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5. List of Abbreviations and Definitions of Terms
	Abbreviation or specialized term
	Explanation

	Bcl-2
	A protein that suppresses apoptosis and is up-regulated in many types of tumors

	BUN
	Blood urea nitrogen

	CRF
	Case Report Form

	GCP
	Good Clinical Practice

	ICH
	International Conference on Harmonisation

	IEC
	Independent Ethics Committee

	IRB
	Institutional Review Board

	MedDRA
	Medical Dictionary for Drug Regulatory Affairs

	PS
	Phosphorothioate

	RBC
	Red blood cell

	WBC
	White blood cell


<<SKT: add all the terms in the PL001 study report, SJD. Some additional ones are in the PLQ001 protocol, these may not be needed.>>
6. ETHICS INFORMATION

6.1. Independent Ethics Committee or Institutional Review
Board

<<SKT: cut and paste para PL001, para 5.1>>

6.2. Ethical Considerations

This study was designed and monitored in accordance with the sponsor’s procedures, which comply with the ethical principles of Good Clinical Practice (GCP) as required by the major regulatory authorities, and in accordance with the Declaration of Helsinki.

6.3. Subject Information and Informed Consent

<<SKT: cut and paste para PL001, para 5.3. >>

7. Investigators and Study Administrative
Structure

<<SKT: cut and paste para PL001, para 6. Please highlight the second page, I need to check that the first 7 paras are correct. >>

A total of x study sites were initiated in x countries (subjects were enrolled at x of these sites). Investigators are listed by study site in Section 16.1.4 of the clinical study report, and the curriculum vitae of each principal investigator is included in Section 16.1.4 of the clinical study report. Local laboratories were used by the study sites.

The signature of the sponsor’s responsible medical officer is provided in Section 16.1.5 of the clinical study report.
8. Introduction

The growth of tumors is determined not only by the rate of cell proliferation but also by the rate of death of its constituent cells. Apoptosis, or programmed cell death, is an important process in normal development and homeostasis (1). Deregulation of apoptosis is a feature of many diseases, including neoplasia (2). The key apoptotic suppressive protein is Bcl-2. Bcl-2 is up-regulated in almost all major tumor types. Alterations in Bcl-2 gene expression have been shown to have an impact on the neoplastic transformation of cells and maintenance of the viability of cancer cells, as well as tumor responses to therapy (3-7).

Antisense therapy involves the administration of synthetic oligonucleotides that are complementary to specific mRNA transcripts. Phosphorothioate (PS) oligonucleotides have at least 1 of the non-bridging oxygens of the inter-nucleotide phosphodiester linkages replaced with sulfur, providing the molecule with stability in vivo (8).

CANCERX (oblimersen sodium, Bcl-2 antisense oligodeoxynucleotide) is an all PS oligonucleotide consisting of 18 modified DNA bases (i.e., 18 mer). CANCERX selectively targets the first 6 codons of the Bcl-2 mRNA open reading frame to form a DNA/RNA duplex. RNase-H recognizes this duplex and cleaves the Bcl-2 mRNA strand, rendering the message non-translatable (hybridization arrest). If the protein encoded by the target gene (such as Bcl-2) is important for tumor cell survival, progression, or treatment resistance, then antisense administration may have therapeutic value in a wide variety of cancers.

Preclinical work has supported the concept that reduction of Bcl-2 in malignant tumors may be a novel and rational approach to improving chemosensitivity and treatment outcome (9-11). Clinical experience with CANCERX in a variety of malignancies has prompted interest in the drug as a therapeutic agent for solid tumors such as breast cancer (12-15). The hypothesis for the present clinical study was that the growth of indicate modify if applicable breast cancer and other solid tumors in humans is driven by over expression of Bcl-2 (16, 17). It was postulated that suppression of Bcl-2 levels with CANCERX antisense therapy may lead to regression of tumors and/or may reverse resistance to chemotherapeutic agents that function through apoptotic mechanisms.

This clinical study is an open label continuation study of subjects who had response to treatment in Study PL001. <<SKT: This should be replaced by PL001 section 7, to which I need to add  information about the findings in PL001>>

9. Study Objectives

9.1. Primary Objective

<<SKT: insert PL001 2.1>>

9.2. Secondary Objectives

<<SKT: insert PL001 2.2>>

10. Investigational Plan

10.1. Overall Study Design and Plan: Description

<<SKT: insert Protocol GM314 section 3.0. This will need to be edited to reflect what was done, rather than what was planned to be done>>

The protocol was amended <<1 time>>. The original protocol and the 1 subsequent version of the protocol are included in Section 16.1.1 of the clinical study report. A copy of a sample case report form is included in Section 16.1.1 of the clinical study report.
The key changes by version of the protocol follow:

Protocol Version No. 1 (dated 10 Jul 2001)

· Evaluating response data was removed as a secondary objective and the section on definition of measurable disease deleted.

