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1.0 
OBJECTIVES

1.1
To determine the efficacy of …
1.2
To determine the toxicity profile of …
2.0
BACKGROUND
2.1
Disease:
What is the current standard of care for the eligible population

Prognosis
2.2
Drug(s)



Formulation (GLP, and other relevant info)

Previous Studies in Man:

3.0 
BACKGROUND DRUG INFORMATION


(manufacture and GMP)
3.1 
Drug Chemistry:
Structure:

Chemical Name: 


Molecular Weight:


Drug preparation:


Formulation
Physical and chemical characteristics 

Stability:


Shelf stability:


Dispensation and storage: 
Quality control:


Potential side effects:  .

3.2
Mechanism of Action:

3.3
Conclusions and rationale to do this study:

4.0

PATIENT ELIGIBILITY

4.1
Inclusion criteria
4.1.1
All patients, .. years of age or older, with ------ cancer are eligible.

4.1.2
Patients must have a life expectancy of at least 12 weeks.

4.1.3
Patients must have a Zubrod performance status of 0-2.

4.1.4
Patients must sign an informed consent.

4.1.5
Patients should have adequate bone marrow function defined by an absolute peripheral granulocyte count of > 1,500 or cells/mm3 and platelet count >100,000/mm3 and absence of a regular red blood cell transfusion requirement.

4.1.6 Patients should have adequate hepatic function with a total bilirubin < 2 mg/dl and SGOT or SGPT < two times the upper limit of normal, and adequate renal function as defined by a serum creatinine < 1.5 x upper limit of normal.

4.1.7 Other
4.2
Exclusion Criteria
4.2.1
Patients with symptomatic brain metastases are excluded from this study.

4.2.2
Pregnant women or nursing mothers are not eligible for this trial.  Patients of child bearing potential must use adequate contraception.

4.2.3
Patients may receive no other concurrent chemotherapy or radiation therapy during this trial.

4.2.4 Patients with severe medical problems such as uncontrolled diabetes mellitus or cardiovascular disease or active infections are not eligible for this trial.

4.2.5 Other

5.0 TREATMENT PLAN

5.1 This is a single-arm, non-randomized Phase II trial of ….  Patients will be entered in a two-step Simon design.
5.2 Dose and schedule

5.3 Drug Administration:


Drug will be administered …
Pre-medications prior to starting treatment will consist of …

An information card, explaining what side effects are to be expected the first days after starting treatment, will be given to the patients prior to entering the protocol and the patients will be asked to keep it with them (optional).

5.4
Criteria for Initiating Subsequent Courses. 


Unless there is early progression of disease, at least two courses of Drug will be administered to each patient. Repeated courses may be given to the patients who benefit from the treatment (either complete or partial remission, or stabilization of disease) pending complete recovery of non hematologic toxicity (aside from alopecia), with return of blood cell counts to > 1500 granulocytes and > 100,000 platelets.  If myelosuppression or non-myelosuppressive toxic effects precluding therapy persist for more than # weeks, patients will be taken off study. Patients that tolerate repeated treatments with no grade >1 toxicity may be treated at a higher dose (see dose modifications).

5.5
Dose modifications:
Blood counts will be drawn frequency with a leeway of +2 days and patients will be followed for nonmyelosuppressive toxicity at every doctor visit. A diary will be given to each patient. The next course of Drug may be restarted upon recovery of all toxicity (see 5.4).


Drug will be decreased according to the following chart:

	Adverse Event
	-2 dose levels
	-1 dose level
	Starting level

	Nadir granulocytes < 500/mm3
	X
	
	

	Nadir granulocytes < 1000/mm3
	
	X
	

	Nadir granulocytes > 1000/mm3
	
	
	X

	Nadir platelets  <25,000/mm3
	X
	
	

	Nadir platelets  <50,000/mm3
	
	X
	

	Nadir platelets  >50,000/mm3
	
	
	X

	Non hematologic side effects of  > grade 2
	
	X
	




Drug will be increased according to the following chart:

	Adverse Event
	Starting level
	+1 dose level

	Nadir granulocytes >1 500/mm3
	
	X

	Nadir platelets  >100,000/mm3
	
	X

	Non hematologic side effects of  < grade 1
	
	X


Missing drug treatments will or will not be made up for. 
G-CSF may or may not be used while patients are receiving Drug. If myelosuppression occurs and drug is held, G-CSF may be given according to the general guidelines for its use. Do not administer G-CSF concomitantly with Drug.
5.6
A pharmacology study will be performed during treatment (see section 14.0).

