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SA 153SmCl,
1.2
1.2.1 CEA McAb el CEA McAb - Bt mlgG - Bt~ BNSH/DMSO
McAb  mlgG CBS 1h

ELISA SDS — PAGE
1.2.2 CEA McAb  DTPA CEA McAb - DTPA DTPA

Hnatowich Img/mlL. ¢DTPAa CEA McAb/DTPA

1:20  ¢DTPAa 200ng  CEA McAb  pH 8.2
1min 15—20min
1.2.3 CEA McAb  '3Sm 138m — CEA McAb CEA McAb - DTPA
0. 1mL 40MBq  3SmCl, 22.2GBq/mL 20min 188m - DT-

PA — CEA McAb 30% ELISA
1.2.4 DB, '"™Sm 13Sm - DB, I mol /L DB, 2mg/ mL
S 30min

85%
1.3
1.3.1

0.2mlL 4—5 BALB/C
12h 3
1.3.2 5 5 A
100pg CEA McAb — Bt 48h 80pg Av 24h
11.1MBg/100pL Sh-DB, B C D B 13Sm — CEA McAb 11.
IMBq/100pL C 133 Sm — mlgG 11. 1MBq/100pL. D 1538m — DB, 11.
IMBq/100pL. E 1001
1.4
1.4.1 a
b V = 1/6mab? 4 em’
IR °
IR% = - / x 100%
1.4.2 5
10%

1.5
1.5.1 / FBW/IBW FBW/IBW > 0.80

FBW/IBW < 0.80 >

1.5.2
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1.6
t
2
2.1
Sh - CEA McAb 15.54GBg/mol > 95% 50%
133Sm - DB, 37GBq/mmol  SA >95%
2.2
2.2.1 1 1 1
2 5
P <0.001 1338m — mlgG 153Sm - DB,
P<0.01
1 mm’
Table 1 Tumor volum mm® for various group xxSs
. / Time after injection/week
Group
Number 1 2 3 4 5
. 26.1+ 8.9  60.1£26.1' 124.2+47.4% 252.9x 47.0° 429.9zx 75.9
Pretargeting RIT
8 — McAb
5 27.6+12.8  72.3x18.7'  156.8+28.3% 282.1x 34.7%7 479.7+ 53.4%
St — McAb
Sth - mlgG
5 36.8+24.0  110.9+£24.5 324.5:+68.4 823.6+303.4 1562.0+424.4
Sth - mlIgG
Sh - DB,
5 51.5£25.9  111.9+13.4  364.8262.5 922.7+257.1 1690.9+317.0
§th - DB,
5 59.6+30.1 141.4£44.6  409.8+79.4 1097.2+280.6 2224.6+573.7
Control
1 P<0.05 2 P<0.01

1 P <0.05 compared with control group 2 P <0.01 compared with control group

2.2.2 2 2
80.67% 78.44%  '3Sm -
mlgG 138m - DB, 29.78%  23.99%
P<0.01
2
Table 2 Inhibitory rate of tumor growth for various group %
/ Time after injection/week
Group
1 2 3 4 5
Pretargeting RIT 56.38 57.50 69.69 76.95 80.67
Sh—- McAb 8- McAb 53.69 48.87 61.74 74.29 78.44
Sh-mlgG  Sh- mlgG 38.25 21.57 20.81 24.94 29.78
$h-DB, &Sh-DB, 13.59 20.86 10.98 15.90 23.99
P <0.01

Note Comparision — between first two groups and the two following groups P < 0.01
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2.2.3 1—3 1—3 1538m — CEA McAb

1 13Sm — CEA McAb 2
HE HE
Fig.1 HE staining of tumor tissue in nude mice Fig.2 HE staining of tumor tissue in nude mice

bearing HCC received St — CEA McAb RIT bearing HCC received pretargeting RIT

——

3 HE
Fig.3 HE staining of liver tissue in nude mice bearing HCC received pretargeting RIT
2.3
2.3.1 138m
2 5
3Sm - mlgG
2.3.2 FBW/IBW 0.80
3
RIT %ID/g °

24—A48h RIT
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An experimental study of pretargeting radioimmunotherapy
with avidin — biotin system
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Abstract

The aim of this work is to compare the toxicity and efficacy of three — step pretargeting radioim-
munotherapy involving administration of a biotinylated anti — carcinoembryonic antigen CEA  antibody
followed by avidin followed finally by Sth labelled biotin with St directly labelled anti — CEA monoclonal
antibody McAb . CEA McAb and DTPA — biocytin DB, was labelled with St using the bifunctional
chelate cyclic diethylenetriaminepentaacetic acid DTPA  anhydride. Five groups of nude mice subcuta-
neously grafted with human colon carcinoma were treated 3 days after the graft. One group received the
injection of 100pg McAb — Bt followed 2 days later by cold Av 80pg and 11.1MBq St — DB, afier a
further day. Four control groups were treated respectively with 1 11.1MBq S - CEA McAb 2 11.
IMBq St - mlgG 3 11.1MBq 8h-DB, 4 100pL physiological sodium chloride solution. Toxicity
was evaluated by change of body weight and number of leukocytes and efficacy was evaluated by varia-
tion in tumor volume . Histological analysis of tumors were performed. The results showed that pretargeting
RIT and Sth— CEA McAb had a strong tumor inhibition effect. The inhibitory rates of tumor were 80.
67% and 78.44% respectively five weeks after therapy. Histopathological evidence indicated that in tu-
mor tissues radioactive damage was seen as necrosis of tumor cells while in the other tissues such as liver
and kindey tissues no radioactive damage was observed. Leukocyte counts were singnificantly decreased
after treatment in groups of St — CEA McAb and St — mIgG  which indicated that the haemopoitic func-
tion of bone marrow may be affected. It was concluded that three — step pretargeting radioimmunotherapy
was as efficient as S — CEA McAb but was markedly less toxic.

Key words Pretargeting — radioimmunotherapy ~ Avidin — biotin system S label
CLC R817.5



