
O R I G I N A L  R E S E A R C H

To Evaluate the Diagnostic Performance of Rapid 
on-Site Evaluation (ROSE) in Combination with 
Endobronchial Ultrasound (EBUS) for Pulmonary 
Lesions
Shan Xu1,2, Qianlong Yin3, Jisong Zhang1,2, Xiaoling Xu1,2, Enguo Chen1,2, Kejing Ying1,2

1Respiratory and Critical Care Medicine, Regional Medical Center for National Institute of Respiratory Disease, Sir Run Run Shaw Hospital, School of 
Medicine, Zhejiang University, Hangzhou, People’s Republic of China; 2Cancer Center, Zhejiang University, Hangzhou, People’s Republic of China; 
3Respiratory and Critical Care Medicine, Sir Run Run Shaw Hospital Affiliated to Zhejiang University School of Medicine, Xinjiang Corps Alaer 
Hospital, Alaer, People’s Republic of China

Correspondence: Kejing Ying, Respiratory and Critical Care Medicine, Regional medical center for National Institute of Respiratory Disease, Sir Run 
Run Shaw Hospital, School of Medicine, Zhejiang University, 3 Eastern Qingchun Road, Hangzhou, 310020, People’s Republic of China, 
Email 3197061@zju.edu.cn

Background: Currently, Endobronchial ultrasound (EBUS) and rapid on-site evaluation (ROSE) are extensively utilized in the 
clinical practice of respiratory medicine. The combined diagnostic approach has been shown to enhance the clinical diagnostic 
accuracy; however, certain controversies remain.
Methods: This study included 200 patients who underwent endobronchial ultrasound combined with transbronchial lung biopsy with 
a guide sheath (EBUS-GS-TBLB) or endobronchial ultrasound combined with transbronchial needle aspiration (EBUS-TBNA) and 
received histopathological diagnoses at the Bronchoscopy Department, from January 2021 to January 2022. Of these, 168 patients 
were assigned to the ROSE group and 32 to the non-ROSE group. The diagnosis rates of EBUS-GS-TBLB and EBUS-TBNA, both 
with and without ROSE, along with the secondary biopsy rate, complication probability, and mean number of biopsies, were compared 
to analyze the differences between tumors and non-tumors. The safety of EBUS-GS-TBLB and EBUS-TBNA was also evaluated.
Results: The overall diagnostic accuracy was 85.71% in the ROSE group and 65.62% in the non-ROSE group. The diagnostic 
accuracy of the ROSE group was significantly higher than that of the non-ROSE group (P < 0.05). Compared to the non-ROSE group, 
the rate of secondary biopsy in the ROSE group was significantly reduced (P < 0.05), particularly in non-tumor cases. However, there 
was no significant difference in the incidence of complications and the average number of biopsies between the two groups (P > 0.05). 
Compared to the EBUS-GS-TBLB group, the EBUS-TBNA group showed a significantly lower incidence of complications and fewer 
biopsies (P < 0.05).
Conclusion: The integration of ROSE with EBUS enhanced the diagnostic rate and reduced the need for secondary examinations in 
the biopsy diagnosis of lung lesions, particularly in the definitive diagnosis of non-neoplastic lesions. The combination of ROSE 
technology appears to be more advantageous. Compared to EBUS-GS-TBLB, EBUS-TBNA demonstrated a lower incidence of 
complications and fewer biopsies.
Keywords: rapid on-site evaluation, ultrasound bronchoscopy, diagnostic efficacy, safety comparison, lung biopsy, pulmonary lesions

Introduction
Endobronchial ultrasound (EBUS) is currently widely utilized in the clinical practice of respiratory medicine. This 
bronchoscopic technique employs ultrasound to visualize the structures of the airway wall, lungs, and mediastinum.1–3 

When combined with transbronchial needle aspiration (TBNA), known as EBUS-TBNA, and transbronchial lung biopsy 
(TBLB) with a guide sheath, referred to as EBUS-GS-TBLB, these methods enable the performance of several clinical 
procedures that cannot be achieved through conventional bronchoscopy, such as diagnosing and staging suspected or 
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confirmed lung cancer. These techniques allow for sampling from unexplained mediastinal lymphadenopathy, mediast
inal masses, peripheral pulmonary nodules, and extrabronchial or peribronchial lesions. During the sampling process, 
rapid on-site evaluation (ROSE) of cytology specimens serves as a highly valuable auxiliary tool. By swiftly assessing 
the adequacy of the obtained samples, ROSE plays a crucial role in assessing the success of the biopsy and offers an 
initial diagnosis that guides subsequent procedures. Despite its utility, histopathological specimens remain the gold 
standard for clinical diagnosis, and the diagnostic accuracy of combining ROSE with endobronchial ultrasound (EBUS) 
remains a subject of debate.4–6 The aim of this study was to retrospectively analyze and evaluate the diagnostic value of 
endobronchial ultrasound (EBUS) in conjunction with rapid on-site evaluation (ROSE) for pulmonary lesions.

