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Summary   
 

Scientific: 
• This addendum is also in response to a National Cancer Institute (NCI) action letter 

from A. Dimitrios Colevas, M.D. dated August 1, 2006, in order to alert investigators of 
severe congestive heart failure (CHF). 

• To date, we have accrued a total of 6 patients and observed 3 DLTs at the dose level 1 (1000 
mg/D).  According to the cohort-of-3 algorithm, we are to put the next 3 patients on at dose 
level -1 (800 mg/D).  However, we have PK results from 2 patients at dose level 1 which 
indicate borderline concentration levels for inhibiting PDGFR and PDGF-dependent 
signaling events.  Thus, a lower dose level might not work.  Results from dose-finding 
studies of imatinib (STI 571) in recurrent malignant glioma patients receiving EIACs suggest 
no DLTs at dose level 1200 mg/D (59).  Based on all the information we have, we will add 
up to 6 patients (3+3) at dose level 1 for further DLT evaluation. 

• This addendum is also in response to the Data Safety Monitoring Board’s (DSMB) request 
that the stopping rules for this study be revised to accurately reflect the actions the study 
team will take for unanticipated high rates of unacceptable adverse events. 

• The National Cancer Institute has requested that the Comprehensive Adverse Events and 
Potential Risks List (CAEPR) be included in all protocols that CTEP holds the IND.  This 
listing has been incorporated into the drug information section (Section15.0) of the protocol 
and will replace the existing “Human Toxicology Studies” section.   

• The incorrect sample size was reflected in the statistical section (Section 16.83) for 
Addendum 4.  This has now been corrected along with the consent form being updated 
accordingly. 

Editorial: 
• Additional guidelines regarding ongoing IRB approval are provided. 
• This study requires remote data entry.  Therefore, the opening statement in the Records and 

Data Collection Procedures section (Section 18.1) of the protocol has been deleted. 
• Protocol resource personnel update. 
• Editorial/administrative changes. 

 
A replacement protocol is provided.  Please replace your current copy with 

the one attached.  Please keep this addendum with your protocol 
 
Title page:   Yingwei Qi replaces Alfred Furth as the study statistician. 
 

Now reflects the addition of Addendum 5 and revised NCI version date.   
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Protocol Resource Page 
Page 2: Janis Wobschall replaces Lori Bratvold as the NCCTG Research Base Protocol 

Development Coordinator. 
 
 The fax number for the NCCTG Research Base Pathology Coordinator has been updated 

to reflect 507/284-1902 9628. 
 
 Christine Maszk has been added as a second NCCTG Research Base Pathology 

Coordinator. 
 
Section 6.0 Registration/Randomization Procedures 
Page 18: Two new paragraphs have been added to Section 6.2 for clarification as follows:   
 In addition to submitting initial IRB approval documents, ongoing IRB 

approval documentation must be on file (no less than annually) at the CTSU 
Regulatory Office (fax 215-569-0206).  If the necessary documentation is not 
submitted in advance of attempting patient registration, the registration will 
not be accepted and the patient may not be enrolled in the protocol until the 
situation is resolved. 

 
When the study has been permanently closed to patient enrollment, 
submission of annual IRB approvals to the CTSU is no longer necessary. 

 
Section 7.0 Protocol Treatment 
Page 19: The following paragraph has been moved from Section 7.214 to Section 7.212:   

If 2 DLTs are observed on dose level 1, 6 patients will be entered on dose level 
–1 (800 mg/D).  If 0 or 1 DLTs are observed in the 6 patients on dose level –1, 
then dose level –1 will be used as the dose for the EIAC patients on study 2.  If 
2 or more DLTs are observed on dose level –1, the non-EIAC dose (600 mg/D) 
will be used as dose for the EIAC patients in Study 2. 

