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collimator. No adverse reactions to the injection were noted. Using this tech-
nique tumors were clearly visualized in 16 of the 20 patients, visualization was
doubtful in 1, and they were not detected in the remaining three patients (2
with gastrinoma and 1 with somatostatinoma). Among the 16 positive cases,
a single pancreatic localization was seen in 11; multiple pancreatic lesions
were seen in 3; and, in the remaining 2 patients, hepatic and/or lymph node
metastases were detected. In one of the patients with MEN 1 and diffuse
gastric carcinoid, extensive gastric involvement was demonstrated. CT was
also performed in 19/20 patients: in 13 cases it was not able to detect the
tumors. Similarly, US was negative in 13/20 patients. These data show that
Octreoscan 111, a simple and noninvasive procedure, is a valid technique for
localizing primary neuroendocrine tumors and their frequently unrecognized
metastases. Its diagnostic sensitivity seems to be greater than that of CT or
US.

Thus, Octreoscan 111 appears to be a very promising technique, perhaps
even as the first choice examination when there is a suspicion of neuroen-
docrine tumor.

180 Recovery and Growth of Colorectal Polyps

B. Hofstad 1, M. Vatn 2, S. Larsen 3, M. Osnes1. 1 Med. avd, Ulleval
hospital, Str0mmen, Norway; 2 Med. avd, Rikshospitalet, Oslo, Strommen,
Norway; 3 Med. avd, Medstat Research, Strommen, Norway

In a 3 years intervention study with colorectal polyps, where all polyps less
than 10 mm where left in situ, an evaluation of recovery, growth and new
discoveries were carried out at the first year control, as previously reported.
The present evaluation was performed to see if the same pattern could be
demonstrated at the 2. and 3. year control, confirming the previous conclu-
sions.

Patients attendance rates were high at all controls (87-91 %), and the rates
of complete colonoscopies varied from 88-99%. Recovery of polyps varied
from 75 to 85%, better for the larger polyps, 5-9 mm in diameter, and for
the polyps situated in the rectum and sigmoid colon, compared to the more
proximal polyps. The number of new polyps discovered for each year varied
from 20-26% compared to the total material for the respective year. The new
polyps were significantly smaller and more proximally located than in the total
polyp material.

Analysis of growth at the 1. year control had shown a significant growth
in the group of polyps less than 5 mm, and a significant reduction in size in
the group with diameter 5-9 mm. The same pattern was demonstrated at the
2. and 3. year controls, however, the reduction in size of the polyps 5-9 mm
was not significant and for the polyps less than 5 mm only the increase from
2. to 3. year was significant. There was no significant over all difference in
polyp size in the total polyp material from year to year.

Conclusion: (1) Recovery of polyps left unresected was good, especially
in rectum and sigmoid colon.

(2) New discovered polyps are smaller and more often located proximal
to the sigmoid colon than in the total polyp material.

(3) Polyps less than 5 mm show a tendency to growth, while the polyps
5-9 mm show a tendency to reduction in size.

(4) We postulate that the regression of the larger polyps may explain the
discrepancy between the prevalence of colorectal polyps and the incidence
of cancer.

1811 Advantages and Drawbacks of Adding Flexible 60
cm Sigmoidoscopy to Hemoccult-Il in Screening
for Colorectal Neoplasia

0. Kronborg, O.D. Joergensen, C. Fenger. Department ofSurgery and
Pathology, Odense University Hospital, Odense, Denmark

The aim is to assess benefit and costs of adding flexible sigmoidoscopy (S) to
Hemoccult-l1 (H) in asymptomatic persons between 50 and 74 years of age.
At random 3,000 persons are invited to H+S and other 3,000 to H alone at
Funen in Denmark. Other centres within EU are extending these figures, and
the final number of 40,000 persons is approached to evaluate the feasibility
of screening with H+S.

So far, 929 persons have had H+S and H was positive in 25. Colonoscopy
was done in 157, because of positive H (25) or because of polyps found during
S. Cancer was found in 4 and adenomas in 91 (29 > 1 cm).

H alone, in 1,222 persons, resulted in 23 with positive test; until now 20
have had colonoscopy, cancer being detected in 2 and adenomas in 7 ( 5>
1 cm).

In conclusion, no more than 41% accepted H+S, whereas 54% accepted
H alone. However, the first strategy resulted in detection of a number of can-
cers, which may be higher than that for H alone, and the number of large
adenomas was significantly higher than that found by H alone. A higher ac-
ceptability would be wanted and resources for extended colonoscopy service
are needed before embarking upon a mortality study.

