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Response to Reviewer’s Comments 

 

Reviewer #1: The authors did a retrospective multi institutional database search on pts 

with NMIBC receiving BCG (n=2600)- 1600 w/ adequate BCG) between 2001 and 

2020. Thy report cancer outcomes (OS, CSS, RFS, PFS) on long-term use of different 

BCG strains. Median FU is 11 yr on the 19 yr inclusion. interesting report 

 

Intro- update references (ie.PMID: 32446864) 

Response: Updated as the 4th reference. Thank you! 

  

Methods- add ethics approval; add more detail on data and variables extraction. 

Response: Ethics approval added (Methods- paragraph 1). The details on data and 

variables extraction were described in the Methods-Data Collection part. Thank you 

very much! 

 

Results: 

Why did you choose HTN and DLP as covariates to highlight?  

Response: Thank you for your question. Based on the CDARS, we can retrieve 

diagnosis data for assessing the baseline healthy status of target population. We 

assessed the patient's comorbidity index according to the public webpage 

(https://www.mdcalc.com/calc/3917/charlson-comorbidity-index-cci). Although the 

Charlson Comorbidity Index already includes 16 types of diseases, the hypertension 

and hyperlipidemia were excluded. Considering that these two diseases are also very 

common and patients would take related drugs for them, we think it is worth to add in. 

 

It seems like the population included belongs to a very sick subgroup of patients (50% 

CCI 3-4, 28% CCI 5)- please provide a rational-  

Response: Thank you for the question. CDARS is a very comprehensive electronic 

database so it can capture most if not all of the morbidity information of our patients. 

The median age of intermediate- and high-risk non-muscle-invasive bladder cancer 

patients in Hong Kong was over 70 years old (Table 1) and it is common for them to 

develop other medical conditions at this age, so this may also explain the relatively 

high CCI in our cohort.  

 

one would expect those subgroups to receive less adequate BCG and DOC to be 

primary. You might have to provide more detail on the results section on that sense. 

Response: Thank you for the question. The additional details were provided in 

supplementary Table 2. 

 

please provide more detail on number of events per group. 

Response: Thank you for the question. The additional details were provided in 

supplementary Table 3. 

 

Discussion: 

Response to Reviewers' Comments

https://www.mdcalc.com/calc/3917/charlson-comorbidity-index-cci


please add PMID: 28286068; PMID: 37046598 and discuss NIMBUS trial for dosing 

purpose (PMID: 32446864) 

Response: We have revised the discussion section accordingly, thank you very much! 

 

please discuss applicability of your findings on daily clinical practice. 

Response: We have revised the discussion section accordingly, thank you very much! 

 

 

Minor:  

% on abstract don't add up; 

Response: Updated the Tokyo strain group percentage as 39.0%. Thank you! 

 

please make sure to keep up with terminology- either BCSM or CSS on methods;  

Response: Unified as CSS. Thank you! 

 

since median FU is 11 yr might be worth updating the figure for 10-15 years max for 

visual purpose 

Response: Figures were updated, thank you. 
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Abstract 

Background 

Current EAU guidelines support Adjuvant intravesical BCG treatment after Tran 

Urethral Resection of Bladder Tumour (TURBT) on intermediate- or high-risk Non-

Muscle-Invasive Bladder Cancer (NMIBC) patients, aiming to reduces the risk of tumor 

recurrence. The quality of data, however, does not allow definitive conclusions on 

whether different strains and dosages of BCG have different efficacies on long-term 

survival outcomes. 

 

Objective 

To evaluate long-term survival outcomes of different strains and dosages of BCG in 

patients with NMIBC. 

 

Design, setting, and participants 

All NMIBC patients treated with intravesical BCG therapy from 2001 to 2020 were 

identified using a territory-wide database in Hong Kong.  

 

Exposures 

BCG strains and dosages (Connaught strain 81mg, Connaught strain 27mg, Tokyo 

strain 80mg, Danish strain 30mg) were retrieved from medical records. 

 

Main outcomes and measures 

Overall Survival (OS), Cancer-Specific Survival (CSS), Recurrence-Free Survival 

(RFS), and Progression-Free Survival (PFS) were analyzed using Kaplan-Meier 

method. Multivariable Cox regression analysis was used to adjust potential 

confounding factors, and to estimate Hazard Ratio (HR) and 95% Confidence Interval 

(CI) of different BCG strains. Further subgroup analysis on adequate versus 

inadequate BCG treatment was performed.  

 

Results 



A total of 2,602 NMIBC patients treated with intravesical BCG were identified. 

Among them, 1291 (49.6%) received Connaught strain 81mg, 199 (7.6%) received 

Connaught strain 27mg, 1014 (39.0%) received Tokyo strain, and 98 (3.8%) received 

Danish strain. The median follow-up was 11.0 years. No statistical significant 

differences in OS, CSS, RFS and PFS were detected among the different groups. At 

multivariable analysis, the Connaught strain 27mg group was inferior to the 

Connaught strain 81mg group in OS (HR: 1.26, 95% CI: 1.05-1.51), CSS (HR: 1.69, 

95% CI: 1.08-2.66) and PFS (HR: 1.86, 95% CI: 1.20-2.88). Adequate BCG treatment 

was associated with improved OS (HR: 0.82, 95% CI: 0.73-0.92), CSS (HR: 0.64, 

95% CI: 0.47-0.86), RFS (HR: 0.80, 95% CI: 0.70-0.92), and PFS (HR: 0.52, 95% CI: 

0.39-0.68). Among patients treated with adequate BCG, at multivariable analysis the 

Connaught strain 27mg group showed worst results as compared to the Connaught 

strain 81mg group in CSS (HR: 1.93, 95% CI: 1.07-3.51). Compared to the 

Connaught strain 81mg group, both Tokyo and Danish strains had similar survival 

outcomes in the whole cohort and the adequate BCG treatment subgroup. 

 

Conclusions 

In this cohort study, adequate BCG remains the most important factor in optimizing 

survival outcomes in patients with intermediate- and high-risk NMIBC. No significant 

differences in survival outcomes were observed between full-dose Connaught, Tokyo, 

and Danish strains. Reduced-dose Connaught strain was associated with the worst 

survival outcomes.  

 

Patient Summary 

We evaluated the efficacy of different strains and dosages of BCG in patients with 

intermedia- or high-risk NMIBC in the past two decades in Hong Kong. We conclude 

no significant differences in long-term survival outcomes in terms of full-dose 

Connaught, Tokyo, and Danish strains, while the reduced-dose Connaught strain was 

inferior to the full-dose group. Adequate BCG treatment benefits long-term survival.  



1. Introduction 

Bladder cancer is the tenth most common malignancy worldwide, while it ranks sixth 

when only the male gender is considered. The estimated number of new bladder cancer 

cases in 2020 was 573,278, and the deaths reached 212,536 1. Its mortality rate ranks 

13th in developed countries 2 with a huge burden to health care system 3. 

The standard first-line treatment of intermediate- and high-risk NMIBC is 

Transurethral Resection of Bladder Tumour (TURBT) followed by adjuvant 

intravesical Bacillus Calmette–Guérin (BCG) therapy 4. Currently, several strains of 

BCG are available for clinical usage;  However, whether there is any difference 

between different strains and dosages of BCG in terms of long-term survival outcomes 

remains controversial and the available evidences does not allow definitive conclusions:  

Rentsch et al. reported that treatment with BCG Connaught conferred significantly 

greater 5-yr recurrence-free survival than with BCG Tice 5; Sengiku et al. compared the 

complete response, recurrence-free survival and adverse event rates of the Tokyo and 

Connaught strains, and concluded that there were no significant differences between 

the two strains 6. The aim of our study was to assess the efficacy of different BCG 

strains by using a territory-wide database in Hong Kong. 

