
Anjliogenesis and tumour markers

Methodl: Immunohistochemical analysis were performed on serial frozen
lections using the av/l3-<:omplex specific: monoclonal antibody LM609.

Relultl: Variable levels of LM609 staining were found in all carcinoma
lesions. A considerable number of tumor lJssues (35150) expresslld avft3
on more than 50% of their vessels. Inflammatory infiltrates and the posSibly
hypoxic conditions near necrotic areas of tumors were accompanilld by
an increaslld av/l3 expression. Remarleably, the vasculature in apparently
normal tissue also stained for avft3. However, the percentages of stained
vessels and the staining intensity were lower than in neoplastic tissues.
Besides the vascular avft3 expression, several extravascular cell types
stained positive, both in normal and tumor specimens.

Conclullon: Taken together, our findings show a considerable num•
ber of colon, pancreas, lung and breast carcinoma lesions with many
avp3-expressing vessels that could be targets for anti-avft3 therapy.
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Llalson'8 free PSA. development of an automated
chemiluminescence Immunoassay for the determination of
free prostate specific antigen (fPSA)

M. Mack, B. IvankovlC, R. SChletl. Byk-Sangtec Olagnost/QI, 0-63128
O/etzenbach, Germany

Total PSA (tPSA) exists in human serum in two major detectable forms; PSA
complexed to alpha1-antichymotrypsin (PSA-ACT) and free PSA (fPSA).
Recent publications have shown that patients With benign prostate hyper•
plasia (BPH) tend to have higher levels of fPSA than patients with prostate
cancer. The potential use of the ratio between the measured fPSA and
tPSA concentration might be for the betler differentiation of prostate cancer
and benign disease. Uaison* fPSA is a rapid, tully automated immunoas•
say designed to run on the new random access Uaison" immunoassay
analyzer from Byk-Sangtec Oiagnostica. Uaison" fPSA is based on para•
magnetic panicles (Oynabeads") for separation and a chemlluminescent
label of lsolummol type With flash light kinetic:. The assay is designed as
a one-step two-site immunoluminometric assay using two highly specific
monoclonal antibodies from Centocor (Centocor. Inc.. Malvem) recogniZing
two different epitopes on the fPSA anllgen. The monoclonal antibodies from
Centocor bind only to free PSA when fPSA and ACT-PSA anllgen material
from Prof. Stamey, Stanford University (as reference) was used for eval·
uation. 100 ~I &ample are incUbated together with 150 ,.1 tracer antibody
and the monoclonal antibody coated on the paramagnetic panicle. After 10
min Incubation time the paramagnetic panicles are washed and unbound
material Is separated. Measurement of luminescence is performed for 3 s
after Injection of two tngger solutions. With the one-step 10 mID incubation
protocol, time to first result on the Uaison" analyzer is approx. 15 min. The
Uaison8 fPSA assay COvers a clinical concentration range of (>-50 nglml
with typical within-assay precision below 5% and sensitiVity below 0-01
nglml respectively. The between-assay preciSion ranged from 4 to 8%. No
hook effect Is found up to 20,000 nglml. samples run on the Uaison" fPSA
assay show a good Unearity upon dilullon (±10% of tha theoretical sample
value). Method comparison (n z 72) of the l.laison* fPSA assay to an
established method (Tandem-R Free PSA, Hybritech, Inc.) demonstrates a
correlation coeffiCient of 0.96 and a slope of 0.96. In conclusion the Lialsone

fPSA offers a rapid, reliable and precise method for the fully .utomated
determination of fPSA.
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Expression of matrix metalloproteinase 7 (MMP·7) In
alimentary trlcts cancer, lung cancer and breast cancer

J Konl5hl, Y. Ogata, H. Yamana, H. Fujita, K. KoufuJI, A. Hayashi, T. Kega,
H. Oda. K. InuZUka, K. Shirouzu. Department of Surgery. Kurume
University School of Medicine, Kururne CIty. Japan

Purpo..: Proteolytic degradation of the extracellular matrix is an Impor·
tant pan of tumor invasion and mellst.5is, and matrix metaJloproteinases
(MMPa) which are produced and secreted in tUrTlQr tissuea have been Impli•
c.ted. MMP-7, also known as matrilyslD, pump-1 is. member of 6lromelysin
IUbelau of MMPs, and MMP-7 has wide range of substate specificity. How•
ever, stromelysin 1 (MMP-3) and stromelysin 3 (MMP-11) have been shown
to express only in stromal cells In cancerous tissues. In this stUdy, we hllve
Investigated whether MMP-7 expressed in cancerous tissuea anGIor tumor
celli.

