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VELCADE® (bortezomib) for Injection
PRESCRIBING INFORMATION
DESCRIPTION

VELCADE® (bortezomib) for Injection is an antineoplastic agent available for intravenous
injection (IV) use only. Each single dose vial contains 3.5 mg of bortezomib as a sterile
lyophilized powder. Inactive ingredient: 35 mg mannitol, USP.

Bortezomib is a modified dipeptidyl boronic acid. The product is provided as a mannitol boronic
ester which, in reconstituted form, consists of the mannitol ester in equilibrium with its
hydrolysis product, the monomeric boronic acid. The drug substance exists in its cyclic
anhydride form as a trimeric boroxine.

The chemical name for bortezomib, the monomeric boronic acid, is [(1R)-3-methyl-1-[[(2S)-1-
0x0-3-phenyl-2-[(pyrazinylcarbonyl) amino]propyl]amino]butyl] boronic acid.

Bortezomib has the following chemical structure:
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The molecular weight is 384.24. The molecular formula is C9H,sBN4O4. The solubility of
bortezomib, as the monomeric boronic acid, in water is 3.3 to 3.8 mg/mL in a pH range of 2 to
6.5.

CLINICAL PHARMACOLOGY

Mechanism of Action

Bortezomib is a reversible inhibitor of the chymotrypsin-like activity of the 26S proteasome in
mammalian cells. The 26S proteasome is a large protein complex that degrades ubiquitinated
proteins. The ubiquitin-proteasome pathway plays an essential role in regulating the intracellular
concentration of specific proteins, thereby maintaining homeostasis within cells. Inhibition of
the 26S proteasome prevents this targeted proteolysis, which can affect multiple signaling
cascades within the cell. This disruption of normal homeostatic mechanisms can lead to cell
death. Experiments have demonstrated that bortezomib is cytotoxic to a variety of cancer cell
types in vitro. Bortezomib causes a delay in tumor growth iz vivo in nonclinical tumor models,
including multiple myeloma.
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Pharmacokinetics

Following intravenous administration of a 1.3 mg/m” dose, the median estimated maximum
plasma concentration of bortezomib was 509 ng/mL (range=109 to 1300 ng/mL) in 8§ patients
with multiple myeloma and creatinine clearance values ranging from 31 to 169 mL/min. The
mean elimination half-life of bortezomib after first dose ranged from 9 to 15 hours at doses
ranging from 1.45 to 2.00 mg/m” in patients with advanced malignancies. The pharmacokinetics
of bortezomib as a single agent have not been fully characterized at the recommended dose in
multiple myeloma patients.

Distribution

The distribution volume of bortezomib as a single agent was not assessed at the recommended
dose in patients with multiple myeloma. The binding of bortezomib to human plasma proteins
averaged 83% over the concentration range of 100 to 1000 ng/mL.

Metabolism

In vitro studies with human liver microsomes and human cDNA-expressed cytochrome P450
isozymes indicate that bortezomib is primarily oxidatively metabolized via cytochrome P450
enzymes 3A4, 2C19, and 1A2. Bortezomib metabolism by CYP 2D6 and 2C9 enzymes is
minor. The major metabolic pathway is deboronation to form 2 deboronated metabolites that
subsequently undergo hydroxylation to several metabolites. Deboronated bortezomib
metabolites are inactive as 26S proteasome inhibitors. Pooled plasma data from 8 patients at 10
min and 30 min after dosing indicate that the plasma levels of metabolites are low compared to
the parent drug.

Elimination
The pathways of elimination of bortezomib have not been characterized in humans.

Special Populations
Age, Gender, and Race: The effects of age, gender, and race on the pharmacokinetics of
bortezomib have not been evaluated.

Hepatic Impairment: No pharmacokinetic studies were conducted with bortezomib in patients
with hepatic impairment (see PRECAUTIONS).

Renal Impairment: No pharmacokinetic studies were conducted with bortezomib in patients
with renal impairment. Clinical studies included patients with creatinine clearance values as low
as 13.8 mL/min (see PRECAUTIONS).

Pediatric: There are no pharmacokinetic data in pediatric patients.
Drug Interactions
No formal drug interaction studies have been conducted with bortezomib.

In vitro studies with human liver microsomes indicate that bortezomib is primarily a substrate of
cytochrome P450 3A4, 2C19, and 1A2 (see PRECAUTIONS).
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Bortezomib is a poor inhibitor of human liver microsome cytochrome P450 1A2, 2C9, 2D6, and
3A4, with ICsg values of >30uM (>11.5pg/mL). Bortezomib may inhibit 2C19 activity (ICso =
18 uM, 6.9 pg/mL) and increase exposure to drugs that are substrates for this enzyme.

Bortezomib did not induce the activities of cytochrome P450 3A4 and 1A2 in primary cultured
human hepatocytes.

CLINICAL STUDIES

Randomized, Open-Label Clinical Study in Relapsed Multiple Myeloma

A prospective phase 3, international, randomized (1:1), stratified, open-label clinical trial
enrolling 669 patients was designed to determine whether VELCADE resulted in improvement
in time to progression (TTP) compared to high-dose dexamethasone in patients with progressive
multiple myeloma following 1 to 3 prior therapies. Patients considered to be refractory to prior
high-dose dexamethasone were excluded as were those with baseline grade > 2 peripheral
neuropathy or platelet counts <50,000/uL. A total of 627 patients were evaluable for response.

Stratification factors were based on the number of lines of prior therapy the patient had
previously received (1 previous line versus more than 1 line of therapy), time of progression
relative to prior treatment (progression during or within 6 months of stopping their most recent
therapy versus relapse >6 months after receiving their most recent therapy), and screening
B>-microglobulin levels (<2.5 mg/L versus >2.5 mg/L).

Baseline patient and disease characteristics are summarized in Table 1.
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Table 1: Summary of Baseline Patient and Disease Characteristics in the Phase 3 Trial

VELCADE Dexamethasone
Patient Characteristics N=333 N=336
Median age in years (range) 62.0 (33, 84) 61.0 (27, 86)
Gender: Male/female 56% / 44% 60% / 40%
Race: Caucasian/black/other 90% / 6% / 4% 88% /7% / 5%
Karnofsky performance status score <70 13% 17%
Hemoglobin <100 g/L 32% 28%
Platelet count <75 x 10°/L 6% 4%

Disease Characteristics
Type of myeloma (%): IgG/IgA/Light chain

60% /23%/12%

59%/24% / 13%

Median f,-microglobulin (mg/L) 3.7 3.6
Median albumin (g/L) 39.0 39.0
Creatinine clearance <30 mL/min [n (%)] 17 (5%) 11 3%)
Median Duration of Multiple Myeloma Since
Diagnosis (Years) 35 3.1
Number of Prior Therapeutic Lines of Treatment
Median 2 2
1 prior line 40% 35%
> 1 prior line 60% 65%
All Patients (N=333) (N=336)
Any prior steroids, e.g., dexamethasone, VAD 98% 99%
Any prior anthracyclines, e.g., VAD, mitoxantrone 77% 76%
Any prior alkylating agents, e.g., MP, VBMCP 91% 92%
Any prior thalidomide therapy 48% 50%
Vinca alkaloids 74% 72%
Prior stem cell transplant/other high-dose therapy 67% 68%
Prior experimental or other types of therapy 3% 2%

Patients in the VELCADE treatment group were to receive eight 3-week treatment cycles
followed by three 5- week treatment cycles of VELCADE. Within each 3-week treatment cycle,
VELCADE 1.3 mg/m*/dose alone was administered by IV bolus twice weekly for 2 weeks on
Days 1, 4, 8, and 11 followed by a 10- day rest period (Days 12 to 21). Within each 5-week
treatment cycle, VELCADE 1.3 mg/m*/dose alone was administered by IV bolus once weekly
for 4 weeks on Days 1, 8, 15, and 22 followed by a 13-day rest period (Days 23 to 35) (see

DOSAGE AND ADMINISTRATION).

Patients in the dexamethasone treatment group were to receive four 5-week treatment cycles
followed by five 4-week treatment cycles. Within each 5-week treatment cycle, dexamethasone
40 mg/day PO was administered once daily on Days 1 to 4, 9 to 12, and 17 to 20 followed by a
15-day rest period (Days 21-35). Within each 4-week treatment cycle, dexamethasone 40
mg/day PO was administered once daily on Days 1 to 4 followed by a 24-day rest period (Days 5
to 28). Patients with documented progressive disease on dexamethasone were offered
VELCADE at a standard dose and schedule on a companion study.

Following a preplanned interim analysis of time to progression, the dexamethasone arm was
halted and all patients randomized to dexamethasone were offered VELCADE, regardless of
disease status. At this time of study termination, a final statistical analysis was performed. Due
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to this early termination of the study, the median duration of follow-up for surviving patients
(n=534) is limited to 8.3 months.

In the VELCADE arm, 34% of patients received at least one VELCADE dose in all 8 of the 3-
week cycles of therapy, and 13% received at least one dose in all 11 cycles. The average number
of VELCADE doses during the study was 22, with a range of 1 to 44. In the dexamethasone
arm, 40% of patients received at least one dose in all 4 of the 5-week treatment cycles of therapy,
and 6% received at least one dose in all 9 cycles.

The time to event analyses and response rates from the phase 3 trial are presented in Table 2.
Response and progression were assessed using the European Group for Blood and Marrow
Transplantation (EBMT) criteria.' Complete response (CR) required < 5% plasma cells in the
marrow, 100% reduction in M-protein, and a negative immunofixation test (IF"). Partial
Response (PR) requires >50% reduction in serum myeloma protein and >90% reduction of urine
myeloma protein on at least 2 occasions for a minimum of at least 6 weeks along with stable
bone disease and normal calcium. Near complete response (nCR) was defined as meeting all the
criteria for complete response including 100% reduction in M-protein by protein electrophoresis,
however M-protein was still detectable by immunofixation (IF").



122
123
124
125

126
127
128
129
130
131
132
133
134
135
136
137
138
139
140
141
142

143

144

Table 2: Summary of Efficacy Analyses in the Randomized Phase 3 Study

All Patients 1 Prior Line of Therapy > 1 Prior Line of
Therapy
VELCADE Dex VELCADE Dex VELCADE Dex
Efficacy Endpoint n=333 n=336 n=132 n=119 n=200 n=217
Time to Progression —
Events n (%) 147(44) 196(58) 55(42) 64(54) 92(46) 132(61)
6.2 mo 3.5mo 7.0 5.6 4.9 2.9
Median * (95% CI) (4.9,6.9) (2.9,4.2) (6.2, 8.8) (3.4,6.3) (4.2,6.3) (2.8,3.5)
Hazard ratiob 0.55 0.55 0.54
(95% CI) (0.44, 0.69) (0.38, 0.81) (0.41,0.72)
p-value © <0.0001 0.0019 <0.0001
Overall Survival
Events (deaths) n (%) 51(15) 84(25) 12(9) 24(20) 39(20) 60(28)
Hazard ratio 0.57 0.39 0.65
(95% CI) (0.40, 0.81) (0.19, 0.81) (0.43, 0.97)
p-value “° <0.05 <0.05 <0.05
Response Rate
populatione n=627 n=315 n=312 n=128 n=110 n=187 n=202
CR' n (%) 20(6) 2(<1) 8(6) 2(2) 12(6) 0(0)
PR n(%) 101(32) 54(17) 49(38) 27(25) 52(28) 27(13)
nCR" n(%) 21(7) 3(<1) 8(6) 2(2) 13(7) 1(<1)
CR + PR’ n (%) 121 (38) 56 (18) 57(45) 29(26) 64(34) 27(13)
p-value h <0.0001 0.0035 <0.0001
Median Response
Duration _ _
CR' 9.9 mo NE' 9.9 mo NE 6.3 mo NA!
nCR' 11.5 mo 9.2 mo NE NE 11.5 mo 9.2 mo
CR + PR’ 8.0 mo 5.6 mo 8.1 mo 6.2 mo 7.8 mo 4.1 mo

? Kaplan-Meier estimate.

® Hazard ratio is based on Cox proportional-hazard model with the treatment as single independent variable. A hazard

ratio less than 1 indicates an advantage for VELCADE.
¢ p-value based on the stratified log-rank test including randomization stratification factors.
4 Precise p-value cannot be rendered
¢ Response population includes patients who had measurable disease at baseline and received at least 1 dose of study

drug.

f EBMT criteria'; nCR meets all EBMT criteria for CR but has positive IF. Under EBMT criteria. nCR is in the PR

category.

€ In 2 patients, the IF was unknown.
" p-value for Response Rate (CR + PR) from the Cochran-Mantel-Haenszel chi-square test adjusted for the

~ stratification factors;
' Not Estimable.

§ Not Applicable, no patients in category.
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TTP was statistically significantly longer on the VELCADE arm (see Fig. 1).

Proportion of Patients
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Fig. 1: Time to Progression
Bortezomib vs. Dexamethasone
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As shown in Figure 2, VELCADE had a significant survival advantage relative to
dexamethasone (p<0.05). The median follow-up was 8.3 months.

Proportion of Patients

Fig. 2: Overall Survival
Bortezomib vs. Dexamethasone
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For the 121 patients achieving a response (CR or PR) on the VELCADE arm, the median
duration was 8.0 months (95% CI: 6.9, 11.5 months) compared to 5.6 months (95% CI:

7
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4.8, 9.2 months) for the 56 responders on the dexamethasone arm. The response rate was
significantly higher on the VELCADE arm regardless of 3,-microglobulin levels at
baseline.

Phase 2 Single-arm Clinical Study in Relapsed Multiple Myeloma

The safety and efficacy of VELCADE in relapsed multiple myeloma were evaluated in
an open-label, single-arm, multicenter study of 202 patients who had received at least 2
prior therapies and demonstrated disease progression on their most recent therapy. The
median number of prior therapies was 6. Baseline patient and disease characteristics are
summarized in Table 3.

An IV bolus injection of VELCADE 1.3 mg/m?*/dose was administered twice weekly for
2 weeks on Days 1, 4, 8, and 11 followed by a 10-day rest period (Days 12 to 21) for a
maximum of § treatment cycles. The study employed dose modifications for toxicity (see
DOSAGE AND ADMINISTRATION). Patients who experienced a response to
VELCADE were allowed to continue VELCADE treatment in an extension study.



197 Table 3: Summary of Baseline Patient and

198 Disease Characteristics in a Single-arm Phase 2 Study*
N =202
Patient Characteristics
Median age in years (range) 59 (34, 84)
Gender: Male/female 60% / 40%
Race: Caucasian/black/other 81% /10% /8%
Karnofsky Performance Status score <70 20%
Hemoglobin <100 g/L 44%
Platelet count <75 x 10°/L 21%
Disease Characteristics
Type of myeloma (%): IgG/IgA/Light chain 60% /24% / 14%
Median B,-microglobulin (mg/L) 35
Median creatinine clearance (mL/min) 73.9
Abnormal cytogenetics 35%
Chromosome 13 deletion 15%
Median Duration of Multiple Myeloma Since Diagnosis in Years 4.0
Previous Therapy
Any prior steroids, e.g., dexamethasone, VAD 99%
Any prior alkylating agents, e.g., MP, VBMCP 92%
Any prior anthracyclines, e.g., VAD, mitoxantrone 81%
Any prior thalidomide therapy 83%
Received at least 2 of the above 98%
Received at least 3 of the above 92%
Received all 4 of the above 66%
Any prior stem cell transplant/other high-dose therapy 64%
Prior experimental or other types of therapy 44%

199 * Based on number of patients with baseline data available

200  Responses to VELCADE alone are shown in Table 4. Response rates to VELCADE

201  alone were determined by an independent review committee (IRC) based on EBMT

202 criteria.' Response rates using the Southwest Oncology Group (SWOG) criteria® are also
203 shown. SWOG response required a >75% reduction in serum myeloma protein and/or
204  2>90% urine protein. A total of 188 patients were evaluable for response; 9 patients with
205  nonmeasurable disease could not be evaluated for response by the IRC, and 5 patients
206  were excluded from the efficacy analyses because they had had minimal prior therapy.
207  The mean number of cycles administered was 6. The median time to response was 38
208  days (range 30 to 127 days). The median survival of all patients enrolled was 17 months
209  (range <I to 36+ months).

210
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Table 4: Summary of Disease Outcomes (Phase 2 study)

Response Analyses (VELCADE monotherapy) N = 188 N (%) (95% CI)
Overall Response Rate (EBMT) (CR + PR) 52 (28%) (21, 35)
Complete Response (CR) 5(3%) (1,6)
Partial Response (PR) 47 (25%) (19, 32)
Clinical Remission (SWOG)* 33 (18%) (12,24)
Kaplan-Meier Estimated Median Duration of Response (95% CI) 385 Days (245, 538)

? Clinical Remission (SWOG) required >75% reduction in serum myeloma protein and/or >90% reduction
of urine myeloma protein on at least 2 occasions for a minimum of at least 6 weeks, stable bone disease
and normal calcium.?

Of the 202 patients enrolled, 35% were 65 years of age or older. Nineteen percent (19%)
of patients aged 65 years or older experienced CR or PR.

In this study, the response rate to VELCADE, based on a univariate analysis, was
independent of the number and types of prior therapies. There was a decreased
likelihood of response in patients with either >50% plasma cells or abnormal cytogenetics
in the bone marrow. Responses were seen in patients with chromosome 13

abnormalities.

A Randomized Phase 2 Dose-Response Study in Relapsed Multiple Myeloma

An open-label, multicenter study randomized 54 patients with multiple myeloma who had
progressed or relapsed on or after front-line therapy to receive VELCADE 1.0 mg/m” or
1.3 mg/m’ IV bolus twice weekly for 2 weeks on Days 1, 4, 8, and 11 followed by a 10-
day rest period (Days 12 to 21). The median duration of time between diagnosis of
multiple myeloma and first dose of VELCADE on this trial was 2.0 years, and patients
had received a median of 1 prior line of treatment (median of 3 prior therapies). A single
complete response was seen at each dose. The overall response rates (CR + PR) were
30% (8/27) at 1.0 mg/m” and 38% (10/26) at 1.3 mg/m’.

A Phase 2 Open-Label Extension Study

Patients from the two phase 2 studies who in the investigators’ opinion would experience
additional clinical benefit continued to receive VELCADE beyond 8 cycles on an
extension study. Sixty-three (63) patients from the phase 2 multiple myeloma studies
were enrolled and received a median of 7 additional cycles of VELCADE therapy for a
total median of 14 cycles (range 7 to 32). The overall median dosing intensity was the
same in both the parent protocol and extension study. Sixty-seven percent (67%) of
patients initiated the extension study at the same or higher dose intensity at which they
completed the parent protocol, and 89% of patients maintained the standard 3-week
dosing schedule during the extension study. No new cumulative or new long-term
toxicities were observed with prolonged VELCADE treatment (see ADVERSE
EVENTYS).

10
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INDICATIONS AND USAGE
VELCADE" (bortezomib) for Injection is indicated for the treatment of multiple
myeloma patients who have received at least 1 prior therapy.

CONTRAINDICATIONS
VELCADE is contraindicated in patients with hypersensitivity to bortezomib, boron, or
mannitol.

WARNINGS
VELCADE should be administered under the supervision of a physician experienced in
the use of antineoplastic therapy.

Pregnancy Category D
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/m” in the rat and 0.05 mg/kg; 0.6
mg/m” in the rabbit) when administered during organogenesis. These dosages are
approximately half the clinical dose of 1.3 mg/m” based on body surface area.

Pregnant rabbits given bortezomib during organogenesis at a dose of 0.05mg/kg (0.6
mg/m”) 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/m? based on body surface
area.

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.

PRECAUTIONS

Peripheral Neuropathy: VELCADE treatment causes a peripheral neuropathy that is
predominantly sensory. However, cases of severe sensory and motor peripheral
neuropathy have been reported. Patients with pre-existing 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 or neuropathic
pain. Patients experiencing new or worsening peripheral neuropathy may require change
in the dose and schedule of VELCADE (see DOSAGE AND ADMINISTRATION).
Following dose adjustments, improvement in or resolution of peripheral neuropathy was
reported in 51% of patients with > Grade 2 peripheral neuropathy in the phase 3 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 studies (also see ADVERSE REACTIONS).

11
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Hypotension: In phase 2 and 3 studies, the incidence of hypotension (postural,
orthostatic, and hypotension NOS) was 11% to 12%. These events are observed
throughout therapy. Caution should be used when treating patients with a history of
syncope, patients receiving medications known to be associated with hypotension, and
patients who are dehydrated. Management of orthostatic/postural hypotension may
include adjustment of antihypertensive medications, hydration, and administration of
mineralocorticoids and/or sympathomimetics (see ADVERSE REACTIONS).

Cardiac Disorders: Acute development or exacerbation of congestive heart failure,
and/or new onset of decreased left ventricular ejection fraction has been reported,
including reports in patients with few or no risk factors for decreased left ventricular
ejection fraction. Patients with risk factors for, or existing heart disease should be closely
monitored. In the phase 3 study, 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.

Pulmonary Disorders: There have been rare reports of acute diffuse infiltrative
pulmonary disease of unknown etiology such as pneumonitis, interstitial pneumonia, lung
infiltration and Acute Respiratory Distress Syndrome (ARDS) in patients receiving
VELCADE. Some of these events have been fatal. A higher proportion of these events
have been reported in Japan. In the event of new or worsening pulmonary symptoms, a
prompt diagnostic evaluation should be performed and patients treated appropriately.

In a clinical trial, the first two patients given high-dose cytarabine (2g/m” per day) by
continuous infusion with daunorubicin and VELCADE for relapsed acute myelogenous
leukemia died of ARDS early in the course of therapy.

Laboratory Tests: Complete blood counts (CBC) should be frequently monitored
throughout treatment with VELCADE.

Gastrointestinal Adverse Events: VELCADE treatment can cause nausea, diarrhea,
constipation, and vomiting (see ADVERSE REACTIONS) sometimes requiring use of
antiemetic and antidiarrheal medications. Fluid and electrolyte replacement should be
administered to prevent dehydration.

Thrombocytopenia/Neutropenia: VELCADE is associated with thrombocytopenia and
neutropenia (see ADVERSE EVENTS). Platelets and neutrophils 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 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 for the phase 3 study. In the phase 3
study, the incidence of significant bleeding events (> Grade 3) was similar on both the
VELCADE (4%) and dexamethasone (5%) arms. Platelet counts should be monitored

12
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prior to each dose of VELCADE. VELCADE therapy should be held when the platelet
count is <25,000/uL and reinitiated at a reduced dose (see DOSAGE AND
ADMINISTRATION and ADVERSE REACTIONS). There have been reports of
gastrointestinal and intracerebral hemorrhage in association with VELCADE.
Transfusions may be considered. The incidence of febrile neutropenia was <1% in both
the phase 3 and phase 2 trials.

Table S: Severity of Thrombocytopenia Related to
Pretreatment Platelet Count in the Phase 3 Study

Number of Number (%) of Patients Number (%) of Patients
Pretreatment Patients with Platelet Count with Platelet Count
Platelet Count* (N=331)** <10,000/pnL 10,000-25,000/nL.
> 75,000/uL 309 8 (3%) 36 (12%)
> 50,000/pL- <75,000/uL 14 2 (14%) 11 (79%)
>10,000/pL-<50,000/uL 7 1 (14%) 5 (71%)

* A baseline platelet count of 50,000/[LL was required for study eligibility.

**Data were missing at baseline for 1 patient.
Thrombocytopenia was reported in 43% of patients in the phase 2 studies.

Tumor Lysis Syndrome: Because VELCADE is a cytotoxic agent and can rapidly kill
malignant cells, the complications of tumor lysis syndrome may occur. Patients at risk of
tumor lysis syndrome are those with high tumor burden prior to treatment. These patients
should be monitored closely and appropriate precautions taken.

Hepatic Events

Rare cases of acute liver failure have been reported in patients receiving multiple
concomitant medications and with serious underlying medical conditions. Other reported
hepatic events include increases in liver enzymes, hyperbilirubinemia, and hepatitis.

Such changes may be reversible upon discontinuation of VELCADE. There is limited re-
challenge information in these patients.

Patients with Hepatic Impairment: Bortezomib is metabolized by liver enzymes and
bortezomib’s clearance may decrease in patients with hepatic impairment. These patients
should be closely monitored for toxicities when treated with VELCADE (see
CLINICAL PHARMACOLOGY/Pharmacokinetics-Special Populations).

Patients with Renal Impairment: No clinical information is available on the use of
VELCADE in patients with creatinine clearance values less than 13 mL/min and patients
on hemodialysis. Patients with renal impairment should be closely monitored for
toxicities when treated with VELCADE (see CLINICAL
PHARMACOLOGY/Pharmacokinetics-Special Populations).

Animal Toxicity Findings

Cardiovascular toxicity

Studies in monkeys showed that administration of dosages approximately twice the
recommended clinical dose resulted in heart rate elevations, followed by profound
progressive hypotension, bradycardia, and death 12 to 14 hours post dose. Doses
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>1.2 mg/m” induced dose-proportional changes in cardiac parameters. Bortezomib has
been shown to distribute to most tissues in the body, including the myocardium. In a
repeated dosing toxicity study in the monkey, myocardial hemorrhage, inflammation, and
necrosis were also observed.

Chronic Administration

In animal studies at a dose and schedule similar to that recommended for patients (twice
weekly dosing for 2 weeks followed by 1-week rest), toxicities observed included severe
anemia and thrombocytopenia, and gastrointestinal, neurological and lymphoid system
toxicities. Neurotoxic effects of bortezomib in animal studies included axonal swelling
and degeneration in peripheral nerves, dorsal spinal roots, and tracts of the spinal cord.
Additionally, multifocal hemorrhage and necrosis in the brain, eye, and heart were
observed.

Information for Patients
Physicians are advised to discuss the PATIENT INFORMATION section with patients
prior to treatment with VELCADE (see PATIENT INFORMATION).

