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Abstract 

Background: Clonorchiasis is attributed to the ingestion of raw freshwater fish harboring Clonorchis sinensis. Morbid‑
ity control is targeted through the administration of antihelminthics. This study modelled the cost yield indicated by 
effectiveness and utility of different treatment strategies against clonorchiasis.

Methods: About 1000 participants were enrolled from each of 14 counties selected from four provincial‑level 
administrative divisions namely Guangxi, Guangdong, Heilongjiang and Jilin in 2017. Fecal examination was adopted 
to detect C. sinensis infection, while behavior of ingesting raw freshwater fish was enquired. Counties were grouped 
into four categories based on prevalence, namely low prevalence group (< 1%), moderate prevalence group (1–9.9%), 
high prevalence group (10–19.9%) and very high prevalence group (≥ 20%), while population were divided into three 
subgroups, namely children aged below 14 years old, adult female and adult male both aged over 14 years old. The 
average of cost effectiveness indicated by the cost to treat single infected cases with C. sinensis and of cost utility 
indicated by the cost to avoid per disability‑adjusted life years (DALYs) caused by C. sinensis infection was calculated. 
Comparisons were performed between three treatment schedules, namely individual treatment, massive and selec‑
tive chemotherapy, in which different endemic levels and populations were considered.

Results: In selective chemotherapy strategy, the cost to treat single infected case in very high prevalence group was 
USD 10.6 in adult male, USD 11.6 in adult female, and USD 13.2 in children. The cost increased followed the decrease 
of endemic level. In massive chemotherapy strategy, the cost per infected case in very high prevalence group was 
USD 14.0 in adult male, USD 17.1 in adult female, USD 45.8 in children, which were also increased when the endemic 
level decreased. In individual treatment strategy, the cost was USD 12.2 in adult male, USD 15.0 in adult female and 
USD 41.5 in children in very high prevalence group; USD 19.2 in adult male, USD 34.0 in adult female, and USD 90.1 in 
children in high prevalence group; USD 30.4 in adult male, USD 50.5 in adult female and over USD 100 in children in 
moderate prevalence group; and over USD 400 in any population in low prevalence group. As to cost utility, the differ‑
ences by treatment strategies, populations and endemic levels were similar to those in cost effectiveness.

Conclusions: Both cost effectiveness and cost utility indicators are highly impacted by the prevalence and popula‑
tion, as well as the treatment schedules. Adults especially men in the areas with a prevalence over 10% should be 
prioritized, in which selective chemotherapy was best and massive chemotherapy was also cost effective. In moderate 
endemic areas, the yield is not ideal, but selective chemotherapy for adult male may also be adopted. In low endemic 
areas, all strategies were high costly and new strategies need to be developed.
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Background
Infections with human liver fluke (Clonorchis sinensis, 
Opisthorchis viverrini and O. felineus) cause high bur-
den in Asia and parts of Europe [1–3]. They are caused 
by the special dietary habit-ingesting raw or undercooked 
freshwater fish. Especially, an estimation of 15  million 
people is infected with C. sinensis across China, Repub-
lic of Korea, northern Vietnam and part of Russia [4–6]. 
Diverse morbidities are associated with C. sinensis infec-
tion, among which gallstone, cholecystitis, cholangitis, 
and cholangiocarcinoma are most important [7–10]. An 
average loss of 7.5% in health could be attributable to C. 
sinensis infection [11].

High burden due to severe morbidity and availability 
of antihelminthics lead to the target of morbidity con-
trol through chemotherapy [12–14]. Preventive chemo-
therapy effectively decreases the infection and intensity. 
A dosage of 75  mg/kg praziquantel divided into three 
doses in 1 day is usually applied for both individual and 
population treatment [13, 15, 16]. Two different strate-
gies could be chosen in preventive chemotherapy, namely 
mass chemotherapy for whole communities and selec-
tive one for people at risk in the communities [13]. Usu-
ally, persons ingesting raw freshwater fish frequently are 
considered at risk [17]. Preventive chemotherapy is not 
based on the individual definitive diagnosis, and thus it is 
usually applied when the prevalence reaches a threshold. 
Compared to preventive chemotherapy, individual treat-
ment is used when infection is ascertained through defi-
nite diagnosis, i.e. detection of eggs in feces [15, 16].

