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We write this comment in response to the article by 
Trottmann and colleagues on the topic of healthcare ex-
penditure (HCE) relating to chimeric antigen receptor T-
cell (CAR-T) therapy for lymphoma [1]. CAR-T therapies 
have been approved by Swissmedic and subsequently in-
troduced as a standard of care in a variety of indications 
for haematologic malignancies. Centres performing cellu-
lar therapies continuously optimise CAR-T product use 
and patient management [2, 3]; Swiss Blood Stem Cell 
Transplant and Cellular Therapies (SBST) maintains the 
national registry of all cellular therapies performed in 
Switzerland, ensuring annual reporting and exchange with 
healthcare authorities. Rigorous standards are respected 
by all centres, reflected by their accreditation by the In-
ternational Joint Accreditation Committee of the Interna-
tional Society for Cell Therapy and the European Group 
for Blood and Marrow Transplantation (JACIE), providing 
state-of-the-art care to our patients [2].

With this comment, we would like to highlight and discuss 
several concerns raised by Swiss Stem Cell Transplant and 
Cell Therapy centres regarding the article by Trottmann et 
al. [1]. Our discussion aims to provide deeper insights into 
key aspects of CAR-T therapies relating to healthcare ex-
penditure.

The dataset used in the retrospective analysis was obtained 
from insurance claim databases of selected insurance com-
panies [1]. These data include only a fraction of patients

who underwent CAR-T therapy for relapsed or refractory
large B-cell lymphoma (LBCL) in Switzerland as their
third-line treatment between October 2018 and June 2021.
Insurance claim databases lack important data granularity
and critical medical information.

The authors analysed healthcare expenditure across differ-
ent treatment stages of CAR-T therapy (pre-, peri-, and
post-infusion), but did not consider the cost of the CAR-
T product. As expected, the few months before, during
and after infusion were the most expensive. This is due
to the nature of the indication for CAR-T therapy in re-
lapsed/refractory LBCL in the third treatment line; most
patients require active treatment and supportive care mea-
sures as a bridge to CAR-T therapy. As demonstrated in
the registration trials which led to regulatory approval [4,
5], as well as by real-life results, approximately 50–60%
of patients experience CAR-T failure and do not achieve
long-lasting responses, and thus require additional treat-
ment. Treatment options beyond the third line are most of-
ten novel agents or immunotherapies associated with high-
er costs than conventional chemotherapies, while patients
also require more supportive care due to their advanced
disease stage. Healthcare expenditure increases with each
additional line of treatment, indicating that greater finan-
cial relief could be expected with more effective interven-
tion at earlier stages. Therefore, it will be very interesting
to see how real-life expenditure shifts once CAR-T therapy
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is established broadly in the second line; clinical investiga-
tion is also ongoing into its use in the first line.

Another important consideration would be cost-effective-
ness analysis by response to treatment. Patients with sus-
tained complete response beyond 6 months after CAR-T
in the third line have a high probability of long-term re-
mission, while early failures have a dismal prognosis. In
an interesting analysis conducted through the French hos-
pital database of real-life CAR-T treatments in DLBCL pa-
tients, 207 of 362 (57.2%) patients experienced treatment
failure [6]. While healthcare expenditure before and dur-
ing CAR-T administration was similar in failure and non-
failure groups, follow-up costs were significantly lower in
the non-failure group, resulting in a close-to-zero monthly
hospital cost beyond 6 months.

Trottmann et al. [1] indicate that CAR-T therapy is consid-
ered a “one and done” treatment approach. With a failure
rate of 50-60% in third-line treatment, this seems unrealis-
tic and requires rethinking at the level of insurance compa-
nies. In addition, the majority of patients require relative-
ly intense monitoring and supportive care measures in the
months following CAR-T therapy, especially those who do
not achieve long-lasting responses. Trottmann et al. [1] al-
so compared CAR-T-related healthcare expenditure with
previously published healthcare expenditure for lymphoma
patients in their last year of treatment. The comparison to
analyses published in 2011 and 2014 does not seem perti-
nent. At the time, most novel treatment regimens and im-
munotherapies that are now part of standard care were un-
available. Thus, those cost estimates do not reflect current
practice and are misleading.

SBST fully recognises that beyond clinical effectiveness,
costs and benefits are an integral part of efficacy analysis
of new treatments. We clearly support the analysis of eco-
nomic aspects of new treatments. However, in answering
those questions we believe it is imperative to consider all
costs and not just those of selected insurance companies.
The federal office of public health (FOPH) has conducted
a health technology assessment with the objective to un-
derstand clinical efficacy, safety and cost-effectiveness of
tisagenlecleucel and axicaptagene ciloleucel compared to
current standard of care [7]. The report clearly highlights
the difficulties encountered answering these questions with
the available data, based on single arm clinical registration
trials and real-world datasets. In particular, the economic
evaluation was hampered by limited and low certainty ev-
idence when comparing CAR-T cell therapies to historic
controls as no randomized clinical trials are available and
will likely never be.

Thus, current studies lack relevant comparators and as a re-
sult, are not conclusive. A deeper and more thorough as-
sessment of healthcare expenditure for novel therapies is
required. Insurance companies are invited to collaborate
with hospitals and clinicians and contribute with their data
to future collaborative studies addressing the economic im-
pact of these novel innovative treatments. The field would
also benefit from an improved understanding of biological
correlates of response and non-response in CAR-T therapy.
Identification of objective parameters that allow for risk
stratification in the CAR-T setting may help improve pa-
tient outcomes and cost-effectiveness.
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