 



2. Method 

Study Design and Data Source 

Our BCG cohort was identified using the Clinical Data Analysis and Reporting 

System (CDARS) under the management of the Hospital Authority, Hong Kong. 

CDARS is an electronic healthcare database that covers the patients’ demographics, 

death, diagnoses, procedures, drug prescription and dispensing history, and laboratory 

results from all public hospitals and clinics in Hong Kong. It represents inpatient and 

outpatient data of approximately 80% of the 7.4 million population in Hong Kong. 

Patients are de-identified in CDARS to ensure confidentiality. Different territory-wide 

studies were previously conducted using CDARS. The International Classification of 

Diseases, Ninth Revision, Clinical Modification (ICD-9-CM) coding was used in 

CDARS 7-9. The study protocol was approved by the Joint Chinese University of Hong 

Kong - New Territories East Cluster Clinical Research Ethics Committee. The ethics 

approval reference number is CRE-2021.599. The study protocol conformed to the 

ethical guidelines of the 1975 Declaration of Helsinki. Informed consented was waived 

given the retrospective nature of this study. 

 

Cohort definition 

All consecutive adult patients with NMIBC who were treated with BCG 

intravesically between January 2001 and December 2020 in Hong Kong were  

identified. In Hong Kong, the treatment indications for BCG followed the clinical 

practice guideline of the European Association of Urology (EAU) 10. Surveillance 

cystoscopy was also performed according to the EAU guidelines 10. There were two 

main exclusion criteria: (1) Patients who received more than one strain of BCG, and (2) 

patients who had known history of or concomitant Upper Tract Urothelial Carcinoma 

(UTUC).  

 

Data Collection 

Baseline data was retrieved at the date of initiation of intravesical BCG treatment. 

Demographic data, including date of birth, sex, date of registered death, and main death 



cause were captured. At baseline, data on 16 comorbidities (myocardial infarction, 

congestive heart failure, peripheral vascular disease, cerebrovascular accident or 

transient ischemic attack, dementia, chronic obstructive pulmonary disease, connective 

tissue disease, peptic ulcer disease, liver disease, diabetes mellitus, hemiplegia, 

moderate to severe chronic kidney disease, solid tumour other than bladder cancer, 

leukemia, lymphoma, AIDS) based on the Charlson Comorbidity Index (CCI) and two 

other diseases (hypertension and hyperlipidemia) were retrieved using the ICD-9-CM 

diagnosis codes (Supplementary Table 1). Briefly, the unique reference key of patients, 

the exact diagnosis date, and the diagnosis description of comorbidities were extracted 

until the last follow-up date. 

 

Outcomes 

The primary outcome was Overall Survival (OS), the secondary outcomes were 

Cancer-Specific Survival (CSS), Recurrence-Free Survival (RFS) and Progression-Free 

Survival (PFS). The INDEX date was the starting date of BCG. 

 OS was identified as the period from INDEX to date of registered death or last 

follow-up. The CSS was determined by the registered cause of death. Recurrence date 

was defined as the date of first TURBT after INDEX. Progression date was defined as 

the date of radical cystectomy or the date of first radiotherapy/ chemotherapy/ PD-L1 

or PD-1 drugs administration after INDEX.  

The adequate BCG therapy was defined as at least five of six induction instillations 

and at least one maintenance (two of three instillations) in a 6-month period 11. 

 

Statistical Analysis 

Data was analyzed using SPSS version 25.0 (SPSS, Inc., Chicago, Illinois) and R 

software (4.2.0; R Foundation for Statistical Computing, Vienna, Austria). Analysis 

was first performed for the whole BCG cohort. Further subgroup analysis was 

performed for patients who received adequate BCG treatment. Continuous variables 

were expressed in mean ± Standard Deviation (SD) or median (Interquartile Range 

[IQR]), as appropriate, whereas categorical variables were presented as numbers 



(percentage). Qualitative and quantitative differences between subgroups were 

analyzed by the χ2 test for categorical parameters and Mann-Whitney test for 

continuous parameters, as appropriate. Kaplan-Meier analysis was performed, and 

significance was determined by a log-rank test. Multivariate Cox regression analyses 

were performed to adjust for potential confounding factors. A p-value of <0.05 was 

considered statistically significant.  



3. Result 

Baseline Demographic Characteristics 

A total of 3334 NMIBC patients who received intravesical BCG were identified from 

CDARS. Among them, 732 patients were excluded: 507 patients received two or more 

strains of BCG, and 225 patients had history of or concomitant UTUC. Finally, 2602 

NMIBC patients who received one stain of intravesical BCG therapy were included; 

1291 received 81mg Connaught strain, 199 received 27mg Connaught, 1014 received 

Tokyo strain, and 98 received Danish strain (Figure 1).  

Among the 2602 patients, 1351 (51.9%) received adequate BCG treatment (Table 1). 

The detail of adequate BCG treatment distribution was provided in supplementary 

Table 2. The median age of the whole cohort was 73 years (IQR 65-79), 78.7% were 

males. Regarding CCI, 26.9% had a score of 0-2, 44.9% had a score of 3-4, and 28.3% 

 addition, 52.3% of the patients had hypertension, and 27.6% had 

hyperlipidemia. The median follow-up was 11.0 years. The number of events and 

median follow-up of each group were depicted in supplementary Table 3. 

 

Comparison between Different BCG Groups 

There were significant differences in the rates of adequate treatment rate (p <0.01), 

age (p =0.01), and the proportion of patients with hypertension (p <0.01) and 

hyperlipidemia (p <0.01), between different BCG groups (Table 1). On the other hand, 

there was no difference in gender (p =0.73) and the CCI score (p =0.07) between the 

BCG groups. 

 

Survival Outcomes 

Upon Kaplan-Meier analysis, no statistical significant differences were found in OS 

(p =0.06), CSS (p =0.09), RFS (p =0.13), and PFS (p =0.10) among the different BCG 

strains groups (Figure 2). At Multivariable Cox regression analysis, adequate BCG 

treatment was an independent protective factor for OS (HR: 0.82, 95% CI: 0.73-0.92), 

CSS (HR: 0.64, 95% CI: 0.47-0.86), RFS (HR: 0.80, 95% CI: 0.70-0.92), and PFS (HR: 

0.52, 95% CI: 0.39-0.68). Compared to the 81mg Connaught group, the 27mg (reduced) 



Connaught group was associated with worse OS (HR: 1.26, 95%CI:1.05-1.51), CSS 

(HR: 1.69, 95%CI:1.08-2.66), and PFS (HR: 1.86, 95%CI:1.20-2.88). Both the Tokyo 

and Danish strain had comparable survival outcomes with the 81mg Connaught group. 

Higher age was an independent risk factor for OS (HR: 1.06, 95% CI: 1.05-1.07), CSS 

(HR: 1.05, 95% CI: 1.02-1.07), and RFS (HR: 1.01, 95% CI: 1.00-1.02), while male 

gender was an independent risk factor for OS (HR: 1.49, 95% CI: 1.29-1.73), RFS (HR: 

1.26, 95% CI: 1.06-1.49), and PFS (HR: 1.84, 95% CI: 1.25-2.73). A CCI score of 5 

was associated with worse OS (HR: 3.02 95%CI:1.17-7.78). On the other hand, 

hyperlipidemia was associated with better OS (HR: 0.82, 95%CI:0.70-0.97) (Table 2).  

