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1.10 5
mg/kg
0.30
0.30
2 ¢, ¢ [0010,020, | 0.25mgkg
2 0.25 mg/kg/ 0.20
mg/kg/
0.25 mg/kg/
26 9|, ¢ 0, 0.05, 0.10, 0.10 mg/kg/ 0.20/0.15 mg/kg/
0.20/0.15
ma/kg/
0.05 mg/kg/
0.10 mg/kg/
1
2 0.10 mg/kg/
2
1 0.10
mg/kg/
0.20/0.15 mg/kg/
4 ¢, ¢ | 0,0.045 0.067 mg/kg/ 0.100 mg/kg/
2 0.067, 0.100 0.100 mg/kg/
mg/kg/
0.067 mg/kg/
0.100 mg/kg/
38 13| ¢, ¢ | 0,0.050, 0.050 mg/kg/ 0.075 mg/kg/
0.075, 0.100
mg/kg/
/
0.075 mg/kg/
1 0.100 mg/kg/
2 0.050 mg/kg/
2 0.075 mg/kg/
1
0.100 mg/kg/
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3 Millennium Millennium
3.2S 1 39S Pharmaceuticals, l_ 2(. Pharmaceuticals,
o Inc. Inc.
3 Millennium Millennium
3.2P Pharmaceuticals, |1 2 Pharmaceuticals,
3 Millennium Millennium
Pharmaceuticals, l_ 2(- Pharmaceuticals,
3 3.2P (3.5mg) Inc. Inc.
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4.1 4 4
4.2
4.2.1
4.2.1.1
42111 Selectivity of PS-341 for inhibition of the 20S . l_ L eukosSite, Inc
proteasome ot al 166
- . Millennium
42112 ;I)Zetlc evauation of PS-341, PS-273, and PS- _ 2(- Pharmaceuticals,
Inc RPT-00102
42113  |Summary report: MYO-1 I B I
-
The proteasome inhibitor PS-341 inhibits Kenneth C Harvard Medical Cancer R ch 2001
42114 grqwth, mQuces apoptos;, and overcomes drug Anderson, et al 2001.2 School 61-3071-6
resistance in human multiple myelomacells
. . . Millennium
42115 Qfefg ;Zrl potential drug resistance mechanlsms_ ;l Pharmacevticals,
Inc RPT-00047
N Millennium
s oo oo [l | o .
pemy etal Inc RPT-00070
. . Millennium
42117 ?ﬂﬁf&oef ;’jﬁ;;ggz roenievdsin 2l |Pharmaceticals,
Inc RPT-00043
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Proteasome inhibitor PS-341 inhibits human

L Kenneth C Harvard Medical Cancer Research 2002;
42.1.1.8 mye!omr?l cell grqwthln vivo and prolongs Anderson, et al 2002.7 School 62-4996-5000.
survival in a murine model
A study to examine effects of PS-341 in the Millenni
42119 Lewis lung carcinoma model, including tumor _ Phl ennlum'cal
e volume, 20S proteasome activity, survival, and armaceuticals,
14 Inc RPT-00124
uptake of “'C-PS-341
421110 Effect of the protea.some inhibitor PS-341in - ot al 1' ProScript, Inc
the Lewis lung carcinoma mouse model
Pcol-05-01
421111 Effect of the proteasome inhibitor PS-341 in _ 1_ ProScript, Inc
the human colon HT-29 cancer model et al
Pcol-02-01
Effects of PS-341 on hematopoietic stem cell Millennium
4.2.1.1.12 |function in amurine bone marrow transplant - l Pharmaceuticals,
model Inc RPT-00106
. . Millennium
421113 |[FoPOCEOmeavY MEVSSOFSSA |\ | o]l [Pharmaceuticals
g P Inc RPT-00126
4.2.1.2
Western blot analysis for the presence of . .
roteinase K-resistant forms of prion protein _ Millennium
42121 ther roteasome inhibition of nzuron; cell etal ’ 2(. Pharmaceticals,
P Inc RPT-00301

