SINOPSIS 

Title: A National, Open-Label, Multicenter, Randomized, Comparative Phase III Study Of VELCADETM/MELPHALAN/PREDNISONE versus VELCADETM/THALIDOMIDE/PREDNISONE And Maintenance Treatment with THALIDOMIDE/VELCADE versus PREDNISONE/VELCADE In Elderly Untreated Patients With Multiple Myeloma More Than 65 Years old.

Study coordinator:

Spanish Myeloma Group (GEM-PETHEMA)

Study Center(s):

Hospitals included in the group GEM-PETHEMA  (76).

Rationale for this study

Melphalan plus Prednisone remains as the gold standard for treatment of elderly Multiple Myeloma patients (>65 years). Melphalan and Prednisone (MP) has been administered for durations up to one year or until a maximum response has been achieved. In newly diagnosed patients, response rates of ~50% (with rare complete remissions) can be expected with a median duration of response of 1.5 years and a median overall survival from diagnosis of 2-3 years. Responders have a clear survival benefit as compared to non-responders, and, similarly, early-stage patients do better than those with more advanced disease. Other front-line combinations include VAD (infusional vincristine and doxorubicin (Adriamycin) with oral dexamethasone) and alkylating agent-based combinations such as VBMP (vincristine, BCNU, melphalan, cyclophosphamide, prednisone). These combinations have showed more response rates than MP without significative influence on the overall survival. Some reports have shown the feasibility of high dose intensive therapy with autologous hemopoietic stem cell support in elderly MM patients, but  its use is very limited. 

Although this cohort of patients represent half of myeloma population, no major improvements have been produced in their treatment over the last 30 years, except for supportive therapy measures. 

The availability of new agents with a mechanism of action different from conventional chemotherapy, and targeting both the plasma cells and the microenvironment, may change this view. VELCADETM is a proteasome inhibitor that has been administered to over 5000 patients in clinical studies and through commercial use. The safety and efficacy of VELCADETM has been noted in relapsed or refractory MM patients (response rates of 35% with 10% of Complete Remissions). The addition of VELCADETM to Melphalan plus Prednisone may contribute to increase the response rate and, in fact the GEM (MM Spanish Group) has initiated a Phase I/II clinical trial with this combination in elderly newly diagnosed MM patients. This clinical trial is ongoing but VELCADETM at dose of 1.3 mg/m2 may be safely combined with MP with a remission rate that appears encouraging : 2 Complete Remission (one immunofixation positive and other negative after 2 cycles of treatment, 8 Partial Responses (6 out of these 8 patients have experienced > 80% reduction in M-protein) and 1 Minor Response.

The high efficacy of Thalidomide in refractory Multiple Myeloma has prompted its use in front line therapy, usually in combination with dexamethasone or, more recently, with chemotherapeutic agents such as MP or VELCADETM plus Dexamethasone. A clinical trial comparing Thalidomide plus dexamethasone versus dexamethasone alone as induction therapy in patients with MM is ongoing, but the preliminary results show response rates higher in the Thalidomide plus dexamethasone arm. A high efficacy has also been reported for up-front combinations of Thalidomide with chemotherapeutic agents, such as Melphalan-Prednisone. Moreover, The MDACC has evaluated the efficacy of the Thalidomide and VELCADETM plus Dexamethasone combination as induction therapy in 30 newly diagnosed MM patients. The overall response rate was 84% with a median of time to remission of 0,6 months.   

Since VELCADETM and Thalidomide have a mechanism of action different from Melphalan and Prednisone and are considered to be active in Multiple Myeloma, their combination may contribute to increase the response rate and eventually survival of these patients that represent half of myeloma population. 

Regarding maintenance therapy, there is no an optimal approach. For many years the use of Interferon or/and steroids were the only available options. Interferon treatment produces a modest prolongation in response duration and overall survival (approximately 6 months benefit). Thalidomide represents a new treatment paradigm targeting both tumor cells and their microenvironment, and it is their role on microenvironment one of the rationales for its use as maintenance therapy in MM patients. A recent study has shown that Thalidomide is superior to Pamidronate alone or nothing to maintain the response to a previous ASCT.

Objectives:

I.-Clinical

The efficacy objective of this study is to:

· Analyse the efficacy (in terms of response with special attention to CR rate) of the two chemotherapy schedules proposed as induction and maintenance therapy.