6.0
PRETREATMENT EVALUATION (See appendix)

6.1
A complete history and physical examination to include performance status, weight and concurrent non-malignant disease and therapy will be done before starting treatment.  Prior surgery, chemotherapy, and radiotherapy details will be noted.

6.2
Laboratory studies should include a CBC with differential cell count, platelet count, urinalysis, chest x-ray, SMA-12, electrolytes, magnesium, electrocardiogram, and appropriate tumor marker levels. A baseline imaging study of --- will be performed. Other X-rays will be done as clinically indicated.

6.3
Other tests if applicable
6.4
Fine needle aspiration or core biopsies of the tumor for research purpose are optional.

7.0
EVALUATION DURING STUDY

7.1
Physical examination, performance status and toxicity recording will be done before each course of therapy. The patient will fill up a diary, and return it at each clinic visit. 

7.2
During the study, patients will be followed with frequency (+2 days) CBC, differential and platelet counts. Chemistries and urinalysis will also be performed before each course within a +3-day leeway.

7.3 Measurable and evaluable disease will be evaluated by imaging studies every 2 courses to evaluate tumor response. 
7.4
A fine needle aspiration or a core biopsy will be done during the … week of treatment (optional).
7.5 Other tests frequency
8.0 CRITERIA FOR RESPONSE AND TOXICITY

8.1 Toxicity will be evaluated at each course of therapy.

8.2 All toxicities encountered during the study will be evaluated according to the grading system (0-4) NCI CTCAE version 3 and recorded prior to each course of therapy.  Duration of side effects and ancillary treatment will be recorded.  Reporting must be done according to the UNM CRTC Data Safety Monitoring Plan.

8.3 Any adverse event will be evaluated and treated by the investigator as deemed appropriate in light of the medical situation.  All pertinent observations and treatments will be recorded, both on an outpatient and inpatient basis (should hospital admission be required).  Should death occur on study, every effort will be made to obtain autopsy data with careful examination of suspected target organs such as the bone marrow and lungs, as well as examination of the tumor for possible chemotherapy induced changes.

8.4 Tumor Measurements: The RECIST criteria will be used to determine antitumor response. All measurements on imaging studies will be reviewed by a radiologist, Dr..
The RECIST criteria can be found on the following website: http://www3.nci.nih.gov/bip/RECIST.htm.

8.5 Response duration is measured from the time of response (not the beginning of treatment unless there is stable disease) until there is evidence of progressive disease.

8.6 Survival duration will be measured from entry into the protocol, until death.

8.7 Time to progression will be measured from the time of response (not the beginning of treatment unless there is stable disease) until there is evidence of progressive disease.

9.0 
CRITERIA FOR DISCONTINUING THERAPY

9.1
Increasing disease during therapy

9.2
The development of unacceptable toxicity.

9.3
Change in the medical status of the patient such that the investigator believes that patient safety will be compromised.

9.4
Non-compliance by the patient with protocol requirements.

9.5 Patient refusal.

10.0 STATISTICAL CONSIDERATIONS

This is an open-label, Phase II study of Drug administered to patients with ---------- cancer. The purpose of this Phase II study is:

· To determine the antitumor activity of Drug administered to patients with ------- cancer. Furthermore, patients who achieve a response leading to tumor resectability with a possibility for cure will be offer surgery. 

· To evaluate the quantitative and qualitative toxicities of Drug with this schedule, in this population.

