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See Study Flow Chart in Appendix A

TITLE

Randomized Study of Dacarbazine Versus Dacarbazine Plus G3139 (Bcl-2 Antisense Oligonucleotide) in Patients with Advanced Malignant Melanoma

STUDY OBJECTIVES

Primary Objective

The primary objective of this study is to compare the survival of patients with advanced melanoma treated with dacarbazine (DTIC) alone versus the survival of patients with advanced melanoma treated with DTIC combined with G3139 (Bcl-2 antisense oligonucleotide). 

Secondary Objectives

The secondary objectives of this study are to compare safety, progression-free survival, response rate, and durable response rate between the two treatment groups.  In treated patients, performance status, patient weight, and tumor-related symptoms will also be documented and compared.

STUDY MEDICATIONS

Dacarbazine (DTIC) is a commercially available, anticancer drug indicated for treatment of advanced malignant melanoma.  The major experimental component of this program is the adjunctive therapy, using an intravenous infusion with G3139 given prior to the DTIC, in one-half of the patients.

STUDY DESIGN

This study is a Phase 3, randomized, multicenter, open label clinical trial.  Patients will be randomly assigned to either DTIC 1000 mg/m2 infused over 60 minutes (Arm A) or to G3139 at a dose of 7 mg/kg/day administered as a continuous IV infusion daily for 5 days, followed immediately by DTIC 1000 mg/m2 infused over 60 minutes (Arm B).  

Treatments on this protocol are scheduled in 21-day cycles as shown below; however, dose delays or reductions for individual patients may be required after the first cycle according to guidelines in the protocol, depending on patient tolerance to preceding cycles.

	Arm A:  DTIC Alone

	CYCLE DAYS:
	1
	2-14
	15
	16-21
	22

	DTIC

(IV Infusion over 60 minutes)
	X
	Rest
	CBC w/diff, platelets, chemistries, PT or INR, PTT
	Rest
	Restart Cycle with DTIC


	Arm B:  DTIC plus G3139

	CYCLE DAYS:
	1-6
	6*
	7-19
	20
	22

	G3139  (continuous IV infusion x 5 days)
	X
	DTIC
	Rest
	CBC w/diff, platelets, chemistries, PT or INR, PTT
	Restart Cycle with G3139 x 5 days followed by DTIC


*DTIC given over 1 hour immediately after the end of the G3139 infusion

STUDY POPULATION

The study will enroll patients with progressive, unresectable or metastatic malignant melanoma who are considered to be candidates for systemic treatment with DTIC.  This protocol is expected to accrue 750 patients with advanced melanoma who have measurable disease, who have an ECOG performance status < 2, and who have not previously received cytotoxic chemotherapy.  Prior immunotherapy, cytokine, biologic or vaccine therapy is permitted in the adjuvant and/or metastatic setting.

STUDY DURATION

Patients who achieve a complete or partial response or who have stable disease will continue on protocol therapy until disease progression is documented, or until the patient has incurred intolerable drug-related side effects that do not respond to dose modification, for a maximum of 8 cycles.  After discontinuation of protocol therapy, all patients who develop progressive disease may continue therapy with DTIC, a DTIC-containing regimen, or other agents off protocol at the discretion of the treating physician.  Patients enrolled in Arm B (G3139 + DTIC) who have responding or stable disease after 8 cycles may be subsequently enrolled in an open-label, continuation study of G3139 + DTIC, assuming they meet eligibility requirements for that study.

The study duration is estimated to be up to 2.5 years for accrual. Follow-up every 2 months is required for all patients enrolled, for a maximum of 2 years from the date of randomization.

1.0 INTRODUCTION

1.1 Melanoma:  Historical Perspective 

Melanoma is an increasingly important health problem.  The incidence of melanoma has increased at a rate of 4% per year over the last two decades with rates now approaching 30 per 100,000 in some populations.25  Surgery can be curative in Stage I, II, or III disease, but a large number of patients with deep primary lesions or nodal involvement will develop extensive recurrence or distant metastases (stage IV disease).  No curative treatment exists for stage IV melanoma.  Dacarbazine (DTIC) or DTIC-containing regimens are the most commonly used treatments for advanced disease.  

1.2 Standard Therapy

In the first-line chemotherapy treatment of patients with stage IV disease, agents with reproducible activity against melanoma include DTIC, cisplatin, nitrosoureas and vinca alkaloids.  DTIC is the most active single agent with response rates ranging from about 10% to 20%, and median response durations of 4 to 6 months.12 Although several recent studies using a combination of DTIC and other agents have shown increased response rates (see below), these combinations have not proven to be superior to single agent DTIC for the general population.  Similarly, a Phase III study comparing temozolomide to DTIC showed no substantial improvement in survival or in other primary clinical endpoints.20
A variety of combination chemotherapy regimens have produced response rates of 30% to 50% in single-institution Phase 2 trials.  Two of the more active regimens were the 3-drug combination of cisplatin/vinblastine/DTIC (CVD)17 and the 4-drug combination of cisplatin/DTIC/BCNU/tamoxifen (CDBT).6  However, a randomized multi-institutional trial comparing CVD to DTIC alone, the CVD arm was not significantly superior in response rate, response duration, or survival.2  In a recent update of this trial, that encompassed approximately 150 patients, the CVD arm produced a 19% response rate compared to 14% for DTIC alone with no difference in either response duration or survival.  A randomized, Phase 3 trial (EST 91-140) also demonstrated no significant survival benefit associated with CDBT relative to DTIC alone.

Several recent studies have indicated potential value for the addition of either interferon-α or tamoxifen to DTIC.4,9,19 The actual benefit of the addition of interferon and/or tamoxifen to DTIC in patients with advanced melanoma was tested by the Eastern Cooperative Oncology Group (ECOG) in a large-scale, four-arm, Phase 3 trial (EST 3690).  The overall response rate was 18% (range 12% to 21% for the 4 arms), median time to treatment failure was 2.6 months, and median survival was 9.1 months.  There was no increase in objective response, increased duration of time to progression, or survival advantage attributable to the addition of interferon, tamoxifen, or both to DTIC.  Based on this trial and the cumulative data from prior studies, there is no compelling evidence to support the addition of either interferon or tamoxifen to DTIC in this disease.

1.3 Immunotherapy

A variety of clinical and laboratory observations have suggested that host immunologic mechanisms may occasionally influence the course of melanoma which have fostered interest in the use of biologic response modifiers.  During the past decade, two biologic agents, interferon-a (IFN-α) and IL-2, have shown reproducible single agent antitumor activity against advanced melanoma.  Both IL-2 and IFN-α have produced response rates in the 15 to 20% range.16, 27  High dose IL-2 therapy, administered by intravenous bolus either alone or in combination with LAK cells, has produced durable complete responses in approximately 5% of patients.7, 22, 24, 27 However, the known adverse effects of IL-2 have precluded wide application to patients with common medical conditions due to the increased risk of treatment-related morbidity.

1.4 Biochemotherapy Combinations

A number of investigators have studied combinations of cytotoxic chemotherapy with IL-2 based immunotherapy.  In general, the best results have been observed in studies that combined DTIC- and/or cisplatin-based chemotherapy with either high-dose IL-2 alone, or lower doses of IL-2 combined with IFN-α. 

Individual institutions have initiated Phase 2 and 3 trials comparing CVD ± IL-2/IFN administered in a sequential fashion (M.D. Anderson Cancer Center) or Cisplatin/DTIC ± IL-2/IFN (NCI Surgery Branch), but these single-institution trials are likely to take several more years to complete.  Moreover, even if the biochemotherapy arms prove superior, the regimens are likely to remain unsuitable for general use due to treatment related morbidity.  

In the multicenter setting, a Phase 3 randomized study comparing a modified biochemotherapy regimen with CVD without IL-2/IFN is being conducted by ECOG/SWOG/CALGB (E3695) to investigate clinical benefit of the biochemotherapy regimen.  However, this trial restricts eligibility to ECOG Performance Status 0 or 1, and it is coupled with a further restriction against enrolling patients with a preexisting medical disease, which in the opinion of the investigator would increase risk of toxicity.  Thus, the outcomes of this study may not be applicable to the broad population with stage IV disease.  In addition, within this eligible subpopulation, the toxicity has precluded administration beyond 4 cycles of therapy, even in those patients responding to treatment.  Moreover, patients who receive the biochemotherapy arm must be hospitalized for each treatment cycle.  Therefore, the results of this study may never establish a community standard of practice that is broadly applicable to the outpatient setting.

1.5 Rationale

Antisense therapy involves the administration of synthetic oligonucleotides that are complementary to specific mRNA transcripts.  Antisense targets the mRNA by Watson-Crick base pairing, thereby providing specificity and avidity.  Phosphorothioate (PS) oligonucleotides have at least one of the non-bridging oxygens of the inter-nucleotide phosphodiester linkages replaced with sulfur.  They inhibit gene expression by hybridization arrest (i.e., interference with the processing of mRNA by hybridization) and cleavage of the mRNA by RNAse-H.  Critical to their function is the resistance to nuclease digestion.  If the protein encoded by the target gene (such as Bcl-2) is important in tumor cell biology, then antisense administration may have therapeutic value.  Oligonucleotides must be taken up by cells to be effective.  Although they may be active at nanomolar to micromolar concentrations, uptake varies with the cell type.  

G3139 is an all-PS 18-mer oligonucleotide that targets the first six codons of the bcl-2 mRNA open reading frame to form a DNA/RNA duplex.  RNAse H recognizes the DNA/RNA duplex, cleaves the bcl-2 mRNA strand, and renders the message non-translatable.  Bcl-2 mRNA fragments are subsequently destroyed by ribonucleases.  Given intravenously or subcutaneously, G3139 distributes rapidly to highly perfused organs, such as lung or bone marrow and is excreted predominantly by the kidneys.  Biodistribution studies of G3139 have demonstrated high tissue: plasma ratios, particularly in kidney and liver.23 In addition, in vitro and in vivo studies showed both biologic and antitumor activity with sub-micromolar concentrations (e.g., 170 nanomolar), concentrations that are easily maintained in plasma of patients treated systemically.10,21
Preclinical studies have demonstrated enhanced antitumor activity and durable tumor regression in animals when G3139 was combined with anticancer drugs that induced apoptosis. One recent study with human melanoma xenografts in immunosuppressed mice showed dramatically enhanced activity for the combination of G3139 plus DTIC.13 Malignant melanoma is a rational target for evaluation of therapy directed at Bcl-2, since over-expression of this protein has been found in tumor biopsies with frequencies of 90 to 100%.3,26 A role for Bcl-2 in the stem cell development of melanocytes has been suggested by the finding of Bcl-2 protein in normal developing melanocytes. Moreover, bcl-2 knockout mice are viable but rapidly lost hair color and turn from black to gray and then white, all due to accelerated disappearance of melanocytes .29
A Phase 1-2 clinical study of G3139 combined with DTIC showed antitumor activity in patients with advanced metastatic melanoma.14 Daily intravenous infusions of G3139 at doses ranging from 1.7 to 12 mg/kg/day led to reduced Bcl-2 protein levels in tumor biopsies by day 5 of treatment.  Durable responses and prolonged (> 1 year) progression-free survivals were also observed.  In the first 14 patients evaluable for response, 6 of 14 (43%) responded with 1 CR, 2 PRs, and 3 minor responses.  Most patients entered the study with progressive disease after 1st line systemic DTIC or other therapy.  The median survival has not been reached, but it is estimated to exceed 9 months, which compares favorably to the 4-month median survival reported in a recent multicenter trial that measured survival time after progression from first-line chemotherapy.20 The G3139 combination regimen was well tolerated by infusion schedules lasting up to 14 days and repeated in cycles of 21 to 28 days.  Using the 14-day infusion schedule, tolerance was also acceptable in patients who received more than 10 cycles, and in patients with extensive prior therapy, impaired hematologic parameters, advanced age (up to 90 years old), or hepatic dysfunction.  The protocol schedule was modified to evaluate a 5-day infusion of G3139 (doses up to 7 mg/kg/day) prior to DTIC (1000 mg/ m2) given on day 6.  The G3139 infusion was well tolerated by 5-day infusion, although hematologic toxicity and nausea were observed after the DTIC.  One patient experienced transient, grade 4 neutropenia and thrombocytopenia after the DTIC administration which recovered in 4 days:  however, this patient likely had compromised bone marrow function at baseline due to 9 cycles of prior chemotherapy, and spleen metastases, so the transient myelosuppression may have been due to the DTIC.  At all dose levels, side effects related most directly to the G3139 infusion included transient fever, flushing sensation, and rash.  The fever and flushing sensation resolved with continued G3139 therapy and oral administration of acetaminophen.  Two patients who developed a rash received antihistamines and recovered completely after temporary discontinuation of G3139.  Two patients developed transient liver function abnormalities after treatment with a 14-day G3139 infusion combined with DTIC, associated with baseline conditions of hepatitis and alcoholism; the liver function abnormalities recovered with no specific treatment allowing continued G3139 therapy.  One 90-year-old patient has continued treatment for more than 5 cycles after achieving complete regression of multiple bulky metastases, which was confirmed by CT scan and biopsy.   

