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AimsAims   
  

BBest experimental therapy versus standard of careest experimental therapy versus standard of care   
  

 

 
� Best experimental therapy:  

� 4 drug combo ���� VMPT 

� Maintenance ���� VT 

 

� Best standard of care 

� 3 drug combo ���� VMP 

 

� Safety and efficacy of weekly infusion of bortezomi b 



  

 VMP 
Cycles 1-9 
Bortezomib 1.3 mg/m2 IV: days 1,8,15,22* 
Melphalan 9 mg/m2 and prednisone 60 mg/m2 days 1-4 
 

VMPT 
Cycles 1-9 
Bortezomib 1.3 mg/m2 IV: days 1,8,15,22* 
Melphalan 9 mg/m2 and prednisone 60 mg/m2 days 1-4 
Thalidomide 50 mg/day continuously 

R 
A 
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9 x 5-week cycles in both arms 

� 511 patients  (older than 65 years) randomized from 58 Italian centers  

� Patients: Symptomatic multiple myeloma/end organ damage with 
measurable disease 

� ≥65 yrs or <65 yrs and not transplant-eligible; creatinine ≤ 2.5 mg/dL 

Treatment scheduleTreatment schedule   

MAINTENANCE 
Bortezomib 1.3 mg/m2 IV: days 1,15 
Thalidomide 50 mg/day continuously 

NO MAINTENANCE 

Until relapse 

* 66 VMP patients and 73 VMPT patients were treated with twice weekly infusions of Bortezomib 



  

 

 

Patient CharacteristicsPatient Characteristics   

    
VMPVMP  

((NN==257257))  

VMPTVMPT��������VTVT  

((NN==254254))  

Age Age ((medianmedian ))    7171  7171  

        < < 65 65 yearsyears     2%2%  5%5%  
        6565––74 74 yearsyears     71%71%  68%68%  
        >>  75 75 yearsyears     27%27%  27%27%  
        
ββββββββ2 2 microglobulinmicroglobulin --mgmg //L L ((medianmedian ))    

44  3.83.8  

        

Chromosome abnormalitiesChromosome abnormalities         

        tt ((44;;1414))    14%14%  17%17%  

        tt ((1414;;1616))    3%3%  5%5%  

        Del Del 1717    13%13%  17%17%  
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SDSD  PDPD  SDSD  PDPD  

  VMP VMP ((NN==253253))  VMPTVMPT��������VT VT ((NN==250250))  P value P value   
CRCR  24%24%  38%38%  0.00080.0008  
>>  VGPRVGPR  50%50%  59%59%  0.030.03  
>>  PRPR  81%81%  89%89%  0.010.01  

VMPT ���� VT VMP 
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Time to next therapy Time to next therapy   
Progression free survivalProgression free survival   
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MonthsMonths   MonthsMonths   

Time to next therapy Progression free survival 
Median followMedian follow --up up 21.621.6  monthsmonths   
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Overall survivalOverall survival   
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MonthsMonths   

VMP 

VMPT����VT: OS @ 3 years = 89.2% 
VMP: OS @ 3 years = 88.8% 

0. 00

0. 25

0. 50

0. 75

1. 00

0 10 20 30 40 50

VMPT����VT 

VMP 

P = 0.96 



  

 

Grade Grade 33--44  Hematologic Adverse EventsHematologic Adverse Events   
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Patients (%)  

  VMPT����VT VMP 

P = 0.02 



  

 

Grade Grade 33--44  NonNon --hematologic Adverse Events hematologic Adverse Events   
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  VMPT����VT VMP 

P = 0.04 



  

 

Efficacy and Toxicity by Bortezomib scheduleEfficacy and Toxicity by Bortezomib schedule   

  VMPVMP*  *  
((VISTAVISTA))  

VMP                 VMP                 
twice weekly Ntwice weekly N ==6363  

VMP                  VMP                  
once weekly Nonce weekly N ==190190  

CRCR  30%30%  25%25%  23%23%  

PFS PFS @ @ 22  yearsyears   48%48%  56%56%  58%58%  

Sensory  PNSensory  PN         

        Any gradeAny grade   44%44%  43%43%  21%21%  

        Grade Grade 33--44  13%13%  14%14%  2%2%  

PN discontinuationPN discontinuation   NANA  16%16%  4%4%  

Total planned doseTotal planned dose   67.667.6  67.667.6  mgmg //mm22  46.846.8  mgmg //mm22  

Total delivered  doseTotal delivered  dose   NANA  4141  mgmg //mm22  4040  mgmg //mm22  

**San Miguel JF et alSan Miguel JF et al. . New Eng J Med New Eng J Med 20082008; ; 359359: : 906906--1717; ;   
PN: peripheral neuropathy  



  

 

PFS according to Bortezomib schedulePFS according to Bortezomib schedule   
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PFSPFS: : VMP andVMP and  VMPTVMPT��������VTVT  
according to response and chromosome abnormalitiesaccording to response and chromosome abnormalities   

CR vs VGPR vs PR 

%
 

%
 o

f of
 p

at
ie

nt
s

pa
tie

nt
s

  

monthsmonths   monthsmonths   

t(4;14) or t(14;16) or del17 

0. 00

0. 25

0. 50

0. 75

1. 00

0 10 20 30 40 50

VMP    P=0.83 

0. 00

0. 25

0. 50

0. 75

1. 00

0 5 10 15 20 25 30 35 40 45

VMPT ����VT   P=0.43 

%
 

%
 o

f of
 p

at
ie

nt
s

pa
tie

nt
s

  

0. 00

0. 25

0. 50

0. 75

1. 00

0 10 20 30 40 50

%
 

%
 o

f of
 p

at
ie

nt
s

pa
tie

nt
s

  

CR 

VGPR 

PR VMP 

0. 00

0. 25

0. 50

0. 75

1. 00

0 5 10 15 20 25 30 35 40 45

VGPR 

%
 

%
 o

f of
 p

at
ie

nt
s

pa
tie

nt
s

  

PR 

CR 

VMPT ����VT 

High-risk 

Standard-risk 

High-risk 

Standard-risk 



  

 

Conclusions Conclusions 11  

  
VMP  VMP    

((NN==253253))  

VMPTVMPT��������VTVT        

((NN==250250))  
P valueP value   

CRCR  24%24%  38%38%  0.00080.0008  

TTNT TTNT @ @ 33  yearsyears   60%60%  75%75%  0.00290.0029  

PFS PFS @ @ 33  yearsyears   42%42%  60%60%  0.0070.007  

OS OS @ @ 33  yearsyears   89%89%  89%89%  0.960.96  



  

 

Conclusions Conclusions 22  

 

 
� VMPT�VT improves response rate and PFS 

�VMPT increases CR rate 

�VT maintenance improves PFS 

 

� Longer follow-up is needed to assess OS  

 

� Weekly infusion of bortezomib reduces peripheral 
neuropathy  
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