linesin vitro
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4.2.1.3

. . Janssen
213 e e e (s R framecic
Y ' NV TOX6579
Cardiovascular effects of bortezomib in 2
42132 conscious, telemetered beagle dogs _ 2’ TOX6674
PS-341: Cardiovascular effects after 1
42133 intravenous administration in telemetered _ 1‘ h
cynomolgus monkeys -113
Cardiotoxicity of PS-341 (Nsc-Des1239) in | I, |:
42134 the monkey (G465502A) et al 1 - -502A
A study to determine the effects of PS-341 on
cardiovascular function after intravenous 2
42135 P .
administration to anesthetized cynomolgus 2 - 101
monkeys
Effects of velcade (bortezomib; JNJ-26866138- an
+ _ Ssen
42136 AAA) on the membrane K™ current (ly,) in _ et ZI Pharmaceutica
hERG-transfected HEK 293 cells compared to |l 2 NV CPF1223
astemizole [proteasome inhibitor; Dip 999]
Study of the effects of escalating
42137 concgntrgtlons of .bortez.omlb on cardiovascular _ 2 _
function in the guinea pig Langendorff 2 DSD-00116

preparation
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Investigative cardiovascular safety study

42138 following intravenous administration of EI m -
bortezomib in telemetered male beagle dogs ' DSD-00161
Investigative cardiovascular study of the _ Millennium
42139 9 N . Y ' Pharmaceuticals,
proteasome inhibitor PS-341 in the mouse et al Inc RPT-00221
421310 Effects of bortezomib on respiration rate and _ et
T tidal volumeinrats al TOXE675
4.2.1.4
The proteasome inhibitor PS-341 markedly _ Clinical Cancer
42141 enhances sengitivity of multiple myeloma éaeTssSn et al 2002.10 (I\:/Ie:d?rczgcneiter Research 2003; 9:1136-
tumor cells to chemotherapeutic agents ' 44,
The proteasome inhibitor PS-341 inhibits . Cancer Research 2001;
4.2.1.4.2 growth, induces apoptosis, and overcomes drug fﬁggre;gr? ot al 2001.2 gcar:\(;jd Medical 61:3071-6
resistance in human multiple myelomacells ’ 42114
42143 Effect of the proteasome inhibitor PS-341in _ et 1_ ProScript, Inc
the Lewis lung carcinoma mouse model al Pcol-01-01
Enhanced chemosensitivity to CPT-11 with i
42.1.4.4 proteasome inhibitor PS-341: Implications for j?n;tezf Cusack 2001.3 gener alhﬂiest;?t a gﬂ%e:;;zo ch 200L;

systemic nuclear factor«k B inhibition
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4.2.2

et al

N

4.2.2.1
Validation of amethod for the determination of
PS-341 in rat plasma and whole blood and 1
42211 cynomolgus monkey plasma and whole blood - lj h
by high-performance liquid chromatography -1OOA
with MS/M S detection
42912 Partial validation for the quantitation of PS-341 2
B inrat plasmaby turbo ion spray LC/IMS/IMS ,etal |2 0200
42913 Partial validation for the quantitation of PS-341 2
R in rabbit plasma by turbo ion spray LC/IMS/MS etal |2 02124_
Validation of amethod for the determination of
PS-341 cynomolgus monkey plasma by high- 1
42214 LS .
performance liquid chromatography with 1 - 1008
MS/M S detection
Partial validation for the quantitation of PS-341 5
42215 in monkey plasma by turbo ion spray ‘ m h

LC/IMSMS

0204
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4.2.2.2

42921 Single dose intravenous toxicity and _ et
R toxicokinetic study with PS-341 in rats al -104
42312

Biliary excretion of PS-341 in cynomolgus _

42222 monkeys following a single intravenous dose of ’ 1 h

14 et al

[“C]-PS-341 s
Toxicokinetic study report supporting an Millennium

42223 intravenous injection range-finding teratol ogy _ 2(- Pharmaceuticals,
study of PS-341 in the Sprague-Dawley rat Inc RPT-00041
Toxicokinetic study report supporting a 26- Millennium

