chstotntsts| x| 2009 M 50 # A 10 =
J Korean Ophthalmol Soc 2009;50(10):1404-1408
DOI: 10,3341/jkos.2009.50.10,1404

HIHFA[ZEIO| HRFMZE| dER
NS

ULtetEA 0| M-dol 0|x|l= Fet
AR

S MAEHo X =20 ArZote YR TEHE IR0l et & A2l bevacizumabO| QA9 HFFM=ZO| MEDL LS EA
(NO)2| Mo Dlxl= Fefoll CHal ot axt ohRALH,
CHAt o} BEH: OIX|O| MRTMEE LXIASGIH 0, 0.25, 0.5, 1.0, 2.5 mg/mI2| bevacizumab0i| 24A|7t =EAIZ] = MO MZET}
NOS| M= MTT assay®t Griess assayZ Zt2t RALS }04[}
Z3}: Bevacizumabe MsE0M= NOO| MAX St &/ Mol MEo| Folet Jebs DIXIX| & f 0.1 mg/mie n5E=0fA
Mzl gi; Sol5tA ZAAZL,
AZ: DT bevacizumabl] MRFMEIL HY LEY Z2 MRFME AU AMS U 4 QO0R FoZ 2t
(CH3totTatE| K| 2009:50(10):1404—1408)

HRFE B WhRES 283 ol Affela A gk
JAksHA 2 (nitric oxide, NO)7F ™ %2381 oJ3he sl 4 2 Aol QA HARFAIEZS dxpulFste] beva—
Ao NOFA A7} wae Bak ofJeP ™ 3 cizumaboll 1B AA mo] weh o] AgFAlLe] A

=lae]
=
ol NOgd a4 g0l

Aol gl 4 wasel gt
8-11
Ao AelA et
SIS 235K Fehia) g el vascular endo

thelial growth factor, VEGF)2] Z&-7]Ho dAks}aAi
(Nitric oxide, NO)7} #ojal= Aoz dajx glon =
o|F A= A=Y xIst BEE A2 bevacizumab
= FEAE Woll Felste] Ao AE9A e &
Hof| o]-g-s}aL ‘,21% g bevacizumab-2 Y& ¢F 2 2E 93|
] 2 3712 "iro L} obulad oAl w9l
o] ¢+ EyHAete] A wmof &3]

= %*Oﬂf\ T dof o W] AETe E3AIA
&S] 9o Aot A9 gk
Oﬂ bevacizumab& F|3}e] AFE-5FA| Tt
el v Fsel et A9 0
o} 18y oJE FLE bevacizumabo] FHF o] A9
A Aol WAL el o A A7 ol o
A AR Fom oh Yo F=lske] AR A9 A2

S FA g AT A sl disiA = LA A

i O

n
it}

22 2000 48 212 W AAETF: 2000 68 23U
sHAMKEY M 2

Al Et CHH4S 30566
chot SRt sm ofathst otutstm Al
Tel: 053-650—4728, Fax: 053-627—
E-mail: jwkim@cu,ac kr

0133

1404

234 NOSJ Aol v1A| Gl ehs) obn i sl

CHefah Y

MIZZHQS

QP of| A AL AFF 6AIZE ool A &S Qhte] A
u}z} Z,:H 221 AT & oA ARaE HAUo
Ze|2to]Al(Sigma, USA) = A 2jgt viFg Aol &7 & &

*Ml(Glbco, USA)&} 10% $-efol& A (Gibeo, USA)o] 3
&}=] Dulbecco’s modified Eagle’s medium B} A (DMEM,
Gibco, USA)E ARME3}Ie] 5% COp vljd7]o|A Zdju]ors}
Stk HeAIET} olgl 2 F92 Ahbe AL
Sl ¥ AgT2A o] ol B AT kS Al
Row Mzt vjFHAle] SRFsiAH 10% S-Eiotd A<
29w = 1:39] vlg= Ef4l A2jsto] Althuletst
k.

o= X2

Axpu ket Algre] A-GFAIEE 24 well vFH Ao £
2351 3 24 A7k SOt ujoky o] o] A|ES HFA|7] T b)
& AlASIL YA @4 o) ofgt ghalstavls wj
Ast7] 1ste] 1% Ask= 3