· The potential for additional cycles beyond Cycle 8 was added

· The number of patients eligible to enter the study was changed to no more than 375 patients from between 45 and 110 patients

· The secondary objective to evaluate response rate in patients with evaluable or measurable disease was deleted. 

· The proposed trade name was deleted

· Instructions on how to calculate the total dose of CANCERX were added

· Anticipated adverse events were changed in line with the more common and less common adverse events reported in the Investigator Brochure dated Apr 12 2002

· Changed the schedule from baseline, during treatment and after study completion to baseline only for tumor measurement, chest x-ray and CT or MRI 

· Additional text was included about the need for hydration, measuring creatinine and urinary output and for treatment of patients whose serum creatinine increases 

· Additional text was added to warn about symptoms of cytokine release syndrome

· Women of child-bearing potential were required to use effective birth control while on treatment

· Recommendations for DTIC dose reductions were added

· The treatment of patients with hematologic toxicities was clarified

· Instructions were added for handling CANCERX infusion interruptions

· Adverse event reporting was changed to ensure reporting of adverse event is done in writing within 24 hours of the Investigator becoming aware of it.

· Updated patient informed consent to include possible common side effects and also possible uncommon side effects.

Figure 1: Study flow chart


10.2. Discussion of the Study Design

This study was designed to provide continuation treatment with DTIC combined with CANCERX in patients who obtained response or stabilization of disease from the same combination in Protocol PL001 and to evaluate serious adverse events that arise during treatment.
10.3. Selection of Study Population

10.3.1. Inclusion Criteria

For inclusion in the study, subjects were required to fulfill all of the following criteria within 4 weeks prior to starting protocol therapy:
<<SKT: add all 8 criteria listed in Protocol PLQ001 section 5.1>>

10.3.2. Exclusion Criteria

Any of the following was regarded as a criterion for exclusion from the study:

<<SKT: add all 9 criteria listed in Protocol PLQ001 section 5.2>>

10.3.3. Withdrawal Criteria

Protocol therapy was discontinued prematurely if any of the following circumstances occurred:

<<SKT: add all para listed in Protocol PL001 section 9.3.3.>>

10.4. Treatment – Study Plan

10.4.1. Study Treatment Administered

All subjects were treated in 21-day cycles for up to 8 cycles. Subjects were all administered CANCERX (7.0 mg/kg/day) administered by continuous IV infusion for 5 days (Days 1 through 6) and DTIC (1000 mg/m2) administered by IV infusion over 60 minutes immediately upon completion of the CANCERX infusion (Arm B).

Subjects continued on protocol therapy until 1 of the withdrawal criteria listed in Section 9.3.3 of the clinical study report was met or until they completed 8 cycles of protocol therapy. Subjects were permitted to continue treatment after 8 cycles if <<need to add this>>
10.4.1.1. CANCERX plus DTIC

<<SKT: add all paras in PL001 section 9.4.1.1>>
10.4.1.2. DTIC

<<SKT: add all paras in PL001 section 9.4.1.2>>

10.4.2. Identity of Investigational Product

CANCERX was supplied by the sponsor via Clinical Trial Services. Lot numbers of CANCERX administered in the study were xxxx-xx, xxxx-yy, wwww-xx. A list of the lot numbers of CANCERX administered by subject is included in Section 16.1.6 of the clinical study report.
DTIC was purchased from commercially available supplies.

<<SKT: add last in PL001 section 9.4.2>>

10.4.3. Assignment to Treatment

Subjects were not randomized; all subjects were assigned to receive combination therapy of CANCERX plus DTIC.
10.4.4. Selection and Timing of Dose in the Study

<<SKT: add all paras in PL001 section 9.4.4>>
10.4.5. Selection and Timing of Dose for Each Subject

<<SKT: add all paras in PL001 section 9.4.5>>
10.4.6. Study Blind

The sponsor was not blinded to study outcomes because all subjects were administered combination therapy of CANCERX plus DTIC.
10.4.7. Drug Accountability and Assessment of Compliance

<<SKT: add all paras in PL001 section 9.4.7>>
10.4.8. Prior and Concomitant Treatment

<<SKT: add all paras in PL001 section 9.4.8>>
10.5. Efficacy and Safety Variables

10.5.1. Assessments

Table 1: Schedule of events for Arm A (DTIC only)

	Event
	Baselinea
	Day 1
	15th day of every cycle
	1st day of Cycles 2 and up
	1st day of Cycles 3, 5, 7, & 3 weeks after last dose
	Study completion
	Follow-up

