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Lorlatinib and New-Onset Diabetes Practical
Monitoring for Oncologists
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New-onset diabetes and diabetic ketoacidosis are serious, life-threatening adverse events associated with
lorlatinib, a potent ALK inhibitor. A recent case report in JCO Oncology Practice highlighted severe DKA
weeks after starting lorlatinib, even in apatient with no prior diabetes history, prompting areview of monitoring
guidelines.

lightbulb

The Pivot: The case highlights the need to move beyond standard adverse event reporting to proactive
metabolic surveillance in patients on lorlatinib.

The Data: DKA can occur rapidly (within weeks) after initiating lorlatinib, even in patients without prior risk
factors for diabetes.

The Action: Implement a structured monitoring protocol that includes baseline HbAlc and frequent blood
glucose checks during lorlatinib therapy.

Starting lorlatinib demands a thorough baseline assessment of metabolic risk factors. A detailed medical history should
cover prior diabetes, pre-diabetes, or gestational diabetes. Order baseline HbA 1c and fasting plasma glucose. One case
showed new-onset diabetes without such history, but pre-existing conditions still heighten risk. Risk remains.

NCCN Guidelines for NSCLC address other TKI toxicities, but specific guidance on metabolic monitoring during
lorlatinib therapy islacking. No clear path. That's because patients with obesity, dyslipidemia, hypertension, or afamily
history of type 2 diabetes are more susceptible to TKI-induced metabolic stress. They are more susceptible. Document
these factors for personalized monitoring and earlier intervention. That matters.

A frequent monitoring protocol iscrucial, given the rapid DKA onset observed. Check fasting blood glucose weekly for
the first month, then bi-weekly for two months, then monthly. Monitor closely. Re-evaluate HbA 1c every three months.
Patients must be educated on hyperglycemia symptoms (polyuria, polydipsia, unexplained weight loss) and report them
immediately. Empower patients.

Consider continuous glucose monitoring (CGM) in high-risk patients, if feasible. This aggressive approach is not
mandated by current guidelines, but DKA's severity justifiesit. This contrasts with general diabetes screening. Early
hyperglycemia detection allows for timely intervention and prevents severe complications. Patient education is key;
recognizing symptoms reduces diagnosis delays. For high-risk patients, CGM offers a comprehensive view for finer
management adjustments. It empowers clinicians.
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Early consultation with an endocrinologist is critical for fasting plasma glucose > 126 mg/dL, HbA1c > 6.5%, or any
hyperglycemia symptoms. Consult early. Do not attempt to manage significant hyperglycemia or DKA independently.
Prompt referral ensures appropriate insulin therapy and management of potential complications. Get expert help.
Endocrinol ogists can assess underlying mechanisms contributing to insulin resistance or beta-cell dysfunction induced
by lorlatinib. Find the cause. Management often requires a multidisciplinary approach.

Here's asimple algorithm:

* Baseline: HbA 1c and fasting glucose.

* |f normal, start lorlatinib.

» Weekly fasting glucose x 1 month, then bi-weekly x 2 months, then monthly. HbA1c g3 months.

« |f fasting glucose > 126 mg/dL or HbA 1c > 6.5% or symptomatic hyperglycemia: Consult Endocrinology STAT. Hold
lorlatinib pending endocrine evaluation.

« If DKA suspected: Immediate hospitalization and endocrine consult.

The open-label design is the obvious caveat. This guidance stems from a single case report, which inherently limitsits
generalizability. Prospective studies are needed to determine lorlatinib-induced diabetes incidence and validate optimal
monitoring strategies. More datais needed. The mechanism by which lorlatinib induces hyperglycemia remains unclear,
hindering targeted preventive measures. The cause is unknown. All recommendations are provisional, subject to revision
as new data emerge.

The absence of large-scale clinical trial data means these recommendations are extrapolated from limited evidence and
clinical experiencewith other TKIs. Not definitive. The precise incidence of new-onset diabetes and DKA in the broader
lorlatinib-treated population is not yet established. Unknown rates. The cost-effectiveness of an intensive monitoring
protocol aso needs evaluation, particularly in resource-constrained healthcare systems. Consider the cost. Who will
pay for this? Future research should focus on identifying biomarkers that predict susceptibility to lorlatinib-induced
hyperglycemiafor more targeted and efficient monitoring. Better prediction is needed.

Lorlatinibisapowerful tool for ALK-positive NSCLC, but it carriesrisks. New-onset diabeteswith DKA isapotentially
life-threatening complication demanding proactive management. | mplementing a structured monitoring protocol and
close collaboration with endocrinol ogy can minimize this adverse event and ensure better patient outcomes. Oncologists
have arole. Isthisvigilant, responsible oncology, or just following guidelines?

Furthermore, the specific patient population in the case report, while representative of ALK-positive NSCLC, may

not fully capture the metabolic diversity of all patients who could receive lorlatinib. Factors such as ethnicity, genetic
predispositions, and concomitant medications could influence individual susceptibility to metabolic derangements.
Therefore, while this case provides a stark warning, its direct applicability to every patient requires careful consideration
and individualized risk assessment.

The long-term metabolic consequences of lorlatinib therapy also warrant further investigation. Even if acute DKA is
averted, chronic hyperglycemia can lead to microvascular and macrovascular complications, impacting quality of life
and overall survival. Integrating these considerations into a comprehensive patient management plan is crucial for truly
patient-centered care.
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Ultimately, the balance between maximizing the oncol ogic benefits of lorlatinib and mitigating its metabolic risks
necessitates ongoing vigilance, aproactive approach to monitoring, and acommitment to interdisciplinary collaboration.
This ensures that while patients gain valuable time from effective cancer treatment, their overall health and well-being
are not inadvertently compromised.

CLINICAL IMPLICATIONS
Lorlatinib demands immediate, proactive metabolic monitoring. New-onset diabetes and diabetic ketoacidosis
are real, life-threatening risks, even in patients without prior history. Be vigilant. Oncologists can no longer
assume metabolic stability. This is a drug-induced diabetes, not just a risk factor exacerbation.

Baseline HbAlc and fasting glucose are non-negotiable. Frequent glucose checks must continue through
treatment. The goal is early detection before DKA develops. Current guidelines are silent on this; clinicians
must act independently.

Endocrinology consultation should be swift for any signs of hyperglycemia. Do not manage significant
derangements alone. This multidisciplinary approach protects patients. It also limits oncologist liability.

The financial toxicity of intensified monitoring remains an open question. Who bears the cost burden? Payers
will push back. This issue needs a systemic solution, not just individual clinician effort.
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