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	Dosage and administration
	Table 3 – Recommended Dose Modification for 
VELCADE related Neuropathic Pain and/or 
Peripheral Sensory or Motor
Neuropathy
Sterility or Peripheral Neuropathy Signs and Symptoms
Modification of Dose and Regime

Grade 1 (asymptomatic ; loss of deep tendon reflexes or paresthesia paresthesias, weakness and/or loss of reflexes) without pain or loss of function

No action

Grade 1 with pain or Grade 2 (moderate symptoms; limiting Instrumental Activities of Daily Living (ADL))**  interfering with function but not with activities of daily living)
Reduce VELCADE to
 1 mg/m2 OR Change 
VELCADE treatment 
schedule to 1.3 mg/m2 
once per week
Grade 2 with pain or Grade 3 (severe symptoms; limiting self care ADL *** interfering with activities of daily living)

Withhold VELCADE therapy until toxicity resolves. 
When toxicity resolves 
reinitiate with a reduced
dose of VELCADE at 
0.7mg/m2 
and change treatment 
schedule to once per week.

Grade 4 (sensory neuropathy which is disabling or motor neuropathy that is life threatening or leads to paralysis life threatening consequences; urgent intervention indicated )

Discontinue VELCADE

*Grading based on NCI Common Toxicity Criteria CTCAE 
v 3.0 4.0
** Instrumental ADL: refers to preparing meals, shopping for 
    groceries or clothes, using telephone, 

    managing money etc;
*** Self care ADL: refers to bathing, dressing and undressing, 
feeding self, using the toilet, taking medications, and not 
bedridden
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	Dosage in Patients with Hepatic Impairment
	Patients with mild hepatic impairment do not require a starting dose adjustment and should be treated per the recommended VELCADE dose. Patients with moderate or severe hepatic impairment should be started on VELCADE at a reduced dose of 0.7 mg/m2 per injection during the first cycle, and a subsequent dose escalation to 1.0 mg/m2 or further dose reduction to 0.5 mg/m2 may be considered based on patient tolerance
Bilirubin Level

SGOT (AST) Levels

Modification of Starting Dose in Multiple Myeloma and Relapsed Mantle cell Lymphoma (1.3mg/m2 twice weekly)
Mild

( 1.0x ULN

( ULN

None

( 1.0x(1.5x ULN

Any

None

Moderate

( 1.5x(3x ULN

Any

Reduce VELCADE to 0.7 mg/m2 in the first cycle. Consider dose escalation to 1.0 mg/m2 or further dose reduction to 0.5 mg/m2 in subsequent cycles based on patient tolerability.

Severe

( 3x ULN

Any

Abbreviations: SGOT = serum glutamic oxaloacetic transaminase; 

AST = aspartate aminotransferase;   ULN = upper limit of the normal range

	Patients with mild hepatic impairment do not require a starting dose adjustment and should be treated per the recommended VELCADE dose. Patients with moderate or severe hepatic impairment should be started on VELCADE at a reduced dose of 0.7 mg/m2 per injection during the first cycle, and a subsequent dose escalation to 1.0 mg/m2 or further dose reduction to 0.5 mg/m2 may be considered based on patient tolerance
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Reduce VELCADE to 0.7 mg/m2 in the first cycle. Consider dose escalation to 1.0 mg/m2 or further dose reduction to 0.5 mg/m2 in subsequent cycles based on patient tolerability.



	Warnings and precautions 
	5.2 Peripheral Neuropathy

VELCADE treatment causes a peripheral neuropathy (PN) that is predominantly sensory. However, cases of severe motor neuropathy with or without sensory sensory and motor peripheral neuropathy have been reported. Patients with preexisting symptoms (numbness, pain or a burning feeling in the feet or hands) and/or signs of peripheral neuropathy may experience worsening peripheral neuropathy (including ≥Grade 3) during treatment with VELCADE. Patients should be monitored for symptoms of neuropathy, such as a burning sensation, hyperesthesia, hypoesthesia, paresthesia, discomfort, neuropathic pain or weakness. 

Patients experiencing new or worsening peripheral neuropathy may require

change in the dose and schedule of VELCADE [see Dosage and Administration (2.2, 2.4)].

Following dose adjustments, improvement in or resolution of peripheral neuropathy was reported

in 51% of patients with ≥Grade 2 peripheral neuropathy in the relapsed multiple myeloma study.