Materials and Methods
Patients
This study is a single-center retrospective cohort study that includes patients who underwent EBUS-GS-TBLB or EBUS- 
TBNA and received histopathological diagnoses at the Bronchoscopy Department of SIR Run Run Shaw Hospital 
Qingchun District, affiliated with Zhejiang University School of Medicine, from January 2021 to January 2022. A total of 
200 patients were identified for inclusion in the study, with 168 patients randomly assigned to the ROSE group, including 
93 males and 75 females, with an average age of 59.07 (±12.93) years and 32 patients to the non-ROSE group including 
18 males and 14 females, with an average age of 60.91 (±12.10) years. The baseline characteristics of both groups were 
comparable, showing no statistically significant differences (P > 0.05). The study was approved by the hospital’s ethics 
committee, and all participants provided informed consent.

Intrabronchial Ultrasound Biopsy
All procedures were conducted under general anesthesia. EBUS-TBNA was executed using an ultrasonic bronchoscope 
(BF-UC260F or BF-UC290F, Olympus, Japan). After positioning with a front-end ultrasonic probe, a puncture aspiration 
biopsy was performed utilizing a 22-gauge needle (NA-201SX-4022, Olympus, Japan). For EBUS-GS-TBLB, 
a fiberoptic bronchoscope (BF-P290 or BF-Q290, Olympus, Japan) was used in conjunction with R-EBUS (20 MHz 
mechanical radial, UM-s20-17s, Olympus, Japan). Additionally, a guide sheath (GS) kit (K-201 or K-203, Olympus, 
Japan) was employed. Under general anesthesia, the R-EBUS probe and guiding sheath tube were inserted through the 
working channel of the bronchoscope to the target site, where the location within the lesion was confirmed, and biopsy 
sampling was conducted. Surgical procedures were performed by respiratory and critical care physicians with extensive 
experience in ultrasound tracheoscopy biopsies, each having completed at least 100 or more procedures.

Rapid On-Site Evaluation (ROSE)
In the non-ROSE group, tissue samples were obtained from the lesion or suspected lesion areas via biopsy or clip biopsy 
and immediately fixed in 10% formaldehyde. For the ROSE group, ROSE procedures were conducted according to the 
ROSE guidelines, utilizing the WHO-recommended Diff-Quik rapid staining method for staining. The samples were 
evaluated in real-time under a microscope using Diff A solution, Diff B solution, and phosphate-buffered saline (PBS). 
The staining process involved the following steps: immersing the slide in Diff A solution for 10–30 seconds, rinsing the 
slide in PBS to remove the Diff A solution and drying it, soaking the slide in Diff B solution for 10–30 seconds, and 
finally washing the slide in a water staining tank. The slide was then blotted with a paper towel to absorb and dry any 
residual liquid, completing the staining and drying process before examination under an optical microscope. After 
evaluating the slides, the adequacy of the sample was determined, and the need for additional sampling was based on 
whether abnormal cells were detected. If the ROSE result was positive, the same site was resampled. If the result was 
negative, the sampling site was adjusted, and ROSE analysis was repeated, with a maximum of six attempts allowed.

Final Diagnosis
Tissue samples from both the ROSE group and the non-ROSE group were collected for routine histological examination 
following the completion of the procedures. The final clinical diagnosis was based on the pathological diagnosis provided 
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by the pathology department. In cases where the pathological diagnosis of EBUS-GS-TBLB or EBUS-TBNA was 
negative, but a positive diagnosis was obtained through other invasive procedures such as percutaneous lung biopsy, 
thoracoscopy, or open surgery, the positive diagnosis was considered the final clinical diagnosis. The adequacy of all 
specimens was evaluated by the pathology department.

Statistical Methods
Descriptive Analysis
Quantitative data were assessed for normality using skewness and kurtosis, and homogeneity of variance was evaluated 
using Levene’s test. Normally distributed quantitative data were reported as mean ± standard deviation (Mean(±SD)), and 
group comparisons were conducted using t-tests when variances were equal, and t′-tests when variances were unequal. 
Non-normally distributed data were reported as median (interquartile range) [M(Q₁,Q₃)], and group comparisons were 
performed using the Wilcoxon rank sum test. For multiple group comparisons, normally distributed data were analyzed 
using ANOVA (F-test), and non-normally distributed data were analyzed using the Kruskal–Wallis H-test. Categorical 
data were presented as the number of cases and proportions (n(%)), and group comparisons were conducted using the 
Pearson chi-square test when the expected frequency was greater than 5, and Fisher’s exact test otherwise.

Confidence Level and Statistical Software
The confidence level alpha=0.05 was given. Data cleaning and difference comparison were completed by R version 4.3.3 
(2024-02-29 ucrt).