By now, only a few studies have been implemented to 
compare the cost effectiveness of different treatment 
schedules (individual treatment, massive and selective 

chemotherapy) against human liver fluke infections [18]. 
No study has yet considered the impact from different 
populations (gender and ages). Especially, no cost utility 
analysis based on disability-adjusted life years (DALYs) 
has yet been implemented. In a previous study, we had 
demonstrated the quantitative contribution of ingest-
ing raw freshwater fish to C. sinensis infection and the 
screening performance of detecting C. sinensis cases 
through raw-freshwater fish-eating practice [17, 19]. 
Here, the data were used to compare the cost effective-
ness and cost utility of three different treatment sched-
ules, in which the impact from prevalence levels and 
populations was also considered.

Methods
Study areas and participants
The study areas had been described elsewhere [17, 19]. 
In brief, four major clonorchiasis endemic provincial-
level administrative divisions (PLADs) in China, namely 
Guangxi and Guangdong in southeastern regions and 
Heilongjiang and Jilin in northeastern areas, were 
selected. Correspondingly, 6, 3, 5 and 3 counties were 
selected from each PLAD. In each county, five village 
were selected and then about 200 villagers from each vil-
lage were included in the survey.

Investigation procedures
In 2017, each participant was asked to provided one fresh 
feces, which was then transferred to local medical organ-
ization and examined by technicians using the Kato-Katz 
method with a template of 41.7 mg [20, 21]. Two smears 
were prepared for each sample. Each participant was also 
inquired of the habit of ingesting raw freshwater fish.
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The cost was based on the average unit on each item 
which had been applied in filed. The cost contained the 
expenditure on fecal examination, behavioral screening, 
purchase and delivery of drugs (praziquantel). The cost 
on fecal examination per person (including the labor 
expenditure and material expenditure) was CNY 20 (USD 
3.10), while the cost on behavioral screening was CNY 1 
(USD 0.16). The cost on drugs was CNY 170 per bottle 
including 100 tablets (200 mg individually), namely USD 
0.26 per tablet. The delivery of drugs costed CNY 2 (USD 
0.31) individually.

Statistical analysis
Data were analyzed in SPSS for Windows (version 11.0; 
SPSS Institute, Inc., Chicago, USA) and Microsoft Excel 
(version 2016; Microsoft Corporation, Redmond, USA). 
One county was excluded because people reported inges-
tion of marine fish and the prevalence of C. sinensis was 
0. Another two counties were also excluded because no 
C. sinensis infection was detected. Finally, 14 counties 
were included in this study, and they were classified into 
four groups based on prevalence, namely low prevalence 
group (< 1%), moderate prevalence group (1–9.9%), high 
prevalence group (10–19.9%) and very high prevalence 
group (≥ 20%) level. Population was divided into three 
categories, namely children (≤ 14 years old), adult female 
(> 14 years old) and adult male (> 14 years old) [22]. An 
average body weight was 35 kg in children, 55 kg in adult 
female and 65 kg in adult male [23]. A total of 75 mg/kg 
praziquantel divided into three doses in 1 day was set to 
be administrated in all three treatment schedules [13, 15, 
16].

This study modelled the cost effectiveness and cost util-
ity stratified by treatment schedules, counties, endemic 
levels, and populations. DALYs was introduced as utility 
indicator, which includes years of life living with a dis-
ability (YLDs) and years of life lost (YLLs) [24].

where N stands for community population, P the preva-
lence of C. sinensis and D the average disability weight of 
C. sinensis infection.

where N stands for community population, P the preva-
lence of C. sinensis, I the incidence of cholangiocarci-
noma attributed to C. sinensis infection, L the standard 
expectation of the life and a the age at death of those with 
cholangiocarcinoma.

Eggs per gram of feces (EPG) was calculated by mul-
tiplying the average egg number of two smears by 24. 

DALYs = YLDs + YLLS

YLDs = N × P × D

YLLs = N × P × I × (L− a)