Ability to Drive or Operate Machinery or Impairment of Mental Ability: VELCADE may
cause fatigue, dizziness, syncope, orthostatic/postural hypotension. Patients should be
advised not to drive or operate machinery if they experience these symptoms.

Dehydration/Hypotension: 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.

Drug Interactions
No formal drug interaction studies have been conducted with VELCADE.

In vitro studies with human liver microsomes indicate that bortezomib is primarily a
substrate for cytochrome P450 3A4, 2C19, and 1A2. 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 CLINICAL
PHARMACOLOGY/Pharmacokinetics-Drug Interactions).

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.

Drug Laboratory Test Interactions
None known.

Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been conducted with bortezomib.
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Bortezomib showed clastogenic activity (structural chromosomal aberrations) in the in
vitro chromosomal aberration assay using Chinese hamster ovary cells. Bortezomib was
not genotoxic when tested in the in vitro mutagenicity assay (Ames test) and in vivo
micronucleus assay in mice.

Fertility studies with bortezomib were not performed but evaluation of reproductive
tissues has been performed in the general toxicity studies. In the 6-month rat toxicity
study, degenerative effects in the ovary were observed at doses > 0.3 mg/m” (one-fourth
of the recommended clinical dose), and degenerative changes in the testes occurred at 1.2
mg/m”. VELCADE could have a potential effect on either male or female fertility.

Pregnancy Category D (see WARNINGS)
Pregnancy/Nursing: Patients should be advised to use effective contraceptive measures to
prevent pregnancy.

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, women should be advised against breast feeding while
being treated with VELCADE.

Pediatric Use
The safety and effectiveness of VELCADE in children has not been established.

Geriatric Use

Of the 669 patients enrolled, 245 (37%) were 65 years of age or older: 125 (38%) on the
VELCADE arm and 120 (36%) on 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 CLINICAL STUDIES).

In the phase 2 clinical study of 202 patients, 35% of patients were 65 years of age or
older, the incidence of Grade > 3 events was 74%, 80%, and 85% for VELCADE patients
<50, 51 to 65, and >65 years old, respectively (see CLINICAL STUDIES).

No overall differences in safety or effectiveness were observed between patients > age 65
and younger patients receiving VELCADE; but greater sensitivity of some older
individuals cannot be ruled out.

ADVERSE REACTIONS

Randomized Open-Label Phase 3 Clinical Study

Among the 331 VELCADE treated patients, the most commonly reported events overall
were asthenic conditions (61%), diarrhea and nausea (each 57%), constipation (42%),
peripheral neuropathy NEC (36%), vomiting, pyrexia, thrombocytopenia, and psychiatric
disorders (each 35%), anorexia and appetite decreased (34%), paresthesia and dysesthesia
(27%), anemia and headache (each 26%), and cough (21%). The most commonly

15



445
446
447
448
449
450
451
452

453
454
455
456
457
458
459
460
461

462
463
464
465
466
467
468
469

470
471
472
473

474
475

reported adverse events reported among the 332 patients in the dexamethasone group
were psychiatric disorders (49%), asthenic conditions (45%), insomnia (27%), anemia
(22%), and diarrhea and lower respiratory/lung infections (each 21%). Fourteen percent
(14%) of patients in the VELCADE treated arm experienced a Grade 4 adverse event; the
most common toxicities were thrombocytopenia (4%), neutropenia (2%) and
hypercalcemia (2%). Sixteen percent (16%) of dexamethasone treated patients
experienced a Grade 4 adverse event; the most common toxicity was hyperglycemia
(2%).

Serious Adverse Events (SAEs)

Serious adverse events are defined as any event, regardless of causality, that results in
death, is life-threatening, requires hospitalization or prolongs a current hospitalization,
results in a significant disability, or is deemed to be an important medical event. A total
of 144 (44%) patients from the VELCADE treatment arm experienced an SAE during the
study, as did 144 (43%) dexamethasone-treated patients. The most commonly reported
SAEs in the VELCADE treatment arm were pyrexia (6%), diarrhea (5%), dyspnea and
pneumonia (4%), and vomiting (3%). In the dexamethasone treatment group, the most
commonly reported SAEs were pneumonia (7%), pyrexia (4%), and hyperglycemia (3%).

A total of 145 patients, including 84 (25%) of 331 patients in the VELCADE treatment
group and 61 (18%) of 332 patients in the dexamethasone treatment group were
discontinued from treatment due to adverse events assessed as drug-related by the
investigators. Among the 331 VELCADE treated patients, the most commonly reported
drug-related event leading to discontinuation was peripheral neuropathy (8%). Among
the 332 patients in the dexamethasone group, the most commonly reported drug-related
events leading to treatment discontinuation were psychotic disorder and hyperglycemia
(2% each).

Four deaths were considered to be VELCADE related in the phase 3 study: 1 case each of
cardiogenic shock, respiratory insufficiency, congestive heart failure and cardiac arrest.
Four deaths were considered dexamethasone-related: 2 cases of sepsis, 1 case of
bacterial meningitis, and 1 case of sudden death at home.

The most common adverse events from the phase 3 study are shown in Table 6. All
adverse events with incidence >10% in the VELCADE arm are included.
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Table 6: Most Commonly Reported Adverse Events (=10% in VELCADE arm),
with Grades 3 and 4 Intensity in the Phase 3 Randomized Study (N=663)

Treatment Group

VELCADE (n=331) [n (%)] Dexamethasone (n1=332) [n (%)]
Grade 3 Grade 4 Grade 3 Grade 4
All Events Events Events All Events Events Events
Adverse Event 331 (100) 203 (61) 45 (14) 327 (98) 146 (44) 52 (16)
Asthenic conditions 201 (61) 39 (12) 1(<1) 148 (45) 20 (6) 0
Diarrhea 190 (57) 24(7) 0 69 (21) 6(2) 0
Nausea 190 (57) 8(2) 0 46 (14) 0 0
Constipation 140 (42) 7(2) 0 49 (15) 4(1) 0
Peripheral neuropathy” 120 (36) 24 (7) 2 (<1) 29 (9) 1(<1) 1(<1)
Vomiting 117 (35) 11(3) 0 20 (6) 4(1) 0
Pyrexia 116 (35) 6(2) 0 54 (16) 4(1) 1(<1)
Thrombocytopenia 115 (35) 85 (26) 12 (4) 36 (11) 18 (5) 4 (1)
Psychiatric disorders 117 (35) 9(3) 2 (<1) 163 (49) 26 (8) 3(<1)
Anorexia and appetite 112 (34) 9(3) 0 31 (9) 1(<1) 0
decreased
Paresthesia and 91 (27) 6(2) 0 38 (11) 1(<1) 0
dysesthesia
Anemia 87 (26) 31 (9) 2 (<1) 74 (22) 32 (10) 3(<1)
Headache 85 (26) 3 (<1) 0 43 (13) 2 (<1) 0
Cough 70 (21) 2 (<1) 0 35(11) 1(<1) 0
Dyspnea 65 (20) 16 (5) 1(<1) 58 (17) 9(3) 2 (<1)
Neutropenia 62 (19) 40 (12) 8(2) 52) 4(1) 0
Rash 61 (18) 4(1) 0 20 (6) 0 0
Insomnia 60 (18) 1(<1) 0 90 (27) 5(2) 0
Abdominal pain 53 (16) 6(2) 0 12 (4) 1(<1) 0
Bone pain 52 (16) 12 (4) 0 50 (15) 9(3) 0
Lower respiratory/ 48 (15) 12 (4) 2 (<1) 69 (21) 24(7) 1(<1)
lung infections
Pain in limb 50 (15) 5() 0 24 (7) 2 (<1) 0
Back pain 46 (14) 10 (3) 0 33 (10) 4() 0
Arthralgia 45 (14) 3(<1) 0 35(11) 52) 0
Dizziness (excl. vertigo) 45 (14) 3 (<) 0 34 (10) 0 0
Nasopharyngitis 45 (14) 1(<1) 0 22 (7) 0 0
Herpes zoster 42 (13) 6(2) 0 15 (5) 4 (1) 1(<1)
Muscle cramps 41 (12) 0 0 50 (15) 3 (<D 0
Myalgia 39 (12) 1(<1) 0 18 (5) 1(<1) 0
Rigors 37(11) 0 0 8(2) 0 0
Edema lower limb 35(11) 0 0 43 (13) 1(<1) 0

 Peripheral neuropathy includes all terms under peripheral neuropathy NEC, (peripheral neuropathy NOS,
peripheral neuropathy aggravated, peripheral sensory neuropathy, and peripheral motor neuropathy, and

neuropathy NOS).
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Non-randomized Phase 2 Clinical Studies

The two phase 2 studies described (see CLINICAL STUDIES) evaluated 228 patients
with multiple myeloma receiving VELCADE 1.3 mg/m?/dose twice weekly for 2 weeks
followed by a 10-day rest period (21-day treatment cycle length) for a maximum of 8
treatment cycles.

The most commonly reported adverse events were asthenic conditions (including fatigue,
malaise, and weakness) (65%), nausea (64%), diarrhea (51%), appetite decreased
(including anorexia), constipation, and thrombocytopenia (each 43%), peripheral
neuropathy (including peripheral sensory neuropathy and peripheral neuropathy
aggravated) (37%), pyrexia and vomiting (each 36%), and anemia (32%). Fourteen
percent (14%) of patients experienced at least 1 episode of Grade 4 toxicity; the most
common toxicities were thrombocytopenia (3%) and neutropenia (3%).

Serious Adverse Events (SAEs)

A total of 113 (50%) of the 228 patients in the phase 2 studies experienced SAEs during
the studies. The most commonly reported SAEs included pyrexia and pneumonia (each
7%), diarrhea (6%), vomiting and dehydration (each 5%), and nausea (4%).

In the phase 2 clinical studies, adverse events thought by the investigator to be drug-
related and leading to discontinuation occurred in 18% of patients. The reasons for
discontinuation included peripheral neuropathy (5%), thrombocytopenia (4%), and
diarrhea and fatigue (each 2%).

Two deaths were reported and considered by the investigator to be possibly related to
study drug: 1 case of cardiopulmonary arrest and 1 case of respiratory failure.

The most common adverse events are shown in Table 7. All adverse events occurring at
>10% are included. In the single-arm studies conducted, it is often not possible to
distinguish between adverse events that are drug-caused and those that reflect the
patient’s underlying disease. Please see the discussion of specific adverse reactions that
follows.
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Table 7: Most Commonly Reported (=10% Overall) Adverse Events in the Phase 2
Studies using the 1.3 mg/m’ dose (N=228)

All Patients (N=228) [n (%)]

Adverse Event All Events Grade 3 Events Grade 4 Events
Asthenic conditions 149 (65) 42 (18) 1(<1)
Nausea 145 (64) 13 (6) 0
Diarrhea 116 (51) 16 (7) 2 (<1)
Appetite decreased 99 (43) 6(3) 0
Constipation 97 (43) 52) 0
Thrombocytopenia 97 (43) 61 (27) 7(3)
Peripheral neuropathy 84 (37) 31 (14) 0
Pyrexia 82 (36) 9(4) 0
Vomiting 82 (36) 16 (7) 1(<1)
Anemia 74 (32) 21 (9) 0
Headache 63 (28) 8(4) 0
Insomnia 62 (27) 3(1) 0
Arthralgia 60 (26) 11 (5) 0
Pain in limb 59 (26) 16 (7) 0
Edema 58 (25) 3(1) 0
Neutropenia 55 (24) 30 (13) 6(3)
Paresthesia and dysesthesia 53 (23) 6(3) 0
Dyspnea 50 (22) 7(3) 1(<1)
Dizziness (excluding vertigo) 48 (21) 3(1) 0
Rash 47 (21) 1(<1) 0
Dehydration 42 (18) 15(7) 0
Upper respiratory tract infection 41 (18) 0 0
Cough 39 (17) 1(<1) 0
Bone pain 33 (14) 5(12) 0
Anxiety 32 (14) 0 0
Myalgia 32 (14) 52) 0
Back pain 31 (14) 9(4) 0
Muscle cramps 31 (14) 1(<1) 0
Dyspepsia 30 (13) 0 0
Abdominal pain 29 (13) 5(1) 0
Dysgeusia 29 (13) 1(<1) 0
Hypotension 27 (12) 8(4) 0
Rigors 27 (12) 1(<1) 0
Herpes zoster 26 (11) 2 (<1) 0
Pruritus 26 (11) 0 0
Vision blurred 25(11) 1(<1) 0
Pneumonia 23 (10) 12 (5) 0

The Phase 2 Open-Label Extension Study

In the phase 2 extension study of 63 patients noted above (see CLINICAL STUDIES)
no new cumulative or new long term toxicities were observed with prolonged VELCADE

treatment.

Description of Selected Adverse Events from the Phase 3 and Phase 2 Studies

Gastrointestinal Events
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In the phase 3 trial, 89% of patients on the VELCADE arm and 54% of patients on the
dexamethasone arm experienced at least one GI disorder. The most common GI
disorders in VELCADE patients included nausea, diarrhea, constipation, vomiting, and
anorexia. Grade 3 GI events occurred in 18% of patients on the VELCADE arm and 6%
of patients on the dexamethasone arm; Grade 4 events were rare (<1%) in both groups.
GI events were considered serious in 9% and 5% of the VELCADE and dexamethasone
patients, respectively. Six percent (6%) of patients on the VELCADE arm and 2% of
patients on the dexamethasone arm discontinued due to a GI event. The majority of
patients also experienced GI events during the phase 2 studies. These events were Grade
3 or 4 in 21% of patients and serious in 13% of patients.

Thrombocytopenia

In both the phase 3 and phase 2 studies, VELCADE associated thrombocytopenia was
characterized by a decrease in platelet count during the dosing period (days 1 to 11) and a
return toward baseline during the 10-day rest period during each treatment cycle. In the
phase 3 trial, thrombocytopenia was reported in 35% and 11% of patients on the
VELCADE and dexamethasone arms, respectively. On the VELCADE arm
thrombocytopenia was reported as Grade 3 in 26%, Grade 4 in 4%, and serious in 2% of
patients, and the event resulted in VELCADE discontinuation in 2% of patients. In the
phase 2 studies, thrombocytopenia was reported in 43% of patients, and 4% of those
patients discontinued VELCADE treatment due to thrombocytopenia (see
PRECAUTIONS).

Peripheral Neuropathy

In the phase 3 trial, peripheral neuropathy NEC occurred in 36% of patients on the
VELCADE arm and in 9% of patients on the dexamethasone arm. Peripheral neuropathy
was Grade 3 for 7% of patients and Grade 4 for <1% of patients on the VELCADE arm.
Eight percent (8%) of patients discontinued VELCADE due to peripheral neuropathy. Of
the 87 patients who experienced > Grade 2 peripheral neuropathy, 51% had improved or
resolved with a median of 3.5 months from first onset.

In the phase 2 studies, 81% of patients (173 of 214) starting at the 1.3 mg/m” dose and
with data available, had symptoms or signs of peripheral neuropathy at baseline
evaluation. In 62% of these patients (108 of 173), no new onset or worsening of
neuropathy was reported during treatment with VELCADE. New or worsening
peripheral neuropathy NEC among all patients in the phase 2 studies treated with the
1.3mg/m” dose was Grade 3 in 14% (31 of 228), and there were no Grade 4 events. Six
percent (6%) of patients (13 of 228) discontinued VELCADE due to peripheral
neuropathy. Among the patients with peripheral neuropathy that was Grade 2 and led to
discontinuation or was > Grade 3, 73% (24 of 33) reported improvement or resolution
following VELCADE dose adjustment, with a median time to improvement of one Grade
or more from the last dose of VELCADE of 33 days (see PRECAUTIONS).

Hypotension

In the phase 3 study, the incidence of hypotension (postural hypotension, orthostatic
hypotension and hypotension NOS) was 11% on the VELCADE arm compared to 2% on
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the dexamethasone arm. Hypotension was Grade 1 or 2 in the majority of patients and
Grade 3 in <1%. Two percent (2%) of patients on the VELCADE arm had hypotension
reported as an SAE, and <1% discontinued due to hypotension. Similar incidences were
reported in the phase 2 studies. In addition, 4% of patients in phase 2 experienced
hypotension and had a concurrent syncopal event. Doses of antihypertensive medications
may need to be adjusted in patients receiving VELCADE.

Neutropenia

In the phase 3 study, neutrophil counts decreased during the VELCADE dosing period
(days 1 to 11) and returned toward baseline during the 10-day rest period during each
treatment cycle. Neutropenia occurred in 19% and 2% of patients in the VELCADE and
dexamethasone arms respectively. In the VELCADE arm, neutropenia was Grade 3 in
12% of patients and Grade 4 in 2%. No patient discontinued due to Grade 4 neutropenia.
In the phase 2 trials, neutropenia occurred in 24% of patients and was Grade 3 in 13%
and Grade 4 in 3%. The incidence of febrile neutropenia was <1% in both the phase 3
and phase 2 trials.

Asthenic conditions (Fatigue, Malaise, Weakness)

In the phase 3 trial, asthenia was reported in 61% and 45% of patients on the VELCADE
and dexamethasone arms respectively. Asthenia was > Grade 3 for 12% and 6% of
patients on the VELCADE and dexamethasone arms respectively. Three percent (3%) of
patients in the VELCADE group and 2% of patients in the dexamethasone group
discontinued treatment due to asthenia. Similar results were reported in the phase 2 trials.

Pyrexia

Pyrexia (>38°C) was reported as an adverse event for 35% of patients on the VELCADE
arm and 16% of patients on the dexamethasone arm in the phase 3 trial. On the
VELCADE arm this event was Grade 3 in 2%; no Grade 4 pyrexia was reported. Similar
results were reported in the phase 2 trials.

Additional Serious Adverse Events from Clinical Studies and Post-Marketing

The following clinically important SAEs that are not described above have been reported
in clinical trials in patients treated with VELCADE administered as monotherapy or in
combination with other chemotherapeutics. These studies were conducted in patients
with hematological malignancies and in solid tumors.

Blood and lymphatic system disorders: Disseminated intravascular coagulation

Cardiac disorders: Angina pectoris, atrial fibrillation aggravated, atrial flutter,
bradycardia, sinus arrest, cardiac amyloidosis, complete atrioventricular block,
myocardial ischemia, myocardial infarction, pericarditis, pericardial effusion, Torsades
de pointes, ventricular tachycardia

Ear and labyrinth disorders: Hearing impaired, vertigo

Eye disorders: Diplopia, conjunctival infection, irritation
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Gastrointestinal disorders: Ascites, dysphagia, fecal impaction, gastroenteritis, gastritis
hemorrhagic, hematemesis, hemorrhagic duodenitis, ileus paralytic, large intestinal
obstruction, paralytic intestinal obstruction, peritonitis, small intestinal obstruction, large
intestinal perforation, stomatitis, melena, pancreatitis acute, oral mucosal petechiae,
gastroesophageal reflux

General disorders and administration site conditions: Injection site erythema,
neuralgia, injection site pain, irritation, phlebitis

Hepatobiliary disorders: Cholestasis, hepatic hemorrhage, hyperbilirubinemia, portal
vein thrombosis, hepatitis, liver failure

Immune system disorders: Anaphylactic reaction, drug hypersensitivity, immune
complex mediated hypersensitivity, angioedema, laryngeal edema

Infections and infestations: Aspergillosis, bacteremia, urinary tract infection, herpes
viral infection, listeriosis, septic shock, toxoplasmosis, oral candidiasis, sinusitis, catheter
related infection

Injury, poisoning and procedural complications: Catheter related complication, skeletal
fracture, subdural hematoma

Metabolism and nutrition disorders: Hypocalcemia, hyperuricemia, hypokalemia,
hyperkalemia, hyponatremia, hypernatremia

Nervous system disorders: Ataxia, coma, dysarthria, dysautonomia, encephalopathy,
cranial palsy, grand mal convulsion, hemorrhagic stroke, motor dysfunction, spinal cord
compression, paralysis, postherpetic neuralgia, transient ischemic attack

Psychiatric disorders: Agitation, confusion, mental status change, psychotic disorder,
suicidal ideation

Renal and urinary disorders: Calculus renal, bilateral hydronephrosis, bladder spasm,
hematuria, hemorrhagic cystitis, urinary incontinence, urinary retention, renal failure
(acute and chronic), glomerular nephritis proliferative

Respiratory, thoracic and mediastinal disorders: Acute respiratory distress syndrome,
aspiration pneumonia, atelectasis, chronic obstructive airways disease exacerbated,
dysphagia, dyspnea, dyspnea exertional, epistaxis, hemoptysis, hypoxia, lung infiltration,
pleural effusion, pneumonitis, respiratory distress

Skin and subcutaneous tissue disorders: Urticaria, face edema, rash, leukocytoclastic
vasculitis

Vascular disorders: Cerebrovascular accident, cerebral hemorrhage, deep venous
thrombosis, peripheral embolism, pulmonary embolism, pulmonary hypertension

22



631
632
633
634
635

636
637
638
639

640

641
642

643
644
645
646
647
648

649
650
651
652

653

654
655
656
657
658
659
660
661

662
663
664
665
666
667

668
669

Post-Marketing Experience

Clinically significant adverse events are listed here if they have been reported during
post-approval use of VELCADE and either they have not been reported in clinical trials,
or they have been reported in clinical trials, but their occurrence in the post-approval
setting is considered meaningful:

Atrioventricular block complete, cardiac tamponade, ischemic colitis,
encephalopathy, dysautonomia, deafness bilateral, disseminated intravascular
coagulation, hepatitis, acute pancreatitis, acute diffuse infiltrative pulmonary disease
and toxic epidermal necrolysis.

OVERDOSAGE

In humans, overdosage more than twice the recommended dose has been associated with
the acute onset of symptomatic hypotension and thrombocytopenia with fatal outcomes.

In monkeys and dogs, cardiovascular safety pharmacology studies show that IV doses
approximately 2 to 3 times the recommended clinical dose (on a mg/m? basis) are
associated with increases in heart rate, decreases in contractility, hypotension, and death.
The decreased 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.

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 PRECAUTIONS and DOSAGE AND ADMINISTRATION).

DOSAGE AND ADMINISTRATION

The recommended dose of VELCADE is 1.3 mg/m*/dose administered as a 3 to 5 second
bolus intravenous injection twice weekly for 2 weeks (Days 1, 4, 8, and 11) followed by a
10-day rest period (Days 12-21). For extended therapy of more than 8 cycles, VELCADE
may be administered on the standard schedule or on a maintenance schedule of once
weekly for 4 weeks (Days 1, 8, 15, and 22) followed by a 13-day rest period (Days 23 to
35) (see CLINICAL STUDIES section for a description of dose administration
during the trials). At least 72 hours should elapse between consecutive doses of
VELCADE.

Dose Modification and Re-initiation of Therapy

VELCADE therapy should be withheld at the onset of any Grade 3 non-hematological or
Grade 4 hematological toxicities excluding neuropathy as discussed below (see
PRECAUTIONS). Once the symptoms of the toxicity have resolved, VELCADE
therapy may be reinitiated at a 25% reduced dose (1.3 mg/m*/dose reduced to 1.0
mg/m*/dose; 1.0 mg/m*/dose reduced to 0.7 mg/m*/dose).

Table 8 contains the recommended dose modification for the management of patients
who experience VELCADE related neuropathic pain and/or peripheral neuropathy.
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670  Patients with preexisting severe neuropathy should be treated with VELCADE only after
671  careful risk-benefit assessment.
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Table 8: Recommended Dose Modification for VELCADE related Neuropathic
Pain and/or Peripheral Sensory Neuropathy

Severity of Peripheral Neuropathy Signs and Modification of Dose and Regimen
Symptoms

Grade 1 (paresthesias and/or loss of reflexes) No action

without pain or loss of function

Grade 1 with pain or Grade 2 (interfering with Reduce VELCADE to 1.0 mg/m’

function but not with activities of daily living)

Grade 2 with pain or Grade 3 (interfering with Withhold VELCADE therapy until

activities of daily living) toxicity resolves. When toxicity resolves
reinitiate with a reduced dose of
VELCADE at

0.7 mg/m” and change treatment
schedule to once per week.

Grade 4 (disabling) Discontinue VELCADE

Grading based on NCI Common Toxicity Criteria CTCAE v3.0-

Administration Precautions: VELCADE is an antineoplastic. Caution should be used
during handling and preparation. Proper aseptic technique should be used. Use of gloves
and other protective clothing to prevent skin contact is recommended. In clinical trials,
local skin irritation was reported in 5% of patients, but extravasation of VELCADE was
not associated with tissue damage.

Reconstitution/Preparation for Intravenous Administration: Prior to use, the contents
of each vial must be reconstituted with 3.5 mL of normal (0.9%) saline, Sodium Chloride
Injection, USP. The reconstituted product should be a clear and colorless solution.

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration whenever solution and container permit. If any
discoloration or particulate matter is observed, the reconstituted product should not be
used.

Stability: Unopened vials of VELCADE are stable until the date indicated on the package
when stored in the original package protected from light.

VELCADE contains no antimicrobial preservative. When reconstituted as directed,
VELCADE may be stored at 25°C (77°F). Reconstituted VELCADE should be
administered within 8 hours of preparation. The reconstituted material may be stored in
the original vial and/or the syringe prior to administration. The product may be stored for
up to 8 hours in a syringe; however total storage time for the reconstituted material must
not exceed 8 hours when exposed to normal indoor lighting.

HOW SUPPLIED

VELCADE" (bortezomib) for Injection is supplied as individually cartoned 10 mL vials
containing 3.5 mg of bortezomib as a white to off-white cake or powder.

NDC 63020-049-01
3.5 mg single dose vial
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STORAGE

Unopened vials may be stored at controlled room temperature 25°C (77°F); excursions
permitted from 15 to 30°C (59 to 86°F) [see USP Controlled Room Temperature]. Retain
in original package to protect from light.

