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The increasing efficacy of cancer treatments has led to a growing population of cancer survivors. However, this 

success is shadowed by a rising burden of therapy-induced comorbidities that significantly impact quality of 

life and long-term health outcomes, presenting a complex clinical dilemma for ongoing patient management.1 

The immediate takeaway from discussions at ACCR 2026 is the urgent need for proactive, integrated strategies 

to mitigate these adverse effects from diagnosis through survivorship.

K E Y  TA K E AWAY S

º The Pivot: Focus has shifted from acute treatment toxicity to the lifelong management of therapy-induced 

chronic conditions.

º The Data: Specific data points were not provided in the prompt, but the emphasis is on the high prevalence 

and severity of cardiovascular, endocrine, and neurological sequelae.

º The Action: Clinicians should implement comprehensive screening and management protocols for 

therapy-induced comorbidities, starting at diagnosis and continuing throughout survivorship.
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The success of modern oncology in extending survival for patients with various malignancies has inadvertently created a 

new clinical challenge: the management of therapy-induced comorbidities. These adverse effects are not merely transient 

toxicities but often manifest as chronic, progressive conditions that significantly impair the quality of life and overall 

longevity of cancer survivors. Discussions at ACCR 2026 highlighted that these comorbidities span multiple organ 

systems and affect patients across the entire lifespan, from pediatric survivors to older adults. The clinical dilemma lies 

in balancing aggressive, curative cancer treatment with strategies to prevent or mitigate these long-term sequelae.1

For instance, cardiovascular toxicities, including cardiomyopathy, arrhythmias, and accelerated atherosclerosis, are 

well-documented consequences of anthracyclines, HER2-targeted therapies, and radiation to the chest. These effects can 

manifest years or even decades after treatment cessation, necessitating lifelong cardiac surveillance. Similarly, endocrine 

dysfunctions, such as hypothyroidism following radiation to the neck or hypothalamic-pituitary axis damage from cranial 

radiation, are common. Gonadal dysfunction, leading to infertility and premature menopause or androgen deficiency, is 

a significant concern for younger survivors.1

The underlying mechanisms for these long-term toxicities are diverse, often involving direct cellular damage, oxidative 

stress, inflammation, and fibrosis. For example, anthracyclines induce cardiotoxicity through the generation of reactive 

oxygen species and topoisomerase II² inhibition in cardiomyocytes. Radiation therapy can cause tissue damage through 

DNA damage and microvascular injury, leading to chronic inflammation and fibrosis in irradiated organs. Understanding 

these mechanisms is crucial for developing targeted preventive and therapeutic interventions.

Therapy-Induced Comorbidities Across the Lifespan
The spectrum of therapy-induced comorbidities extends beyond cardiovascular and endocrine systems. Neurological 

complications, including chemotherapy-induced peripheral neuropathy (CIPN) and cognitive impairment (often termed 

'chemobrain'), can be debilitating and persistent. Renal dysfunction, secondary to platinum-based chemotherapy or 

certain targeted agents, and secondary malignancies, a direct consequence of genotoxic treatments, represent further 

long-term risks. Musculoskeletal issues, such as osteopenia and osteoporosis, are frequently observed in survivors treated 

with hormone therapies or corticosteroids.1

The impact of these comorbidities is age-dependent. Pediatric cancer survivors, for example, face unique challenges, 

including impaired growth and development, neurocognitive deficits, and a higher lifetime risk of secondary cancers and 

organ dysfunction due to the vulnerability of developing tissues to cytotoxic agents and radiation. Older adult survivors, 

conversely, often present with pre-existing comorbidities that are exacerbated by cancer therapies, leading to increased 

frailty, functional decline, and polypharmacy. The cumulative burden of these conditions necessitates a tailored approach 

to survivorship care that considers age, specific cancer treatments received, and individual risk factors.1

The discussions at ACCR 2026 emphasized the importance of early identification and proactive management of these 

risks. This includes baseline assessments before initiating cancer therapy, ongoing monitoring during and after treatment, 

and the implementation of preventive or mitigating interventions. For example, cardioprotective strategies, such as the 

use of dexrazoxane with anthracyclines or close monitoring with echocardiography, are critical. Lifestyle modifications, 

including regular exercise and a healthy diet, are also crucial components of survivorship care, though their efficacy 

in preventing specific therapy-induced comorbidities requires further investigation. The integration of primary care 

physicians and specialists, such as cardiologists, endocrinologists, and neurologists, into the survivorship care team is 

essential for comprehensive management.1
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While the focus was on established medical knowledge, a limitation of current practice highlighted was the variability 

in the implementation of survivorship care plans. Standardized guidelines for screening and managing specific 

comorbidities are available from organizations like ASCO and NCCN, but adherence and accessibility remain 

inconsistent. This inconsistency often stems from a lack of dedicated resources, insufficient training for healthcare 

providers in survivorship care, and patient-specific barriers to accessing follow-up services. Furthermore, the long 

latency period for some comorbidities makes attributing them directly to specific treatments challenging, complicating 

epidemiological studies and the development of robust predictive models. Further research is needed to develop 

more effective predictive biomarkers for therapy-induced toxicities and novel interventions to prevent or reverse these 

long-term effects. The ultimate goal is to ensure that the success in treating cancer translates into a long, healthy, and 

high-quality life for survivors.

For a comprehensive understanding of cancer care, including managing long-term toxicities and improving survivor 

quality of life, consult the excellent Oxford Handbook of Oncology.

CLINICAL IMPLICATIONS

The increasing prevalence of cancer survivors with significant therapy-induced comorbidities demands a 

fundamental shift in clinical practice. It is no longer sufficient to merely treat the cancer; clinicians must now 

proactively manage the lifelong consequences of those treatments. This means integrating comprehensive 

survivorship care plans into routine oncology practice, not as an afterthought, but as an intrinsic component of 

the patient's journey from diagnosis. The current fragmented approach, where patients are often discharged 

from oncology care without clear guidance for long-term surveillance, is unsustainable and detrimental to 

patient outcomes.

For primary care physicians and specialists, this translates into a heightened awareness of the specific 

risks associated with various cancer therapies. A patient's history of anthracycline exposure, for example, 

should immediately flag them for increased cardiovascular surveillance, irrespective of their current cardiac 

symptoms. Similarly, a history of head and neck radiation necessitates regular thyroid function monitoring. 

Guideline bodies like ASCO and NCCN have published detailed recommendations, yet their adoption remains 

inconsistent. The onus is on individual practitioners to familiarize themselves with these guidelines and 

implement them rigorously, ensuring that patients receive the necessary screening and interventions to 

mitigate these predictable long-term effects.

The pharmaceutical industry also bears a responsibility. While developing novel, more effective cancer 

therapies, there must be a parallel focus on agents with improved long-term toxicity profiles. Furthermore, 

investment in research for interventions that can prevent or reverse therapy-induced damage, such as 

cardioprotective agents or treatments for chemotherapy-induced neuropathy, is critical. The market for 

survivorship care is expanding, and companies that prioritize the long-term well-being of survivors, rather 

than solely focusing on acute efficacy, will ultimately contribute more meaningfully to patient care and gain a 

stronger foothold in this evolving landscape.

EDITORIAL & AI STANDARDS
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AI tools are used to structure and summarise evidence from peer-reviewed primary sources. Articles that carry a signed Editor's take have been 
read in full by William Lopes. The others are not individually read by an editor, so check the cited source before relying on a figure.
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