Improvement in or resolution of peripheral neuropathy was reported in 73% of patients who

discontinued due to Grade 2 neuropathy or who had ≥Grade 3 peripheral neuropathy in the phase

2 multiple myeloma studies [see Adverse Reactions (6)]. The long-term outcome of peripheral

neuropathy has not been studied in mantle cell lymphoma.

5.4 Cardiac Disorders

Acute development or exacerbation of congestive heart failure and new onset of decreased left ventricular ejection fraction have been reported, including reports in patients with no risk factors for decreased left ventricular ejection fraction. Patients with risk factors for, or existing heart disease should be closely monitored.  In the relapsed single agent phase 3 multiple myeloma study of VELCADE vs dexamethasone, the incidence of any treatment-emergent cardiac disorder was 15% and 13% in the VELCADE and dexamethasone groups, respectively. The incidence of heart failure events (acute pulmonary edema, cardiac failure, congestive cardiac failure, cardiogenic shock, pulmonary edema) was similar in the VELCADE and dexamethasone groups, 5% and 4%, respectively. There have been isolated cases of QT-interval prolongation in clinical studies; causality has not been established.

5.7 Gastrointestinal Adverse Events

VELCADE treatment can cause nausea, diarrhea, constipation, and vomiting [see Adverse Reactions (6)] sometimes requiring use of antiemetic and antidiarrheal medications. Fluid and electrolyte replacement should be administered to prevent dehydration. Since patients receiving VELCADE therapy may experience vomiting and/or diarrhea, patients should be advised regarding appropriate measures to avoid dehydration. Patients should be instructed to seek medical advice if they experience symptoms of dizziness, light headedness or fainting spells.  

Ileus can occur. 

5.8 Thrombocytopenia/Neutropenia
VELCADE is associated with thrombocytopenia [see Adverse Reactions (6)]. and neutropenia that follow a cyclical pattern with nadirs occurring following the last dose of each cycle and typically recovering prior to initiation of the subsequent cycle  Platelets were lowest at day 11 of each cycle of VELCADE treatment and typically recovered to baseline by the next cycle. The cyclical pattern of platelet count and neutrophil decreases and recovery remained consistent over the 8 cycles of twice weekly dosing, and there was no evidence of cumulative thrombocytopenia or neutropenia. The mean platelet count nadir measured was approximately 40% of baseline. The severity of thrombocytopenia related to pretreatment platelet count is shown in Table 5. In the relapsed single agent phase 3 multiple myeloma study of VELCADE vs dexamethasone, the

incidence of significant bleeding events (≥Grade 3) was similar on both the VELCADE (4%) and dexamethasone (5%) arms. Platelet count should be monitored prior to each dose of VELCADE. Patients experiencing thrombocytopenia may require change in the dose and schedule of VELCADE VELCADE therapy should be held when the platelet count is <25,000/uL and reinitiated at a reduced dose [see Table 2 and Dosage and Administration (2.4) and Adverse Reactions (6)] .  There have been reports of gastrointestinal and intracerebral hemorrhage in association with VELCADE.  Transfusion may be considered. The incidence of febrile neutropenia was <1%.
Table 5 –Severity of Thrombocytopenia Related to Pretreatment Platelet Count in the

Relapsed Multiple Single Agent Phase 3 Myeloma Study of VELCADE vs dexamethasone
Pretreatment

Platelet Count*

Number of

Patients (N=331)**

Number (%) of Patients with Platelet

Count <10,000/μL
Number (%) of Patients with Platelet Count 10,000-25,000/μL

≥75,000/μL

309

8 (3%)

36 (12%)

≥50,000/μL-

14

2 (14%)

11 (79%)

<75,000/μL

≥10,000/μL-

7

1 (14%)

5 (71%)

<50,000/μL

*   A base lineplatelet count of 50,000/μL was required for study eligibility.

** Data were missing at baseline for 1 patient.
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Patients experiencing new or worsening peripheral neuropathy may require

change in the dose and schedule of VELCADE [see Dosage and Administration (2.2, 2.4)].

