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Futibatinib: second EMA approval for FGFR inhibitor in ®

cholangiocarcinoma

The binding of fibroblast growth factor (FGF) ligands to their
respective receptors (FGFR) at the cell surface results in
activation of downstream intracellular signalling pathways,
including Ras-Raf-MAPK, PI3K-AKT-mTOR and JAK-STAT."
Dysregulation and hyperactivation of FGFR signalling is
involved in cancer development and tumour progression
and has been described to be present in around 9%-15% of
cholangiocarcinoma (CCA).” Targeting FGFR alterations has
become one of the cornerstones of precision medicine in
advanced CCA?® and is now a recognised option of treatment
by most national and international guidelines.”

Multiple FGFR inhibitors have been developed for CCA
and other solid tumours harbouring FGFR mutations, am-
plifications and fusions. Of special interest in CCA have been
the FGFR2 inhibitors, specially targeting FGFR2 fusions and
rearrangements.’

The compounds that are in the most advanced stage of
development and which were explored specifically in CCA
harbouring FGFR2 fusions are: infigratinib, pemigatinib and
futibatinib.

These compounds were all tested in phase Il studies after
progression to prior chemotherapy. Response rates of
23.1%, 35.5% and 42% were reported for inﬁgratinib,5
pemigatinib® and futibatinib,” respectively. Based on these
results, these compounds were approved (accelerated
approval pending confirmatory data for full approval) by
regulatory agencies: pemigatinib—Food and Drug Admin-
istration (FDA) and European Medicines Agency (EMA)
approved in 2020 and 2021, respectively; infigratinib—FDA
approved in 2021, FDA withdrawn in 2022; and futibati-
nib—FDA approved in 2022, EMA approved in 2023.

While these approvals are fantastic news for our patients
and their treating clinicians, they also come with some
challenges.

Firstly, approval by regulatory agencies does not always
mean reimbursement being in place. With the exception of
some countries such as Germany where approval implies
almost immediate reimbursement, the reality in most
countries is that there is a significant delay in reimburse-
ment from the time of drug approval, thus delaying access
to effective treatments. According to the European
Federation of Pharmaceutical Industries and Associations
report on ‘The root cause of unavailability and delay to
innovative  medicines’®  ‘the average time to
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reimbursement for innovative treatments across the Eu-
ropean Union and European Economic Area countries
continues to be as long as 511 days, ranging from 133 days
in Germany to over 899 days in Romania’. Thus, ‘patients in
different countries can wait more than seven times longer
than patients in other countries to get access to the same
medicine’. ‘There are some common patterns: typically,
patients in Northern and Western Europe get access to
new treatments between 100 and 200 days after market
authorisation has been granted, whereas patients mainly
in Southern and Eastern Europe wait between 600 and
1000 days. This means that at any point in time, availability
of medicines varies dramatically across Europe’. Unfortu-
nately, ‘there is little evidence that delays are reducing—in
fact, the contrary’. As of September 2023, some of the new
therapies for the management of biliary tract tumouts that
have been recently approved by regulatory agencies are
still not available in many countries and access to these
therapies remains a challenge despite proven activity and
approval by the EMA and FDA (Supplementary Table S1,
available  at https://doi.org/10.1016/j.esmoop.2023.
102049). This is not exclusive for FGFR inhibitors, and
similar issues exist for other targeted therapies such as
IDH1 inhibitors (ivosidenib)® or immunotherapy such as
durvalumab.®® In fact, similar issues have also been iden-
tified for accessing biomolecular technologies in oncology
for molecular profiling and identification of patients who
would derive benefit from these innovative treatments.™*
Futibatinib, recently approved, is currently only available
in two countries (Figue 1A). This may be understandable,
since it is only 62 days since the EMA approval of futiba-
tinib to the time of developing Figue 1. It is, however, of
very much concern to explore the situation of other FGFR
inhibitors [such as pemigatinib (Figue 1A)], already
approved by EMA for 914 days at the time of this figure
development. As of September 2023, pemigatinib is
reimbursed (excluding access through “named patient” or
alternative “special” accesses) in 11 countries across
Europe. In three countries (Netherlands, Spain and Swe-
den) re-negotiations are ongoing. Within the 11 countries
with reimbursement in place, the median and mean time
to such reimbursement from the time of EMA approval
were 396 days and 360.4 days, respectively. In two coun-
tries the process took 610 days and in one up to 914 days.
In contrast, Germany and Austria had immediate reim-
bursement following EMA approval. This variability in ac-
cess to treatment is a significant source of inequity across
countries and unethical for patients diagnosed with such
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Figure 1. Current access status to innovative drugs in cholangiocarcinoma; EMA-approved FGFR inhibitors are shown as examples (Plot A: futibatinib; Plot B:

pemigatinib); data last updated in September 2023.
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aggressive cancers in desperate need of -effective
therapies.

Secondly, granted accelerated approval (which has been
the case for FGFR inhibitors due to activity being based on
non-randomised phase Il studies) does require a confirma-
tory study for final approval. In order to meet these criteria,
all compounds started recruitment in three very similar
clinical trials, all of them being phase Ill randomised studies,
in the first-line setting, comparing the FGFR inhibitor with
cisplatin and gemcitabine chemotherapy. Slow recruitment
led to premature closure of the PROOF-301 clinical trial
(NCT03773302 with infigratinib) and the drug has been
withdrawn from the market. Similarly, futibatinib’s phase Il
(FOENIX-CCA3, NCT04093362) study in the first-line setting
experienced severe recruitment challenges and the confir-
matory study was modified into the randomised phase Il
FOENIX-CCA4 clinical trial (NCT05727176), now comparing
two different doses of futibatinib after progression to
chemotherapy. As of September 2023, FIGHT-302 with
pemigatinib is the only one of the three confirmatory first-
line phase Il studies that is now ongoing with similar slow
recruitment as it has been observed for the other studies
(NCT03656536). Useful lessons are to be learned from these
past experiences. The frequently small number of patients
within genetic subgroups of rare tumours will inevitably
lead to lengthy patient recruitment into classical phase Il
trials. The situation is aggravated when the respective drugs
are available concomitantly in later-line settings and when
several drugs with the same mechanism of action are tested
in the same subgroup of the same tumour within early-
phase clinical trials. These challenges substantially slow
the pace at which new therapeutic drugs are approved and
become widely available in clinical practice. Therefore,
optimised design of meaningful clinical trials and strategies
for approval from the regulatory agencies are urgently
required to accelerate ‘global’ availability of effective
treatments. With new FGFR inhibitors such as tinengotinib
(TT-00420),** RLY-4008"° and KIN-3248'* under develop-
ment, this will be an ongoing—never ending—challenge in
the future.

Thirdly, with the increasing number of FGFR inhibitors
available, sequencing of these compounds becomes a po-
tential therapeutic strategy. While the response rate of
futibatinib is slightly higher than the one reported by
pemigatinib, futibatinib has also shown to have activity
against some of the resistance mutations that may arise
following treatment with pemigatinib. Thus futibatinib or
any of the new FGFR inhibitors such as tinengotinib (TT-
00420),** RLY-4008"**® and KIN-3248"* may be an inter-
esting option not only for FGFR inhibitor naive patients, but
also as a salvage therapy after progression to other FGFR
inhibitors."’

Finally, in order to reliably identify FGFR fusions, state-of-
the-art molecular profiling is crucial. RNA-based next-gen-
eration sequencing (NGS) testing is strongly recommend
and, in many cases, required to identify patients with FGFR2
fusions. In many countries, custom-made NGS panels are in
use, which have a very high chance to end up on false-
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negative findings.'® Therefore, a close interaction between
clinicians and (molecular) pathologists is critically important
to not only carry out NGS assays that are capable of
detecting fusions, but also to interpret the results, which
might be challenging due to the multiple genetic alterations
that can be found in FGFR2.

Approval of new compounds, especially for aggressive
malignancies with poor prognosis such as CCA where new
therapies are urgently needed, is always welcome news.
However, challenges arise at the time of making these
therapies widely accessible to all patients. Current reim-
bursement and access to testing are challenging across
many countries, deriving on significant imbalances
depending on the country of residence.
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