· Measure and test global health status as measured by a subject self-reported questionnaire EORTC (European Organization for Research and Treatment of Cancer) QLQ-C30 (version 3.0) and QLQ-MY24, a patient-reported outcome (PRO) instrument that contains 24 item myeloma-specific extension module.

The safety objective of this study is to:

· Assess the safety and tolerability of the two chemotherapy schedules proposed as induction therapy as determined by the incidence of clinical and laboratory toxicities.
· Assess the safety and tolerability of the two maintenance treatment schedules proposed as determined by the incidence of clinical and laboratory toxicities.
· Survival: Overall survival, progression free survival, duration of Response, and Time to Progression in each arm.

Overview of Study Design:

 This is a national, multicenter, open-label, randomized, comparative study designed to compare, first, the safety and efficacy (in terms of responses) of two schedules proposed as induction therapy –VELCADETM/MELPHALAN/PREDNISONE versus  VELCADETM/THALIDOMIDE/PREDNISONE-. Following the induction therapy, this study is designed to compare the safety and efficacy  of two schedules proposed as maintenance therapy –THALIDOMIDE/VELCADE versus PREDNISONE/VELCADE.  Up to 130 patients will be included in each treatment arm and evaluated at scheduled visits in up to 3 study periods: Pre-treatment, Treatment and Follow-up.

The Pre-treatment period includes Screening visit. After providing written informed consent form to participate in the study, patients will be evaluated for eligibility during a screening period of 14 days (Days –14 to –1). If patients meet all inclusion and exclusion criteria will be randomized in a 1:1 allocation to receive either VELCADETM/MELPHALAN/PREDNISONE (Treatment Group A) or VELCADETM/ THALIDOMIDE/PREDNISONE (Treatment Group B). Patients in the Treatment Group A will receive one 6-weeks cycle consisting on VELCADETM twice weekly (days 1, 4, 8 11, 22, 25, 29 and 32) followed by a 10 day rest period (day 33 to 42), in combination with oral melphalan, once daily on days 1 to 4 and oral prednisone, once daily on days 1 to 4; followed by six 5-weeks cycles consisting on VELCADETM as a bolus IV injection on days 1, 8, 15 and 22 followed by a 13 day rest period (days 23 to 34), in combination with Melphalan  per os once daily on days 1 to 4 and Prednisone per os once daily on days 1 to 4, followed by a 31-day rest period (days 5 to 34).  Patients in the Treatment Group B will receive one 6-weeks cycle consisting on VELCADETM twice weekly (days 1, 4, 8 11, 22, 25, 29 and 32) followed by a 10 day rest period (day 33 to 42), in combination with thalidomide, once daily during all cycle and oral prednisone, once daily on days 1 to 4; followed by six 5-weeks cycles consisting on VELCADETM as a bolus IV injection on days 1, 8, 15 and 22 followed by a 13 day rest period (days 23 to 34), Thalidomide per os once daily during all cycle and Prednisone per os once daily on days 1 to 4, followed by a 31-day rest period (days 5 to 34). 

After the induction Treatment Period (four weeks after the last cycle administered), in the absence of disease progression or unacceptable toxicity, patients will be randomized in a 1:1 allocation to receive either Thalidomide/Velcade (Maintenance Treatment Group A) or Prednisone/Velcade (Maintenance Treatment Group B). Maintenance Treatment Group A will receive Thalidomide daily and one pulse of VELCADETM every three months on days 1, 4, 8 and 11 during 3 years in absence of unacceptable toxicity or disease progression. Maintenance Treatment Group B will receive Prednisone every 48 hours and one pulse of VELCADETM every three months on days 1, 4, 8 and 11 during 3 years in absence of unacceptable toxicity or disease progression. 

During the Induction Treatment Period, patients will be evaluated at day 1 of each cycle. After completion of the Induction Treatment Period, when Maintenance Treatment has started, all patients will be evaluated monthly for 1 year, every 2 months for 3 years and then, every 3 months thereafter.

Safety will be assessed by the monitoring of adverse events, physical examinations, vital signs measurements, EORTC QLQ-C30 (version 3.0) and QLQ-MY24 scale and hematology and clinical chemistry tests. Response to treatment will be based on EBMT criteria. Response to treatment will be evaluated at day 1 of each induction cycle, and after, during the maintenance treatment, monthly for 1 year, every 3 months for 3 years and then, every 3 months during thereafter.

Study population:

Up to 260  patients will be accrued for this study, 130 in each arm.