 

Subgroup Analysis for adequate BCG treatment 

We performed further subgroup analysis in patients receiving adequate BCG usage. 

There were no significant differences in terms of age (p =0.36), gender (p =0.57) and 

CCI score (p =0.18) between the BCG groups. There were significant differences in the 

proportion of patients with hypertension (p<0.01) and hyperlipidemia (p<0.01) between 

the BCG groups (Table 3). 

On Kaplan-Meier analysis, there were no significant differences between groups in 

OS (p =0.33), CSS (p =0.07), RFS (p =0.14), and PFS (p =0.54) (Figure 3). 

Multivariable Cox regression showed that the 27mg (reduced) Connaught dose was 

inferior to the 81mg (full) Connaught dose in CSS (HR: 1.93, 95%CI: 1.07-3.51). Both 

Tokyo and Danish strains had comparable survival outcomes with the 81mg (full) 

Connaught group. Older patients showed worse OS (HR: 1.07, 95%CI: 1.05-1.09), CSS 

(HR: 1.07, 95%CI: 1.03-1.11) and RFS (HR: 1.02, 95%CI: 1.00-1.03), while male 

gender was associated with worse OS (HR: 1.52, 95%CI: 1.23-1.89) and RFS (HR: 

1.39, 95%CI: 1.08-1.80). CCI score of 5 was no longer associated with worse OS, but 

hyperlipidemia remained a significant factor associated with better OS (HR: 0.75, 95% 

CI: 0.59-0.94) (Table 4).



4. Discussion 

To our knowledge, the is one of the largest BCG cohorts12 and we utilized it to 

investigate the efficacies of different strains and dosages of intravesical BCG in patients 

with NMIBC. Our cohort also had a long median follow-up of 11.0 years, which 

provided important information regarding the long-term survival outcomes follow 

intravesical BCG therapy. Our study results highlighted three key messages: 1) 

Adequate BCG treatment is extremely important to optimize survival outcomes, 2) 

Full-dose Connaught strain, Tokyo strain and Danish strain had no difference in long-

term survival outcomes, and 3) Reduced-dose Connaught strain had worse survival 

outcomes than full-dose Connaught strain. Therefore, in patients with intermediate- and 

high-risk NMIBC, we should always aim for adequate full-dose BCG treatment, 

regardless the type of BCG strain. 

 

So far, at least 16 different strains of BCG have been used in clinical practice 

worldwide13. The first BCG was developed when mycobacterium bovis underwent the 

process of attenuation from 1908 to 1921.  It is actually quite common for BCG strains 

to lost one of the key regions, RD114,15. A series of genomic alterations can occur over 

time, which branches them off from the original BCG strain 16. Due to the genetic 

differences between BCG vaccine strains, phenotypic properties such as reactogenicity 

and immunogenicity might be influenced, and whether such differences could affect 

their clinical efficacies in treating bladder cancer remained controversial 17.  

 

Thyavihally et al. reported no significant differences between Danish 1331 and 

Moscow-I strain in RFS and PFS, but a significantly higher incidence of moderate to 

severe adverse events in BCG Moscow-I strain18. Another study comparing adjuvant 

intravesical BCG Tice strain with RIVM strain for high-risk NMIBC demonstrated that 

the Tice strain was superior to RIVM for RFS, but no significant differences were 

detected for PFS and CSS 19. For the Tice strain vs. Connaught strain, Chen et al. also 

reported no difference in 3-year RFS and PFS20. A network meta-analysis focus on the 

impact of different BCG strains on the RFS demonstrated that Tokyo, Pasteur, and TICE 



strains were both superior to chemotherapy, but there wasn’t a clear superiority of one 

strain 17. Recently, a systematic review highlights potential enhanced benefits from the 

genetically different BCG RIVM, Tice, and Tokyo 172 strains21. However, no clinically 

significant lower recurrence rate was identified. Our study showed no difference 

between full-dose Connaught, Tokyo and Danish strains in terms of OS, CSS, RFS and 

PFS. Unfortunately, BCG Tice strain was not used in Hong Kong and we are able to 

investigate its efficacy in this study. However, we provide Real word-evidence of worst 

results in terms of CSS for patient receiving reduced-dose Connaught strain, regardless 

of whether adequate treatment is administered or not. Grimm et al. reported reduced 

BCG instillation frequency from 15 to 9 led to higher recurrence rates (HR: 0.39, upper 

part of the one-sided 97.5% CI being 0.66)4. The current evidence suggested that both 

reducing the dosage of BCG and frequency of instillation will lead to suboptimal 

therapeutic efficacy. 

 

Several factors were associated with survival outcomes according to our findings. 

First, older patients had worse survival outcomes: with increasing age, the natural 

immune system aging 22 could led to a down-regulated of the immune response towards 

BCG treatment. Second, male gender was associated with worse survival outcomes. In 

Hong Kong, the rate of tobacco use was also much higher in the male population 23, 

and this might explain our findings 24. However, data on smoking was not retrievable 

through CDARS, and we were not able to further confirm our hypothesis. Third, we 

found that hyperlipidemia was associated with better OS: this counterintuitive 

phenomenon might be explained by the potential benefit of statins usage. Ferro et al. 

reported results from 1510 patients with T1 high grade NMIBC and they found statin 

use was independently associated with a lower risk of recurrence (HR:0.80, 95%CI: 

0.67-0.95; P=0.009). The median recurrence-free survival was 47 (95%CI 40-49) 

months in those classified as non-statin users vs. 53 (95%CI 48-68) months in those 

classified as statin users 25. Further investigations are needed to assess the potential 

benefits of statins usage in NMIBC patients. 

 



In conclusion, our findings suggest that different full-dose adequate BCG treatment 

had similar long-term survival benefits, which encourage clinical practice follow the 

current guideline. It is possible to postulate potential benefits from drugs related to 

chronic diseases (i.e.: hyperlipidemia), that however needs further investigations. 

 

Several limitations need to be reported in our study. First, our BCG patients and their 

medical conditions were retrieved primarily by diagnostic codes. Although the same 

electronic system was used in all public hospitals in Hong Kong, there could be missing 

data and the data accuracy can be affected. Second, only three strains (Connaught, 

Tokyo, and Danish strain) were available and used in Hong Kong for the past two 

decades. Therefore, we were not able to extend our analysis to all of the currently 

available BCG strains worldwide. Third, some data such as the histological reports and 

imaging results could not be retrieved through the electronic database. As urologists in 

Hong Kong follow the EAU guidelines closely, we assumed that intravesical BCG was 

only use for patients with intermediate- and high-risk NMIBC. Recurrence was defined 

by the need of TURBT, and progression event was defined by the need of cystectomy, 

radiotherapy or initiation of systemic treatment. However, these assumptions are prone 

to error, and the data accuracy might be affected. Despite these limitations, this is by 

far the largest BCG cohort around the world with long-term survival data, and we do 

believe our study provide important information regarding the efficacy of BCG in the 

long-run. 

 

 

  



5. Conclusion 

Adequate BCG remains the most important factor to optimize survival outcomes 

in patients with intermediate- and high-risk NMIBC. We did not observe any significant 

differences in survival outcomes were between full-dose Connaught, Tokyo, and 

Danish strains. Patients who received reduced-dose Connaught strain had worst 

survival outcomes. 



Figure and Table 

Figure 1. Flow chart for creation of the patient cohort dataset. 

Figure 2. Survival outcomes of different BCG groups. A) Overall survival, B) Cancer-

specific survival, C) Recurrence-free survival, D) Progression-free survival. 

Figure 3. Survival outcomes of the adequate cohort of different BCG groups. A) Overall 

survival, B) Cancer-specific survival, C) Recurrence-free survival, D) Progression-free 

survival. 