	History
	X
	Xb
	
	X
	
	X
	Xd

	Physical exam including weight
	X
	Xb
	
	X
	
	X
	Xd

	Adverse event monitoring
	
	
	
	X
	
	X
	Xd

	Body surface area calculation
	X
	X
	
	
	
	
	

	ECOG performance status
	X
	Xb
	
	X
	
	X
	Xd

	CBC w/differential and platelets
	X
	Xb
	X
	X
	
	X
	

	Serum Chemistries, PT or INR, PTT
	X
	Xb
	X
	X
	
	X
	

	Urinalysis
	X
	
	
	
	
	X
	

	Pregnancy Test (if applicable)
	X
	
	
	
	
	
	

	EKG
	X
	
	
	
	
	
	

	CT or MRI of head
	X
	
	
	
	
	
	

	Chest x-ray
	X
	
	
	
	X
	X
	

	Tumor measurement
	X
	
	
	
	X
	X
	Xd

	Measure soft tissue target indicator lesions by CT or MRI
	X
	
	
	
	X
	X
	

	Measure & photograph cutaneous target lesions
	X
	Xb
	
	
	Xc
	Xc
	

	Survival
	
	
	
	
	
	
	X

	Treatment with DTIC
	
	X
	
	X
	
	
	


Source: <<Table or Listing #>>

a 
Within 4 weeks prior to first cycle of protocol therapy

b
Performed within 3 days prior to first cycle of DTIC therapy

c
Only if lesions showed response on physical examination.  Response was confirmed and photography was repeated after 6 weeks, then every 6 weeks until best response.

d
For 8 months after randomization, follow-up included tumor-related symptoms, ECOG status, and weight.  For subjects with PR, CR, or stable disease, tumor measurements were completed ever
y 2 months after completion of study for up to 2 years after initiation of protocol therapy.

Table 2: Schedule of events for Arm B (CANCERX plus DTIC)

	Event
	Base-linea
	Day 1
	Day 6
	Day 20
	1st day of Cycles 2 and up
	6th day of Cycles 2 and up
	1st day of Cycles 3, 5, 7, & 3 weeks after last dose
	Study completion
	Follow-up

	History
	X
	Xb
	
	
	
	X
	
	X
	Xd

	Physical exam including weight
	X
	Xb
	
	
	
	X
	
	X
	Xd

	Adverse event monitoring
	
	
	
	
	
	X
	
	X
	Xd

	Body surface area calculation
	X
	Xb
	
	
	
	
	
	
	

	ECOG performance status
	X
	Xb
	
	
	
	X
	
	X
	Xd

	CBC w/differential and platelets
	X
	Xb
	
	X
	
	X
	
	X
	

	Serum Chemistries, PT or INR, PTT
	X
	Xb
	
	X
	
	X
	
	X
	

	Urinalysis
	X
	
	
	
	
	
	
	X
	

	Pregnancy Test (if applicable)
	X
	
	
	
	
	
	
	
	

	EKG
	X
	
	
	
	
	
	
	
	

	CT or MRI of head
	X
	
	
	
	
	
	
	
	

	Chest x-ray
	X
	
	
	
	
	
	X
	X
	

	Tumor measurement
	X
	
	
	
	
	
	X
	X
	Xd

	Measure soft tissue target indicator lesions by CT or MRI
	X
	
	
	
	
	
	X
	X
	

	Measure & photograph cutaneous target lesions
	X
	Xb
	
	
	
	
	Xc
	Xc
	

	Survival
	
	
	
	
	
	
	
	
	X

	Treatment with DTIC
	
	X
	
	
	X
	
	
	
	

	Treatment with DTIC
	
	
	X
	
	
	X
	
	
	


Source: <<Table or Listing #>>

a 
Within 4 weeks prior to first cycle of protocol therapy

b
Performed within 3 days prior to first cycle of DTIC therapy

c
Only if lesions showed response on physical examination.  Response was confirmed and photography was repeated after 6 weeks, then every 6 weeks until best response.

d
For 8 months after randomization, follow-up included tumor-related symptoms, ECOG status, and weight.  For subjects with PR, CR, or stable disease, tumor measurements were completed ever
y 2 months after completion of study for up to 2 years after initiation of protocol therapy.