Results
General Clinical Information in the ROSE Group and Non-ROSE Group
Of the 200 lesions, 96 were diagnosed using EBUS-GS-TBLB and 104 using EBUS-TBNA. Histological diagnosis 
confirmed 98 malignant lesions, including 91 cases of lung cancer, 2 cases each of breast cancer and lymphoma, and 1 
case each of colon cancer, hamartoma, and renal cancer. Additionally, 102 lesions were diagnosed as non-tumor lesions, 
primarily sarcoidosis and pulmonary infections.

In the ROSE group, 168 lesions were diagnosed, with 79 using EBUS-GS-TBLB combined with ROSE and 89 using 
EBUS-TBNA combined with ROSE. Histological diagnosis confirmed 80 malignant lesions, including 76 cases of lung 
cancer and 4 cases of other malignant lesions, and 88 non-tumor lesions. In the non-ROSE group, 32 lesions were diagnosed, 
with 18 confirmed as malignant lesions, including 15 cases of lung cancer, and 14 as non-tumor lesions (Table 1).

Table 1 General Clinical Data of ROSE Group and Non-ROSE Group

Variables Total (N=200) ROSE (N=168) ROSE (N=32) Statistics P

Gender, n (%) χ² = 0.000 1.000

Male 111 (55.50) 93 (55.36) 18 (56.25)
Female 89 (44.50) 75 (44.64) 14 (43.75)

Age, Mean (±SD) 59.37 (±12.79) 59.07 (±12.93) 60.91 (±12.10) t = 0.743 0.458

Ultrasonic mode, n (%) χ² = 0.194 0.660
TBLB 96 (48.00) 79 (47.02) 17 (53.12)

TBNA 104 (52.00) 89 (52.98) 15 (46.88)

Clinical diagnosis, n (%) χ² = 0.493 0.483
Tumor 98 (49.00) 80 (47.62) 18 (56.25)

Non-tumor 102 (51.00) 88 (52.38) 14 (43.75)

Notes: SD: Standard Deviation; M: Median; Q₁: 1st Quartile; Q₃: 3rd Quartile; t: Student’s t test; t′: Satterthwaite t test; W: 
Wilcoxon rank sum test; χ²: Chi-square test; -: Fisher’s exact test.
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Diagnostic Efficacy and Safety Comparison Between the ROSE Group and Non-ROSE 
Group
The ROSE group comprised 168 cases, of which 144 were consistent with the clinical diagnosis, yielding a total diagnostic 
accuracy of 85.71% (144/168). Specifically, the diagnostic accuracy for tumor cases was 75% (60/80), and for non-tumor cases, it 
was 94.45% (84/88). In contrast, the non-ROSE group included 32 cases, with 21 being consistent with the clinical diagnosis, 
resulting in a total diagnostic accuracy of 65.62% (21/32). For this group, the diagnostic accuracy for tumor cases was 50% (9/ 
18), and for non-tumor cases, it was 85.74% (12/14). The total diagnostic accuracy in the ROSE group was significantly higher 
than in the non-ROSE group (P < 0.05). However, there was no significant difference in the sensitivity of non-tumor diagnosis 
between the two groups (P > 0.05) (Tables 2–4).

In the ROSE group, the secondary biopsy rate was 16.07% (27/168), the complication rate was 5.36% (9/168), and 
the average number of biopsies was 4.64 (± 1.29). For tumor in the ROSE group, the secondary biopsy rate was 25% (20/ 
80), the complication rate was 7.5% (6/80), and the average number of biopsies was 4.66 (± 1.33). For non-tumor ROSE 
group, the secondary biopsy rate was 7.95% (7/88), the complication rate was 3.41% (3/88), and the average number of 
biopsies was 4.63 (± 1.26).

In the non-ROSE group, the secondary biopsy rate was 34.38% (11/32), with a complication rate of 0% (0/32), and the 
average number of biopsies was 5.06 (± 1.16). For tumors in the non-ROSE group, the secondary biopsy rate was 38.89% (7/ 
18), with a complication rate of 0% (0/18), and the average number of biopsies was 5.22 (± 1.06). In the non-tumor non- 
ROSE group, the secondary biopsy rate was 28.57% (4/14), with a complication rate of 0% (0/14), and the average number 
of biopsies was 4.86 (± 1.29). The ROSE group had a significantly lower secondary biopsy rate compared to the non-ROSE 

Table 2 Comparison of Diagnostic Efficiency and Security Between ROSE Group and Non-ROSE Group

Variables Total (N=200) ROSE (N=168) ROSE (N=32) Statistics P

Biopsy number, Mean (±SD) 4.71 (±1.28) 4.64 (±1.29) 5.06 (±1.16) t = 1.705 0.090
Complications, n (%) – 0.452

Hemorrhage 8 (4.00) 8 (4.76) 0 (0.00)

Oxygenation index decreased 1 (0.50) 1 (0.60) 0 (0.00)
Secondary biopsy or not, n (%) χ² = 4.723 0.030

No 162 (81.00) 141 (83.93) 21 (65.62)

Yes 38 (19.00) 27 (16.07) 11 (34.38)
Consistency with clinical diagnosis, n (%) χ² = 6.187 0.013

Accord 165 (82.50) 144 (85.71) 21 (65.62)
Inconformity 35 (17.50) 24 (14.29) 11 (34.38)

Notes: SD: Standard Deviation; M: Median; Q₁: 1st Quartile; Q₃: 3rd Quartile; t: Student’s t test; t′: Satterthwaite t test; W: Wilcoxon rank sum 
test; χ²: Chi-square test; -: Fisher’s exact test.

