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Oncology must confront hidden side effects

M Check for updates

As anew generation of cancer
drugs continues to extend the lives
of people with cancer, strategies
for recording and managing their
toxicity and long-term effects will
need innovation too.

ecent breakthroughs in cancer

therapy, including immunothera-

pies, antibody-drug conjugates

and bispecific antibodies, have

transformed oncology care. Can-
cer therapy has become more targeted to the
patients’ tumors, and patients’ overall sur-
vivalis becominglonger. However, those who
survive cancer can face lifelong challenges
because of treatment-induced toxicities with
short- and long-term effects. While innova-
tions have rapidly changed the cancer therapy
landscape, approachestorecordingand man-
aging treatment-induced toxicities have not
evolved at the same pace, and theirimpacton
the quality of life of those who survive cancer
isunclear.

Those who survive cancer must live with
the consequences of therapy-induced toxici-
ties and may have to remain on treatment for
therest of their lives. Even low-grade adverse
effects such asrash and diarrhea can become
functionally and psychologically devastating
when experienced over along period of time.
Immune-related adverse events in patients
treated with immune checkpoint inhibitors
canbechronicand persist for years orbeirre-
versible'. However, the duration of adverse
events is not factored into the existing com-
mon terminology criteria for adverse events
(CTCAE) for acute toxicities’.

The problem is that what is deemed man-
ageable according to current criteria might
be unacceptable to patients. Moreover,
quality-of-life data are commonly reported
years after the primary clinical report hasbeen
published and the drug hasbeen approved, so
these data are not available to new patients.
Patient questionnaires to assess quality-of-life
data may be outdated and patients’ issues
potentially may not be accurately presented.

The latest breakthrough therapy in oncol-
ogy, the pan-RAS inhibitor daraxonrasib, dou-
bled the survival of patients with aggressive

RAS oncogene-driven advanced pancreatic
cancer, which had thus far had very limited
treatment options. Most patients experi-
enced acneiform rash and, although less
common, diarrhea and stomatitis aslow-grade
therapy-related adverse events’. Full quality-
of-life data, which would include data on
daily functioning and emotional well-being,
have not yet been disclosed, owing to short
follow-up. As functional and psychological dis-
ruptionsto patients arealso not factoredinto
CTCAE?, this means that non-CTCAE toxicities,
such as impaired daily functioning and emo-
tional well-being, are hidden from prescrib-
ing cliniciansin the first years after roll-out of
atherapy. Patients may be less accepting of
new agents when expected toxicities, short or
long term, cannot be disclosed because they
are unknown or underappreciated or their
severity is underestimated. If toxicities can-
not be disclosed, obtaining actual informed
consent for treatment with new agents in
clinical practice is not possible. New toxicity
reporting guidelines need to be developed,
and patient questionnaires need to be fre-
quently updated, together with and based
on input from patients, so that their needs
are accurately reflected in the development
of drugs.

Toxicity profiles of novel drugs can differ
depending on the targets and mechanisms of
action of the respective therapies, and on the
individual patient’s genetic background and
physical condition, such as the existence of
otherlong-term conditions. For patients who
have been historically excluded from trials
on the basis of these factors, only real-world
data or appropriately designed trials bring
to light the toxicities they can expect from
novel treatments. It is important to include
populations at risk in the adaptation of cur-
rent toxicity and quality-of-life reporting,
because disparities exist in the severity of
treatment-related adverse events across
malignancies and therapeutic modalities,
including gender disparitiesinadverse events
induced by immunotherapy* and racial dis-
paritiesinthose induced by chimeric antigen
receptor T cell therapy”.

Real-world experiences with the bispecific
antibody amivantamab in lung cancer have
shown that the full extent and severity of

skin toxicities can come to light only when a
broader patient population hasbeen exposed
totherespective drug. Inaddition, because of
historical siloing of disciplines, knowledge
transfer may be limited inhow to detect, moni-
tor and manage therapy-induced toxicities,
such ascytokine-release-syndromein the case
of chimeric antigen receptor T cell therapy,
or immune system-related adverse events in
the case of immune checkpoint inhibition.
Suchsilos need tobe removed so that patients’
needs can be met across disease settings. In
addition, after broader implementation of
therapies across cancer types, the detection
of rare treatment-induced syndromes may
become morelikely, and coordinated research
into the mechanisms of toxicities can help
mitigate risks and aid in the development of
more targeted treatments.

Global and interdisciplinary efforts to
detect and manage novel treatment-related
adverse events are required when tissue-
agnosticdrugsandspecificdrugclassesacross
cancertypesare approved for clinical practice.
Examples of important steps in this direc-
tion are the existence of cross-disciplinary
working groups that, for example, provide
guidelines for identifying and treating a rare
syndrome associated with immune effec-
tor cell-based therapies® and monitoring
immune-related side effects at Side Effect
Registry Immuno-Oncology.

This is a time of unprecedented pace in
oncology drug development and clinical
translation. The opportunity to reconsider cur-
rent approaches to recording and managing
treatment-related toxicities and to involving
patients’ perspectives early on during clinical
development cannot be missed.
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