10.5.2. Definitions of Terms Used in Assessments

<<<<SKT: remove following table because not in PL001>>
Table 3: Determination of total tumor burden

	New lesions
	Target lesions
	Non-target lesions
	Overall response

	
	
	
	

	
	
	
	

	
	
	
	


Source: <<Table or Listing #>>

10.5.2.1. Baseline Assessments
<<SKT: add all paras in PLQ001 protocol section 6.1. Need to edit out the points that don’t apply. See paper copy>>
10.5.3. Appropriateness of Measurements

10.5.4. Efficacy Variables

10.5.4.1. Primary Efficacy Variables

10.5.4.2. Secondary Efficacy Variables

10.5.5. Pharmacokinetic/Pharmacodynamic Assessments

10.5.5.1. Pharmacokinetic Assessments

10.5.5.2. Pharmacodynamic Assessments

10.5.6. Safety Variables

10.5.6.1. Adverse Events

10.5.6.2. Clinical Laboratory Data

10.5.6.3. Vital Signs and Physical Findings

10.5.6.4. Other Safety Evaluations

10.5.7. Drug Concentration Measurements

10.6. Data Auditing and Quality Assurance

10.7. Statistical Methods

10.7.1. Statistical and Analytical Plans

10.7.1.1. Analysis Data Sets

10.7.1.2. Stratification

10.7.1.3. Missing and Incomplete Data

10.7.1.4. Demographic and Other Characteristics at Baseline

10.7.1.5. Exposure

10.7.1.6. Efficacy Analyses

10.7.1.7. Pharmacokinetic/Pharmacodynamic Analyses

10.7.1.8. Safety Analyses

10.7.1.9. Software Applications

10.7.2. Determination of Sample Size

10.7.3. Interim Analysis and Data Safety and Monitoring

10.7.4. Multiple Testing

10.7.5. Other Statistical Considerations

10.8. Changes to the Study Conduct and Planned Analyses

11. Study Subjects

11.1. Disposition of Subjects

Table 4: Disposition of subjects

	
	Number (%)a of subjects 

	Population
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Randomized (ITT)
	>
	(>)
	>
	(>)
	>
	(>)

	Randomized, not treated
	>
	(>)
	>
	(>)
	>
	(>)

	Per protocol
	>
	(>)
	>
	(>)
	>
	(>)

	Safety
	>
	(>)
	>
	(>)
	>
	(>)

	Completed protocol-specified therapy
	>
	(>)
	>
	(>)
	>
	(>)

	Discontinued early
	>
	(>)
	>
	(>)
	>
	(>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

11.1.1. Withdrawals

Table 5: Primary reasons for withdrawal from treatment

	
	Number (%)a of subjects 

	Primary reason for withdrawal
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Disease progression or relapse
	>
	(>)
	>
	(>)
	>
	(>)

	Subject choice
	>
	(>)
	>
	(>)
	>
	(>)

	Incurrent illness
	>
	(>)
	>
	(>)
	>
	(>)

	Adverse drug toxicity
	
	
	
	
	
	

	Grade 3 or 4 hematologic toxicity
	>
	(>)
	>
	(>)
	>
	(>)

	Greade 3 or 4 non-hematologic toxicity
	>
	(>)
	>
	(>)
	>
	(>)

	Other
	>
	(>)
	>
	(>)
	>
	(>)

	Subject noncompliance
	>
	(>)
	>
	(>)
	>
	(>)

	Subject ineligible
	>
	(>)
	>
	(>)
	>
	(>)

	Protocol violation
	
	
	
	
	
	

	Prohibited drug or biologic agent
	>
	(>)
	>
	(>)
	>
	(>)

	Other prohibited additional therapy
	>
	(>)
	>
	(>)
	>
	(>)

	Other
	>
	(>)
	>
	(>)
	>
	(>)

	Death
	>
	(>)
	>
	(>)
	>
	(>)

	Other
	>
	(>)
	>
	(>)
	>
	(>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

Table 6: Discontinuation of treatment by cycle

	
	Number (%)a of subjects 

	
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Cycle
	Started cycle
	Withdrew during cycle
	Started cycle
	Withdrew during cycle
	Started cycle
	Withdrew during cycle

	0 (never treated)
	>
	(>)
	>
	(>)
	>
	(>)

	1
	>
	(>)
	>
	(>)
	>
	(>)

	2
	>
	(>)
	>
	(>)
	>
	(>)

	3
	>
	(>)
	>
	(>)
	>
	(>)

	4
	>
	(>)
	>
	(>)
	>
	(>)

	5
	>
	(>)
	>
	(>)
	>
	(>)

	6
	>
	(>)
	>
	(>)
	>
	(>)

	7
	>
	(>)
	>
	(>)
	>
	(>)

	8
	>
	(>)
	>
	(>)
	>
	(>)

	9 or more
	>
	(>)
	>
	(>)
	>
	(>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

11.2. Protocol Violations, Deviations, and Exemptions

11.2.1. Protocol Violations or Deviations Leading to Exclusion from
Efficacy Analyses

Table 7: Summary of protocol violations or deviations leading to exclusion from
efficacy analyses