Caution: Ry only

U.S. Patents: 5,780,454; 6,083,903; 6,297,217; 6,617,317; 6,713, 446; 6,747,150 B2
Distributed and Marketed by:

Millennium Pharmaceuticals, Inc.

40 Landsdowne Street
Cambridge, MA 02139

AN MILLENNIUM
VELCADE, /MR and MILLENNIUM are registered trademarks of Millennium
Pharmaceuticals, Inc.

©2006 Millennium Pharmaceuticals, Inc. All rights reserved. Printed in USA.

Issued March 2006
Rev 5 : March 2006
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1998;102(5):1115-1123. 2. Salmon SE, Haut A, Bonnet JD, Amare M, Weick JK, Durie BG et
al. Alternating combination chemotherapy and levamisole improves survival in multiple
myeloma: a Southwest Oncology Group Study. Journal of Clinical Oncology 1983;1(8): 453-461.
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VELCADE® (bortezomib) for Injection
PATIENT INFORMATION

VELCADE is intended for use under the guidance and supervision of a healthcare
professional. Please discuss the possibility of the following side effects with your doctor:

Effects on Ability to Drive or Operate Machinery or Impairment of Mental Ability:
VELCADE may cause tiredness, dizziness, fainting, or blurred vision. Do not drive any
vehicle or operate any dangerous tools or machinery if you experience these side effects.
Even if you have not felt these effects previously, you must still be cautious.

Pregnancy/Nursing:

Please use effective contraceptive measures to prevent pregnancy during treatment with
VELCADE. It is advised that you are not given VELCADE if you are pregnant. You
must make sure that you do not become pregnant while receiving VELCADE, but if you
do, inform your doctor immediately. It is advised that you do not breast feed while you
are receiving VELCADE. If you wish to restart breast feeding after your VELCADE
treatment, you must discuss this with your doctor or nurse, who will tell you when it is
safe to do so.

Dehydration/Hypotension:

Following the use of VELCADE therapy, you may experience vomiting and/or diarrhea.
Drink plenty of fluids. Speak with your doctor if these symptoms occur about what you
should do to control or manage these symptoms. If you experience symptoms of
dizziness or light-headedness, consult a healthcare professional. Seek immediate medical
attention if you experience fainting spells.

Concomitant Medications:
Please speak with your doctor about any other medication you are currently taking. Your
doctor will want to be aware of any other medications.

Diabetic Patients:

If you are a patient on oral antidiabetic medication while receiving VELCADE treatment,
please check your blood sugar level frequently. Please call your doctor if you notice an
unusual change.

Peripheral Neuropathy:

Contact your doctor if you experience new or worsening symptoms of peripheral
neuropathy such as tingling, numbness, pain, a burning feeling in the feet or hands, or
weakness in your arms or legs.

Congestive Heart Failure:
Contact your doctor if you experience shortness of breath or swelling of the feet, ankles,
or legs.
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ANVAN MILLENNIUM
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Pharmaceuticals, Inc.
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VELCADE®(RJILTYVZT) i 55l
A TEER

BE

VELCADE® (RT3 7) WEHAITHIRES HOFUBEESEA Ch 5, 4 (1 [E) ~q7
TN EEH B RE LCARLVLT Y 27 35mg 2 /T %, Wit~ r = hk—1 (USP)
35mg TH D,

PVT Y ITREM SN OXTTFIONRr B TH DL, AfliT~vr=b—Ldn g AT

e LTSN, HRR LU L SRS AR O BEARR o gL SEERREICH D~ =
h— VT AT N0 5, FETI=8FEORax b L TERIREKYOE TIEET 5,

AT Y T (HERAR e )OI F4 1E[(1R)-3-methyl-1-[[(2S)-1-0x0-3-phenyl-2-[(pyrazinyl-

carbonyl) amino]propyl]amino]butyl] boronic acid T& %,

RNT Y I TIER O E 2 R,

OH

(0]
i s
N
| NN N ~ o
= (0]
N

Sy EIE 38424, 1Rt CHasBN,Oy TH D, HEAKRo UEELE L TORLT Y I 7T DKIT

X9 D REE X 2~6.5 @ pH % T 3.3~3.8 mg/mL THh 5,

PR IE
fEE# 5

ATV 7L, AR MO 268 YT TV —ADFE N L U REIENEE AR
FHET 25, 26S 7 a7 7 Y — Az F L ALINEAE T HIREOEAEAKTH D,
XTI TT Y —ARKIL, FREORAOMBBNEE TS Z L2k Y, MlaNo

EE MR W TEEREE Z R LTS, 268 BT 7Y —LxlETLLICLY, 1



HE B OZRENT b, MBRNOEEDO S 7T NVARE A r— RICER IS5, ZO X HITIE
W EE EREIRRE A e S5 &, MR EFEET 5 Z ENRHETH D, AT V' 2 T E invitro
ARBRIZ W TR 2 2l xt L TRl E 2 R 3 2 S R SN TV D, £, AT Y 1T
1%, 3B HNE A 5 TRk 2 72 IEERIR IS € 7 /L 2 -V 2 in vivo BRERIZ IS\ C b B HESE 2 T
IH/5,

B EE

I VT F=r )T T AED 31~169 mL/min D FENEEBEERE 8§l &2 I RICHARNLT Y I
% 1.3 mg/m® TEARN G- L7z & & OHEE e e o i EE o o 913 509 ng/mL (EPH : 109~1300
ng/mL) Thotz, £7-, EITIEORRE 2 RICRLT Y I 7 % 1.45~2.00 mg/m® TEARN S
L7z & & ORI O FHMMEIL 9~15 Bl CTh o7, 728, ZRMEHIEEE 2RI A LT
VR T R B THERH B CERIRN B G- L T2 & & OB R RFE I 0 i D iz En T
[AYAJAN

2

RN REIE RS 2 MRV T Y L 7 M THER A BTG LT & & O A R ITRH
STV, AT Y I 70t MSEEBRGEIE, 100~1000 ng/mL O EEFIFHIZ 350N THL)
83% Th -7,

CH

t MMFIZ7 vy —AKkUE b cDNA BT k7 1 A P450 (CYP) 4y 1% V= in vitro 3RBRIZ
BWT, ATV I 713 FE LT CYP3A4, CYP2C19 KX CYPIA2 Z/r L CEA{LAIICARET &
D2 EMNRENTEY, CYP2D6 X CYP2CY ([ L AR /NT V' I 7 ORFBHIMTH 5, TAH
R 2 FEOBLA v B &2 LT 2R U EILTH Y, BiA v EREIERICKER L
IRV EFEEEORBW & 725, 7ok, WA U FEHMmIL 26S a7 7 YV — AHEEEZ R S 72
W, Fo, BESHIEVELE 10 KN30 SN — v iET — 2 L0, R o mE
HREE IR LRI AR TR Z E RSN TV A,

74
B MIBF 2 HRAT Y X T ORI 5 AN S TRV,

o7z 2V L F Joif
Ehy, MHIRUAFE: RT3 7 OFEYBREI RIE TR, PRI R TR IR S T
fcﬁb\o

S  JITEEDH 5 BFE BT LRV T Y I 7 OREYEERRITFEm S TR (MERED
ERIOESR).



FEE: BEEOHLEFICHT 2TV I 7 OFEMEERBRITINE S TVRvy, AR
TR VT F=227 07 7 ZMEP KK 13.8 mL/min DEENEEN W (IERLDIEINOE
2|,

IE NRBFEICBIT ARV T Y I T OB RERERIXE N S LTV,

EYHEEEF
ATV 2 T OENA YA EAEARBRIIFER STy,

ERFI 7 a Y —2% Wz in vitro BB LY, ATV I THFEIZ CYP3A4, CYP2C19 KR
CYPIA2 DIEETHDHZ LN RENTWA(ERALEDIEIOESRE),

AT 27T e MIFS 7 1Y —A4®D CYP1A2, CYP2C9, CYP2D6 K (X CYP3A4 |24 5[
TERNEG<, ICs fE1F>30 yM (>11.5 ug/mL) Th b, £7=, H/NT Y I 7L CYP2C19 DIEME%E
P L (ICso =18 uM, 6.9 ng/mL), KRR OHE TH % A ~DOIRFE A M S5 /[N H 5,

ATV I T3 wAREEE © MITHIIE T CYP3A4 KON CYPIA2 OIEMEZFFE Lo 77,

il PR S B
BRERMN EHEEEZNREL/-FEIELIL GRS AER

£ 1~3 [BIOTREIE 2 2 AT LR A IR R 669 2 %142 VELCADE 23 H &7
XY ALY L LT, EERAEMEILIRE (TTP) 2&ET 202 Rald 5 HMTT 1 A2y
T4 7, BELAE (1:1), ZhaxEEIERIEEHRIRRZ Eii L=, mEomARET X
AL AR U CEHAME 2 R RS, BRI Grade=2 DR E= 2 —m X —2 (75
B, 1M/ IMREDY <50000/ 1 L OB ZEIIARRER D S BRA UTo, B MEFHM AT X 54511 627 41T
BTz,

F R S RN O JERIIR 71X, I\ EOIREREO R (1 BOEEBEOAHO-BEFE vs. >1 BHIOIR
PR D), TRIREEIZBIE L7 TTP (BLL ORI XTH % 6 » A LINIZIRBOEIT RO 5
NI vs. HITOWEHENL>6 » H CTHELIZAE), A7V —=V TR0, I 7n a7 v
B (=2.5mg/Lvs.>25mg/L) ThoT-,

R1ICEREERLAOVFIRBOREZ ZO LT,



£1: BOESRIZEFEIRN-RAFIVF (R ERBI) OBEFERRVREBOFIEOERN

VELCADE THXHA2TY
N=333 N=336
BEER

AR D T ULE (FRIPH) 62.0 (33, 84) 61.0 (27, 86)
PERI - R/ &k 56% / 44% 60% / 40%
AN : BN/ BN 2o 90% / 6% / 4% 88% /7% / 5%
Karnofsky Performance Status A =17 =70 13% 17%
~EF/ By <100 g/L 32% 28%

iR E <75%10°/L

6%

4%

[REBDOHEE
BREED X A 7" (%) : 1gG/1gA/ 1REH

60% /23% / 12%

59% /24%/13%

B,27urua7 ) rohfii (mgl) 3.7 3.6
TNT IO (g/L) 39.0 39.0
JVT7F=r 7 VT A <30mL/min (n (%)) 17 (5%) 11 (3%)
TSR AR D o R E (5F) 3.5 3.1
FIaEEIH
e 2 2
1 40% 35%
>1 60% 65%
B (N=333) (N=336)
ATFaA4 R (FHHFAZY L, VAD 72 Y) 98% 99%
Ty RTHA 27 V8 (VAD, 2 FEx¥ v hrripd) 77% 76%
7 LEALH] (MP, VBMCP 72 &) 91% 92%
T R<A Rk 48% 50%
vyh e TABEA R 74% 72%
IR | Do KEAL Pk 67% 68%

FEREGIBIE T E Do 1h¥E

3%

2%

VELCADE #5-BEOBFIT 3 HEE 1 VA 7 V&2 8 A7, ZO%SHEB 1YV A7 V%33 A
IO P 2 — ) THRE Uiz, 3# 1A 72 DEY A 7L TIE 13 mgm’ % 1, 4, 8,
11 BHE GA2[E) ICHIRNES#%, 10 BREKRSE (12~21 HE) L7, SEM 1A 2700804
AT 13mgm* & 1, 8, 15, 22 AH (A 1[8) IS ARNER G4, 13 ARKE 23~35 A H)

L7-(TH%-AEI0ESE).

FEXYRAEZY B EHOBREIZSHEM 1Y A 2V E 4 A 70, TOH%4EM 1P A7 L% 5
YA I NOEGEA 7Y 2— TG Lz, SHEHME1 YA 7L TIE40 mg/Hx 1 H 11H1~4 A H,



9~12 HH KON 17~20 H Bl 5%, 15 HEIARE Q21~35 HH) L7z, 4#HE 114 7T
IZ40mg/H%A 1 A 1[0 1~4 HBIZKRO®KG%, 24 BRKRE ~28 HA) Liz, 7% A&V
BRI TRBOBEITNED b= B3 1L, BIEERIZ T VELCADE O 5 %515 Z & % flHE
L7,

T OFHE S FRAITIC LD TTP OFERICHKSE, THx VA4 VTR IESh, JFKE
BOIRREIZBIFR72 <, 261l VELCADE 23 %537z, Z ORI CTRERE T & L, mkiefiat
FENT AN NG S U 7-, ARBRITFRINCHET Lizizd, AfFEE (n=534) OBEHRRA R o $ i ix
83y AHThH o7z,

VELCADE #G-RECHBWT, 3B 1 A 7L D4 8 B A 7 BN\ T 1 [P &G 5% 1) 7= 8
FL 34%, 211 A 7 M8 T 1 Ll RG22 T2 BEIX 13% TH o 72, H5 RO
(X 22 B, @FIX 1~44 B THoT=, —F, TXVAX Y RERTIE, SHEBE 1A 271044
PA 7 BT 1 EILLERA L2 8BE 1T 40%, 29 A 7 VBT 1 LI ERE 2% 1T - B
FHiX 6% ThHoT-,

FIAHABR T3 b7 TTP, AEFWIH M ORI LR 2 1ITR-T, HUERGDE K IR OEITIX
EBMT (the European Group for Blood and Marrow Transplantation) D% 53| F4E D % FV TR
L7z, EBMT OFRHESEETIE, BhiTOREMIL<5%, M EHOD 100%84, MK O0EE EE
wEkEE (IF) 2733 BEZ25%5427%5%) (Complete response : CR), F7z, 2 HILLEORIFEIZLD 6
B EOHIM TOME M EHD=50%7 K OYRT M & H O =90%D MR S, 2o
RN R O v T MEDIER &~ BE %255 728%) (Partial Response : PR) & EFK L TV
%, Near CR (nCR) %, ERIKENEIZL Y MEHD 100% & & Te CR ORHEZ 2 Tz L T
WAHN, EEEEICL Y MEASREATRE (IF) THhrEBEEETRT,



+2: BELALCLEIRRARICET28ERTOEN
285 BEDBEE1E BEDBERE>1E
VELCADE Dex VELCADE Dex VELCADE Dex
AREFEIER n=333 n=336 n=132 n=119 n=200 n=217
TTP
AR NRAER (%) 147 (44) 196 (58) 55 (42) 64 (54) 92 (46) 132 (61)
gl * (A) 6.2 3.5 7.0 5.6 49 29
(95%CI) (4.9,69) (29,42) | (62,88) (3.4,63) | (42,63) (2.8,3.5)
NPF— R b 0.55 0.55 0.54
(95%CT) (0.44, 0.69) (0.38,0.81) (0.41,0.72)
p it © <0.0001 0.0019 <0.0001
EEHM
A R N (FETS) 5 (%) 51 (15) 84 (25) 12 (9) 24 (20) 39 (20) 60 (28)
AP — K 0.57 0.39 0.65
(95%CI) (0.40, 0.81) (0.19, 0.81) (0.43,0.97)
pfiE ¢ <0.05 <0.05 <0.05
EME
RHER ¢ n=627 n=315 n=312 n=128 n=110 n=187 n=202
CR' (%) 20 (6) 2(<1) 8 (6) 2(2) 12 (6) 0(0)
PRT (%) 101 (32) 54 (17) 49 (38) 27 (25) 52 (28) 27 (13)
nCR "¢ (%) 21(7) 3(<1) 8 (6) 2(2) 13 (7) 1(<1)
CR+PR T (%) 121 (38) 56 (18) 57 (45) 29 (26) 64 (34) 27 (13)
p fif" <0.0001 0.0035 <0.0001
EDMMOFRIE (H)
CR' 9.9 NE' 9.9 NE 6.3 NA/
nCR f 115 9.2 NE NE 11.5 9.2
CR+PR ' 8.0 5.6 8.1 6.2 7.8 4.1

Kaplan-Meier £ & fE

b Y PRI AR TEL LTz Cox [ERAHTICHES <, 1 KD/~ — FEE VELCADE MMEAL TH

5 EaRRYT S,

c pfEITEERLEIEFEZ G e 7T 7T A MRS,
d IERE7e p EIFSkO bR o T,
e ZNEOPBEMIIRN—RAT A U (FEERMETD IETRERAEE L, IBREOHREZ DL 1 E%

J-ETH D,

f EBMT J:#E : nCR |X EBMT @ CR J:#EA 2 Tl /= N EETHMED 1 o, EBMT Z%ETiX nCR 13 PR

WCEEND,

g 2Bl B ORIEE EIEDORE FIT AN,
h  Cochran-Mantel-Haenszel O x &I & 5 %%h% (CR+PR) @ p {EIFERIA T THITE L=,

i HEEAREE

ML, BTIY—NOEERL,



TTP |Z VELCADE # 5FECHB W THEIHFIIICAEBERIER 2R~ LT (B1 23H),

K1: TTP

(HRILTIST vs. TEXH ALY V)

109>
o R
0.8 1 - !
- = Bortezomib
0.7 b %‘"-4..1
4o 0.6 - iy
{ﬁ i .'-,_ I.‘I"lﬂun.-
S ns ! | ““""_.'.
W ‘H-\-. Ty
041 . h».‘..._.,.ab
siad Dexamethasone '« e .
0.21 . - oons =i &
4 ..“"‘ """" ol
%11 p<0.0001' o e
0.01
T T T T T T T T T T T T T T T
0 30 &0 a0 120 150 180 210 240 270 00 330 360 390 420 450 480
T T B# (days) T » f
Bortezomib (n') 153 73 26 8 1
Dexamethasone (n*) 121 a8 ] 2 1]

# RESNEBHICETIBETIEEN
t AYSUHTFAME I p fE
B 227~ 9 &3, VELCADE &GHEOEFWMITT * VA&V Ll L CTHEICER LT
(p<0.05), BHHIMOFIEIL 83 » H Th o7z,
X 2: £85I/
(RILTYIST vs. TXHARYY)

1o rﬂ“ﬂ{r—_—‘__.__,‘m-?o .
(1 ..-‘ - —R i 2l -
o e Bortezomib
et . ""l—-v--urh,.,_
4'1 "‘\H-I-u-b-p.-ﬂq-—-_-u
m " Dexamethasone
-H% LF
i e
LB S
B3
“1 p<0.0%
LA
L e LS Ll L LE L] T T L E T T Ll
(] ] [ L] = -] L] g e m B o i -] p] o L]
4 + BH# (days) 4 T T
Borleromib (n®) 310 2189 138 62 21
Dexamethasone (n”) 292 201 118 e 20

# RRSNEBRHICE2EETHEER

T oS TRME S p i



VELCADE # 5-#£C#h5 (CR X PR) 23388 b L7z 121 BloZ=shif o HJeEiL, 8.0 » A (95%
Cl:69, 11.5 # H) Tholz, —J, TFHIAZY UVELGRHTHREORED LT 56 FlOZE5h
MO RfEiX 56 7 H (95%CI: 48, 92 n H) Thoiz, X—ATA UK (BLBIART OB,
I7uru7 ) AEICERR S, 231X VELCADE 5 CHEICED 2T,

BARERMEHREEEZHREL/E—FFIZLEE I 1RGSR

2 BILLEOHTERR 2 AT 2 BEGRHREI T, SBRREHET D% ORITEIR TRBOETHIRD b
IR EREERE 202 Bl R e LIcIEEm, BRI KD % kR el ik 2 920 L,
VELCADE D&Mt OB ZMEZ Gt L7, ARBRICH S S o B8 TRTa Rz 6 [ (Fh (i)
2T TNz, RIICHEEERLVFRBORMEZ L TR LT,

VELCADE 1.3 mg/m”/[a] % 2 [\, 2 [, 1, 4, 8, 11 H BICEARNEG%, 10 BRI (12
~21 HH) 7521 BfZ 1Ao7 e L, ZhEHRKS A7 NVToT-, KRB CIIEEES
DORBUSS C THEOEE 2T - (TRE-REIOESR), AR CIHRDIR 1RO b BE
I, kiR 5-aBRIC Bk X4 VELCADE O 5% 5| & fi& %175 Z &N TE -,



£3: (B—HICID)EITHRARICET2EEERRUVREZEDHEDEN

N=202
BEETR
Rl D B (FEPR) 59 (34,84)
MERI - B/ 60% / 40%
AN BN/ BN 20t 81% /10% / 8%
Karnofsky Performance Status A =7 =70 20%
~NEZ I E Y <100 g/L 44%
iR <75%10°/L 21%
REBORFYE
BREIED Z A 7 (%) : 1gG/1gA/ B 60% /24% / 14%
B2 2 /mru7 ) rOfRfE (mg/L) 3.5
JVTF =27 VT T AOFRAE (mL/min) 73.9
FRE AR B 35%
13 FY AR D RIK 15%
BRABOGRE (F) 4.0
AR
ATFaA4 R (FXFHAZYY, VAD 72 Y) 99%
TV EALH] (MP, VBMCP 72 &) 92%
Ty RIHA 7 U (VAD, X hRHo hriind) 81%
H U F~A FEE 83%
kit E 2 FELL 98%
L5 E 3 FELL 92%
RO 4TS RT 66%
IR / 2 O KEALSRE 64%
FEBRITEIE T T OO IEIR 44%

HR=2T A (BEBER) OF =23 H o TV BERICESS

VELCADE & Bflifs 512 X 2 1R plufE 2 % 4 (27”97, VELCADE O Bl 512 X 5 28205813, EBMT
R e D S W TR R HEZ B4 (Independent Review Committee : IRC) 28HI7E L 7=,
%72, SWOG (Southwest Oncology Group) ZhH: i HHE 2 2 F 2R b 08 TR, SWOG
HAHIEREIC T 28 200501E, MiE M EEBD 275% 0D, JRE M EHD >90% Ol %R
THRETHD, KRBT 560N 2611 188 Bl CTh 7=, MEFHERELEZA L T
2o 72 9 FlL IRC I K 2 FHIEN TE RN o7, E O 5 BHTEARIROFHANE LAy d Tuig
Do T T DIZHNEDIENT N BRI LT, EEEE A 7 50T 6 14 7 v Th o7z, HlEks
A2 BHIEGE DR O b D ETOHMOFIEIL 38 B (#iH 30~127 H) Tholo, AR
RS SN 2R OAFHMOFIMEIX 17 » B @@ <1 » A~ 236 » A) Tho7T-,



K 4: ARREOEN (F LHEFR

RIEER DR X RH (VELCADE DB 5 %) :N=188 N (%) (95% CI)
#7905 (EBMT) (CR + PR) 52 (28%) (21, 35)
FEZE5) (CR) 5 (3%) (1, 6)
#5255 (PR) 47 (25%) (19, 32)
ERRIIZE%) (SWOG)™ 33 (18%) (12, 24)
Kaplan-Meier #£ & 28201 ] HH Ll (95% CI) 385 H (245, 538)

X ERPRBOZERN (SWOG) |3 LA F oD JEHE 2 4= T 723 : i M &R R EE DIV B DY 275% ST IRT M E A BE D
DEIED 290% Th HHKHED 6 BIIZET 72072 < &b 2 MORETRFE L T\ D Z & BRA RO /v
2T MMEMNLTE,

AFRBRI B G, S 372 202 B, 65 L EDBRE X 35%, 65 LA EDHEED 9 H 19%I2 CR XX
PR 3388 H iz,

ARIERITBNT, HEEEMITICEES< VELCADE DOZELEZRIIFNERE O IEHERIE &k OFEE KT
L7eino Tz, B OFEMIE23>50% TG ERFR BT O & 5 BE TIEEDENMEN -T2,
ARFNL 13 BYEONRERE O H 5 EBFH I L THEEDNENE D b,

BREERMEMEFNREL/-FEEILE I IG/FE R IG5
FEHERY 1 RIBHE T U IR OWEAT UXFFFE SR SN T- LI E REE B 54 4] % %t 5
& LEER, 2 HEEEAS LRGSR, VELCADE 1.0 mg/m® /% 1.3 mg/m® &3 2 [f],
2 M, 1, 4, 8, 11 HHICEIRNE G, 10 BRI (12~21 BH) TAFGAFVa—iZ
THEME S L7z, ARBRIZBER ST BE ORI O R IEIL 2.0 42, BEOTRRIEEEE O F gk
B 1 MThotz FHEEL YA KO RMEIE 3), MART CR 28 1 RO SN, TR
(CR+PR) 1% 1.0 mg/m* T 30% (8/27), 1.3 mg/m® T 38% (10/26) TH -7,

FEE#E I Hbfr 18 S5t bE

75 I AREABR D 2 3R IC 3V T VELCADE Ofkfefk 5-12 L 0 & 5722 D REIRAIFIR 2155 Z L 3T
X 5 L BIREIHIN U BT GBI S, 8 YA VB E THER 54 F50E L
Too SRMEEBEIEEE 255 L U238 AR D 63 Bl G ek S, Mk 53R 2180
Be G A 7 NOHFRAEL T YA 7 v, BB D OG- A 7 VEO R RAEIT 14 1 7L (G
7~32) Thote, B TOHEME (dose intensity) I IXATER & AR IV CRIFRE
Tholz, ATFRERE [F UHESUIATER L 0 & & Tk 530 4 Blls L 72 B 1 67%, FEiE
W72 3 W OG- A r ¥ o — L a ikt LT BE 1L 89% CTdh > 7=, VELCADE OEMEHIZ L 55T
T e BRI EMEEIIRD e o 7o (TEHERIDIBESE).
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VELCADE® (AR/L7 Y 2 7) AN, SRMERIIE (D7 & ilmElc 1 BIRRENH 5 H
FH) BEINEE LTWA,

=
ST IEA

VELCADE %#7HR/VT V' 27, AUuZE I~ = h—LEaFRAN S L CQREUEDBEFREN S 5
BTG LN &,

[

£
=

VELCADE (ZHUEMESE A OFEHRBRO H 5 EMOEE T cRET52 &,

HiEHTT)—D
IR AT RE 7 2o MElT VELCADE O 5- W[ vh 130kt % = &,

RVTY I, Ty MROUHXEHWIZIERRRE A FERRIC W TR E AR S L
fzlEIChkEABARE (T kT 0075 mgke ; 0.5 mg/m®, 7Y FTiE 0.05 mg/kg ; 0.6 mg/m?)
T e o7, 2L OREE, RERERICESL & 1.3 mgm’ OFFEAROK 12 Th
Do

TEHE T X OERRIIC AT V' 2 7% 0.05 mgkg (0.6 mg/m®) G LI-E 25, HERE
R e AT RO D50 bivlz, 2o OAFRIRITAEREZREEORD R Lz,
COMEE, REEEICESL L 1.3 mgm? OFEAEDOR 12 Th 5,

AVT YV X7 OREEEEEFABR I T O TRV, IR Tl 40 72 beig skt BRaBR 134T o T
W7\, HEEYIZ VELCADE 29 5354, XIIAFIR SR P BE D EE L2580, K
WRICEEN RSN H D 2 HEEICMOEDL L,

FEREDEE

A M=2—0/V>—: VELCADE O 5|2 X VR EEIZ L DR IgE= 2 —a R — RN IO
SNDA, BREE &ESEENRET D EEORMME= 2 — a8 — ORI GG ST
5, RitE= 2 —m X —0fER (BRUTFO LN, KIE TR o b 5 BE 1T,
VELCADE O 5 IR OEHE (Grade 3 LA L2 &Te) 2 X9 BZhNH D, WEUE, A
AR, ARSI, SRR, AP, MREEMEER L SO = a2 — Ry — OB ERIZ OV THL
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B 5L, AFNOEGHB P ICRRME= 2 — 1 33 — OB UIEEN RO S iz BE Tl
VELCADE O EITHGAr Va—VOERNLEL 2L 2 L0355 (THk-AEINESR),
FEIHFAFABRIZ BV T =Grade 2 OREIE= 2 — o R — 2RO BE TITAEFHEIC L 0 Rt
Za—uNT—DWEDHDHVIEFEIEDN 5S1% TRO LN, £7o, HTMHRARICIE UV T=Grade 3
ORMM =2 —a R —ZF B L7-HBE T Grade 2 D=2 —a Xy —% 2L, &E5&2HI1ELT-
BETIE, K= 2 —as—DWEDH 5 WVIXEIED 73% TR Sz (TBER1DESR).