Following dose adjustments, improvement in or resolution of peripheral neuropathy was reported

in 51% of patients with ≥Grade 2 peripheral neuropathy in the relapsed multiple myeloma study.
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5.7 Gastrointestinal Adverse Events

VELCADE treatment can cause nausea, diarrhea, constipation, and vomiting [see Adverse
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	Adverse reactions

	Herpes Virus Infection reactivation
Physicians should consider using antiviral prophylaxis in subjects being treated with VELCADE. In the phase 3 study in patients with randomized studies in previously untreated and relapsed multiple myeloma, herpes zoster reactivation was more common in subjects treated with VELCADE (13%) than in the control groups (4-5%). Herpes simplex was seen in 2-8% in subjects treated with VELCADE and 1-5% in the control groups. In the previously untreated multiple myeloma study, herpes zoster virus reactivation in the VELCADE, melphalan and prednisone arm was less common in subjects receiving prophylactic antiviral therapy (3%) than in subjects who did not receive prophylactic antiviral therapy (17%). In the postmarketing experience, rare cases of herpes meningoencephalitis and ophthalmic herpes have been reported. 
the overall incidence of herpes zoster reactivation was more common in patients treated with VcMP compared with MP (14% vs 4% respectively).  Antiviral prophylaxis was administered to 26% of the patients in the VcMP arm. The incidence of herpes zoster among patients in the VcMP treatment group was 17% for patients not administered antiviral prophylaxis compared to 3% for patients administered antiviral prophylaxis.  
Table 9: Post-marketing Reports of Adverse Reactions

Blood and lymphatic system disorders

Disseminated intravascular coagulation 

Rare
Cardiac Disorders

Atrioventricular block complete, cardiac tamponade
Rare
Ear and labyrinth disorders

Deafness bilateral
Rare
Eye Disorders

Ophthalmic herpes, optic neuropathy, blindness
Rare
Gastrointestinal Disorders

Ischemic colitis, acute pancreatitis
Rare
Infections and infestations

Herpes meningoencephalitis, septic shock
Rare
Immune System Disorders

Angioedema
Rare
Nervous System Disorders

Encephalopathy, autonomic neuropathy, reversible posterior leukoencephalopathy syndrome
Rare
Respiratory, thoracic and mediastinal disorders:
Acute diffuse infiltrative pulmonary disease 

Pulmonary hypertension
Rare

Rare
Skin and subcutaneous tissue disorders
Stevens- Johnson Syndrome and toxic epidermal necrolysis

Acute febrile neutrophilic dermatosis (Sweet’s syndrome)

Very rare

Rare
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	Drug Interactions
	7.1 Ketoconazole: 
Co-administration of ketoconazole, a potent CYP3A inhibitor, increased the exposure of bortezomib. [see Pharmacokinetics (12.3)] Therefore, patients should be closely monitored when given bortezomib in combination with potent CYP3A4 inhibitors (e.g. ketoconazole, ritonavir). [see Pharmacokinetics (12.3)]

A drug-drug interaction study assessing the effect of ketoconazole, a potent CYP3A4 inhibitor, on the pharmacokinetics of VELCADE, showed a bortezomib AUC mean increase of 35%, based on data from 12 patients.  Therefore, patients should be closely monitored when given bortezomib in combination with potent CYP3A4-inhibitors (e.g. ketoconazole, ritonavir).
7.2 Melphalan-Prednisone: 

Co-administration of melphalan-prednisone increased the exposure of bortezomib. However, this increase is unlikely to be clinically relevant. [see Pharmacokinetics (12.3)]

A drug-drug interaction study assessing the effect of melphalan-prednisone on VELCADE showed a 17% increase in mean bortezomib AUC based on data from 21 patients. This is not considered clinically relevant.
7.3 Omeprazole: 

Co-administration of omeprazole, a potent inhibitor of CYP2C19, had no effect on the exposure of bortezomib. [see Pharmacokinetics (12.3)] In a drug-drug interaction study assessing the effect of omeprazole, a potent inhibitor of CYP2C19, on the pharmacokinetics of VELCADE there was no significant effect on the pharmacokinetics of bortezomib, based on data from 17 patients.
7.4 Cytochrome P450:
Patients who are concomitantly receiving VELCADE and drugs that are inhibitors or inducers of cytochrome P450 3A4 should be closely monitored for either toxicities or reduced efficacy. [see Pharmacokinetics (12.3)]
In vitro and animal ex vivo studies indicate that bortezomib is a weak inhibitor of cytochrome P450 (CYP) isozymes 1A2, 2C9, 2C19, 2D6 and 3A4. Based on the limited contribution (7%) of CYP2D6 to the metabolism of bortezomib, the CYP2D6 poor metabolizer phenotype is not expected to affect the overall disposition of bortezomib.
7.5 Rifampicin:

A drug-drug interaction study assessing the effect of rifampicin, a potent CYP3A4 inducer, on the pharmacokinetics of VELCADE showed a mean bortezomib AUC reduction of 45% based on data from 6 patients. The concomitant use of VELCADE with strong CYP3A4 inducers is therefore not recommended, as efficacy may be reduced. Examples of CYP3A4 inducers are rifampicin, carbamazepine, phenytoin, phenobarbital and St. John’s Wort. In the same drug-drug interaction study, the effect of dexamethasone, a weaker CYP3A4 inducer was assessed. There was no significant effect on bortezomib pharmacokinetics based on data from 7 patients.
7.6 Antidiabetic Agents :

During clinical trials, hypoglycemia and hyperglycemia were reported in diabetic patients receiving oral hypoglycemics.  Patients on oral antidiabetic agents receiving VELCADE treatment may require close monitoring of their blood glucose levels and adjustment of the dose of their antidiabetic medication.
7.7 Medications associated with peripheral neuropathy:

Patients should be cautioned about the use of concomitant medications that may be associated with peripheral neuropathy (such as amiodarone, anti-virals, isoniazid, nitrofurantoin, or statins), or with a decrease in blood pressure.
7.8 Drug Laboratory Test Interactions

None known.
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	Use in specific populations
	8.1 Pregnancy
Pregnancy Category D [see Warnings and Precautions (5.1)]

Women of childbearing potential should avoid becoming pregnant while being treated with VELCADE. 

Bortezomib was not teratogenic in nonclinical developmental toxicity studies in rats and rabbits at the highest dose tested (0.075 mg/kg; 0.5 mg/m2 in the rat and 0.05 mg/kg; 0.6 mg/m2 in the rabbit) when administered during organogenesis. These dosages are approximately half the clinical dose of 1.3 mg/m2 based on body surface area. Pregnant rabbits given bortezomib during organogenesis at a dose of 0.05mg/kg (0.6 mg/m2)

experienced significant post-implantation loss and decreased number of live fetuses. Live fetuses from these litters also showed significant decreases in fetal weight. The dose is

approximately 0.5 times the clinical dose of 1.3 mg/m2 based on body surface area and one-third the clinical dose of 1.6mg/m2.
 No placental transfer studies have been conducted with bortezomib. There are no adequate and well-controlled studies in pregnant women. If VELCADE is used during pregnancy, or if the patient becomes pregnant while receiving this drug, the patient should be apprised of the potential hazard to the fetus.

Patients should be advised to use effective contraceptive measures to prevent pregnancy and to avoid breast feeding during treatment with VELCADE.
8.3 Nursing Mothers

It is not known whether bortezomib is excreted in human milk. Because many drugs are excreted in human milk and because of the potential for serious adverse reactions in nursing

infants from VELCADE, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the mother. women should be advised against breast feeding while being treated with VELCADE.
8.8 Effects on Ability to Drive and Use Machines

VELCADE may cause tiredness, dizziness, fainting, or blurred vision. Patients should be advised not to drive or operate machinery if they experience these symptoms. 
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	Geriatric Use
	Of the 669 patients enrolled in the relapsed multiple myeloma study, 245 (37%) were 65 years of

age or older: 125 (38%) on the VELCADE arm and 120 (36%) on the dexamethasone arm.

Median time to progression and median duration of response for patients ≥65 were longer on

VELCADE compared to dexamethasone [5.5 mo versus 4.3 mo, and 8.0 mo versus 4.9 mo,

respectively]. On the VELCADE arm, 40% (n=46) of evaluable patients aged ≥65 experienced

response (CR+PR) versus 18% (n=21) on the dexamethasone arm. The incidence of Grade 3 and

4 events was 64%, 78% and 75% for VELCADE patients ≤50, 51-64 and ≥65 years old,

respectively. [see Adverse Reactions (6.1); Clinical Studies (14)]

No overall differences in safety or effectiveness were observed between patients ≥ age 65 and

younger patients receiving VELCADE; in the patients studied with multiple myeloma and mantle cell lymphoma, but greater sensitivity of some older individuals cannot

be ruled out.
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	Overdosage
	There is no known specific antidote for VELCADE overdosage.