Table 3 Comparison of Diagnostic Efficacy and Safety Between ROSE Group and Non-ROSE Group in Tumors

Variables Total (N=98) ROSE (N=80) ROSE (N=18) Statistics P

Biopsy number, Mean (±SD) 4.76 (±1.30) 4.66 (±1.33) 5.22 (±1.06) t = 1.680 0.096
Complications, n (%) – 0.658

Hemorrhage 5 (5.10) 5 (6.25) 0 (0.00)

Oxygenation index decreased 1 (1.02) 1 (1.25) 0 (0.00)
Secondary biopsy or not, n (%) – 0.252

No 71 (72.45) 60 (75.00) 11 (61.11)

Yes 27 (27.55) 20 (25.00) 7 (38.89)
Consistency with clinical diagnosis, n (%) χ² = 3.290 0.070

Accord 69 (70.41) 60 (75.00) 9 (50.00)

Inconformity 29 (29.59) 20 (25.00) 9 (50.00)

Notes: SD: Standard Deviation; M: Median; Q₁: 1st Quartile; Q₃: 3rd Quartile; t: Student’s t test; t′: Satterthwaite t test; W: Wilcoxon rank 
sum test; χ²: Chi-square test; -: Fisher’s exact test.
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group (P < 0.05), but there was no significant difference in the average number of biopsies and complication rate between the 
two groups (P > 0.05). The secondary biopsy rate in the tumor ROSE group was lower than that in the tumor non-ROSE 
group, although this difference was not statistically significant. The non-tumor ROSE group had a significantly lower 
secondary biopsy rate compared to the non-tumor non-ROSE group (P < 0.05), while there was no significant difference in 
the number of biopsies or complication rates between the two groups (P > 0.05). (Tables 2–4)

ROSE Staining Result
The typical cytological features of atypical cells under the microscope include irregular arrangement, large and deeply 
stained nuclei, and variations in cell size; normal columnar epithelial cells are arranged regularly, with relatively uniform 
cell size, polarity, and visible cilia (Figure 1).

Comparison of Safety Between EBUS-GS-TBLB and EBUS-TBNA
The EBUS-GS-TBLB group had a 9.37% complication rate (9/96), including 8 cases of significant hemorrhage and 1 
case of intraoperative oxygen desaturation due to bleeding. The average number of biopsies was 4.97 (± 1.43). The 
EBUS-TBNA group had a complication rate of 0% (0/104) and an average biopsy count of 4.48 (±1.07). Both the 
complication rate and the number of biopsies were significantly lower in the EBUS-TBNA group compared to the EBUS- 
GS-TBLB group (P<0.05) (Table 5).

Discussion
Currently, endobronchial ultrasound (EBUS) is a highly developed endoscopic interventional technology widely applied 
in respiratory internal medicine. It plays a crucial role in diagnosing and staging lung cancer and mediastinal lymph node 

Table 4 Comparison of Diagnostic Efficacy and Safety Between the ROSE Group and the Non-ROSE Group in 
Non-Tumor

Variables Total (N=102) ROSE (N=88) ROSE (N=14) Statistics P

Biopsy number, Mean (±SD) 4.66 (±1.26) 4.63 (±1.26) 4.86 (±1.29) t = 0.618 0.538

Complications, n (%) – 1.000

Hemorrhage 3 (2.94) 3 (3.41) 0 (0.00)
Oxygenation index decreased 0 (0.00) 0 (0.00) 0 (0.00)

Secondary biopsy or not, n (%) – 0.042

No 91 (89.22) 81 (92.05) 10 (71.43)
Yes 11 (10.78) 7 (7.95) 4 (28.57)

Consistency with clinical diagnosis, n (%) – 0.190
Accord 96 (94.12) 84 (95.45) 12 (85.71)

Inconformity 6 (5.88) 4 (4.55) 2 (14.29)

Notes: SD: Standard Deviation; M: Median; Q₁: 1st Quartile; Q₃: 3rd Quartile; t: Student’s t test; t′: Satterthwaite t test; W: Wilcoxon rank sum 
test; χ²: Chi-square test; -: Fisher’s exact test.

