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Abstract

The effects of interferon-a. and 5-fluorouracil on inhibiting metastasis and recurrence of hepatocellular carcinoma (HCC) after the
tumor removement in nude mice were studied. Nude mice bearing orthotopic xenograft highly metastatic model HCC (LCI-D20) were
randomly divided into 4 groups; they were control group (saline soln.), interferon treatment group (IFN-a.2b), 5-FU treatment group and
combined treatment group (both 5-FU and IFN-a2b). Drugs were given after tumor removment. Then, the size of recurrence tumor
were measured and the presence of intrahepatic dissemination and lung metastasis was recorded, at the same time, MVD, VEGF,
bFGF and SMA of the recurrence tumors and serum AFP were measured. The rates of tumor recurrence were 100%, 90%, 100% and
80% in control, interferon group, 5-FU group and combined treatment group, resp. Compared with control, the size of main recurrence
lesion, the vol. of recurrence tumor significantly decreased in treatment groups compared with control (P<0.05). Compared to 5-FU
treatment group and interferon treatment group, the recurrence lesion decreased in combined treatment group (P<0.05). Compared to
the control, the no. of intrahepatic dissemination and lung metastatic ratio in IFN group and combined treatment group were reduced. A
decreases of MVD, VEGF and SMA were obsd. in administration of interferon groups compared with that in unuse of interferon-o
groups. Interferon-a is capable of inhibiting metastasis and recurrence of HCC after tumor removement in nude mice which exerts its
effect by inhibiting tumor angiogenesis. There is a synergistic action between interferon-a. and 5-FU in inhibiting the metastasis and
recurrence of HCC in nude mice.
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Abstract

The authors have previously shown that certain biol. response modifiers (BRMs) can significantly increase the tumor uptake of
radiolabeled monoclonal antibodies (MAbs). Among the three different BRMs (Ukrain, Pokeweed mitogen and interferon) the authors
evaluated, interferon gave the authors the best results. A series of expts. were conducted here to further elicit the influence of
interferon on the enhancement of tumor uptake. Interferon-a-2b (IFN-a-2b) was used as a biol. response modifier, human melanoma
xenografts grown in athymic nude mice as a tumor model, and anti-human melanoma specific ME31.3 as the MAb. The MAb was
labeled with technetium-99m by a direct labeling method. IFN-a-2b was administered in different doses via i.v., i.m. or intratumoral
routes. The results showed a significant increase in abs. tumor uptake of radiolabeled ME31.3 in all IFN-o-2b-treated groups. The
max. increase (from 2.0% in the control group to 7.2% in the exptl. group) was obtained when 20K U of IFN-a-2b were injected i.m.
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Abstract

In human thyroid carcinoma xenografts in athymic nude mice, application of pooled serum of patients with Graves disease or of
interferon a.2b slightly decreased mean sizes of carcinoma transplants. TSH i.p. injection had little effect on carcinoma transplanted
size as compared to controls.
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Abstract

Interferons (IFNs) augment the effect of some antitumor agents, including cis-diamminedichloroplatinum(ll) (cDDP), in
experimental systems. The effect of human recombinant interferon-alpha 2b (rIFN alpha) on the cDDP-dependent growth
delay of a human non-small cell lung cancer established as a xenograft in nude mice (NX002) has been investigated. IFN
(20(5) IU/mouse, s.c.) as a single agent had no effect on the growth of the xenograft. cDDP (4.2 mg/kg, i.p.) caused a
specific growth delay of 0.42, and this delay was significantly enhanced (to 1.08) by concomitant dosing with the
otherwise inactive IFN. Possible mechanisms for this supra-additive relationship between IFN and cDDP have been
investigated: increased intratumoral accumulation of platinum was seen at late time points (maximally at 36 hr) during the
pharmacokinetic beta-phase of cDDP elimination from the plasma of the nude mice. Tumor:plasma platinum
concentration ratios at 36-48 hr indicated significantly increased accumulation of platinum in tumors from IFN-treated
mice compared to controls (p < 0.05). Scheduling experiments suggest that this IFN-mediated effect can persist for 4 hr.
These differences may account for the enhanced antitumor activity of cDDP when coadministered with IFN.