 

Table 1. Baseline characteristics of the different BCG groups. 

Table 2. Multivariable Cox regression analysis on the whole BCG cohort. 

Table 3. Baseline characteristics between groups of the adequate cohort. 

Table 4. Multivariable Cox regression analysis of the adequate BCG cohort. 

 

Supplementary Table 1. ICD-9-CM diagnosis codes of comorbidities. 

Supplementary Table 2. The distribution of adequate BCG treatment. 

Supplementary Table 3. The number of events and median follow-up of different BCG 

groups. 
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Take home message 

In this large BCG cohort study, we demonstrated that no significant differences in 

survival outcomes were observed between full-dose Connaught, Tokyo, and 

Danish strains. Reduced-dose Connaught strain was associated with the worst 

survival outcomes. Adequate BCG remains the most important factor in optimizing 

survival outcomes in patients with intermediate- and high-risk NMIBC. 

Take Home Message
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Characteristics 

Connaught Strain 

81mg 

N = 1291 

Connaught Strain 

27mg 

N = 199 

Tokyo Strain 

N = 1014 

Danish Strain 

N = 98 

Total 

N = 2602 
P value 

Adequate BCG 
      

    No 686 (53.1) 63 (31.7) 449 (44.3) 53 (54.1) 1251 (48.1) 
<0.01 

    Yes 605 (49.6) 136 (68.3) 565 (55.7) 45 (45.9) 1351 (51.9) 

Age, median [IQR] 74.0 [66.0-80.0] 74.0 [66.0-79.0] 71.0 [65.0-79.0] 74.0 [64.8-82.0] 73.0 [65.0-79.0] 0.01  

Male Gender, n (%) 1010 (78.2) 160 (80.4) 804 (79.3) 74 (75.5) 2048 (78.7) 0.73  

Charlson Comorbidity Index, n (%) 
     

    0 37 (2.9) 4 (2.0) 17 (1.7) 6 (6.1) 64 (2.5) 

0.07  
    1-2 293 (22.7) 51 (25.6) 271 (26.7) 20 (20.4) 635 (24.4) 

    3-4 603 (46.7) 93 (46.7) 428 (42.2) 43 (43.9) 1167 (44.9) 

    ≥5 358 (27.7) 51 (25.6) 298 (29.4) 29 (29.6) 736 (28.3) 

Other Comorbidities, n 

(%)       

    Hypertension 636 (49.3) 55 (27.6) 612 (60.4) 58 (59.2) 1361 (52.3) <0.01 

    Hyperlipidemia 206 (16.0) 13 (6.5) 462 (45.6) 37 (37.8) 718 (27.6) <0.01 
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Variables Overall survival   Cancer-specific survival   
Recurrence-free 

survival 
  

Progression-free 

survival 

Adequate BCG 

           No Ref 

 

Ref 

 

Ref 

 

Ref 

    Yes 0.82 (0.73-0.92) 

 

0.64 (0.47-0.86) 

 

0.80 (0.70-0.92) 

 

0.52 (0.39-0.68) 

BCG Strain 

           Connaught strain 81mg Ref 

 

Ref 

 

Ref 

 

Ref 

    Connaught strain 27mg 1.26 (1.05-1.51) 

 

1.69 (1.08-2.66) 

 

0.97 (0.74-1.26) 

 

1.86 (1.20-2.88) 

    Tokyo strain 0.95 (0.80-1.13) 

 

0.87 (0.59-1.29) 

 

0.91 (0.78-1.07) 

 

1.17 (0.85-1.60) 

    Danish strain 1.20 (0.87-1.65) 

 

0.88 (0.38-2.02) 

 

0.67 (0.44-1.01) 

 

0.97 (0.45-2.10) 

Age 1.06 (1.05-1.07) 

 

1.05 (1.02-1.07) 

 

1.01 (1.00-1.02) 

 

0.99 (0.97-1.01) 

Gender 

           Female Ref 

 

Ref 

 

Ref 

 

Ref 

    Male 1.49 (1.29-1.73) 

 

1.13 (0.79-1.61) 

 

1.26 (1.06-1.49) 

 

1.84 (1.25-2.73) 

Charlson Comorbidity 

Index 

           0 Ref 

 

Ref 

 

Ref 

 

Ref 

    1-2 1.30 (0.53-3.24) 

 

>100 (<0.01->100) 

 

0.92 (0.55-1.52) 

 

4.13 (0.97-17.60) 

    3-4 1.96 (0.77-4.95) 

 

>100 (<0.01->100) 

 

0.83 (0.47-1.47) 

 

1.02 (0.87-18.64) 

    ≥5 3.02 (1.17-7.78) 

 

>100 (<0.01->100) 

 

0.93 (0.51-1.71) 

 

4.32 (0.88-21.22) 

Hypertension 

           No Ref 

 

Ref 

 

Ref 

 

Ref 

    Yes 1.11 (0.97-1.26) 

 

1.19 (0.85-1.66) 

 

1.15 (0.98-1.34) 

 

0.98 (0.72-1.34) 

Hyperlipidemia 

           No Ref 

 

Ref 

 

Ref 

 

Ref 

    Yes 0.82 (0.70-0.97)   0.83 (0.56-1.23)   0.91 (0.76-1.08)   0.74 (0.50-1.09) 
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Characteristics 

Connaught Strain 

81mg 

N = 605 

Connaught Strain 

27mg 

N = 136 

Tokyo Strain 

N = 565 

Danish Strain 

N = 45 

Total 

N = 1351 
P value 

Age, median [IQR] 73.0 [64.0-79.0] 73.0 [66.0-78.0] 71.0 [64.0-78.0] 72.0 [61.5-81.5] 72.0 [64.0-79.0] 0.36  

Male Gender, n (%) 469 (77.5) 109 (80.1) 455 (80.5) 34 (75.6) 1067 (79.0) 0.57  

Charlson Comorbidity Index, n (%) 
     

    0 18 (3.0) 4 (2.9) 13 (2.3) 4 (8.9) 39 (2.9) 

0.18  
    1-2 159 (26.3) 39 (28.7) 149 (26.4) 10 (22.2) 357 (26.4) 

    3-4 284 (46.9) 66 (48.5) 238 (42.1) 18 (40.0) 606 (44.9) 

    ≥5 144 (23.8) 27 (19.9) 165 (29.2) 13 (28.9) 349 (25.8) 

Comorbidities, n (%) 
      

    Hypertension 291 (48.1) 40 (29.4) 355 (62.8) 26 (57.8) 712 (52.7) <0.01 

    Hyperlipidemia 96 (15.9) 11 (8.1) 278 (49.2) 18 (40.0) 403 (29.8) <0.01 

        

Click here to access/download;Table;Table 3.docx

https://www2.cloud.editorialmanager.com/euonco/download.aspx?id=833010&guid=4c57ce9e-42c7-434b-b77a-fa41aebe3ba2&scheme=1
https://www2.cloud.editorialmanager.com/euonco/download.aspx?id=833010&guid=4c57ce9e-42c7-434b-b77a-fa41aebe3ba2&scheme=1


        
Variables Overall survival   Cancer-specific survival   

Recurrence-free 

survival 
  

Progression-free 

survival 

BCG Strain 

           Connaught strain 81mg Ref 

 

Ref 

 

Ref 

 

Ref 

    Connaught strain 27mg 1.22 (0.96-1.55) 

 

1.93 (1.07-3.51) 

 

0.76 (0.53-1.07) 

 

1.26 (0.64-2.48) 

