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Hmm, this is a request to summarize a recent clinical practice guideline from a reputable
neuro-oncology journal. The user wants key findings from the ISRS guidelines on
Stereotactic radiosurgery for recurrent high-grade glioma.

The paper is structured as a formal guideline, so the response should mirror that by
clearly separating methodology from clinical recommendations. Need to highlight the
systematic review foundation first to establish credibility, then distill the complex clinical
questions into actionable guidance.

The three main decision points seem to be patient selection, treatment parameters, and
outcome expectations. For patient selection, the size and location criteria are critical. For
treatment, dose and technique details matter most. For outcomes, survival benefits and
toxicity risks should be quantified.

The summary should end with the overall clinical implication - this provides a
standardized framework for a controversial treatment area. Keeping it concise but
covering all key aspects without oversimplifying the nuanced recommendations.

Of course. Here is a summary and the key findings of the International Stereotactic
Radiosurgery Society (ISRS) Practice Guidelines for Radiosurgery in Recurrent High-
Grade Glioma.

Overall Summary

This document represents the first formal, evidence-based practice guidelines from the
ISRS on the use of Stereotactic Radiosurgery (SRS) for recurrent high-grade gliomas
(rHGG), specifically World Health Organization (WHO) grade 3 and 4 tumors (e.g.,
glioblastoma). The guidelines were developed through a systematic review of the
literature and provide expert consensus recommendations to standardize practice, clarify
patient selection, and define optimal treatment parameters. The central conclusion is that
SRS can be a safe and effective local control treatment for carefully selected patients
with rHGG, offering a potential survival benefit in this challenging clinical scenario.
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Key Findings and Recommendations

1. Patient Selection: Who is a Candidate?

The guidelines emphasize that careful patient selection is paramount for the success of
SRS. Ideal candidates are characterized by:

e Tumor Characteristics:

o Size: A maximum diameter of £ 4 cm is strongly recommended. Smaller
volumes (< 2-3 cm) are associated with better outcomes and lower toxicity.

o Number: Preferably a single, well-defined lesion. A limited number of
lesions (e.g., 1-3) may be considered, but the evidence is strongest for single
lesions.

o Location: Lesions should be located in non-eloquent or safely treatable brain
areas to minimize the risk of symptomatic radiation necrosis.

e Performance Status: Patients should have a good performance status (e.g.,
Karnofsky Performance Status (KPS) 2 70).

» Disease Status: Clear evidence of true progression (as opposed to
pseudoprogression) is required, ideally confirmed by advanced imaging or biopsy.

e Timing: SRS is typically considered when other effective options, like bevacizumab,
have been exhausted or are not suitable.

2. Treatment Parameters: How to Deliver SRS?

The guidelines provide specific recommendations on technical delivery:
» Dose: There is no single standard dose, but it is inversely related to tumor volume.

o Common dose prescriptions range from 15 to 20 Gy delivered in a single
fraction.

o For larger or critically located tumors, hypofractionated SRS (e.g., 27-35 Gy

in 3-5 fractions) is a safe and effective alternative to mitigate the risk of toxicity.

o Target Delineation: The treatment target should be the contrast-enhancing
lesion on T1-weighted MRI, with a minimal or no margin (e.g., 0-1 mm). There is no
role for targeting the T2/FLAIR hyperintensity beyond the enhancing margin in the
recurrent setting.

o Technique: Both Gamma Knife and Linac-based SRS platforms are considered
appropriate and equivalent when used with modern, precise techniques.
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3. Efficacy and Outcomes: What to Expect?

¢ Local Control: SRS provides high rates of local control, typically reported in the
range of 70-90% at 6-12 months. This is its primary benefit.

e Overall Survival: The impact on overall survival (OS) is difficult to isolate due to
patient selection and subsequent therapies. However, selected studies suggest a
median overall survival of 10-13 months after SRS for rHGG, which is favorable
compared to historical controls for this population.

» Pattern of Failure: A significant challenge is the high rate of distant intracranial
failure (new tumors appearing away from the treated site). This highlights that SRS
is a local therapy and does not address the diffuse nature of the disease.

4. Toxicity and Safety: What are the Risks?

o Radiation Necrosis (RN): This is the most significant risk, occurring in
approximately 10-25% of patients. It can often be managed with corticosteroids or
bevacizumab.

e Other Toxicities: The risk of symptomatic edema and new neurological deficits is
low in well-selected patients but increases with larger tumor volume and location
near critical structures.

5. Integration with Systemic Therapy

The guidelines acknowledge the common clinical practice of combining SRS with
bevacizumab, an anti-angiogenic agent.

o Bevacizumab is noted for its potential to reduce the risk of symptomatic
radiation necrosis and to manage edema.

o Concurrent or adjuvant bevacizumab may be considered, particularly for larger
tumors or those in eloquent areas, though the optimal sequencing is not
definitively established.

Conclusion

The ISRS guidelines establish SRS as a valuable and evidence-supported tool in the
armamentarium for managing recurrent high-grade glioma. Its success is highly
dependent on strict patient selection based on small tumor size, good performance
status, and precise treatment planning. For the right patient, SRS offers a potent means
of achieving local disease control with an acceptable safety profile, potentially extending
survival while maintaining quality of life.
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