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ATGGCGCCAC
TACCGCGATG
MetAlaProP

TCCGAATCCC
AGGCTTAGGG
rProAsnPro

CCAGCARAGT
GGTCGTTTCA
SexLysVa

GGCCGAGGAG
CCGBCTCCTC
GlyRrgGlyA

GGCCCGGGCA
CCGGGCCCeT
AlaArghla

CTCGGCTCCG
GAGCCGAGGC
roArgLeuAr

CTGCAGGTCG
GACGTCCAGC
LeuGlnvalv

AATTGGCACA
TTAACCGTGT
rIleGlyThr

CAGGATCTCA
GTCCTAGAGT
GlySerHi

GGTGTGGGTT
CCACACCCAR
GlyValGlyT

TACAGCTTGT
ATGTCGAACA
ThralaCys

GGAACACAGC
CCTTGTGTCG
rgAsnThral

GCTGAGATGT
CGACTCTACA
AlaGluMetC

GGTCAAGGAT
CCAGTTCCTA
sValLysAsp

CACCAGCTAG
GTGGTCGATC
roProAlaAT

GGGAGCGCAG
CCCTCGCGTC
GlySerAlald

GTGGGGCTCT
CACCCCGAGA
1TrpGlySer

CGCTCCCTAC
GCGAGGGATG
laLeuProTh

elcielolcislc/e{als]
CCCGCGCGGE
GlyArgAlaP

GGTCCACRAG
CCBGGTGTTC
gvalHisLys

TACCTAGCTC
ATGGATCGAG
alProSerSe

CAGCAATGGG
GTCGTTACCC
GlnGlnTrpG

TAGATCAGARA
ATCTAGTICTT
sArgSerGlu

ACACCAATGC
TGTGGTTACG
yrThrasnAl

AAATCAGATG
TTTAGTCTAC
LysSerAspG

ATGTCAGTGC
TACAGTCACG
aCysGlnCys

GCCGGARAGTG
CGGCCTTCAC
ysAxrgLysCy

TGTACGCCCT
ACATGCGGGA
CysThrProT
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AGTACATCTA
TCATGTAGAT
gvalHisLeu

CGAGTGGGAC
GCTCACCCTG
laSerGlyTh

TCCGCGGGGA
AGGCGCCCCT
SerAlaGlya

CTCCATGGGA
GAGGTACCCT
rSerMetGly

CAGGACCCAG
GTCCTGGGTC
roGlyProAr

ACCTTCAAGT
TGGAAGTTCA
ThrpPheLysP

AGCTGCAACC
TCGACGTTGG
rAlaAlaThr

DACATAGCCC
TTGTATCGGG
JuHisSerPr

CGTCCTGGAG
GCAGGACCTC
ArgProGlyA

TTCCAACAAT
AAGGTTGTTA
aSerAsnAsn

AAGAAGAGAG
TTCTTCTCTC
1uGluGluAr

AAACCAGGAA
TTIGGTCCTT
LysProGlyT

CAGCACAGGG
GTCGTGTCCC
sSerThrcly

GGAGTGACAT
CCTCACTGTA
rpSerAspll
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GGTGCGTTCC
CCACGCAAGG
GlyAlaPheL