EPG was logarithmically transformed and the aver-
age was calculated for different groups, which was 
then inversely logarithmically transformed to capture 
the geometric mean of EPG (GMEPG). Then, the dis-
ability weight was captured based on the equation of 
D = 0.0362ln(GMEPG) − 0.1269 [11]. Because minus 
figures occurred when the equation was extrapolated 
to low GMEPG, thus a lower limit was set as 0.022 [11]. 
This is reasonable, because the loss of health in low infec-
tion intensity was completed due to diarrhea and pain in 
the right upper quadrant, which are common in those 
infected with C. sinensis. The period of disease was set 
as 1  year, because the prevalence instead of incidence 
was used in this study. To calculate the YLLs, death due 
to C. sinensis infection was completely attributed to 
cholangiocarcinoma, with an incidence of 25/100  000 
and 35/100  000 in female and male respectively [25]. 
Because the progress of cholangiocarcinoma is chronic 
and thus YLLs was not considered in children. The life 
expectancy was 79.92 in female and 74.52 in male [26], 
when the onset age of cholangiocarcinoma was referred 
to liver cancer namely 62.35 in female and 68.99 in male 
[27]. Because the prognosis is very poor in cholangio-
carcinoma, the death age was set equally to onset age of 
cholangiocarcinoma. The cost of individual treatment 
contained fecal examination, purchase and delivery of 
drugs for those with C. sinensis infection, the cost of mas-
sive chemotherapy contained purchase and delivery of 
drugs for whole populations, and that of selective chemo-
therapy contained behavioral screening and purchase and 
delivery of drugs for those ingesting raw freshwater fish. 
Cost to treat individual infected case with C. sinensis was 
used as the indicator in cost effectiveness analysis, while 
cost to avoid one YLDs, YLLs and DALYs as the indica-
tor in cost utility analysis. The average of cost effective-
ness and cost utility was calculated and compared, which 
was stratified by the three treatment schedules (i.e., indi-
vidual treatment, massive and selective chemotherapy), 
endemic levels and populations. The composition of cost 
was also analyzed, with the cost in each category divided 
by the overall cost.

Results
Epidemiological profiles
The prevalence of C. sinensis infection and the propor-
tion of persons ingesting raw freshwater fish refer to 
Additional file  1: Table  S1 [17, 19]. The epidemiological 
profiles of C. sinensis prevalence and raw-freshwater fish-
eating practice were similar in different endemic levels, 
namely higher prevalence of C. sinensis and proportion of 
raw-fish-eating practice in male compared to female and 
in elder people compared to children.
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Overall, the DALYs per 1000 was 6.4, ranging from 0.2 
to 34.3 in different counties. It was 0.5 in children ranging 
from 0 to 7.3, 4.6 in adult female ranging from 0 to 26.0, 
and 10.5 in adult male ranging from 0.2 to 42.9 (Addi-
tional file 1: Table S2). In adult female, the YLDs per 1000 
was 4.3 and the YLLs per 1000 was 0.3. In adult male, the 
YLDs per 1000 was 9.7 and the YLLs per 1000 was 0.8.

Cost effectiveness
In very high prevalence group, cost to treat single infected 
case in selective chemotherapy was USD 10.6 in adult 
male, USD 11.6 in adult female, USD 13.2 in children and 
USD 11.0 overall (Table  1 and Fig.  1). Correspondingly, 
the cost increased to USD 22.6, USD 32.7, USD 58.9 and 
USD 25.6 in high prevalence group. In moderate preva-
lence group, the cost was USD 32.8 in adult male and 
USD 39.7 in adult female, while it exceeded USD 200.0 in 
children. In low prevalence group, the cost per infected 
cases exceeded USD 200.0 in all populations.

In massive chemotherapy, the cost in very high prev-
alence group was USD 14.0 in adult male, USD 17.1 in 
adult female, USD 45.8 in children and USD 15.3 over-
all (Table  1 and Fig.  1). In high prevalence group, the 
cost was USD 29.2, USD 52.4, USD 105.0 and USD 39.0 
respectively. In moderate prevalence group, the cost was 
USD 53.5 and USD 91.3 in adult male and female, when 
it exceeded USD 300.0 in children. In low prevalence 
group, the cost exceeded USD 800.0 in any population.

In individual treatment, the cost in very high preva-
lence group was USD 12.2 in adult male, USD 15.0 in adult 
female, USD 41.5 in children and USD 13.4 overall (Table 1 
and Fig.  1). The cost doubled nearly in high prevalence 
group compared to those in very high group. In moderate 
prevalence group, the cost further increased to USD 30.4 
in adult male, USD 55.0 in adult female and USD 290.4 in 
children and USD 46.8 overall. In low prevalence group, 
the cost was over USD 400.0 in all populations.

Cost utility
In very high prevalence group, cost to avoid per DALYs 
in selective chemotherapy was USD 172.9 in adult male, 
USD 223.3 in adult female, USD 337.1 in children and 
USD 189.4 overall (Table 2 and Fig. 2). Correspondingly, 
the cost increased to USD 411.0, USD 696.3, USD 2678.4 
and USD 488.0 in high prevalence group. In moderate 
prevalence group, the cost was USD 789.8 in adult male 
and USD 1107.9 in adult female, while it exceeded USD 
1750.0 in children. In low prevalence group, the cost per 
infected cases exceeded USD 3900.0 in all populations.