	
	Treatment group

	Category
	DTIC + CANCERX
	DTIC alone

	Number (%) of subjects excluded from efficacy analysis because of violations or deviations
	>
	(>)
	>
	(>)

	Deviation A
	>
	(>)
	>
	(>)

	Deviation B
	>
	(>)
	>
	(>)

	Deviation C
	>
	(>)
	>
	(>)

	Etc…
	>
	(>)
	>
	(>)


Source: <<Table or Listing #>>

Table 8: All protocol violations or deviations leading to exclusion from
efficacy analyses

	Center number/ Subject number
	Treatment group
	Violation or deviation leading to exclusion

	>/>
	DTIC + CANCERX
	>>

	>/>
	DTIC + CANCERX
	>>

	>/>
	DTIC alone
	>>

	>/>
	DTIC alone
	>>


Source: <<Table or Listing #>>

11.2.2. Post-Enrollment Exemptions

11.3. Subjects Included in Efficacy, Pharmacokinetic/
Pharmacodynamic, and Safety Analyses

11.4. Demographic and Other Characteristics at Baseline

11.4.1. Demographic Characteristics and General Medical History

Table 9: Demographic characteristics: ITT population

	
	Treatment group

	Demographic characteristic
	DTIC + CANCERX
 N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Age (years)
	
	
	

	N
	>
	>
	>

	
Mean (standard deviation)
	>     (>)
	>     (>)
	>     (>)

	
Min, Max Range
	>       >
	>       >
	>       >

	Age group, n (%)a
	
	
	

	
 65 years
	>     (>)
	>     (>)
	>     (>)

	
 65 years 
	>     (>)
	>     (>)
	>     (>)

	Gender, n (%)a
	
	
	

	
Male
	>     (>)
	>     (>)
	>     (>)


	
Female
	>     (>)
	>     (>)
	>     (>)

	Race, n (%)a
	
	
	

	
White
	>     (>)
	>     (>)
	>     (>)

	
Black
	>     (>)
	>     (>)
	>     (>)

	Hispanic
	>     (>)
	>     (>)
	>     (>)

	Asian
	>     (>)
	>     (>)
	>     (>)

	
Otherb
	>     (>)
	>     (>)
	>     (>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

b
Includes <<>>

11.4.2. Cancer History and Characteristics

Table 10: Melanoma history: ITT population

	
	Treatment group 

	Characteristic
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Time from initial diagnosis to randomization (months)
	
	
	
	

	N
	>
	>
	>

	Mean (standard deviation)
	>
	(>)
	>
	(>)
	>
	(>)

	Median
	>
	>
	>

	Min, Max
	>
	>
	>
	>
	>
	>

	Stage, n (%)a
	
	
	
	
	
	

	I
	>
	(>)
	>
	(>)
	>
	(>)

	II
	>
	(>)
	>
	(>)
	>
	(>)

	III
	>
	(>)
	>
	(>)
	>
	(>)

	IV
	>
	(>)
	>
	(>)
	>
	(>)

	Growth pattern, n (%)a
	
	
	
	

	Superficial spreading
	>
	(>)
	>
	(>)
	>
	(>)

	Nodular
	>
	(>)
	>
	(>)
	>
	(>)

	Lentigo maligna
	>
	(>)
	>
	(>)
	>
	(>)

	Acral lentiginous
	>
	(>)
	>
	(>)
	>
	(>)

	Other
	>
	(>)
	>
	(>)
	>
	(>)

	Unknown
	>
	(>)
	>
	(>)
	>
	(>)

	General metastasis, n (%)a
	
	
	
	
	
	

	Local regional disease
	>
	(>)
	>
	(>)
	>
	(>)

	Distant metastatic disease
	>
	(>)
	>
	(>)
	>
	(>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

Table 11: Previous cancer treatment: ITT population

	
	Treatment group 

	Characteristic
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Prior radiation therapy, n (%)a
	>
	(>)
	>
	(>)
	>
	(>)

	Last radiation prior to randomization (days)
	
	
	
	

	N
	>
	>
	>

	Mean (standard deviation)
	>
	(>)
	>
	(>)
	>
	(>)

	Median
	>
	>
	>

	Prior surgery, n (%)a
	>
	(>)
	>
	(>)
	>
	(>)

	Last surgery prior to randomization (days)
	
	
	
	

	N
	>
	>
	>

	Mean (standard deviation)
	>
	(>)
	>
	(>)
	>
	(>)

	Median
	>
	>
	>

	Prior immunotherapy, n (%)a
	>
	(>)
	>
	(>)
	>
	(>)

	Last immunotherapy prior to randomization (days)
	
	
	
	

	N
	>
	>
	>

	Mean (standard deviation)
	>
	(>)
	>
	(>)
	>
	(>)

