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Killing Effects of Immunoliposomal Paclitaxel Tagged with Trastuzumab F (ab’), on
Colorectal Cancer Cells
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Abstract; Objective To construct the immunoliposomal Paclitaxel tagged with trastuzumab F(ab’),
and to investigate its killing effects on human colorectal cancer cells in vitro. Methods Liposomal pa-
clitaxel was made in a reversal-phase evaporation method and trastuzmab F(ab'), was obtained by cut-
ting the J hinge at the Fc side of the antibodies with pepsin,then the trastuzmab F(ab’), and the lipo-
somal Paclitaxel were linked together. The figures of immunoliposomes were observed by TEM and
their size distribution was measured by graphics software. The encapsulation efficiency of the immuno-
liposomes was estimated by RP-HPLC. The immune activity of immunoliposomes was evaluated using
the fluorescence microscopy after the fluorescent immunoliposomes or liposomes were incubated to-
gether with HT-29 cells. Apoptotic index of the HT-29 cells was measured using MTT assay. Results
The immunoliposomal Paclitaxel tagged with trastuzumab F(ab'), that was constructed in vitro had
an average diameter of 210 nm, and that the diameters under 200 nm accounted for 91. 37% of the to-
tal. The encapsulation efficiency and stability of the immunoliposomal Paclitaxel tagged with trastu-
zumab F(ab'), were perfect and the immunoliposome was superior to liposome at the identification ca-
pability to HT-29 cells in the same condition. Immunoliposomal Paclitaxel tagged with trastuzumab F
(ab"), can kill the HT-29 cells in a time-dependent manner(P<<0, 01). Conclusion The immunolipo-
somal Paclitaxel tagged with trastuzumab F(ab'), was constructed successfully and it can kill the HT-
29 cells effectively in vitro.
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Figure 1 Transmission electron microscopy of

immunoliposome (Dyed by PTA)
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Source DF SS MS F P
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Corrected Total 251 15. 461

3 itig

B IERR BRI R R T = AR (DAESERY
BeIENR A s () KAGFR S NR A ;s (3R L FER
SPUAR RGNS BRI . AS S A3 B Y AL B G 2

BB JE T4 3 M, B IR £ TR E PR
Trastuzumab F(ab'), BEFIfEFiA |7,

AN IHE 3 B R A, HpU AR TR o8 2 5¢
IR R SE DU B P UARRCE 3G S iR
BT ML P 0V R R 2 g, iy B s S 25
SN X AT R AN 2 B 4 i e A8 1EU A1 ok
Pilk Fe BEA K, ARSI Fab' BeAC B 52 b A Hi
FRPBENR B KA B AR A SO TR A RE ) . 1T
H Ak Fe BAAS RS20 . [F] I E05E X S i ml 42
I BEHUF U X B g B 45 A o7 5 . RS
AR IC A NBD B9 2 g B ik 5 an i At W) i i
10min BRI 40 i 858 AT FRIER 13X — . [A] I, 78
SeE AT & B, 24 NBD #51C #) Trastuzumab F
(ab"), B4 0 G BE AR A 5 & 2 1k5 HER-2 f) HT-
29 210 ffa L[] 2 I, HC A i B 07 i TV FH A []
FF 1) P AR S P R AR



APEERS B0 2010 GR35 37 B35 12 B 1363 -

F1 4P HEEFRREGMHMBRGEE.c25.2=3)

Tablel Killing rate at the four times with drugs in different concentration( % .z s, n=23)

Db Time Concentration of Paclitaxel/Ab(pug/mD
rugs
i (h) 6.25/43.75 12.5/87.5 25/175 50/350 100/700 200/1400 400/2800
Immuno-liposome 8 1.29+£1.09 2.80%0.35 6.67%£1.24 9.86*0.51 20.34£1.10 45.27+3.02 77.48£2.02
16 1.64£0.35 3.67%£1.22 6.71%£1.03 16.41+£0.90 37.90£3.13 72.48%+1.37 89.17%1.67
24 2.62£1.59 4.89%£0.79 11.38+£2.13 22.41£1.64 43.63£0.71 82.54+1.00 93.63£1.72
32 2.68£1.33 5.92£0.48 11.39+£2,10 25.96%£1.70 49.02£3.56 85.20%+5.13 94,58 £2. 11
Liposome 8 1.01x£1.10 2.63£1.53 4.26£0.76 5.66%x0.78 11.60£1.89 22.18£1.91 37.03+1.97
16 1.18+£0.59 1.97£0.85 5.02£0.87 7.78+x1.69 13.71£1.78 33.33£1.50 45.40*6. 21
24 0.85%£1.37 2.10£1.28 6.14%£1.19 11.04£2.74 19.40£1.49 41.64+1.90 55.18%£1.59
32 1.23£1.02 2.12£0.92 5.30x0.68 10.55+£2.70 18.31%£3.17 46.57%0.77 55.95% 4,53
Tratuzumab 8 0.39£0.39 0.39£0.42 0.84£0.17 1.68£0.50 2.97£0.98 5.94%£1.12 6.72£1.38
16 0.17£0.17 0.51£0.00 1.35%£0.45 1.92£0.93 4.40x1.06 7.84%£1.27 11.17£0.00
24 0.67x0.44 0.78£0.19 2.07£0.39 4.58+1.51 8.21+2.63 13.23£1.21 15.08=%1.34
32 0.39£0.33 0.51£0.27 1.46%£0.61 2,73£1.49 5.47+2.44 9,17£2.98 11.03£3.28
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Figure 3 The Kkilling rate of different drugs at several times
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