In massive chemotherapy, the cost in very high preva-
lence group was USD 229.0 in adult male, USD 329.9 
in adult female, USD 1171.6 in children and USD 265.5 
overall (Table  2 and Fig.  2). In high prevalence group, 

the cost was USD 517.9, USD 1355.4, over USD 4700.0 
and USD 783.5, correspondingly. In moderate prevalence 
group, the cost exceeded over USD 1250.0 in all groups, 
when it was over USD 17 500.0 in any population in low 
prevalence group.

In individual treatment, the cost in very high preva-
lence group was USD 199.1 in adult male, USD 289.0 
in adult female, USD 1060.1 in children and USD 231.7 
overall (Table  2 and Fig.  2). In very high prevalence 
group, the cost increased to USD 340.3, USD 879.9, USD 
4049.6 and USD 526.2, respectively. In moderate preva-
lence group, the cost further increased to USD 734.2 in 
adult male and over USD 1000.0 in other populations. In 
low prevalence group, the cost was over USD 8000.0 in all 
populations.

Composition of cost
In individual treatment, the overall composition was 
81.6% in diagnosis (fecal examination), 17.4% in purchase 
of drugs, and another 1.0% in drug delivery (Table 3). The 
composition of diagnosis was highest in children (98.2%), 
followed by adult female (84.1%) and then adult male 
(74.1%). The percentage of diagnosis in overall popula-
tion reached 57.2% in very high prevalence group, 78.3% 
in high prevalence group, 87.9% in moderate prevalence 
group and 99.1% in low prevalence group.

In massive treatment, the overall composition was 
94.7% in purchase of drugs and another 5.3% in drug 
delivery (Table 3). The cost of purchase of drug was 91.8% 
in children, 94.6% in adult female and 95.4% in adult 
male. Because all persons in all populations received 
treatment and the cost in purchase and delivery of drugs 
was same, thus the composition didn’t vary by prevalence 
in any single population. However, the cost changed a lit-
tle in overall population by counties because of the differ-
ent structure in population and different body weight in 
different populations.

In selective chemotherapy, the overall composition was 
88.0% in purchase of drugs, 7.5% in diagnosis (behavioral 
screening), and another 4.5% in drug delivery (Table 3). 
The composition of purchase of drugs was highest in 
male (90.7%), followed by female (86.3%) and then chil-
dren (33.0%). The percentage of purchase of drugs in 
overall population reached 91.7% in very high prevalence 
group, 89.0% in high prevalence group, 88.8% in moder-
ate prevalence group and 55.3% in low prevalence group.

Discussion
Adult worms of C. sinensis parasitize in human bod-
ies for decades of years [28]. Thus, drug treatment is 
necessary to control the morbidity and eliminate the 
infection, which is nowadays also the mainstream inter-
vention against clonorchiasis and other human liver fluke 
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infections [29]. Treatment strategies with high-cost yield 
are needed in massive control activities [3]. Through 
large sample, this study demonstrated the cost effec-
tiveness and cost utility of three treatment schedules in 
different endemic levels and populations. Both cost effec-
tiveness and cost utility were impacted significantly by 
different treatment strategies, including the endemic lev-
els, targeted populations and treatment schedules.

In this study, both effectiveness and utility indica-
tors were modelled. To our knowledge, no study has yet 
explored the economic evaluation in term of DALYs in 
treatment of clonorchiasis. Overall, the evaluation indi-
cated by DALYs is more comprehensive. On one hand, 
both prevalence and infection intensity are considered 
in DALYs. Infection intensity indicates the worm burden 
[30], which is significantly related to the morbidity [11, 
31]. On the other hand, not only disability but also death 
are included in DALYs, which is very important because 
YLLs could also be caused in clonorchiasis due to chol-
angiocarcinoma. However, the overall performance in 
different treatment strategies is similar in both cost effec-
tiveness and cost utility, because high prevalence usually 
indicates high infection intensity.

The higher the prevalence is, the more cases with C. 
sinensis will be treated, which indicates more cases in 
share of the huge cost on fecal examination in individual 
treatment and on drugs in massive and selective chemo-
therapy. Additionally, in selective chemotherapy, the cost 
yield was also impacted by the performance of behavio-
ral screening, which is influenced by many factors [17]. 
In particularly, environmental contamination and sub-
sequently infection in freshwater fish as well as control 
activities vary by areas [32–34]. However, the screening 
performance was overall high in those areas with high 
prevalence (Additional file 1: Table S1).