	Median
	>
	>
	>


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

Table 12: Baseline tumor-related symptoms: ITT population

	
	Subjects, n(%)a 

	Symptom
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Tumor-related pain
	>
	(>)
	>
	(>)
	>
	(>)

	CTC Grade 1
	>
	(>)
	>
	(>)
	>
	(>)

	CTC Grade 2
	>
	(>)
	>
	(>)
	>
	(>)

	CTC Grade 3
	>
	(>)
	>
	(>)
	>
	(>)

	CTC Grade 4
	>
	(>)
	>
	(>)
	>
	(>)

	Skin bleeding
	>
	(>)
	>
	(>)
	>
	(>)

	Pruritus
	>
	(>)
	>
	(>)
	>
	(>)

	Other tumor-related symptoms
	>
	(>)
	>
	(>)
	>
	(>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

11.4.3. Stratification Characteristics

Table 13: Stratification information: ITT population

	
	
	
	Subjects, n (%)a 

	ECOG score
	Liver metastases
	Disease distribution and LDH status
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	0
	Present
	Any
	>
	(>)
	>
	(>)
	>
	(>)

	0
	Absent
	Disease in visceral organ other than liver, or elevated LDH
	>
	(>)
	>
	(>)
	>
	(>)

	0
	Absent
	Disease in the skin, subcutaneous tissue, and/or lymph nodes without visceral metastases, and LDH not elevated
	>
	(>)
	>
	(>)
	>
	(>)

	1 or 2
	Present
	Any
	>
	(>)
	>
	(>)
	>
	(>)

	1 or 2
	Absent
	Disease in visceral organ other than liver, or elevated LDH
	>
	(>)
	>
	(>)
	>
	(>)

	1 or 2
	Absent
	Disease in the skin, subcutaneous tissue, and/or lymph nodes without visceral metastases, and LDH not elevated
	>
	(>)
	>
	(>)
	>
	(>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator

11.5. Extent of Exposure

Table 14: Number of treatment cycles: ITT population

	
	Subjects, n (%)a

	Number of cycles administered
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	1
	>     (>)
	>     (>)
	>     (>)

	2
	>     (>)
	>     (>)
	>     (>)

	3
	>     (>)
	>     (>)
	>     (>)

	4
	>     (>)
	>     (>)
	>     (>)

	5
	>     (>)
	>     (>)
	>     (>)

	6
	>     (>)
	>     (>)
	>     (>)

	7
	>     (>)
	>     (>)
	>     (>)

	8
	>     (>)
	>     (>)
	>     (>)

	9
	>     (>)
	>     (>)
	>     (>)

	10
	>     (>)
	>     (>)
	>     (>)

	All
	>     (>)
	>     (>)
	>     (>)


Source: << Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

Table 15: Total exposure to CANCERX and DTIC

	Treatment group
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx

	Study drug (units)
	CANCERX (MG)
	DTIC (mg)
	

	Mean (standard deviation)
	>     (>)
	>     (>)
	>     (>)

	Median
	>
	>
	>

	Min, Max
	>     >
	>     >
	>     >


Source: << Table or Listing #>>

11.6. Concomitant Treatments

12. Efficacy Evaluation

12.1. Measurements of Treatment Compliance

12.2. Efficacy Results

12.2.1. Primary Efficacy Analysis: Survival Time

Table 16: Survival time analysis by <…>: ITT population

	
	Treatment group

	Parameter
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	
p-value

	3-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	

	6-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	

	9-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	

	12-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxa

	Median survival time (days)
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxb


Source: <<Table or Listing #>>

Survival time was defined as the time from the date of randomization to the date of death.

Survival rate is from Kaplan-Meier product-limit estimate.

a
p-value is from log-rank test for long-term effect.

b
p-value is from Gehan-Wilcoxon test for short-term difference.

Table 17: Survival time analysis by <…>: PP population

	
	Treatment group

	Parameter
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	
p-value

	3-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	

	6-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	

	9-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	

	12-Month survival rate
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxa

	Median survival time (days)
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxb


Source: <<Table or Listing #>>

Survival time was defined as the time from the date of randomization to the date of death.

Survival rate is from Kaplan-Meier product-limit estimate.

a
p-value is from log-rank test for long-term effect.

b
p-value is from Gehan-Wilcoxon test for short-term difference.

Figure 2: Kaplan-Meier survival curves by treatment

<<Insert Figure 2>>

12.2.2. Secondary Efficacy Analysis

12.2.2.1. Progression-Free Survival

Table 18: Progression-free survival time analysis: ITT population

	
	Treatment group

	Parameter
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	
p-value

	3-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	

	6-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	

	9-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	

	12-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxa

	Median PFS time (days)
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxb


Source: <<Table or Listing #>>

Time to progression was calculated from the date of randomization to the date progression was first documented or the subject died.