BM/E : 55 A K OVETTAERRERIZ W T, R (RACPE, #2S7 M QMK NOS) D38 A1
H~12%Th-o7c, TNHIFEGHEAZEBELTROOLND, KMOBEEEZET 5855, KiJE%
PES ZERMON TV DEFNOEE 22T TV D EE, BAKIEROS 2 EBEAKEHKGT 5
Aix, EEEZL D Z L, B RGP KM EOFEIIE, BIEAIORE, Kofiih, Ix7
NanNF ad R, IZEMRIFERE O 5% O SFHRIEN % T o b (TEMERIDIESR) .,

DEE . O > MM LAREOAMERBL I ER O/ UIEERTEIETO U 27 O/b 77
WEBEE TOLEEBRHBL TOF -2 BEIRBD LN TN D, WEEDOY 27 UIWNRBEET D
BEITERERBIET D 2 L, BIHRBR TIX, (520 OULE 2395 0 L& FEE O 3R IX
VELCADE # 58T 15%, TX VA XV UHET13% ThH o7, DARE (AMEMKE, OR4E, 9
SRR, EMES g v 7, HiKE) #BiZIE, VELCADE #GHEE 7 %Y A 4V U HECHE
PILTEY, ZTNETHN S%E D 4% ThH -7, QT MIRHIERE OIREMIAEKRERIZB VTR b5
7203, AAE ORFEME LI S 2o TRy,

AHEE : VELCADE O 5B CEIICHlIE, MIEVENZE, Wi & OVE eI, 5550 5 5 fF
(ARDS) 72 & OJRER AR OB E AR RGBS STV D, 2D DFER| iﬁiﬁﬁ@
ERHZEebdDH, ET-HEARTORIEGHE, MFREGSERORBL « BALDED bz

I, HCOITRWOREG A FE i L, @Y LEE TS 2L,

FRAMEEBEME B MRk L, VELCADE, X v /7 ve v K ONEHEY X 7 B2 O R sl
(2 gm¥B) ZOEM LIZEERRBRIC I T, 10 OFG-4 2 5173 1A N A e 55 18 fE G RE
(ARDS) ICE VWL DOHEND D,

BEEFRZ - VELCADE O 5434 mEkE (CBC) ZHEEICHIET 5 L,

EBBMEE : VELCADE O#&HZ XY, BE.L, T, FREONEEORIENBOLNTED, &X

WA R OMEFIFNC L A LE 2 LB T 28558036 5 (TRIERIOESE) . M AERZ P+

B 12 DR VEMERM I EITO 2 &,

MR A~ FFABRBAE - VELCADE (/M s i &U“ﬁ?t?ﬁ‘zﬁ/)f ol &k 4 (TRE
BIOES®) . /M OGF RIS A 27 00 11 B BICEMEIZEL, @mEIFRY1 7
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BRAARTE TIZEME L7z, /ML O P ERE O & B D3 2 — 13 2 [l 50 8 Y1 7
IVOIERBIFNC -0 —B L TR Y, Mo f/ MO iE X3 if P ERBE LR b/ ino
7o M/ DEARMEDFEIE, X—A2A T A > (FE5BERTD DR 40%72 > 7=, FHIAHRRIZE
JBHR—=RT A (BEFAR O & i MRIBDE O EAEE & ORISR ER 5 IR,
MAHFRERIC IS T D EIEDOHIM (=Grade 3) OFHLFIL VELCADE £ 58 (4%) &7 FH% 2 5?/
VEHRE (5%) THEELL TuW/e, VELCADE O G-RilCfR], /MR T 5 2 &, /MR
#3<25,000/ul OFE1%, VELCADE O G2 KIE L, BiE& L7z ECRES5 352 & (THEk-REL
RUTEIEAIDIESER), VELCADE # 512 X 0 38 B L 7= i/ MR E L2 £E 5 TR H i K OV
L OWMEFN D 2D, iz BE L TH LV, FEEPELF ERIBAME DR BRI 1T AHRR L OF
I AHRRER O W TH 1% K TH 72,

& 5: FIHERRIZEITIRN—RFM 2B (5 BAARET) O i /MR % & ifn /MR A i D B e B &

D&
I \Y I \!
R—RT4 Vi (RSHAHD BEs <JI1[l 01,0153I : L 10,0%[[01:‘:%3)/ uL
O R (N=331) ™ OEEY (%) DBEH (%)
=75000/ 1 L 309 8 (3%) 36 (12%)
=350000/ L ~ <75000/ 1 L 14 2 (14%) 11 (79%)
=10000/ L ~ <50000/u L 7 1 (14%) 5 (71%)

HER— 2T A W (BG-BRMGRT) ToOM/IME E LT 50,000/ u L LA E&2FREROBIREENE L L,
FER—R T A B (BEBRMRED OT —Z D08 1 I TKRIA,

55 TARFRBR 2 35U T IR E 1 43% 0 FBE TR B vz,

BB EEMRE : VELCADE (TMifa s BlpuEAIcHh v, EEMaZ S0R IR ST 5728, [E
ERAERE R A SO T A FTREME N B B, JEIERTO S EEHE &NV EF TIE, A EE
FEERBT LIV R NBS D20, EEFERSBEL, @R THEEL21TY 2 &,

FFER  GHOFEAEZIA L T2 EF R OEEREREREO S 5 BHIZHNT, EIICAMNT

ERPESNTWD, ZOMICIE, AFEER LS, @E YA iE, FREOIFERBHE S
NTWb, ZokH7284kl%, VELCADE #50HIIic LV EETHAgEENH D, b 0H
FILB T HHEEGICET 2 HERITIRO N TN D,

HFEZEDHEEZE : RLT VI T IIFNERICL VR END 720, IFEEDH 5 HBE TITRL
TIITOIIVT TZUANMRTT HBENNH D, HEEFEDH HEFHEIZ VELCADE 32555
Ak, BHEICOWTHRESBEL, HEICKGT2 2 L ((BRREBIOEOEMSE-HELE
EEHEZEERB).
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EEEDHEEE: /L 7F =707 7 AMEH 13 mL/min Kl O BE & OMLIEENT %217 > T
W5 BFEIZx LT VELCADE O HIZRET DR T —Z I3/l Tunien, ZALBEEOSH D
H#1Z VELCADE % 3 2413, HHECHO W THEEBlE L, mEICEET 52 (TEBEK
XE|) OEOENER-HHRLBELRIEZSR).

BYICEI1EERATE
1 B A

Pz RAWERRICEBWT, BEREEAEDOK 2 HEORS LY, LHMEsENL, &5
% 12~14 W5 B O TR E 2 ORIRABLZE S h, Z D% LCHINFED Sz, 1.2 mg/m’®
UL EORETIEE, HERFIINCO T A =288 RIETEERN@BO b, dLv7 Y I 7,
D EETIEE A OB T D2 EDNRENT VWD, Pz W KER G HEERRICE
W, DO, RAE M OHEE S F8D BTV 5,

BERHESEH E N O 5 Ay v o —)v (B 2 8], 2 & 5%, 1EEIREE) TiTbivi- ik
2R W, BHEOEIM ML NI/ IMIED, HbERENME, fhetett, Vo SRuEtEnglgsne,
WBRIZEB T DAV T Y I T OMREME L LT, KRR, TSR & OV i OBl 52
JEIRZ: & NTEMERE O Hiviz, S 61T, M, IREOVIERO L5 il 7 & NTEEIER RO 6
iz,

BEICHTEIFER
VELCADE Z {3 2B, FEEITEE T SCGEOFEE FH % VELCADE # 551l BF 125
252 ENEF LWTEEMITHRAXEIDIEEZSHE),

H B LD RS FE T SR DR ERE T 12 R IF T ZE X [T IHTRE 7 DFEZ . VELCADE OHIZ LD
ey, TFEMEO F Y, Jefh, ENIME RN RIENRETLZE08H D, ZNHDERNH
LA BB EOERCHI OBEL LK o BEICRET 52 &,

Wik i/ : VELCADE O HIZ X DIREMSC FHRINFEIHT D 3 H D720, BRI % [FlkE

T O RFEEIC OV TEFICHREST 52 L, FEIMEDEY, 5565 5EUTRMOIIEDER
R BN EIIIEM OB 220 5 L 5 BEICHRRT 52 L,

14



EYIEE (EF
VELCADE D IEF 72 3840 BAE AR 1T I 0E S v Tuveny,

t MFI 7y —2&HW in vitro SBRTHR/LT Y I TN EIC CYP3A4, CYP2CI9 KON
CYPIA2 ODIEETHDH Z L /RENTWD, VELCADE & CYP3A4 OFHEAISULFHEA] & & (FH
LCW2 B, BEUIAEMEDIKR FIZ oW THERIRS BT 2 2 L (TREEEI1OBEOEME
EB-EMEEEREESR).

s R SR B P R O U I TR D3 52 52 1 TN B PRI R ORI} OV U S s ST
W5, BROPUBERIERZ#H LT\ 5 BEIC VELCADE 2354 28 410%, U E O 7 =i V8]
LR OPHERFRIOHEORS 2 LEETDHZENH 5,

Wk EGE F
FNH ATV,

B, BATFEFT, LHEBEES
ATV 2 T OFEEMERBRIT I STV Zeuy,

RNVT VI TET v A =— AN L AZ—INIRHMIE & FHVN Tz in vitro Yo /R 55 5B YR BL S
M (SRR R) 2R LD, in vitro ZEIFMHEER (Ames iBR) MO~ 7 2 &AW
7= in vivo /MERER CEREBMHEITRD Do T,

RILVT Y 2 T OZREEICET 5B IIITOIL Ty, —kEtEaBR TR RR O S 23 T
bnTnwb, v haHWE 6 » ARERGHEERBRICE VT, 03mgm® (FHRAERAED 1/4)
LIED HECHIEIC I T 2B MHAER S b, £72 1.2 mg/m® THREOEMEZ(RBD b TE
Y, VELCADE (3 S 3D AFEREIZ B % K IF T Al BEVED /RIR X Tz,

B TT—D ([ ZEIDEEMHR)
AEIR A FEF, W LR\ & 5 YRR A 4T 5 & O BB IS T 5 2 &,

FEA A DIFA

RNVT Y ITNEe NOFIHFTHFIZBITT 20 E 90X LTV, %< O3ANTe oI
HICATT 5728, %72, VELCADE O#HIC X VI L T 2 ILIICEEZREIEH A RELT 5
AIReMEA & 572, VELCADE 58I I3l 2l T 5 L o B ICBET5 2 &,

NI ST S B
INRAIZ%FT % VELCADE D722 4 Je OB ZhPEITHENT L TV 720,
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BN T35 B

BIARRBR OB G STz 65 L Lo @i 1% 669 B 245 %1 (37%) T, VELCADE #&5-8£T
X125 61 (38%), T XY A XY URERETIX 120 4] (36%) TH -7, 65l EOBREIZBITS
TTP K OFHHIF O SAEIX, VELCADE #HEENT VA 4V VEHRIZL LEN-T (1
ZNs55 5 H vs. 43 5 A, 80 % H vs. 49 » A TH-72), VELCADE B 58 TlE, 65kl T
I FTREZR FBEE D 40% (n=46) (ZIRHEZIE (CR+PR) 23O LN, —F, TXVA X &L
BETIX 18% (n=21) TH -7z, Grade 3 XL 4 OHEHFEGOMHBISEE L, VELCADE £ 5D 50
LA F DOBE T 64%, 517%~64 1% T 78%, 65l ET75% Th -7 (ERERBRINDESHE),

5 AHRBR I B Bk S 7= R 202 (D 35%13 65 B L FOE R E TH Y, =Grade 3 DHEHSL
DIEBMEFE 1L, VELCADE & 5-F£D 50 kUL F O HEE T 74%, 51 51%~65 % T 80%, >65 1% T 85%
Thol-(EREKRBRINDESR) .,

VELCADE é»%%ﬁ SNz 65 mLh EoE A & F AR O BRE O/ T, e ITAMEIZ BN
TEER 72 ZRITRD IR o720, mEE BT DI MEN B O ATREMEIZBRIL T 720,

al1EFA
EEAILF ERE I e

VELCADE ¢ 5-7f 331 #l/1, 2K CEMEEIZRD bNT-AERFGIIEIIE (61%), FH&LOE
D (ENEh 57%), Hf (42%), Rith==2—n /X0 —NEC (36%), W&, FEEN, I/
DIE R OEBEE (220 35%), BECR &K OVBAKRGE (34%), $ECR K OVNRA 4 27%),
2 OFER (ZNEh 26%), Mk 21%) THhotz, £z, TP A Z ) U FGHE 332 i,
AL LN A FEHEGIIEMHET (49%), BIE (45%), NRE (27%), & (22%),
TR, FRIEMOMEYE (FhFh 21%) Th-olz, Grade 4 DHEFSLIL VELCADE & 58T
14% DBFIZBNT, M/MREAIE (4%), I FERBAE 2%) K&V AMUE (2%)
NECRDLI, THXTAX Y UEGRETIE 16%DBFITEBNT, &k 2%) NEICRD L
e,

BEELGFEER

HELAEERY, BRonz2Mbd, HICED, Az gnd, AU ABRBBOER
ML 72 %, BAERREE - BERRICHR D, EEREFRNFERLEZIONISH LWL HELRLE
7T 5, HIMFARBRICIBWT, VELCADE 5T 144 5] (44%), TXH AL U FERET 144
Bl (43%) ([CEERAERELRNRD b=, VELCADE # 5 CEMEICRO bN-HEERAE
FHEUIHE (6%), TH (5%), MERREER DK (4%), KONEE 3%) Thot, 7 X3 2
B B REO BEICEMEE ISR DN EERAEEEGIIMR (%), BB 4%), KOEIL
B 3%) Thoiz,
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Y EIZ LY VELCADE LB H 0 LW 4, 5 IRICE - oA FHRGILE 145 I TRD
5L, WX VELCADE # 5-8F 331 #7184 5] (25%) KONT ¥4 2 & o 53¢ 332 #ilH 61 15

(18%) T -7, VELCADE 57 331 i, G-HILICE > - ERBERIIREME=2—n=
Ry— (8%) THoTz, THXY ALY AFHRE 3 HIF, BHFILICE - 7= ERRIVER IR
PR & @i (ZhEh2%) Tholz,

FEIMARFRERIC 3T VELCADE ICBIET 5 L B X LA TIT 4 FlE SN TEBY, FERITOL
By a v 7, MRS, ) oftEbARE, MOMEERZENEN 1 Bl ThoT-, T ALY
VBT S B2 LN TIT 4 BIERE SN TR Y, FERIFBUMAED 2 B, HEPERERRZE Y 1
B, KOYHFETOZRERIEN 1 HITH -7,

5 AHREBR CEMEE RO DN A EFLEFE 6 (Z/"T, £ 6 TlT VELCADE #5#E 2B
T10% L FOBE CRLONT-AESFEL LR LT,

#6: FORFARICBLVTEEEICRENBOON-EETER
(VELCADE & E5#IZHL T 10%LL L) BT Grade 3 R 1 Grade 4 D FIFHERE (N = 663)

AR
VELCADE (n=331) TEHARYY (n=332)
(n(%)] (n(%)]
2HRFHH Grade3 Grade 4 | £RIFHH Grade 3 Grade 4
AEFEZR 331 (100) 203 (61) 45 (14) 327(98) 146 (44) 52 (16)
I ) E 201 (61) 39 (12) 1 (<I) 148 (45) 20 (6) 0
T 190 (57) 24 (7) 0 69 (21) 6(2) 0
G 190 (57) 8(2) 0 46 (14) 0 0
(& 140 (42) 7(2) 0 49 (15) 4(1) 0
Rt = 2 —m 3y —2 120 (36) 24 (7) 2(<1) 29 (9) 1(<1) 1(<1)
M - 117 (35) 11 (3) 0 20 (6) 4(1) 0
FEEL 116 (35) 6(2) 0 54 (16) 4 (1) 1(<1)
iR i 115 (35) 85 (26) 12 (4) 36 (11) 18 (5) 4(1)
K pE 117 (35) 9(3) 2 (<1) 163 (49) 26(8) 3(<1)
BERARR B OV A0 & 112 (34) 9(3) 0 31 (9) 1(<1) 0
BEIR K OV AR 4 91 (27) 6(2) 0 38 (11) 1(<1) 0
Al 87 (26) 31(9) 2(<1) 74 (22) 32(10) 3 (<D
G 85 (26) 3(<1) 0 43 (13) 2 (<1) 0
I K 70 (21) 2 (<1) 0 35 (11) 1 (<1) 0
- A B 65 (20) 16 (5) 1(<1) 58 (17) 9(3) 2 (<1)
I A BRI iE 62 (19) 40 (12) 8(2) 5() 4(1) 0
% 61 (18) 4(1) 0 20 (6) 0 0
RARSE 60 (18) 1(<1) 0 90 (27) 5(2) 0
il 53 (16) 6 (2) 0 12 (4) 1(<1) 0
B 52 (16) 12 (4) 0 50 (15) 9 (3) 0
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TRGE K OV iR 48 (15) 12 (4) 2 (<1) 69 (21) 24(7)  1(<1)
VU i g 50 (15) 5() 0 24 (7) 2 (<1) 0
R 46 (14) 10 (3) 0 33 (10) 4 (1) 0
BA&R 45 (14) 3(<1) 0 35(11) 5(2) 0
FEPED F o (BRI 2 R <) 45 (14) 3(<1) 0 34(10) 0 0
NS 45 (14) 1 (<) 0 22 (7) 0 0
HRIEE 42 (13) 6(2) 0 15(5) 4 (1) 1(<1)
iy e A 41 (12) 0 0 50 (15) 3(<I) 0
iy 39 (12) 1(<1) 0 18 (5) 1 (<) 0
e 37 (11) 0 0 8(2) 0 0
TR 35(11) 0 0 43 (13) 1(<1) 0

R e X TR E = 22— e XV —NEC FALO HFEET (RftE= =2 —m /3 —NOS, Fitk==2—
TN R = 2 — e Ny —, RMEER = 2 —a Xy —, R =2 —um /3 —NOS) & T,
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FEEEEL L I 1 AR

5 IARRBR O 2 75 (TESERERER 1D IESHR) (55 T, VELCADE 1.3 mg/m* % 2 [A] 2 3 H# 5
L 10 HIEMREE (1 A 742321 H) L, &K 8 YA 7 VT U 7= 38 a BEE R 228 44 FF
fili L 7=,

BB DN A EFEFRITENIE (), BREEORDZET) (65%), Hil (64%),
TH (51%), BEGEE (BFRRIREZET), ERE O/ MOEE (i 43%), Kiftk=

2—Rm RV — (REMHERE = 2 — e X — R ORI E = 2 —m N —HE L2 ETe) (37%), FE
KOMEH: (36%), &l (32%) TdH 72, Grade 4 DHEFRITEEZ D 14% T 1 HU ERD SN,
M/MEBE (3%) K OMFHERBME (3%) DEHEETH -T2,

BREGFEER

AR ERD 228 1D 5 5 113 5l (50%) CTREBHIMTICEERGERLNBO LN, @
RO b HERAEFEFRIIRAKOIR (ZRENT%), TH (6%), MK OWK (£
NENS5%), Bl (4%) Tholz,

5 IAHRBRIZI N T, HYEICIVAALEED Y LS, RETILICE>TCAEFFRIT
BED 8% THEObNT, HERILICE > - EREWEM IR =2 —m /30— (5%), /IR
WAIE (4%), TRIEOEY (€ 2%) Tholz,

ARFNCBEST 2 L E 2 BNDHEE 2 FlRE S, FERNTOMERN 1 6], FERAREN 1 4T
HoT,

EHE (2RD>10%) IZROONT-AEFR—E2R 7T \RT, HRHZ X DERRAR T

AANTER T DRIEH & BE OB LM LA FFRL 2K TE RNV ERE o T,
FrE ORIERICBE T 25F M2 R 7 D% ICREH LT,
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R7: FIRKRR.3 mg/m?) TEHE(2ED210%) ITRBENBOON-AEER—E
(N = 228)

£5% (N=228) [n (%) ]

AEER SRBHIH Grade 3 Grade 4
) E 149 (65) 42 (18) 1 (<1)
G 145 (64) 13 (6) 0
T 116 (51) 16 (7) 2 (<1)
AR EIR 99 (43) 6 (3) 0
(A 97 (43) 5() 0
M/ B i 97 (43) 61 (27) 7(3)
KM= 2 —m Ry — 84 (37) 31 (14) 0
FEEN 82 (36) 9 (4) 0
Mg it 82 (36) 16 (7) 1(<1)
2 if. 74 (32) 21 (9) 0
GIEbL 63 (28) 8 (4) 0
AHRE 62 (27) 3(1) 0

B & 60 (26) 11 (5) 0
el 59 (26) 16 (7) 0
e 58 (25) 3(1) 0

I F BRI S 55 (24) 30 (13) 6 (3)
SRR S OV R A4 53 (23) 6 (3) 0
- PR 50 (22) 703) 1(<1)
FEEO E 0 (EEEMEREL RS 48 (21) 3(1) 0
32 47 (21) 1(<1) 0
ik 42 (18) 15 (7) 0
R ARGE R 41 (18) 0 0
BAUS 39 (17) 1(<1) 0
B 33 (14) 5(2) 0
N 32 (14) 0 0
L] 32 (14) 5(Q) 0
I 31 (14) 9 (4) 0
i R A 31 (14) 1(<1) 0
HIER R 30 (13) 0 0
il-0r3 29 (13) 5(2) 0
R F 29 (13) 1(<1) 0
I2qiINER 27 (12) 8 (4) 0
T 27 (12) 1 (<1) 0
IRINOR 26 (11) 2(<1) 0
Z 9O PEIE 26 (11) 0 0
T 25 (11) 1(<1) 0
Jiti 2% 23 (10) 12 (5) 0
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FERE I RS
AR L72 &30, 63 Bl I FEki 538k 23517 5 VELCADE OREMIE G2 X 5 Hii- 7 &4
FIECEMFMEITRD b2 - (ERERREBRIDESH),

FBIERVE I 1B H T EFZEER D%

EGEE

FIFHFRERIZ I C, VELCADE B 5RED 89%, 7 X%V A XV U EHRED 54% D -EHET 1 14HLL
EOBBEENZD LIz, VELCADE BHHE CHEAAEICRD b - BBEET, B, T,
e, M, ROBRAIRETH -7, Grade 3 O HIGREE L VELCADE # 58T 18%, T XV 4
B U ERET 6% DEETHED LI, Graded ODFIGEEIIMEEE b EN (<1%) Tholz, HE
B2 HBEEIX VELCADE &GHET 9%, TFHAZ Y U ERT 5%@»%-%‘1 1O b,
VELCADE & 58T 6%, T X A XV U EERED 2% D BE N, BIFEEIC L v ikbrz ik Lz,
FINARBRICBNTH, BBEEIIRZHOES TR b, Grade3Xi40)ﬁﬁ%f5 =R
D 21%, BEELREGEEITEED 13%ICRBD bz,

M) B AE

o5 AR RRER M OV T AHFRBRIC W TR H L7z VELCADE 5.2 X % /MR ERE, &5 A
IO (I~11 BE) TI/MIES D L, 10 BB OEREIBFICR—2 T 1 U (&
HBAtART) OfEFE CRIET 5, FHMAHRER CTlX, VELCADE &58£0D 35%, TXH 2% &b
BED 1% D g T/ MRIBAMEDFRS Hi7-, VELCADE # 5-F£ 2317 % Grade 3 @ /M
JEIT 26%, Grade 4 1% 4%, FEEA2M/IIBAEIL 2%, VELCADE OF:5-H 1R 2 i/ M
JEDS 2% DB TR bz, F RIS WO T/ IMRIBAMEL 43% D BEIED S, 0
25 A% IMEBAEIC X 0 R A IR L (MEREDEEIOESR),

Y= —0O/ —

BIAHRBRIZ B W TR M= = — 1 /X3 —NEC I VELCADE # 58D 36%, 7 %% A % %
HHED 9% D HBFH TRD b7, VELCADE & 5-H£I12351F 5 Grade 3 DRI = 2 — a2 /30— 12 7%
DBEFETRD B, Grade 41E<1% Th o 7o, KM= =2 —r /X2 —IT LV 8% DEFE A VELCADE
O¥eE-Zd 1k L7z, =Grade 2 DRMME= 22— /R —RNEHLZ8THIDEED I B, 51%DH
FIIRBLAND 35 » A (Ffl) CTEIEENRD b,
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

VELCADE 3.5 mg powder for solution for injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 3.5 mg bortezomib (as a mannitol boronic ester).
After reconstitution, 1 ml of solution for injection contains 1 mg bortezomib.

For excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for solution for injection.

White to off-white cake or powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

VELCADE is indicated as mono-therapy for the treatment of progressive multiple myeloma in
patients who have received at least 1 prior therapy and who have already undergone or are unsuitable
for bone marrow transplantation.

4.2 Posology and method of administration

Treatment must be initiated and administered under the supervision of a physician qualified and
experienced in the use of chemotherapeutic agents.

Recommended dosage

The recommended starting dose of bortezomib is 1.3 mg/m” body surface area twice weekly for two
weeks (days 1, 4, 8, and 11) followed by a 10-day rest period (days 12-21). This 3-week period is
considered a treatment cycle. At least 72 hours should elapse between consecutive doses of
VELCADE.

It is recommended that patients with a confirmed complete response receive 2 additional cycles of
VELCADE beyond a confirmation. It is also recommended that responding patients who do not
achieve a complete remission receive a total of 8 cycles of VELCADE therapy.

Currently there are limited data concerning retreatment with VELCADE.

Recommended dosage adjustments during treatment and re-initiation of treatment

VELCADE treatment must be withheld at the onset of any Grade 3 non-haematological or any Grade
4 haematological toxicities, excluding neuropathy as discussed below (see also section 4.4). Once the
symptoms of the toxicity have resolved, VELCADE treatment may be re-initiated at a 25% reduced
dose (1.3 mg/m” reduced to 1.0 mg/m?; 1.0 mg/m® reduced to 0.7 mg/m?). If the toxicity is not
resolved or if it recurs at the lowest dose, discontinuation of VELCADE must be considered unless the
benefit of treatment clearly outweighs the risk.




Patients who experience VELCADE related neuropathic pain and/or peripheral neuropathy are to be
managed as presented in Table 1. Patients with pre-existing severe neuropathy may be treated with
VELCADE only after careful risk/benefit assessment.

Table 1: Recommended* dose modifications for VELCADE related neuropathic pain and/or
peripheral sensory neuropathy.

Severity of peripheral neuropathy Modification of dose and regimen

Grade 1 (paraesthesia and/or loss of reflexes) with | No action
no pain or loss of function

Grade 1 with pain or Grade 2 (interfering with Reduce to 1.0 mg/m’
function but no activities of daily living)

Grade 2 with pain or Grade 3 (interfering with Withhold VELCADE treatment until symptoms
activities of daily living) of toxicity have resolved. When toxicity resolves
re-initiate VELCADE treatment and reduce dose
to 0.7 mg/m’ and change treatment schedule to
once per week.

Grade 4 (permanent sensory loss that interferes Discontinue VELCADE
with function)

*Based on dose modifications in phase II & III multiple myeloma studies

Administration

The reconstituted solution is administered as a 3-5 second bolus intravenous injection through a
peripheral or central intravenous catheter followed by a flush with 9 mg/ml (0.9%) sodium chloride
solution for injection.

Paediatric patients
VELCADE has not been studied in children and adolescents. Therefore, it should not be used in the
paediatric age group until further data become available.

Elderly patients
There is no evidence to suggest that dose adjustments are necessary in the elderly (see section 4.8).

Use in patients with impaired renal function

VELCADE has not been formally studied in patients with impaired renal function. Patients with
compromised renal function should be monitored carefully, especially if creatinine clearance is
<30 ml/min and a dose reduction should be considered (see section 4.4 and 4.8).

Use in patients with impaired hepatic function

VELCADE has not been studied in patients with impaired hepatic function. Significant hepatic
impairment may have an impact on the elimination of bortezomib and may increase the likelihood of
drug-drug interactions. Patients with impaired liver function should be treated with extreme caution
and a dose reduction should be considered (see section 4.3 and 4.4).

4.3 Contraindications
Hypersensitivity to bortezomib, boron or to any of the excipients.

Severe hepatic impairment.




4.4 Special warnings and special precautions for use

Gastrointestinal

Gastrointestinal toxicity, including nausea, diarrhoea, vomiting and constipation are very common
with VELCADE treatment. Cases of ileus have been reported, therefore patients who experience
constipation should be closely monitored.

Haematological
VELCADE treatment is very commonly associated with haematological toxicities (thrombocytopenia,

neutropenia and anaemia). The most common haematologic toxicity is transient thrombocytopenia.
Platelets were lowest at Day 11 of each cycle of VELCADE treatment. There was no evidence of
cumulative thrombocytopenia, including in the phase II extension study. The mean platelet count nadir
measured was approximately 40% of baseline. In patients with advanced myeloma the severity of
thrombocytopenia was related to pre-treatment platelet count: for baseline platelet counts <75,000/ul,
90% of 21 patients had a count <25,000/ul during the study, including 14% <10,000/ul; in contrast,
with a baseline platelet count >75,000/ul, only 14% of 309 patients had a count <25x10°/L during the
study. Platelet counts should be monitored prior to each dose of VELCADE. Therapy should be held
when the platelet count is <25,000/ul and re-initiated at a reduced dose after resolution (see section
4.2). Potential benefit of the treatment should be carefully weighed against the risks, particularly in
case of moderate to severe thrombocytopenia and risk factors for bleeding.

Therefore, complete blood counts (CBC) including platelet counts should be frequently monitored
throughout treatment with VELCADE.

Peripheral Neuropathy

Treatment with VELCADE is very commonly associated with peripheral neuropathy, which is
predominantly sensory, although cases of motor neuropathy have been reported. The incidence of
peripheral neuropathy increases early in the treatment and has been observed to peak during cycle 5.

It is recommended that patients be carefully monitored for symptoms of neuropathy such as a burning
sensation, hyperesthesia, hypoesthesia, paraesthesia, discomfort or neuropathic pain. Patients
experiencing new or worsening peripheral neuropathy may require the dose and schedule of
VELCADE to be modified (see section 4.2). Neuropathy has been managed with supportive care and
other therapies. Improvement in, or resolution of, peripheral neuropathy was reported in 51% of
patients with > Grade 2 peripheral neuropathy in phase III and 71% of patients with grade 3 or 4
peripheral neuropathy or peripheral neuropathy leading to discontinuation of treatment in phase II
studies, respectively.

In addition to peripheral neuropathy, there may be a contribution of autonomic neuropathy to some
adverse reactions such as postural hypotension and severe constipation with ileus. Information on
autonomic neuropathy and its contribution to these undesirable effects is limited.

Seizures

Seizures have been uncommonly reported in patients without previous history of seizures or epilepsy.
Special care is required when treating patients with any risk factors for seizures.

Hypotension
VELCADE treatment is commonly associated with orthostatic/postural hypotension. Most

undesirable effects are mild to moderate in nature and are observed throughout treatment. Patients
developing orthostatic hypotension on VELCADE did not have evidence of orthostatic hypotension
prior to treatment with VELCADE. Most patients required treatment for their orthostatic hypotension.
A minority of patients with orthostatic hypotension experienced syncopal events. Orthostatic/postural
hypotension was not acutely related to bolus infusion of VELCADE. The mechanism of this event is
unknown although a component may be due to autonomic neuropathy. Autonomic neuropathy may be
related to bortezomib or bortezomib may aggravate an underlying condition such as diabetic



neuropathy. Caution is advised when treating patients with a history of syncope receiving medicinal
products known to be associated with hypotension; or who are dehydrated due to recurrent diarrhoea
or vomiting. Management of orthostatic/postural hypotension may include adjustment of
antihypertensive medicinal products, rehydration or administration of mineralocorticosteroids and/or
sympathomimetics. Patients should be instructed to seek medical advice if they experience symptoms
of dizziness, light-headedness or fainting spells.

Heart failure

Acute development or exacerbation of congestive heart failure, and/or new onset of decreased left
ventricular ejection fraction has been reported during bortezomib treatment. In a phase 11l randomized,
comparative study the incidence of heart failure in the VELCADE group was similar to that in the
dexamethasone group. Fluid retention may be a predisposing factor for signs and symptoms of heart
failure. Patients with risk factors for or existing heart disease should be closely monitored.

ECG Investigations
There have been isolated cases of QT-interval prolongation in clinical studies, causality has not been
established.

Renal Impairment

The incidence of serious undesirable effects has been shown to increase in patients with mild to
moderate renal impairment compared to patients with normal renal function (see section 4.8). Renal
complications are frequent in patients with multiple myeloma. Such patients should be monitored
closely and dose reduction considered.

Hepatic Impairment
Patients with hepatic impairment should be treated with extreme caution and a dose reduction should
be considered (see sections 4.2 and 4.3).

Hepatic Reactions

Rare cases of acute liver failure have been reported in patients receiving multiple concomitant
medications and with serious underlying medical conditions. Other reported hepatic reactions include
increases in liver enzymes, hyperbilirubinaemia, and hepatitis. Such changes may be reversible upon
discontinuation of bortezomib (see section 4.8).

Tumour lysis syndrome

Because bortezomib is a cytotoxic agent and can rapidly kill malignant plasma cells, the complications
of tumour lysis syndrome may occur. The patients at risk of tumour lysis syndrome are those with
high tumour burden prior to treatment. These patients should be monitored closely and appropriate
precautions taken.

Amyloidosis
The impact of proteasome inhibition by bortezomib on disorders associated with protein accumulation

such as amyloidosis is unknown. Caution is advised in these patients.

Precautions with certain concomitant medicinal products

Patients should be monitored closely when given bortezomib in combination with potent CYP3A4-
inhibitors. Caution should be exercised when bortezomib is combined with CYP3A4- or CYP2C19
substrates (see section 4.5).

Normal liver function should be confirmed and caution should be exercised in patients receiving oral
hypoglycemics (see section 4.5).

Potentially immunocomplex-mediated reactions
Potentially immunocomplex-mediated reactions, such as serum-sickness —type reaction, polyarthritis

with rash and proliferative glomerulonephritis have been reported uncommonly. Bortezomib should be
discontinued if serious reactions occur.



4.5 Interaction with other medicinal products and other forms of interaction

No formal drug-drug interaction studies have been conducted with bortezomib. In vitro studies
indicate that bortezomib is a weak inhibitor of the 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.

Patients should be monitored closely when given bortezomib in combination with potent CYP3A4-
inhibitors (e.g. ketoconazole, ritonavir), CYP2C19-inhibitors (fluoxetine) or CYP3A4-inducers (e.g.
rifampicin). Caution should be exercised when bortezomib is combined with CYP3A4- or CYP2C19
substrates (see section 4.4).

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 antidiabetics.

4.6 Pregnancy and lactation

For VELCADE no clinical data on exposed pregnancies are available. The teratogenic potential of
bortezomib has not been fully investigated.

In non-clinical studies, bortezomib had no effects on embryonal foetal development in rats and rabbits
at the highest maternally tolerated dosages. Animal studies were not conducted to determine the
parturition and post-natal development (see section 5.3)

Males and females of childbearing capacity should use effective contraceptive measures during
treatment and for 3 months following VELCADE therapy. If VELCADE is used during pregnancy, or
if the patient becomes pregnant while receiving this medicinal product, the patient needs to be
informed of potential for hazards to the foetus.

It is not known whether VELCADE is excreted in human milk. Because of the potential for serious
undesirable effects in breast-fed infants from VELCADE, women are advised against breast feeding
while receiving VELCADE.

4.7 Effects on ability to drive and use machines

VELCADE may have a moderate influence on the ability to drive and use machines. VELCADE may
be associated with fatigue, dizziness, syncope, orthostatic/postural hypotension or blurred vision.
Therefore, patients must be cautious when operating machinery, or when driving (see section 4.8).

4.8 Undesirable effects

The following undesirable effects were considered to have at least a possible or probable causal
relationship to VELCADE by the investigators during the conduct of 5 non-comparative Phase I1
studies and 1 comparative phase III trial VELCADE vs dexamethasone in 663 patients with relapsed
or refractory multiple myeloma, of whom 331 received VELCADE as single agent. The safety
database comprises data from patients with multiple myeloma or B-cell lymphocytic leukemia (CLL).
Patients were treated with VELCADE as a single agent, or in combination with dexamethasone.

ADRs are listed below by system organ class and frequency. Frequencies are defined as: Very
common (>1/10); common (>1/100, <1/10); uncommon (>1/1,000, <1/100); rare (>1/10,000,
<1/1,000); very rare (<1/10,000), including isolated reports.



Infections and infestations

Common: herpes zoster, pneumonia, bronchitis, sinusitis, nasopharyngitis, herpes simplex.

Uncommon: candidal infection, gastroenteritis, upper and lower respiratory tract infection,
infection, influenza, fungal infection, sepsis, urinary tract infection, catheter related
infection, haemophilus infection, pneumonia pneumococcal, post herpetic neuralgia,
bacteraemia, blepharitis, bronchopneumonia, cytomegalovirus infection, infectious
mononucleosis, varicella, oral candidiasis, pleural infection.

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Uncommon: tumour lysis syndrome (see section 4.4).

Blood and lymphatic system disorders (see section 4.4)

Very Common: thrombocytopenia, anaemia, neutropenia.

Common: leukopenia, lymphopenia.

Uncommon: lymphadenopathy, febrile neutropenia , pancytopenia, haemolytic anaemia,
thrombocytopenic purpura.

Immune system disorders
Uncommon: hypersensitivity, immunocomplex mediated hypersensitivity.

Metabolism and nutrition disorders

Very Common: appetite decreased.

Common: dehydration, hyperglycaemia, hypokalaemia.

Uncommon: hypercalcaemia, hyperkalaemia, hyperuricaemia, hyponatraemia, hypernatraemia,
hypocalcaemia, hypomagnesaemia, hypophosphataemia, hypoglycaemia, appetite
increased, cachexia, vitamin B12 deficiency.

Endocrine disorders
Uncommon: Inappropriate antidiuretic hormone (ADH) secretion.

Psychiatric disorders

Common: insomnia, anxiety, confusion, depression.

Uncommon: agitation, delirium, restlessness, mood swings, mental status changes, sleep
disorder, irritability, hallucinations, abnormal dreams.

Nervous system disorders(see sections 4.4 and 4.7)

Very Common: peripheral neuropathy, peripheral sensory neuropathy (see section 4.4), headache,
paraesthesia.

Common: dizziness (excluding vertigo), dysgeusia, peripheral neuropathy aggravated,
polyneuropathy, dysaesthesia, hypoaesthesia, tremor.

Uncommon: convulsions (see section 4.4), syncope, disturbance in attention, increased activity,
ageusia, somnolence, migraine, peripheral motor neuropathy, jerky movements,
dizziness postural, sciatica, cognitive disorder, mononeuropathy, paresis, restless
leg syndrome, speech disorder, intracranial haemorrhage, paraplegia, subarachnoid

haemorrhage.

Eye disorders

Common: vision blurred (see section 4.7), eye pain.

Uncommon: dry eye, conjunctivitis, eye discharge, vision abnormal, eye haemorrhage,
photophobia, eye irritation, lacrimation increased, conjunctival hyperaemia, eye
swelling.

Ear and labyrinth disorders
Common: vertigo.
Uncommon: tinnitus, deafness, hypoacusis, hearing impaired.
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Cardiac disorders

Uncommon: Development or exacerbation of congestive heart failure (see section 4.4), cardiac
failure, ventricular hypokinesia, pulmonary oedema and acute pulmonary oedema,
cardiac arrest, cardiogenic shock, tachycardia, sinus tachycardia, supraventricular
tachycardia, arrhythmia, atrial fibrillation, palpitations, sinus arrest, atrioventricular
block complete, angina pectoris, angina unstable, myocardial infarction.

Rare: New onset of decreased left ventricular ejection fraction.

Vascular disorders

Common: hypotension, orthostatic and postural hypotension (see sections 4.4 and 4.7),
phlebitis, haematoma, hypertension.
Uncommon: flushing, petechiae, hot flushes, ecchymosis, purpura, cerebral hemorrhage,

vasculitis, vein discolouration, vein distended, wound hemorrhage, pulmonary
hypertension, cerebrovascular accident.

Respiratory, thoracic and mediastinal disorders

Very Common: dyspnoea.

Common: epistaxis, dyspnoea exertional, cough, rhinorrhoea.

Uncommon: nasal congestion, wheezing, pleural effusion, hoarseness, chest wall pain, hypoxia,
pulmonary congestion, rhinitis, asthma, hyperventilation, orthopnoea, sinus pain,
throat tightness, productive cough, respiratory alkalosis, respiratory arrest,
tachypnoea.

Gastrointestinal disorders (see section 4.4)

Very Common: nausea, diarrhoea, vomiting, constipation.

Common: abdominal pain, dyspepsia, loose stools, abdominal pain upper, flatulence,
abdominal distension, hiccups, mouth ulceration, pharyngolaryngeal pain,
stomatitis, dry mouth.

Uncommon: ileus paralytic, abdominal discomfort, eructation, gastrointestinal motility disorder,
oral pain, retching, antibiotic associated colitis, change in bowel habit, diarrhoea
haemorrhagic, gastrointestinal haemorrhage, spleen pain, colitis, dysphagia,
oesophagitis, gastritis, gastro-oesophageal reflux disease, gastrointestinal pain,
gingival bleeding, gingival pain, haematemesis, hiatus hernia, irritable bowel
syndrome, oral mucosal petechiae, rectal haemorrhage, salivary hypersecretion,
tongue coated, tongue discolouration, enteritis, faecal impaction, acute pancreatitis.

Hepatobiliary disorders (see section 4.4)
Uncommon: hyperbilirubinaemia, hepatitis, hepatic haemorrhage ,hypoproteinaemia.

Skin and subcutaneous tissue disorders
Very Common: rash.

Common: pruritus, erythema, periorbital oedema, urticaria, rash pruritic, sweating increased,
dry skin, eczema.
Uncommon: night sweats, rash erythematous, alopecia, contusion, pruritus generalised, rash

macular, rash papular, skin nodule, rash generalized, dermatitis, eyelid oedema, nail
disorder, photosensitivity reaction, skin discolouration, dermatitis atopic, hair
texture abnormal, heat rash, psoriasis, vasculitic rash, face oedema, pressure sore,
ichthyosis.

Musculoskeletal and connective tissue disorders

Very Common: myalgia.

Common: pain in limb, muscle cramps, arthralgia, bone pain, peripheral swelling, muscle
weakness, back pain, musculoskeletal pain.
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Uncommon: joint stiffness, buttock pain, joint swelling, muscle spasms, muscle twitching or
sensation of heaviness, muscle stiffness, swelling, pain in jaw.

Renal and urinary disorders

Common: renal impairment, dysuria.

Uncommon: renal failure acute, renal colic, haematuria, proteinuria, urinary frequency, difficulty
in micturition, renal failure, oliguria, urinary retention, loin pain, urinary
incontinence, micturition urgency.

General disorders and administration site conditions
Very Common: fatigue (see section 4.7), pyrexia.

Common: weakness, rigors, malaise, influenza like illness, oedema peripheral, pain, lethargy,
oedema, chest pain, asthenia.
Uncommon: fall, mucosal inflammation, feeling cold, chest pressure sensation, injection site

phlebitis, mucosal haemorrhage, tenderness, injection site erythema, neuralgia, chest
discomfort, groin pain, chest tightness, extravasation inflammation.

Investigations
Common: weight decreased, blood lactate dehydrogenase increased.

Uncommon: alanine aminotransferase increased, aspartate aminotransferase increased, blood
alkaline phosphatase increased, blood creatinine increased, blood urea increased,
gamma-glutamyltransferase increased, blood amylase increased, blood bilirubin
increased, blood phosphate decreased, liver function tests abnormal, red blood cell
count decreased, weight increased, white blood cell count decreased, blood
bicarbonate decreased, heart rate irregular, C-reactive protein increased.

Injury, poisoning and procedural complications

Uncommon: catheter related complications, post procedural pain, post procedural haemorrhage,
burns.

Reproductive system and breast disorders
Uncommon: testicular pain, erectile dysfunction.

Potentially immunocomplex-mediated reactions (see section 4.4)
Potentially immunocomplex-mediated reactions, such as serum-sickness —type reaction, polyarthritis
with rash and proliferative glomerulonephritis have been reported uncommonly.

Post Marketing Experience

Clinically significant adverse reactions are listed if they have been reported during post approval use
of VELCADE and have not been reported in clinical trials:

Uncommon: cardiac tamponade, ischemic colitis, encephalopathy.

Rare: Liver failure




4.9 Overdose

In patients, overdosage more than twice the recommended dose has been associated with the acute
onset of symptomatic hypotension and thrombocytopenia with fatal outcomes. (Refer to section 5.3
for preclinical cardiovascular safety pharmacology studies).

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 Sections 4.2 and
4.4).

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agent
ATC code: LO1XX32

Bortezomib is a proteasome inhibitor. It is specifically designed to inhibit the chymotrypsin-like
activity of the 26S proteasome in mammalian cells. The 26S proteasome is a large protein complex
that degrades ubiquitinated proteins. The ubiquitin-proteasome pathway plays an essential role in
orchestrating the turnover of specific proteins, thereby maintaining homeostasis within cells.
Inhibition of the 26S proteasome prevents this targeted proteolysis and affects multiple signalling
cascades within the cell, ultimately resulting in cancer cell death.

Bortezomib is highly selective for the proteasome. At 10 uM concentrations, bortezomib does not
inhibit any of a wide variety of receptors and proteases screened and is more than 1500-fold more
selective for the proteasome than for its next preferable enzyme. The kinetics of proteasome inhibition
were evaluated in vitro, and bortezomib was shown to dissociate from the proteasome with a t,, of 20
minutes, thus demonstrating that proteasome inhibition by bortezomib is reversible.

Bortezomib mediated proteasome inhibition affects cancer cells in a number of ways, including, but
not limited to, altering regulatory proteins, which control cell cycle progression and Nuclear Factor
kappa B (NF-kB) activation. Inhibition of the proteasome results in cell cycle arrest and apoptosis.
NF-kB is a transcription factor whose activation is required for many aspects of tumourogenesis,
including cell growth and survival, angiogenesis, cell:cell interactions, and metastasis. In myeloma,
bortezomib affects the ability of myeloma cells to interact with the bone marrow microenvironment.

Experiments have demonstrated that bortezomib is cytotoxic to a variety of cancer cell types and that
cancer cells are more sensitive to the proapoptotic effects of proteasome inhibition than normal cells.
Bortezomib causes reduction of tumour growth in vivo in many preclinical tumour models, including
multiple myeloma.

Clinical Trials

The safety and efficacy of VELCADE were evaluated in 2 studies at the recommended dose of 1.3
mg/m’: a phase III randomized, comparative study, versus Dexamethasone (Dex), of 669 patients with
relapsed or refractory multiple myeloma who had received 1-3 prior lines of therapy, and a phase II
single-arm study of 202 patients with relapsed and refractory multiple myeloma, who had received at
least 2 prior lines of treatment and who were progressing on their most recent treatment. (See Tables 2,
3 and 4).
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Table 2: Dosing regimens in Phase II and Phase III studies

Phase/arm | Drug Schedule Dose Regimen
II VELCADE: Day 1,4,8,11, (rest 1.3 mg/m* (IV bolus) Q3 weeks x 8cycles
Day 12-21) (extension**)
111 VELCADE* 1.3 mg/m* (IV bolus)
a) Days 1,4,8,11, (Rest Day 12- a) Q3weeks x 8, then
21) b) Q5 weeks x 3
b) Days 1,8,15,22
11 DEXAMETHASONE 40 mg (PO)
a) Days 1-4, 9-12, 17-20 a) Q5 week x 4
b)Days 14 b) Q4 week x 5
II Add DEXAMETHASONE*** 20 mg (PO) Q3 weeks
(Days 1,2,4,5,8,9,
11,12)

* a) is the initial treatment, a) and b) represent a full course of treatment

**An extension study authorised patients benefiting from treatment to continue receiving VELCADE

**% If after 2 or 4 cycles of VELCADE, the patients had progressive disease or stable disease,
respectively, they could receive dexamethasone

Table 3: Patient characteristics in Phase II and Phase III studies

Phase 11 Phase 111 Phase 111

VELCADE VELCADE Dex
Pt Number, ITT analysis 202 333 336
Male % 60 56 60
Median age, yrs (range) 59 (34-84) 61 (33-84) 61 (27-86)
Caucasian 81 90 % 88 %
Karnofsky PS >80% 80 87% 84 %
Platelets <75°000/ul 21 % 6 % 4%
Hemoglobin < 100g/1 44 % 32% 28 %
Median Creatinine Clearance, ml/min 74 73.3 73.3
(range) (14-221) (15.6-170.7) | (15.3-261.1)
Myeloma IgG 60 % 60 % 59%
Myeloma IgA 24 % 23 % 24%
Myeloma light chain 14 % 12 % 13 %
Median duration since diagnosis (yrs) | 4.0 3.5 3.1
Chromosome 13 abnormalities 15% 25.7% 25.0%
Med. B2 pglobulin (mg/L) 3.5 3.7 3.6
Median number prior treatment lines* | 6 (2-15) 2(1-7) 2 (1-8)
(range)
1 prior line 0 N=132(40%) | N=119 (35%)
> 1 prior line N=186 N= 194 (65%)

(60%)

*Including steroids, alkylating agents, anthracyclines, thalidomide and stem cell transplants

Table 4: Patient exposure to treatment with VELCADE during phase 2 and 3 studies

Phase 11 Phase III Phase 11

VELCADE VELCADE Dex
Received at least 1 dose N=202 N=331 N= 332
Completed 4 cycles 69%
a) all initial cycles (number) 27% (8 cycles) 29 % (8 cycles) 36 % (4 cycles)
b) full course (number) NA 9% (11 cycles) 5% (9 cycles)
¢) extension * N= 63 pts (median | NA NA

7 cycles) or total

median 14 cycles
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| (range 7-32) \ \

*Patients could continue on treatment after completing 8 cycles, in case of benefit
NA = not applicable

In the phase III study, treatment with VELCADE led to a significantly longer time to progression, a
significantly prolonged survival and a significantly higher response rate, compared to treatment with
dexamethasone (see Table 5), in all patients as well as in patients who have received 1 prior line of
therapy. As a result of a preplanned interim analysis, the Dexamethasone arm was halted at the
recommendation of the data monitoring committee and all patients randomised to dexamethasone were
then offered VELCADE, regardless of disease status. Due to this early crossover, the median duration
of follow-up for surviving patients is 8.3 months. Both in patients who were refractory to their last
prior therapy and those who were not refractory, overall survival was significantly longer and response
rate was significantly higher on the VELCADE arm.