N

A1} 5 mMO] AsE X%

ww_ophthalmology.org



o] 3] DMEMH| A2 w3ksto] 0, 0.25, 0.5, 1.0, 2.5
mg/mle] bevacizumab (Avastin, Genetech, USA)oj| 24 4|7+
B 3 AFITh ojnf NO&| Aol mlA= Faks dobi7]
fI5te] NO| A= AAIgk= 0.5 mM L-NAMEo||%= 317
EAIZT

MTT assay2} Griess assay

AR E3 olgHIL gl wAZAe] UFA MIT
(3—[4, 5-dimethylthiazol—2—yl]—2, 5—diphenyltetrazo—
lium bromide, Sigma, USA) assay=" o]&35}1 NO9J
AL Griess assay2" o] &35t4t). MTT assays oF&
A 2)gk Alaz o Aol MTTE 7} welld 100 w4 Fofgk
F 4AZE B AA T e BRENOR Mol
dimethylsulfoxide & 2 welld 0.5 ml¥] Yol 10& o]A}
S = tha 96—well HiFH Al 200 WA A E3d=A
(FLUOstar OPTIMA, BMG labtech, Germany)= 570 nm
oA FHEE ZAsHch ol Alze] AEHEL Al
B FEAYES 1A GO PR HIE Upro] iR
E Yefigleh Griess assay+= ““ﬂﬂﬁﬂiAHVMl
Z2Fo] Griess WHEM(Sigma, USA)S 41& & 96—well
weEAA o] 4 NOAIA o] URS-Eo] o}&Aledo] oFe B
HYEAZ 540 nmol ) FHES 24k o)
X5 F517] Y3l sodium nitrite (Sigma, USA)S ¢4 #]
oz |asto] ALgaIgL,

-

Ay

kT
%

)J
T

SAHE Xz
= A5
T El‘_.

3714 5ATY Afolo] HES o 857

33] o4 HrEste] Algsqlet. K AdolA txat oF

BAYE s g FOE Shglon, AR a2

H] W= unpaired —testES ARESII O S92 0.05%
59t

2
It 2

Zeulof 7AARE HFRAY ol 4H FeIZ HGF
A7t At 1) ARSI HRFAEE Bele A
E5o] WYNA B FASI] MRS Aolo] BAE
ol M2 Ashe ot Avket Boke] AZAE FpH
WBE wope] B Fejsrael T HF 239

o

% survival

100 e .

80

60

40 *

2" B
00 03 05 1

25
Bevacizumab (mg/ml)

Figure 1. Bevacizumab decreased survival of trabecular
meshwork cells significantly from 0.5 mg/ml and de—
creased markedly from 1.0 mg/ml of concentration.
("p<0.05)
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Figure 2. Effect of L-NAME on the bevacizumab—
induced decreased survival of trabecular meshwork
cells. 0.5 mM L—NAME did not affect the survival sig—
nificantly at high concentration. ("p<0.05)
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Figure 3. Bevacizumab decreased NO production at
lower concentrations but significantly increased at high
concentrations in trabecular meshwork cells. ("p<0.05)
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Figure 4. 0.5 mM L—NAME did not affect the bevaci—
zumab—induced production of nitric oxide significantly
at high concentrations in trabecular meshwork cells.
(*p<0.05)
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=ABSTRACT=

Effect of Bevacizumab on Survival and Production of
Nitric Oxide in Trabecular Meshwork Cells

Sin Hoo Kim, MD, Jae Woo Kim, MD, PhD

Department of Ophthalmology, Catholic University of Daegu College of Medicine, Daegu, Korea

Purpose: To investigate the effect of bevacizumab, a monoclonal antibody against vascular endothelial growth factor (VEGF),
on the survival and production of nitric oxide (NO) in human trabecular meshwork cells (HTMC).

Methods: Primarily cultured HTMC were exposed to 0, 0.25, 1.0, and 2.5 mg/ml bevacizumab for 24 hours, Cellular survival
and production of NO were assessed by MTT assay and Griess assay, respectively,

Results: Bevacizumab did not affect the cellular survival at low concentrations but decreased cellular survival significantly at
high concentrations (>1.0 mg/ml) accompanied with increased NO production,

Conclusions: High concentrations of bevacizumab may be toxic to HTMC,

J Korean Ophthalmol Soc 2009;50(10):1404—1408
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