In a study of 21 patients with non-Hodgkin’s lymphoma using G3139 administered by subcutaneous infusion,28 thrombocytopenia and fatigue were dose limiting in patients who received 5.3 mg/kg/day.  However, these patients had bone marrow dysfunction due to infiltration with lymphoma, extensive prior chemotherapy, and/or bone marrow transplantation.  In contrast to the dose-limiting toxicities seen in patients with lymphoma and compromised bone marrow, G3139 administered alone (up to 7 mg/kg/day) or combined with myelosuppressive chemotherapy has shown acceptable tolerance, reduction in Bcl-2 protein, and clinical antitumor activity in patients with solid tumors.  Major responses have also been seen in patients after failure of prior regimens.10 A study at Memorial Sloan Kettering Cancer Center (MSKCC) enrolled 35 patients with solid tumors in a dose-escalation trial using a 14-day intravenous infusion.21 Fatigue, fever, and transient liver function abnormalities were observed after 1-2 weeks of continuous IV infusion at doses ranging from 4.1 to 7 mg/kg/day.  In the first 5 days of G3139 infusion, tolerance was acceptable with doses up to 7 mg/kg/day and the maximal tolerated dose (MTD) was not established.  The study at MSKCC will continue to evaluate further dose escalation of G3139 using the 5-day infusion schedule followed by chemotherapy administration on day 6.

The major biologic activity of G3139 (i.e., reduction of Bcl-2 protein) has been observed in the first 3 to 5 days of treatment, and so most current G3139 clinical studies are using a 5-day schedule with more acceptable tolerance and compliance, compared to longer infusion schedules.10 Pharmacokinetic data have suggested a linear relationship between dose and plasma levels up to 7 mg/kg/day.10,21 The dose of 7 mg/kg/day leads to consistent steady-state plasma levels that exceed the concentrations determined to be biologically relevant.23
In summary, multiple Phase 1-2 trials indicate that the dose and schedule of G3139 chosen for this study yields biologically relevant plasma levels, down-regulates the target Bcl-2 protein in human cancers, and provides an acceptable safety profile when administered in combination with DTIC or in combination with other standard anticancer therapies.  
2.0 STUDY OBJECTIVES

2.1 Primary Objective

The primary objective of this study is to compare survival in patients with advanced malignant melanoma treated with DTIC alone versus patients treated with DTIC plus G3139.

2.2 Secondary Objectives

The secondary objectives of this study are to compare safety, progression-free survival, response rate, durable response rate, performance status, patient weight, and tumor-related symptoms between the two treatment arms.  

3.0 STUDY DESIGN

The study is a randomized, multicenter, open-label trial comparing a standard DTIC regimen to a combination of DTIC plus G3139 (see Appendix A for diagram).  The investigational site will register patients, and the Central Registration Site, which will assign a unique patient number, will confirm their eligibility.  Following stratification, the patient will be randomized, and the site will receive results of the randomization assignment.  Treatment must start within 14 calendar days after randomization.

Patients will be given either DTIC (1000 mg/m2) infused over 60 minutes (Arm A), or G3139 (7 mg/kg/day) administered as a continuous IV infusion daily for 5 days, followed immediately by DTIC (1000 mg/m2) infused over 60 minutes (Arm B).  All patients will be treated in 21-day cycles.  

Protocol therapy and related testing will be completed in the outpatient setting.  Inpatient treatment and testing are permitted, but such care is done at the discretion of the investigator.  Ambulatory infusion pumps, preferably with central venous access (e.g., PICC line, portacath, etc.), will be used to deliver the G3139 infusion.  Treatment on this protocol will continue for 8 cycles in responding or stable patients, unless otherwise specified (Section 8.0).  

4.0 STUDY MEDICATIONS

4.1 G3139 (GenasenseTM, oblimersen sodium, Bcl-2 antisense oligonucleotide)

4.1.1 Description and Mode of Action

G3139 (Genasense; Bcl-2 antisense) is an 18-mer phosphorothioate oligonucleotide antisense drug that targets the first 6 codons of Bcl-2 mRNA and causes selective reduction of Bcl-2 protein.  
4.1.2 Packaging, Supply, Labeling, and Storage

G3139 is provided by Genta, Inc. in glass vials as a concentrated sterile solution that should be further diluted with sterile saline.  Each glass vial contains 300 mg of G3139 in 10 mL solution at a concentration of 30 mg/mL.  G3139 will be packaged on an open-label basis.  Vials will be labeled with the lot number and the standard G3139 concentration. Vials must be stored refrigerated at 2-8oC (35.6 – 46.4o F).  The drug does not contain a preservative, and is suitable for single use only.

4.1.3 Clinical Use

The daily dose of G3139 is calculated based on body weight (i.e., mg/kg/day). 

The total amount of G3139 to be administered (in mg) can be calculated by using the following equation:

G3139 Daily Dose (7 mg)  X  Patient Weight (kg)  X  Number of Days of Infusion (5 days)

The G3139 concentrate will be diluted with sterile normal saline (0.9% Sodium Chloride Injection USP) to achieve the desired final concentration, which will vary depending upon the type of portable infusion pump employed by the site and the patient’s weight.  Generally, pumps from different manufacturers require that a minimum daily volume be delivered in order to ensure accuracy. Please note that the pumps differ in their minimum adjustment to flow rate.  The site Pharmacist will then further dilute the G3139 with 0.9% Sodium Chloride solution in an infusion bag or reservoir such that each reservoir will preferably contain the entire 5-day dose of G3139.

Only gamma irradiated bags should be used for administration of G3139. 

G3139 stability by concentration and reservoir is as follows:

	G3139 Concentration
	Conditions

	50 mL Bags
	

	    10-30 mg/mL
	14 days @ up to 37◦C (98.6°F)

	    1.5 – 10 mg/mL
	  7 days @ up to 37◦C (98.6°F)

	100 mL or 250 mL Bags
	

	    1.5 – 30 mg/mL
	14 days @ up to 37◦C (98.6°F)


G3139 stability at concentrations more dilute than 1.5 mg/mL has not been studied. 

NOTE: To account for priming/dead space volume of the pump and tubing, please review the Pharmacy Manual.

4.1.4 Drug Accountability

The investigational site must account for all supplies of G3139.  Details of receipt, storage, administration, and return or destruction must be recorded in a Study Drug Accountability Record.  Unused supplies of G3139 must be returned to Genta, Inc. at the end of the study.  Copies of the Study Drug Accountability Record must also be provided to Genta.

4.1.5 Warnings and Precautions 

Based upon clinical experience to date from phase I-III studies, the following adverse effects may be associated with G3139 administration.  Most have been transient, with resolution after the end of the G3139 infusion or with temporary discontinuation of treatment of G3139.

Fatigue

Fever (usually low-grade, beginning on the 2nd day of infusion), chills, and hot flashes

Headache

Myelosuppression: including thrombocytopenia, lymphopenia, anemia, and leukopenia

Elevation in liver function tests: including AST, ALT, bilirubin, and/or alkaline phosphatase

Increase in serum creatinine

Hyperglycemia 

Diminished appetite, nausea, vomiting

Skin rash 

Myalgia, arthralgia

Infections

Less common adverse effects that may be associated with administration of G3139 include:

Acute renal failure

Ataxia

Atrial fibrillation, arrhythmia

Autoimmune hemolytic anemia

Back pain

Bone pain

Chest pain

Cough, dyspnea, pleural effusion

Deep vein thrombosis

Dehydration

Eye Disorders:  including conjunctivitis, eye irritation, increased lacrimation, fixed pupils, visual disturbance, and vitreous floaters

Hypertension, hypotension

Hypoglycemia

Fluid retention, diuresis

Hyponatremia, hypophosphatemia 

Lymphadenitis

Prolonged PT (INR) or PTT

Psychiatric disorders:  including agitation, anxiety, confusion, decreased activity, depression, disorientation, hypersomnia, insomnia, mental impairment, mood alteration, nervousness, panic attacks, and restlessness

Sinus congestion

Urticaria, allergic reaction, erythema

In a small number of patients with CLL and bulky lymphadenopathy, lymphadenitis characterized by swelling and pain, accompanied by fever and occasionally hypotension, consistent with cytokine release syndrome, has been observed.  

Patients who have central venous access device placed are at risk for catheter-related infection or thrombosis.  Careful ongoing monitoring of central venous access sites for infection and thrombosis is advised.

G3139 is mainly excreted in the urine.  A significant decrease in kidney function could lead to greater plasma concentration of G3139.  While G3139 has been tolerated in patients with abnormal renal function due to renal cell cancer, prostate cancer, or other medical conditions, acute renal failure has been seen in a small number of patients primarily with myeloma and compromised renal function at study entry.  Hydration is recommended for all patients with a history of impaired renal function.  Urine output and creatinine levels should be closely monitored. 

Patients with fever, decreased oral intake, nausea, vomiting, decreased urine output, or tachypnea should be rapidly evaluated for renal insufficiency.  G3139 should be discontinued if serum creatinine is ( 2 X ULN until toxicity has resolved.  No recommendation has been made to modify the dose of G3139 based on renal function (except for grade 3-4 adverse experience)(see Section 11). 

G3139 is highly protein bound and may affect metabolism or excretion of other protein bound drugs.  Patients who are on anticoagulants, including patients on prophylactic low-dose anticoagulants, should have relevant coagulation tests performed on a periodic basis during treatment with G3139.

4.2 Dacarbazine (DTIC) Description

4.2.1 Description

Dacarbazine (DTIC; 5-(3, 3-dimethyl-1-triazeno) imidazole-4-carboxamide) is a potent cytotoxic agent whose activity is thought to result from several mechanisms, including DNA alkylation, antimetabolite activity as a purine precursor, and interaction with sulfhydryl groups in proteins.  DTIC appears to be somewhat more active in G2 phase, but it is otherwise not believed to be cell-cycle specific.

4.2.2 Storage and Stability

Intact vials of DTIC are stable for up to 4 years if stored refrigerated and protected from light.  In solution, DTIC is stable for 96 hours if refrigerated and protected from light, 24 hours if not refrigerated but protected from light, and approximately 4 hours when neither refrigerated nor protected from light.  

Note:  A change in color of solution from pale yellow to pink is indicative of decomposition of the drug.

4.2.3 Clinical Formulation

DTIC is commercially available in vials containing 100 mg or 200 mg of lyophilized drug.  In order to achieve a final concentration of 10 mg/mL, 100 mg and 200 mg vials should be reconstituted with 9.9 mL and 19.7 mL of Sterile Water, USP, respectively.  The drug can then be further diluted into 250 mL of 5%-dextrose or normal saline.  DTIC is preferably administered by IV infusion over 60 minutes.

4.2.4 Warnings and Precautions

Metabolism of DTIC may be accelerated by diphenylhydantoin or phenobarbital.  Toxicity may be enhanced if given concomitantly with allopurinol, azathioprine, or 6-mercaptopurine.  DTIC is physically incompatible with hydrocortisone sodium succinate and heparin.  Possible side effects of DTIC include:

Myelosuppression, including thrombocytopenia, neutropenia, anemia, leukopenia 

Nausea and/or vomiting 

Flu-like syndrome 

Alopecia

Facial flushing

Elevated liver function tests 

Increase in serum creatinine or BUN

Facial paresthesias

Seizures

4.3 Drug Administration

4.3.1 Arm A:  DTIC Alone

DTIC (1000 mg/m2) is administered intravenously in 250 mL of 5%-dextrose or normal saline over 60 minutes given on day 1 of every cycle.  Cycles will be repeated every 21 days.