Of the 669 patients enrolled, 245 (37%) were 65 years of age or older. Response parameters as well as
TTP remained significantly better for VELCADE independently of age. Regardless of 32-
microglobulin levels at baseline, all efficacy parameters (time to progression and overall survival, as

well as response rate) were significantly improved on the VELCADE arm.

In the refractory population of the Phase II study, responses were determined by an independent
review committee and the response criteria were those of the European Bone Marrow Transplant
Group. The median survival of all patients enrolled was 17 months (range <1 to 36+ months). This
survival was greater than the six-to-nine month median survival anticipated by consultant clinical
investigators for a similar patient population. By multivariate analysis, the response rate was
independent of myeloma type, performance status, chromosome 13 deletion status, or the number, or
type of previous therapies; patients who had received 2 to 3 prior therapeutic regimens had a response
rate of 32% (10/32) and patients who received greater than 7 prior therapeutic regimens had a response

rate of 31% (21/67).
Table S: Summary of Disease Outcomes from the Phase III and Phase II studies
Phase 111 Phase 111 Phase 111 Phase 11
- : - - > ot
All Patients 1 Prior Line of >1 Prior Line of _.2 prior
Therapy Therapy lines
Time related VELCA lzex VELCAD lzex VELCA Dex VELCA
events DE N=336 | E N=119 DE N=217" DE
— N=333 N=132 N=200 N=202"
b d b )
TTP, days 189" 106 212¢ 169 148 87 210
[95% CI] ras.2117| B8 | iss, 267y | 105 | L2934, [154,
’ 128] ’ 191] 192] 107] 281]
d
1 year survival, % | 809 660 | 89¢ : 672283 73 62 6
[95% CI] [74,85] | [59,72] | [82,95] ]’ [64,82] | [53,71]
VELCA | Dex VELCAD Dex VELCA Dex VELCA
Best Response (%) | DE N=312 | E N=110 DE N=202 DE
N=315° ¢ N=128 N=187 N=193
CR 20 (6)° 2 (b<1) 8(6) 2(2) 12 (6) 0 (0) (4)**
CR +nCR 41 (13)° | 52)° 16 (13) 4(4) 25 (13) 1(<1) (10)**
CR+nCR+PR | 121 (38)° >6 El 1 s7 (45)¢ (2269) ¢ | 64(34)° 27b(13) (27)**
CR +nCR+ 108 45 sk
PRAMR 146 (46) (35) 66 (52) @41 80 (43) | 63 (31) (3%
Median duration 169 189 126 %
Days (months) 242 (8.0) (5.6) 246 (8.1) (6.2) 238 (7.8) @.1) 385
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TIME TO
RESPONSE 43 43 44 46 4] 27 38%*

CR + PR (days)

*Intent to Treat (ITT) population

® p-value from the stratified log-rank test; analysis by line of therapy excludes stratification for
therapeutic history; p<0.0001

“Response population includes patients who had measurable disease at baseline and received at least 1
dose of study drug.

4 p-value from the Cochran-Mantel-Haenszel chi-square test adjusted for the stratification factors;
analysis by line of therapy excludes stratification for therapeutic history

*CR+PR+MR **CR=CR, (IF-); n"CR=CR (IF+)

NA = not applicable, NE = not estimated

In the phase II study, patients who did not obtain an optimal response to therapy with VELCADE
alone were able to receive high-dose dexamethasone in conjunction with VELCADE (see Table 2).
The protocol allowed patients to receive dexamethasone if they had had a less than optimal response to
VELCADE alone. A total of 74 evaluable patients were administered dexamethasone in combination
with VELCADE. Eighteen percent of patients achieved, or had an improved response (MR (11%) or
PR (7%)) with combination treatment.

5.2 Pharmacokinetic properties

After single intravenous dose administration, plasma concentrations of bortezomib decline in a
biphasic manner characterized by a rapid distribution phase followed by a longer terminal elimination
phase. The rapid distribution period has a half-life of less than 10 minutes. In humans, the terminal
elimination of bortezomib has an estimated half-life ranging from 5 to 15 hours. Exposure to
bortezomib appears to be dose-dependent over the dose range of 1.45 to 2.0 mg/m’, with dose-
proportional increases observed from 1.0 to 1.3 mg/m”.

In a group of patients with solid tumours (n=17), treated with both bortezomib and gemcitabine, the
mean terminal elimination of bortezomib after the first dose (1.0 mg/m?) was 5.45 hours and the mean
AUCq,4 was 30.1 hr x ng/ml.

Following multiple doses of bortezomib, a decrease in clearance is observed resulting in a
corresponding increase in terminal elimination half-life and AUC. Repeated dosing does not have an
effect on the initial distribution kinetics of bortezomib, so no changes in estimated C,x or the
distribution half-life are observed. In the patients with solid tumours, the mean terminal elimination
half-life increased from 5.45 to 19.7 hours, and the AUC.4 increased from 30.1 hr¥*ng/mL to 54.0
hr*ng/mL after the first and third doses of the first cycle, respectively. Similar findings have also been
observed in nonclinical studies in rats and cynomolgus monkeys.

Over a bortezomib concentration range of 0.01 to 1.0 pg/ml, the in vitro protein binding averaged
82.9% in human plasma. The percent of bortezomib bound to plasma proteins was not concentration
dependent.

The elimination pathways of bortezomib have not been evaluated in vivo. In vitro, CYP3A4 and
CYP2C19 are quantitatively the major enzymes responsible for the metabolism of bortezomib. Only a
small amount of parent compound has been recovered in urine while no intact bortezomib has been
recovered in bile or faeces.

Formal studies in patients with severely impaired renal and hepatic functions have not been conducted
to date; consequently caution is recommended when administering bortezomib to these classes of
patients (see 4.4). In the absence of data VELCADE is contraindicated in patients with severe liver
impairment (see 4.3).
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5.3 Preclinical safety data

Bortezomib was positive for clastogenic activity (structural chromosomal aberrations) in the in vitro
chromosomal aberration assay using Chinese hamster ovary cells at concentrations as low as 3.125

pg/ml, which was the lowest concentration evaluated. Bortezomib was not genotoxic when tested in
the in vitro mutagenicity assay (Ames assay) and iz vivo micronucleus assay in mice.

Developmental toxicity studies in the rat and rabbit have shown embryo-fetal lethality at maternally
toxic dosages, but no direct embryo-foetal toxicity below maternally toxic dosages. Fertility studies
were not performed but evaluation of reproductive tissues has been performed in the general toxicity
studies. In the 6-month rat study, degenerative effects in both the testes and the ovary have been
observed. It is, therefore, likely that bortezomib could have a potential effect on either male or female
fertility. Peri- and postnatal development studies were not conducted.

In multi-cycle general toxicity studies conducted in the rat and monkey the principal target organs
included the gastrointestinal tract resulting in vomiting and/or diarrhea, hematopoietic and lymphatic
tissues resulting in peripheral blood cytopenias and lymphoid tissue atrophy and hematopoietic bone
marrow hypocellularity, peripheral neuropathy (observed in monkeys, mice and dogs) involving
sensory nerve axons, and mild changes in the kidneys. All these target organs have shown partial to
full recovery following discontinuation of treatment.

Based on animal studies, the penetration of bortezomib through the blood-brain barrier appears to be
limited, if any and the relevance to humans is unknown.

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

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mannitol (E 421).
Nitrogen.

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
6.6.

6.3  Shelf life

2 years

Reconstituted solution: 8 hours

6.4 Special precautions for storage

Do not store above 30°C. Keep the container in the outer carton in order to protect from light.

The reconstituted solution should be used immediately after preparation. If the reconstituted solution is
not used immediately, in-use storage times and conditions prior to use are the responsibility of the
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user. However, the chemical and physical in-use stability of the reconstituted solution has been
demonstrated for 8 hours at 25 °C stored in the original vial and/or a syringe prior to administration,
with a maximum of 8 hours in the syringe.

6.5 Nature and contents of container

10 ml, type 1, glass vial with a grey bromobutyl stopper and an aluminium seal.

The vial is contained in a transparent blister pack consisting of a tray with a lid.

1 vial contains 38.5 mg powder for solution for injection.

VELCADE is available in cartons containing 1 single-use vial.

6.6 Instructions for use, handling and disposal

For single use only.

VELCADE is a cytotoxic agent. Therefore, as with other potentially toxic compounds, caution should
be used during handling and preparation. Use of gloves and other protective clothing to prevent skin

contact is recommended.

ASEPTIC TECHNIQUE MUST BE STRICTLY OBSERVED THROUGHOUT HANDLING OF
VELCADE SINCE NO PRESERVATIVE IS PRESENT.

VELCADE is provided as a lyophilised powder in the form of a mannitol boronic ester. When
reconstituted, the mannitol ester is in equilibrium with its hydrolysis product, the monomeric boronic
acid.

When reconstituted, each vial of VELCADE 3.5 mg yields a solution with a concentration of 1 mg/ml.
Each vial must be reconstituted with 3.5 ml of 9 mg/ml (0.9%) sodium chloride for injection.
Dissolution is completed in less than 2 minutes. The reconstituted solution is clear and colourless,
with a final pH of 4 to 7. The reconstituted solution must be inspected visually for particulate matter
and discolouration prior to administration. If any discolouration or particulate matter is observed, the
reconstituted product must be discarded.

Procedure for proper disposal
Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/274/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

26/04/2004
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A. MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer responsible for batch release

Janssen Pharmaceutica N.V.,
Turnhoutseweg 30,

B-2340 Beerse,

Belgium

B. CONDITIONS OF THE MARKETING AUTHORISATION

e CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to restricted medical prescription (See Annex I: Summary of Product
Characteristics, 4.2).

e OTHER CONDITIONS
The holder of this marketing authorisation must inform the European Commission about the marketing

plans for the medicinal product authorised by this decision.

C. SPECIFIC OBLIGATIONS TO BE FULFILLED BY THE MARKETING
AUTHORISATION HOLDER

The Marketing Authorisation Holder shall complete the following programme of studies within the
specified time frame, the results of which shall form the basis of the annual reassessment of the

benefit/risk profile.
Area Description Date due
Clinical As an adjunct to the population PK study nested in To be reviewed

ongoing Phase I1I trial, the applicant will conduct a annually
cllnlf:gl PK study in 24 patients with multiple myeloma Multi-dose PK/PD
receiving bortezomib at the doses of 1.0 and 1.3mg/m2, stud
twice a week for two weeks followed by a rest period. uay
Final study report
The aim of this study is to investigate: expected by 31
December 2005

bortezomib PK after single and multiple dose treatment;

the mechanisms behind the observed changes in the PK
parameters after repeated dosing;

any clinically plausible intrinsic factors that may explain
and reduce variability;

the relationship between body weight/body surface
area/lean body weight) and PK parameters since dosing
regimen is based on BSA;

Renal impairment
study

Final study report
expected by 31
December 2006

Liver impairment
study
Final study report

the concentration-proteasome inhibition relationship expected by 31
using PK/PD-modelling; December 2008
CYP3A4 inhibitor
study
Final study report
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expected by 30 June
2006

CYP2C19 inhibitor
study
Final study report
expected by 4Q 2006
Clinical The applicant will carry out a separate study to look into | To be reviewed
the possibility of autonomic neuropathy. annually
Final study report
expected by 31 Dec
2005
Clinical The applicant will present the results from the planned To be reviewed
phase 1/2 clinical trial (protocol under review at NCI) annually
aimed at ruli.ng out the possibilit.y that secondary to Final study report
proteasome inhibition bortezomib treatment may expected by 4Q 2008
increase the risk of amyloidosis and/or may have an
adverse impact on its progression and organ
manifestations. If this trial will not start or otherwise fail
to address the relevant issues, the applicant commits to
re-discuss and agree with CPMP the possibility to
conduct a randomised controlled trial (or agreed
alternative design) in patients with amyloidosis.
Pharmacovigilance The applicant will adopt a pharmacovigilance plan 3rd PSUR.
covering the major safety concerns identified by the
CPMP, namely amyloidosis, cardiovascular,
neurological, psychiatric and immunological reactions
and tumor lysis syndrome. The pharmacovigilance plan
will be in place before commercial launch.
Pharmacovigilance An additional retrospective observational study to 1Q 2006

estimate background rates for certain events in multiple
myeloma patients.
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ANNEX ITI

LABELLING AND PACKAGE LEAFLET

20



A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING OR, WHERE THERE IS NO
OUTER PACKAGING, ON THE IMMEDIATE PACKAGING

{OUTER CARTON}

‘ 1. NAME OF THE MEDICINAL PRODUCT

VELCADE 3.5 mg
powder for solution for injection
bortezomib

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 3.5 mg bortezomib (as a mannitol boronic ester).
After reconstitution, 1 ml of solution for injection contains 1 mg bortezomib

‘ 3. LIST OF EXCIPIENTS

Mannitol (E 421)
Nitrogen

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

1 vial

‘ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use. For single use only. Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP {(IMM/YYYY}
Reconstituted solution: 8 hours

‘ 9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
Keep the container in the outer carton in order to protect from light.
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Reconstituted solution: Do not store above 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

CYTOTOXIC. Any unused product or waste material should be disposed of in accordance with local
requirements.

‘ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse
Belgium

‘ 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/274/001

\ 13. MANUFACTURER’S BATCH NUMBER

Lot {number}

\ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

\ 15. INSTRUCTIONS ON USE
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

{GLASS VIAL}

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

VELCADE 3.5 mg
powder for solution for injection
bortezomib

Intravenous use.

‘ 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

| 3. EXPIRY DATE

EXP {MM/YYYY}

| 4. BATCH NUMBER

Lot {number}

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

3.5mg
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET

VELCADE 3.5 mg powder for solution for injection
bortezomib

Information for patients

Read all of this leaflet carefully before a doctor gives this medicine to you.
e Keep this leaflet. You may need to read it again.
e Ifyou have further questions, please ask your doctor or pharmacist.

List of Contents: Page

What VELCADE is and what it is used for................... no.
Before you are given VELCADE...............c.ooiiinn, no.
How VELCADE is given to yoU.........cccoiiiiiiieiinnian, no.
Possible side effects...........coooviiiiiiiiii no.
Storing VELCADE........coooiiiiiiiiiceee e, no.
Information for medical and healthcare professionals...... no.
Further information.................cooooiiiiiiii no.

VELCADE 3.5 mg powder for solution for injection
bortezomib

e The active substance is bortezomib. Each vial contains 3.5 mg (as a mannitol boronic ester).

e VELCADE will be dissolved in a sterile, sodium chloride (salt) solution. After reconstitution, 1 ml
of solution for injection contains 1 mg bortezomib.

e The other ingredients of VELCADE are mannitol (E 421) and nitrogen.

e The powder for solution for injection is supplied in glass vials. Each vial contains 38.5mg powder.
Each pack contains 1 vial.

Marketing Authorisation Holder:
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse
Belgium

Manufacturer:
Janssen Pharmaceutica N.V., Turnhoutseweg 30, B-2340 Beerse, Belgium
WHAT VELCADE IS AND WHAT IT IS USED FOR

VELCADE belongs to a group of medicines called cyfotoxic medicinal products. These are used to kill
cancer cells.

VELCADE is used for the treatment of adults with cancer of the bone marrow (multiple myeloma). It
is prescribed for patients who have received at least one prior treatment and whose disease is

worsening on their last treatment. VELCADE should be used for patients who have already undergone
or who cannot undergo bone marrow transplantation.

BEFORE YOU ARE GIVEN VELCADE
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Y our doctor will examine you and take your medical history. You have to give blood samples before
and during your treatment with VELCADE.

You must not receive VELCADE:
e if you are allergic (hypersensitive) to the active substance or to any of the other ingredients of
VELCADE.
e if you have severe liver problems.

Check if any of the points in this list applies to you. Inform your doctor or nurse:
e if you have a low level of red blood cells, platelets, or white blood cells, as these conditions
may become worse during treatment with VELCADE.
e if you are suffering from diarrhoea, constipation, nauseas or vomiting, as this may become
worse during VELCADE treatment.
if you have a history of fainting, dizziness or lightheadedness.
if you have any problems with your kidneys.
if you have any problems at all with your liver.
if you have had any problems in the past with numbness, tingling, or pain in the hands or feet
(neuropathy). This effect may become worse during VELCADE treatment.
if you have had any bleeding problems
e if you have any problems with your heart or with your blood pressure.
e if you have been diagnosed in the past with a condition called amyloidosis.

VELCADE has not been studied in children or adolescents.

Using other medicines
Inform your doctor, medical health personnel or pharmacist about all medicines you are taking,
whether prescribed for you or bought without a prescription.

Contraception
Both men and women must ensure that contraceptive precautions are taken whilst receiving
VELCADE, and for 3 months after treatment.

Pregnancy
It is advised that you are not given VELCADE if you are pregnant. You must make sure that you do
not become pregnant while receiving VELCADE, but if you do, inform your doctor immediately.

Breast-feeding

It is advised that you do not breast feed while you are receiving VELCADE. If you wish to restart
breast-feeding after your VELCADE treatment, you must discuss this with your doctor or nurse, who
will tell you when it is safe to do so.

Driving and using machines

VELCADE might cause low blood pressure that may lead to tiredness, dizziness, fainting, or blurred
vision. Do not drive or operate any dangerous tools or machines if you experience such side effects.
Even if you have not felt these effects, you must still be cautious.

HOW VELCADE IS GIVEN TO YOU

Your treatment with VELCADE will take place in a specialised medical unit, under the supervision of
a doctor experienced in the use of cytotoxic medicinal products.

The powder for solution will be dissolved 9 mg/ml (0.9%) sodium chloride (salt) for injection. The
reconstituted solution is injected into a vein.
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The dose will be calculated from your height and weight. The usual starting dosage is 1.3 milligrams
per square meter body surface area. The injection will take 3 to 5 seconds, and the injection syringe
will then be rinsed through with a small quantity of sterile, sodium chloride (salt) solution.

Frequency of treatment
One cycle of treatment with VELCADE consists of a total of 4 doses and will be given over 3 weeks.
Doses are given on days 1, 4, 8 and 11, followed by a 10-day break from the treatment.

Your doctor may change the dosage during the treatment, and will decide the total number of cycles
that you need. It all depends on your response to the treatment.

One VELCADE cycle:

week 1:
day 17 day 4

. 1 1 . l 1 ]
woak 2:
day 8 day 11
@ I @ L
week 3

" Day 1 is the day that a doctlor gives you
the first injection of a VELCADE cycle.

POSSIBLE SIDE EFFECTS

Like all medicines, VELCADE can have side effects. If you experience any of the following, inform
your doctor or nurse as soon as possible. Some of these effects may be serious. However, there might be
ways to reduce the discomfort of these effects.

e sensitivity, numbness, tingling or burning sensation of the skin, or pain in the hands or feet.

e sudden fall of blood pressure on standing which may lead to fainting.

e you may experience bleeding from your bowels or stomach, bleeding in the brain, bleeding
from the liver or bleeding from mucose membranes e.g. mouth.

e Palpitations (sensation of rapid or irregular heart beat), changes in heart beat, heart failure,
heart attack, chest pain, chest discomfort or decreased ability of the heart to work.

e headache, loss of attention, depression which may be severe, confusion, restlessness or
agitation, seizures, paralysis or you may notice changes in your mental status.

e changes in the number of red or white blood cells.

e feeling sick in the stomach or vomiting.

e diarrhoea or bloody stools. If this happens, it is important to drink more water than usual. Your
doctor may give you another medicine to control diarrhoea while you are receiving VELCADE.

e constipation with or without bloating, or dehydration.

e Dbreathing becomes shallow, difficult or stops.

e general ill feeling, overtiredness, tiredness, dizziness, light headedness, or a feeling of
weakness.

e you may be more prone to infections or flu like symptoms.

e you may be more prone to bruising, or bleeding without obvious injury.

e nose bleeds.

e fever, difficulty in breathing, shivering fits, chest pains or coughing with phlegm.

e shortness of breath with or without taking exercise, wheezing.

e loss of appetite, and/or weight, loss of taste, weight increase.
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swelling (around the eyes or in the ankles, wrists, arms, legs or face).
heart burn , bloating, belching, retching, wind or stomach pain.

a sore mouth or lip, mouth pain, dry mouth, mouth ulcers or throat pain.
difficulty in sleeping, sweating, anxiety or mood swings.

different types of rash and/or itching, lumps on the skin or dry skin.
redness of the skin or redness and pain at the injection site.

joint or muscle stiffness

bottom.
e producing much more urine than usual or producing much less urine than usual (kidney
damage), painful passing of urine or blood/proteins in the urine.

muscle cramps, muscle spasms or twitching, muscle or bone pain, pain in your limbs, back or

e Dblurred vision, irritated eyes, excessively wet or dry eyes, discharge from the eyes, abnormal

vision, eye infections, bleeding of the eye or sensitivity to light.
e yellow discolouration of eyes and skin (jaundice).
e changes in calcium, sodium, magnesium, potassium and phosphates in your blood.
e too much or too little sugar in your blood.
e swelling of your lymph nodes.
facial blushing or tiny broken capilliaries .
hair loss, ringing in the ears, allergic reactions.
anaemia caused by destruction of red bloods cells.
hormone abnormality affecting salt and water absorption.
abdominal pain.
hearing loss or deafness.

If you notice any other effects not mentioned in this leaflet, inform your doctor or pharmacist.
STORING VELCADE

VELCADE will be stored in the pharmacy.

Keep out of the reach and sight of children.

Do not store above 30°C. Keep the container in the outer carton in order to protect from light.
Do not use after the expiry date stated on the vial and the carton.

The reconstituted solution may be stored for 8 hours at 25 °C stored in the original vial and/or a
syringe prior to administration, with a maximum of 8 hours in the syringe.

INFORMATION FOR MEDICAL OR HEALTHCARE PROFESSIONALS ONLY:

1. Preparation

Note: VELCADE is a cytotoxic agent. Therefore, caution should be used during handling and
preparation. Use of gloves and other protective clothing to prevent skin contact is recommended.

ASEPTIC TECHNIQUE MUST BE STRICTLY OBSERVED THROUGHOUT HANDLING OF

VELCADE SINCE NO PRESERVATIVE IS PRESENT.

1. Add 3.5 ml of sterile, 9 mg/ml (0.9%) sodium chloride solution for injection to the vial containing
the VELCADE powder. The concentration of the resulting solution will be 1 mg/ml. The solution will

be clear and colourless, with a final pH of 4 to 7. You do not need to check the pH of the solution.
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2. Before administration, visually inspect the solution for particulate matter and discolouration. If
any discolouration or particulate matter is observed, the reconstituted product should be discarded.

3. The reconstituted product is preservative free and should be used immediately after preparation.
However, the chemical and physical in-use stability has been demonstrated for 8 hours at 25 °C stored

in the original vial and/or a syringe prior to administration, with a maximum of 8 hours in the syringe.

Note: If the reconstituted solution is not used immediately, in-use storage times and conditions prior to
use are the responsibility of the user.

It is not necessary to protect the reconstituted medicinal product from light.
A vial is for single use only and remaining solution must be discarded.

4. Give this leaflet to the patient.

2. Administration

1. Check the dose in the syringe.

2. Inject the solution as a 3-5 second bolus intravenous injection through a peripheral or central
intravenous catheter into a vein.

3. Flush the peripheral or intravenous catheter with sterile, 9 mg/ml (0.9%) sodium chloride solution.

3. Disposal

Any unused product or waste material should be disposed of in accordance with local requirements.
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FURTHER INFORMATION

For any information about VELCADE, contact the local representative of the Marketing Authorisation

Holder.

Belgi¢/Belgique/Belgien
JANSSEN-CILAG N.V./S.A.
Roderveldlaan 1

B-2600 Berchem

Tél/Tel: +32 3280 54 11

Ceska republika
JANSSEN-CILAG s.r.o.
Na Radosti 399

CZ-155 25 Praha 5- Zli¢in
Tel. +420 227 012 222

Danmark
JANSSEN-CILAG A/S
Hammerbakken 19
Postboks 149
DK-3460 Birkerod

TIf: +45 45 94 82 82

Deutschland
JANSSEN-CILAG GmbH
Raiffeisenstr. 8

D-41470 Neuss

Tel: +49 2137-955-0

Eesti

N.V. Janssen Pharmaceutica
Eesti filiaal

Weizenbergi 20D,
EE-10150 Tallinn

Tel: +372 626 6500

EALada

JANSSEN-CILAG ®oppokevtikn) A.E.B.E.