AGAGGCAGCC
TCTCCATCGG
rGluhlanla

GGATTGARACC
CCTAACTTAG
rglleGluPr

CAGCACGGAC
GTCGTGCCTG
GlnHisGlyP

GCCGGCGCGG
CGGCCGCGCC
gProAlaArg

TTGTCGTCGT
AACRGCAGCA
hevalvalva

ATGATCAATC
TAGTTTGAAG
IleLysLeuH

TTTGGGAGAG
ARACCCTCTC
oLeuGlyGlu

CCTGTARCCG
GGACATTGGC
laCysAsnAr

TTGTTTGCTT
AACABACGAA
LeuPheAlaC

AAGTCCCTGC
TTCAGGGACG
gSerProCys

CTTTCCGGAA
GARAGGCCTT
hrPheArgAs

TGCCCCAGAG
ACGGGGTCTC
CysProArgG

CGAGTGTGTC
GCTCACACAG
eGluCysVal

TGGCAGTGAC
ACCGTCACTG
euAlavalTh

GCGGCCACAC
CGCCGGTGTG
AlanlaThrPro

ACGAGGCGGG
TGCTCCGCCC
OATgGlyGly

CCAGTGCCCG
GGTCACGGGC
roSerAlaArg

GAAGBCCAGCC
CTTCGGTCGG
GluAlaSerP

CGGGGTCCTG
GCCCCAGGAC
1GlyvallLeu

AATTGGCACA
TACTAGTTAG
isAspGlnSe

TTGTATCCAC
AACACAGGTG
LeuCysProPro

GTGCACAGAG
CACGTGTCTC
gCysThxGlu

GCCTCCCATG
CGGAGGGTAC
ysLeuProCys

ACCACGACCA
TGGTGCTGGT
ThxrThrThrA

TGACBATTCT
ACTGTTARGA
nAspAsnSer

GGATGGTCAA
CCTACCAGTT
lyMetValLy

CACARAGAAT
GTGTTTCTITA
HisLysGluSer



701

235

751

801

268

851

901

301
951

1001

335
1051

1101

368
1151

1201

401
1251

1301

435
1351

la01

468

CAGGCAATGG
GTCCGTTACC
GlyAsnGl

CCGTTGCTGT
GGCARACGACA
ProLeuLeul

ACATAATATA
TGTATTATAT
yHisAsnIle

3/15

TGGGTGATTT
ACCCACTARA
TrpvalIlel

TGGTTGTGAC
RCCAACACTG
euValvalTh

TTTGGTTGTT
AADACCAACAA
rLeuvValval

TGGTGEGCTGT
ACCACCGACA
euValAlaVa

GCTGATTGTC
CGACTAACAG
lLeuIleVal

TGTTGTTGCA
ACARACARCGT

CysCysaCysl

TCGGCTCAGG
AGCCGAGTCC
leG@GlySerGly

TTGTGGAGGG
ARCACCTCCC

CysGlyGly

GTCTCCTACG
CAGAGGATGC
lyLeulLeuAr

AGCAACGCAG
TCGTTGCGTC
SerAsnAlal

CCAGGAGCCG
GGTCCTCGGC
rGlnGluPro

CACAGTGTCT
GTGTCACAGA
GlnCysLe

CTGCTGGTTC
GRACGACCAAG
LeuLeuvalP

CTTTIGACAAG
GAAACTGTTC
PhelspLys

TGAGGCAGCT
ACTCCGTCGA
etArgGlnLe

ACAGCAGGCC
TGTCGTCCGG
ThrAlaGlyP

CARAACTGGA
GTTTTGACCT
nLysThxGly

GGATGGAAGA
CCTACCTTCT
MetGluGl

TCTGGRAAGT
AGACCTTICA
SerGlyLysP

GGRGTGA
CCTCACT
GluQP*

GACCCCARAGT
CTGGGGTTCA
AspProLysC

AGGGCCTGGG
TCCCGGACCC
gGlyProGly

ACTCGCTGTC
TGAGCGACAG
spSerLeuSe

GCAGATTTGA
CGTCTAAACT
AlaAspLeuT

GCTGGGACCG
CGACCCTGGC
uLeuGlyPro

CAGCAAATGG
GTCGETTTACC
roAlaAsnGl

TTTGCAAACA
BARCGTTTGT
PhelAlaAsnI

GGRCCTCACG
CCTGGAGTGC
uAspLeuThr

CAGGGGATGC
GTCCCCTACG
roGlyAspAl

CGGAACGCCT
GCCTTGCAGA
AxgAsnAlaS

GAGACATGCA
CTCTGTACGT
uArgHisAla

TCATCTACTT
AGTAGATGRA
heJleTyrLe

GCATGGACAG
CGTACCTGTC
ysMetAspAr

GCTGAGGACA
CGACTCCTGT
AlaGluAspA

CACTTTCGTC
GTGRAAGCAG
rThrPheval

CAGGTGTCAC
GTCCACATGT
hrGlyvalTh

GCAGAAGCTG
CGTCTTCGAC
AlaGluAlaG

TGCTGACCCC
ACGACTGCGGG
yAlaAspPro

TCETGCCCTT
AGCACGGGAA
levalProPh

AAAADTGAGA
TTTTTACTCT
LyshAsnGlul

CTTGTATGCA
GAACATACGT
aLeuTyrAla

CGATCCACAC
GCTAGGTGTG
erIleHisTh

AADMGAGRAGA
TTTCTCTTCT
LysGluLysI

AGARGATGGC
TCTTCTACCG
uGluAspGly
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GGTGTGTTTC
CCAGACARAG
gvalCysPhe