Figure 1 Microscopic Characteristics of the ROSE Image (×400). (A) Atypical cells from TBNA (histopathology: squamous cell carcinoma), (B) Atypical cells from TBNA 
(histopathology: small cell lung cancer), (C) Atypical cells from TBLB (histopathology: adenocarcinoma), (D) Atypical cells from TBLB (histopathology: lymphoma), (E) 
Granulomas from TBLB (histopathology: sarcoidosis).
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lesions, making the quality of histopathological specimens obtained during the procedure particularly critical, as it 
directly impacts subsequent diagnostic and therapeutic decisions.7,8

Rapid On-Site Evaluation (ROSE) of cellular cytology specimens is a valuable auxiliary technique. By promptly 
assessing the adequacy of on-site specimens, ROSE assists operators in evaluating the quality of biopsy samples, 
adjusting the biopsy site if necessary, and potentially reducing procedural time and associated risks. This technique is 
commonly employed in modern interventional pulmonology centers.9–11

Although histopathological specimens remain the gold standard for clinical diagnosis, recent studies suggest that 
ROSE results exhibit a degree of similarity to final pathological outcomes.12 However, the extent to which ROSE 
enhances diagnostic efficiency when combined with EBUS remains unclear and is a subject of ongoing debate in clinical 
practice.13–15 For instance, a retrospective study by Karan Madan13 found that ROSE did not improve the diagnostic 
yield of biopsies. Similarly, Ayşegul Şentürk16 reported no statistically significant difference in diagnostic outcomes 
between the ROSE and non-ROSE groups, although they noted that ROSE could reduce the overall procedure time and 
the number of biopsies required. Conversely, SinemIliaz17 et al demonstrated that ROSE can enhance diagnostic 
performance during EBUS, particularly for lung cancer, ensuring adequate histopathological material for molecular 
testing. Additionally, Chunhua Xu18 et al found that ROSE can increase the diagnostic rate and reduce procedure time 
without increasing serious complications. In this study, the overall diagnostic rate for the ROSE group was 85.71%, 
compared to 65.62% for the non-ROSE group. The diagnostic rate for the ROSE group was significantly higher than that 
of the non-ROSE group (P < 0.05), indicating that ROSE can enhance diagnostic accuracy.

During actual clinical procedures, unsatisfactory sampling or biopsy site selection often leads to false-negative 
histological and pathological results, necessitating a second clinical biopsy to aid in diagnosis. While EBUS enhances 
the accuracy of positioning during the procedure, the heterogeneity of certain lesions may result in biopsy samples that 
do not fully represent the overall characteristics of the lesion. Additionally, due to current technological constraints, 
simultaneous ultrasound guidance and biopsy for peripheral lung nodules are not feasible, potentially leading to false- 
negative results in the final biopsy. When integrated with ROSE, EBUS enables more effective evaluation of biopsy site 
accuracy and specimen adequacy through timely feedback on sampling specimens, thereby reducing the likelihood of 
requiring a secondary biopsy. In this study, we observed that the rate of secondary examinations in the ROSE group was 
significantly lower than in the non-ROSE group (P < 0.05). Notably, for the diagnosis of non-neoplastic lesions, the 
combination of EBUS and ROSE demonstrated additional advantages (P < 0.05). Additionally, our study observed 
a lower rate of secondary biopsies in the tumor ROSE group compared to the tumor non-ROSE group, although this 
difference was not statistically significant (P=0.07). This lack of significance may be due to the limited sample size, and 
further validation with larger, multi-center datasets is warranted.

Several recent studies have demonstrated that the application of ROSE in EBUS can decrease the number of biopsies and 
shorten operation time.11,18–20 However, due to variations in anesthesiologist selection methods, the operation time metric was 
not included in this study. The ROSE group required 4.64 (±1.29) fewer sampling attempts compared to the non-ROSE group, 
which required 5.06 (±1.16) attempts, though this difference was not statistically significant (P=0.09). This result may be 

Table 5 Safety Comparison Between EBUS-GS-TBLB and EBUS-TBNA

Variables Total (N=200) TBLB (N=96) TBNA (N=104) Statistics P

Biopsy number, Mean (±SD) 4.71 (±1.28) 4.97 (±1.43) 4.48 (±1.07) t′ = 2.730 0.007
Complications, n (%) – 0.001

Hemorrhage 8 (4.00) 8 (8.33) 0 (0.00)

Oxygenation index decreased 1 (0.50) 1 (1.04) 0 (0.00)
Secondary biopsy or not, n (%) χ² = 2.362 0.124

No 162 (81.00) 73 (76.04) 89 (85.58)

Yes 38 (19.00) 23 (23.96) 15 (14.42)

Notes: SD: Standard Deviation; M: Median; Q₁: 1st Quartile; Q₃: 3rd Quartile; t: Student’s t test; t′: Satterthwaite t test; W: Wilcoxon 
rank sum test; χ²: Chi-square test; -: Fisher’s exact test.

https://doi.org/10.2147/IJGM.S513395                                                                                                                                                                                                                                                                                                                                                                                                                                        International Journal of General Medicine 2025:18 2242

Xu et al                                                                                                                                                                              

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)



influenced by the small sample size or the necessity for multiple samplings for second-generation sequencing or molecular 
pathology. And it is suggested that ROSE has little effect on the incidence of complications in similar biopsies.

