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Relationship between expressions of ephrinB2 and its receptor EphB4 with angiogenesis

in human osteosarcoma
WANG Dongl, ZHONG leaoyangz, L1 Zeng*pengz, XIAO Hua*]jangz, HE Yi', WANG Jia' (' Department of Tumor Center, *De-
pariment of Pathology, Research Institute of Surgery, Daping Hospital, Third Military Medical Univemsity, Chongqing 400042, China)

Abstract. Objective To investigate the expressions of ephrinB2 protein and its EphB4 receptor and their roles
in tumorigenesis, development, and angiogenesis in human osteosarcoma. Methods Expressions of ephrinB2,
FphB4, CD34, and F VIFRAg proteins were detected immunohistochemically in 80 cases of human osteosarcoma. In-
tratumor microvessel density (MVD) was determined according to the esult of CD34 and F VIFRAg protein staning.
Results The positive staining of both ephrinB2 and EphB4 proteins was mainly localized in the cytoplasm of tumor
cells or endothelial cells and distributed heterogeneously. The protein level of the two genes in grade I and II osteo-
sarcoma was significantly lower than that in grade III osteosarcoma specimens (P<T0.01). The MVD values in
groups with high expression of ephrinB2 and EphB4 were significantly higher than those in groups with low expression
(P<0.01). Conclusion Both EphB4 and ephrinB2 genes may play important roles in the tumorigenesis and pro-
gression of osteosarcoma and may also be closely associated with angiogenesis.
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1 EphB4. ephrinB2
Tab 1 Relationship of the expressions of EphB4 and ephrinB2 proteins with clinicopathological data in osteosarcoma
Ttem " EphB4 2 P ephrinB2 w2 P
Low expression High expression Low expression High expression
Tunor size (an)
<10 39 26 13 28 11
=10 41 21 20 1.968 0. 161 21 20 3. 565 0. 059
Price’ s grading
1 12 10 2 10 2
I 30 2 8 22 8
il 38 5 33 32.230 0. 000 17 21 8. 677 0. 013
Dahlin’ s chssification
Ostedb lastic 24 10 14 10 14
Chondroblastic 25 13 12 15 10
Fibrdblastic 24 15 9 19 5
Others 7 4 2.155 0.514 5 2 7. 446 0. 059
WHO classification
Welkdifferentiated 14 12 2 4.682 0.030 12 2 4. 245 0. 039
Conventional central 59 32 27 33 26
Telangiectatic 4 2 2 2 2
Raund cell 3 1 2 2 1
Ostedd chssification
1 16 14 2 14 2
I 24 17 7 18 6
il 40 16 24 12.706 0.02 19 21 9. 790 0. 007
2
Tab 2 Relationship between MVD and clinicopathol ogical data in
osteosarcoma
Item n MVD (x £5) P
Tunor size (cm)
<10 39 33.1£19.6
=10 41 36. 6+21.8 =>0.05
Price s graling
I 9 25.34+22.7
I 36 30. 5+15.7
il 35 43.4+21.9 =>0.05
Dahliri s chssification
3 CDM (S-PX 200 Osteoblastic 24 35.5+19.8
Fig3 Intratumoral MVD determined by CD34 immunohistochemical Chondroblastic » 3. 24241
staining (S-PX 200) Fboblhstic 24 33.9+2.1
Others 7 37.4£18.1 =>0.05
2.4 BN BB LE BT 5 SR AL R WO cluslatin
Well-differentiated 14 25.34+22.7
’ ' Conventional central 5 45.2419.8
Telangiedatic 4 4. 7+11.4
’ ’ Round cell 3 39.016.3 <0.05
- 80 73793 3L L Osteoid classification
35. 4. + Price : I 16 17. 8£10.2
Dahlin , [ I, WHO i % 37. 54211
C 2. il 40 43.6+18.7 <0.05
25 ephrinB2 % EphB4 &% % & 5 it g it fe & % &
Z [AHY % & 2.6 ephrinB2 % FphB4 && %k 5% %M &
ephrinB2 . EphB4 MVD : EphB4
3 s ephrinB2  EphB4 MVD 15 s 31 Log
(P<0. 0D, ephrinB2  EphB4 rank , EphB4
MVD . (.P< 0. 0D); ephrinB2
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Tab 3 Relationship of the expressions of EphB4 and ephrinB2 ’
proteins with intratumoral MVD ephrinB2  ephrinBl1
n MVD P (ACE)  FphB ,
Expressim of ephrinB2 , angiopoieﬁnfl Tie-2 [ ,
High expression 33 46. 816.0 i
Law expression 4 3L0E1S.5 0,005 ephrinB2
Expression of EphB4 (VEGF) -1¢( angiopoietilrl )
High expression 31 4. 4+14.7 N (e ephnnB2
Lav expression 4 3.342.2 0.008 ‘
ephrinB2
3 )
MVD) ,
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s Eph ephrin ’
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) EphB4
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» Bigbauer )
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eprinB (1 .
03 (28 ephrinB2
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’ ’ RAS MAPK : VEGF  ANG-1
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2 T (x=*s)
n CD3 CDh4 CD8 CD4LD8
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