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: About GAO Xiang: Female, born in : [ Abstract] Objective To investigate the role of macrophages in the formation of
o August, 1988. Eight-year programmed ¢ oxygen-induced retinopathy (OIR) in mice. Metheds Neonatal C57BL/6J mice were
student. Tel: 15029570054 ; E-mail: ¢ divided randomly into three groups:normoxic control group,OIR control group and OIR
gaoxiangl 9880831 @ 163. com group with macrophages depleted. The mice of the latter two groups were exposed to
75% oxygen from P7 to P12 to induce OIR. The macrophages were depleted by injection
B B HE:2014-12-11 of clodronate-liposomes (lip) intraperitoneally at P9,P11,P13 and P15. The mice of OIR
AXEE. LR control group were treated with PBS-lip at the same time. All eyes were collected at

CESTHE: HE HRRBER4 % ¢ P17. The right eyes were wholemounted and stained with Lectin to observe the retinal
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¢ B (4’5 :81271014 81470655 ) ‘ hemorrhage and the growth of retinal vessels; The left eyes were performed histopatho-
S AEEBALT710032 BRI VYT, ¢ logical cross-sections stained with H&E to analyze the severity of retinal neovasculariza-
o A PO B R P e e AR * tion. Results The OIR control mice exhibited retinal hemorrhage compared with nor-
CEWAEE: £ WA, Eomail: wan- * 5 ovie control group, and the hemorrhage reduced by the macrophage depletion. The
: £ys003@ 126. com * retinal vessels in OIR control group were tortuous with abnormally proliferative cluster
¢ Received date: Nov 6,2014 b

. * Accepted date: Dec 11,2014 . structures. The abnormal structures of oxygen-induced retinal neovascularization were

. * Foundation item; National Natural . improved after the macrophage depleted. The retinal avascular area, neovascular area
. * Science Foundation of China ( No; * Were markedly decreased after the macrophage depletion compared with OIR control
. * 81271014 ,81470655) group [ (17.19 £0.58)% ws. (10.38 £0.53)% ;t, =8.680,P <0.01;(4.60 £0.15)% ws.
. * From the Department of Ophthalmolo- ¢ (2.51 £0.13)% ;¢, =10.83,P <0.01 ]. The number of vascular cell nuclei anterior to
* gy, Xijing Hospital of the Fourth Mili- ’ the retinal internal limiting membrane were notably reduced after the macrophage de-
‘ * tary  Medical  University, Xi ' an * pleted compared with OIR control group (18.50 +£0.85 vs.7.17 £0.48;¢=11.66,P <
* 710032, Shaanxi Province , China £0.01). Conelusion The oxygen-induced retinopathy is alleviated after the macro-
: ;eSponEs:'blf_l a“thov‘:OOX@Agz Yu- : phage depleted, which indicate that macrophages may play a proangiogenic role in reti-
g Dheng, homall: wangys - €M 2 nal neovascularization.
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[HZE] HB #FiTESE@mst) ffhih‘i??%’f)unHﬁ%‘%i(oxygen-induced retinopathy, OIR) 7% s, 69 #%wa . FFik  ¥#74 C5TBL/
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BETRAR 4 R VAT B 3045 E v 2w i, OIR AL 20/ 0 F Lk 4 And 1) 5 42 AR i34+ PBS B8 ik, =20/ R34 F P17 w
lrxm&ﬁun BE 48 K Fo Lectin ¢ &, WLEALI Bt dn B o 8 2 KB 0L B A IRATAL A I 49 B A= HE 4 & | 905340 W) % 40 42 5% 72
FEA, ER 5% ;uxfﬂaéﬂ#akt OIR B A 20/ RALF G2 b I, A EvE am it OIR 2838 fo A BT 4%, OIR A2 A 20
DRAM BT AEF TG ALK, AFTY, MFREL M0 OIR 21/ KM BEH A hEFFHEREZE, 5 OIR
a‘%iéﬂ#arb,,ﬁr/\ﬁviéw@aﬁ OIR ‘s RALR BE T fn 8 R B#7 A dn % K @ AR 2 %8 [ (17.19 £0.58) % . (10.38 £0.53) % ,
t, =8.680,P <0.01;(4.60 £0.15)% .(2.51 0. 13)%, t,=10.83,P<0.01], R ok M FIEH £ & XK WA SR A 2RV
(18.50 £0.85.7.17 £0.48;¢=11.66,P <0.01) , &if FrhES @i THE R OIR B E2 317 E % e x4 W R4 4
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EL6 It 18 36 HR (FEMLEL 2 %54 OIR 413t 12
LA 1 a i Ent iR 3t 6 H) 455/l 51 B
AR, SRR (25 1) °C W R 59% ~61% ,
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L5 FH R B 5 5 BRI 55 i 2 il 22 i B sh
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OIR BRI FNE bR E WA OIR 41, 34145 6 H
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1.3 #/AAXEHNE HRE WL OIR 4.
OIR /N T P9 (P11 P13 Al P15 232 I i v 5 G 0k
g — #M I8 J& {& ( clodronate-liposomes ) 4 ¥X, #% 10
mL - kg ™" 5, DAVE BRI B4 B oA I 4
JH; OIR FEAYZ : OIR /N BT _E 3k 4 AN ] i 4% 52 1
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kg ' AT
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LA SN BREH /N B T PLT s T G 2ok i R 2
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A s DA AR UG A F A0 D00 215 A1 J 22 L L ik 286 H 73
BIEE TH MW (50 g - L7 BSA10 g + L™ Triton
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1.6 SEit=atr SR SPSS 17.0 SGEit=A ity
Gt AR = b 22 (& =) iR THR TR
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%, P <0.05 HZEFA GRS
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Figure 1 Representative images of retinal flatmounts in each group
( x40). The retinal hemorrhage plaques were indicated by red ar-
rowhead. A ; Normoxic control group; B: OIR control group; C: OIR
group with macrophages depleted 4% 41 /IN B A1 I 45 11 ( x
40) LA SRR BT o A H ST IR B OIR U4 C
TFEREEA g OIR 25