The primary endpoint is overall response rate (complete and partial responses). Activity will be calculated as the proportion of patients with responsive disease and the 95% confidence interval for response calculated. Treatment toxicity and Kaplan-Meier estimates of time to progression and survival will also be determined. Correlation of toxicity, response and demographic factors will be investigated in an exploratory fashion. 

· Sample Size and Stopping Rule: 

Simon’s optimal two-stage design will be employed. The null hypothesis is that the overall response rate is < 5% vs. the alternative hypothesis that the overall response rate will be > 25%. At the first stage, 9 evaluable patients will be enrolled.  If no responses occur, the trial will be terminated; otherwise another 30 evaluable patients will be treated for a total of 39. If > 5 responses (> 13%) are observed among 39 evaluable patients, this agent would be considered worthy of further testing.

This design yields > 0.90 probability of a positive result if the true response rate is > 25%. It yields a > 0.95 probability of a negative result if the true response rate is < 5% with > 0.63 probability of early negative stopping.

10.1 It is anticipated that 1 to 2 patients will be accrued per month and that a total of 9 to 39 patients will be needed to establish the activity of administering Drug to patients with ---------- cancers.

11.0
DATA AND PROTOCOL MANAGEMENT

11.1
Protocol Compliance: The attending physician and oncology research nurse must see each patient prior to each course of treatment.  All required interim and pre treatment data should be available prior to each treatment course for the physician to make a designation as to tumor response and toxicity grade.

11.2
Data Entry: Available data must be entered into the clinical data management record within 6 weeks of each course of therapy.  Every effort will be made to obtain missing data to insure all necessary data have been obtained and recorded at completion of the study.

11.3
Accuracy of Data Collection: The study chairman will be the final arbiter of response or toxicity should a difference of opinion exist.

11.4
At the conclusion of the study, appropriate follow-up care will be provided for all patients.

12.0 ANALYSIS OF DATA

12.1
Demographic data will be displayed, and summary statistics will be used to describe the study population (i.e. means and range of age, weight, height, race, numbers of males and females, description of baseline performance status characteristics, tabulation of tumor histologies, when applicable).

12.2
The results of the safety and toxicity evaluation will be tabulated using the grading scale of the NCI Common Terminology Criteria for Adverse Event version 3.  Efficacy data will also be tabulated.

12.3
Pharmacology data will be described by patients.

13.0
REPORTING REQUIREMENTS


Reporting requirements are specified in the UNM CRTC Data Safety Monitoring Plan. It includes but is not limited to the following:

13.1
Any serious and/or unexpected and severe (grade 4 non-hematologic toxicity) toxicity will be reported immediately to the Study Chairman who, in turn, must notify the Chairman of the IRB (CFR 312.32).

13.2
Serious adverse events include toxicities which cause death, are life-threatening, result in inpatient hospitalization or prolongation of an existing hospitalization, cause a persistent or significant disability/incapacity, or a congenital anomaly/birth defect.  Such complications should be reported in writing to the FDA within 10 working days with the exceptions of unexpected death or life-threatening event, which should be reported within 5 working days, after learning of the event.

13.3
Laboratory tests for hematology, chemistry and urinalysis will be performed to assess toxic effects of the study treatment.  All laboratory tests performed will be assessed by the investigator as to their clinical significance.  Any post-baseline laboratory value which is found to be clinically significant will be assessed by the investigator for a causal relationship to the study drug and the appropriate action taken.

13.4
Removal of a patient from the study because of adverse experiences or changes in laboratory test values, whether by the investigator or by the patient's own volition, should be reported promptly to the Study Chairman.

14.0 PLASMA AND TUMOR PHARMACOLOGY

14.1 The purpose of measuring blood and urine levels of Drug is to show…

14.2 Blood levels will be measured at the discretion of the principal investigator just prior to starting treatment, then at 15, 30, and 60 minutes, and 2, 4, 5, 6, and 24 hours after the end of the treatment. 

14.3
Drug in patient plasma samples will be determined by method. Briefly, …
15.0 PUBLICATION PLANS
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