ATGCTCACAA
TACGAGTGTT
snAlaHisAs

TCTGAGCAGC
AGACTCGTCG
SerGluGlnG

TGTACAGTCC
ACATGTCAGG
rvValGlnSerxr

ARGGGTCTCA
TTCCCAGAGT
1uGlySerGl

ACTGAGACTC
TGACTCTGAG
ThrGluThrL

TGACTCCTGG
ACTGAGGACC
eAspSerTrp

TCGATGTGGT
AGCTACACCA
leAspValva

ATGCTGATGA
TACGACTACT
MetLeuMetL

CCTGCTGGAT
GGACGACCTA
rLeuLeuRAsp

TTCRGGACCT
DAGTCCTGGA
leGlnAspLe

ACAGGCTCTG
TGTCCGAGAC
ThrGlySerA

TGGCGCTTGCG
ACCGCGAACC
TrpArgLeuG

CGAGATTCTG
GCTCTARGAC
nGlullelLeu

ADATGGAAAG
TTTACCTTTC
1nMetGluSe

CCAGGGGAGG
GGTCCCCTCC
ProGlyGluAla

GAGGAGGAGG
CTCCTCCTCC
nArgArgArg

TGATGCTGTT
ACTACGACAA
euMetLeuPhe

GACCAGCTCA
CTGGTCGAGT
AspGlnLeuM

CAGAGCTGGT
GTCTCGRCCA
lArgAlaGly

AATGGGTCAA
TTACCCAGTT
ysTrpvValAs

GCCTTGGAGA
CGGAACCTCT
AlaLeuGluArg

CTTGGTGGAC
GAACCACCTG
uLeuValAsp

CCGTGTCCTT
GGCACAGGAA
lavalSerLeu
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Met Glu Gln Arg Gly Gln Asn Ala Pro Ala Ala Ser Gly Ala Arg Lys
Arg His Gly Pro Gly Pro Arg Glu Ala Arg Gly Ala Arg Pro Gly Pro
20 25 30

Arg Val Pro Lys Thr Leu Val Leu Val Val Ala Ala Val Leu Leu Leu
35 40 45

Val Ser Ala Glu Ser Ala Leu Ile Thr Gln Gln Asp Leu Ala Pro Gln
50 55 60

Gln Arg Ala Ala Pro Gln Gln Lys Arg Ser Ser Pro Ser Glu Gly Leu
Cys Pro Pro Gly His His Ile Ser Glu Asp Gly Arg Asp Cys Ile Ser
85 90 95

Cys Lys Tyr Gly Gln Asp Tyr Ser Thr His Trp Asn Asp Leu Leu Phe
100 105 110

Cys lLeu Arg Cys Thr Arg Cys Asp Ser Gly Glu Val Glu Leu Ser Pro
115 120 125

Cys Thr Thr Thr Arg Asn Thr Val Cys Gln Cys Glu Glu Gly Thr Phe
130 135 140

Arg Glu Glu Asp Ser Pro Glu Met Cys Arg Lys Cys Arg Thr Gly Cys
145 150 155 160

Pro Arg Gly Met Val Lys Val Gly Asp Cys Thr Pro Trp Ser Asp Ile
165 170 175

Glu Cys Val His Lys Glu Ser Gly Thr Lys His Ser Gly Glu Ala Pro
180 185 190

Ala Val Glu Glu Thr Val Thr Ser Ser Pro Gly Thr Pro Ala Ser Pro
195 200 205

Cys Ser Leu Ser Gly Ile Ile Ile Gly Val Thr Val Ala Ala Val Val
210 215 220

Leu Ile Vval Ala Val Phe Val Cys Lys Ser Leu Leu Trp Lys Lys Val
225 230 235 240

Leu Pro Tyr Leu Lys Gly Ile Cys Ser Gly Gly Gly Gly Asp Pro Glu
245 250 255

Arg Val Asp Arg Ser Ser Gln Arg Pro Gly Ala Glu Asp Asn Val Leu
260 265 270

Asn Glu Tle Val Ser Ile ILeu Gln Pro Thr Gln Val Pro Glu Gln Glu
275 280 ' 285
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Mot Glu Val Gln Glu Pro Ala Glu Pro Thr Gly Val Asn Met Leu Ser
290 295 300

