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into routine endoscopic practice, ensuring deployment 
translates to patient benefit.
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Cost of colorectal cancer care: sufficient to inform cancer 
policy?

The burden of cancer and the projected increase in cancer 
incidence, estimated to be 25% by 2035, is a global policy 
concern.1 If no further action is taken, cancer will soon be 
the number one cause of death in highincome countries. 
Therefore, it is encouraging to have comprehensive data 
of the economic effect of colorectal cancer across Europe, 
as reported by Raymond Henderson and colleagues in 
the The Lancet Gastroenterology & Hepatology,2 which 
might help to further shape cancer policy. However, 
although the authors should be congratulated by this 
impressive work, readers should also be aware of the 
limitations of this study.

Burden of disease studies are pivotal for health policy 
planning such as in Europe’s Cancer Mission, published 
in September, 2020. The Global Burden of Disease Study 
is probably the most comprehensive analysis, which 
lists lung, stomach, and colorectal cancer in the top 
20 of diseases with the highest burden in people older 
than 50 years.3 Costofillness studies complement 
burden of disease studies by providing estimates of the 
economic effect of disease, including the indirect and 
direct costs of medical care and productivity loss. Several 
costofillness studies have been published about the 
cost of cancer in Europe.4–6

Although seemingly attractive, costofillness studies 
or budget impact studies have been subject to scrutiny 

among health economists as these studies cannot 
be used to allocate resources because they do not 
consider health outcomes relative to the incremental 
costs.7 Additionally, the data sources and the analytic 
methods used by Henderson and colleagues warrant 
some further caution if the results are to be used for 
improving cancer care.

First, the data sources used were not established for 
the purpose of a prospective costing analysis. Although 
this approach is unavoidable, it has implications. For 
instance, the study uses colorectal cancerspecific 
codes to extract quantities of services to estimate cost 
of hospital care. But such codes were not available for 
primary care, outpatient and emergency services and 
costs estimated in these sectors might be contaminated 
by encounters for gastrointestinal symptoms not related 
to colorectal cancer. Second, the data sources are not 
linked, which is required to map the complete episode 
of care. Hence, it is not possible to estimate the average 
cost of colorectal cancer care per patient and, more 
important, it is difficult to analyse trends or scenarios. 
For instance, savings in hospital costs cannot be 
compared with increases in drug spending over the same 
time interval even though they are probably related. 
In Romania, €143∙2 million (24∙1%) of €594∙9 million 
of the direct colorectal cancer healthcare costs are 
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made in hospitals compared with €4∙6 million (84∙8%) 
of €5∙4 million in Luxemburg. By contrast, systemic 
anticancer therapy (SACT) expenditure was only 
€69 000 (1∙3%) of the €5∙4 million colorectal cancer
related healthcare costs in Luxemburg. The reasons for 
the difference (is there more surgery in Luxemburg?) can 
only be explained if we know detailed costs per patient 
over the episode of care, ideally with patientlevel data.8 

However, it is currently not possible to pursue this 
approach because the data sources are not linked. 

Although the prevalence approach used by Henderson 
and colleagues is useful to create awareness of the budget 
implications of colorectal cancer it is less useful for health 
policy planning.7 It is difficult to infer cost savings in 
hospital care from better detection or cancer prevention, 
which obviously has implications for the usefulness of the 
approach for strengthening health systems.

Using the prevalence approach, the study confirms an 
increase in SACT costs of more than 200%. Increasing 
SACT prices is unexpected for colorectal cancer, which 
is known for having little therapeutic innovation. In 
a further analysis Henderson and colleagues showed 
that 64% of expenditure on SACTs is for bevacizumab, 
cetuximab, and panatimumab. The patents for 
cetuximab and panatimumab have expired and the 
patent for bevacizumab expires in 2022.9 The expiration 
of these patents casts some uncertainty about the 
costs in 2018 and beyond. Estimating costs of SACT 
to inform policy therefore requires realworld data 
and foresight methods including horizon scanning. 
Realworld data at the patient level is also needed 
to interpret SACT prescription patterns, including 
sequential use, combination therapy, and the effect of 
patient characteristics such as older patients being more 
likely to receive targeted therapy.10

In conclusion, the study by Henderson and colleagues 
presents important data about the total direct medical 
and productivity cost of colorectal cancer care in the EU. 
However, costofillness studies should be interpreted 
carefully and be complemented with realworld studies 
providing more granular data to explain the observed 
differences. Also, the data sources used should ideally 
be linked to be able to quantify the effect of policies to 
improve cancer control across the continuum of care.
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The potential immune regulation benefit of CpAMs beyond 
HBV suppression

Current approved antiviral therapies for chronic 
hepatitis B virus (HBV) infection are limited to either 
nucleotide or nucleoside analogues or pegylated 
interferon α, all of which can efficiently suppress HBV 
replication and reduce the risk of chronic HBVrelated 
liver diseases.1 However, these therapies do not affect 

the transcriptional activity of intrahepatic covalently 
closed circular DNA (cccDNA), which causes viral 
persistence, and thus fail to eradicate the virus. Novel 
approaches targeting alternative steps in the HBV life 
cycle and specific virus–host cell interactions are being 
investigated, with the goal of achieving a functional 
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