range. Additionally, it can be observed that as PX rate decreases, the WoMTT_A value increases, demonstrating a negative correlation
between these two features. These examples illustrate that the machine learning model not only provides accurate HCC diagnostic
probabilities but also offers valuable insights for distinguishing different liver lesions.
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4. Discussion

In this study, dynamic contrast-enhanced ultrasound was used to analyze HCC and non-HCC lesions classified as LR-M. By inte-
grating this approach with machine learning, we successfully developed a diagnostic model for LR-M liver nodules. The leading model
demonstrated robust diagnostic capabilities on test sets, achieving an AUC of 0.796 (95CI: 0.729-0.853), sensitivity of 0.752 (95CI:
0.750-0.755), and specificity of 0.761 (95CI: 0.758-0.764) on the internal test set. In both internal and external test sets, the machine
learning diagnostic model significantly surpassed junior radiologists (p = .41 and 0.91, respectively), while remaining comparable to
that of senior practitioners (p < .001 and = 0.04, separately). These results demonstrate the potential of quantitative ultrasound
analysis coupled with machine learning in diagnosing LR-M liver nodules. This approach mitigates the limitations associated with
current operator-dependent and visually-based CEUS diagnosis, revealing additional lesion-specific CEUS information. These findings
introduce innovative perspectives and methodologies for the differential diagnosis of LR-M nodules, highlighting the transformative
impact of integrating quantitative ultrasound and machine learning in clinical practice.

The CEUS LI-RADS, developed by the American College of Radiology, significantly enhances the specificity of HCC diagnosis,
achieving a negative predictive value exceeding 98 % [17,18,21,41]. However, distinguishing between HCC and non-HCC malignant
lesions remains challenging. Numerous studies indicate a notably low positive predictive value for diagnosing non-HCC malignant
lesions within the LR-M category, primarily due to a substantial proportion of HCC cases falling under LR-M, ranging from 44 % to 69
% [17-22]. In our study, the proportion of HCC cases reached 61.9 %. Given the distinct treatment strategies and prognoses for HCC
and non-HCC lesions, particularly non-HCC malignancies [23,24], enhancing the sensitivity of HCC diagnosis is crucial. Multiple
studies have highlighted the significance of the degree of wash-out in CEUS for identifying malignant tumor characteristics in liver
nodules [30,31,41,42]. Compared to HCC, the extent of contrast agent wash-out in intrahepatic cholangiocarcinoma is more pro-
nounced [29,42]. Among LR-M nodules showing arterial phase hyper-enhancement and early mild wash-out (no punched-out
appearance within 5 min) on CEUS, 93 % were identified as HCC [41]. In our study, 87.1 % of HCC cases exhibited mild wash-out,
which was significantly higher than the proportion observed in non-HCC lesions (40.8 %, p < .01). While these CEUS wash-out fea-
tures provide valuable information for differentiating hepatic malignant lesions, their assessment relies heavily on human visual
interpretation, which is operator-dependent and prone to variability. Moreover, qualitative analyses may suffer from data loss due to
uncertain individual results.

TIC analysis in CEUS enhances diagnostic precision by providing detailed information beyond visual evaluation, thereby elimi-
nating potential subjectivity and observer bias in clinical diagnosis [33,43]. Previous studies have demonstrated the feasibility of
DCEUS in distinguishing between benign and malignant liver lesions [33,44-46]. Our study demonstrates significant differences in
parameters including PT, PI, WoMTT, WiAUC, WoAUC, AUC-all, WIPI, PX, and PX-AUC between HCC and non-HCC lesions in LR-M
nodules. Additionally, the PX-rate parameter, which characterizes the degree of washout, was innovatively included to overcome the
limitations of traditional quantitative parameters, thereby providing a more comprehensive analysis of the TIC. After feature selection,
WOoMTT_A, WiAUC_A, and PX-rate were identified as the most stable and diagnostically valuable DCEUS quantitative parameters for
distinguishing between HCC and non-HCC lesions. The marked increase in WiAUC observed in HCC lesions compared to non-HCC
lesions can be attributed to the hypervascularity of HCC. Neovascularization leads to an expansion of the intra-vascular space and
a concurrent reduction in interstitial space, thereby causing a substantial enhancement in arterial perfusion [47-49]. In addition, the
significant differences in WoAUC and PX-rate further highlight the importance of washout time and degree of wash-out in dis-
tinguishing HCC from non-HCC lesions, consistent with our statistical findings and previous studies [31,46,50,51]. However, no
significant differences were observed between the wash-in rate parameters, WiMTT, and WIR, suggesting that perfusion rates during
the early arterial phase (prior to peak enhancement) may not vary significantly across different lesions. This detailed quantitative
approach, combined with machine learning, enhances the accuracy and reproducibility of imaging diagnoses compared to traditional
visual assessments.

This study has several limitations. First, potential biases may arise from the selection of retrospective data and the radiologists
involved. Data sourced from specialized oncology hospitals may have introduced selection and information biases. Additionally,
limitations in the availability and quality of recorded data, including the exclusion of low-quality images, could impact the
completeness and accuracy of the data, thereby affecting the potential generalizability of the results. Consequently, larger-scale,
multicenter prospective studies are needed to ensure applicability in clinical settings. Secondly, this study focused solely on image
analysis and processing, without integrating clinical and pathological information, which could have contributed to a more
comprehensive diagnostic model. Ultimately, despite software calibration and data normalization, variability remains in the results.
Variations in ultrasound equipment and settings across centers, coupled with differences in operator expertise, may have led to in-
consistencies in image quality and contrast enhancement patterns, potentially affecting CEUS image quality. Additionally, the manual
selection and delineation of ROIs during processing may have been influenced by the operator’s skill and experience. Future pro-
spective studies with standardized imaging protocols are essential to validate these findings and minimize these sources of variability.
Furthermore, artificial intelligence-based methods for automatic lesion identification and delineation may help address these
challenges.

In conclusion, our demonstration underscores the potential of combining ultrasound imaging with machine learning algorithms for
accurate Liver Imaging Reporting and Data System M category (LR-M) liver nodule diagnosis, addressing the limitations within the
domain of ultrasound imaging coupled with artificial intelligence. Further validation and model calibration of this DCEUS diagnostic
model through extensive, multicenter, prospective studies on a large scale is imperative.
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