SUMMARY OF CHANGES

Amendment #3, Version Date: January 22, 2009
RTOG 0625/ACRIN 6677, A Randomized Phase II Trial of Bevacizumab With Irinotecan or Bevacizumab With Temozolomide in Recurrent Glioblastoma

Study Chair: Mark R. Gilbert, MD; 713-792-4008; mrgilbert@mdanderson.org 
RTOG 0625 has been amended as follows:
Cover page: Contact information for the senior statistician, Meihua Wang, PhD, was added per current RTOG standard.
At the request of CTEP, reference to the supply of investigational bevacizumab was deleted from the following places:

· Section 1.2.1, last paragraph

· Section 7.2.2, last paragraph

· Appendix I/Sample consent, Why is this study being done?, last paragraph
Sections 5.1-5.1.2.2: Regulatory preregistration requirements were updated per current RTOG standard.
Sections 7.8-7.8.2 and Section 7.9: Adverse event reporting logistics were updated per current RTOG standard.
Section 10.0: The RTOG Tissue Bank has been renamed the RTOG Biospecimen Resource and has moved to University of California San Francisco. The entire section was updated accordingly.
Section 10.6: The weblink was updated for the RTOG Patient Tissue Consent Frequently Asked Questions.
Section 13.2.1.2: In the first sentence, “treatment-related” was added before “medical complications” for increased clarity.

Section 13.5: The former Section 13.4 was moved to the new Section 13.5 and was expanded to describe the results of the efficacy and toxicity analysis that occurred after the temporary accrual closure in November 2007. Based on the analysis results, the study will continue to accrue until the final accrual objective is met. All sections were appropriately renumbered.

Appendix I/Sample consent, Why is this study being done? In the second-to-last paragraph, “every 4 weeks, a urine test will be performed” was corrected to “every 2 weeks...”
Appendix I/Sample consent, Risks and side effects related to bevacizumab: The risk profile was updated: (1) to be consistent with the current CAEPR (v 1.2, 6/19/07), which was added to Amendment 2 (broadcast date: 12/11/07); and (2) to be consistent with other RTOG bevacizumab trials. Specific changes were made as follows:

Less Likely
Added
· Dizziness
· Decrease in blood counts, which can lead to a risk of infection
· Anemia
· Low blood pressure
· Loss of appetite
· Weight loss; Itching, hives, welts of the skin
· Ulcers (open sores of the skin or mucous membrane that shed inflamed dead tissue)
· Nausea and/or vomiting
· Inflammation of the colon, which can result in stomach cramps and/or diarrhea
· Obstruction of the bowel


Expanded 
· “Vagina” added after “mild to moderate bleeding in the tumor, stomach, intestines…”
· “Wheezing” added after shortness of breath
· “Generalized pain and pain and the tumor site” changed to “pain in the stomach, chests, joints, or muscles and/or pain…”
· “And/or change in or loss of voice” added after “hoarseness”

Rare But Serious
Added
· Fistulas (abnormal openings or passages between internal organs or from an internal organ to the surface of the body) in the lung and/or intestinal tract

· Nasal septum perforation: a hole in the wall that divides the inside of the nose, which could result in crusting in the nose, bleeding and/or discharge from the nose, and/or whistling on intake of air and which would require surgery to repair

· Kidney failure


Expanded 

· “Vagina” added after “serious or fatal bleeding from the tumor, brain, gut…”

· “Bowel perforation and bowel anastomotic dehiscence (a tear or hole in the gastrointestinal tract).  These events may lead to serious infection and require surgery to repair. In some cases it may be fatal. ” changed to “Bowel perforation and bowel anastomotic dehiscence.  Bowel perforation occurs when an opening exists in the bowel wall allowing bowel contents to spill into the abdomen.  Bowel anastomotic dehiscence is a breakdown in the surgical connection between two pieces of bowel. These events are rare but can lead to serious infection and require surgery to repair.”
· “Severe allergic reactions…” changed to “acute and/or severe allergic reactions…”
Appendix II/Study Parameter Table, MRI Assessments: In the last row (Optional- Advanced MRI), an X was added next to Week 2 for consistency with the information contained in footnote g.

Appendix III/ Performance Scale: In the Zubrod scale 4 description, "or" was deleted after "bed" because it was included in error.