Inclusion Criteria:  

1. Written informed consent obtained before starting any study-specific procedure.

2. Symptomatic elderly MM newly diagnosed by EBMT criteria.

3. Age > 65 years old. 

4. Performance status (ECOG) <  2.

5. Have pretreatment clinical laboratory values meeting the following criteria within 14 days of randomization:


platelet count ≥100x109/L

hemoglobin ≥8 g/dL

absolute neutrophil count (ANC) ≥1.0x109/L 

Serum bilirubin ≤ 1.5 mg/dL and alkaline phosphatase ( 2.5 x ULN 

AST, ALT ≤ 2.5 x ULN.
Exclusion criteria

1. Patient previously received treatment with VELCADETM or Thalidomide.

2. Patient previously received treatment for Multiple Myeloma.

3. Patient has ( Grade 2 peripheral neuropathy within 14 days before enrollment.

4. Patient has hypersensitivity to bortezomib, boron or mannitol. 

5. Patient has received other investigational drugs with 28 days before enrollment.

6. Patient had a myocardial infarction within 6 months of enrollment or has New York Heart Association (NYHA) Class III or IV heart failure, uncontrolled angina, severe uncontrolled ventricular arrhythmias, or electrocardiographic evidence of acute ischemia or active conduction system abnormalities. 

7. Patient currently is enrolled in another clinical research study and/or is receiving an investigational agent for any reason.

8. Radiation therapy within 30 days before randomization, at least patient have had antialgic radiation.

Dosage and administration:


According to the first randomization for the induction treatment assignment, patients will receive either VELCADETM/MELPHALAN/PREDNISONE (Treatment Group A) or VELCADETM/THALIDOMIDE/PREDNISONE (Treatment Group B). Subjects in all treatment groups will be treated for a maximum of 36 weeks during the induction phase. 

Treatment Group A: patients will receive one 6-weeks cycle consisting of VELCADETM  at a dose of 1.3 mg/m2  as a bolus iv injection twice weekly (days 1, 4, 8, 11, 22, 25, 29 and 32) followed by a 10-day rest period (days 33 though 42) in combination with Melphalan at a dose of 9 mg/m2 per os once daily on days 1 to 4 and Prednisone at a dose of 60 mg/m2 per os once daily on days 1 to 4, followed by a 38-day rest period (days 5 to 42); followed by six 5-weeks cycles consisting on VELCADETM at a dose of 1.3 mg/m2 as a bolus IV injection on days 1, 8, 15 and 22 followed by a 13 day rest period (days 23 to 35), in combination with Melphalan at a dose of 9 mg/m2  per os once daily on days 1 to 4 and Prednisone at a dose of 60 mg/m2per os once daily on days 1 to 4, followed by a 38-day rest period (days 5 to 42).  

Treatment Group B: patients will receive one 6-weeks cycle consisting on VELCADETM at a dose of 1.3 mg/m2 twice weekly (days 1, 4, 8 11, 22, 25, 29 and 32) followed by a 10 day rest period (day 33 to 42), in combination with thalidomide at a dose of 100 mg once daily during all cycle and oral prednisone, at a dose of 60mg/m2 once daily on days 1 to 4; followed by six 5-weeks cycles consisting on VELCADETM at a dose of 1.3 mg/m2 as a bolus IV injection on days 1, 8, 15 and 22 followed by a 13 day rest period (days 23 to 35), Thalidomide at a dose of 100 mg  per os once daily during all cycle and Prednisone at a dose of 60 mg/m2 per os once daily on days 1 to 4, followed by a 31-day rest period (days 5 to 36).

Four weeks after the last cycle has been administered, patients will be evaluated and, in absence of unacceptable toxicity or progression disease, will start the Maintenance Treatment. They will be randomized and, according to the randomization for the Maintenance treatment assignment, patients will receive either Thalidomide (Maintenance Treatment Group A), or Prednisone (Maintenance Treatment Group B).

Maintenance Treatment Group A will receive Thalidomide at dose of 100 mg per os once daily up to a maximum of 3 years and one pulse of Velcade at a dose of 1,3 mg/m2 as a bolus iv injection twice weekly (days 1, 4, 8 and 11) every 3 months up to a maximum of 3 years, in absence of progression disease or unacceptable toxicity. The dose maybe reduced to 50mg if toxicity is observed.