The different cost yield in different populations was 
essentially attributable to the difference in prevalence. 
Because clonorchiasis shows a significantly differential 
distribution in different genders and ages due to differ-
ence in ingesting raw freshwater fish [5, 25, 31]. Adult 
male shows a higher prevalence compared to adult female 
and both show higher prevalence compared to children. 
Thus, in individual treatment and massive chemotherapy, 
the cost effectiveness in adult male in high endemic level 
(overall 10–19.9%) was even preferable to that in children 
in very high endemic level (over 20%), because the preva-
lence was 23.1% in the former and 8.2% in the latter.

In the same endemic level and same population, cost 
yield was usually higher in selective chemotherapy com-
pared to individual treatment and massive chemother-
apy. Because the cost on fecal examination in individual 
treatment and drugs in massive chemotherapy was huge, 
which could be verified by the cost composition, while 
high screening performance by raw-freshwater fish-eat-
ing practice avoided such cost [17]. Especially, the differ-
ence between three treatment schedules was very smaller 
in high endemic level compared to those in low endemic 
level. When the cost yield in selective chemotherapy 
declined due to the decreasing performance of screening 
cases by raw-fish-eating practice in low endemic areas, 
the cost effectiveness in other two treatment sched-
ules decreased more due to the decline in prevalence. 
Thus, the difference between selective chemotherapy 
and another two treatment schedules enlarged when the 
prevalence became low. However, it was demonstrated 
the cost yield is not acceptable in any treatment strategy 
when the prevalence is less than 1%. Thus, new tech-
niques are expected to increase the cost yield in such case 
[3].

Fig. 1 Cost effectiveness of different treatment strategies against Clonorchis sinensis infection. na not available
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In this study, only monetary cost was considered, when 
other factors should not be neglected. Individual treat-
ment lies on the definite individual diagnosis. The Kato-
Katz method is widely applied because of its simplicity 
[20, 21]. However, it still takes much time to collect sam-
ples, and prepare and examine the smears. For example, 
it was estimated that the average time to collect a feces 
sample and perform a single or duplicate Kato-Katz thick 
smears is about 20  min and 27  min respectively [35]. 
Obviously, the cost of labor resources is huge. Further-
more, the availability of enough technicians in large field 
surveys is also challenging. Additionally, it should also be 
considered that in low endemic situations (low prevalent 
areas and populations), the diagnostic sensitivity of Kato-
Katz method decreases [36]. On the comparison, the 
time spent in screening whole population for treatment 
in selective chemotherapy and delivery of drugs to whole 
population in massive chemotherapy is significantly less. 
On the other hand, all infected cases could be treated in 
both individual treatment and massive chemotherapy 
regardless of the incompliance and the possible low sen-
sitivity of fecal examination in low prevalence, while it is 

hard to cover all infected cases in selective chemotherapy 
because the sensitivity of behavioral screening is usually 
less than 100%. However, a higher cost yield in selective 
chemotherapy indicates more cases to be treated in given 
resource.

It must be noticed this study advocates the distribution 
of treatment resources to prioritized areas and popula-
tions, which doesn’t indicate the unimportance of low 
endemic areas and low prevalent population (i.e.,  chil-
dren). New techniques should be developed to detect the 
cases in these areas and populations with low prevalence. 
The drug-taking compliance probably varies in different 
treatment schedules, endemic levels and populations, 
which was not considered in this study and deserves to 
be explored in future. Additionally, drug efficacy may also 
vary in different endemic levels and populations due to 
difference in infection intensity, which also needs to be 
explored.

This study had several limitations. First, the indicator 
of cost effectiveness and utility are both deterministic 
without confidential interval, because the prevalence, 
diagnostic performance of fecal examination and 

Fig. 2 Cost utility of different treatment strategies against Clonorchis sinensis infection. na not available

Table 3 Cost composition of different treatment strategies against Clonorchis sinensis infection

Group Composition in individual treatment 
(%)

Composition in massive 
chemotherapy (%)

Composition in selective 
chemotherapy (%)