4.3.2 Arm B:  G3139 Plus DTIC

G3139 is administered at a dose of 7 mg/kg/day by continuous IV infusion using an ambulatory infusion pump daily for 5 consecutive days.  Immediately following termination of G3139 ( ( 1 hour from completion), DTIC 1000 mg/m2 will be infused IV over 60 minutes, with cycles repeated every 21 days. 

Note:  If the same venous access device used for G3139 is used for DTIC, the device should be flushed with at least 50 mL of normal saline over 15 minutes before other drugs may be administered.  The initial saline flush must be done slowly (e.g., 5 mL over 5 minutes) to avoid infusing a bolus of concentrated G3139 from the tubing.

5.0 ELIGIBILITY CRITERIA

5.1 Inclusion Criteria

The study is designed to enroll patients with advanced malignant melanoma who are medical candidates for DTIC chemotherapy.  The following criteria must be met at baseline before randomization, within 4 weeks prior to starting therapy:

1. Histologically confirmed diagnosis of malignant melanoma

2. Progressive disease that is not surgically resectable or metastatic stage IV disease

3. Prior immunotherapy, cytokine, biologic, or vaccine therapy is permitted, so long as no cytotoxic chemotherapy has been administered

4. Measurable disease must be present either on physical examination or imaging studies.  Lesions that are considered intrinsically non-measurable include the following:

· Bone lesions;

· Pleural/pericardial effusion;

· Lymphangitis cutis/pulmonis;

· Abdominal masses that are not confirmed and followed by imaging techniques; and 

· Lesions that are situated in a previously irradiated area

Measurable disease is defined as at least one malignant lesion that can be accurately and serially measured in at least one dimension (longest diameter to be recorded), using a caliper (diameter ( 10 mm) for superficial cutaneous disease, or using contrast-enhanced CT or spiral CT (diameter ( 20 mm) for visceral or nodal/soft tissue disease.

5. Eastern Cooperative Oncology Group (ECOG) performance status 0, 1 or 2

6. At least 4 weeks and recovery from effects of major prior surgery or other therapy, including radiation therapy, immunotherapy, cytokine, biologic or vaccine therapy

7. Adequate organ function that has been determined within 2 weeks prior to randomization, defined as:

a. Absolute neutrophil count (ANC) ( 1500/mm3, platelet counts ( 100,000/mm3, and hemoglobin ( 8 g/100 mL without need for hematopoietic growth factor or transfusion support

b. Serum creatinine ( 1.5 x ULN, or 24-hour creatinine clearance ( 50 cc/min. (Note:  Creatinine clearance need not be determined if the baseline serum creatinine is within normal limits.)

c. Serum bilirubin ( 1.5 x ULN; aspartate amino transferase (AST) ( 2.5 x ULN; alanine amino transferase (ALT) < 2.5 x ULN; alkaline phosphatase ( 2.5 x ULN. Serum albumin must be ( 2.5 g/dL. No exceptions will be granted.

d. Prothrombin time (PT) ( 1.5 x ULN (or INR ( 1.3) and partial thromboplastin time (PTT) ( 1.5 x ULN.  Elevated PT, > 1.5 x ULN or INR > 1.3 for any reason excludes a patient.  

8. Satisfactory venous access

9. Intellectual, emotional, and physical ability to maintain an ambulatory infusion pump (required if the patient is randomized to Arm B).

5.2 Exclusion Criteria

10. Prior cytotoxic chemotherapy, including regional perfusion

11. History of brain metastases or leptomeningeal disease 

12. Significant medical disease other than cancer including: uncontrolled congestive heart failure; active symptoms of coronary artery disease (defined as uncontrolled arrhythmias or recurrent chest pain despite prophylactic medication); New York Heart Association class III or IV disease; cardiovascular signs and symptoms ( Grade 2 by CTC criteria during the 4-week period before protocol drug therapy; uncontrolled seizure disorder; history of chronic hepatitis or cirrhosis; active infection; uncontrolled diabetes mellitus; requirement for chronic corticosteroid treatment with an average dose ( 20 mg/day of prednisone (or equivalent); requirement for concurrent immunosuppressive drug(s); active autoimmune disease

13. Organ allografts

14. Prior radiotherapy, or prior intratumor injection therapy, to areas of measurable disease that are used as target indicator lesions, unless progression has occurred at that site or measurable disease has developed outside the treated area  

15. Known HIV-infection 

16. Pregnancy or lactation

· Women of childbearing potential and sexually active males must be advised to take precautions to prevent pregnancy during treatment

· All patients must use an effective form of birth control while on treatment (exept if the women is post menopausal of ( 1 year or surgically sterile)

17. History of second cancer (except for adequately treated basal cell or squamous cell skin cancer, in situ cervical cancer, or other cancer for which the patient has been disease-free for five or more years)

18. Known hypersensitivity to phosphorothioate-containing oligonucleotides or to DTIC

19. Bone-only metastatic disease (without other measurable disease)

20. Primary ocular or mucosal melanoma

21. Use of any experimental therapy within 3 weeks prior to baseline evaluations done prior to randomization

22. Concomitant anticoagulant therapy is not permitted (with the exception of 1 mg/day of warfarin for central line prophylaxis).  INR must be (1.3.

6.0 STUDY METHODS

6.1 Baseline Evaluation

The following evaluations must be obtained within 4 weeks of treatment.  All abnormal and normal results must be noted in the Case Report Form and the source document.

23. Contrast-enhanced CT or MRI of the head, and contrast-enhanced CT of the chest and abdomen.  [If the patient has a history of melanoma distal to the thorax, a CT of the pelvic  area must also be performed at baseline.]  Ultrasound is not acceptable for measurement of target lesions.

Note:  Spiral CT is preferred for measurement of target indicator lesions that are visceral or nodal/soft tissue.  Follow-up of target lesions must use same technique established to measure the target lesion(s) at baseline.

24. Chest X-ray

25. Medical history to include determination of tumor-related symptoms 

26. Physical examination to include patient weight

27. Calculation of body surface area (BSA)

28. ECOG Performance Status

29. Complete blood count (CBC) with differential and platelet count 

30. Serum laboratory studies including: bilirubin, AST, ALT, LDH, alkaline phosphatase, albumin, creatinine, BUN, glucose, calcium, phosphorus

31. PT (or INR) and PTT

32.  Pregnancy test (only in women of childbearing potential)

33. Electrocardiogram

34. Urinalysis

35. Determination and measurement of “Target” and “Non-target” qualifying indicator lesions (See 6.3)

· Tumor measurements of target superficial skin metastases must be obtained or updated ( 1 week prior to protocol therapy

6.2 Eligibility Confirmation, Randomization and Stratification

After obtaining the required baseline evaluations within the time period specified in section 6.1, and the informed consent, the investigator or his/her designee will register patients by contacting the Sponsor’s Coordinating Center by telephone.  The Sponsor’s Coordinating Center will confirm eligibility requirements with the registering individual and will then assign a unique patient number.  The Sponsor’s Coordinating Center will then stratify the patient (see below), and the patient will be randomized to receive DTIC alone or DTIC plus G3139.  The Sponsor’s Coordinating Center will then notify the site regarding the randomization result, and the Sponsor’s Coordinating Center will send confirmation of the randomization result by fax or e-mail to the registering individual or institution.

6.2.1 Randomization Procedure

To randomize eligible patients, the site investigator or his/her designee will telephone the Central Randomization Desk at the Sponsor’s Coordinating Center.  The following information will be requested:

Protocol number (GM301)

User identification and password, distributed by the Sponsor

Patient’s gender, and date of birth

Verification of the protocol-defined inclusion/exclusion criteria, as requested

Stratification factors (see section 6.2.2)

Treatment MUST begin ( 14 days after randomization.  Any delay for exceptional circumstances over 14 days must be reviewed and approved by the Medical Monitor.

6.2.2 Stratification

Patients will be stratified according to the following criteria:

1. ECOG performance status = 0 versus 1 or 2

2. Skin, subcutaneous and/or lymph node metastases without visceral metastases and normal LDH versus any visceral metastases or elevated LDH*

3. No liver metastases versus liver metastases

*LDH elevation must be at least 10% over the upper limit of normal, and based on the most recent screening evaluation done for this protocol, and should be without other known medical causes unrelated to metastatic melanoma.

Note:  If a randomized patient does not receive protocol therapy, the patient may be replaced through additional enrollment; however, follow-up (survival) data will be collected on all canceled patients.  Reasons for cancellation must be submitted in writing to the Sponsor’s Coordinating Center within 3 calendar days of termination.  A patient may only be canceled if no protocol therapy is administered.  Once a patient has been given protocol treatment, all forms must be submitted.

6.3 Definition of Measurable Disease

Measurable disease is defined by the presence of at least one measurable lesion as defined below and adapted from the RECIST criteria (15).  All measurements must be recorded in metric notation.  If measurable disease is restricted to a solitary lesion, its neoplastic nature should previously have been confirmed by cytology/histology.  For this protocol, target lesions require serial measurement of a complete diameter (longest diameter).  Therefore, masses must not be used as target (indicator) lesions if one side is obscured by normal structures (i.e., tumor mass extending from normal mediastinum into the chest, or a liver edge extending below the costal margin).  At baseline, all tumor lesions should be categorized as either:

	Measurable: 
	Lesions that can be accurately measured in which the greatest diameter is ( 20 mm by CT scan for visceral disease, or ( 10 mm using a caliper for superficial cutaneous metastases.  

	OR

	Non-Measurable: 
	Lesions that are considered non-measurable include the following: bone lesions; ascites or pleural/pericardial effusions; abdominal masses that are not confirmed and followed by imaging techniques; tumors treated by irradiation or by intra-tumor injection therapy (unless progression outside the treated area has occurred). 


6.3.1 Baseline Documentation of “Target” and “Non-Target” Lesions

Target Lesions (Indicator Lesions):

Measurable target lesions (up to a maximum number of 10 and no more than 5 per organ) must be identified and measured at baseline.  Target lesions must be selected on the basis of their size (lesions with the longest diameter) and suitability for repetitive measurements.

The sum of the longest diameters (LD) for each target lesion must be calculated at baseline and recorded as the Sum LD.  This number will be reported at baseline and used as a reference for determining the objective response, stable disease, or progression.  

Baseline measurement of superficial “target” cutaneous lesions by clinical examination must include a photograph with millimeter-scaled ruler applied adjacent in the same image.  Longest diameter of measurable lesions should be used for measurement.  The photograph must include enough regional area and detail to allow repeat confirmation of the target lesion and its measurement(s) for an independent, treatment-blinded response review panel.  Therefore, both regional and close-up views may be needed.  The photograph should avoid full-face views or other personal identification.  

Non-Target Lesions:

All other lesions (or sites of melanoma) must be identified as “non-target” and their location and characteristics must be recorded at baseline.  During follow-up evaluations, these lesions must be followed as “present” or “absent”.  If there are numerous non-target lesions in a given organ, the radiologist will report the lesions collectively (Table 14.2).

6.3.2 Chest X-Ray

Non-target or nonevaluable melanoma metastases (or determination of no metastatic disease) in the chest recorded at baseline by chest X-ray may be followed by repeat chest X-ray for all subsequent evaluations without a requirement for serial (follow-up) chest CT scans after completing the initial chest & abdomen CT scans required at baseline.  However, metastatic disease determined to be target lesions in the chest must be measured at baseline and serially followed using CT scan.

6.3.3 CT and MRI 

Contrast-enhanced CT (preferably spiral CT) must be used for baseline measurement and subsequent follow-up of visceral and nodal/soft tissue target indicator lesions.  (MRI may be employed for baseline evaluation and follow-up of target lesions in cases of contrast allergy.)  Target lesions must be measured on the same CT window setting on each examination.  Screening evaluation of the brain may employ MRI or contrast-enhanced CT of the head.

See Protocol GM301 Imaging Instructions.

7.0 EVALUATIONS DURING STUDY

7.1 Prior to Cycle 1

Evaluations to be conducted within three days preceding the start of cycle: 

(Note:  A cycle may be delayed up to 3 days for convenience but can never be given early.)