Survival rate is from Kaplan-Meier product-limit estimate.

a
p-value is from log-rank test for long-term effect.

b
p-value is from Gehan-Wilcoxon test for short-term difference.

Figure 3: Kaplan-Meier progression-free survival curves by treatment

<<Insert Figure 3>>

Table 19: Progression-free survival time analysis: PP population

	
	Treatment group

	Parameter
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	
p-value

	3-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	

	6-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	

	9-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	

	12-Month PFS rate
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxa

	Median PFS time (days)
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxb


Source: <<Table or Listing #>>

Time to progression was calculated from the date of randomization to the date progression was first documented or the subject died.

Survival rate is from Kaplan-Meier product-limit estimate.

a
p-value is from log-rank test for long-term effect.

b
p-value is from Gehan-Wilcoxon test for short-term difference.

12.2.2.2. CNS Progression-Free Survival

12.2.2.3. Non-CNS Progression-Free Survival

12.2.2.4. Objective Anti-Tumor Response Rate

Table 20: Clinical response at Cycles 2, 4, 6, and 8 and at last cycle by treatment group: ITT population

	
	Number (%) of subjects by treatment cycle

	Treatment group

Response
	Cycle 2
	Cycle 4
	Cycle 6
	Cycle 8
	Last Cycle

	DTIC + CANCERX (N=xx)
	
	
	
	
	

	Complete response
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Partial response
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Stable disease
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Progressive disease
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Total
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	DTIC alone (N=xx)
	
	
	
	
	

	Complete response
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Partial response
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Stable disease
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Progressive disease
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)

	Total
	>   (>)
	>   (>)
	>   (>)
	>   (>)
	>   (>)


Source: <<Table or Listing #>>

Table 21: Objective anti-tumor response (rate?): ITT population

	
	Treatment group

	Parameter
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	
p-value

	3-Month response rate
95% Confidence interval
	>
> - >
	>
> - >
	

	6-Month response rate
95% Confidence interval
	>
> - >
	>
> - >
	

	9-Month response rate
95% Confidence interval
	>
> - >
	>
> - >
	

	12-Month response rate
95% Confidence interval
	>
> - >
	>
> - >
	

	Subjects with complete response or partial response initially document, n (%)
	xx (xx.x)
	xx (xx.x)
	x.xxxa

	Median time to response (CR/PR) (days)
95% Confidence interval
	>
> - >
	>
> - >
	x.xxxb


Source: <<Table or Listing #>>

a
p-value is from Cochran-Mantel-Haenszel test with stratification variables in the randomization process.

b
p-value is from log-rank test.

Figure 4: Kaplan-Meier curves for time to first response by treatment

<<Insert Figure 4>>

12.2.2.5. Durable Response Rate

Table 22: Durable response rate: ITT population

	
	Treatment group
	

	Characteristic
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	
p-valuea

	Durable response, n (%)
	>     (>)
	>     (>)
	>

	Duration of response, days
	
	
	

	Median
	>
	>
	


Source: << Table or Listing #>>

a
p-value is from chi-square test for frequency count and from log-rank test for duration of response.

12.2.2.6. Independent Assessments of Tumor Response

12.2.2.7. Tumor-Related Symptoms

12.2.2.8. ECOG Performance Status

12.2.2.9. Subject Weight

12.3. Statistical/Analytical Issues

12.3.1. Adjustments for Covariates

12.3.2. Interim Analyses and Data Monitoring

12.3.3. Multicenter Studies

12.3.4. Multiple Comparisons/Multiplicity

12.3.5. Use of an “Efficacy Subset” of Subjects

12.3.6. Active-Control Studies Intended to Show Equivalence

12.3.7. Examination of Subgroups

12.4. Tabulation of Individual Response Data

12.5. Drug Dose, Drug Concentration, and Relationships to
Response

12.6. Drug-Drug and Drug-Disease Interactions

12.7. By-Subject Displays

12.8. Pharmacokinetics/Pharmacodynamics

12.9. Efficacy and Pharmacokinetic/Pharmacodynamic
Conclusions

13. Safety Evaluation

13.1. Overview of Adverse Events

Table 23: Overview of adverse events: Safety population

	
	Number (%) of subjects reporting at least one event

	Categorya
	DTIC + CANCERX
(N = >)
	DTIC alone
(N = >)
	Overall
(N = >)

	Any adverse event
	>     (>)
	>     (>)
	>     (>)

	Any CTC Grade 3 or 4 adverse event
	>     (>)
	>     (>)
	>     (>)

	Any serious adverse event
	>     (>)
	>     (>)
	>     (>)

	Any adverse event leading to discontinuation
	>     (>)
	>     (>)
	>     (>)

	Any adverse event leading to death
	>     (>)
	>     (>)
	>     (>)


Source: <<Table or Listing #>>

a
Subjects may be included in more than 1 category.