In the event of an overdosage, the patient’s vital signs should be monitored and appropriate supportive care given to maintain blood pressure (such as fluids, pressors, and/or inotropic agents) and body temperature. [see Warnings and Precautions (5.3) and Dosage and Administration (2.5)].

 In humans, fatal outcomes following the administration of Overdosage more than twice the recommended therapeutic dose in patients  have been reported, which were has been associated with the acute onset of symptomatic hypotension and thrombocytopenia with fatal outcomes.
Cardiovascular safety pharmacology Sstudies in monkeys and dogs showed that IV bortezomib doses as low as 2 times the approximately two to three times the recommended clinical dose on a mg/m2 basis were associated with increases in heart rate, decreases in contractility, hypotension, and death.  

The decrease cardiac contractility and hypotension responded to acute intervention with positive inotropic or pressor agents.  In dog studies, a slight increase in the corrected QT interval was observed at doses resulting in death at a lethal dose. In monkeys, doses of 3.0 mg/m2 and greater (approximately twice the recommended clinical dose) resulted in hypotension
starting at 1 hour post-administration, with progression to death in 12 to 14 hours following drug administration.
	There is no known specific antidote for VELCADE overdosage.

In the event of an overdosage, the patient’s vital signs should be monitored and appropriate supportive care given to maintain blood pressure (such as fluids, pressors, and/or inotropic agents) and body temperature. [see Warnings and Precautions (5.3) and Dosage and Administration (2.5)].

Overdosage more than twice the recommended dose in patients has been associated with the acute onset of symptomatic hypotension and thrombocytopenia with fatal outcomes.

Cardiovascular safety pharmacology studies in monkeys and dogs showed that IV doses approximately two to three times the recommended clinical dose on a mg/m2 basis were associated with increases in heart rate, decreases in contractility, hypotension, and death. The decrease cardiac contractility and hypotension responded to acute intervention with positive inotropic or pressor agents.  In dog studies, a slight increase in the corrected QT interval was observed at a lethal dose.

	Clinical Pharmacology
	Distribution: The mean distribution volume of bortezomib ranged from approximately 498 1659 liters to 3294 liters (489 to 1884 L/m2) following single- or repeat-dose IV administration of 1.0 mg/m2 or 1.3mg/m2 to patients with multiple myeloma. This suggests bortezomib distributes widely to peripheral tissues. The binding of bortezomib to human plasma proteins averaged 83% over the concentration range of 100 to 1000 ng/mL.
	Distribution: The mean distribution volume of bortezomib ranged from 1659 liters to 3294 liters (489 to 1884 L/m2) following single- or repeat-dose IV administration of 1.0 mg/m2 or 1.3mg/m2 to patients with multiple myeloma. This suggests bortezomib distributes widely to peripheral tissues. The binding of bortezomib to human plasma proteins averaged 83% over the concentration range of 100 to 1000 ng/mL.
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	Median (2-microglobulin (mg/L)

	4.2

	4.3


	Median albumin (g/L)

	33.0

	33.0


	Creatinine clearance (30 mL/min [n (%)]

	20 (6%)

	16 (5%)



	Antiviral prophylaxis was recommended for patients on the VELCADE study arm.The median age of the patients in the study was 71 years (48;91), 50% were male, 88% were

Caucasian and the median Karnofsky performance status score for the patients was 80 (60;100). Patients had IgG/IgA/Light chain myeloma in 63%/25%/8% instances, a median hemoglobin of 105 g/L (64;165), and a median platelet count of 221,500 /microliter (33,000;587,000).

At the time of a pre-specified interim analysis, the primary endpoint, time to progression, was met and patients in the MP arm were offered VcMP treatment.  Median follow-up was 16.3 months. 