42224 week intravenous injection toxicity study of _ 2(- Pharmaceuticals,
PS-341 in the Sprague-Dawley rat (final data) Inc RPT-00144
Toxicokinetic study supporting an 1V range- Millennium

42225 finding teratology study of PS-341 in New _ 2(- Pharmaceuticals,
Zedland White rabbit Inc RPT-00122
Toxicokinetic study report supporting a 38- Millennium

42226 week (13 cycles) intravenous injection toxicity _ 2(. Pharmaceuticals,
study of PS-341 in the cynomolgus monkey Inc RPT-00039
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4.2.2.3

A study to examine effects of PS-341 in the
Lewis lung carcinoma model, including tumor

=

Millennium

42231 volume, 20S proteasome activity, survival, and _ zl r::rmaceuncals, RPT-00124
uptake of **C-PS-341 421.19
Quantitative whole body autoradiography in
male rats after a single intravenous 1

42232 administration of approx. 0.3 mg/kg body _ o lj r

_ al | k&l

weight
Tissue distribution, biliary excretion, and mass 2

42233 |bedamcoof “C-rS-341in e Spraue Dol I I
rats following a single bolus intravenous dose -800
Tissue distribution and depletion kineticsin 2

42234 male rats after single and repeated intravenous ||l 2’ ]
injection of **C-bortezomib FK5285
Biliary excretion of PS-341 in cynomolgus "
monkeys following a single intravenous dose off _

T e i B =
[TCl-PS-341 42222
Tissue distribution and mass balance of total

42236 radioactivity in male and female cynomolgus _ 2 _

e monkeys following a single bolus intravenous 2 -888

dose of **C-PS-341

429237 The protein binding of bortezomib in plasma 2 Pharmacevtica,
from rats, dogs, and monkeys ,etal 2 NV FK 5396
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42238 Theinvitro protein binding of [**C]-PS-341 to | | | | | GG |2
T plasmafrom rat, monkey, and human et al 1 -101
Partition of PS-341 between plasmaand red 5 Millennium
42239 blood cellsin the cynomolgus monkey and - Zl Pharmaceuticals,
Sprague-Dawley rat Inc RPT-00097
- Millennium
422310 E;itgr)]r& o:az'i]-:m between human red blood - gm Pharmaceuticals,
P Inc RPT-00024
Distributi £ 1CT-bort ibi 5 Millennium
422311 D' rl' u ';’t” Oh [| b]l' ‘;r ezomib in Sprague- ' 2’ Pharmaceuticals,
awley ral whole bloo Inc RPT-00207
A study of the pharmacokinetics of bortezomib 5 Millennium
422312 [following repeated intravenous administration _ 2’ Pharmaceuticals,
to male cynomolgus monkeys Inc RPT-00250
4.2.2.4
. . - . Millennium
429241 In vitro metapollc stability of PS-341 in mouse 2 Pharmaceuticals,
and human microsomes ,etal |2 Inc RPT-00012
Preliminary identification of PS-341 biliary Millennium
42242 excreted metabolites in rats treated with a e 20 Pharmaceuticals,
single intravenous bolus dose of [**C]-PS-341 Inc RPT-00009
Structural elucidation of PS-341 metabolites . .
produced in vitro by human liver microsomes Millennium
42243 and cDNA-expressed cytochrome P450 _ 2(. IP::rmaceutlcals, RPT-00033