13.2. All Adverse Events

13.2.1. Display of Adverse Events

Table 24: Treatment-emergent adverse events occurring in over 2% of subjects in
either treatment group: Safety population

	
	Number (%) of subjects with adverse event by treatment group

	Body system adverse eventa
	DTIC + CANCERX
(N = xxx)
	
	DTIC alone
(N = >)

	Digestive
	
	
	

	>
	>     (>)
	
	>     (>)

	>
	>     (>)
	
	>     (>)

	Metabolic and nutritional
	
	
	

	>
	>     (>)
	
	>     (>)

	Etc…
	
	
	

	Etc…
	>     (>)
	
	>     (>)


Source: <<Table or Listing #>>

AEs are shown in descending (frequency?) by body system and then by preferred term for the DTIC + CANCERX group

a
If a subject had more than one adverse event within a body system, that subject was counted once in that body system.

13.2.2. Analysis of Adverse Events

13.3. Deaths

Table 25: Deaths within 30 days after last dose of study medication

	
	Treatment group

	Category
	DTIC + CANCERX
N = xxx
	DTIC alone
N = xxx
	Overall
N = xxx

	Number ()a of subjects who died within 30 days after last dose
	>   (>)
	>   (>)
	>   (>)

	Cause of death, n ()a
	
	
	

	Malignant melanoma
	>   (>)
	>   (>)
	>   (>)

	
Toxicity from treatment
	>   (>)
	>   (>)
	>   (>)

	
Unknown
	>   (>)
	>   (>)
	>   (>)

	
Otherb
	>   (>)
	>   (>)
	>   (>)


Source: <<Table or Listing #>>

a
Percentages were calculated using N, the total number of subjects in the group, as the denominator.

b
Other includes <<>>


Table 26: Listing of subjects who died within 30 days after last dose

	Center number/
Subject number
	Sex
	Age
(y)
	Primary cause of death
	Duration of study treatment (days)
	Time from stopping treatment to death (days)

	Deaths in subjects randomized to DTIC + CANCERX

	
>/>
	>
	>
	>
	>
	>

	
>/>
	>
	>
	>
	>
	>

	Deaths in subjects randomized to DTIC alone

	
>/>
	>
	>
	>
	>
	>

	
>/>
	>
	>
	>
	>
	>


Source: <<Table or Listing #>>

13.4. Withdrawals from Treatment Due to Adverse Events

Table 27: Adverse events leading to withdrawal from treatment

	
	Treatment group subjects withdrawn for adverse events, n, (%)

	Body systema
adverse eventb
	DTIC + CANCERX
(N = >)
	
	DTIC alone
(N = >)

	Cardiovascular
	
	
	

	
>
	>
(>)
	
	>
(>)

	Endocrine
	
	
	

	
>
	>
(>)
	
	>
(>)

	Nervous system
	
	
	

	
>
	>
(>)
	
	>
(>)

	Special senses
	
	
	

	
>
	>
(>)
	
	>
(>)

	Etc…
	
	
	

	Etc…
	>
(>)
	
	>
(>)


Source: <<Table or Listing #>>

a
If a subject had more than one adverse event within a body system that lead to withdrawal from treatment, that subject was counted once in that body system.

b
A subject may have been withdrawn because of more than 1 adverse event.

13.5. Serious Adverse Events

Table 28: Serious treatment-emergent adverse events: Safety population

	
	Treatment group subjects with serious adverse events, n, (%)

	Body systema and
adverse eventb
	DTIC + CANCERX
(N = >)
	
	DTIC alone
(N = >)

	Cardiovascular
	
	
	

	
>
	>
(>)
	
	>
(>)

	Musculoskeletal
	
	
	

	
>
	>
(>)
	
	>
(>)

	Respiratory
	
	
	

	
>
	>
(>)
	
	>
(>)

	Skin and skin appendages
	
	
	

	
>
	>
(>)
	
	>
(>)

	Etc…
	
	
	

	Etc…
	>
(>)
	
	>
(>)


Source: <<Table or Listing #>>

a
If a subject had more than one serious adverse event within a body system, that subject was counted once in that body system.

b
A subject may have had more than 1 serious adverse event.

13.6. Clinical Laboratory Data

13.6.1. Hematology

13.6.2. Coagulation

13.6.3. Biochemistry

13.6.4. Urinalysis

13.7. Vital Signs and Physical Findings

13.8. Other Safety Evaluations

13.9. Safety Conclusions

14. Discussion and Overall Conclusions

14.1. Discussion

14.2. Conclusions
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