EBUS-guided transbronchial lung biopsy (EBUS-GS-TBLB) and EBUS-guided transbronchial needle aspiration 
(EBUS-TBNA) are two common interventional techniques used in the diagnosis of lung diseases. Both procedures are 
generally safe and well-tolerated.21,22 Common complications of EBUS-GS-TBLB include pneumothorax and 
bleeding,22 with a pneumothorax incidence of 2.8% in a study of 467 r-EBUS procedures, where 50% of patients 
required chest tube insertion. Two patients experienced bleeding volumes exceeding 300 mL, and four had bleeding 
volumes between 100–300 mL, but all patients had favorable outcomes.23 The complication rate for EBUS-TBNA is 
extremely low,24,25 with a meta-analysis of 1299 patients showing a complication rate of 0.15%. Skilled operators can 
further minimize complications.26 A multicenter study by George A Eapen et al confirmed the safety of EBUS-TBNA, 
reporting a total complication rate of 1.4%, often associated with concurrent transbronchial biopsy. The use of ROSE can 
further reduce the incidence of complications.8 In our study, all patients successfully completed the procedure without 
any operation-related deaths. We observed a higher incidence of complications and a greater number of biopsies in the 
EBUS-GS-TBLB group compared to the EBUS-TBNA group (P < 0.05), which may be attributed to the differences in 
the procedural techniques. Bleeding is the most common complication in EBUS-GS-TBLB operations.

This study is a single-center retrospective analysis with limited sample sizes for some subgroups, making it challenging to 
perform detailed subgroup comparisons. Further validation requires larger-scale and multicenter prospective studies.

Conclusion
Our study demonstrates that the integration of ROSE with EBUS enhances the diagnostic accuracy of lung lesion 
biopsies while reducing the need for repeat examinations and the incidence of complications. This combination appears 
particularly beneficial for diagnosing non-tumor lesions. The probability of complications and the number of biopsies 
were lower in the EBUS-TBNA group compared to the EBUS-GS-TBLB group, which may be related to the two surgical 
operation methods. Bleeding is the most common complication in EBUS-GS-TBLB operation, and general anesthesia 
sedation may reduce the incidence of pneumothorax. The expertise of endoscopists and the implementation of ROSE 
(Rapid On-Site Evaluation) intervention ensure the broad advancement of ultrasound-guided procedures. Certainly, 
future studies should strive to increase the sample size to enhance statistical power and generalizability. Furthermore, 
we aim to acquire multi-center clinical research data to validate these findings.

Abbreviations
ROSE, Rapid on-site evaluation; EBUS, Endobronchial ultrasound; EBUS-GS-TBLB, Endobronchial ultrasound com
bined with transbronchial lung biopsy with a guide sheath; EBUS-TBNA, Endobronchial ultrasound combined with 
transbronchial needle aspiration; PBS, Phosphate-buffered saline.

Ethics Approval and Informed Consent
This study was conducted in accordance with the Declaration of Helsinki and other relevant ethical guidelines and 
regulations. Ethical approval (Reference Number: 20190725-027) was obtained from the Ethical Review Committee of 
Sir Run Run Shaw Hospital, School of Medicine, Zhejiang University. The Institutional Review Board (IRB) of Sir Run 
Run Shaw Hospital determined that informed consent was not required for the use of retrospective data, provided that all 
personal identifiers were removed from the dataset. This waiver of informed consent was granted due to the study’s 
retrospective nature and the use of de-identified data. All methods and procedures in this study were carried out in 
compliance with the approved protocol and relevant ethical standards.

Funding
This study was supported by a research grant (2020KY591) from the Medical and Health Research Project of Zhejiang 
Province and Medical Education Branch of Chinese Medical Association and National Medical Education Development 
Center 2023 medical education research project (grant number: 2023B328), and Zhejiang Provincial Medical Science and 
Technology Foundation of China (grant number: 2022RC195).

International Journal of General Medicine 2025:18                                                                             https://doi.org/10.2147/IJGM.S513395                                                                                                                                                                                                                                                                                                                                                                                                   2243

Xu et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)



Disclosure
The authors have no conflicts of interest to declare in this work.

References
1. Hurter T, Hanrath P. Endobronchial sonography: feasibility and preliminary results. Thorax. 1992;47(7):565–567. doi:10.1136/thx.47.7.565
2. Kurimoto N, Murayama M, Yoshioka S, Nishisaka T, Inai K, Dohi K. Assessment of usefulness of endobronchial ultrasonography in determination 

of depth of tracheobronchial tumor invasion. Chest. 1999;115(6):1500–1506. doi:10.1378/chest.115.6.1500
3. Yasufuku K, Chiyo M, Koh E, et al. Endobronchial ultrasound guided transbronchial needle aspiration for staging of lung cancer. Lung Cancer. 