isozymes
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Millennium

42244 :;;It:;)gd&bdl% of PS-341 by human CYP _ gm Pharmacevticals,
y Inc RPT-00011
The relative contribution of CY P isozymesto 5 Millennium
42245 the metabolism of bortezomib in human liver ‘ Zl Pharmaceuticals,
microsomes using monoclonal antibodies Inc RPT-00246
Relative contribution of CY P isozymesto the 5 Millennium
42246 liver microsomal intrinsic clearance of ‘ 2’ Pharmaceuticals,
bortezomib in humans Inc RPT-00196
I dentification and characterization of PS-341 Millennium
42247 - e 20 Pharmaceuticals,
metabolites in Sprague-Dawley rats Inc RPT-00099
Distribution of [**C]-bortezomib in Sprague- 2 Millennium
42248 ) Pharmaceuticals,
Dawley rat whole blood ' 2’ Inc RPT-00207
422311
Tissue distribution and depletion kineticsin 2
male rats after single and repeated intravenous
injection of ~"C-bortezomib 42234
e . N Millennium
n22am oo [N | ol [Pamsids
ynome'g & Inc RPT-00119
Radiochemical profiles of brain extracts of Millennium
422411  [cynomolgus monkeys dosed with**C- I 20l Pharmaceuticals,
bortezomib Inc RPT-00181
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Millennium

. . 14 .

224z [CmmemindGowonted N B LT
metabolites in cynomolgus monkey tissues Inc RPT-00206
Identification and characterization of PS-341 Millennium

422413 | s e 20 Pharmaceuticals,

Inc RPT-00114

Inhibition potential of PS-341 on CYP1A2, 5 Millennium

422414 |2C9, 2C19, 2D6, and 3A4 in the human e Zl Pharmaceuticals,
microsomal system Inc RPT-00135
Inhibition potential of the major bortezomib 5 Millennium

422415 |metaboliteson CYP1A2, 2C9, 219, 2D6 and ||| G Zm Pharmaceuticals,
3A4 activities in human liver microsomes Inc RPT-00224
Time-dependent inhibition potential of 5 Millennium

4.2.2.416  |bortezomib on human microsomal CYP3A4 - 2‘ Pharmaceuticals,
activity Inc RPT-00251
Evaluation of cytochrome P450 induction 5 Millennium

422417 |potential of PS-341 using cultured human - 2' Pharmaceuticals,
hepatocytes Inc RPT-00021
Characterization of CYP2B1/2, 3A1/2, 4A1/3 . .
and peroxisomal B-oxidation activitiesin 2 Millennium

4.224.18 female Sprague-Dawley rat liver after repeated - 2’ Pharmaceuticals,
. o : . Inc RPT-00223
intravenous administration of bortezomib

4.2.2.5

Biliary excretion of PS-341 in malerats "

42251 |following asingle intravenous dose of [“C]- _et ’ lj h
PS-341 [ Gk
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Tissue distribution, biliary excretion, and mass

2
42252 |bedamceof “C-PS-341in e Spraue Dl I I —_
rats following a single bolus intravenous dose 42233
Biliary excretion of PS-341 in cynomolgus _ 1
monkeys following a single intravenous dose of]
[FCl-PS-341 42235
Tissue distribution and mass balance of total
radioactivity in male and female cynomolgus 2
42254 monkeys following a single bolus intravenous I 2 I s
dose of **C-PS-341 42236
4.2.2.6
- _ . . Millennium
zs [y oot e
pump ¥ Inc RPT-00013
Permeability of bortezomib and its interaction Millennium
42.26.2 with efflux pumpsin vitro in the Caco-2 cell - Pharmaceuticals,
system Inc RPT-00226
4.2.2.7
42271 Multiple dose toxicity study of PS-341 (NSC-
et 681239) in rats , et o500l
42321
An intravenous injection range-finding Millennium
42272 teratology study of PS-341 in the Sprague- _ Pharmaceuticals,
Dawley rat: 20S proteasome specific activity Inc RPT-00017
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42273