    Tokyo strain 1.03 (0.79-1.34) 

 

1.07 (0.57-2.00) 

 

0.87 (0.69-1.09) 

 

1.32 (0.79-2.20) 

    Danish strain 1.46 (0.88-2.40) 

 

1.01 (0.24-4.27) 

 

0.57 (0.29-1.12) 

 

0.83 (0.20-3.45) 

Age 1.07 (1.05-1.09) 

 

1.07 (1.03-1.11) 

 

1.02 (1.00-1.03) 

 

0.99 (0.96-1.03) 

Gender 

           Female Ref 

 

Ref 

 

Ref 

 

Ref 

    Male 1.52 (1.23-1.89) 

 

1.13 (0.66-1.96) 

 

1.39 (1.08-1.80) 

 

1.77 (0.94-3.35) 

Charlson Comorbidity 

Index 

           0 Ref 

 

Ref 

 

Ref 

 

Ref 

    1-2 0.73 (0.26-2.07) 

 

>100 (<0.01->100) 

 

1.08 (0.50-2.33) 

 

3.54 (0.44-28.45) 

    3-4 1.03 (0.35-3.05) 

 

>100 (<0.01->100) 

 

1.11 (0.47-2.63) 

 

3.57 (0.38-33.93) 

    ≥5 1.85 (0.60-5.70) 

 

>100 (<0.01->100) 

 

1.18 (0.47-2.98) 

 

3.08 (0.28-33.43) 

Hypertension 

           No Ref 

 

Ref 

 

Ref 

 

Ref 

    Yes 1.03 (0.85-1.25) 

 

1.09 (0.64-1.85) 

 

1.12 (0.90-1.40) 

 

0.81 (0.49-1.33) 

Hyperlipidemia 

           No Ref 

 

Ref 

 

Ref 

 

Ref 

    Yes 0.75 (0.59-0.94)   0.80 (0.43-1.51)   0.92 (0.71-1.19)   1.17 (0.66-2.06) 
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Abstract 

Background 

Current EAU guidelines support There Adjuvant intravesical BCG treatment after Tran 

Urethral Resection of Bladder Tumour (TURBT) on intermediate- or high-risk Non-

Muscle-Invasive Bladder Cancer (NMIBC) patients, aiming to reduces the risk of tumor 

recurrence. The quality of data, however, does not allow definitive conclusions remains 

controversy on whether different strains and dosages of BCG have different efficacies 

on long-term survival outcomes.s of intermedia- or high-risk non-muscle-invasive 

bladder cancer (NMIBC) patients. 

 

Objective 

To evaluate long-term survival outcomes of different strains and dosages of BCG in 

patients with NMIBC.. 

 

Design, setting, and participants 

All NMIBC patients who receivedtreated with intravesical BCG therapy from 2001 to 

2020 were identified using a territory-wide database in Hong Kong.  

 

Exposures 

BCG strains and dosages (Connaught strain 81mg, Connaught strain 27mg, Tokyo 

strain 80mg, Danish strain 30mg) were abstracted retrieved from medical records. 

 

Main outcomes and measures 

Overall suSurvival (OS), Ccancer-Sspecific Ssurvival (CSS), Rrecurrence-Ffree 

Ssurvival (RFS), and Pprogression-Ffree Ssurvival (PFS) were analyzed using 

Kaplan-Meier method. Multivariable Cox regression analysis was used to adjust 

potential confounding factors, and to estimate Hhazard Rratio (HR) and 95% 

Cconfidence Iinterval (CI) of different BCG strains. Further subgroup analysis on 

adequate versus inadequate BCG treatment was performed.  

 



Results 

A total of 2,602 NMIBC patients who received treated with intravesical BCG were 

identified. Among them, 1291 (49.6%) received Connaught strain 81mg, 199 (7.6%) 

received Connaught strain 27mg, 1014 (39.0%) received Tokyo strain, and 98 (3.8%) 

received Danish strain. The median follow-up was 11.0 years. No statistical On 

Kaplan-Meier analysis, no significant differences in OS, CSS, RFS and PFS were 

detected between among the different strains and dosages of BCGgroups. However, 

Atupon multivariable analysis, the Connaught strain 27mg group was inferior to the 

Connaught strain 81mg group in OS (HR: 1.26, 95% CI: 1.05-1.51), CSS (HR: 1.69, 

95% CI: 1.08-2.66) and PFS (HR: 1.86, 95% CI: 1.20-2.88). Of note, 

adequateAdequate BCG treatment was associated with improved OS (HR: 0.82, 95% 

CI: 0.73-0.92), CSS (HR: 0.64, 95% CI: 0.47-0.86), RFS (HR: 0.80, 95% CI: 0.70-

0.92), and PFS (HR: 0.52, 95% CI: 0.39-0.68). Focusing Among on patients who 

receivedtreated with adequate BCG, at multivariable analysis also showed that the 

Connaught strain 27mg group showed worst results was inferioras compared to the 

Connaught strain 81mg group in CSS (HR: 1.93, 95% CI: 1.07-3.51). Compared to 

the Connaught strain 81mg group, both Tokyo and Danish strains had similar survival 

outcomes in the whole cohort and the adequate BCG treatment subgroup. 

 

Conclusions 

In this cohort study, adequate BCG remains the most important factor in optimizing 

survival outcomes in patients with intermediate- and high-risk NMIBC. No significant 

differences in survival outcomes were observed between full-dose Connaught, Tokyo, 

and Danish strains. Reduced-dose Connaught strain was associated with the worst 

survival outcomes.  

 

Patient Summary 

We evaluated the efficacy of different strains and dosages of BCG in patients with 

intermedia- or high-risk NMIBC in the past two decades in Hong Kong. We conclude 

no significant differences in long-term survival outcomes in terms of full-dose 



Connaught, Tokyo, and Danish strains, while the reduced-dose Connaught strain was 

inferior to the full-dose group. Adequate BCG treatment benefits long-term survival.  



1. Introduction 

Bladder cancer is the tenth most common malignancy worldwide, while it ranks sixth 

when only the male gender is considered. The estimated number of new bladder cancer 

cases in 2020 was 573,278, and the deaths reached 212,536 1. Its mortality rate ranks 

13th in developed countries 2. Bladder cancer is a urological malignancy that 

imposeswith a huge burden to our health care system 3. 

The standard first-line treatment of intermediate- and high-risk NMIBC is 

Ttransurethral Rresection of Bbladder Ttumour (TURBT) followed by adjuvant 

intravesical Bacillus Calmette–Guérin (BCG) therapy 4. Currently, several strains of 

BCG are available for clinical usage;  However, . wWhether there is any difference 

between different strains and dosages of BCG in terms of long-term survival outcomes 

remains controversial and the available evidences does not allow definitive 

conclusions: . Rentsch et al. reported that treatment with BCG Connaught conferred 

significantly greater 5-yr recurrence-free survival than with BCG Tice 5; . Sengiku et 

al. compared the complete response, recurrence-free survival and adverse event rates 

of the Tokyo and Connaught strains, and concluded that there were no significant 

differences between the two strains 6. However, no definite conclusion could be drawn 

from these limited evidences. Therefore, we conductedThe aim of this our study was to 

assess the efficacy of different BCG strains by using a territory-wide database in Hong 

Kong. 

 



2. Method 

Study Design and Data Source 

Our BCG cohort was identified using the Clinical Data Analysis and Reporting 

System (CDARS) under the management of the Hospital Authority, Hong Kong. 

CDARS is an electronic healthcare database that covers the patients’ demographics, 

death, diagnoses, procedures, drug prescription and dispensing history, and laboratory 

results from all public hospitals and clinics in Hong Kong. It represents inpatient and 

outpatient data of approximately 80% of the 7.4 million population in Hong Kong. 