· Medical history to include determination and (CTC) grading of tumor-related symptoms

· Physical examination to include patient weight, measurement and photography of cutaneous target indicator lesions

· Calculation of body surface area (BSA)

· ECOG Performance Status

· Complete blood count (CBC) with differential and platelet count

· Serum laboratory studies including: bilirubin, AST, LDH, alkaline phosphatase, albumin, creatinine, BUN, glucose, calcium, phosphorus, PT or INR, PTT

7.2 All Cycles

Evaluations to be conducted* on or about 14 days after each dose of DTIC

· CBC with differential and platelet count

· Serum laboratory studies including: bilirubin, AST, ALT, LDH, alkaline phosphatase, albumin, creatinine, BUN 

· PT (or INR), PTT

*NOTE:  Results should be reviewed prior to scheduling and preparing next cycle of protocol therapy in case dose delay or reduction is required per section 11.

7.3 Cycles 2-8

Evaluations to be conducted within one day preceding each dose of DTIC, beginning with cycle 2

· Interval medical history, including assessment for adverse experience, documentation and grading of tumor-related symptoms and performance status

· Relevant physical examination, including patient weight

· CBC with differential and platelet count

· Serum laboratory studies including: bilirubin, AST, ALT, LDH, alkaline phosphatase, sodium, potassium, calcium, phosphorus, glucose, creatinine, BUN, albumin

· PT (or INR), PTT

7.4 Cycles 3, 5, 7 and Completion of Study

Evaluations to be completed after the 2nd DTIC treatment and repeated every other cycle (i.e., every 6 weeks on or before the beginning of cycles 3, 5, 7, and 3 weeks after the last DTIC dose)

· Tumor measurements by physical exam

· Photography of superficial target lesions, if they are determined to be responding by physical exam, using a millimeter-scaled ruler

· Radiographs of target indicator lesions 

8.0 DURATION OF THERAPY

Patients who achieve a complete response, partial response or stable disease will continue on protocol therapy until one of the following events occurs:

· Disease progression 

· Onset of intolerable drug-related side effects that do not respond to dose modification or delay as specified in section 11.0

· Completion of 8 cycles of therapy 

After discontinuation of protocol therapy, patients who develop progressive disease may continue therapy with DTIC, a DTIC-containing regimen, or other agents off protocol at the discretion of the treating physician.  Patients enrolled in Arm B (G3139 + DTIC) may receive up to 8 cycles of treatment.  If these patients (patients on Arm B only) show response or stable disease, they may be eligible to continue treatment for an additional 6 months by enrolling in a separate open-label continuation protocol.

9.0 STUDY COMPLETION AND FOLLOW-UP

9.1 Study Completion 

For all patients, the following evaluations must be done:

· Physical examination, including weight

· Interval medical history, including performance status, assessment for adverse experiences and tumor-related symptoms

· Urinalysis

· CBC with differential and platelet count

· Serum laboratory studies including: bilirubin, AST, ALT, LDH, alkaline phosphatase, sodium, potassium, creatinine, glucose, BUN, calcium, phosphorus, albumin

· PT (or INR) and PTT

· Repeat radiographic tests of all target lesions are not required in patients with progressive disease documented by new metastatic lesions.  If progressive disease is determined only by an increase in size of superficial lesions without clearly documented new metastases, then repeat radiographic evaluation of all target disease must be done to confirm progression.

9.1.1 Patients with Complete Response, Partial Response or Stabilization

In addition to the above evaluations required for all patients, patients with CR, PR, or stable disease will have repeat examinations and tumor measurements completed 3 weeks after the last dose of DTIC, and then every 2 months.

9.2 Follow-Up After Study Completion

· All randomized patients, including patients who discontinue protocol therapy with progressive disease and patients who develop progressive disease after completion of protocol therapy, must be followed every two months up to a maximum of 2 years from the date of randomization to determine clinical status and to document duration of survival.  Telephone contact is allowed in patients where progressive disease has been documented.

· All randomized patients must be followed by the investigator for a maximum of 2 years from the date of randomization measurement and recording of tumor-related symptoms, weight, and ECOG performance status. 

· Patients who discontinue protocol therapy and who have either response or stable disease must be seen by the investigator at least every 2 months until disease progression is documented, for a maximum of 2 years.  At each visit, appropriate evaluations to measure and record residual or recurrent disease must be performed or ordered. (Tumor assessments performed during the treatment phase of the study should also be performed during the follow up phase.).  

10.0 CONCOMITANT MEDICATIONS

Patients are not allowed to receive any other anti-cancer treatments (such as chemotherapy, radiation, biologic or investigational therapies) while receiving protocol therapy.

10.1 Antiemetics

Patients should receive potent HT3 antiemetics or their equivalent prior to treatment with DTIC.  Commonly used premedication regimens include intravenous ondansetron, granisetron, or dolasetron.  Due to the frequent occurrence of delayed nausea due to DTIC, the use of additional oral antiemetic agents (e.g., ondansetron, AtivanTM, or CompazineTM) should be strongly considered.  Due to potential confounding effects on the immune system and evaluations of protocol safety and efficacy, prophylactic use of corticosteroid medications are not encouraged in the 1st treatment cycle, but may be used after or during the initiation of the 1st treatment cycle at the investigator’s discretion.  Beginning with the 2nd cycle, dexamethasone or other corticosteroid may be used as part of the antiemetic regimen, if desired.  During the G3139 infusion, oral or parenteral antiemetics may be used as needed.   

10.2 Antipyretics and Antihistamines

Patients who experience fever or chills during the G3139 infusion should be evaluated for other causes, such as infection.  If no other cause is found, antipyretics such as acetaminophen or ibuprofen may be administered to treat existing symptoms and then prophylactic use is allowed at the investigator’s discretion.  Patients who develop rash or hypersensitivity after G3139 and/or DTIC may be treated with oral and/or systemic antihistamines (and/or corticosteroids) at the discretion of the investigator.  Unless the hypersensitivity is severe or life threatening, retreatment is allowed with close follow-up and prophylactic use of antihistamines (and/or corticosteroids) at the investigator’s discretion.

10.3 Hematopoietic Growth Factors

Prophylactic growth factors (G-CSF, GM-CSF or erythropoietin) should not be given during the 1st cycle, but may be used to treat neutropenia or anemia that occurs after the 1st drug administration at the investigator’s discretion.  Patients who experience prolonged (lasting over 5 days) grade 3 or 4 neutropenia, or febrile neutropenia of any duration (ANC < 1.0 x 109/L, fever ( 38.5°C) during any cycle may be treated prophylactically in subsequent cycles with G-CSF or GM-CSF.  Erythropoietin may be used to treat cancer-related anemia, starting with the 2nd cycle at the discretion of the investigator.

10.4 Therapeutic Anticoagulants

Concomitant anticoagulation therapy (with the exception of 1 mg/day of warfarin for central line prophylaxis) is prohibited.  Patients who experience a thrombotic event after study entry and require therapeutic dosing with anticoagulants should receive low molecular weight heparin.  These patients can continue in the study at the discretion of the physician, provided they are closely monitored and the case has been discussed with the medical monitor. These patients are at higher risk for bleeding and the patient should be properly informed of the increased risk.

11.0 TREATMENT MODIFICATIONS

11.1 General Modifications

If abnormalities are found that require delay of a cycle, parameters should be rechecked at least weekly until abnormal values have returned to ( Grade 2 (CTC v. 2) for Non-Hematological Toxicities and ( Grade 1 (CTC v. 2) for Hematological Toxicities.  If recovery to Grade 1 is confounded by metastatic disease or other conditions, the medical monitor must be consulted prior to restarting protocol therapy.

11.2 Hematologic Toxicity

For hematologic toxicity other than anemia, incremental 25% dose reductions should be applied to DTIC for a final dose of 75% or 50% of the planned original dose levels as shown in Table 11.2:   

11.2.1 Dose Reductions for Hematological Toxicities

Patients who develop Grade 4 neutropenia or Grade 3 with fever or systemic infection at anytime during a treatment cycle should have their cycle held until the neutropenia returns to ( Grade 1.  All subsequent DTIC treatments will be reduced by 25% of the original dose.  This recommendation also applies to Arm B patients who develop such neutropenia while on G3139 prior to dosing of DTIC.

If grade 4 neutropenia or Grade 3 neutropenia with fever or systemic infection is identified on the pre-DTIC labs in an Arm B patient, the dose of DTIC should be held.  Once the patient recovers to Grade 1 toxicity or less, the patient may re-initiate the cycle and restart the infusion of G3139 prior to DTIC dosing.

Patients with only Grade 3 neutropenia and without fever or systemic infection during G3139 infusion may proceed with 100% DTIC dosing as scheduled.

Patients on either Arm A or B, with Grade 1, 2 or 3 thrombocytopenia should be treated as scheduled with the platelet counts closely monitored.

	Table 11.2: Arm A Dose Reductions for Hematologic Toxicities

	Maximal Severity Grade
	% Dose of DTIC

	Grade 1
	100%

	Grade 2
	100%

	Grade 3 (see below for exceptions)
	100%

	Grade 4 thrombocytopenia, or grade 3 w/ bleeding
	Hold Cycle until grade ( 1.  Reduce all subsequent DTIC by 25% of original dose.

	Grade 4 neutropenia or grade 3 w/fever or systemic infection
	Hold Cycle until grade ( 1.  Reduce all subsequent DTIC by 25% of original dose.

	Recurrent Grade 3 or 4 thrombocytopenia or neutropenia
	Hold Cycle until grade ( 1.  Reduce all subsequent DTIC by 50% of original dose.

	Grade 3 or grade 4 thrombocytopenia or neutropenia persisting for > 2 weeks after any dose reduction, or recurrent after 2 dose reductions
	Remove from study


	Table 11.2.1: Arm B Dose Reductions for Hematologic Toxicities

	Maximal Severity Grade
	% Dose of DTIC

	Grade 1
	100%

	Grade 2
	100%

	Grade 3 (see below for exceptions)
	100%

	Grade 4 thrombocytopenia, or grade 3 w/ bleeding
	Hold Cycle until grade ( 1.  Re-administer entire dose of G3139. Reduce all subsequent DTIC by 25% of original dose.

	Grade 4 neutropenia or grade 3 w/fever or systemic infection
	Hold Cycle until grade ( 1.  Re-administer entire dose of G3139 Reduce all subsequent DTIC by 25% of original dose.

	Recurrent Grade 3 or 4 thrombocytopenia or neutropenia
	Hold Cycle until grade (1.  Reduce all subsequent DTIC by 50% of original dose.

	Grade 3 or grade 4 thrombocytopenia or neutropenia persisting for > 2 weeks after any dose reduction, or recurrent after 2 dose reductions
	Remove from study


11.3 Non-Hematologic Toxicities

	Table 11.3:  Dose Reduction for Non-Hematologic Toxicity

	Maximal Severity Grade
	% Dose of DTIC

	Grade 0 or 1
	100%

	Grade 2 
	100%

	Grade 3 (except alopecia or hypersensitivity)
	Delay 1 week, deliver 100% if recovered to grade ( 1. Deliver 75% if recovered to grade ( 2

	
	

	Grade 4 (except alopecia or hypersensitivity)
	Delay 1 week, deliver 75% if recovered to grade ( 2

	Grade 3 or 4 persisting > 2 weeks or recurrent after 2 dose reductions 
	Remove from study


11.4 Study Discontinuation

A patient will be removed from study for any of the following events:

· Progressive disease

· Dose-limiting toxicity that causes a 2 week delay in treatment, or grade 3 or 4 toxic reactions that recur despite 2 dose reductions of DTIC

· The physician has determined that withdrawal is in the patient’s best interest, or the patient has elected to withdraw consent for protocol therapy

· Completion of 8 cycles of therapy (unless otherwise specified in Section 8)

At the time a patient discontinues from the study (including the follow-up period after completing study drug therapy) for any reason, including death from malignancy, the investigator must complete a Termination Page in the CRF within 15 calendar days of the discontinuation.  If the reason for termination was due to adverse experience, then the investigator must also complete a Serious Adverse Event (SAE) form and submit to the Sponsor or designated monitor according to the timeline specified in the SAE Form - Instructions.