4-Week intravenous toxicity study with PS-341

toxicokinetic study with PS-341 in rats

in cynomolgus monkeys el -109
4.2.3.2.6
An analysis of proteasome activity in periphera Millennium
42274 whole blood in abino rats in a 26-week _ 2(- Pharmaceuticals,
intravenous injection toxicity study of PS-341 Inc RPT-00088
An analysis of peripheral whole blood for the . .
determination of 20S proteasome activity in the Millennium
42275 . =P y _ Pharmaceuticals,
intravenous range-finding teratology study of Inc RPT-00138
PS-341 in the New Zealand White rabbit
A study of the pharmacokinetics of bortezomib Millennium
42276 following repeated intravenous administration _ m Pharmaceuticals, RPT-00250
to male cynomolgus monkeys Inc 422312
Toxicokinetic study report supporting a 38- Millennium
42277 week (13 cycles) intravenous injection toxicity _ 2(- Pharmaceuticals,
. RPT-00039
study of PS-341 in the cynomolgus monkey Inc
42226
4.2.3
4.23.1
Pilot toxicity studiesin mice and rats: Single
42311 and repeat doses of the proteasome inhibitor , etal l' ProScript, Inc
PS-341 Pcol-04-01
42312 Single dose intravenous toxicity and , &t 1 h

04
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Range-finding intravenous toxicity study with , et |1
42313 PS-341 in cynomolgus monkeys al 1
o
24-Hour continuous infusion dose range- 1
42314 finding study of PS-341 (NSC-681239) in ,etal 1'
monkeys 800(-
4.2.3.2
42321 Multi ple.dose toxicity study of PS-341 (NSC- etal 1
681239) in rats 1 950_
INTERIM RESEARCH REPORT: A 26-week 5
42322 intravenous injection toxicity study of PS-341 - et al 2_ -
in the albino rat 57285
A 26-week intravenous injection toxicity study 2
42323 of PS-341 in the albino rat - etal 2 - 57985
A 13-day daily intravenous injection range- e |2
42324 finding toxicity study of PS-341 in the female al ' 2’ -
New Zealand White rabbit 57359
42325 14-Day intravenous toxicity study with PS-341 , et |1
R in cynomolgus monkeys al 1 -
115
o
A 38-week (13-cycle) intravenous injection 5
42327 toxicity study of PS-341 in the cynomolgus - et al 2’ -

monkey

57284

[A%n"

9T



4.2.3.3

4.2.3.3.1 In Vitro

423311 Salmonella plate incorporation mutagenicity _ |
""" assay (Amestest) with aconfirmatory assay  |et al 1 _
501001
. . - | W
423312 |Bacterial reverse mutation assay with PS-341 ot al 5 _
-
In vitro mammalian chromosome aberration 2
423313 test in Chinese hamster ovary cells etal 2’ _ m
4.2.3.3.2 In Vivo
423321 M_ammallan erythrocyte micronucleustest in etal 2 _
e ’ M
4.2.3.4
4.2.3.5
4.2.35.1
4.2.35.2
An intravenous injection range-finding 5
423521 |[teratology study of PS-341 in the Sprague- - et al 5 -
Dawley rat 98172
An intravenous injection teratology study of 2
423522 PS-341 in the Sprague-Dawley rat - etal 2 - 98173
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An intravenous range-finding teratology study

423523 1t PS.341 in the New Zealand White rabbit el zl i
98174
An intravenous teratology study of PS-341in 2
423524 line New Zealand White rabbit el zl i
98175
4.2.35.3
4.2.35.4
4.2.3.6
A perivascular / intravascular, subcutaneous,
42361 and intramuscul ar irritation study with PS-341 al_’ o m -
in male New Zealand White rabbits 57360
4.2.3.7
4.2.3.7.1
An antigenicity study with VELCADE;
determination of the active systemic , €t
423711 . .
anaphylaxis (ASA) and passive cutaneous al
. N . 6287
anaphylaxis (PCA) in guinea pigs
4.23.7.2
- — . Millennium
w2sra e oeramson oo [ R frmecaicas
y Inc RPT-00123
4.3
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5.1 5