PR R Lectin Yoo A 5% T WAELH], P17 1}
B SEOGT BE AL /N BRI 8 005 A A5 T I B S IR
OIR FERILH /N B AR A | B0 A B iy | 2 7R 40
A7 1B A L AE K R R G I A IX 5 3 B 0 4 i
OIR ZH /N FRURRL 19X J8 A AL B 8 G 1L A8 [X, (R A7 AE 3 E AT
il SR RS A (K 2) .
2.2 BEREAExT OIR /MR M ET & X miR 0
FEMBHENZMmM P17 BP0 BE A Lectin 4
R, H AR B2 /N BRI I A 17 IR, S
e 1 JE 10 R Y A I 9 W 7 5 OTR A5 78 2 /N L5 A
A DR BSEAF- 78 KR TG LA IX, 7 v B R 2% B K i
T J5 3 A A5 A, SR BR O s T PR E WA e Y OIR
ZH /)N UG AR R A TR 5SmSR 2 1) G I A X, AE LA
Ak -TC A A 52 A T D /0 8 52 5 5 i 1 A T A B
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X T AR X B b (1, = 8. 680, P <0.015¢, = *&1 OIR/MNEPI7TYUWELOEX HFEMDEX
10.83,P <0.01; 0055 1), EENER 074

P17 BRI Y] | HE Ze a2l 5 B R | B 400 IR Table 1 Pixel value ratio of retinal avascular area and neo-
451D R ISV 245 K I 5% SR 5 vaseular area at P17 in OIR mice (i)
OIR *ﬁﬂéﬂd\ ﬁ%ﬂ[ﬁ]ﬂ%im‘xﬂ% @J ﬁ%%ﬁ Ij;] %I‘Hj-% Group n Avascular area/% Neovascular area/%
. . ; OIR17/PBS-lip 6 17.19 +0.58 4.60 0. 15
; s A e vE
E’J%ﬁilﬂla WEZQEHH@’}](IS 50 £0. 85) ’E{ﬁ% OIR17/ clodronate-lip 6 10.38 £0.53 " 2.51+0.13"

ELREANMRY OIR 4/ B A, S BB PR St 5 40 A L
N B AR b, D (7. 17 0. 48) 4>, 257
Gt AR (1=11.66,P <0.01; JLE 4)

Note : Compared with OIR control group, * P <0.01

Figure 2 Representative images of retinal flatmounts stained with Lectin in each group ( x200). The retinal avascular area and abnormal neovascular
tufts were indicated by white arrow and white arrowhead , respectively. A ; Normoxic control group; B: OIR control group;C: OIR group with macrophages
depleted %2 /N B I IREAH - Lectin B ( x200) , FEAFT KR EMAT X, A EH k5B EMA K A ST LB OIR T4 C.
THERE AT OIR 41

Figure 3 Representative images of retinal flatmounts stained with Lectin in each group ( x40). A ; Normoxic control group;B:OIR control group;C:
OIR group with macrophages depleted ; D:The avascular retina and neovascular tufts in (B) were highlighted in white and green, respectively. E: The
avascular retina and neovascular tufts in (C) were highlighted in white and green , respectively %21 /]N B I 4 - Lectin Je (G ( x40) . A%
S0 HAAL ;B OIR AERUA 5 C .V BR EL W AN Y OTR 21 D F A RN 8 5350\ s 161 B o i TG 1ML A7 DXORIHT A= LA % s B2 B e e 2,43 331
7R C AR T I A DX AR A I A AR

Figure 4 Representative images of retinal cross-sections stained with H&E in each group ( x400). The neovascular cell nuclei anterior to the retinal
internal limiting membrane were indicated by black arrowhead above. A ; Normoxic control group; B: OIR control group;C:OIR group with macrophages
depleted 440GV HE (0 1( x400) S0 IR S FBLAO AT 104F. A+ B AR B OIR B AL C. W EL WA
f) OIR 44
3 it B2 S B8 A 15 5, R S B g vh R 5 i A
FH 21 ER A — B B4 BR T3k 28 AR BT J] A
— Iy, B A MR AR A e MRS B9ThEESN, B W 40 TR 4E R DL N RS S U T AR
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