
Clinical Trial Points to Treatment
Advances for Brain Cancer
Vorasidenib prolonged progression free survival and delayed radiation and chemotherapy for
IDH-mutant glioma.  
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Clinical trial points to treatment advances for glioma patients for first time in
decades

In a global phase 3, double-blinded, randomized clinical trial, a precision therapy called
vorasidenib more than doubled progression-free survival for patients with Grade 2 gliomas
with IDH1 or IDH2 mutations. The therapy also delayed follow-up on treatment with radiation and
chemotherapy even more substantially. 

“This is the first time a new agent has been introduced for the treatment of these tumors in more
than 20 years,” says Patrick Y. Wen, MD, Director of the Center for Neuro-Oncology at Dana-Farber
Cancer Institute and one of the trial’s three study chairs. 

The INDIGO trial is the first phase 3 clinical trial of a molecularly targeted therapy for IDH-mutant
glioma. The results will be presented today in a plenary session at the American Society for
Clinical Oncology (ASCO) 2023 annual meeting and published in the New England Journal of
Medicine.  

Grade 2 gliomas are incurable brain tumors. IDH mutations are found in the vast majority of lower
grade gliomas. 

These tumors tend to appear in young people in their 30s or 40s. Current treatment involves
surgery followed by radiation and chemotherapy. Radiation and chemotherapy are effective
treatments, but within a few years of treatment, patients will experience signs of cognitive
dysfunction normally seen in much older people. 

Based on the trial results, treatment with vorasidenib can delay the need for treatment with
radiation and chemotherapy. “By delaying these treatments, we are also able to delay cognitive
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dysfunction in patients and preserve their quality of life,” says Wen.  

The INDIGO trial enrolled 331 patients with Grade 2 IDH-mutated gliomas who had undergone
surgery to remove the tumor. Patients who enrolled did not immediately need radiation and
chemotherapy and instead were in a watch-and-wait period. During this time, they were
randomized to take either vorasidenib or placebo. 

Patients taking vorasidenib had a median of 27.7 months progression-free survival compared to
11.1 months for patients taking a placebo. The time to next treatment for patients taking the
placebo was 17.8 months. For those taking vorasidenib, a median has not been determined
because only 11.3% of these patients have so far progressed to the next treatment. The drug also
had a manageable safety profile. 

“Tolerability is important because this is a drug that we expect people to be on for many years,”
says Wen.  

IDH1 and IDH2 are enzymes that, when mutated, drive the growth of the cancer. Vorasidenib
inhibits both IDH1 and IDH2 mutant enzymes and penetrates the blood-brain barrier. Vorasidenib
showed strong signs of efficacy in a phase 1 trial co-led by Wen. That evidence became the basis
for the INDIGO trial. 

“The majority of low-grade gliomas have IDH mutations, and the hope was that IDH inhibitors
could slow tumor growth,” says Wen. “The INDIGO trial shows that IDH inhibitors can work in low
grade gliomas with the IDH mutation.” 

The positive results open the door to a number of new possibilities for patients. For instance, Wen
has an ongoing trial investigating vorasidenib with immunotherapy and there are planned trials
combining vorasidenib with standard radiotherapy and chemotherapy.  

“In a field where nothing seems to work, these results suggest that something can work,” says
Wen. “Hopefully this will not only help many patients but will also encourage more companies and
investigators to put resources into this field.” 

This news release was published by Dana-Farber Cancer Institute on June 4, 2023.

Click here to read the study abtsract.
Click here for more reports from ASCO 2023.
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