 
Page 20: Section 7.2121 is newly added as follows to address the issue of adding up to 6 patients 

(3+) at dose level 1 for further DLT evaluation. 
To date, we have accrued a total of 6 patients and observed 3 DLTs at dose 
level 1 (1000 mg/D).  According to the cohort-of-3 algorithm, we are to put the 
next 3 patients on at dose level -1 (800 mg/D).  However, we have PK results 
from 2 patients at dose level 1 that indicate borderline concentration levels for 
inhibiting PDGFR and PDGF-dependent signaling events.  Thus, a lower dose 
level might not work.  Results from dose-finding studies of imatinib (STI-571) 
in recurrent malignant glioma patients receiving EIACs suggest no DLTs at 
dose level 1200 mg/D (59). 

 
Based on all the information we have, we will add a 3rd cohort of 3 patients at 
dose level 1 for further DLT evaluation.  If ≥1 DLTs are observed in this 
cohort, we will evaluate DLT at dose level -1 (800 mg/D) as stated in Section 
7.213.  If no DLTs are observed, we will add a 4th cohort of 3 patients to dose 
level 1 to evaluate for DLT.  If ≥1 DLTs are observed in the 4th cohort at dose 
level 1, a DLT rate of ≥33% (4+/12) will have been observed and we will 
evaluate DLT at dose level -1 (800 mg/D) as stated in Section 7.213.   If no 
DLTs are observed, as stated in Section 7.213, dose level 2 (1200 mg/D) will be 
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evaluated and additional dose escalation above 1200 mg/D will be pursued 
conditional on number of DLTs at 1200 mg/D.  At dose level -1 (800 mg/D), 
either following the 3rd cohort or the 4th cohort of 3 patients, if a DLT rate of 
≤33% is observed, we will define an MTD of 800 mg/D.  At dose level 2 (1200 
mg/D), dose escalation would continue if DLT is not observed in the first 3 
patients OR only 1 DLT is observed in the first 6 patients as stated in 
Section7.213. 
  

Page 21: The opening paragraph of Section 7.215 has been revised to clearly reflect the definition 
of how the dose limiting toxicity will be defined as follows: 

The dose limiting toxicity (DLT) will be defined as follows adverse events 
considered clinically relevant after review by the study team (PI and 
Statistician) and fitting the following criteria: 

 
Pages 19-22: Throughout the section, the referenced section numbers have been corrected from 7.126 

and 7.124 to 7.213 and 7.214. 
 
Section 8.0 Dosage Modification Based on Adverse Events 
Page 24: Section 8.5 has been deleted as it is not appropriate in this section:   

Pre-menopausal women will have serum β-HCG checked every 4 weeks. 
 
Section 9.0 Ancillary Treatment 
Page 25: Due to the NCI action letter dated August 1, 2006, Section 9.8 is newly added as follows: 

Signs and symptoms of congestive heart failure (CHF).  All patients on and 
off therapy who develop signs and symptoms suggestive of CHF should be 
thoroughly evaluated and closely monitored and supported as clinically 
dictated.  Preliminary data suggest that a combination of carvedilol and 
angiotensin converting enzyme inhibitors are useful treatments of CHF in 
this setting. 

 
Section 10.0 Adverse Event (AE) Reporting and Monitoring 
Page 26: Due to the inclusion of the CAEPR listing in Section 15.0, the first bullet under  

Section 10.12 has been revised as follows: 
Expected AEs for expedited reporting purposes are listed on the CTEP Agent 
Specific Adverse Event List (ASAEL), a component of the Comprehensive 
Adverse Events and Potential Risks List (CAEPR).  To access the CAEPR for an 
agent under a CTEP IND, contact the AdEERS MD Help Desk at 
adeersmd@tech-res.com.  Refer to Section 15.0 to locate the CAEPR for the 
CTEP IND agent(s). 

