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Dear Editor,

This is to raise awareness on the revocation of the
conditional marketing authorisation (CMA) for
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olaratumab (Lartruvo), after a trial of olaratumab with
doxorubicin versus doxorubicin alone did not show su-
periority of the combination in terms of overall survival
in patients with soft tissue sarcoma (STS).

The CMA is a framework in the European Union
(EU) for timely access to medicines that address
unmet needs and have demonstrated a positive benefit-
risk balance with less comprehensive data than nor-
mally required, and where the expected benefits of
immediate availability to patients outweigh the un-
certainties until the positive balance of benefits and
risks is confirmed by additional data. In just over 10
years, the CMA has been used for 23 anticancer
medicines. For 14 of these anticancer medicines,
benefit has already been confirmed; olaratumab is the
first CMA that failed to confirm that the benefit-risk
balance continued to be positive.

Olaratumab is a humanised antibody that inhibits a
growth signalling pathway in sarcoma and stroma cells.
In adult patients with a locally advanced, unresectable,
or metastatic STS, a therapeutic-exploratory trial
(‘JGDG’) showed increased progression-free and overall
survival (OS) for the combination of olaratumab with
doxorubicin, compared with doxorubicin alone. The
median OS was 27 versus 15 months, with 50% versus
30% alive at 2 years, respectively, in the randomised
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controlled part of the trial (133 patients). The unex-
pected increase was considered clinically important for a
cancer with high unmet needs and limited treatment
options.

The European Medicines Agency (EMA) scientific
assessment concluded that the balance of benefits and
risks was positive for olaratumab to treat STS, and also
that the immediate authorisation of olaratumab would
have benefits for patients. However, given the explor-
atory nature of the trial, it was considered that impor-
tant uncertainties remained and required replication of
the results.

When the CMA was granted (November 2016), a
therapeutic-confirmatory trial (2015-000134-30,
‘ANNOUNCE’) was ongoing and was included as a
specific obligation in the CMA, for the purpose of
verifying the clinical benefit. The trial compared the
same treatment regimens and was suitable to provide
comprehensive data, given its advanced recruitment and
robust design (double-blind, placebo-controlled, pri-
mary OS end-point, adequate patient number).

In January 2019, the marketing authorisation
holder informed the EMA scientific Committee for
Medicinal Products for Human Use (CHMP) that the
trial failed to show a difference in efficacy of the regi-
mens. With more than 2 years observation, data were
mature enough to draw conclusions and showed that OS
was not prolonged for the combination of olaratumab
with doxorubicin, compared with doxorubicin alone,
neither in the overall population nor the leiomyo-
sarcoma subpopulation. Other efficacy end-points did
not show favourable effects of the combination of
olaratumab with doxorubicin over doxorubicin alone.

As a consequence, the CMA was revoked by the
European Commission (July 2019), in line with the
CHMP’s assessment (April 2019, [7]) and communica-
tions that no new patients should receive Lartruvo and
that treating physicians should consider available op-
tions for patients already on treatment. EU member
states may in exceptional circumstances during a tran-
sitional period allow the supply of the medicinal product
to patients who are already being treated with the me-
dicinal product’ [Article 117.3 in [I]]. The marketing
authorisation holder announced working on options for
continuing treatment of individual patients [2].

The CMA is a regulatory pathway that has been used
across therapeutic areas for authorising medicines [3],
including several to treat rare cancers, where the medi-
cines will fulfil unmet medical needs when there are no
authorised treatments, or will be a major therapeutic
advantage. A CMA is valid for one year and can be
renewed annually, until the comprehensive data
set allows confirming that the benefit-risk balance is
favourable. If this is the case, the marketing author-
isation is no longer conditional. If not, the CMA
framework enables taking appropriate regulatory
action.

Anticancer medicines took in median 4 years for their
clinical benefit to be confirmed and their marketing
authorisation to be no longer conditional. This reflects
the notable gains with the CMA pathway in terms of
early access to patients and of less opportunity costs to
society [4].

Communication is key for CMAs, and the condi-
tional nature of the authorisation of Lartruvo is well
explained in the product information. Also, health
professional societies are proactively informed by the
EMA about important changes of medicines, including
this revocation. All stakeholders can readily find CMA
products in the EMA website [5], with assessment re-
ports detailing the strength of the evidence, the un-
certainties, the clinical benefit related to end-points, and
the additional data to be provided.

One of the principles shared across stakeholders is
that public health is fostered through safe and timely
access to medicines. The CMA framework provides the
tools to ensure that the regulatory system can be
trusted to follow this principle. At the outset, it was
suspected that increasing CMA revocations would
undermine trust in the regulatory system [6], yet this is
the first case for the reason that a favourable benefit-
risk balance was not confirmed. Since it is inevitable
that the favourable benefit-risk balance for some
CMAs cannot be confirmed, activities in the regulatory
system focus on minimising this by stimulating the
generation of extensive knowledge in biology, bio-
markers, mechanisms of action, and explorative as-
sessments to inform the benefit-risk assessment at the
time of approval.

Although olaratumab did not meet the expectation
for a confirmed survival benefit, we continue to see the
value of every CMA medicine from the perspective of a
patient for whom this is a new treatment option in a
situation of unmet needs, despite the uncertainties.
Clearly, communication and awareness about un-
certainties is necessary to inform clinical decisions taken
by patients and physicians.
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