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Recently, we identified CD26 expression on human osteoclasts (0Cs) and
demonstrated that humanized anti-CD26 monoclonal antibody (huCD26mAb) inhibits human OC
differentiation. We showed that CD26 expression was present on plasma cells in the bone marrow
tissues of multiple myeloma (MM) patients. In vitro immunostaining studies revealed that although
CD26 expression was low or absent on MM cell lines cultured alone, it was intensely and uniformly
expressed on myeloma cell lines co-cultured with OCs. The augmented CD26 expression in MM cells was
exploited to enhance anti-MM efficacy of huCD26mAb via a substantial increase in antibody-dependent
cytotoxicity (ADCC). Moreover, huCD26mAb in combination with novel agents synergistically enhanced
huCD26mAb induced ADCC activity against CD26+ MM cells, compared with each agent alone. huCD26mAb
significantly reduced the MM tumor burden and OC formation in vivo. These results suggest that
huCD26mAb could act as a therapeutic agent in MM.

CD26 CD26 ADCC SP



B X C—19,. F—19—1, Z—19 (dtm)

1. WFFERMEL IO 5

o ITATAFZE T, B MEEAIRLIC CD26 2SBERERIICREEL L, BIZZRBIEEHIEIZ e P A
DIREMBEIEBIZIBW T, TEHLEMIEIZ CD26 BNEEICRBET L2 /L7, £L T,
bt MEBL CD26 £/ 7 v —JF L HiRiE, & MR RIS AR O Rl BRI A oy AL B B LR
L. B I~ 23 b & 33 B 2 B & 52 L 7= (Nishida, et. al. J Bone Miner Res. 29,
2439-2455, 2014).
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(1) BB MR & DIEENEBEEMR O CD26 RHITB XIFTHRB L CEFE OB

2R e HIERE K05 o FBEER 2 V. CD138, CD26 ffEdeta % hafT L. ‘B hifEfA
D CD26 BB L OFDRIEEZ 5, WIT, Ei bt MEBEEAZEKIC M-CSF & sRANKL % 0
Laofb#FE LomkE Mz vy, 14 o5 8 E R K U266 KMMI,
KMS11,12,18,20,21,26,27,28,34,IM9,RPMI8226, Nakadai) % 45 % % . Ml CE Oz well IZFR
INUEEER 21T 5, 72 WifElth. LR 21T - 7Rk, BMESE 217 - I fukk. AlE-fin o
K 2IZOWT, FACS, WA X 71y b, PCR, kL2 FVy, CD26 3681 % RIS
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lenalidomide (0.05, 0.5uM), i Dexamethasone (25nM)D ffH#& 5 21T\, HilEEZh R %, Huik,
B A HAMBL G- & T 5,
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R D JHLEIZ DV TR 21T 9 4

(5) ‘B BENEMML O FAMHEFMEICE J1E3 CD26 DHRBIDORKRE

BHEEMAORE 14 FE2 H . Hoechst33342 Yefa 21TV, SP 43 E DFIE (%)% FACS % HV it %
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DFE DG S T=(K 2¢), T D% AE I & JeEE28 247\ V5 BTz CD26 BtE B BiiE kK & |
HOHMEEE TICRE L, 48 K12 CD26 B A mE etz Wi~ 2 A, BURMEL 72
S72(H 2¢), VAKX 71y b, RT-qPCR, ELISA 7% M\ /- 5238 L3 CD26/DPPIV D 7E &
BT DTS EEER AT o T MAER . £ OEFEE I T CD26 O EFEHFE O BTz (4 2d.e,0),
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FUAS G- 3B IR R D HEFH « AAFIZ KT T EER R FUERE DRI OV T MTT 7 > &A1 2 g
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CD26-MM cell lines cultured alone CD26+ MM cell lines cultured with osteoclasts
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