11.5 Instructions for Administrative Interruptions of G3139 Infusion

The following are treatment guidelines in the event that G3139 infusion prematurely stops (i.e. due to pump failure, blocked tubing or dislodged portacath).  These are only guidelines and clinical judgment should be exercised in all cases.  The medical monitor should be contacted with questions.

11.5.1 Interruption of less than or equal to 12 hours

If the infusion has stopped for ( 12 hours, resume the infusion to deliver the remaining G3139 and push the timing of dacarbazine infusion back by the appropriate number of hours.

11.5.2 Interruption of greater than 12 hours and less than 24 hours

If less than 72 hours of the G3139 has been infused and the interruption lasted more than 12 hours but less than 24 hours, it will be necessary to start the entire infusion from the beginning.  Document the residual volume left in the pump.  This information will need to be captured on the case report form.  Re-start the patient with a full five-day infusion and administer dacarbazine on day 6 as per protocol.

If at least 72 hours of G3139 has been infused, resume the infusion to deliver the remaining G3139.

11.5.3 Interruption of greater than 24 hours

Contact the medical monitor listed in section 12.2.2.

12.0 ADVERSE EVENTS

All adverse events encountered during the clinical study will be reported on the CRF.  (For Definitions and Categories of Adverse Events see Appendix C).  Adverse events will be recorded after the first study dose unless the event is related to a study procedure performed prior to first dose.  All adverse events must be followed until they have resolved.  Laboratory abnormalities that are not of clinical concern must be recorded only in the appropriate laboratory section of the CRF.  However, if the abnormal laboratory value is of clinical concern, it must also be recorded on the Adverse Event section of the CRF.

12.1 Severity (Grade) of Adverse Experiences

Adverse experiences will be graded according to NCI Common Toxicity Criteria (version 2.0, see http://ctep.info.nih.gov/CTC3/default.htm).

12.2 Adverse Event Reporting

All adverse events (including laboratory abnormalities, if they are of clinical concern), whether or not associated with study drug, will be recorded on the CRF, in addition to reporting of Serious Adverse Events on the Genta SAE Form.  The information in the CRF will include:

· The time of onset of any new adverse event or the worsening of a previously observed adverse event

· The specific type of reaction in standard medical terminology

· The duration of the adverse event 

· The grade of the adverse event 

· The attribution of the adverse event to the study drug(s) 

· Description of action taken in treating the adverse event and/or change in study drug administration or dose

12.3 Relationship of Adverse Experiences to the Study Drugs

The responsible individual must record on the electronic CRF whether the event is best described as unrelated, unlikely, possible, probably or definitely related to the study drugs, according to the definitions found in Appendix C.  For patients treated in Arm B, the assessment will include relationship to G3139 or DTIC alone, or to the combination.

12.4 Reporting of Serious Adverse Events and Death

Serious adverse events, as defined by the protocol, including death due to any cause or hospitalization for any reason (even those related to disease progression) which occur during this study or within 30 days following the last dose of study medication (whether or not related to the administration of study drug), must be reported within 24 hours of the investigator’s (or site staff) knowledge of the event to the study medical monitor via fax of a completed Genta SAE Form.  The IRB/Ethics Committee must be notified by the investigator according to local procedures (see Serious Adverse Drug Experience definition in Appendix D and the Genta SAE Form Instructions).

US/Canada Contact: 

Paula Lutz, M.D., PAREXEL International Incorporated

Daytime telephone number: (781) 434-5562; Fax number: (781) 434-5957

After hours telephone number: (781) 487-9900, notify the operator that you are reporting a Serious Adverse Event for the Protocol GM301 melanoma study. 

Europe, Russia and Australia Contact:

Ayman Farahat, M.D., PAREXEL International Incorporated

Daytime telephone number: 44 1895 614417; Fax number:  44 1895 23187

13.0 DATA COLLECTION, STUDY MONITORING AND DATA DISCLOSURE

13.1 Data Collection and Reporting 

Data for each patient will be recorded on an electronic CRF.   Data collection must be completed for every patient who signs an informed consent and is randomized.  Instructions for completion of electronic CRFs will be found in the help section of InformTM and in the Protocol GM301 CRF Instructions.  The Sponsor may require a separate (paper or electronic) follow-up form or CRF for data collection of patients who are followed after completion of study drug therapy, or in place of the electronic InformTM system.

A Research Study Assistant (RSA) will be assigned to the study site.  The responsibilities of the RSA include project compliance, data collection, abstraction and entry, data reporting, regulatory monitoring, problem resolution and prioritization, and coordination of activities of the protocol study team.  Source documentation must be available to support all entries into the electronic CRF.  An electronic medical record may be the source document, but the site must provide the standard operating procedure that details review and approval of data entries by the Principal Investigator.

Routine data quality reports will be generated to assess missing data and inconsistencies.  Accrual rates and extent and accuracy of evaluations and follow-up will be monitored periodically throughout the study period and potential problems will be brought to the attention of the study team for discussion and action.  The study team will conduct random-sample data quality and protocol compliance audits.

13.2 Study Monitoring

A signed contract, a copy of the institution’s IRB/Ethics Committee-approved informed consent document, along with written justification for any changes made to the informed consent for this protocol must be on file at the Sponsor’s Coordinating Center before an institution may enter patients.  The signed contract, institution’s informed consent, and investigator’s justification for changes will be submitted to the following address: 

Parexel International

Attention: Pamela Gogolin 

PAREXEL International, Incorporated 

200 West Street

Waltham, MA 02451

Phone: 781-434-5548

Study monitors will periodically audit all electronic CRFs and corresponding source document records for each patient.  The monitoring visits provide the Sponsor with the opportunity to evaluate the progress of the study, to verify the accuracy and completeness of CRFs, to resolve any inconsistencies in the study records, and to assure that all protocol requirements, applicable FDA or Health Authority regulations, other requirements, and investigator’s obligations are being fulfilled.

13.3 Data Disclosure and Patient Confidentiality

Patient medical information obtained as a result of this study is considered confidential. Disclosure to third parties other than to the patient’s primary physician and to those noted below is prohibited.  All reports and communications relating to subjects in this study will identify each patient only by his/her number (and initials if allowed by local regulations).  Data generated as a result of this study must be available for inspection upon request by FDA (or other Health Authority or government agency), the Sponsor (or Sponsor’s designees), and the Institutional Review Board, or relevant Ethics Committee.

Information developed in this clinical study may be disclosed by the Sponsor, to other clinical investigators, pharmaceutical companies, the FDA, or other Health Authority or government agencies as required.  However, patient confidentiality will be maintained at all times unless government regulation or applicable law requires disclosure.  If local or national regulations are modified to require additional consent(s) or documentation for release of source documents or other medical information, required for the study, it is the responsibility of the investigator to obtain such consent and documentation with relevant approvals by the local IRB/Ethics Committee.

14.0 ANTITUMOR RESPONSE

14.1 Evaluation of Overall Response

See below for general criteria to determine antitumor response by modified RECIST criteria on this protocol, and see section 14.4 for requirements to confirm response.  RECIST criteria compares the sum of the longest diameter of up to 10 target lesions to determine response.  The investigator must determine target indicator lesions and a plan for appropriate serial measurement prior to the 1st cycle of therapy.

	Table 14.1:  Evaluation of Overall Response

	Complete Response (CR):
	Disappearance of all target lesions and non-measurable disease 



	Partial Response (PR):
	30% decrease in sum of the longest diameters (“sum LD”) relative to baseline sum LD 



	Stable Disease (SD):
	Absence of change in disease which would qualify as response or progression 



	Progression (PD):
	( 20% increase in the sum LD, or the appearance of one or more new lesions 


14.2 Evaluation of Target Lesions for Determination of Response

	Table 14.2:  Evaluation of target and non-target lesions to determine response

	Target Lesions
	Non-Target Lesions
	New Lesions
	Overall Response

	CR
	CR
	No
	CR

	CR
	SD
	No
	PR

	PR
	Non-PD
	No
	PR

	SD
	Non-PD
	No
	SD

	PD
	Any
	Yes or No
	PD

	Any
	PD
	Yes or No
	PD

	Any
	Any
	Yes
	PD


Note: Patients with a global deterioration of health status that requires discontinuation of treatment without objective evidence of disease progression should be reported as “symptomatic deterioration”.  Every effort must be made to document the objective progression even after discontinuation of treatment. 

In circumstances wherein it is difficult to distinguish residual disease from normal tissue, the residual lesion should be biopsied, especially if the response is believed to be complete.

14.3 Durable Response

For purposes of this protocol, a “Durable Response” includes any patient with CR or PR lasting ( 6 months.  If a responding patient receives other, non-protocol anticancer therapy, a durable response is defined as CR or PR lasting (6 months without administration of other anticancer therapy other than protocol therapy for a minimum period of 4 months after the response is initially determined.

14.4 Confirmatory Measurements of Response or Progression

14.4.1 Confirmation of Objective Response

In order to be assigned a status of confirmed PR or CR, changes in tumor measurements must be confirmed by repeat studies done no less than 3 weeks apart.  Following the 6-week schedule required in the protocol for evaluation of target indicator lesions, repeat measurement of target tumor lesions must be performed within 6 weeks from the date that the criteria for response were first met, including radiographic studies and/or photographs.  In order to be assigned a status of SD, measurements must have met the stable disease criteria at least once after study entry at a minimum interval of 6 weeks.  However, confirmation of response in 3 weeks may be done at the discretion of the investigator (e.g., target lesions that are all followed by caliper measurement and photography, not requiring radiographic studies, measured no less than 3 weeks apart), but the planned 6-week schedule to record measurement of target lesions must be maintained during the treatment period.

14.4.2 Duration of Response

The duration of response is dated from the time measurement criteria are first met for CR or PR (whichever is first recorded), until the first date that recurrent or progressive disease is objectively documented.

14.4.3 Determination of Progression

If progression is suggested by increased size of one or more target indicator lesions, without evidence of clearly defined new metastases, then all target lesions must be measured in order to confirm progressive disease by use of the sum LD.  

If progression is indicated by well-defined development of new metastatic disease, repeat evaluation of all target lesions may be done at the discretion of the investigator.  

If tumor progression or the discovery of metastatic disease is equivocal, the determination of tumor progression, stable disease, or response must be determined by sum LD evaluation of target lesions, that were documented at baseline.  Examples of equivocal tumor progression include detection of metastatic disease in a body region that was not clearly tumor-free at baseline, or detection of an abnormality that cannot be confirmed to be new metastatic melanoma.  In this situation, the nature of the equivocal finding, suggesting progressive or new metastatic disease, must be recorded in the source document and in the Case Report Form, along with imaging by CT or photography as appropriate.

14.5 Progression-Free Survival

Progression-free survival (PFS) is measured from the start of the treatment until criteria for progression are met.  The analysis will document PFS to first diagnosis of progression in the central nervous system (CNS) with or without progression in other sites, and PFS to progression in sites outside of the CNS.

14.6 Independent Response Review

Responses will be independently reviewed and confirmed by an expert panel that is blinded to the treatment arm.

15.0 STATISTICS 

15.1 Primary and Secondary Efficacy Variables

The primary objective of the trial is to compare the survival distribution of patients with advanced malignant melanoma treated with DTIC alone versus DTIC + G3139.  

Secondary objectives are to evaluate the safety profile of G3139 when given with DTIC, and to compare the 2 treatment arms with respect to:

· Progression-free survival - central nervous system (CNS) and non-CNS progression will also be compared separately

· Objective anti-tumor response rate

· Durable response rate, defined as CR or PR that persists for at least 6 months 

· Performance Status

· Patient weight

· Tumor-related symptoms

15.2 Randomization and Stratification

All patients will be centrally randomized within strata defined by the following stratification variables:

· Presence versus Absence of liver metastases

· Disease distribution in any visceral organ or elevated LDH (with or without detectable visceral disease) versus Disease distribution in the skin, subcutaneous and/or lymph nodes without visceral metastases AND without elevated LDH

· ECOG performance status 0 versus 1 or 2

Lists of randomization assignment for each of the following 6 strata will be prepared prior to the start of the trial:

· Liver metastases (visceral organ) and ECOG 0,

· Liver metastases (visceral organ) and ECOG 1 or 2,

· Absence of liver metastases, disease distribution in other visceral organ or elevated LDH with or without detectable visceral disease, and ECOG 0,

· Absence of liver metastases, disease distribution in other visceral organ or elevated LDH with or without detectable visceral disease, and ECOG 1 or 2,

· Absence of liver metastases, disease distribution in the skin, subcutaneous and/or lymph without visceral metastases and without elevated LDH, and ECOG 0, and

· Absence of liver metastases, disease distribution in the skin, subcutaneous and/or lymph without visceral metastases and without elevated LDH, and ECOG 1 or 2.