 
Page 29: Due to the NCI action letter dated August 1, 2006, the table in Section 10.3 has been 

revised as follows: 
 

 
Category 

 
Adverse Event/Symptoms 

 
Baseline 

Each  
evaluation 

Cardiovascular 
(General) 

Cardiac left ventricular failure X X 

 Edema X X 
Dermatology/Skin Rash/desquamation X X 
Gastrointestinal Nausea X X 
 Stomatitis/pharyngitis X X 
 Number of stools/day X  
 Diarrhea  – patients without 

colostomy 
 X 

 Diarrhea  – patients with colostomy  X 
 Vomiting X X 
Infection/Febrile Infection with grade 3 or 4   X 
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Neutropenia neutropenia 
 Infection without neutropenia   X 
Metabolic/Laboratory Hyperglycemia X X 
 SGOT (AST) X X 
 Creatinine X X 
Neurology Depressed level of consciousness X X 
  Neuropathy-motor X X 
 Neuropathy-sensory X X 
Hemorrhage Hemorrhage – Other 

Specify site,_______________  
 

X 
 

X 
 
Section 14.0 Translational Research 
Page 34: Section 14.121 now reflects NW Clinic 3-24 rather than Plummer 4 and the ATTN: now 

reflects NCCTG Pathology Coordinator rather than Helen Tollefson. 
 
Page 40: Table now reflects the correct mailing address for the paraffin tissues:  NW Clinic 3-24 

rather than Plummer 4 and NCCTG Pathology Coordinator rather than Helen Tollefson. 
 
Section 15.0 Drug Information 
Page 41 The second sentence of the third paragraph in Section 15.2 has been revised to reflect the 

correct number of capsules being supplied in each bottle as follows: 
  Drug will be supplied to the investigational pharmacy in bottles of  

120 60 capsules.  
 
Page 43: Section 15.42 has been replaced in its entirety due to the inclusion of the CAEPR listing 

at the request of the National Cancer Institute. 
 
Pages 42-65: Due to the inclusion of the CAEPR listing, repagination has occurred. 
 
Section 16.0 Statistical Considerations & Methodology 
Page 49: Section 16.25 is newly added as a result of the DSMB requested stopping rules as 

follows: 
16.25 Data and Safety Monitoring: 
 

16.251 The principal investigator and study statistician will review this study 
twice a year to identify adverse event problems that might develop.  
The Mayo Clinic Cancer Center (MCCC) Data Safety Monitoring 
Board (DSMB) is responsible for reviewing accrual and safety data 
for this study at least twice a year, based on reports provided by the 
MCCC Statistical Office. 

 
16.252 Adverse Event Stopping Rules:  Study 1 is a Phase I study and has 

strict accrual rules based on the cohorts-of-three study design.  This is 
used to monitor acute adverse events and dose escalate or de-escalate 
based on the predefined rules found in Section 7.21. 

 
Page 49: Section 16.32 has been revised as a result of the DSMB requested stopping rules as 

follows: 
Sample Size:  A total of 43 patients (39 evaluable + 4 additional patients to 
compensate for losses due to ineligibility, cancellation, or major protocol 
violations) will be enrolled to the phase II component unless undue toxicity is 
encountered.  Patients will be accrued in one stage.  Patients enrolled in Study 1 
at the dose level determined for the phase II component will be included in the 
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efficacy parameters.  This study was originally designed Tto prevent a potential 
imbalance of patients not on EIACs as compared to historical data, by placing a 
maximum of 20 patients not on EIACs (Arm B) will to be accrued.  However, 
the use of EIACs in this disease setting has decreased over time.  Therefore, 
we have removed the maximum number of patients not on EIACs (Arm B) 
to be accrued.  Maximum sample size will remain the same.  We may adjust 
the decision rules at the end of the study if the proportion of patients 
receiving EIACs accrued is much larger or smaller than the proportion of 
patients that were receiving EIACs at baseline in the historical database. 

 
Page 52: Section 16.37 has been replaced in its entirety as a result of the DSMB requested 

stopping rules. 
 
Page 55: Section 16.45 has been replaced in its entirety as a result of the DSMB requested 

stopping rules. 
 