A The final survival update was performed with a median duration of follow-up at 36.7 60.1 months. A statistically significant survival benefit in favor of the VcMP treatment group was observed (HR=0.65 0.695; p=0.00084 0.00043) despite subsequent therapies that included VELCADE based regimens. While tThe median survival in MP treatment group has now been estimated at 43.1 months, and the median survival on the VcMP treatment group has been estimated at 56.4 months not been reached. Efficacy results are presented in Table 11.
Table 11:  Summary of Efficacy Analyses in the VISTA study

Efficacy Endpoint
VMP

n=344

MP

n=338

Time to Progression –

Events n (%)

101 (29)

152 (45)

Mediana    (95% CI)

20.7 mo

(17.6, 24,7)

15.0 mo

(14.1, 17.9)

Hazard ratiob
(95% CI)

0.54

(0.42, 0.70)

p-value c
0.000002

Progression-free Survival

Events n (%)
135 (39)

190 (56)

Mediana     (95% CI)
18.3 mo

(16.6, 21.7)

14.0 mo

(11.1, 15.0)

Hazard ratiob
(95% CI)
0.61

(0.49, 0.76)

p-value c
0.00001

Overall Survival*

Events (deaths) n (%)

109 (32)  176 (51.2)
148 (44)

211(62.4)
Mediana     (95% CI)
Not Reached

(46.2, NR )

56.4 mo (52.8, 60.9)
43.1 mo

(34.8, NR)

(35.3, 48.3)
Hazard ratiob
(95% CI)
0.65 0.695

(0.51, 0.84) (0.567, 0.852)
p-value c
0.00084 0.00043
Response Rate
populatione n = 668

n=337

n=331

CRf  n (%)

102 (30)

12 (4)

PRf n (%)

136 (40)

103 (31)

nCR n (%)

5 (1)

0

CR + PRf  n (%)

238 (71)

115 (35)

p-valued
<10-10
Reduction in Serum M-protein

populationg n=667

n=336

n=331

>=90% n (%)
151 (45)

34 (10)

Time to First Response in CR + PR
Median

1.4 mo

4.2 mo

Mediana Response Duration

CRf
24.0 mo

12.8 mo

CR + PRf
19.9 mo

13.1 mo

Time to Next Therapy

Events n (%)

73 (21)

127 (38)

Mediana     (95% CI)
NE 27.0 mo
(26.1, NE) (24.7, 31.1)
20.8 mo 19.2 mo

(18.3, 28.5)

(17.0, 21.0)
Hazard ratiob
(95% CI)

0.52 0.557

(0.39, 0.70) (0.462, 0.671)
p-value c
0.000009 (<0.000001)
Note:  All results are based on the analysis performed at a median follow-up duration of 16.3 months except for the overall survival analysis that was performed at a median follow-up duration of 36.7 60.1  months.

a Kaplan-Meier estimate.

b Hazard ratio estimate is based on a Cox proportional-hazard model adjusted for stratification factors: beta2-microglobulin, albumin, and region. A hazard ratio less than 1 indicates an advantage for VMP

c Nominal p-value based on the stratified log-rank test adjusted for stratification factors: beta2-microglobulin, albumin, and region

d p-value for Response Rate (CR + PR) from the Cochran-Mantel-Haenszel chi-square test adjusted for the stratification factors

e Response population includes patients who had measurable disease at baseline

f EBMT criteria

g All randomized patients with secretory disease

* Survival update based on a median duration of follow-up at 36.7 60.1 months
NE: Not estimable

	14.1 Multiple Myeloma

Randomized, Open-Label Clinical Study in Patients with Previously Untreated Multiple

Myeloma:
A prospective Phase 3, international, randomized (1:1), open-label clinical study of 682 patients was conducted to determine whether VELCADE (1.3 mg/m2) in combination with melphalan

(9 mg/m2) and prednisone (60 mg/m2) resulted in improvement in time to progression (TTP) when compared to melphalan (9 mg/m2) and prednisone (60 mg/m2) in patients with previously

untreated multiple myeloma. This study included patients who were not candidates for stem-cell transplant.  Treatment was administered for a maximum of 9 cycles (approximately 54 weeks) and was discontinued early for disease progression or unacceptable toxicity. Baseline demographics and patient characteristics are summarized in Table 10.
Table  10: Summary of Baseline Patient  and Disease Characteristics in the VISTA Study
Patient Characteristics
VMP

N=344
MP

N=338

Median age in years (range)

71.0 (57, 90)

71.0 (48, 91)

Gender: male/female

51% / 49%

49% / 51%

Race: Caucasian/asian/black/other

88% / 
10% /
 1% / 1%

87% / 11% 
/ 2% / 0%

Karnofsky performance status score ≤70

35%

33%

Hemoglobin
<100 g/L

37%

36%

Platelet count
<75 x 109/L

<1%

1%

Disease Characteristics

Type of myeloma (%):