5.2

5.3

53.1

5.3.1.1

BA

5.3.1.2

BA BE

5.3.1.3

In Vitro In Vivo

5.3.1.4

Development and Validation of aLC/MS

53141 Analytical Assay For Determination of PS-341
in Biological Fluids
Method Validation for the Quantitation of PS-

53.1.4.2 341 in Human Plasma by Turbo lon Spray Report No.
LC/IMSIMS 02002VDAC_MP_REV

1.D0C
53143 Accurate Measurement of Proteasome

Inhibition: Novel Ex Vivo Assays

File No. 167
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5.3.2

5.3.2.1
The In Vitro Protein Binding of [“*C]-PS-341 || EGTGNG
53211 19- 19- Study No. -
to Plasmafrom Rat, Monkey, and Human etal -)flOl
42238
5.3.2.2
Structural Elucidation of PS-341 Metabolites . .
Produced In Vitro by Human Liver Millennium
53221 Microsomes and cDNA-Expressed Cytochromg _ 2(. IP::rmaceutlcals, Report No. RPT-00033
P450 |sozymes ' 42243
. : Millennium
In Vitro Metabolism of PS-341 by Human CYPR, .
5.3.2.2.2 \sozymes B A A IP::rmaceutlcals, Repart No. RPT-00011
) 42244
The Relative Contribution of CY P Isozymes to Millennium
53223 the Metabolism of Bortezomib in Human Liver ‘ 2(. 2(- Pharmaceuticals, Renort No. RPT-00246
Microsomes Using Monoclonal Antibodies Inc. eﬁ 59 45
Relative Contribution of CY P Isozymes to the Millennium
53224 Liver Microsomd Intrinsic Clearance of ‘ 2(. 2(. Pharmaceuticals, Renort No. RPT-00196
Bortezomib in Humans Inc. eﬁ 294 6
Inhibition Potential of PS-341 on CYP1A2, Millennium
53225  |2C9, 2C19, 2D6, and 3A4 in the Human ] 20} 20l |Pharmaceuticals, Reoort No. RPT-00135
Microsomal System Inc. eﬁz 24 1'4
Inhibition Potential of the Major Bortezomib Millennium
53226  |Metaboliteson CYP1A2, 29, 2C19, 2D6, and ||| Gz 20} 20} |Pharmaceuticals,

3A4 Activitiesin Human Liver Microsomes

Inc.

Report No. RPT-00224
4.2.2.4.15
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Time-Dependent Inhibition Potential of

Millennium

53227 ig{:\?ﬁomlb on Human Microsomal CYP3A4 - 2(. 2(- IP:Carmaceutlcals, Report No. RPT-00251
Y ' 4.2.2.4.16
Evaluation of Cytochrome P450 Induction Millennium
53228 EOte;t(I)il ?; PS-341 Using Cultured Human - 2(- 2(. IP:Carmaceutlcals, Report No. RPT-00021
epatocy ' 422417
5.3.2.3
- Millennium
Partition of PS-341 Between Human Red .
53231 Blood Céells and Plasma - 2(. 2(. r::rmacwncals, Report No. RPT-00024
' 4.2.2.3.10
Permeability of PS-341 and its Interaction with Millennium
53232 gllueﬁunmps In Vitro in the Caco-2 Cell - et al 2(. 2(- r::rmacwncals, Report No. RPT-00013
' 4.22.6.1
Permeability of Bortezomib and its Interaction Millennium
53233 g,:;:ﬂux Pumps In Vitro in the Caco-2 Cell - 2(. IP:Carmaceu‘ucals, Report No. RPT-00226
' 4.2.2.6.2
e — Millennium
Identification and Characterization of PS-341 .
53234 Metabolites in Humans _ 2(- IP::rmaceutlcals, Report No. RPT-00114
' 4.2.2.4.13
5.3.3 PK
5.3.3.1 PK
5.3.3.2 PK
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5.3.3.3 PK
5.3.34 PK
5.3.35 PK
5.3.4 PD
5.34.1 PD PK/PD
5.34.2 PD PK/PD
JINJ-26866138(bortezomib) I Protocol Nummber
534.21 | 2(. - I INIF26866138-IPN-
MM-101
53.5.21
: . MD Anderson
534.22 Phase 1 Trial of PS-341 in Advanced Cancers , et l_ 2(- Protocol Number DM 98-
Cancer Center
al 194
5.3.5.2.6
. . Memoria Sloan-
534.23 Phase| Trial of PS-341 in Advanced l' 2(- Kettering Cancer Protocol Number 98-