Page 56: The last sentence in the first paragraph and the table of Section 16.83 has been revised to 

reflect the correct sample size as follows: 
Total sample size by study is 24 30 expected maximum for Study 1, 43 for 
Study 2, and 20 for Study 3 for a total sample size of 87 93. 

 
Sex/Gender Ethnic Category 

Females Males Unknown Total 

Hispanic or Latino 1 3 0 4 
Not Hispanic or Latino 23 36 60 53 0 83 89 
Unknown 0 0 0 0 
Ethnic Category: Total of all subjects* 24 37 63 56 0 87 93 

Racial Category  
American Indian or Alaskan Native 0 1 0 1 
Asian 0 0 0 0 
Black or African American 1 2 2 1 0 3 
Native Hawaiian or other Pacific Islander 0 0 0 0 
White 23 35 60 54 0 83 89 
More than one race 0 0 0 0 
Unknown 0 0 0 0 
Racial Category: Total of all subjects* 24 37 63 56 0 87 93 

 
Section 17.0 Pathology Considerations 
Page 57: The mailing address in which to submit materials for pre-entry review in Section 17.2 has 

been updated as follows: 
NCCTG Operations Office 
Plummer 4 NW Clinic, 3-24 
200 First Street, SW 
Rochester, MN 55905 

  ATTN:  NCCTG Helen Tollefson Pathology Coordinator 
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 Second paragraph now reflects the correct fax number for the NCCTG Pathology 

Coordinator:  fax a copy of this review to the NCCTG pathology coordinator (507/284-
9628 1902) 

 
Section 18.0 Records and Data Collection Procedures 
Page 59: The opening statement in Section 18.1 has been revised as follows as this study requires 

remote data entry: 
 

  Submission Timetable (All materials are forwarded to the NCCTG Operations 
Office unless otherwise indicated) 

 
Section 20.0 References 
Page 65: Reference 59 is newly added. 
 
Appendices IA and IB Consent Forms 
Page 1: Section “How many people will take part in the study?” has been revised to reflect the 

correct number of patients that will take part in this study as follows: 
  The plan is to have about 67 93 people take part in this study. 
 
Pages 5-7: Due to the NCI action letter dated August 1, 2006 and the updated CAEPR listing dated 

August 3, 2006, the risks section for imatinib has been revised as follows: 
Common Likely 
• Headache (moved to less likely) 
• Lowering of white blood cell counts leading to an increased risk of infections with or without 

fever 
• Lowering of blood cells that help to clot the blood 
• Fatigue (feeling tired) (moved from less likely) 
• Rash 
• Muscle cramps and spasms, especially in your legs 
• Nausea 
• Vomiting 
• Diarrhea 
• Build-up of fluid Swelling in your arms and legs or face, especially around your eyes 
• Upset stomach (redundant) 
• Skin problems (redundant) 
• Fever (moved to less likely) 
• Muscle pain 
• Joint pain 
 
Less Common Likely 
• Allergic reactions (moved from rare) 
• Lowering in a part of the red blood cells that carries oxygen in the body leading to an increased 

risk of anemia, which may require you to have a blood transfusion 
• Build-up of fluid around your heart and/or infection in the lining around your heart 
• Fever (moved from Likely) 
• Chills and aches (moved from rare) 
• Increased sweating (moved from rare) 
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• Weight gain 
• Hair loss or thinning 
• Darkening or lightening of the skin 
• Itching  
• Severe skin reaction that may include rash, shedding, or death of skin tissue and could cause 

you to be hospitalized for treatment 
• Loss of appetite 
• Build up of fluid in the stomach 
• Constipation 
• Loss of body fluids (dehydration – which may require fluids into a vein) 
• Gas 
• Heartburn (moved from rare) 
• Ulcers in the mouth, esophagus, stomach or small bowel (moved from rare) 
• Change in how things taste 
• Hemorrhage/bleeding (in your brain, spinal fluid, GI tract, tumor, urine, etc.) 
• Bleeding in your tumor (now listed under Hemorrhage/bleeding) 
• Swelling of the head and neck area 
• Increases in liver or kidney blood tests.  Your blood will be checked regularly to see if this has 