Patients are de-identified in CDARS to ensure confidentiality. Different territory-wide 

studies were previously conducted using CDARS. The International Classification of 

Diseases, Ninth Revision, Clinical Modification (ICD-9-CM) coding was used in 

CDARS 7-9. The study protocol was approved by the Joint Chinese University of Hong 

Kong - New Territories East Cluster Clinical Research Ethics Committee. The ethics 

approval reference number is CRE-2021.599. The study protocol conformed to the 

ethical guidelines of the 1975 Declaration of Helsinki. Informed consented was waived 

given the retrospective nature of this study. 

 

SubjectsCohort definition 

All consecutive adult patients with NMIBC who were treated with BCG 

intravesically between January 2001 and December 2020 in Hong Kong were  

identified. In Hong Kong, the treatment indications for BCG followed the clinical 

practice guideline of the European Association of Urology (EAU) 10. Surveillance 

cystoscopy was also performed according to the EAU guidelines 10. There were two 

main exclusion criteria: (1) Patients who received more than one strain of BCG, and (2) 

patients who had known history of or concomitant Uupper Ttract Uurothelial 

Ccarcinoma (UTUC).  

 

Data Collection 

Baseline data was retrieved at the date of initiation of intravesical BCG treatment. 

Demographic data, including date of birth, sex, date of registered death, and main death 



cause were captured. At baseline, data on 16 comorbidities (myocardial infarction, 

congestive heart failure, peripheral vascular disease, cerebrovascular accident or 

transient ischemic attack, dementia, chronic obstructive pulmonary disease, connective 

tissue disease, peptic ulcer disease, liver disease, diabetes mellitus, hemiplegia, 

moderate to severe chronic kidney disease, solid tumour other than bladder cancer, 

leukemia, lymphoma, AIDS) based on the Charlson Comorbidity Index (CCI) and two 

other diseases (hypertension and hyperlipidemia) were retrieved using the ICD-9-CM 

diagnosis codes (Supplementary Table 1). Briefly, the unique reference key of patients, 

the exact diagnosis date, and the diagnosis description of comorbidities were extracted 

until the last follow-up date. 

 

DefinitionOutcomess 

The primary outcomes was ere Ooverall Ssurvival (OS),, and the secondary 

outcomes were Ccancer-Sspecific Ssurvival (CSS), Rrecurrence-Ffree Ssurvival (RFS) 

and Pprogression-Ffree Ssurvival (PFS). The INDEX date was the starting date of BCG. 

 OS was identified as the period between thefrom INDEX to initiation date of BCG 

and the date of registered death or the last follow-up date. Bladder cancer-specific 

mortalityThe CSS was determined by the registered cause of death. Recurrence date 

was defined as the date of first TURBT after BCG treatmentINDEX. Progression date 

was defined as the date of radical cystectomy or the date of first radiotherapy/ 

chemotherapy/ PD-L1 or PD-1 drugs administration after BCG treatmentINDEX.  

The adequate BCG therapy was defined as at least five of six induction instillations 

and at least one maintenance (two of three instillations) in a 6-month period 11. 

 

Statistical Analysis 

Data was analyzed using SPSS version 25.0 (SPSS, Inc., Chicago, Illinois) and R 

software (4.2.0; R Foundation for Statistical Computing, Vienna, Austria). Analysis 

was first performed for the whole BCG cohort. Further subgroup analysis was 

performed for patients who received adequate BCG treatment. Continuous variables 
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were expressed in mmean ± Sstandard Ddeviation (SD) or median (Iinterquartile 

Rrange [IQR]), as appropriate, whereas categorical variables were presented as 

numbers (percentage). Qualitative and quantitative differences between subgroups were 

analyzed by the χ2 test for categorical parameters and Mann-Whitney test for 

continuous parameters, as appropriate. Kaplan-Meier analysis was performed, and 

significance was determined by a log-rank test. Multivariate Cox regression analyses 

were performed to adjust for potential confounding factors. A p-value of <0.05 was 

considered statistically significant.  



3. Result 

Baseline Demographic Characteristics 

A total of 3334 NMIBC patients who received intravesical BCG were identified from 

CDARS. Among them, 732 patients were excluded: ; 507 patients received two or more 

strains of BCG, and 225 patients had history of or concomitant upper tract urothelial 

carcinomaUTUC. Finally, 2602 NMIBC patients who received one stain of intravesical 

BCG therapy were included; 1291 received 81mg Connaught strain, 199 received 27mg 

Connaught, 1014 received Tokyo strain, and 98 received Danish strain (Figure 1).  

Among the 2602 patients, 1351 (51.9%) received adequate BCG treatment (Table 1). 

The detail of adequate BCG treatment distribution was provided in supplementary 

Table 2. The median age of the whole cohort was 73 years (IQR 65-79 years), and 78.7% 

were of males gender. For Regarding CCI, 26.9% had a score of 0-2, 44.9% had a score 

of 3- ents had hypertension, 

and 27.6% had hyperlipidemia. The median follow-up was 11.0 years. The number of 

events and median follow-up of each group were depicted in supplementary Table 3. 

 

Comparison between Different BCG Groups 

There were significant differences in the rates of adequate treatment rate (p <0.01), 

age (p =0.01), and the proportion of patients with hypertension (p <0.01) and 

hyperlipidemia (p <0.01), between different BCG groups (Table 1). On the other hand, 

there was no difference in gender (p =0.73) and the CCI score (p =0.07) between the 

BCG groups. 

 

Survival Outcomes 

Upon Kaplan-Meier analysis, there were no statistical significant differences were 

found in OS (p =0.06), CSS (p =0.09), RFS (p =0.13), and PFS (p =0.10) among the 

different BCG strains groups (Figure 2). At Multivariable Cox regression analysis,  

indicated that adequate BCG treatment was an independent protective factor for OS 

(HR: 0.82, 95% CI: 0.73-0.92), CSS (HR: 0.64, 95% CI: 0.47-0.86), RFS (HR: 0.80, 

95% CI: 0.70-0.92), and PFS (HR: 0.52, 95% CI: 0.39-0.68). Compared to the 81mg 



Connaught group, the 27mg (reduced) Connaught group was associated with worse OS 

(HR: 1.26, 95%CI:1.05-1.51), CSS (HR: 1.69, 95%CI:1.08-2.66), and PFS (HR: 1.86, 

95%CI:1.20-2.88). Both the Tokyo and Danish strain had comparable survival 

outcomes with the 81mg Connaught group. Higher age was an independent risk factor 

in for OS (HR: 1.06, 95% CI: 1.05-1.07), CSS (HR: 1.05, 95% CI: 1.02-1.07), and RFS 

(HR: 1.01, 95% CI: 1.00-1.02), while male gender was an independent risk factor in for 

OS (HR: 1.49, 95% CI: 1.29-1.73), RFS (HR: 1.26, 95% CI: 1.06-1.49), and PFS (HR: 

1.84, 95% CI: 1.25-2.73). A CCI score of 5 was associated with worse n OS (HR: 3.02 

95%CI:1.17-7.78). On the other hand, hyperlipidemia was associated with better OS 

(HR: 0.82, 95%CI:0.70-0.97) (Table 2).  

 

 

Subgroup Analysis for patients received adequate BCG treatment 

We performed further subgroup analysis in patients receiving adequate BCG usage. 

There were no significant differences in terms of age (p =0.36), gender (p =0.57) and 

CCI score (p =0.18) between the BCG groups. There were significant differences in the 

proportion of patients with hypertension (p<0.01) and hyperlipidemia (p<0.01) between 

the BCG groups (Table 3). 

