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[ Abstract ] Objective: To investigate molecular targeted agent-induced expressions of natural killer group 2 member D
ligands ( NKG2D ligands, NKG2DLs ) in multidrug resistant nasopharyngeal carcinoma cell line CNE2/DDP with high or
low ATP-binding cassette superfamily G member 2 expression ( ABCG2"*"CNE2/DDP cells or ABCG2"" CNE2/DDP cells )
and its effects on their cytotoxic sensitivities to NK cells. Methods: ABCG2"*"CNE2/DDP cells, ABCG2""CNE2/DDP
cells and NK cells were isolated by magnetic activated cell sorting. Purity of the isolated cells and expression rates of
NKG2DLs on ABCG2"*"CNE2/DDP and ABCG2""CNE2/DDP cells before and after treatment with different molecular tar-
geted agents ( bortezomib, sorafenib, sunitinib ) were examined by flow cytometry ( FCM ). Cytotoxic sensitivities of
ABCG2"*"CNE2/DDP and ABCG2'" CNE2/DDP cells were measured by LDH releasing assay. Results: Expression rates
of ABCG2 on ABCG2"*' CNE2/DDP and ABCG2" CNE2/DDP cells were ( 91.40 £2.32 )% and (1.70 +0.24 )% ,
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respectively. More than 90% of the isolated NK cells were CD3 “CD16 “CD56 " cells. Expressions of 5 types of NKG2DLs
( MICA, MICB, ULBP1, ULBP2 and ULBP3 ) on untreated ABCG2""CNE2/DDP and ABCG2""CNE2/DDP cells were rel-
atively low, but their expressions were significantly up-regulated after treatment with different molecular targeted agents
( bortezomib, sorafenib, sunitinib ), with the highest NKG2DLs expressions found in the sunitinib-treated group cells. In ad-
"' CNE2/DDP and ABCG2"" CNE2/DDP cells to NK cells were increased with the

up-regulated expressions of NKG2DLs. Conclusion: Different molecular targeted agents can up-regulate NKG2DLs

dition, cytotoxic sensitivities of ABCG2

expressions in human multidrug resistant nasopharyngeal carcinoma cells, with sunitinib showing the highest induction abili-

ty. A linear correlation exists between NKG2DLs expressions and tumor cell cytotoxic sensitivities to NK cells.
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FEBEBE, S 10% R4 1035 . 100 U/ml 75 2
% .100 weg/ml HERE R M 3 pwmol/L IM4A( cisplatin,
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NKG2DLs( MICA \MICB, ULBP1 , ULBP2 . ULBP3 )4
SR IR BE T, NKG2DLs 193 35 A i SRR v hy
FPRB A > MR > RAAEJE 4l > KAk

4,9 H ABCG2"" CNE2/DDP 4f it NKG2DLs F /&
T3 =T ABCG2"CNE2/DDP 41,

£1 FEAHFEREZHYLAIEREFH CNE2/DDP #A NKG2DLs FIRIA( % )
Tab.1 Expressions of NKG2DLs in different CNE2/DDP cells before and

after treatement with different molecular targeted agents ( % )

NKG2DLs CNE2/DDP cell Control Sorafenib Bortezomib Sunitinib F P
MICA ABCG2"™ 2.61+£0.29 3.52+0.35 17.52 +2.04  84.52+4.23 1029.59 0.000
ABCG2"e 2.92+0.33 10.38+1.23 28.69 +3.16  89.12 £4.56 715.60  0.000
MICB ABCG2"™ 3.10+1.05 4.27 +0.28 12.53 £3.68  55.07 £1.22 2743.48 0.000
ABCG2"# 4.27 +£0.33 10.68 +1.26 21.95+£2.56  66.10 £2.22 487.16  0.000
ULBP1 ABCG2"" 1.52 £0.47 4.39 £0.95 15.24 £2.91  57.30+2.50 1074.25 0.000
ABCG2"#" 5.80+£0.62 11.62+1.22 29.84 £4.17  67.56 £4.19 350.64  0.000
ULBP2 ABCG2"™ 4.18+0.23 30.81 +2.34 62.02+6.85 65.00+1.04 233.65 0.000
ABCG2"#" 11.10 £0.66  43.24 +4.42 62.18 +4.98  69.37 £8.83 55.86  0.000
ULBP3 ABCG2"™ 2.45+0.59 4.84+1.19 8.25+2.38 53.14+£3.76 414.81  0.000
ABCG2"# 7.75+1.14  11.91 +£0.88 35.69 £3.23  63.28 +3.31 308.25  0.000

2.3 & -F¥ed g ik CNE2/DDP 4m sk NK 4
RO A A% B BB T

NK 2B A8 i P S 40 45 (3% 2) k7R, NK 4
S X} 7 4k B Y ABCG2"®" CNE2/DDP F1 ABCG2™"
CNE2/DDP i () 25 003 8 81K s A [R] 3 1) 285
YIRS, NK A A5 30 52 A8 ) 782 2 b v, AR

HEFRER SR > MK > KA AR 4 > RAab B
20,31 H ABCG2"#"CNE2/DDP 4 i NK 2 ifd () 5%
BitUR A 58 T ABCG2" CNE2/DDP 4 il 45 5 4%
NG F R I 2P R B S CNE2/DDP 40 A Xf
NK 2 i 235 495 1) S

F2 HFEEEBYILE NK M3 CNE2/DDP AR5 % )
Tab.2 Molecular targeted agents enhanced cytotoxicity of NK cells against CNE2/DDP cells( % )

E:T(10:1) E:T(20:1)
Group F P
ABCG2"" CNE2/DDP ABCG2"#" CNE2/DDP  ABCG2""CNE2/DDP ABCG2"“#" CNE2/DDP
Control 6.49 +1.68 15.32 +3.86 17.41 £2.91 27.26 +£6.81 15.69 0.000
Sorafenib 8.96 £2.56 27.75 £4.03 17.69 £2.73 43.17 £5.92 39.08 0.000
Bortezomib 10.67 2. 11 35.06 £5.10 23.18 £2.44 52.34 +4.78 42.99 0.000
Sunitinib 36.58 £2.37 41.12 4. 12 50.43 +4.78 57.25+2.37 39.08 0.000

2.4 CNE2/DDP Zmft NKG2DLs #) %k A 5 3+ NK
RO A5 ARG 6 A8 KM

WE 2 frs, BE % NKG2DLs ( MICA , MICB ,
ULBP1, ULBP2, ULBP3 ) % ik %) J+ &, ABCG2"*"

CNE2/DDP 4iffi#il ABCG2"" CNE2/DDP 4 ffi %} NK
S % 73 1) SO AL B 3 v, CNE2/DDP #1241 il
NKG2DLs A1k 5 H X NK 20 g 5% 13 1 SR8 1)
FETELRAE 2 AR [6] NKG2DLs 814 25 5, Hih L)
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