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1. Introduction

Immune checkpoint inhibitors and other immune-based cancer therapies have pro-
foundly transformed the treatment of solid and hematological malignancies, leading to
durable responses and significant survival benefits in a growing number of patients. Along-
side these achievements, however, the activation of the immune system has introduced a
unique spectrum of toxicities, known as immune-related adverse events (irAEs), which
represent a major challenge in contemporary oncology practice [1-3]. IrAEs differ substan-
tially from toxicities associated with conventional anticancer treatments. They may involve
virtually any organ system, present with heterogeneous and sometimes atypical clinical
manifestations, and occur at unpredictable time points during or after therapy [4-7]. As
immunotherapy continues to expand into earlier disease stages, combination strategies, and
patient populations with pre-existing comorbidities, the incidence and clinical complexity
of irAEs are expected to increase further. Consequently, the ability to promptly recognize,
accurately diagnose, and effectively manage immune-mediated toxicities has become an
essential component of cancer care.

This Special Issue, “How to Properly Diagnose and Treat Immune-Related Adverse
Events during Immunotherapy in Patients with Cancer: Discussion between Special-
ists”, brings together original research articles and reviews that reflect the current multi-
disciplinary understanding of irAEs. The collected works address clinical presentation,
diagnostic approaches, management strategies, predictive factors, and patient-centered
considerations, offering a broad and integrated overview of this rapidly evolving field.

2. Key Themes

A central theme emerging from this Special Issue is the importance of real-world
evidence in characterizing immune-related toxicities. Data derived from routine clinical
practice complement findings from clinical trials by capturing a broader patient population
and reflecting everyday diagnostic and therapeutic challenges [1,6]. These observations
emphasize that the incidence, severity, and clinical course of irAEs may vary according to
tumor type, treatment regimen, and individual patient characteristics [2,4].

Another key aspect concerns organ-specific immune-mediated toxicities, which remain
among the most challenging complications of immunotherapy. Endocrine, neurological,
hepatic, and gastrointestinal manifestations are particularly relevant due to their potential
severity and diagnostic complexity [3,5,7]. These toxicities often mimic other conditions,
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such as infection or disease progression, underscoring the need for a high index of suspicion
and early multidisciplinary involvement.

The role of imaging and advanced diagnostic techniques is also highlighted. Radiological
and nuclear medicine tools are increasingly used to detect immune-mediated inflammation
and to support differential diagnosis [4,5]. At the same time, their limitations—especially
the difficulty in distinguishing inflammatory changes from tumor progression—stress the
necessity of integrating imaging findings with clinical and laboratory data.

From a therapeutic perspective, the management of irAEs continues to evolve. While
corticosteroids remain the cornerstone of treatment for moderate to severe toxicities, there
is growing interest in steroid-sparing and targeted immunosuppressive strategies aimed at
reducing long-term complications and preserving antitumor immune activity [1,2]. The
balance between effective toxicity control and maintenance of treatment efficacy represents
a critical and ongoing challenge.

The identification of predictive and prognostic factors for irAEs is another emerging
area of research. Exploratory studies on clinical parameters, systemic inflammatory mark-
ers, and immune-related biomarkers suggest the possibility of earlier risk stratification and
more proactive management [6], although further validation is required before widespread
clinical implementation.

Finally, this Special Issue underscores the importance of patient-centered care, par-
ticularly in complex clinical scenarios such as patients with pre-existing autoimmune
diseases [3,6]. Patient education, shared decision-making, and clear communication regard-
ing risks and benefits are essential elements of safe and effective immunotherapy.

3. Conclusions

The contributions included in this Special Issue collectively demonstrate that irAEs
are an integral aspect of modern cancer immunotherapy. Their heterogeneous nature
and potential severity require a coordinated, multidisciplinary approach that involves
oncologists, organ-specific specialists, radiologists, and other healthcare professionals.
Despite substantial progress, important gaps in knowledge remain, including the lack of
standardized diagnostic criteria, validated predictive biomarkers, and consensus-driven
management algorithms for many irAEs. Addressing these unmet needs will be essential
as immunotherapy continues to expand and patient survival improves. By providing
an integrated overview of current challenges and emerging strategies, this Special Issue
aims to support clinicians and researchers in improving the diagnosis, management, and
prevention of immune-related adverse events, ultimately contributing to safer and more
sustainable use of cancer immunotherapy.

Author Contributions: A.L. and PS.; investigation, A.L.; resources, A.L.; writing—original draft
preparation, A.L.; writing—review and editing, A.L. and P.S.; supervision, A.L. and P.S. All authors
have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflicts of interest.

https://doi.org/10.3390/ cancers18030523


https://doi.org/10.3390/cancers18030523

Cancers 2026, 18, 523 30f3

Abbreviations

The following abbreviations are used in this manuscript:

irAEs immune-related adverse events
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