Maintenance Treatment Group B will receive Prednisone at a dose of 50 mg per os every 48 hours up to a maximum of 3 years and one pulse of Velcade at a dose of 1,3 mg/m2 as a bolus iv injection twice weekly (days 1,4,8 and 11) every 3 months up to a maximum of 3 years, in absence of progression disease or unacceptable toxicity. 

The EORTC QLQ-C30 (version 3.0) and QLQ-MY24 should be completed by all subjects on Day 1 of each cycle during the Induction Period and during the Maintenance Period every 3 months during 3 years and, at the End-of-Treatment Visit. All questionnaires will be reviewed by the study staff to assist with the evaluation of the items who indicate the onset and intensity of peripheral neuropathy and other neurotoxicities that may possibly require intervention or dose modification.
Calendar and end of study date

Clinical trial will start in June 2005 and the end of the study will be June 2008 with subsequent annual follow-ups.

Efficacy measurements:

The primary efficacy endpoinst are: 

· Response rate to the two schedules of induction and maintenance treatment proposed in patients with elderly symptomatic newly diagnosed of MM more than 65 years old.

· Duration of response

Secondary efficacy endpoints are:
· To assess the safety and tolerability of the two schedules of induction and maintenance treatment proposed in patients with elderly symptomatic newly diagnosed of MM more than 65 years old, as determined by the incidences of clinical and laboratory toxicities.

· Patient-reported Outcomes (PROs)

·      Survival: Overall survival, progression free survival, duration of

Response, and Time to Progression in each arm.

Safety Evaluations:

A physical examination , vital signs and hematology and clinical chemistry tests will be obtained at screening; on Day 1 of each cycle; and at the End of Study visit to take place 30 days after the last dose of treatment is administered, for all arms of treatment.

During the induction treatment, in the Treatment Group A,  vital signs, hematology tests and clinical chemistry tests will also be obtained at day 1 of each cycle and, prior to dosing of VELCADETM on Days 4, 8, 11, 22, 25, 29 and 32 of the first cycle; in the following six 5-weeks cycles, vital signs, hematology tests and clinical chemistry tests will also be obtained at day 1 of each cycle and, prior to dosing of VELCADETM on days 8, 15 and 22 of each cycle. In the Treatment Group B, vital signs, hematology tests and clinical chemistry tests will also be obtained at day 1 of each cycle and, prior to dosing of VELCADETM on Days 4, 8, 11, 22, 25, 29 and 32 of the first cycle; in the following six 5-weeks cycles, vital signs, hematology tests and clinical chemistry tests will also be obtained at day 1 of each cycle and, prior to dosing of VELCADETM on days 8, 15 and 22 of each cycle.

During the maintenance treatment, in the Maintenance Treatment Group A,  vital signs, hematology tests and clinical chemistry tests will also be obtained monthly for 1 year, every 2 months for 3 years and then, every 3 months thereafter; hematology test will also be obtained prior to dosing of VELCADETM on days 1, 4, 8 and 11 of each cycle administered every 3 months up to a maximum of 3 years. In the Maintenance Treatment Group B, vital signs, hematology tests and clinical chemistry tests will be obtained monthly for 1 year, every 2 months for 3 years and then, every 3 months thereafter;  hematology test will also be obtained prior to dosing of VELCADETM on days 1, 4, 8 and 11 of each cycle administered every 3 months up to a maximum of 3 years. 
Safety will also be assessed by the reporting of adverse events starting with the first study-related procedure, during the induction treatment, maintenance treatment and for a period of 30 days following discontinuation of treatment. The severity of adverse events will be assessed using National Cancer Institute (NCI) common toxicity criteria (CTC). All adverse events will be recorded on the case report forms. Clinically relevant changes in laboratory safety tests, vital signs, and physical examinations will be recorded as adverse events. Serious adverse events will be reported as they occur, on forms provided according to current law.

Statistical Methods:

Rationale for the number of patients

The parameters used in calculations are: two-side (=0.05 (significance level of the statistical test), (=0.20 (corresponding to power of 80%). The hypothesis was that a 15% difference in CR rate after induction might be observed between VMP and VTP, in favour of VTP. Regarding maintenance, the sample size was calculated based on the aim of improving the CR rate by at least 15% following induction, regardless of the regimen used (the hypothesis was to increase the CR rate from 20% after induction to 35%). Based in this calculation a total of 260 patients will be included in this clinical trial, 130 in each treatment arm.