Diagnosis Cost of drugs Delivery 
of drugs

Diagnosis Cost of drugs Delivery 
of drugs

Diagnosis Cost of drugs Delivery 
of drugs

Low prevalence 99.1 0.9 0.1 0.0 94.5 5.5 41.9 55.3 2.8

Moderate prevalence 87.9 11.5 0.7 0.0 94.5 5.5 6.7 88.8 4.5

High prevalence 78.3 20.5 1.2 0.0 94.7 5.3 6.4 89.0 4.6

Very high prevalence 57.2 40.5 2.3 0.0 95.0 5.0 3.6 91.7 4.7

Totally 81.6 17.4 1.0 0.0 94.7 5.3 7.5 88.0 4.5
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behavioral screening as well as the cost were all deter-
ministic in this study. In future studies, the uncertainty 
in diagnosis and the difference on cost by areas should 
be considered. Second, only short-term effectiveness 
and utility were modelled. The screening performance 
of behavior and the compliance of drug-taking after 
multi-round treatment, and other factors had not be 
considered. Transmission dynamic model is expected 
to further illuminate them in future.

Conclusions
This study demonstrates a significant variation of cost 
yield by different treatment strategies including three 
treatment schedules, four endemic levels, and three 
types of populations. Although cost yield in high 
endemic areas (over 10% in prevalence) is approach-
ing, chemotherapy is more acceptable because of the 
huge labor input in diagnosis in individual treatment. 
Additionally, selective chemotherapy demonstrates a 
little higher yield compared to massive chemotherapy. 
Relatively, the cost yield is higher in adults especially 
men compared to children. In moderate endemic areas 
(1–9.9% in prevalence), the cost yield in different treat-
ment schedules all decreases, but selective chemother-
apy targeting adults may still be considered. However, 
in low endemic areas (< 1% in prevalence), although 
selective chemotherapy shows higher cost yield com-
pared to other two schedules, the cost is too high to be 
acceptable in any strategy. Thus, new techniques should 
be explored. Overall, to be cost effective, high endemic 
areas and adults especially men could be prioritized, 
and chemotherapy especially the selective one is of first 
choice.

Abbreviations
DALYs: Disability‑adjusted life years; YLDs: Life living with a disability; YLLs: 
Years of life lost; EPG: Eggs per gram of feces; GMEPG: Geometric mean of EPG.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s40249‑ 021‑ 00917‑1.

Additional file 1: Table S1. Epidemiological profiles of Clonorchis sinensis 
infection and raw‑freshwater fish‑eating practice. Table S2. Disability‑
adjusted life years caused by Clonorchis sinensis infection by counties, 
endemic levels and populations.

Acknowledgements
We thank the staff in provincial‑level Centers for Disease Control and Pre‑
vention in Guangxi, Heilongjiang, Jilin and Guangdong, and the staff from 
county‑level Centers for Disease Control and Prevention for their help in the 
investigation.

Authors’ contributions
M‑BQ and X‑NZ designed the study. M‑BQ, C‑HZ, H‑HZ and Y‑DC collected 
the data. M‑BQ analyzed the data. M‑BQ wrote the first draft of the paper. All 
authors read and approved the final manuscript.

Funding
This study was supported by the UBS Optimus Foundation (Grant No. 9051). 
M‑BQ and X‑NZ were financially supported by the Forth Round of Three‑
Year Public Health Action Plan (2015–2017) in Shanghai, China (Grant No. 
GWTD2015S06).

Availability of data and materials
All data supporting the findings of this study are included in the article and 
additional file.

Declarations

Ethics approval and consent to participate
The study was approved by the Ethics Committee in the National Institute of 
Parasitic Diseases, China CDC. The objectives, procedures and potential risks 
of this study were orally explained and informed to all participants. A written 
consent form was also obtained with signature of the participant or his/her 
guardian for a child.

Consent for publication
Not applicable.

Competing interests
Xiao‑Nong is an Editor‑in‑Chief of the journal Infectious Diseases of Poverty. 
He was not involved in the peer‑review or handling of the manuscript. The 
authors have no other competing interests to disclose.

Author details
1 National Institute of Parasitic Diseases, Chinese Center for Disease Control 
and Prevention, Shanghai, China. 2 Chinese Center for Tropical Diseases 
Research, Shanghai, China. 3 Key Laboratory of Parasite and Vector Biology, 
National Health Commission, Shanghai, China. 4 National Center for Inter‑
national Research on Tropical Diseases, Ministry of Science and Technology, 
Shanghai, China. 5 WHO Collaborating Center for Tropical Diseases, Shanghai, 
China. 6 School of Global Health, Chinese Center for Tropical Diseases Research, 
Shanghai Jiao Tong University School of Medicine, Shanghai, China. 