IgG/IgA/Light chain

64% / 24%
 / 8%

62% / 26% 
/ 8%

Median (2-microglobulin (mg/L)

4.2

4.3

Median albumin (g/L)

33.0

33.0

Creatinine clearance (30 mL/min [n (%)]

20 (6%)

16 (5%)

Antiviral prophylaxis was recommended for patients on the VELCADE study arm.The median age of the patients in the study was 71 years (48;91), 50% were male, 88% were

Caucasian and the median Karnofsky performance status score for the patients was 80 (60;100). Patients had IgG/IgA/Light chain myeloma in 63%/25%/8% instances, a median hemoglobin of 105 g/L (64;165), and a median platelet count of 221,500 /microliter (33,000;587,000).

At the time of a pre-specified interim analysis, the primary endpoint, time to progression, was met and patients in the MP arm were offered VcMP treatment.  Median follow-up was 16.3 months. 

The final survival update was performed with a median duration of follow-up at 60.1 months. A statistically significant survival benefit in favor of the VcMP treatment group was observed (HR= 0.695; p=0.00043) despite subsequent therapies that included VELCADE based regimens.The median survival in MP treatment group has been estimated at 43.1 months, and the median survival on the VcMP treatment group has been estimated at 56.4 months.Efficacy results are presented in Table 11.
Table 11:  Summary of Efficacy Analyses in the VISTA study

Efficacy Endpoint
VMP

n=344

MP

n=338

Time to Progression –

Events n (%)

101 (29)

152 (45)

Mediana    (95% CI)

20.7 mo

(17.6, 24,7)

15.0 mo

(14.1, 17.9)

Hazard ratiob
(95% CI)

0.54

(0.42, 0.70)

p-value c
0.000002

Progression-free Survival

Events n (%)
135 (39)

190 (56)

Mediana     (95% CI)
18.3 mo

(16.6, 21.7)

14.0 mo

(11.1, 15.0)

Hazard ratiob
(95% CI)
0.61

(0.49, 0.76)

p-value c
0.00001

Overall Survival*

Events (deaths) n (%)

176 (51.2)

211(62.4)

Mediana     (95% CI)
56.4 mo (52.8, 60.9)

43.1 mo

(35.3, 48.3)

Hazard ratiob
(95% CI)
0.695

(0.567, 0.852)

p-value c
0.00043

Response Rate
populatione n = 668

n=337

n=331

CRf  n (%)

102 (30)

12 (4)

PRf n (%)

136 (40)

103 (31)

nCR n (%)

5 (1)

0

CR + PRf  n (%)

238 (71)

115 (35)

p-valued
<10-10
Reduction in Serum M-protein

populationg n=667

n=336

n=331

>=90% n (%)
151 (45)

34 (10)

Time to First Response in CR + PR
Median

1.4 mo

4.2 mo

Mediana Response Duration

CRf
24.0 mo

12.8 mo

CR + PRf
19.9 mo

13.1 mo

Time to Next Therapy

Events n (%)

73 (21)

127 (38)

Mediana     (95% CI)
27.0 mo

(24.7, 31.1)

19.2 mo

 (17.0, 21.0)

Hazard ratiob
(95% CI)

0.557

(0.462, 0.671)

p-value c
(<0.000001)

Note:  All results are based on the analysis performed at a median follow-up duration of 16.3 months except for the overall survival analysis that was performed at a median follow-up duration of  60.1months.

a Kaplan-Meier estimate.

b Hazard ratio estimate is based on a Cox proportional-hazard model adjusted for stratification factors: beta2-microglobulin, albumin, and region. A hazard ratio less than 1 indicates an advantage for VMP

c Nominal p-value based on the stratified log-rank test adjusted for stratification factors: beta2-microglobulin, albumin, and region

d p-value for Response Rate (CR + PR) from the Cochran-Mantel-Haenszel chi-square test adjusted for the stratification factors

e Response population includes patients who had measurable disease at baseline

f EBMT criteria

g All randomized patients with secretory disease

* Survival update based on a median duration of follow-up at 60.1 months
NE: Not estimable

	


השינויים המבוקשים מסומנים על רקע צהוב 















