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Universal screening of Lynch
syndrome is ready for
implementation

To the Editor

A key determinant in facilitating the implementation of a
screening program is a firm commitment from decision-
makers to allocate the necessary resources. With this in mind,
we considered it valuable to summarize the results of existing
economic evaluations of Lynch syndrome (LS) screening
programs so that we may provide decision-makers with an
extensive overview of the programs likely to be cost-effective.
The results of our systematic approach confirmed that “from
a health-care perspective, the cost-effectiveness of both
universal and age-targeted CRC-based LS screening is
acceptable in terms of willingness-to-pay for health gains”.'
We were not merely interested in a comparison of
incremental cost-effectiveness ratios (ICERs), but also felt it
important to carry out a comprehensive classification of LS
screening programs considered to be cost-effective in the
peer-reviewed studies that analyzed them. Because ICER
estimates extrapolated from the context (e.g., assumptions,
model parameters, setting, etc.) are not informative, we
decided to assess the cost-effectiveness results within each
study. Clearly, as Dr Grosse says,” context matters, but for this
very reason we refrained from adjusting ICER estimates for
inflation as this, by itself, would be insufficient to make very
different studies comparable. Instead, our approach allows
readers easy access to ready-to-use information, eliminating
both the burden and risk of erroneous interpretations.

Furthermore, because context is also crucial for any future
implementation of screening programs, we pointed out in our
review that “both the design of the screening program and the
implementation process will need to be tailored to the
characteristics of target populations and health-care systems
to ensure the translation of cost-effectiveness evidence into
the real-world”. Therefore, while we agree with Grosse about
the importance of context and thank him for the additional
data provided,” we do not believe this changes the conclusions
of our study, for the reasons reported below.

The final results from Mvundura et al. (reference 30 in our
review) showed that universal screening for LS using
immunohistochemistry and BRAF testing as preliminary tests
costs less than $40,000 per life year gained (LYG) compared
with age-targeted screening (age < 50 years). Accordingly, the
authors concluded that LS screening of all newly diagnosed
colorectal cancer (CRC) patients is cost-effective. After
revising the model, the authors concluded that a “universal
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offer of testing for LS in newly diagnosed patients with CRC
in the United States still appears cost-effective”, and further
that the “revised ICER is still low relative to usual cost-
effectiveness thresholds of $50,000-$100,000 per LYG”.
Furthermore, an ICER of $52,211 per LYG (or about
$63,000 per quality-adjusted life year (QALY)), as calculated
by Grosse,” for universal versus age-targeted screening is still
below the advocated willingness-to-pay threshold of $100,000
per QALY or LYG.*

In the base-case analysis of the Canadian Agency for Drugs
and Technologies in Health study’ (reference 43 in our
review), the ICER derived from the comparison between a
universal screening program, based on immunohistochemistry
testing plus MLH1 hypermethylation testing, and an age-
targeted CRC-based program (age < 70 years) was $28,902 per
QALY. This estimate proved less favorable when subjected to a
sensitivity analysis in which alternative costs were applied to
the diagnostic tests. Thus, for the base-case analysis, the costs
of diagnostic tests at a public hospital laboratory were used,
while the sensitivity analysis used costs from a private
laboratory, suggesting that the result for actual cost-
effectiveness would be somewhere between the two values.
Hence, health-care organizations will need to find the right
balance of public and private laboratory involvement to ensure
the successful implementation of universal LS screening.
However, as the authors of the Canadian Agency for Drugs
and Technologies in Health study argued, the costs of germline
testing are expected to decline in the coming years and this
should improve the overall cost-effectiveness of LS screening.

We did not report the ICER estimate for universal versus
age-targeted screening (age < 70 years) from Ladabaum et al.®
(reference 33 in our review) because we included only the
estimates from the base-case analyses of the studies surveyed.
However, if we had included this estimate, our conclusions
would not have changed. In their analysis, the ICER estimate
for universal versus age-targeted screening was $88,700 per
LYG, which is below the acceptable willingness-to-pay
threshold of $100,000.*

In conclusion, universal screening is good value for money
and, together with near-universal screening (age-targeted
screening for individuals <70 years), it should be proposed to
decision-makers as a potential LS screening program. We
agree with Grosse that context matters, and this is why each
individual health system should select the most suitable model
and adapt it for its own requirements. The challenges of LS
screening will be to reach all CRC patients affected by LS,
inform and test as many relatives as possible, offer effective
surveillance interventions to reduce cancer morbidity and
mortality among mutation carriers, and thus effectively
maximize the health status of the population with the
available resources.
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