Aewpdpoc Eiprivng 56
GR-151 21 ITebdkn
AbMva

TnA: +30 210 61 40 061

Espaiia

JANSSEN-CILAG, S.A.

Paseo de las Doce Estrellas, 5-7
Campo de las Naciones
E-28042 Madrid

Tel: +34 91 722 81 00
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Luxembourg/Luxemburg
JANSSEN-CILAG N.V./S.A.
Roderveldlaan 1

B-2600 Berchem
Belgique/Belgien

Tél: +32 3280 54 11

Magyarorszag
JANSSEN-CILAG Kft.
H-2045 Torokbalint, To Park
Tel.:+36 23-513-800

Malta

AM MANGION LTD
Mangion Buildings

New Street in Valetta Road
Luqa

Malta

Tel:+35625402600

Or +35625402601

Nederland
JANSSEN-CILAG B.V.
Postbus 90240
NL-5000 LT Tilburg
Tel: +31 13 583 73 73

Norge
JANSSEN-CILAG AS
Hoffsveien 1 D
N-0275 Oslo

TIf: +47 24 12 65 00

Osterreich
JANSSEN-CILAG Pharma
Pfarrgasse 75

A-1232 Wien

Tel:+43 1 610 300

Polska

JANSSEN-CILAG Polska Sp. Z o.0.,
Ul Szyszkowa 20,

PL-02-285 Warszawa

Tel.: +48 22 668-01-50



France

JANSSEN-CILAG

1, rue Camille Desmoulins
TSA 91003

F-92787 Issy Les Moulineaux
Cedex 9

Tél: 0 800 25 50 75 /43315500 44 44

Ireland

JANSSEN-CILAG Ltd.
Saunderton High Wycombe
Buckinghamshire HP14 4HJ
United Kingdom

Tel: +44 1 494 567 567

island

JANSSEN-CILAG

c/o Icepharma hf, Lynghalsi 13
IS -110 Reykjavik

Tel: +354 540 8000

Italia

JANSSEN-CILAG SpA

Via M.Buonarroti, 23

1-20093 Cologno Monzese MI
Tel: +39 02/2510.1

Kvnpog

Bopvéafoc Xatinmavayng Atd
7 Avdporréong

CY-1060 Aevkooia

TnA: +357 22 755 214

Latvija
JANSSEN-CILAG

Baznicas iela 20/22
Riga, LV-1010, Latvia
Talr. +371 7039805

Lietuva

UAB ‘Johnson & Johnson’
Seimyniskiy g. 1A
LT-09312 Vilnius

Tel.: +370 5 278 68 88

This leaflet was last approved

Portugal

JANSSEN-CILAG FARMACEUTICA, LDA.
Estrada Consiglieri Pedroso, 69 A

Queluz de Baixo
P-2734-503 Barcarena
Tel: +351 21 43 68 835

Slovenija

Johnson & Johnson S.E
Podruznica Ljubljana
Smartinska cesta 140
S1-1000, Ljubljana

Tel. +3861 58518 30

Slovenska republika

Johnson & Johnson s.r.o.

Plynarenska 7/B

SK- 824 78 Bratislava 26

tel. +4212 54417 841/
+421 2 544 17 843

Suomi/Finland
JANSSEN-CILAG OY

Metsénneidonkuja/Skogsjungfrugranden 8

F1-02130 Espoo/Esbo
Puh/Tel: +358 9 4155 5300

Sverige
JANSSEN-CILAG AB
Box 7073

SE-192 07 Sollentuna
Tel +46 8 626 50 00

United Kingdom
JANSSEN-CILAG Ltd.
Saunderton High Wycombe
Buckinghamshire HP14 4HJ
Tel:  +44 1494 567 567
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IHNBOIERIE, AT Y I T7oRERILICIVEIET L AREERH D (B2 v a v 48 /),

R A BEE (e
AT Y I 7T RERYER TH Y, B EME 2 SR S E 5720, IR AR EE

GREE AT 2 2 L3 D D, TEEARABEGIEOMRIEDN & 2 BE 1T, KGl02H G 2
ZWBETHD, TNOORFITEEICHLEL, @O PHFEZH#HLLZ L,

T R—VA

7ivA F— AR EOBEAERBICEET EEICRNT ARV T Y I T aTr7T V—A
FLEEVEH OEII D> TR, ZHHDOBRETHEETHZ &,

PERERICET 1R

172 CYP3A4 BHERIE R LT Y I 72 HBEGT 2856813, BELZEEICBSETL I L, FF
2, WILT Y I TH CYP3A4 XX CYP2C19 OFEE LA SN A5GEICIIEFEETHZE (B v
g 45 5M),

B0 MBERE TAIZ R E STV DHEE TIE, TEENER ThD Z L 2R L, HEEEL B
TAHZE (Br T ar45%M),

IELERY 72 SR A R SUS




MFHRLIE, F9% 28 5 23 PMERIEI I J OBERRPE R BRIRTE &k 7 & OIFERY 72 S e A IR
RO ENTHE SN TWD, EERRISHEIA LIZEGEIE, LTy I7zehikd5 2L,

45 tHOEEREOHEERARVZDOMOEEER

RNT Y I T OIERTR I BAEHRERITAT DT, Invitro BRIZE Y, ATV IT
15 b2 v A P450 (CYP) 4y 7HE CYP1A2, CYP2C9, CYP2C19, CYP2D6 & TN CYP3A4 (Zxfd
HEWHEER 2SO Z LR ENTWS, RALT Y I 7TORBNCIIT S CYP2D6 DEAE- R &
nNTnd (1%) Z &2k V, CYP2D6 IRARERIVAIL, AT Y I T ORKHIIKNENEIZ 28
ERIFERWETHEEND,

987172 CYP3A4 FLEHR] (B : 77 b=t —, U RhFEIL), CYP2CI9 BEA] (7 rA4F%+EF
), HDHWIECYP3A4FEEA] (] V77T y) EARATY I T 20HEET 81T, B
FHEREERERICBERTDZ L, i, BT 270 CYP3A4 5T CYP2CI9 OIEE L&
DEAICITEET DL E (BT v a v 44 B0)

FEREREBR T, B O BERE T A OG- 252 1 T BE R R IS B W T, AR IUEE & ONE LB E A3
WEINTWVWA, BROFUERFEIE COEETIZ VELCADE O 5.4 511 5 B33, M EOEE
IR L PRI RO B AL EL T2 0805,

4.6 MEEKRUVRILE

VELCADE (ZHRFE SN2 BT 2R T — X 135 6w, RLT VT ofgarert
TERIE TR E S Ty,

7 v MR B X5 DT FERRRERICB T, Bk 2k RIMHEIZB W TEHRLT Y
TN DI PR AE~D BT Do T2, iR VBRI E ~DOEEZ R T 2 B35
Misiehnot- (B2 a3 53%8),

R PTRE R e ME e OV 4:1%, VELCADE /%4 2 O VELCADE 16744 3 » A 132 Bei 72kt
EaEAT 52 &, EEFIZ VELCADE 23 2546, XUIARI OS5I I B8 DNk L
T23EE, BIRICEENRSAEEND D Z L 2 BEICMOELVLERD D,

VELCADE 23t FOHATFIZBITT 228 9 T b Ty, VELCADE O 512 LV %
AP OFIRICEELAERTESNEZ D AREMNH 572, VELCADE #5- WK Izt 5
FoOBEFICRETAHZ &,

47 BEEOEIGEIARUVBEBORERANICRIZTZE
VELCADE X H BB EHLHE /) o ORI D ERVERE DIk LS DB A2 KIFT 2 Enb 5,
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VELCADE [3J%57, FEithd £, Jefh, itk AN HRIE, HAWVIIERZEY 22235
B, ZD=, BMOBIES D WVITABEOEROBICIIERTH I E (B7 v a 48 5HH),

48 HEEZR

TRUSRTAESRRIT, 6 0 IR 5 38R & OF 5 SUTERATE O SR EBEIE R 663
% (5B 331 $i53 VELCADE Hiffe 5-8f) #%f4:& L7= VELCADE &7 %4 A %Y & O 1
FREEEGERER 1 BRICEB VT, RBRE(EERM X Y VELCADE & OREREZEN D &8 Taffett/h
X% TAfREMER ) SHBrENT=bDOTH D, BEMEOT — X X— R F3LH M EHIEESE XIT B
fu U o WER I (CLL) BEFICLD2HDThHD, ZibDEETX, VELCADE HM L7 x4
AR PRI X D IBE S,

ADR CEMAELIR) ZaBRIR BRI R OBERNNZ FRRICFEHE LT\ D, BEDERITLLT
DY THD : [IEHIZZ (>1/10), [Z0 ) (>1/100, <1/10), 7200 (>1/1,000, <1/100),
#THsD) (>1/10,000, <1/1,000), [FHEHFIZHTHS] (<1/10,000), 1 FIHEZ ST,

Y OV A HUE

EARIE R, Wik, RUEK, BlSPER, SHEAZK, Hfl~ L~

[hr7pung T VARG, Bk, ERGER O TRIERY, /&Y, A7 W, B
R, %ET,W%W%,ﬁ?—?W%LW%,A%74»X@%,%%%%
Mg, ~L_RABMER, EIE, RBE, K& Mg, YA M AT oA

VARG, ARYPEHE, K, BED P HSGE, MGy

B, BN OFEMAH O Y (BRAORY —7 2 5T)

[h7aung s JEB AR EEERE (B2 2 a v 44 BR)

ME N o RREE (7 v ay 4.4 50R)

DEFICZ ) 0 M/MREE, AL, A ERE

(% A EREAIE, U o ERIEVDE

[D7aung U L REE, FSEIEAT BRI, DLIMERECE, R i, i MRS
LRBER

S RIEE

[p7aun] WHUE, S0 A RELEBEUE

R e OV

[JEEICZ N 0 BAKEEER

EARYE Bk, ERIBE, K7 U 7 A fE
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[p7pung e

W PR R

7

Rt

AN
[p7pung e

ANV AGE, &Y U AMAE, SREEIE, K5 NY v AMmiE, &k
U 7 MGE, KV AUE, K~ 27 %> ASE, 1KY CERIE, (R
JE, BAUUE, EKE, v¥IBI2KRZ

FURIR A€ (ADH) AJE G531

RIRIE, %, $&56L, 9O
Wk, B, WHEX ORI, [UTENE, MBHIRIEZ L, MEIRMEEE, 5,
K, B

MRAEE (B ar 44 KON4TBH)

FEFIZZ W

AR

[p7pung e

iy

R B

AN
[p7pung e

H R Ok e

AN
[p7pung e

/ol P

[p7pung e

KM= 2 —w Xy —, RKIEMERE = —a /v — (B7 v a v 44 BH),
B, SEIKTE

FEMED E WV (RS EZERS), WERRT, Rt =a—n /3o —HE,
Lo = a—nRv—, BEEE, EEREOE, R

&g (B v a v 443, Jorh, EEIES, IEEOE, REHE, MR,
FEER, RRPEIEE) = o —m Ny —, SREEEES), (RO F O, AE R,
R, BAARRRIEE, NAmE, TEGRIERRRIEMGRE, SRS, SHEAH
i, SFRREE, < B IEF

B (B> a 4758, IR
IREz, fEMZ%, ORAR, RS,
i, ARECAERR

IR, 2P, AR, SN, KRR TE

I R A
S, A9, WIMKT, HBREE

) S MPELAREDORBEIHE (7 v a 44 2R), DAL, LEREEED
R, BikiE, SERKEE, o1k, DEMEY g v 7, SR, RMER, =
PESENR, REEAR, OGME, B, EE, EREET vy Y, POE, R
TERME, DI SE



fThd]:

1l

s
I

i

[\

R

A7

FE B =T OB 7= 72 FE B

IRILE, ENZHE R RN MARIE (B2 2 a > 4.4 LON47 BR), ks, M
JiE, e

WAL, AR, 12T, BRRHMm, SEBE, MMM, @K, IR, FRR
YRaR, AVG L, FfiE e, i R R

PP ie, 0 e ONHGE e Pt

FERIZZ W

AN
[p7pung e

IR IR 5

S, S5 VEPERRL IR, ik, S

BB, WUSE, MoK, WA, MoRERE, KBRSRAE, MO oI, &A%, WE, JEiR
R, ECARREG, EI SR, WAMERSPEIRR, SRR, FRRPET VA m— X,
WA Ik, B

BlEE (B7 v a2 44 BH)

FERIZZ W

EARYEE

[p7pung e

B, T, g, {ERG

M, THAEARER, sk, LR, s, MEERAE, Lo-< b, ARENTER
TRk, WAMEEESCHR, AN, HNECER

FRELMEA LD A, JEERAPRIER, <O, WLEEBMES, nkENE, vy F o
7, PUEYMEBE R 2%, EEEAME, Wyt R, S, e, KB,
WE PR, fEk, B, BEEuiRrERE, HEEE, i, aE,
b, R~V =T, EEPERGRERRE, DERIE SR i, ES H, SREEE
%, WH, WEG, MhEKk, EE, SRR

JFHERIEE (B2 a2 4.4 BR)

(7w e U VBV E, FTg, AFHm, KA A

B2 J§ R OV T A kPt

FEFICZV) . %P5

EAE Z OPEIE, ALBE, IREEHTRE, RS, X O, 20T, KR, 1R
7] FT, ABEPERE, BBAE, M, &5V O FEiE, BRREGE, B, BU§/h

G, VRS, %, BRI, TORSE, SCAUBEIERS, RgZE e,
7R, RN, AT, R, 0SRMES, HEEE 8
. ol
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5B o M OVl 5 AL AR

FEFIZZ N 0 B

=x<~
[Sast
=0

W

EAE VURSR, fhREE, BEEE, AR, ARMHEIERR, B0, R, ERE

7 PIERRRIE, Beifim, POEIENR, R, Mt SOTERL, HfEE, MER, W

B D OV i i

EANE EPRRERET, HRIRIAN

[D7aun] SR a, BE, miR, EAK, SR, PERNEE EAE, ZK, RME,
R, ROREE, REYNE

B EE K OG- R PThkEE

DBPEFICZ W) 0 1Y (B2 v a 4T3 H), R

2 By, FIE, PSRRI, o v 7T PRIRIE, RIEPEIEIE, PO, VAR, VIR,
Wafli, #EHNE
EZANE BREE, REISEOOJONE, YRR, MORLFESOURR, TESREMOCERNRZ, REBSCM, FEXE, ¥R

SHRACALEE, thittdm, MOEs iR, MR, MRReIumk, Mt

B AR IR A
ELNE IREEJRD, i L i K R I SR HE N
[/ 700N T2 T NTUART 2T =B, TARTIXUBETI ) NT AT

=7 —BH, M7 Am ) RAT 7 X —8HEN, s LT F =8,
RSN, vy — A Z IV N T AT 2T —PHNN, T S T —E R,
eV e, d Y R, ITHERER AR R, AR ERER D,
(REIGIN, B MmERER A, B RERE D, OECREE, C-IROSTEE BN

GE, Tk O E S HE
[D7aun] BT =T IVEOHE, ERR, LERHD, B

A58 % e ONFL IS B
7 FEEE, Phie A4

EER R R E AR SOS (87 2 a2 44 )

TS, Fe% P 5 2 FEMEBINJ B OSSR BRIKB 46 72 & DISTERY 22 S0 O PRI I
A EIUCHE SR T,
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7 B % o>t R

VELCADE f# 12T
k%@%uTmﬁﬁo
[D7pu) o R —F, RIMMERIESR, BNIE
fmThHs AL

%&ﬂ:éﬂﬁ_ﬁuuréﬁ ng£ﬁ£$%f Euu uiﬁﬁf iiﬁ%&ifipo

mm

49 BERS

HEEM D 2 B A TR BRGIC XY, B 7Ris)m & 08 5 Sk O RE BRI K TN/ Mk
BAIER G S Z SN D (IR DM 2 PRI > Tk 7 v a 53 2),

AHN OB EF GG T A MFEANTEH O TV, BEHRSNEXZ5EE, BEo (2L
AU EBBEL, MEROMKREZEMERT A0, WA XEEE (LF : @ik, FTEEER
SUTFRODIREE) 2479 Z N HER SN D (B2 a 42 KON 44 58),

5. REFHRMHE
51 ENPMREE

FNRE - DU
ATC = — I : LO1XX32

RLTY I I T T 7V —rlEATHDL, N7 Y70, WL 268 e 77
V=LDFE ) TV REEEZAE TS LI ICREF SN TS, 268 Y uT7 7 YV — AT Ex
FACSNTEEAZRRT L2 RKMOEABEEGERTH DL, 28FF 0 - Fu7 T Y —LRKIL, %
TEDE A OB REEOFIENC EE R EE 2 R L, TR X - T, MR OEFESHERF S L D,
268 7T Y —LEHETDLE, ZOEMEROSENYT b, MRNOERD Y 7 s
B A — RIS EE RITTRER, REICEMaEICE S,

RNT Y ITRXTaT T Y — M T HBRMERE W, AT Y I TR S VoA IR
EKROT o777 —=BONTIIH LTS 10pM ORETHFEERZ RS, 7077 Y —24
WP DI, £ OWITEIED T OEER & T 1,500 [P Ebmootz, £z, a7
7V — LREOERE A BT LTz in vitro SREROFER, BTV I 71320 o TT e T T Y
— ADBREEET D Z EAURENTL, ZORBRND, RLT Y ITOTuTT Y —AREERTA
W TH D Z LIRS T,

WNT Y I T &N LT a7 T Y —AHEEMRILE S ORI DRI 282 K FS, —fl
& LT, A ErT E AT« B (NF-« B) {EMALZRE T oHEEA 22 bSEL 2 &N
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®Fohns, a7 7Y —AREL, MREAHOEIEEOT R N—v 2 2FET 5, £, BE
K7 Cd5H NF-k B 1%, MIFHEGE LR OVESE, mETRR, MEEMEEIER, BBk CIEEEROZ
< DFHETEDOIEMALNLETH D, FrZ, BHEICISOTIE, AT Y I 7 g EEE O
BEMUINR ST & OF EAENC 8 % KIET,

RT VT Fe s U CRllREETH D 2 &, Eo i e Miaic k-, 7
077V —AHEBEICLD TR b=V AFEERICKT 2 EZ RN E N ERER TRIN TV,
RNNT Y IT7NE, ZRMEEHIEL E % < OFERRIELT 7 V%2 W2 invive S BRIZ 35 T
HTE A 5,

B PR R

VELCADE DA #hWE} ORI, HERH & 1.3 mg/m? (2 TEL R 2 S DR EBR I B0 TR
STz W EIT 1~3 FIOTREEED & 5 TR XATEHAME O Z M E #iIE T 669 BT L 57 5 A
Z b O M FHEEE A L biGAER, KOV 7e< & HiREIC 2 [ROERENR S 0, & OIRE T
HEAT DFR D D AVTZ T3 J OG22 58 M BERE B 202 il & kb5 & U758 AR — BB (3R 2,
3L B,

#2: FIl BRUE N HFBROBEL A Y

FHHE PR r o — L F & LAY
11 VELCADE : Day 1, 4, 8, 11 (Day | 1.3 mg/m® (§#7E) 3R x 8 VA 7L
12-21 fR3E) (ko **)
11 VELCADE* 1.3 mg/m* (§#7E) a) 3 W x 8, ZD%
a)Day 1, 4, 8, 11 (Day 12-21 {K3¥) b) 5 HEHE x 3
b) Day 1, 8, 15,22
11 TXY AL 40 mg X1 a) 5 HHME x4
a) Day 1-4, 9-12, 17-20 b) 4 HfHfE x5
b) Day 1-4
11 T XA R L B 20 mg %M 3 [
(Day 1,2, 4,5,8,9, 11,
12)

*a) ITHIHIEIE, a) & b) 2 AbY CRERIEH

*xfkliPe GRBRIZ X Y, VELCADE 5 %% CTHEHRIENMG LN TV D BEILS & & &
G2 b5 ENRTEE,

#xk 2 WX 4 YA 7 )LD VELCADE & 5-D1%, TN ENIREBOET UIRE LB O BEL, 7
XA LOPIEEEZ T D ENTE,
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£3: Bl HRUE NERROBES R

o5 1 AH 5 111 A 5 111 8
VELCADE VELCADE TR AL
BE, ITT fidT 202 333 336
T % 60 56 60
AP R, ek (REPH) 59 (34-84) 61 (33-84) 61 (27-86)
HA 81% 90% 88%
Karnofsky PS >80% 80% 87% 84%
/MR <75,000/ul 21 % 6 % 4%
~EZ B EY <100g/1 44% 32% 28%
JVTF=r VT T ARRE, | 74 73.3 73.3
ml/min (iFH) (14-221) (15.6-170.7) (15.3-261.1)
HHE 1eG 60% 60% 59%
HREE [gA 24% 23% 24%
B RANE e 14% 12% 13%
MR O IE () 4.0 3.5 3.1
513 Yot R L E 15% 25.7% 25.0%
B 7w w7 Y D RAE |35 3.7 3.6
(mg/L)
AR I Uil () 6 (2-15) 2(1-7) 2(1-8)
ATEEE 18] 0 N=132(40%) N= 119 (35%)

AITEYEE > 118]

N=186 (60%)

N=194 (65%)

* AT uA R, TAXMEAl, T RTHA 7Y, U RvA FEROSMdBEE ST
F4: N HERUE N BRROEED VELCADE [ZXT REE

5 11 4H %5 111 1 5 111 AR
VELCADE VELCADE FXY AL
MK 1 OG- %5217 T B N=202 N=331 N=332
4% A I NESET 69%
a) BETOYMNERY A 7 VESET [27% @ A7) |29% @ A 7)) | 36% (4 1 7 )L)
#)
b) /LA —AFET () NA 9% (11 %A 7 L) | 5% (9 A 7 L)
c) Mk G-+ N=63 (" RAE 7 ¥ | NA NA

A 7 N XITAEFH
BfE 14 YA T
(#iPH 7-32)

R EOFRATFEON TV L BEIT8 YA 7 VE TR BINR LG T 2 Z LB WRETH -2

NA=%%72 L
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55 T AHEABRIZ 5 C, VELCADE #&5-8E1E, £ERFEFT T, BEOIREREN 1 [\ f
FHHEMIZBWTY, T3V A XY U EERICHTHEICE WIS R (TTP), A&/
MR EOERBICEWERFEL R L (K52, H 575 UOFHE S LT 7z PN OFSE R,
T—HE=L Y TEASOEIEICID T XY A XY URERIIT LS, TX A XS
FEIZHEID B THN TV TOBREITHEBORI & 13BFR 72 < VELCADE DiaEES it I
oo ZTORWOIZ O RAF—N"—|2L0, EFLTWLIRFICKT L7+ —7 v 7HIMIL 83 »
HThH o, HEORHTREICK L TEHHAME TH - T BE L ONE ) TR TZBREDORFTITE N T,
VELCADE # 583 EFHRINAERICEL, EEFIRITHREICE T,

eIz 669 BIOBED S B, 245 BI(37%)NE 65 WLl ETH -7, TTP 7217 T<, Bah%E
IZBRT 5 /37 A —F — b4 & 1XBfR 72 <, A EIZ VELCADE #5HMEN TV e, F2, X
—ATADBR2I 7w TuT ) ALK, ARIMEICEKRT 282 TDNRT A —4— (TTP,
ALEHIR, & 51213 %%)E) 13 VELCADE # 5 TABICKES LT\,

55 1 AHEBR O EEEME B F M TIE, AT L7222 R EZ B2 1 L, £ ORRE
\ZiE a3 —wv v VESERBHL 7 )V — 7 (European Bone Marrow Transplant Group) O FEH#ER W S 407z,
BEGEE OEFIMOPRAEIZ 17 » A (FPH <1 » HD 236 » H) Tholz, ZOAFHIM
I%, EERERD (consultant clinical investigators) 23[Rk D EBEREIC R U T3 2 7R A uefifi C
HH6~9HHXV ORI THoTc, ZEEMITICLY, BRRITEMIEOREE, —iiREE (PS),
13 BY RO REVRE, BEDIREEDER D 2\ WITHEBIKSE LR T, #HEIC 2 BT 3
Bl DTRRIEZ A3 2 BEDORFRIT 32% (10/32), 7 HZ#E 2 5 EDOIRFRIED EH ORH=RIT
31% (21/67) ThoT=,
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5. FNMARVE I HRROERAEDHRE

£ 148 1148 % 11 45 % 11 48
. . BED
P72
SBE BEOBEE1E | BEOEREXT | sam
=2 [
BRI EER VELCA Dex VELCA Dex VELCA Dex | VELCA
D | n=336® | DB | n=119e | DB |n-p972| DE
n=333" n=132° n=2002 n=202"°
TTP, H 189° 106° 212¢ 1694 148° 87° 210
[95%(SMEX ] | [148,211] | [86,128] | [188,267] | [105,191] | [129,192] | [84,107] | [154,281]
1 FLETFER, % 80¢ 664 894 724 62
sl | 74851 | 159721 | 182951 | 162831 | PO s3qyg | OO
REZE%E (%) | VELCA Dex VELCA Dex VELCA | | VELCA
DE n=312¢ | PE n=110 DE | h=202 | PEF
n=315° n=128 n=187 n=193
CR 20 (6)° 2 (<) 8 (6) 2(2) 12 (6) 0 (0) (4)**
CR +nCR 41(13)° 52)° 16 (13) 4 (4) 25 (13) 1 (<1) (10)**
CR+nCR+PR | 121 38)" | 56 (18)° | 5745 | 2926)! | 64 (34)° | 27(13)° | (27)**
CRNCRT 1 14646) | 10835) | 66(52) | 4541 | s0@3) | 6361 | (5)*
PR+MR
EMHIMPRIE 126 .
O 242 (8.0) | 169 (5.6) | 246 (8.1) | 189 (6.2) | 238(7.8) @ 385
EZ3hETOHIM
CRAPR (H) 43 43 44 46 41 27 38%