15.3 Sample Size 

The following assumptions were used to determine the sample size:

· Median survival time for patients treated with DTIC alone will be 6 months, compared to a median survival time of 8 months for patients treated with DTIC + G3139

· Patients will be accrued into the study at a constant rate of 30 patients per month

· All patients will be followed until approximately 9 and ½ months after enrollment of the last patient

· Survival distributions for the 2 treatment arms will be compared by using a 2-sided log-rank test at the 0.05 level of significance, although the prospective stratification plan will enable comparison of survival distributions by the Cox Proportional Hazards Model if appropriate, as discussed below

Based on these assumptions, 750 patients (375 patients per treatment arm) will provide a power of 90% to detect a significant difference between the two (2) treatment arms.  

15.4 Efficacy Analyses

Provided that the proportional hazard assumption is satisfied, the stratification and randomization plans will enable a comparison of survival distributions for the 2 treatment arms by Cox Proportional Hazards Model with stratification variables to include those used in the randomization process, and by using non-parametric comparison of survival distributions by the non-stratified log-rank test for long term effect or Gehan-Wilcoxon test for short term differences.  The log-rank test will be the primary analysis of the survival distribution.  The survival distributions will be described graphically by presenting the Kaplan-Meier survival curves for all patients, and for each stratum.  In addition, a secondary comparison of survival percentages will be done for landmarks of 3, 6, 9, and 12 months.

For these analyses, survival time will be defined as the time from the date of randomization to the date of death. If a patient is randomized but not treated, survival time will be from the date of randomization to the date of death.  Survival time will be censored at the designated end of the study, or at the time a patient is last known to be alive for any patient who is lost to follow-up.  For the landmark analyses, the Kaplan-Meier estimates of the percentage surviving, the difference in survival percentages between the 2 treatment arms, and the 95% confidence intervals for the difference in the survival percentages will be presented at 3, 6, 9, and 12 months from date of study agent administration of the first cycle.  The standard error of the difference will be based on the standard errors of the survival percentages determined by using the Greenwood formula at the selected time points.  While the primary analyses will be done on the intent-to-treat population (all patients randomized), analyses of efficacy will also be conducted based on  “eligible patients” who receive at least one cycle of protocol therapy, who meet all eligibility criteria for the study, and who have not received treatments for melanoma during the study other than protocol therapy.

Analysis of progression-free survival will be compared in the same manner as survival. For this analysis, time to progression will be defined as the time from the date of randomization to the date progression (CNS or non-CNS progression when considered separately) is first documented or the patient dies.

Response rates will be compared by using the Cochran-Mantel-Haenszel (CMH) test with stratification variables to include those used in the randomization process.  For objective anti-tumor response rate, a patient will be considered a responder if either a CR or PR is initially documented within 8 cycles of beginning treatment with study medication according to the provisions in the protocol without receiving non-protocol antitumor therapy.  A response must be reconfirmed by documentation done not less than 3 weeks after the initial response is recorded, although the protocol requires confirmatory response measurements on a 6-week interval, consistent with common clinical practice to perform serial radiographic studies after 2 treatment cycles.  A summary of the percent of patients with confirmed CR, PR, and stable disease (no documented progression) will also be provided.  For analysis of “durable response” rate in this protocol, CR or PR must be documented for a continuous period of at least 6 months from the time that any response was first recorded.  However, if a patient receives other non-protocol antitumor therapy during the 6-month period of observation, such durable response must be documented for a continuous period of at least 4 months without receiving non-protocol antitumor therapy.

15.4.1 Subgroup Analyses

The primary and secondary efficacy endpoints will be analysed in the following subgroups to identify potential prognostic variables:

Presence versus absence of liver metastases

Disease distribution in any visceral organ or elevated LDH with or without detectable visceral disease versus disease distribution in the skin, subcutaneous and/or lymph nodes without visceral metastases and without elevated LDH

ECOG performance status 0 versus 1 or 2

Male versus female

Presence versus absence of GI metastases

Prior versus no prior immunotherapy

15.4.2 Measures of Clinical Status

A longitudinal analysis will be done for patient weights, performance status, and tumor-related symptom assessments for the 8 months after beginning therapy.  This period corresponds to 8 planned treatment cycles and two assessments after completion of the 8 cycles.  Assessments are made at baseline and at 3-week intervals after beginning therapy, so up to 9 assessments will be available for each patient during protocol therapy.  Since follow-up continues for only nine months following enrollment of the last patient and since accrual is rapid, numbers of observations will decrease rapidly after 8 months, so analysis beyond 8 months would provide little information.  Data summaries will be provided, however, for all available assessments.

15.4.3 Incomplete Data

Incomplete data present special problems in the analysis of longitudinal data, especially for data that is missing because of informative censoring.  Some of the most common types of missing data have been related to measures of clinical status which cannot be verified through re-analysis of objective source documents or radiographs, used to measure tumor response, including tumor-related symptoms, performance status, and weight.  Every effort will be made to obtain all assessments until the end of the study, or until a patient drops out of the study because of progressive disease or death.  It is expected that incomplete data from other than progressive disease or death will be negligible, so that data will be missing in a monotone pattern only.  

Missing data pattern will be examined by summarizing the number of patients randomized but not treated, the number of treated patients who discontinued prematurely, and the corresponding reasons of early discontinuation.  For data presentation purposes, incomplete data will be assessed using the Last Observation Carried Forward (LOCF) methodology and will be presented  along with the observed data for landmarks of 3, 6, 9, and 12 months.

Methods for the analysis of incomplete longitudinal data, and the conditions under which these methods are appropriate, are described in a review by Little (1995), and examples of the use of some of these methods in data on patients with cancer are provided by Fairclough et al (1998).  Based on the discussion by Little and the examples by Fairclough, et al, an appropriate analysis of the weight data can be done by using the PROC MIXED Procedure of the SAS statistical software package.  In specifying the model, weight will be designated as the dependent variable; treatment group, stratification variables, and the indicator variable for reason for dropout will be specified as fixed effects; and subject will be specified as random.  Since there are up to 9 repeated measures per subject, leaving the covariance structure unspecified would require estimation of a large number of parameters for the covariance matrix and would be inefficient.  Furthermore, a simple covariance structure would be reasonable for this type of data, and the procedure is reasonably robust against moderate departures from the true covariance structure.  Reasonable structures to consider are compound symmetry or first-order auto-correlation structures.  Other structures may also be explored, and the structure that best fits the data will be used in the final analysis.

For the categorical responses, performance status and tumor symptom assessments, similar analyses appropriate for categorical data will be used.   Likelihood-based methods, such as the mixed model procedure for continuous variables, are not readily available for incomplete categorical longitudinal data, but the method of generalized estimating equations (GEE) will provide consistent estimates when missing information can be assumed to be missing completely at random (MCAR).  If missing data are missing at random (MAR), an extension of GEE which multiplies GEE weights by the inverse of estimated selection probabilities (Robins, Rotnitsky, and Zhao 1995) can be used.  These analyses can be accomplished by using the PROC GENMOD procedure in the SAS software package.

15.5 Data Safety and Monitoring Board

A Data Safety and Monitoring Board (DSMB) is established for this study. The DSMB is responsible for periodically reviewing the safety data and alerting the Sponsor of possible safety concerns related to the conduct of the study. The safety data will be provided to the DSMB formatted in tables prior to each meeting.

15.6 Safety Analyses

Analyses of safety will be done in the population who are administered any protocol therapy, and who have at least one follow-up evaluation completed with data available for evaluation of safety, as defined by the protocol.  Safety will be assessed on the basis of adverse event reports, clinical laboratory data, and vital signs.  Adverse events will be summarized by presenting the number and percent of patients in each treatment arm who report each adverse event (classified by MEDDRA) body system and preferred term, and graded by NCI-CTC version 2.0.  Summaries will be provided for all adverse events, serious adverse events, adverse events leading to early termination, and events judged by the investigator as possibly, probably or definitely related to study drug.  Summaries will include assessment of adverse event rates in relation to the number of treatment cycles administered.

Clinical laboratory values will be summarized for each treatment group by providing summary statistics (mean, standard deviation, median, and maximum and minimum values) for each treatment times, for each variable, and the change from baseline for each variable at each assessment time.  The number and percent of patients in each treatment group for whom a value is judged by the investigator to be of clinical concern will also be presented at each assessment time. Vital signs will be summarized in a similar manner to the clinical laboratory data.

16.0 ETHICAL CONSIDERATIONS

16.1 Protection of Human Subjects from Research Risks

The study will be conducted in accordance with the Declaration of Helsinki and with rules and regulations in accord with the U.S. Government’s Office of Human Research Protection (OHRP). 

16.2 Institutional Review Board/Ethics Committee

The protocol and informed consent form for this study will be reviewed and approved by a duly constituted IRB/Ethics Committee before patients are screened for entry.  The investigator will ensure that all aspects of the IRB/Ethics Committee review are conducted in accordance with current institutional, local, and national regulations.  A letter documenting the IRB/Ethics Committee approval will be provided to the Sponsor prior to initiation of the study.  Amendments to the protocol will be subject to the same requirements as the original protocol.  The Investigator will submit all periodic reports and updates that the IRB/Ethics Committee may require, including any final close out reports.  The Investigator will inform the IRB/Ethics Committee of any reportable adverse events as required by local regulations.

16.3 Informed Consent

Each patient will be provided with oral and written information that describes the nature and duration of the study in a language he/she can understand.  The required schedule for 21-day cycles of treatment and interval safety evaluations (irrespective of holidays), plus the planned follow-up schedule, should be carefully reviewed and possibly reinforced with a calendar.  The patient must consent in writing to participate before undergoing therapy on the protocol.  The original signed consent form will be retained with the study center’s records.  Each patient will also be given a copy of his/her consent form.  A sample copy of a model informed consent form is included with this protocol as an Appendix.
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APPENDIX A

Study Flow Chart

Randomized Study of Dacarbazine Versus Dacarbazine Plus G3139 (Bcl-2 Antisense Oligonucleotide)

in Patients with Advanced Malignant Melanoma




APPENDIX B

Schedule of Events for Arm A (DTIC Only)

	Event
	Baseline

(within 4 weeks of treatment)
	Day 1
	Day 15
	Day 22

(Day of DTIC begin with Cycle 2)
	Every Other Cycle

(to Start Prior to 3rd Cycle)
	Completion of Study
	Follow Up

	History
	X
	Xa
	
	X
	
	X
	Xc

	Physical (incl. Weight)
	X
	Xa
	
	X
	
	X
	Xc

	Adverse Event Monitoring
	
	X
	X
	X
	X
	X
	Xce

	BSA Calculation
	X
	X
	
	
	
	
	

	ECOG Performance Status
	X
	Xa
	
	X
	
	X
	Xc

	CBC w/ Differential and Platelets
	X
	Xa
	X
	X
	
	X
	

	Serum Chemistries, PT (or INRd), PTT
	X
	Xa
	X
	X
	
	X
	

	Urinalysis
	X
	
	
	
	
	X
	

	Pregnancy Test (if applicable)
	X
	
	
	
	
	
	

	EKG
	X
	
	
	
	
	
	

	Tumor Measurement
	X
	
	
	
	X
	X
	Xc

	CXR
	X
	
	
	
	X
	X
	

	CT or MRIf
	X
	
	
	
	X
	X
	

	Head CT or MRI
	X
	
	
	
	
	
	

	Survival
	
	
	
	
	