Methodl: W. hav'lnvestigated the expression of MMP-7 coIorectal, gas•
tric, esophageal, lung breast cancerous tissues using reverse transcription
polymerase chain reaction (RT-PCR), and the immunolocation of MMP-7.

Monday 15 Septc:mber 1997 549

Resultl: The Incidence of MMP-7 mRNA .xpresslon were 600/. In
esophageal cancerous lIssues, about 50% in gastric cancer and colorectal
cancer, about 40"/. In lung and breast cancer, respectively. In contrast,
MMP·7 mRNA expresSIon was not detected in non-cancerous tissues ex•
cluding esophageal tissues associated with dysplasia. Immunolocalizational
study demonstrated that MMp-7 was restricted In tumor cells

Conclualon: These results suggestthet MMP·7 may be expressed In
tumor manner and playa role in tumor progression.
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RENCA - An animal model for the development of
anti-angiogenic strategIes

J. Orevs, G. Manlny-Baron, C. Morath, O. Marme, C. Unger. Tumo, Biology
Center at 1he University Freiburg. Germany

Purpoae: RENCA, a murine renal cell carcinoma, metastasizes similarly to
human cancer. VEGF (vascular endothelial growth factor) Is the most im•
portanttumor derived angiogenic growth factor. We studied the importance
01 the VEGF-system for the RENCA- model and ns use for screening of
VEGF and VEGF receptOf inhibitors.

Method: RENCA-cells were injected sc, Iv or Ir in syngenlc Balblc
mice. VEGF-expression were measured by both, Nonhem·blot analysis
and VEGF-Elisa. Pnmary tumors and metastases were analyzed for vessel
density and VEGF-expression by immunohistology.

Reaults: Supematants of cultered RENCA-cells were able to stimulate
the proliferation of endothelial cells (HUVEC). This proliferation was d.
pendent on the secretion of VEGF. Immunohistological staining of primary
tumors and metastases showed elevated vessel density In correlation with
VEGF-staining.

Conclualona: We showed that the RENCA model depends on the ex·
pression of VEGF and we will use this model to establish anti-VEGF·based
therapies.
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Are serum TPS levels Important In the prognosis of lung
cancer?

A. Uner', N. Gunel' , Z. Akcall', F. ~1j2. ' Department of Medical Oncology,
Gaz; University FaCUlty of Medicine; 2Departmenl of Medical Oncology,
Ankara University Faculty of Medicine. Turkey

Purpoae: The prognostic: .ignlflcance of ti.aus polypeptide specifIC: antigen
(TPS) were investigated together with other tumor merleers luch as NSE
and CEA in SCLC and NSCLC patients. The serum levels of these marleers
were also compared with those of the patients with benign pulmonary
disease (BPO).

Methoda: Serum samples were obtained prior to treatmentln 158 pa•
tients. The study group consisted of 72 SCLC, ~ NSCLC and 42 BPO
cases and 23 healthy subjects. For TPS analysis. TPS-Elisa (BEKI) kit and
the method of sandWic:h ELISA wer. used. In the analysis of NSE and CEA,
NSE-RIA and CEA-RIA (CIS) kits and RIA were applied.

R..ultl: All three tumor markers were significantly higher in lung cancer
cases than in patIents wtth BPO and healthy subjects. Serum TPS levels
were highest In NSCLC. TPS and others were significantly higher In dis•
saminated SCLC than limited disease. Also, In NSCLC cases, TPS and
CEA were elevated slgnihcanlly related with the stage groupe. Evaluating
the tumor marleere with performance atatus (PS) and survival, TPS aerum
levels provided the belter correlation with PS and lurvlval In cancer cases
than the other merkers. Survival was aignific:antly betler In CIS88 with TPS
levels below 200 UIL. NSE levels below 20 nglml Ind CEA levels below
10 nglmlln SCLC cases. When the lame valuea were applied to NSCLC
cases. TPS and CEA exhibited significant differencea In aurvlval.

Conclualon: The .Igniflcant correlations between TPS with atage, PS,
survival auggest that the use of thla marker together with NSe Ind CEA In
SCLC patients and together with CEA In NSCLC pallents may contribut. to
the clinical evaluation.