2005;50(3):347–354. doi:10.1016/j.lungcan.2005.07.013
4. van der Heijden EH, Casal RF, Trisolini R, et al. Guideline for the acquisition and preparation of conventional and endobronchial ultrasound-guided 

transbronchial needle aspiration specimens for the diagnosis and molecular testing of patients with known or suspected lung cancer. Respiration. 
2014;88(6):500–517. doi:10.1159/000368857

5. Gianella P, Soccal PM, Plojoux J, et al. Utility of Rapid On-Site Cytologic Evaluation during Endobronchial Ultrasound-Guided Transbronchial 
Needle Aspiration in Malignant and Nonmalignant Disease. Acta Cytol. 2018;62(5–6):380–385. doi:10.1159/000493334

6. Ravaioli S, Bravaccini S, Tumedei MM, Pironi F, Candoli P, Puccetti M. Easily detectable cytomorphological features to evaluate during ROSE for 
rapid lung cancer diagnosis: from cytology to histology. Oncotarget. 2017;8(7):11199–11205. doi:10.18632/oncotarget.13204

7. Ozturk A, Gullu YT. Excellence in non-small cell lung cancer staging by endobronchial-TBNA: comparison with PET-CT and surgery. Minim 
Invasive Ther Allied Technol. 2019;28(4):213–219. doi:10.1080/13645706.2018.1513944

8. Ma L, Fang Y, Zhang T, et al. Comparison in efficacy and safety of forceps biopsy for peripheral lung lesions guided by endobronchial 
ultrasound-guided sheath (EBUS-GS) and electromagnetic navigation bronchoscopy combined with EBUS (ENB-EBUS). Am J Transl Res. 
2020;12(8):4604–4611.

9. Trisolini R, Cancellieri A, Tinelli C, et al. Rapid on-site evaluation of transbronchial aspirates in the diagnosis of hilar and mediastinal adenopathy: 
a randomized trial. Chest. 2011;139(2):395–401. doi:10.1378/chest.10-1521

10. Baram D, Garcia RB, Richman PS. Impact of rapid on-site cytologic evaluation during transbronchial needle aspiration. Chest. 2005;128 
(2):869–875. doi:10.1378/chest.128.2.869

11. Yan S, Pan L, Chen J, Jiang H, Gong L, Jin F. Application of rapid on-site evaluation combined with flexible bronchoscopy in the diagnosis of lung 
lesions. Ann Diagn Pathol. 2024;69:152261. doi:10.1016/j.anndiagpath.2023.152261

12. Nakajima T, Yasufuku K, Saegusa F, et al. Rapid on-site cytologic evaluation during endobronchial ultrasound-guided transbronchial needle 
aspiration for nodal staging in patients with lung cancer. Ann Thorac Surg. 2013;95(5):1695–1699. doi:10.1016/j.athoracsur.2012.09.074

13. Madan K, Dhungana A, Mohan A, et al. Conventional Transbronchial Needle Aspiration Versus Endobronchial Ultrasound-guided Transbronchial 
Needle Aspiration, With or Without Rapid On-Site Evaluation, for the Diagnosis of Sarcoidosis: a Randomized Controlled Trial. J Bronchology 
Interv Pulmonol. 2017;24(1):48–58. doi:10.1097/LBR.0000000000000339

14. Gu P, Zhao YZ, Jiang LY, Zhang W, Xin Y, Han BH. Endobronchial ultrasound-guided transbronchial needle aspiration for staging of lung cancer: 
a systematic review and meta-analysis. EurJ Cancer. 2009;45(8):1389–1396. doi:10.1016/j.ejca.2008.11.043

15. Ito T, Okachi S, Ikenouchi T, et al. The Value of Additional Conventional Transbronchial Biopsy in the Negative Results of Rapid On-site 
Evaluation During Endobronchial Ultrasound With Guide Sheath to Diagnose Small Peripheral Lung Cancer. Technol Cancer Res Treat. 
2021;20:15330338211043040. doi:10.1177/15330338211043040

16. Senturk A, Celik D, Aksoy Altinboga A. Rapid on-site evaluation (ROSE) during endobronchial ultrasound bronchoscopy (EBUS) in the diagnosis 
of granulomatous diseases. Int J Clin Pract. 2021;75(12):e15002. doi:10.1111/ijcp.15002

17. Iliaz S, Caglayan B, Bulutay P, Armutlu A, Uzel I, Ozturk AB. Rapid On-site Evaluation and Final Cytologic Diagnoses Correlation During 
Endobronchial Ultrasonography. J Bronchology Interv Pulmonol. 2022;29(3):191–197. doi:10.1097/LBR.0000000000000809

18. Xu C, Wang W, Yuan Q, Hu H, Li L, Yang R. Rapid On-Site Evaluation During Radial Endobronchial Ultrasound-Guided Transbronchial Lung 
Biopsy for the Diagnosis of Peripheral Pulmonary Lesions. Technol Cancer Res Treat. 2020;19:1533033820947482. doi:10.1177/ 
1533033820947482

19. Jain D, Allen TC, Aisner DL, et al. Rapid On-Site Evaluation of Endobronchial Ultrasound-Guided Transbronchial Needle Aspirations for the 
Diagnosis of Lung Cancer: a Perspective From Members of the Pulmonary Pathology Society. Arch Pathol Lab Med. 2018;142(2):253–262. 
doi:10.5858/arpa.2017-0114-SA

20. Simon M, Pop B, Toma IL, Vallasek AK, Simon I. The use of EBUS-TBNA and ROSE in the diagnosis of lung cancer. Rom J Morphol Embryol. 
2017;58(1):79–87.