	
	X

	Measure & Photograph Cutaneous Target Lesions
	X
	Xa
	
	
	Xb
	Xb
	

	DTIC
	
	X
	
	X
	
	
	


a
To be done within 3 days prior to first cycle of protocol therapy (DTIC in Arm A)

b
Repeat the photographs of target lesions only if lesions demonstrate response on physical examination.  Reconfirm CR or PR, and repeat photographs in 6 weeks, then every 6 weeks until best response

c
For 8 months after randomization, follow-up will include tumor-related symptoms, ECOG PS, and weight.  For patients with PR, CR, or stable disease, tumor measurements to be completed every 2 months after completion of study for up to 2 years after initiation of protocol therapy

d
International Normal Ratio

e
Adverse Events are to be assessed until 30 days post last day of protocol therapy only

f  Only Target and Non-target lesions identified at baseline need to be followed at cycles 3, 5, 7 and termination
APPENDIX B

Schedule of Events for Arm B (G3139 + DTIC)

	Event
	Baseline

(within 4 weeks of treatment)
	Day 1
	Day 6
	Day 20
	Day 22

(Day 1 of New Cycle)
	Day of DTIC

(Day 6 of Cycle begin with Cycle 2)
	Every Other Cycle

(to Start Prior to 3rd Cycle)
	Completion of Study
	Follow Up

	History
	X
	Xa
	
	
	
	X
	
	X
	Xc

	Physical (incl. Weight)
	X
	Xa
	
	
	
	X
	
	X
	Xc

	Adverse Event Monitoring
	
	X
	X
	X
	X
	X
	X
	X
	Xce

	BSA Calculation
	X
	Xa
	
	
	
	
	
	
	

	ECOG Performance Status
	X
	Xa
	
	
	
	X
	
	X
	Xc

	CBC w/ Differential and Platelets
	X
	Xa
	
	X
	
	X
	
	X
	

	Serum Chemistries, PT (or INRd), PTT
	X
	Xa
	
	X
	
	X
	
	X
	

	Urinalysis
	X
	
	
	
	
	
	
	X
	

	Pregnancy Test (if applicable)
	X
	
	
	
	
	
	
	
	

	EKG
	X
	
	
	
	
	
	
	
	

	Tumor Measurement
	X
	
	
	
	
	
	X
	X
	Xc

	CXR
	X
	
	
	
	
	
	X
	X
	

	CT or MRIf
	X
	
	
	
	
	
	X
	X
	

	Head CT or MRI
	X
	
	
	
	
	
	
	
	

	Measure & Photograph Cutaneous Target Lesions
	X
	Xa
	
	
	
	
	Xb
	Xb
	

	Survival
	
	
	
	
	
	
	
	
	X

	G3139 x 5 days
	
	X(
	(
	
	X
	
	
	
	

	DTIC
	
	
	X
	
	
	X
	
	
	


a
To be done within 3 days prior to first cycle of protocol therapy (first day of G3139 in Arm B)

b
Repeat the photographs of target lesions only if lesions demonstrate response on physical examination.  Reconfirm CR or PR, and repeat photographs in 6 weeks, then every 6 weeks until best response

c
For 8 months after randomization, follow-up will include tumor-related symptoms, ECOG PS, and weight.  For patients with PR, CR, or stable disease, tumor measurements to be completed every 2 months after completion of study for up to 2 years after initiation of protocol therapy

d
International Normal Ratio

e
Adverse Events are to be assessed until 30 days post last day of protocol therapy only

f Only Target and Non-target lesions identified at baseline need to be followed at cycles 3, 5, 7 and termination
APPENDIX C

Adverse Event Definitions and Categories for Determining Relationship to Study Drug Administration

DEFINITIONS

(ICH Guideline on Clinical Safety Data Management:  Definitions and Standards for Expedited Reporting and FDA Regulation 21 CRF 312.32, Final Rule October 7, 1997)

Adverse Events 

Any untoward event which occurs regardless of its causality, including any side effect, injury, toxicity or sensitivity reaction during the testing of protocol treatments (whether or not considered drug-related), will be designated as an adverse clinical event.

Serious Adverse Events

An event that is fatal, life-threatening, or leads to persistent or significant disability; one that requires or prolongs hospitalization; or one that results in a congenital anomaly, or significant medical event.

Unexpected Adverse Events

Any adverse event not identified in nature, severity, or frequency in the current DTIC package label or product information, or the G3139 Investigational Drug Brochure, or the protocol.

Associated With the Use of the Drug

A reasonable possibility that the clinical event may have been directly or indirectly caused by the protocol treatment (investigators and study sponsors should not be overly cautious in assessing possible causality).  Such association will be designated by Possible, Probable or Definite.

Concurrent Illness

A concurrent illness is defined as an adverse medical or pathological condition of known etiology which is considered unrelated to the study medication.

PROBABLY DRUG-RELATED

(All four conditions must be satisfied)

This category applies to those adverse experiences, which after careful medical consideration at the time of evaluation, are felt with a high degree of certainty to be related to DTIC or G3139 or to the combined therapy.

36. It follows a reasonable temporal sequence from administration of DTIC or G3139 or the combined therapy

37. It could not be reasonably explained by the known characteristics of the subject’s clinical state, environmental or toxic factors, or other modes of therapy administered to the volunteer

38. It disappears or decreases on the cessation or reduction in dose.  There are important exceptions when an adverse experience does not disappear upon discontinuation of the drug/treatment, yet drug relatedness clearly exists, e.g., bone marrow depression, fixed drug eruptions, tardive dyskinesias, etc

39. It follows a known pattern of response to DTIC or G3139 or the combined therapy

POSSIBLY DRUG-RELATED

All the above descriptions of Probable (or Definite) causal relationship are not met, but there is still reasonable possibility that the experience may have been caused by the drug.

OTHER CLINICAL EVENT CATEGORIES INCLUDE:

· Related to a Concurrent Illness

· Related to Study Disease (melanoma)

· Related to a Medical Condition Existing Prestudy

· Related to a Concurrent Medication

· Related to Protocol-specified Procedure (e.g., port-a-cath)

· Related to Procedure that is Unrelated to Protocol

· Related to Other Known Causes

· Unknown Cause

APPENDIX D

Serious Adverse Drug Experience

A Serious Adverse Drug Experience, as defined in the ICH Guideline on Clinical Safety Data Management: Definitions and Standards for Expedited Reporting and the Code of Federal Regulations 21 CFR 312.32 is any adverse drug experience occurring at any dose that results in any of the following outcomes: 

· Death.

· A life threatening adverse drug experience (defined as any adverse drug experience that places the patient or subject, in the view of the investigator, at immediate risk of death from the reaction as it occurred, i.e., it does not include a reaction that, had it occurred in a more severe form, might have caused death).

· Inpatient hospitalization or prolongation of existing hospitalization.

· A persistent or significant disability (defined as a substantial disruption of a person’s ability to conduct normal life functions)/incapacity.

· Congenital anomaly/birth defect.

· Significant medical events that may not have resulted in death, be considered life-     threatening, or require hospitalization, may be reported as a serious adverse drug experience when, based upon appropriate medical judgment, the event requires      medical or surgical intervention to prevent one of the outcomes listed in this      definition.

APPENDIX E

(Sample) Patient Informed Consent for Clinical Research

Note:  This consent may be modified for individual study sites

 after review and agreement by the Sponsor.

You are being asked to take part in a research study.  To make an informed judgment on whether or not you want to be a part of this study, you should understand its risks, benefits and alternatives.  This process is known as informed consent.

In order to decide whether you should agree to be part of this research study, you should understand enough about its risks and benefits to make an informed judgment.  This consent form gives detailed information about the research study, which the doctor will discuss with you.  Once you understand the study, you will be asked to sign this form if you wish to participate.  You will be given a copy to keep as a record.  The research study that is being proposed to you is named: 

Randomized Study of Dacarbazine Versus Dacarbazine Plus G3139 (Bcl-2 Antisense Oligonucleotide) in Patients with Advanced Malignant Melanoma

PURPOSE OF THE RESEARCH STUDY

The purpose of this study is to test a new therapy for the treatment of patients with advanced malignant melanoma, using a new drug to possibly improve the benefit provided by a standard anticancer drug treatment called DTIC.  DTIC (which is also called “dacarbazine”) is a standard drug that has been used for more than 20 years as a treatment of melanoma.  The use of DTIC for melanoma has been approved by the U.S. Food and Drug Administration and by other health authorities around the world.  In this study, all patients will receive treatment with this standard drug given every 21 days (3 weeks) for about 6 months, if they tolerate treatment and there is evidence for stabilization or improvement in the melanoma due to this treatment.

One-half of the patients in this study will also receive an experimental drug called G3139, which is given in a 5-day period before each DTIC treatment.   Recent testing in both the laboratory and in patients has suggested that G3139 may improve the anticancer effects of some anticancer drugs, including DTIC.  One clinical study that included patients treated with both DTIC and G3139 showed promising results in patients with advanced melanoma; the drug combination was well tolerated with few serious side effects, and tumor responses in some patients have lasted more than a year.  While this result is encouraging, it is not known if the same results would have been seen with the use of DTIC by itself, since some patients with melanoma who are treated with DTIC by itself can also obtain major and durable responses.  Thus, we would like to carefully study the benefits and side effects of this new drug G3139 in combination with DTIC, and to compare the results with treatment outcomes of patients who receive DTIC without G3139. 

Recent clinical studies have tested combinations of other drugs with DTIC, and some studies suggested that drug combinations may be better than DTIC alone for treatment of advanced melanoma.  However, randomized clinical studies later showed that the same drug combinations were not significantly better than DTIC alone for most patients with advanced melanoma.  Some of the drug combination programs were much more toxic than DTIC alone and often required hospitalization.  In sum, several clinical studies so far show that other drug combination treatments may not be significantly better than DTIC alone, and they may lead to more side effects.   Similarly, a recent study compared treatment with a new oral (pill) anticancer drug (that is chemically similar to DTIC) with intravenous treatment using DTIC, and the results showed no substantial improvement in clinical responses or survival using the pill, although some side effects tended to be more common with the pill form of chemotherapy, such as nausea and vomiting.

BACKGROUND INFORMATION

For many individuals with cancer, standard anticancer drug therapies may not work, or they may work for only a short period of time.  In some patients, when cancers do not respond well to drug treatment, the cancer cells may over-produce one or more special proteins.  One of these proteins is called Bcl-2.  Bcl-2 is a protein that appears to protect cancer cells from being killed by drugs. 

G3139 is a compound that blocks production of Bcl-2.  By first reducing levels of Bcl-2, it is possible that standard drugs used to treat melanoma, such as DTIC, may work more effectively as a cancer treatment.  For this reason, this study will test whether pre-treating some people with G3139 followed by DTIC is better than treatment with DTIC alone.

DESCRIPTION OF THE RESEARCH PROCEDURES

To be enrolled in this study, you must have advanced melanoma that cannot be cured by surgery, and your physician considers you to be a candidate for systemic therapy with the chemotherapy drug called DTIC (dacarbazine).  The decision whether or not you will receive the additional, experimental drug G3139 will be decided by a process known as randomization, similar to flipping a coin.  That means that if you agree to participate in this study, you will always receive the standard drug for melanoma, which is DTIC.  You will have a 50-50 chance of receiving the experimental drug, G3139.

Both DTIC and G3139 are given by vein (intravenously).  DTIC is administered over a 1-hour period once every 3 weeks.  G3139 is administered by a continuous infusion for 5 days in a row, prior to each dose of DTIC.  Then these cycles are also repeated every 3 weeks.  G3139 is placed into a small pump that you will carry with you for the entire 5-day period.  Both DTIC and G3139 will be administered through a needle in a vein into your arm, or by way of a needle going into a central vein access device such as a portacath.  The vein access device (portacath) is often used for administration of DTIC or other anticancer drugs.  If your doctor determines that a central vein access device is needed for proper delivery of therapy, this will need to be completed prior to starting treatment in the study, and you may need to review and sign a separate consent form for this procedure.  Hospitalization is not required to receive treatment in this study; however, your doctor may choose to bring you into the hospital for all or part of the treatment.  If you have significant side effects to either DTIC or G3139, the next treatment cycle might be delayed, or the dose might be lowered.  