happened 
• Laboratory abnormalities such as disturbances in electrolyte balance (chemicals found in the 

blood, i.e. sodium, potassium, phosphates) 
• Arthritis (damage to your joints) 
• Injury to your bones (moved from rare) 
• Dizziness 
• Abnormal change in brain function 
• Build-up of fluid in the brain 
• Mood changes 
• Weakness 
• Numbness or tingling of your hands or feet 
• Swelling of the nerve in the back of the eye 
• Increased tear production in your eyes 
• Pain in the stomach, back, chest, and throat 
• Headache (moved from likely) 
• Cough 
• Difficulty breathing (moved from rare) 
• Swelling and Bbuild-up of fluid in your lungs 
• Kidney damage/failure 
• Flu-like symptoms 
• Blood clots, including clots that may travel to the lung and cause breathing problems (moved 

from rare) 
• Liver damage.  This has happened in a few patients taking other medicines at the same time as their 

imatinib.  These other medicines may cause liver damage when taken with imatinib and include 
acetaminophen (Tylenol®). You should tell your doctor about any other medicines you may be taking 
while on imatinib, including over the counter medicines you can get without a prescription, even if 
you only take them every once in a while. You should not take more than 500 mg of acetaminophen 
at a time, and follow the instructions on the package label.   

• Blood in your stool and/or urine (reworded and moved to above – listed as Hemorrhage/bleeding…) 
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• Lowering of blood counts, which may increase your risk of infection, delay healing, or cause 

bleeding. Your blood counts will be measured frequently to check for these side effects, and your 
doctor may need to give you a blood transfusion or medicine to raise your blood counts, or antibiotics 
to treat infections. Lowering of blood counts may result in your doctor adjusting your next imatinib 
dose, and/or delaying or stopping the use of the drug. In rare cases severe lowering of blood counts 
may cause death. (now included under Likely and Less Likely as separate items) 

• Inability to sleep 
• Nose bleeds 
• Dry mouth 
• Night sweats 
• Fatigue (moved to likely) 
• Sore throat or build-up of fluid in your throat tissues 
 
Rare but Serious 
(These side effects may or may not be related to imatinib but may occur during treatment)  
• Decrease in the heart’s ability to pump blood 
• Heart problems (heart failure, heart attacks, fast heart rate) 
• Bruising or redness of the white part of the eyes 
• Dry eyes 
• Inflammation of the small bowel, pancreas, and/or gallbladder 
• Ulcers in the mouth, esophagus, stomach or small bowel (moved to less likely) 
• Heartburn (moved to less likely) 
• Blockage of the bowel 
• Allergic reactions (moved to less likely) 
• Chills and aches (moved to less likely) 
• Jaundice 
• Relapse of the hepatitis virus (if you have had hepatitis C in the past) 
• Cold sores on your lip 
• Shingles 
• Changes in your blood pressure 
• Inflammation of your sinuses (deleted per NCI communication regarding the updated CAEPR) 
• Pneumonia 
• Inflammation of your lung(s) 
• Increase in appetite 
• Swelling of your joints 
• Pain down your leg (sciatica) 
• A condition where the tumor dies too fast, causing toxic substances to be released into your blood, 

which may make you sick and possibly require hospitalization  
• Fainting 
• Depression 
• Difficulty urinating 
• Breast enlargement  
• Difficulty breathing (moved to less likely) 
• Breakage of the nails 
• Skin rash that is worse when you are exposed to sunlight 
• Increased sweating (moved to less likely) 
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• Flushing 
• Blood clots, including clots that may travel to the lung and cause breathing problems (moved to less 

likely) 
• A harsh, creaking sound from the voice box 
• Injury to your bones. (moved to less likely) 
 