21. Liu T, Zhang W, Liu C, Wang L, Gao H, Jiang X. Efficacy of endobronchial ultrasound-guided transbronchial needle aspiration in the diagnosis of 
mediastinal and hilar lesions. Curr Med Imaging. 2023;2023:1. doi:10.2174/1573405620666230428121243

22. Sryma PB, Mittal S, Madan NK, et al. Efficacy of Radial Endobronchial Ultrasound (R-EBUS) guided transbronchial cryobiopsy for peripheral 
pulmonary lesions (PPL.s): a systematic review and meta-analysis. Pulmonology. 2023;29(1):50–64. doi:10.1016/j.pulmoe.2020.12.006

23. Chen A, Chenna P, Loiselle A, Massoni J, Mayse M, Misselhorn D. Radial probe endobronchial ultrasound for peripheral pulmonary lesions. A 
5-year institutional experience. Ann Am Thorac Soc. 2014;11(4):578–582. doi:10.1513/AnnalsATS.201311-384OC

24. Varela-Lema L, Fernandez-Villar A, Ruano-Ravina A. Effectiveness and safety of endobronchial ultrasound-transbronchial needle aspiration: 
a systematic review. Eur Respir J. 2009;33(5):1156–1164. doi:10.1183/09031936.00097908

25. Eapen GA, Shah AM, Lei X, et al. Complications, consequences, and practice patterns of endobronchial ultrasound-guided transbronchial needle 
aspiration: results of the AQuIRE registry. Chest. 2013;143(4):1044–1053. doi:10.1378/chest.12-0350

26. Jantz MA. The old and the new of sedation for bronchoscopy. Chest. 2009;135(1):4–6. doi:10.1378/chest.08-2466

https://doi.org/10.2147/IJGM.S513395                                                                                                                                                                                                                                                                                                                                                                                                                                        International Journal of General Medicine 2025:18 2244

Xu et al                                                                                                                                                                              

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1136/thx.47.7.565
https://doi.org/10.1378/chest.115.6.1500
https://doi.org/10.1016/j.lungcan.2005.07.013
https://doi.org/10.1159/000368857
https://doi.org/10.1159/000493334
https://doi.org/10.18632/oncotarget.13204
https://doi.org/10.1080/13645706.2018.1513944
https://doi.org/10.1378/chest.10-1521
https://doi.org/10.1378/chest.128.2.869
https://doi.org/10.1016/j.anndiagpath.2023.152261
https://doi.org/10.1016/j.athoracsur.2012.09.074
https://doi.org/10.1097/LBR.0000000000000339
https://doi.org/10.1016/j.ejca.2008.11.043
https://doi.org/10.1177/15330338211043040
https://doi.org/10.1111/ijcp.15002
https://doi.org/10.1097/LBR.0000000000000809
https://doi.org/10.1177/1533033820947482
https://doi.org/10.1177/1533033820947482
https://doi.org/10.5858/arpa.2017-0114-SA
https://doi.org/10.2174/1573405620666230428121243
https://doi.org/10.1016/j.pulmoe.2020.12.006
https://doi.org/10.1513/AnnalsATS.201311-384OC
https://doi.org/10.1183/09031936.00097908
https://doi.org/10.1378/chest.12-0350
https://doi.org/10.1378/chest.08-2466


International Journal of General Medicine                                                                                   

Publish your work in this journal 
The International Journal of General Medicine is an international, peer-reviewed open-access journal that focuses on general and internal 
medicine, pathogenesis, epidemiology, diagnosis, monitoring and treatment protocols. The journal is characterized by the rapid reporting of 
reviews, original research and clinical studies across all disease areas. The manuscript management system is completely online and includes a 
very quick and fair peer-review system, which is all easy to use. Visit http://www.dovepress.com/testimonials.php to read real quotes from 
published authors.  

Submit your manuscript here: https://www.dovepress.com/international-journal-of-general-medicine-journal

International Journal of General Medicine 2025:18                                                                                    2245

Xu et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress

	Introduction
	Materials and Methods
	Patients
	Intrabronchial Ultrasound Biopsy
	Rapid On-Site Evaluation (ROSE)
	Final Diagnosis
	Statistical Methods
	Descriptive Analysis
	Confidence Level and Statistical Software


	Results
	General Clinical Information in the ROSE Group and Non-ROSE Group
	Diagnostic Efficacy and Safety Comparison Between the ROSE Group and Non-ROSE Group
	ROSE Staining Result
	Comparison of Safety Between EBUS-GS-TBLB and EBUS-TBNA

	Discussion
	Conclusion
	Abbreviations
	Ethics Approval and Informed Consent
	Funding
	Disclosure