If your disease improves or has not gotten worse, and if you tolerate the therapy, treatment on this study will continue every 21 days for 8 cycles.  It is important to plan for repeat treatments on schedule, every 21 days for 8 cycles and the related schedule for safety testing (even during holiday periods), and your doctor will help you with a calendar to properly plan this schedule if you so desire.  If your doctor feels your disease has not responded or stabilized after treatment on this study, or if the side effects are too severe, you will be removed from this study and other options for your care and treatment will be discussed with you.  

A number of tests will be performed before beginning treatment on this study.  These tests may help insure that your risk for developing side effects to the treatment is minimized and will also be used to decide whether you are responding to treatment.  

· Complete history and physical examination

· Routine blood tests (about 5 tablespoons), routine urine test

· For women of child-bearing potential, a negative pregnancy test (within 14 days of treatment)

· Electrocardiogram (EKG)

· Chest X-ray

· If you have melanoma on the skin surface, your doctor or his/her staff may take one or more photographs of some melanoma lesions on your skin

· CT or MRI scan of the brain, chest, and abdomen

· Other tests that may be medically needed, such as a CT scan or MRI of areas that your doctor suspects may be affected by melanoma

Most of these required tests and visits to your doctor are commonly done as part of the routine medical care and follow-up for patients with advanced malignant melanoma.   Results of the HIV blood test and the pregnancy test will be provided to you confidentially by your physician, and they are done to be sure that you do not have a condition that could affect the follow-up examinations and testing, which are required by the research study.  In addition, patients with positive HIV or pregnancy test are not allowed into the study, since the overall safety of the treatments has not been well studied in patients with these conditions.

A history, physical examination, and routine blood tests (about 5 tablespoons) will be repeated prior to every cycle of treatment, and during the weeks between treatments.  Measurements of the melanoma, that is done by physical examination and photography, are planned every 3 to 6 weeks during the study, on or about the day of the DTIC treatment.  Measurement tests that require X-ray, CT scan, or MRI scan will be performed after every second cycle of treatment (approximately every 6 weeks during the study, i.e., before cycles 3, 5, 7), and then after the completion of the protocol therapy.  

If you obtain complete or partial response or stable disease after the planned 8 cycles of treatment in this study (or after you discontinue the study for any other reason), the measurement tests and clinical examinations will then be performed approximately 3 weeks after your last dose of DTIC and then every 2 months if you continue to have response or stable disease, up to 2 years after you are first enrolled into the study.   

Clinical follow-up will be planned to evaluate your condition and any changes in symptoms from the melanoma for a period of at least 8 months after starting the study.  After the first 8 months of follow-up, your condition will also be followed by the investigator through clinical examination (or by telephone call to your treating physician or healthcare professional, to you, or to your family), done every 2 months up to 2 years after you are enrolled into the study.   After completing the study, your doctor may recommend a rest period with no therapy if the melanoma is stable or responding.  Alternatively, if your disease is not stable or responding, or later shows worsening, your doctor may recommend continued treatment with DTIC or some other type of therapy.  If you received G3139 plus DTIC in the protocol and tolerate this treatment, your doctor may recommend a rest period with no therapy if the melanoma is stable or responding. 

If you received G3139 plus DTIC in the protocol and the melanoma is stable or responding after completing the 8 cycles of treatment, your doctor may recommend additional cycles with G3139 plus DTIC on another study.  You will need to review and sign another consent form at that time.

You will not be allowed to receive any other anti-cancer treatments (such as chemotherapy, radiation, biologic or investigational therapies) while receiving protocol therapy.  If you are receiving continuous therapy to thin your blood, you will not be allowed to enter into this study.

POSSIBLE SIDE EFFECTS

All drugs, whether standard or experimental, have potential side effects.  There is a long history of the use of DTIC for treatment of patients with melanoma, therefore, many side effects are already well known.  G3139 has been used less often, but many of the side effects are known.  Other side effects may occur which are not listed here, or not yet known, related to treatment with DTIC, G3139, or the combination treatment with G3139 and DTIC.  The following lists describe possible side effects that you may encounter by receiving DTIC or G3139.  

Based on the clinical studies with G3139, possible side effects include:

· Fatigue

· Fever, chills, hot flashes

· Headache

· Lowering of blood counts, which may lead to infection, anemia, or bleeding

· Abnormal liver function blood tests

· Abnormal kidney function blood tests

· High blood sugar

· Upset stomach, nausea, vomiting, decreased appetite

· Skin rash

· Muscle pain, joint pain

· Infections

Less common adverse events that may be associated with administration of G3139 include:

· Acute kidney failure

· Loss of balance

· Irregular heart beat

· Breakdown of red blood cells

· Back pain

· Bone pain

· Chest pain

· Coughing, difficulty breathing, fluid buildup in the lungs 

· Blood clots

· Dehydration

· Eye disorders, problems with vision

· High or low blood pressure

· High blood sugar

· Fluid retention, increased urination

· Low blood sodium or phosphorus

· Swollen lymph glands

· Abnormal blood clotting tests

· Mental or mood problems

· Stuffy nose

· Itching, redness, allergic reaction

Possible side effects of DTIC include:

· Lowering of blood counts, which may lead to infection, anemia or bleeding

· Nausea and vomiting

· Flu-like symptoms

· Hair loss

· Facial flushing

· Abnormal liver function tests

· Abnormal kidney function tests

· Temporary numbness or tingling in the face

Most commonly, the side effects improve when the drug is stopped or between treatment cycles, but sometimes a new treatment is needed for managing side effects.  Very rarely, patients have had serious side effects after treatment with anticancer drugs, sometimes requiring hospital care, transfusions, intravenous therapies, or even leading to death.  

Side effects of procedures:

Some patients will feel some discomfort when the needle is placed in the vein to draw blood for testing or for administration of treatment.  Sometimes a bruise may develop where the blood was drawn or the needle was placed for treatment, and occasionally infection, clotting, or bleeding may develop at the puncture site.

Your actual risk for developing any one or more of these effects may vary.  Your physician will watch you carefully for side effects, however, you should discuss the appearance of any of these side effects with your physician.  If you develop significant side effects during this study, if your doctors believe your condition requires alternative treatment, if your condition requires treatment with drugs which may increase the risk for your developing side effects, or if you are unable to comply with the safety testing, treatment on this study may be reduced, postponed or stopped and any other necessary treatment will be administered.  You will be kept informed of results from this study, especially regarding any findings that might affect your willingness to participate.


NEED FOR CONTRACEPTION

It is not known what effect DTIC or G3139 may have on your ability to have children.  If you are a woman and are of childbearing age, you must have a negative pregnancy test before you start treatment. You must use an effective form of birth control while you are on treatment. If you do become pregnant while you are on this study, the treatment will be stopped. Your doctor will discuss with you all available options of managing the pregnancy.  If you are a man, you must use an effective form of birth control while you are on this study.

POSSIBLE BENEFITS

The purpose of this study is to compare the survival, progression-free survival, safety, antitumor response rates, and tumor-related symptoms in patients treated with DTIC versus DTIC and G3139.  While we hope this research study will help you, we cannot at this time state that it will directly benefit you.

ALTERNATIVE TREATMENTS

Alternatives to participation in this study include standard anticancer chemotherapy, or other forms of experimental therapy.  You may or may not be a candidate for any of these treatments.  In addition, supportive measures can be used.  You should review each of these alternatives with your doctor.

FINANCIAL COST

Your participation in this treatment program is entirely voluntary.  G3139 will be furnished to you without charge.  The DTIC is commercially available and marketed for treatment of advanced malignant melanoma.  DTIC treatment, and the follow-up testing used to measure the response to treatment or the progression of the melanoma, are designed to follow normal standards of care that are reimbursed by health insurance programs.  You or your health insurance program is responsible for costs incurred as part of the routine medical care necessary to monitor your illness.  During your treatment on this study and during the follow-up period, you or your health insurance program will be responsible for any hospitalization, office visits, blood samples, urine tests, radiographic tests, and doctor's fees.  You are responsible for the payment of all charges related to such medical care, including charges which your insurance company refuses to pay.  Your acceptance of these conditions does not constitute a waiver of any rights you have under federal or state laws and regulations.

You have the right to refuse to be treated on this study or to withdraw from participation at any time.  Whatever your decision may be, your physician shall continue to offer you the best available alternative care according to your needs and physical condition.  Your physician may receive compensation for time spent participating in clinical research and data management.

COMPENSATION FOR RESEARCH-RELATED INJURY

If you are injured as a result of your participation in this research study, emergency care, hospitalization and outpatient care will be made available by the hospital and will be billed to you as part of your medical expenses.  No money will be provided by the hospital or doctor’s practice, or by the sponsor of the study as compensation for a research-related injury.

PRIVACY

Your research and hospital records are confidential.  Neither your name nor other personally identifying information will be used in any publication resulting from this study.  A representative from the Food and Drug Administration, local Health Authority, a pharmaceutical company, or other authorized agencies may inspect your records.  By signing this consent form, you authorize access to and the use of the clinical information in your treatment records for reporting the results of this program to the Food and Drug Administration, local Health Authority, the pharmaceutical company sponsoring the research, and the scientific community.  By signing this consent form, you also authorize the release of originals or copies of X-ray tests, CT scans, MRI scans, laboratory test results, pathology records, and other records and reports from any healthcare facility, which are needed to document your condition during the course of this study and during the follow-up period after enrollment to this study for a period of 15 years.  Every effort will be taken to keep your name and other identifying information confidential.

RIGHT TO REFUSE OR WITHDRAW

The choice to enter or not to enter this study is yours.  You are in a position to decide if you understand both what the doctor has explained and what you have read about the study.  If you decide not to participate, other choices are available to you without prejudice.  If you begin this study, you have the right to withdraw at any time.  If you withdraw, you will be offered other care which suits your needs and medical condition.  In either situation, there will be no penalty or loss of benefits to which you are entitled.   Your doctor or the sponsor of this study may choose to remove you from the study without your consent, if it is in your best interest or if the study is stopped.  

STUDY RESPONSIBILITY

Any hospital that does research on people has an Institutional Review Board (IRB), also called Ethics Committee in some regions.  The IRB/Ethics Committee is legally responsible for making sure that research with patients is appropriate, and that patient rights and welfare are protected.  That Board has reviewed this research study.  If you wish additional information concerning the medical aspects of this study or if you wish to report any side effects, you should contact the physicians in charge of this study at your hospital.

(Model) Patient Informed Consent Form for Clinical Research

TITLE

Randomized Study of Dacarbazine Versus Dacarbazine Plus G3139 (Bcl-2 Antisense Oligonucleotide) in Patients with Advanced Malignant Melanoma

PURPOSE

· To evaluate and compare the survival of patients with advanced malignant melanoma after treatment with DTIC alone versus DTIC plus G3139

· To evaluate the rate of antitumor responses, the duration of such response, and to evaluate the safety of G3139 when used in combination with DTIC

· To evaluate tumor-related symptoms, patient weight, and ability to perform daily tasks by patients treated with the combination of G3139 and DTIC compared to patients treated with DTIC alone

Statement of Physician Obtaining Informed Consent:

I have fully explained this research study to the patient or guardian _______________________.  In my judgment, and the patient's, there was sufficient access to information, including risks and benefits, to make an informed decision.  If the patient is a minor, I have obtained his/her assent to participate in the study to the best of his/her ability.

	
	
	

	Physician’s Signature
	
	Date


	

	Print Physician’s Name


Patient's (or Guardian's) Statement:

I have read the description of the clinical research study or have had it translated into language I understand.  I have also talked it over with the doctor to my satisfaction.  I understand that my (the patient's) participation is voluntary.  I know enough about the purpose, methods, risks and benefits of the research study to judge that I want (the patient) to take part in it.

	
	
	

	Patient’s Signature
	
	Date


	

	Print Patient’s Name


	
	
	

	Witness’s Signature
	
	Date


	

	Print Witness’s Name


CR or PR or SD


Continue Treatment








Evaluate





PD


End study





Randomize





Stratify


ECOG PS 0 vs (1 or 2)


Cutaneous/nodal & nl LDH vs elevated LDH (with or without visceral disease)


 Presence of liver metastases or not





Arm B


G3139 - 7 mg/kg infusion daily x 5 days





followed immediately by





DTIC 1000 mg/m2 over 1 hour.





Repeat every 21 days








Arm A


DTIC 1000 mg/m2 over 1 hour.





Repeat every 21 days
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