On Kaplan-Meier analysis, there were no significant differences between groups in 

OS (p =0.33), CSS (p =0.07), RFS (p =0.14), and PFS (p =0.54) (Figure 3). 

Multivariable Cox regression showed that the 27mg (reduced) Connaught dose was 

inferior to the 81mg (full) Connaught dose in CSS (HR: 1.93, 95%CI: 1.07-3.51). Both 

Tokyo and Danish strains had comparable survival outcomes with the 81mg (full) 

Connaught group. Older patients showed worse OS (HR: 1.07, 95%CI: 1.05-1.09), CSS 

(HR: 1.07, 95%CI: 1.03-1.11) and RFS (HR: 1.02, 95%CI: 1.00-1.03), while male 

gender was associated with worse OS (HR: 1.52, 95%CI: 1.23-1.89) and RFS (HR: 

1.39, 95%CI: 1.08-1.80). CCI score of 5 was no longer associated with worse OS, but 

hyperlipidemia remained a significant factor associated with better OS (HR: 0.75, 95% 

CI: 0.59-0.94) (Table 4).



4. Discussion 

To our knowledge, the is one of the largest BCG cohorts12 and we utilized it to 

investigate the efficacies of different strains and dosages of intravesical BCG in patients 

with NMIBC. Our cohort also had a long median follow-up of 11.0 years, which 

provided important information regarding the long-term survival outcomes follow 

intravesical BCG therapy. Ours study results highlighted three key messages: 1) 

Adequate BCG treatment is extremely important to optimize survival outcomes, 2) 

Full-dose Connaught strain, Tokyo strain and Danish strain had no difference in long-

term survival outcomes, and 3) Reduced-dose Connaught strain had worse survival 

outcomes than full-dose Connaught strain. Therefore, in patients with intermediate- and 

high-risk NMIBC, we should always aim for adequate full-dose BCG treatment, 

regardless the type of BCG strain. 

 

So far, at least 16 different strains of BCG have been used in clinical practice 

worldwide13. The first BCG was developed when mycobacterium bovis underwent the 

process of attenuation from 1908 to 1921.  It is actually quite common for BCG strains 

to lost one of the key regions, RD114,15. A series of genomic alterations can occur over 

time, which branches them off from the original BCG strain 16. Due to the genetic 

differences between BCG vaccine strains, phenotypic properties such as reactogenicity 

and immunogenicity might be influenced, and whether such differences could affect 

their clinical efficacies in treating bladder cancer remained controversial 17.  

 

Thyavihally et al. reported no significant differences between Danish 1331 and 

Moscow-I strain in RFS and PFS, but a significantly higher incidence of moderate to 

severe adverse events in BCG Moscow-I strain18. Another study comparing adjuvant 

intravesical BCG Tice strain with RIVM strain for high-risk NMIBC demonstrated that 

the Tice strain was superior to RIVM for RFS, but no significant differences were 

detected for PFS and CSS 19. For the Tice strain vs. Connaught strain, Chen et al. also 

reported no difference in 3-year RFS and PFS20. A network meta-analysis focus on the 

impact of different BCG strains on the RFS demonstrated that Tokyo, Pasteur, and TICE 



strains were both superior to chemotherapy, but there wasn’t a clear superiority of one 

strain 17. Recently, a systematic review highlights potential enhanced benefits from the 

genetically different BCG RIVM, Tice, and Tokyo 172 strains21. However, no clinically 

significant lower recurrence rate was identified. Our study showed no difference 

between full-dose Connaught, Tokyo and Danish strains in terms of OS, CSS, RFS and 

PFS. Unfortunately, BCG Tice strain was not used in Hong Kong and we are able to 

investigate its efficacy in this study. However, we provide Real word-evidence of worst 

results in terms of CSS for patient receiving reduced-dose Connaught strain, regardless 

of whether adequate treatment is administered or not. Grimm et al. reported reduced 

BCG instillation frequency from 15 to 9 led to higher recurrence rates (HR: 0.39, upper 

part of the one-sided 97.5% CI being 0.66)4. The current evidence suggested that both 

reducing the dosage of BCG and frequency of instillation will lead to suboptimal 

therapeutic efficacy. 

 

In our study, we also found Sseveral factors which were associated with survival 

outcomes according to our findings. Firstly, our results showed that oldolder patients 

age was associated withhad worse survival outcomes: . wWith increasing age, the 

natural immune system could change aging 22,  could led to a down-regulated of and 

the immune response towards BCG treatment might be down-regulated. Therefore, we 

should be cautious that the efficacy of BCG could be reduced in elderly patients. 

Secondly, we found that male gender was associated with worse survival outcomes. In 

Hong Kong, the rate of tobacco use was also much higher in the male population 23, 

and this might explain the observed worse survival outcomes in male patientsour 

findings 24. However, data on smoking was not retrievable through CDARS, and we 

were not able to further analyze confirm our hypothesis. this factor further. Thirdly, we 

found that hyperlipidemia was associated with better OS:. t This counterintuitive 

phenomenon might be explained by the potential benefit of statins usage. Ferro et al. 

reported results from 1510 patients with T1 high grade NMIBC and they found statin 

use was independently associated with a lower risk of recurrence (HR:0.80, 95%CI: 

0.67-0.95; P=0.009). The median recurrence-free survival was 47 (95%CI 40-49) 
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months in those classified as non-statin users vs. 53 (95%CI 48-68) months in those 

classified as statin users 25. Further research investigations is warrantedare needed to 

investigate assess the potential benefits of statins usage in NMIBC patients. 

 

In shortconclusion, our findings highlightssuggest that different full-dose adequate 

BCG treatment had similar long-term survival benefits, which encourage clinical 

practice follow the current guideline. It is possible to postulate Andpotential some 

potential enhanced benefits from drugs related to chronic diseases (i.e.: 

hyperlipidemia) , that however needs further investigationsshould also be investigate. 

 

There are several limitations in our studySeveral limitations need to be reported in 

our study. First, our BCG patients and their medical conditions were retrieved primarily 

by diagnostic codes. Although the same electronic system was used in all public 

hospitals in Hong Kong, there could be missing data and the data accuracy can be 

affected. Second, only three strains (Connaught, Tokyo, and Danish strain) were 

available and used in Hong Kong for the past two decades. Therefore, we were not able 

to extend our analysis to other all of the currently available BCG strains worldwide. 

Third, some data such as the histological reports and imaging results could not be 

retrieved through the electronic database. As urologists in Hong Kong follow the EAU 

guidelines closely, we assumed that intravesical BCG was only use for patients with 

intermediate- and high-risk NMIBC. Recurrence was defined by the need of TURBT, 

and progression event was defined by the need of cystectomy, radiotherapy or initiation 

of systemic treatment. However, these assumptions are prone to error, and the data 

accuracy might be affected. Despite these limitations, this is by far the largest BCG 

cohort around the world with long-term survival data, and we do believe our study 

provide important information regarding the efficacy of BCG in the long-run. 
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5. Conclusion 

In conclusion, adequateAdequate BCG remains the most important factor to 

optimize survival outcomes in patients with intermediate- and high-risk NMIBC. We 

did not observe any significant differences in survival outcomes were between full-dose 

Connaught, Tokyo, and Danish strains. Patients who received reduced-dose Connaught 

strain was associated withhad the worst survival outcomes. 



Figure and Table 

Figure 1. Flow chart for creation of the patient cohort dataset. 

