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Summary 
 This addendum is in response to an action letter from Dr. Helen Chen of the 

National Cancer Institute (NCI) dated December 15, 2011 concerning 
Bevacizumab.  The drug information section and the risks section of the consent 
forms have been updated to reflect current drug safety information. 

 
Risk changes in this addendum have been determined by NCI to be a minor 
alteration in the overall risk-benefit for new patients. 

 
Determination of the level of IRB review for minor risk changes (expedited 
versus full board review) is at the discretion of the local IRB. 
 

 Administrative/editorial changes. 
Replacement pages are included.  Please incorporate into the  

protocol and keep this addendum with your protocol. 
 
Title page Revised NCI version date and addition of Addendum 6. 
 
Section 10.0 Adverse Event (AE) Reporting and Monitoring 
Page 30: Contact information in the fourth bullet under the “Additional Instructions or Exceptions 

to AdEERS Expedited Reporting Requirements” section in Section 10.21 has been 
updated as follows: 

  Abraxis Bioscience LLC/Celgene, email to SAE Reporting @abraxisbio.com 
drugsafety@celgene.com or fax to 919-433-8402 908-673-9115 and email to 
AbraxisMedAffairs@abraxisbio.com or fax to 908-393-8304 

 
Section 15.0 Drug Information 
Pages 47-51: Due to the receipt of the updated Comprehensive Adverse Events and Potential Risks list 

(CAEPR) for Bevacizumab, Section 15.34 has been replaced in its entirety. 
 
Appendix I Consent Form 
Pages 7-9: Due to the Action Letter for Bevacizumab from NCI, the risk sections have been revised 

as follows: 
Likely 

 Diarrhea (moved to Less likely) 
 Nausea or the urge to vomit (moved to Less likely) 
 Vomiting (moved to Less likely) 
 Fatigue or tiredness (moved to Less likely) 
 Headache or head pain (moved to Less likely) 
 High blood pressure  
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 Loss of the normal functioning of the ovaries in a woman that can result in 
temporary or permanent menopause; the impact on fertility (temporary or 
permanent) is unknown (newly added) 

 

Less Likely 
 Lack of enough red blood cells (anemia) 
 Fever associated with dangerously low levels of a type of white blood cell 

(neutrophils) (newly added) 
 Fast heartbeat usually originating in an area located above the ventricles 
 Feeling of spinning or whirling 
 Belly pain 
 Inflammation (swelling and redness) of the large bowel (colon) 
 Constipation 
 Diarrhea (moved from Likely) 
 Heartburn 
 Bleeding in some organ(s) of the digestive tract 
 Blockage in an organ(s)/part(s) of the digestive tract (newly added) 
 Partial or complete blockage of the small and/or large bowel.  Ileus is a functional rather 

than actual blockage of the bowel. 
 Irritation or sores in the lining of the mouth 
 Nausea or the urge to vomit (moved from Likely) 
 Vomiting (moved from Likely) 
 Fatigue or tiredness (moved from Likely) 
 Reaction that can occur during or following infusion of the drug.  The reaction may 

include fever, chills, rash, low blood pressure, and difficulty breathing. 
 Chest pain not heart-related 
 Pain 
 Allergic reaction by your body to the drug product that can occur immediately or may be 

delayed.  The reaction may include hives, low blood pressure, wheezing, swelling of the 
throat, and difficulty breathing. 

 Infection 
 Infection (collection of pus) around the rectum 
 Premature opening of a wound along surgical stitches after surgery 
 Increased blood level of a liver enzyme (ALT/SGPT) 
 Increased blood level of a liver or bone enzyme (alkaline phosphatase) 
 Increased blood level of a liver enzyme (AST/SGOT) 
 Increased blood level of a liver pigment (bilirubin) often a sign of liver problems 
 Increased blood level of a heart muscle protein (troponin I) indicating damage to the 

heart muscle 
 Decreased number of a type of white blood cell (neutrophil/granulocyte) 
 Weight loss 
 Decrease in the total number of white blood cells (leukocytes) 
 Loss of appetite 
 Joint pain 
 Abnormal changes in the growth plate that may affect the growth of long bones in very 

young children.  This side effect appeared to be reversible after the treatment was 
stopped but has not been assessed with long-term use of the bevacizumab drug.  

