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VH FR1 CDR1 FR2 CDR2
2A2 EVQLQQSGTVLARPGASVKMSCKASGYTFT NYWMH WVKQRPVQGLEWIG AIYPGDSDTSYNQKFKG
+VQL QSG + +PGASVK+SCKASGYTFT +Y+MH WV+Q P QGLEW+G I P TSY QKF+G

1-46 QVQLVQSGAEVKKPGASVKVSCKASGYTFT SYYMH WVRQAPGQGLEWMG IINPSGGSTSYAQKFQG

FR3 CDR3 FR4
2A2 KAKLTAVTSTSTAFMELSSLTNEDSAVYYCTG LYYGYD WGQGTTLTVSS
+ +T TSTST +MELSSL +ED+AVYYC WGQGTT+TVSS
1-46 RVIMTRDTSTSTVYMELSSLRSEDTAVYYCAR WGQGTTVTVSS
VL FR1 CDR1 FR2 CDR2

2A2 DVLMTQTPLTLSVTIGQPASISC KSSQSLIDSDGKTFLN WLLQRPGQSPKRLIY LVSKLDS
DV+MTQ+PL+L VT+GQPASISC +SSQSL+ SDG T+LN W QRPGQSP+RLIY VS DS
Al DVVMTQSPLSLPVTLGQPASISC RSSQSLVYSDGNTYLN WFQQRPGQSPRRLIY KVSNWDS

FR3 CDR3 FR4
2A2 GVPDRFTGSGSGTDFTLKISRVEAEDLGLYYC WQGTHFPYT FGGGTKLEIKR
GVPDRF+GSGSGTDFTLKISRVEAED+G+YYC QGTH+P T FG GTKLEIKR
Al GVPDRFSGSGSGTDFTLKISRVEAEDVGVYYC MQGTHWP T FGQGTKLEIKR
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Humanlzed 2A2 Heavy chain sequence

3T A CACTCCCAGGTGCAGCTTGTGCAGTCT
GGGGCTGAGGTGAAAAAGCCTGGGGCTTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACACCTTTACCAACTACTGG
ATGCACTGGGTAAGACAGGCGCCTGGACAGGGTCTGGAATGGATGGGCGCTATTTATCCTGGAGATAGTGATACTAGC
TACAACCAGAAGTTCAAGGGCCGGGTCACAATGACTCGAGACACATCCACCAGCACTGTCTACATGGAGCTCAGCAGC
CTGAGAAGTGAGGACACTGCGGTCTATTACTGTGCACGCCTTTACTACGGCTACGACTGGGGCCAAGGCACCACTGTC
ACAGTCTCCTCA C {

A
PN

AN
CA“LTPAACTCLT GGGGGACCGTCAGTCTTCCTCTTC
CC“CCAAAA““CAAGGACACC“TCA”“AT“TCCCGGA“”CC”GAGCTCALATGCGTGCT“GTGGACGTGA“CCA““AA
GACCCTGAGGETCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAG
TACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGC
AAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAG
GTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTAT
CCCAGCGACATCGCCGTGGAGTGGGAGAGCAATCGGCAGCCCCAGAACAACTACAAGACCACGCCTCCCGETGCTGGAC

TCCuACGGCTCCTTCTTC‘TCTAFAW”AACCTFB "CGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGC

CCOTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCCCLGGGTAAATGA

W AVAL SQVQLVQSGAEVKKPGASVKVSCKASGYTFTNYWMHWVRQAPGQGLEWMGAIYPGDSDTS
YNQKFKGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARLYYGYDWGQGTTVTVS
; VQ
AJELLGGPbVFLFDPKPKDTLWIbRTPBVTLVVVDVQH'VPEVKFRWYVD VBVFNAKTKPRABQ
YNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRDELTKNQVSLTCLVKGEFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWOQOGNVEFSCSVMHEALHENHYTOKSLSLSPG

Red: leader sequence

Black: variable heavy chain sequence
Bold black: CDR sequence

Green: CH1 sequence

Magenta: hinge sequence

Brown: CH2 and CH3 sequence
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Humanized 2A2 light chain sequence

A ] GO GGT GATC GGATGTTGTGATGACCCAA
TCTCCACTCTCTTTGCCGGTTACCCTTGGACAACCAGCCTCCATCTCTTGCAAGTCAAGTCAGAGCCTCATAGATAGT
GATGGAAAGACATTTTTGAATTGGTTCCAACAGAGGCCAGGCCAGTCTCCAAGGCGCCTAATCTATCTGGTGTCTAAA
CTGGACTCTGGAGTCCCTGACAGGTTCTCTGGCAGTGGATCAGGGACAGATTTCACTCTGAAAATCAGCAGAGTGGAG
GCTGAGGATGTGGGAGTTTATTATTGCTGGCAAGGTACACATTTTCCGTACACGTTCGGACAGGGGACCAAGCTGGAA

! ERS oDVVMTQSPLSLPVTLGQPASISCKSSQSLIDSDGKTFLNWFQQRPGQSPRRLIYLVSK
LDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK&“”‘“ I ;

LANNFYPREAKVOWRVDNALOSGNSQESVIEQDSKDSTYSLESTLTLEKAD

Red: leader sequence

Black: variable light chain sequence

Bold black: CDR sequence

Blue: constant kappa light chain sequence

FIG. 2B
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Inhibition of Jurkat Cell Apoptosis,
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Microcolony Assay, Anti-ceramide Antibody

124

Surviving Crypts/Circumference
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Mab (micrograms)

FIG. 5

- Humanized 2a2 I1gG
& 7B10 mouse IghM
-+ Gc8 mouse IgG

-+ Gb5 mouse IgG
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24 hr post 15 Gy IR exposure

204

Surviving Crypts/Circumference

Control 24 hrs post exposure
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Total cell count
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MLN donor CO4«+ from CD4S MLN donor CD8+ from CD45