Figure 2. Survival outcomes of different BCG groups. A) Overall survival, B) Cancer-

specific survival, C) Recurrence-free survival, D) Progression-free survival. 

Figure 3. Survival outcomes of the adequate cohort of different BCG groups. A) Overall 

survival, B) Cancer-specific survival, C) Recurrence-free survival, D) Progression-free 

survival. 

 

Table 1. Baseline characteristics of the different BCG groups. 

Table 2. Multivariable Cox regression analysis on the whole BCG cohort. 

Table 3. Baseline characteristics between groups of the adequate cohort. 

Table 4. Multivariable Cox regression analysis of the adequate BCG cohort. 

 

Supplementary Table 1. ICD-9-CM diagnosis codes of comorbidities. 

Supplementary Table 2. The distribution of adequate BCG treatment. 

Supplementary Table 3. The number of events and median follow-up of different BCG 

groups. 

 

 

 

 

 



PRIOR PRESENTATION 

Presented in part at the European Association of Urology annual meeting, Milan, 

Italy, March 10-13, 2023. 

 

DATA SHARING STATEMENT 

The datasets used and/or analysed during the current study available from the 

corresponding author on reasonable request. 

 

AUTHORS' DISCLOSURES OF POTENTIAL CONFLICTS OF INTEREST 

All authors declare they have no conflicts of interest to disclose. 

  



Reference: 

 1. IARC, Cancer Today. Estimated number of new cases in 2020, worldwide, both sexes, all ages., 

2023 

 2. Han J, Gu X, Li Y, et al: Mechanisms of BCG in the treatment of bladder cancer-current 

understanding and the prospect. Biomed Pharmacother 129:110393, 2020 

 3. Teoh JY, Huang J, Ko WY, et al: Global Trends of Bladder Cancer Incidence and Mortality, and 

Their Associations with Tobacco Use and Gross Domestic Product Per Capita. Eur Urol 78:893-906, 2020 

 4. Grimm MO, van der Heijden AG, Colombel M, et al: Treatment of High-grade Non-muscle-

invasive Bladder Carcinoma by Standard Number and Dose of BCG Instillations Versus Reduced Number 

and Standard Dose of BCG Instillations: Results of the European Association of Urology Research 

Foundation Randomised Phase III Clinical Trial "NIMBUS". Eur Urol 78:690-698, 2020 

 5. Rentsch CA, Birkhäuser FD, Biot C, et al: Bacillus Calmette-Guérin strain differences have an 

impact on clinical outcome in bladder cancer immunotherapy. Eur Urol 66:677-88, 2014 

 6. Sengiku A, Ito M, Miyazaki Y, et al: A prospective comparative study of intravesical bacillus 

Calmette-Guérin therapy with the Tokyo or Connaught strain for nonmuscle invasive bladder cancer. J 

Urol 190:50-4, 2013 

 7. Lee YHA, Hui JMH, Chan JSK, et al: Metformin use and mortality in Asian, diabetic patients 

with prostate cancer on androgen deprivation therapy: A population-based study. Prostate 83:119-127, 

2023 

 8. Choi WM, Yip TC, Wong GL, et al: Hepatocellular carcinoma risk in patients with chronic 

hepatitis B receiving tenofovir- vs. entecavir-based regimens: Individual patient data meta-analysis. J 

Hepatol 78:534-542, 2023 

 9. Yip TC-F, Wong VW-S, Lai MS-M, et al: Risk of hepatic decompensation but not hepatocellular 

carcinoma decreases over time in patients with hepatitis B surface antigen loss. Journal of Hepatology 

78:524-533, 2023 

 10. Babjuk M, Burger M, Compérat EM, et al: European Association of Urology Guidelines on 

Non-muscle-invasive Bladder Cancer (TaT1 and Carcinoma In Situ) - 2019 Update. Eur Urol 76:639-657, 

2019 

 11. Kamat AM, Sylvester RJ, Böhle A, et al: Definitions, End Points, and Clinical Trial Designs for 

Non-Muscle-Invasive Bladder Cancer: Recommendations From the International Bladder Cancer Group. 

J Clin Oncol 34:1935-44, 2016 

 12. Numakura K, Miyake M, Kobayashi M, et al: Subsequent Upper Urinary Tract Carcinoma 

Related to Worse Survival in Patients Treated with BCG. Cancers (Basel) 15, 2023 

 13. Tan GH, Kuk C, Zlotta AR: Are there differences among bacillus Calmette-Guérin (BCG) strains 

regarding their clinical efficacy in the treatment of non-muscleinvasive bladder cancer? The jury is still 

out but the answer is likely no. Can Urol Assoc J 14:E54-e56, 2020 

 14. Abdallah AM, Hill-Cawthorne GA, Otto TD, et al: Genomic expression catalogue of a global 

collection of BCG vaccine strains show evidence for highly diverged metabolic and cell-wall adaptations. 

Sci Rep 5:15443, 2015 

 15. Abdallah AM, Behr MA: Evolution and Strain Variation in BCG. Adv Exp Med Biol 1019:155-

169, 2017 

 16. Behr MA: BCG--different strains, different vaccines? Lancet Infect Dis 2:86-92, 2002 

 17. Boehm BE, Cornell JE, Wang H, et al: Efficacy of bacillus Calmette-Guérin Strains for Treatment 

of Nonmuscle Invasive Bladder Cancer: A Systematic Review and Network Meta-Analysis. J Urol 



198:503-510, 2017 

 18. Thyavihally YB, Dev P, Waigankar S, et al: Intravesical bacillus Calmette-Guerin (BCG) in 

treating non-muscle invasive bladder cancer-analysis of adverse effects and effectiveness of two strains 

of BCG (Danish 1331 and Moscow-I). Asian J Urol 9:157-164, 2022 

 19. Del Giudice F, Flammia RS, Chung BI, et al: Compared Efficacy of Adjuvant Intravesical BCG-

TICE vs. BCG-RIVM for High-Risk Non-Muscle Invasive Bladder Cancer (NMIBC): A Propensity Score 

Matched Analysis. Cancers (Basel) 14, 2022 

 20. Chen YK, Huang EY, Chang YH, et al: The comparison of different BCG strains in the intravesical 

treatment of non-muscle invasive urothelial carcinoma of urinary bladder-A real-world practice. J Chin 

Med Assoc 85:928-934, 2022 

 21. Del Giudice F, Asero V, Bologna E, et al: Efficacy of Different Bacillus of Calmette-Guérin (BCG) 

Strains on Recurrence Rates among Intermediate/High-Risk Non-Muscle Invasive Bladder Cancers 

(NMIBCs): Single-Arm Study Systematic Review, Cumulative and Network Meta-Analysis. Cancers (Basel) 

15, 2023 

 22. Yousefzadeh MJ, Flores RR, Zhu Y, et al: An aged immune system drives senescence and ageing 

of solid organs. Nature 594:100-105, 2021 

 23. Ho KY, Li WHC, Lam KKW, et al: Smoking behaviours of Hong Kong Chinese hospitalised 

patients and predictors of smoking abstinence after discharge: a cross-sectional study. BMJ Open 

8:e023965, 2018 

 24. van Osch FH, Jochems SH, van Schooten FJ, et al: Quantified relations between exposure to 

tobacco smoking and bladder cancer risk: a meta-analysis of 89 observational studies. Int J Epidemiol 

45:857-70, 2016 

 25. Ferro M, Marchioni M, Lucarelli G, et al: Association of statin use and oncological outcomes 

in patients with first diagnosis of T1 high grade non-muscle invasive urothelial bladder cancer: results 

from a multicenter study. Minerva Urol Nephrol 73:796-802, 2021 

 