Malignancy

Center

104A
5.3.5.2.7
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Phase 1 Evaluation of PS-341 in Patients with

University of

Protocol Number

534.24 Hematologic Maignancies , et al 1999.11 20017 North Carolina LCCC 9834/ MSKCC
00-31
5.3.5.2.8
A Phase |, Open Label, Dose Escalation Study gal;wi(;rlv(lgﬂg &
534.25  |of PS-341 plus Gemcitabinein Patients with et 120l 20}
Advanced Solid Tumors al Research Protocol Number
Institute M34100-027
A Randomized, Open-Label, Phase Il Study of
Two Doses of PS-341 Alone or . ,
in Combination with Dexamethasone in _ St Vincent's
53.4.2.6 . : . " 12001.5 2002.7 Comprehensive Protocol Number
Patients with Multiple Myeloma et al Cancer Center M34100-024
Who Have Failed to Respond to or Relapsed
: . 535.23
Following Front-line Therapy
An Open-Label Phase |l Study of PS-341
Alone or in Combination with
53427  |Pe@methasonein Patientswith Multiple 20012 20026 |Panaraber Protocol Number
Myeloma Who Have Relapsed ,etal Cancer Institute
. . M34100-025
Following Front-Line Therapy and Are 53524
Refractory toTheir Most Recent Therapy R
Repeat-Dose Pharmacokinetics and
53.4.238 Pharmacodynamics of Bortezornib _ 2(. Ongoing Protocol Number

in Patients With Relapsed Multiple Myeloma
[INTERIM CLINICAL STUDY REPORT]

M34103-058

[A%n"

€e



5.3.5

5.3.5.1
An International, Multi-Center, Randomized,
Open-Label Study of PS-341 Versus High- Dana Farber
53511 Dose Dexamethasone in Patients with Relapsed ,etal 2002.5 - Cancer Ingtitute Protocol Number
or Refractory Multiple Myeloma M34101-039
5.35.2
JINJ-26866138(bortezomib) I
53521 | - B W Protocol Number
JINJ-26866138-JPN-
MM-101
JINJ-26866138(bortezomib) I
53522 2(- - ] Protocol Number
JINJ-26866138-JPN-
MM-201
A Randomized, Open-Label, Phase Il Study of
Two Doses of PS-341 Alone or . ,
in Combination with Dexamethasone in _ St Vincent S
53523 Patients with Multiple Myeloma et al 20015 2002.7 ggﬂgegznq?e\r/e Protocol Number
Who Have Failed to Respond to or Relapsed M34100-024
Following Front-line Therapy
An Open-Label Phase Il Study of PS-341
Alone or in Combination with
Dexamethasone in Patients with Multiple Dana Farber
53524 Myeloma Who Have Relapsed , et al 2001.2. 2002.6 Cancer Ingtitute Protocol Number

Following Front-Line Therapy and Are

Refractory toTheir Most Recent Therapy

M34100-025
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A Phase 2, Open-Label, Extension Study to
Provide PS-341 to Patients Who Previously

in Multiple Myeloma Studies M 34100-024,

53525  |Participated inaPS-341 Clinical Study and B ), oofffj |MP Anderson
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