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Target Therapy Combined %Re with Pingyangmycin on Prostate Cancer Cells in Vitro

ZHANG Yong', CHEN Wei-zhen!, WEN Xing-qiao?, LIANG Chang-sheng®, LIU Chang-zheng®, GAQ Xin?
( 1. Department of Nuclear Medicine, 2. Department of Urology, The Third Afﬁliatgd Hospital; 3. The School of Preclinical
Medicine, SUN Yat-sen University, Guangzhou 510630, China )

Abstract: [Objective] To investigate the efficacy of monoclonal antibody 7E11C5.3-targeted therapy
combined ™Re with pingyangmycin for the treatment of human prostate cancer cell line LNCaP in vitro. [Methods ]
Linking between 7E11C5.3 and PYM was mediated by dextran T 40, Immunoreactivity of 7E11C5.3 was determined
by indirect ELISA.Bacteria inhibitory activity of the conjugate was determined by TTC assay. '®Re-7E11C5.3 was

prepared by direct 2-mercaptoethanol reduction method. Labeling efficiency and radiochemical purity was measured

; by paper chromatography. Immunoreactive fraction was determined by linear extrapolation. Cytotoxicity to LNCaP
; f cells was determined by MTT assay. [Results] The molar ratio of 7TE11C5.3:PYM was 1:54 in 7E11C5.3-PYM
4 conjugate. The Immunoreactivity of 7E11C5.3 decreased by approximately 10% —20% after conjugation.  The
‘EZE{JI bacteriostatic activity of PYM in the conjugate was 25% as much as that of free PY . The labeling yield of **Re-
7TE11C5.3 was 93.16% + 2.18%, the radiochemical purity was 95.62% + 0.48%, and the immunoactive fraction was
74.86% + 1.86%. The inhibitory effect of 7E11C5.3-PYM and "®Re-7E11C5.3 on cultured LNCaP cells was
significantly. higher than that of free PYM and *®ReQ, respectively. When separately used, the 50% inhibitory doses
(ICx) of 7E11C5.3-PYM and ¥Re-TE11C5.3 were (10.17 + 2.06) pg/ml. and (23.38 + 3.73) x10* Bg/mL
respectively. When combined used, the ICys of 7E11C5.3-PYM and "Re-7E11C5.3 were (1.83+0.20) pg/mL and
(6.82+0.73)x10* Bg/mL respectively. [Conclusions] The combined use of 7E11C5.3-PYM and "®Re-7E11C5.3

displayed higher inhibitory effect on prostate cancer cells than their separate use.
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Fig. 1 Separation of 7E11C5.3-PYM conjugate
Fig. 2 Immunoreactivity of 7E11C5.3 with LNCaP cells

before and after conjugation
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Table 1 The inhibition rate of different PYM concentration on the proliferation of LNCaP cells measured by MTT assay (%)

Group 3.12 pg/mL 6.25 pg/mL 12.5 pg/mL 25 wg/mL 50 pg/mL
7E11C5.3-PYM 23.50 £ 1.58 43.12 +£3.22 58.45 +4.19 70.26 + 5.05 77.54 + 5.88
Free PYM 9.96 + 1.05 20.14 + 1.36 36.20 +3.12 49.65 £ 4.05 56.32 +4.24
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10* Bg/mL, 43124347 B 78 ®Re-7E11C5.3 4 ICs,
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Table 2 The inhibition rate (%) of different radioactivity (Bq/mL) on the proliferation of LNCaP cells measured by MTT assay

A/(Bq.mL™)
Group
11.56x10° 23.12x10* 46.25x10" 92.5%10* 185%10°
®Re-7E11C5.3 36.15 + 1.94 50.14 + 3.10 64.03 + 3.33 76.62 + 4.51 83.38 + 5.65
®Re—mlgG 18.28 + 1.91 35.18 + 2.45 50.24 +2.26 61.04 +2.31 66.82 + 2.82
R0, 16.50 + 2.27 33.56 + 2.75 46.45 + 3.24 58.17 +2.91 61.21 +2.92
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