Received: 30 May 2021   Accepted: 4 November 2021

References
 1. Harrington D, Lamberton PHL, McGregor A. Human liver flukes. Lancet 

Gastroenterol Hepatol. 2017;2:680–9.
 2. Qian MB, Utzinger J, Keiser J, Zhou XN. Clonorchiasis. Lancet. 

2016;387:800–10.
 3. Qian MB, Zhou XN. Human liver flukes in China and ASEAN: time to fight 

together. PLoS Negl Trop Dis. 2019;13:e0007214.
 4. Qian MB, Chen YD, Yan F. Time to tackle clonorchiasis in China. Infect Dis 

Poverty. 2013;2:4.
 5. Nguyen TTB, Dermauw V, Dahma H, Bui DT, Le TTH, Phi NTT, et al. Preva‑

lence and risk factors associated with Clonorchis sinensis infections in rural 
communities in northern Vietnam. PLoS Negl Trop Dis. 2020;14:e0008483.

 6. Hong ST, Yong TS. Review of successful control of parasitic infections in 
Korea. Infect Chemother. 2020;52:427–40.

 7. Qiao T, Ma RH, Luo XB, Luo ZL, Zheng PM. Cholecystolithiasis is associated 
with Clonorchis sinensis infection. PLoS One. 2012;7:e42471.

 8. Qian MB, Zhou XN. Global burden of cancers attributable to liver flukes. 
Lancet Glob Health. 2017;5:e139.

 9. Bouvard V, Baan R, Straif K, Grosse Y, Secretan B, El Ghissassi F, et al. A 
review of human carcinogens—part B: biological agents. Lancet Oncol. 
2009;10:321–2.

 10. Qian MB, Li HM, Jiang ZH, Yang YC, Lu MF, Wei K, et al. Severe hepato‑
biliary morbidity is associated with Clonorchis sinensis infection: the 

https://doi.org/10.1186/s40249-021-00917-1
https://doi.org/10.1186/s40249-021-00917-1


Page 10 of 10Qian et al. Infectious Diseases of Poverty          (2021) 10:136 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

evidence from a cross‑sectional community study. PLoS Negl Trop Dis. 
2021;15:e0009116.

 11. Qian MB, Chen YD, Fang YY, Xu LQ, Zhu TJ, Tan T, et al. Disability weight of 
Clonorchis sinensis infection: captured from community study and model 
simulation. PLoS Negl Trop Dis. 2011;5:e1377.

 12. Chen YD, Li HZ, Xu LQ, Qian MB, Tian HC, Fang YY, et al. Effectiveness 
of a community‑based integrated strategy to control soil‑transmitted hel‑
minthiasis and clonorchiasis in the People’s Republic of China. Acta Trop. 
2020;214:105650.

 13. Choi MH, Park SK, Li Z, Ji Z, Yu G, Feng Z, et al. Effect of control strategies 
on prevalence, incidence and re‑infection of clonorchiasis in endemic 
areas of China. PLoS Negl Trop Dis. 2010;4:e601.

 14. Keiser J, Utzinger J. Chemotherapy for major food‑borne trematodes: a 
review. Expert Opin Pharmacother. 2004;5:1711–26.

 15. Hong ST, Rim HJ, Min DY, Li X, Xu J, Feng Z, et al. Control of clonor‑
chiasis by repeated treatments with praziquantel. Korean J Parasitol. 
2001;39:285–92.

 16. Hong ST, Yoon K, Lee M, Seo M, Choi MH, Sim JS, et al. Control of clonor‑
chiasis by repeated praziquantel treatment and low diagnostic efficacy of 
sonography. Korean J Parasitol. 1998;36:249–54.

 17. Qian MB, Jiang ZH, Ge T, Wang X, Zhou CH, Zhu HH, et al. Rapid screening 
of Clonorchis sinensis infection: performance of a method based on raw‑
freshwater fish‑eating practice. Acta Trop. 2020;207:105380.

 18. Yajima A, Cong DT, Trung DD, Cam TD, Montresor A. Cost comparison of 
rapid questionnaire screening for individuals at risk of clonorchiasis in 
low‑ and high‑prevalence communities in northern Vietnam. Trans R Soc 
Trop Med Hyg. 2009;103:447–51.

 19. Qian MB, Jiang ZH, Ge T, Wang X, Deng ZH, Zhou CH, et al. Association 
of raw‑freshwater fish‑eating practice with the infection of Clonorchis 
sinensis. Chin J Parasitol Parasit Dis. 2019;37:296–301 (In Chinese).