 Muscle pain 
 Destruction or death of jawbone (newly added) 
 Dizziness (or sensation of lightheadedness, unsteadiness, or giddiness) 
 Headache or head pain (moved from Likely) 
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 Inflammation (swelling and redness) or degeneration of the peripheral nerves (those 
nerves outside of brain and spinal cord) causing numbness, tingling, burning (newly 
added) 

 Fainting 
 Sudden decrease of kidney function (moved to Rare but serious) 
 Blood in the urine 
 More protein leaking into the urine than usual, often a sign of kidney disease 
 Bleeding in the vagina 
 Cough 
 Shortness of breath 
 Nose bleed 
 Hoarseness 
 Stuffy or runny nose, sneezing (wording expanded) 
 Itching 
 Skin rash with the presence of macules (flat discolored area) and papules (raised 

bump) (wording expanded) 
 Hives 
 Formation of a blood clot that plugs the blood vessel; blood clots may break loose and 

travel to another place, such as the lung 
 

Rare but serious 
 Damage of or clots in small blood vessels in the kidney that can cause complications, 

some of which are serious including abnormal destruction of red blood cells (hemolysis) 
or platelets (that help to clot blood) and kidney failure 

 Collection of signs and symptoms that indicate sudden heart disease in which the heart 
does not get enough oxygen. Sudden symptoms such as chest pain, shortness of breath, or 
fainting could indicate heart disease and should be reported right away.  Signs such as 
abnormal EKG and blood tests can confirm damage to the heart. 

 Heart failure: inability of the heart to adequately pump blood to supply oxygen to the 
body 

 Decrease in heart's ability to pump blood during the "active" phase of the heartbeat 
(systole) 

 Heart attack caused by a blockage or decreased blood supply to the heart 
 Irregular heartbeat resulting from an abnormality in the one of the lower chambers of the 

heart (ventricle) 
 Ventricular fibrillation:  irregular heartbeat that involves the lower chambers of the heart 

(ventricles) that results in uncoordinated contraction of the heart; life threatening and 
potentially fatal, needing immediate attention 

 Gastrointestinal fistula:  Abnormal hole between an organ of the digestive tract and 
another organ or tissue 

 Gastrointestinal perforation : A tear or hole in the stomach or gut that can lead to serious 
complications and may require surgery to repair 

 Sore (ulcer) somewhere in the digestive tract 
 Serious, life-threatening allergic reaction requiring immediate medical treatment by your 

doctor.  The reaction may include extremely low blood pressure, swelling of the throat, 
difficulty breathing, and loss of consciousness. 

 Leakage from stomach due to breakdown of an anastomosis (surgical connection of two 
separate body structures) 
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 Bleeding in the brain 
 Stroke caused by decreased blood flow to the brain 
 Abnormal changes in the brain that can cause a collection of symptoms including 

headache, confusion, seizures, and vision loss associated with MRI imaging findings 
(RPLS) 

 Sudden decrease of kidney function (moved from Less likely) 
 A condition in which the kidneys leak a large amount of protein into the urine that can 

cause complications including swelling and kidney failure 
 Kidney failure (deleted) 
 Abnormal hole between part of the urinary system and another organ or tissue 
 Abnormal hole between the vagina and another organ or tissue 
 Abnormal hole between the lower breathing tube and the body cavity that surrounds the 

lungs 
 Bleeding from the lungs 
 Hole in the wall that separates the nostrils of the nose 
 Abnormal hole between the breathing tube (windpipe) and the tube that goes from mouth 

to stomach through which food passes (esophagus).  This is life-threatening and 
potentially fatal. 

 Blockage or narrowing of a blood vessel (artery) that can cause damage or loss of 
function including a heart attack or stroke 

 






