*ITT (Intent to treat) REEEL]

b ERIa 7T BEC S p il RIS O YT CIRIRIERE 2 B RIMEIA T2 & 9T 5 p<0.0001

¢ FRORERITIN—Z T A VEHCHE RN A Z A L, IfREOR G202 < &b 1 IR 2B
Th s,

4 J&@ R [K - CHH1E L 7= Cochran-Mantel-Haenszel @ x 2 B EIZE-S < p M ; TRIRIEIES O AT TIXiB 0
=R PSS =i

*CR+PR+MR  **CR=CR, (IF-); n"CR=CR (IF+)

NA= #%¥7 L, NE=HEE R AE

% 1 FHERBRIZIB W T, VELCADE HM#Z HIZ LV 0 ARG oo I BET,
VELCADE L @HET ¥ A2V OG220 5 2 L3 C& /- (%2 2%H), VELCADE &
T XY A X UG SR FTRERIEIX 74 I TH o7, 2D 9D 18%DEE TR
RS NI RS E SN (MR (11%) 5WMEPR (7%)),

52 RYBEFHFE

HEFHRNE 55, BT 2 7 OMmERREE, #HLn2nfit] & i< EenzEgn
BRI RAR 2 FE L 2 TAHMEDIR T 273, A FIC IS T 2 8001 10 4RIl CTH 0, Fofki
FFAIC BT DHEE - RIIL S~ 15 B TH D, ATV I T ORERIL, 1.45~2.0 mg/m’ D HE
HOPHIZ 3 T BRI 2 BEIMEE ) A 71% L, 1.0~1.3 mg/m” O F E:HG 0 I3 &I Hefdl L 7= 85 as
RO b,
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WT Y IT RO Wy Z e O ARREZ ST 2 EREEER (h=17) 28\, Hlafs
(1.0 mg/m®) HBORLT Y 2T ORATYIANCI T 5 R O FHIEIL 5.45 B[],  AUCoa4 DF
PJEIX 30.1 hr Xng/mL Th o7z,

RNVT Y I TEREFRIRNEG LTt &, 257 V7 7 A0 TFARD B, il ’ﬁéu\
%%%%ﬁ Té#ﬁ@@@%&AﬂC@%M# b BTz, BT Y I T OYEAD Sy AiE e
SRR GIZ K D58 %% e\, Cod D WITAAFIZ I B B o221kl %wgm@wo
Iﬂ%ﬁ'ﬁ%% WZBTD 1A 7B 3 B H &5 OREHERAICIS T D B O A EIT PR
5.0 5.45 K] 19.7 KFEIIZIER L, AUC 24  30.1 hr* ng/mL 7> 5 54.0 hr* ng/mL (Z¥EA0 L 7=,
FEROFTRILT v e =7 A P Z AW IERRRBR THLRO LTINS,

Invitro \ZBIFHHRNVT Y I 70O MMEREBRKEHRIE, 0.01~1.0 1 g/mL OFREFEPHIZIBNT,
) 82.9% TH Y, KA RITREITKF LR o7,

RT VI T OMEKRKEIL in vivo TIZEH S LTV, In vitro ([ZBW T, CYP3A4 KON
CYP2C19 AR NT YV 2 T ONRFHI 0 2 E7REEFR TH 5, RELRIZIRFITDERD 03,
REHH 8 AUV ZEFIZ TR D o T2,

BIfEE T, HEORMSRERSE K OIS 26 3 2 BE kT 5 ERX R BRI Thit Tz
wo%of,_n%;&é?é$% RNT Y ITEEETHHAEIIEETLIZE (B2 v a
VA4 BMR), T—HAMNKIMLTWDZ LD, VELCADE [ZHEEDOFEERE ICITREEETH
é(ﬁ7y5/43§%%

53 HiRKZE£MHET—4

WIVT Y I TNETF v A == AL AL =N 2 -T2 in vitro R R HFABR T, 3.125,
g/mL & WO & Gl 21T - 7oK &) CYERRFFHREE WENRaREE) 2R Lz,
—7, in vitro ZRJFMERER (Ames i) KON~ T 2 & 2 in vivo /MERER TlIiBE =Mt Z2 R
IpmoT,

Ty bR E AW AEFEERBRIZ W T, BEWICKS 2 #E & T FET 2R
bITW5D, LanL, REMICKT 53N &R CIREEN 2R rEEiIs Sh TunZen,
ATEEMERBRIIAT DIV TRV, AR O —ixmtEsBgRofh TirbhTnsd, 7> bk
Wz 6 1 ARBRIZIWT, KR EIVBICKIT 2EME(RRO N TND Z b, RLT
VX TUIRE ST ME D A FERE I 5 A AT S ATRE D m SR PER] - HHPERE T AR X T S e
Motz

17



7w bV E RO ER S REERER T, FEREORENE, WO UL TR A
B2 Ui b, RAEMERID « U o SRR M OV B & Ll 2 — L7z R Ot o~
SRR, RRME= 2 —m Ry — (YL, = TR, A X TRDOONT) & LI AR ehREhg,
FOMEDE A& T2 LBl X ThoTm, ZH ST X TOENNERL, 5%
R LsEaizaliE L,

Y BRIC S &, AT Y I 7 OMmEMEMO@EiEIL, Ho7mE LTHIRENTH D &R
Hiv, ¥7-b N EOBEEMIIRHTH D,

PO X% W= OIS R SPERBERER BT, BT Y I 7 5 (K3 m R A Cll R HE
BHEOK 2~3 B2 FHARNEE G325 Z Sl X 0, DB, O ARHE 738055 K& O 2358
DO, FIZE STz, A X TIODARIHE 710855 K ORI E OARBEIZ BN T & B2 I EH &2~ 3
HHND D VT FER OBRE R B HICRT DR RBO bz, £, A4 XEHAWERBRTIX QT
IR D 7R IE R NGB 6D B LT,

6. BFIEH
6.1 FmH—%

<= hr—/L (E421)

£ 3

62 EEER

AREFEMIT 6.6 IZFEHINTWNDHDOERE, MOERLLIEE L TIRLARVY,
6.3 BRFHM

2 4F
TRfRIR - 8 BEE

6.4 FHLGRELDIE

30°CEHA DML THRE L TIR B2, BERET 5720, A& FNLH SN &,

IR TR IS T2 2 &, Wik E 3 IR L22WEE1E, % TORESIH
ROGEMEEF2—F—DFTLL T 5, LAL, uDAA TR/ TSR OER RN T 25C
T 8 WFAIRE ST 56 OWEFRE O IR D0 L OB L E MR IIHEGE STV D, 1RSSR
NORE TIOR8 FFRITH D,

6.5 FABOUKRUARE
10mL, A 71, JREODEALTFNAL T NI =g A — A& HT AL T )L

SAT L, STAE B LA TSR TOBERT U 24—/ Sy 7 TRESATH S,
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1A T VIR AR 38.5 mg WA STV D,

VELCADE [ZH[R[#H A 7L 1 ABRFEICaEIn 5,
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6.6 {HFA, Ikl BEEAZE
H Ak 50 &,

VELCADE (ZHlfa AR Th b, F D70, BERH 5 L2 LA MobE L FEE,
BAR DK OO EE T2 2 &, BE~OEEBGIET 572912, FREOBL#RZ 2% H
THZEREIDOEND,

RAFH %2 & £ 7272, VELCADE OB MI B W TSI MEEBEAZIT O 2 &,

VELCADE |, Witk LT~y = h—ARa B A7 VO TS5, IBiE L
7oL xIT, v = b=V AT VTR AR O BB AR v U & OPERIEIC & B,

VELCADE 3.5 mg D/ TIVEERT 5 &, RE 1 mg/mL OEEPGOND, £5314 T /LDON
W% 9mg/mL (0.9%) OHEALT MY U LFERIK 3.5 mL THEMT 52 &, WREIEL2 AR CTHRT
T2 THD, BRRRITEOERT, KK pHIZ4~7 TH D, BEAND, B HIRWE R OE A
DHMIZHOW TR Z BRMRET 52 &, 60 50T HIRWERRO b Ha1E, 20
WRSIIFERET 5 2 &,

1IE LWFEFED FIA
R ARG B D VITFEEEML, SEOBEMIHE > THRETH L,

7. REERBREE

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse,

Belgium

8. WRFEXRZES

EU/1/04/274/001

9. #EI%EER - ZZBEHH

2004 %4 H 26 H

10. AXHETH

20



B 2
A. vy MMWICEEEZ AT HREARRESE

B. IRFEAGRSM:
C. BRARBEEVLBITTREBEDOEL
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A. Oy MFICEEZFTIHEREREFE
2y MRS EEE AT L BUEEE A o O

Janssen Pharmaceutica N.V.,
Turnhoutseweg, 30,
B-2340 Beerse,

Belgium

B. MRFTEEBEH

- B R OME RN B U C YRR FEAGRIRA B 3R S T SRt S
HIRRAGLTT 2 Z9 D s (IS 1 TR R GHEE| 4.2 )

& DAL DS

Z DIRFEAGBORAZ TN EERITH L, ZOREIZLD

HEN L7207 5720,

C. MEEXBRAENEITIREHEDNEH

A AT S AU R SR AL OO g R A

YR TE AT IR 1T E S VWIS TR ORBRETE 244 T L, £ ORER 2 A4/ ek

PEDFER RO ST D L LT %,

Ik A B
A3 BEEATH OB MAHRBRI A EN AR E 2 L— | 41 BT 5
> By S = P
a VPKEBREM O DL LT, HERIL, 24 Flon% AT HE B PK/PD 3KBR

B Fr

%

O B

TEH o B

VB REEE 25 RIC, ALT Y 17 1.0 mgm® K&
O 1.3 mg/m® %38 2 [A], 2 8 R G54 KRR 2 5% 1) 7=
e 57715 T OB R Eh e & Fhi 3 5,

AARBROBIL, TilzMitd52LThHD,
HREIE G R OERGZORVT Y I 7 O3y E)GE
FAERGZISBO 5N EMERE T A —F DZA{LD

AR 2 B A S DM &8 5 D ERIR I 2224 72 PR

BELIAUNEREIELEMEE L TWD I LD,
RE /IR R R, PRI IRE & Y ERE 7 A —& &

PK/PD T U v 7 HWTRE—T T 7 Y —AHE

B BRER S 1 2005 4F 12 A 31
H* CIciEH T &,

ek B R
B BR RS 1 2006 4F 12 A 31
HF TIZETE,

R R b 2 FR R BR
o ERBRER 51T 2008 4F 12 H 31
H ¥ CTIZ_INTE,

CYP3A4 [HEZRYFE A EHER
o BRI 1T 2006 4E 6 H 30
HE Clcitt v,

CYP2C19 RHESEY)HH A AE R
AR 13 2006 4R 4 DU
W $ CITI_RETIE,

85
P

=iz, Bk, WBREFERT 5,

HEEE X E R = 2 — X — O R HET 2

1 ERRE S

RSB 1T 2005 4F 12 31
H¥ CICHETE,
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I

B!

H A

ES

HEEEIX, a7 7 Y —AEICED, RLvTy I
BEICEY T I oA R— Z2DMGEHEM%EDNEE 5 ATk
M, KO/ AT OHEST M OBRIHE IR I BB A M
FTREEMEDR 2N 2RI D L2 BEE LT, B
WO 1/ TFHERRRER QRBRIEMEFEE T NCI 12
X mEth) OfREIRTRT 5, KRB S e
VY, HDEWITBME ST H BT A RIS RHR T D 2
ENRTE WA, BFEEE, 7Iind R—v RE
FraRR 35 BIEARERE (b2 W0 AE
ENT=T VA T L DBR) FEhi o A REMEIZ DWW T
CPMP L gL, AEICWEDX 980D,

1R S

A ERBR RS 13 2008 AR 4 U
W CITIR_RE T E,

HEEH X CPMP IZ X 0 FEfii SN2 Z R EORE RIEE
T D EELEEMEAHE 2RI 5, ©et
DOREIBIGELIE, 7TIvog F— X, LSRR, ##
R, KRR, RE RO, &U@%%%ﬁ@ﬁf
b5, ZOEENLZEVEEEGE IR IEANE N S
Do

%5 3 [5] PSUR

ZRMWEBIEEE BT 2R EDOFRIIET LHF RO
FAEREHET D700, % A& BEABROBIN,

2006 4E55 1 PO -1
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B3

VAL S AN SRS
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A, TYVERIR
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NERTEEHSVENENTVEENERTERTER

(5+48)

1. #L%

VELCADE3.5 mg
FEFHE R R
AT IT

2. BAMEADORT

HBALTMIRNLT Y T 35mg #BATH (o= h—ARu B a7 L L0O),
VAfR%, EFHE I mL FICALVT Y I 7T Img a2 EHT D,

3. AmnAF—%

~ = h—/L (E421)

EES

4. FREUVAETY

1 AT v

5. BEAEBRUEERR

RN G-, HRIRG O H, AN CE 2T 2 &,

6. MROFOBMGEWVGEIIRVBIZONGEWNEFRICEKEEREREITRELICHT 45

MGEE

INBDOFEDJRED RN R OB IZ O WIEFFICRE 5 2 &

7. ZOMOBFANLGES WEISELT)

8. HXHAR

AR (WafE, )
VS 8 IRFIH]
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9. BRLGHRERY

30CEHZHIRETHRE LN &,
EHARE T D720, BEIAHENOHIRnT &,
AR - 25 CHB 2 DIRE CTHRE L U b2,

10. RERARBHIVEEZOEXEANOHI-RENZHEERZT S-OORAINTIEE

ASIIAIAEEIETH Do R D 2 WITBEIEML, FEOBEFHIHE > THRET L Z &,

1. BRERBEFEELRUHEN

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse, Belgium

12. BRERRBES

EU/1/04/274/001

13. ®EFEQY FS

7y b (F5)

14. #Hi6—REH

LY UysE A= S

15. ERAE
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E#afZ/N1=y MIREBRRRIREEE

(HSRINALTI)

1. HRasRUVEERER

VELCADE3.5 mg
FEFHE R R
AT IT

RN -

2. ®&5A%

A RTCA SCE 2 Rtde Z &

3. AZHAR

AR (WalE, )

4. Ay EE

7y b (F5)

5. ABYMNEE, FHE, XITHAI

3.5mg
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B. HN3CGE
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AXE

VELCADE3.5 mg {E§H& ¥
AT IT

EEH SAFIDTEEZZ(FAHICCORMAXEBEZLTHHELTLEEL,
O LEERE LTSN, BEROLERH LD LILER A,
« TRBZR I, ERDOIEAIERICB S AT IV,

BR
VELCADE D7 B & OME ] H #Y
VELCADE # 5-fiflZ
VELCADE O 5. 514
IV 5 2EIEM
VELCADE DA% 5%

=R AR I

FEA T

VELCADES3.5 mg 1E4HE R
RKLTFYIZIT

c REIDHENEIEHRNT Y I T T, OO T3S mgEaINTHET (wor=F
—nAu AT LE LT,

 VELCADE (TR Db T b U o AWK (EBEEEK) TR SIVE T, BRI, TSI 1 mL
FIZARLTY I 7 ImgaEaAlLET,

- VELCADE O#F DD ks IE~ > = h—v (E421) L%RFETT,

ERER M RIZT T 2L T FTRE S TG SV E T, K31 T/WZIEHK 38.5 mg 278
EENTOET, 1HICS TV ARaES L TOET,

W IEARTEIRE

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg, 30, B-2340 Beerse
Belgium

L
Janssen Pharmaceutica N.V., Turnhoutseweg, 30, B-2340 Beerse, Belgium
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VELCADE MR U EF B

VELCADE % HfRsEtEESR S SIS 3ERRCE LTV ET, Ziun O EES I3
WIS EAT-OITHEHINET,

VELCADE [XE#0¥ (M ERIE) 2837 2 AOBEEICHN O E T, AFliTEEicd
< EL 1 BoOBEEEZT, BEXOBETEROEANRBD bNLEBEFICLFENET,
VELCADE (X' BB 2 BEICHi T L7272y, HDAWIIH T CE R WEETHWOLN D X T,

VELCADE #5-HijIZ

R X 225 L M2 0MTHivE T, VELCADE & G-k O G-I ikt o 7V A5 HT %
VERH YD £,

TENDIFEIE VELCADE IC& BARRERTEHCENTEEEAS
* VELCADE OB ZIKST 8 2 WIEZE DM DR D WT I T Ly — (WEUE) OH 556
- g C BB RIEN D D56

TRICHEH S NIZEAEOWTNMNCY TUIXE LN E ) NTHERO b, EMXIIE#ELICBHD

HTFE,

- FRMEK, M/RHZWDIEEMBRBAMET LTS E., VELCADE OB HGHIRT, b ok
ENETHZERDH D=0,

< TF, Ef, BDHDHWVEIEHNDH 584, VELCADE &G, Zh b OIRIENE(Y
LHZENDHDLTD,

CHEICKRME, FHEOFVHIVEEBSLSSASRENHLGHE

- BRICHENH LGS

- RIS hORERD 556
CHEICFREOLUARE, EVEVR &E (m=2—r/v—) OMENRS 5554, VELCADE
OEHWM T, ZORBENELTEZ R £,

- MO FEN & 555

S DEH B WTME AT O OREN D DA

CMEICT AL F—PREMINDRBODWEZZITI2Z L3d 556

IR B D WITRAFEBRE %% & LT VELCADE IIfsf SN TV ER A

thDERADER

RTTHMLTT 72 LT L7222 b 63, I LT 2 2 TO A2 i, EHRBERE,
XAFHANEDC B SE T S0,
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BT
VELCADE #5-% R O 5% 3 » AL, Bkd b0 FRE L2 0niEin 84,

YEbR

R L TV 5 8513, VELCADE O 5 %2572\ 2 & =319 LE T, VELCADE # 5./
FERITFIRZ R L7220 uE e 0 S8 A, HIE LA, 2 bICERICBHLE T IV,

Rl

VELCADE #5- IR LW Z & 288D LEd, VELCADE & 5% IR OFHEZFH LT
LA, FOEXEMXIIF#ELLFE LAY, BAL THLEZARKEMZBRIWEDbET SV,

ERHEDELRE UHBOERA

VELCADE 3, J%%, mEhtEd vy, Zoph, UIFEBIT RN D /REM D & AR MLE 2 5] &
TFZERHVET. FOLDREWEANE Z o 754121, BB EOEGCMER 7 E BTk
WOBEZ LW T TFEN, INHDOERRWNEATYH, HEESLETT,

VELCADE M5 5%

VELCADE O#:5.1%, HMOERKE T, MIaFIEEREK S O IR L2 E OB O T T
Tk,

AFNDOEFHE I ARIL 9 mg/mL (0.9%) k7™ bV o AES A (EBRRK) ThEffshE
T, WRRITFIRNIC R G SN ET,

BEEFERELOMEEN RSN E T, RN RBRGHEIIARERRE 1 FHA— BT
1.3mg T3, AFNOFEFHNINL 3I~5 00 3, 20k, EHSHIDEO®EEELT N U ALK
W (EERRMEK) THWiEShET,

REHE

VELCADE #5- 1 %« 7 A, &5 4 OGN 3 BT TiThhvEd, B5131 HE, 4
HH, 8 HH, 11 AR b, FO% 10 ARIERGMTbilER A,

BEHFES, EMICIVEREENEEINDGZENHV £, £, LEREFYA 7 803
ERIC KV IRESNE T, TNOIETRT, WRONRICESERESNLET,
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VELCADE 1 Y41 4L

188

1 HB* 4 HH

L@ . B ! ]
2:EH

8 HH 11 HH

1 1 | @ | L1
3588

| 1 | | 1 L |

*1 HHE &IX, ER/2Y VELCADE %1 7
D1 [EHOES TS B TY,

EIYS58E1ER

ETOERKI EREL, VELCADE ICXVEWEANEZ2ZERHD £3, FreOWT vk
T oA, HONCEMYXIIFELICBAOETIY, ZHUOLDIERO—EFHIZEERSAN
HET, —FHT, ZNOOERICK D RPIEEERET 2 HETH I NG LvEd A,

CREUE, LOWUE, EEOEY B ED D VITNEE, FTUTREOKE

KA N D RO & D, EANLRFOZEIRO MK T

- BSAXE o, P, AR, R (B 1) HAAEZ S ZEnH Y £,

- BYE (RO U ABAN O, DO ZEAL, DR, GOIERETE, ModE, MBI, B0
(BN T =L

- B, EEIoXRM, 50 (BEOCZEbH D), $EL, BHEE DRI H D WVITHBE, FBIE,
BRI, & D WITEMIREOZMLZ HRT 52803 £7°,

- FRIMER® 5 W T AL ERER D22 1L

- BOARFTED 5T

s FHIHDVIEIME, ORI B AIE, LV LEL OKSEERT LI ENEE
T, VELCADE #5H, EMICKY, TREZEHTLZODOMNOEAEZKEGIND ZL1H
DET,

AERL (W 2L HE L DR WEAERH D), B DH VI,

c FER AL 2D, WEEC2 D, HDWIHEILT 5,

c BHORFK, BEREIIRE, WY, BFEEOEV, HESOS0EK, & D WVIEB)
CBYEH D VNEA TN U PERHERA L VR VT RD I EnHY £,

P, S RBREEZEDRVHIA L VR VLT ARLZENHY 1,

- Aii]

- FEEN, PELIREE, BRERFEAE, Mo, D VITIEEED

S
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- B GEENC L A5H &2 9 TRWEERD D), HsHE

< BRI O SUXRERD, WRRIEA, REHN

- JEIR (IROEY, HorviddsE, Fu, b, T, H25WidHEm)

< JseuF, MEERE, B, Ly F oS, R, HDHWVIEER

< DUPEPNTR SO DB R, DR, DONEZER, DFENTESS, & 2 WO IR

- BMENRINEE, J8IT, A%, &DWIIRDEE

- KRx RFEBEORZ RO XIXE D FE, BEIERE, & 2\ 3P R

« BEHIR B 2 WIS AL DI AR & D VMR

- BB D TR E

- AR, FRIENE B D WDITEKE, AR S D \WITEE, WU, W, B D WVITEEE
CREER D BIRENZ, HEELV LREN DV (BREE), HERE, H D5 WITRTIm, TR E
=

< B, MRE, EEOR, IR, IRIE, $URRE, &G, IR, &25WWIE30esEEeE
IR OV RS DA (FRIE)

OBV T N, FRY DL, IR TN, BV UL, U UBOENL

- [MBE O EE DN & 2\ EiED

- U o HifERR

o PEMERLIN &> 5\ 3 T i A Al 2

- BENK, B, 7 LAF—RIS

- RILERREE I X 52 i

« 0 R ORGP 528 % KAF AR V| B

- &9

cHE S D UNEA D

AT LEICTEH EN TRV OMOERZ B 5 L2EAa1cE, EROIEFIIZ B85 58
T&EW,

VELCADE DORE 5%

VELCADE (335 ThRE SV E T,

INEDFDJEINRNGET R B O R WGFTICRE LT ZE 0,

30CZMALMIMETHRE LRV T RS, BRE T D720, RSP LHERNTTES
Wy A TV R OSMEIZ R S AR I LT RS0,

EIERIE, TTONA TR TSGR OIEFZHIAN T 25CT 8 MR E T 52 LN TE
i‘a—o 735%%%?@1%%61%k 8 H?_J‘:Fﬁﬁ ‘/C‘\‘a—o
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EREREAER

1.

bE

s
VELCADE |ZHifagtRbER T, 07O, BHRWEOFHEOBIZIZEE L TTRFE W,
R & ~DRfhZ 1T 57012, FREOB#EREZEMNTHZ 28O LET,

RIFHIZ & £ 72 728, VELCADE OHHARWZEB W T I BEEZ 1T 5 2 &,

VELCADE ¥y K I S 7z 3o TOVICHER 9 mg/mL (0.9%) A b) R YU 7 AEHR 3.5 mL
EFMATEFE, BONEEOREIT 1 mg/mL T, HKITEEAEHT, K pH 1% 4~7
T, WIRD pH ZFHAIT 2 2T d V 8 A,

B HANC, R E R OECOFRIZOWTIEMREZ BFEREL T FEn, B26H 50T
BLAIRENED LN EIE, T ORMBMITIEEL TTF I,

IR ZE £V 20, BRTHREZELICHER LTI SN, 2L, TOA TN
B AT HE G- AT OESHERNIC AT 25°C T 8 REFIRE S 735G OWMRIK O AR O b
0% OB EME DS R SILTWE T, TEFZRNORE 135K 8 T,

R 2 3 I L7 W&, MR £ TOREHIM M ORFT2—F—OFEEL LET,

BRRERL 2T 206 ETH 0 £H A,

1 A TIOVTHEEGEORTH Y, FoTmEKITFEIEL TFI,

AR XEZBEITRMLTREIVY,

B5

HEREBENOHEZ R L TR,

L, KRR 5 D WV EIRD T —T & LT, 3~5 B0 THARNIES L TTF &0,
KR DT OEARD 7 —7 V&2 9 mg/mL (0.9%) Mk N D ARK T T v a
LTREV,

BEE

AR S 2 WITEEWIL, FEOEMFICHE > THEELTTFS,

FHATER
VELCADE (2B 2 {EM AL E 7256138, IRGEAGRRA H OB AR I ZHEE T I,
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(LLF, 45 E OB GEARRRA H O N BUIIATIER TIEEm L)
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