 20. Hong ST, Choi MH, Kim CH, Chung BS, Ji Z. The Kato‑Katz method is reli‑
able for diagnosis of Clonorchis sinensis infection. Diagn Microbiol Infect 
Dis. 2003;47:345–7.

 21. Qian MB, Yap P, Yang YC, Liang H, Jiang ZH, Li W, et al. Accuracy of the 
Kato‑Katz method and formalin‑ether concentration technique for 
the diagnosis of Clonorchis sinensis, and implication for assessing drug 
efficacy. Parasit Vectors. 2013;6:314.

 22. Qian MB, Chen YD, Fang YY, Tan T, Zhu TJ, Zhou CH, et al. Epidemiological 
profile of Clonorchis sinensis infection in one community, Guangdong, 
People’s Republic of China. Parasit Vectors. 2013;6:194.

 23. National Health and Family Planning Commission of the People’s Repub‑
lic of China. Report on nutritional status and chronic diseases among 
Chinese population (2015). Beijing: People’s Medical Publishing House; 
2015.

 24. King CH, Bertino AM. Asymmetries of poverty: why global burden of dis‑
ease valuations underestimate the burden of neglected tropical diseases. 
PLoS Negl Trop Dis. 2008;2:e209.

 25. Qian MB, Chen YD, Liang S, Yang GJ, Zhou XN. The global epidemiology 
of clonorchiasis and its relation with cholangiocarcinoma. Infect Dis 
Poverty. 2012;1:4.

 26. Collaborators GBDM. Global, regional, and national age‑sex‑specific mor‑
tality and life expectancy, 1950–2017: a systematic analysis for the Global 
Burden of Disease Study 2017. Lancet. 2018;392:1684–735.

 27. Zeng HM, Cao MM, Zheng RS, Zhangs SW, Cai JQ, Qu CF, et al. Trend 
analysis of age of diagnosis for liver cancer in cancer registry areas of 
China, 2000–2014. Chin J Prev Med. 2018;52:573–8 (In Chinese).

 28. Attwood HD, Chou ST. The longevity of Clonorchis sinensis. Pathology. 
1978;10:153–6.

 29. Prichard RK, Basanez MG, Boatin BA, McCarthy JS, Garcia HH, Yang GJ, 
et al. A research agenda for helminth diseases of humans: intervention for 
control and elimination. PLoS Negl Trop Dis. 2012;6:e1549.

 30. Kim JH, Choi MH, Bae YM, Oh JK, Lim MK, Hong ST. Correlation between 
discharged worms and fecal egg counts in human clonorchiasis. PLoS 
Negl Trop Dis. 2011;5:e1339.

 31. Lee SE, Shin HE, Lee MR, Kim YH, Cho SH, Ju JW. Risk factors of Clonorchis 
sinensis human infections in endemic areas, Haman‑Gun, Republic of 
Korea: a case‑control study. Korean J Parasitol. 2020;58:647–52.

 32. Chen D, Chen J, Huang J, Chen X, Feng D, Liang B, et al. Epidemiological 
investigation of Clonorchis sinensis infection in freshwater fishes in the 
Pearl River Delta. Parasitol Res. 2010;107:835–9.

 33. Zhang Y, Chang QC, Zhang Y, Na L, Wang WT, Xu WW, et al. Prevalence of 
Clonorchis sinensis infection in freshwater fishes in northeastern China. 
Vet Parasitol. 2014;204:209–13.

 34. Zhang Y, Gong QL, Lv QB, Qiu YY, Wang YC, Qiu HY, et al. Prevalence of 
Clonorchis sinensis infection in fish in South‑East Asia: a systematic review 
and meta‑analysis. J Fish Dis. 2020;43:1409–18.

 35. Speich B, Knopp S, Mohammed KA, Khamis IS, Rinaldi L, Cringoli G, et al. 
Comparative cost assessment of the Kato‑Katz and FLOTAC techniques 
for soil‑transmitted helminth diagnosis in epidemiological surveys. Parasit 
Vectors. 2010;3:71.

 36. Qian MB, Zhuang SF, Zhu SQ, Deng XM, Li ZX, Zhou XN. Improving 
diagnostic performance of the Kato‑Katz method for Clonorchis sinensis 
infection through multiple samples. Parasit Vectors. 2019;12:336.


	Cost yield of different treatment strategies against Clonorchis sinensis infection
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Study areas and participants
	Investigation procedures
	Statistical analysis

	Results
	Epidemiological profiles
	Cost effectiveness
	Cost utility
	Composition of cost

	Discussion
	Conclusions
	Acknowledgements
	References