Pro Gly Glu Ser Glu His Leu Leu Glu Pro Ala Glu Ala Glu Arg Ser
305 310 315 320

Gln Arg Arg Arg Leu Leu Val Pro Ala Asn Glu Gly Asp Pro Thr Glu
325 330 335

Thr Leu Arg Gln Cys Phe Asp Asp Phe Ala Asp Leu Val Pro Phe Asp
340 345 350

Ser Trp Glu Pro Leu Met Arg Lys Leu Gly Leu Met Asp Asn Glu Ile
355 360 365

Lys val Ala Lys Ala Glu Ala Ala Gly His Arg Asp Thr Leu Tyr Thr
370 375 380

Met Leu Ile Lys Trp Val Asn Lys Thr Gly Arg Asp Ala Ser Val His
385 390 395 400

Thr Leu Leu Asp Ala Leu Glu Thr Leu Gly Glu Arg Leu Ala Lys Gln
405 410 415

Lys Ile Glu Asp His Leu Leu Ser Ser Gly Lys Phe Met Tyr Leu Glu
420 425 430

Gly Asn Ala Asp Ser Ala Met Ser *
435 440

FIG. 3C
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Apomab (10 mg/kg/mouse; 1x/wk; IP) Alone and in Combination with
Rituxan (4 mg/kg/mouse; 1x/wk; IP) vs. BJAB (SCID Mice) Xenograft
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Expression of CD20 and Apo2L / TRAIL Receptors on NHL Cell Lines

I | B | || ‘ || | I LI L] ‘ LI L 1 LI l LI l'_ N
" Daudi
— e
<t 1) 7
cr$ S o
Y alala u
27| | e - - RAJI
- BJAB
—— -_
l—k"‘rl\\\\\\\\\\‘\\\'\T\\"\\\\‘\‘\\\\\\ R oy oy e e S R R Ny - DOHH2

Ramos T1

Ramos A1

Colo205

Mean FITC Shift
(Background Subtracted)

Daudi

RAJI

e

BJAB

DOHH2

CD20

OCLY 19

xﬁk{\r‘-‘ﬁ*’&'ﬂ"
e ree i) '\..ﬂ

Ramos T1

Fry
=]

R Ramos A1

Mean FITC Shift
(Background Subtracted)

Apo2L Sensitive: +

FIG. 11




12715

Cooperation of Apo2L/TRAIL and Rituximab Against
Subcutaneous Ramos RA1 Xenografts

1600 P | L] ,‘I 1 [ LIS l UL l UL L l LB ‘ Fira I
| PR |CR
1400 — —» — Vehicle 0/9 | 0/9
—o— Apo2L/TRAIL 0/9 | 0/9
1200— . - - A~ - Rituximab 0/9 10/9
Mean VA —8— Apo2L/TRAIL+Rituximab || 1/9 | 7/9
Tumor 1000 ¥
Vqurge 800— B
(mm°)
600— -
400 =t
200 -
0 LI I ) I LI L I LI ‘ LI TI LELLEL i LB L I L L I
0 5 10 15 20 25 30 35
Vehigle = = -
Apo2L/TRAIL Days
Rituximab A A 5
FIG. 12
Cooperation of Apo2L/TRAIL and Rituximab Against
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Rituximab and Apo2L/TRAIL Kill BJAB
Cells by Independent Mechanisms
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Cooperation of Apo2L/TRAIL and Rituximab
Against Disseminated BJAB-Luc Tumors

8000

6000—

Mean
Intensity

T

4000

2000

Day 13

Vehicle

! Rituximab ' Apo2l/

TRAIL

Combo

600000

400000—
Mean

Intensity
200000

*

[_]—]

]
1

Day 26

|

*

Vehicle | Rituximab '

Apo2l/
TRAIL

Combo

100

%

Survival 50—

Vehicle
-------- Rituximab
— Apo2L/TRAIL

Apo2L/TRAILY ==
Rituximab

0

0

25 50 75

Vehicle — —

Apo2l/TRAIL — —
Rituximab 1 %

Time (Days)

100

FIG. 16



	09062604546.pdf
	(1)
	(2)
	(3) -drawings