1 82 The Putative Mucosal Homing Receptor Integrin
B7 is Upregulated in Human Intestinal Lamina
Propria Compared with Peyer's Patches and
Appendix

I.N. Farstad, T.S. Halstensen, J. Norstein, PJ. Kilshaw, P Brandtzaeg. Lab. of
Immunohistochemistry and Immunopathology, The National Hospital, Oslo,
Norway; Inst. of Pathology, The National Hospital, Oslo, Norway; Surgical
Dep. B, The National Hospital, Oslo, Norway; AFRC Babraham Institute,
Cambridge, CB2 4AT; England

Introduction. The integrin f7 may be coupled to a4 as the putative mucosal
homing receptor a4fi7, or to aE as aEP7. a4fi7 has been identified as a main
Peyer's patch homing receptor in mice partly because one of its ligands,
MAdCAM-1, is expressed by Peyer's patch high endothelial venules. In this
study we have compared the expression of integrin P7 in human small intesti-
nal lamina propria with Peyer's patches and appendix to evaluate its putative
role in directing lymphocytes to these sites. Materials and methods. We have
used a MoAb to mouse #7 that also recognizes human ,B7. Flow cytome-
try was performed on cells isolated from jejunal lamina propria (n = 7) and
appendix (n = 5), including Raji cells as a positive control. Cryosections from
normal jejunal (n = 2) and coeliac (n = 2) mucosae, and from ileum containing
Peyer's patches (n = 2), were subjected to two- or three colour immunohisto-
chemistry. Results. In flow cytometry, Raji cells as well as a fraction of lamina
propria cells (median 37%, range 17-53%) expressed p7. In contrast, <%10
appendix cells were P7+. Immunohistochemistry showed most intraepithelial
(>90%) and many lamina propria (-40%) cells to be P7+; intra- and subep-
ithelial cells showed highest staining. MoAb to f7 reacted mainly with T cells
of memory phenotype. In Peyer's patches scattered cells in the domes and
interfollicular (T cell) zones were #7+.

Conclusions. Integrin f7 is expressed primarily on T cells and much more
frequently by lamina propria than by Peyer's patch and appendix lympho-
cytes. This difference might be explained by the higher proportion of memory
T cells in lamina propria. Integrin 07 could therefore be an important homing
receptor for T cells primed in Peyer's patches or the appendix and destined
for distant lamina propria.

Gluten-Specific, HLA-DQ-Restricted Small
Intestinal T Cells Secrete Cytokines that may
Explain Several Features of the Coeliac Lesion

E.M. Nilsen 1, K.E.A. Lundin 2, P Krajci 1, H. Scott 1, L.M. Sollid 2, P
Brandtzaeg1. 1 Laboratory for Immunohistochemistry and
Immunopathology (UIPA1), Institute of Pathology, Oslo, Norway; 2 Institute of
Transplantation Immunology (177), University of Oslo, The National Hospital,
Rikshospitalet, N-0027 Oslo, Norway

Coeliac disease (CD) is precipitated in susceptible individuals by ingestion
of wheat gliadin or other gluten-related prolamins from various cereals.
The disease is strongly associated with certain HLA-DQ heterodimers, DQ2
(DQal*0501, Pl*0201) in most patients and apparently DQ8 (DQa1*0301,
P1*0302) in a small subset. T-cell recognition of gluten peptides presented
by such class 11 molecules may be immunopathogenic importance. We re-
cently established HLA-DQ-restricted, gluten-specific T cell clones (TCC) from
the small intestinal mucosa of CD patients, and have now examined their
antigen-induced secretion of cytokines. Altogether fourteen TCC (DQ2- or
DQ8-restricted) from three patients were investigated. Cell culture super-
natants were prepared by stimulation with gluten peptides in the presence of
DQ2+ or DQ8+ EBV-transformed B cells as antigen-presenting cells. Super-
natants were analyzed for cytokines by bioassays, ELISA, and CELISA. Cel-
lular cytokine mRNA was analyzed semiquantitatively by Northern blotting
and PCR. All TCC were found to secrete large amounts of IFN-y. The DQ2-
restricted TCC produced small amounts of IL4 but no IL-5 or IL-6, and some
of them produced in addition TNF-a; this profile is typical of THl-like cells.
Conversely, the DQ8-restricted TCC secreted in addition to IFN-y substantial
amounts of IL4, IL-5, IL-6, and TNF-a. a pattern more compatible with THO-like
cells. Very little IL-2 was found in the supernatants from all the TCC but could
be readily detected by mRNA analysis. The cell supernatants from both vari-
eties of gluten-stimulated TCC induced upregulation of HLA-DR and secretory
component (SC or poly-Ig receptor) in the colonic adenocarcinoma cell line
HT-29. The characterized cytokine profiles thus substantiated the possibility
that mucosal T cells activated in situ by gluten in a DQ-restricted fashion play
a central role in the pathogenesis of CD.
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1184E "Respiratory Burst" in Macrophages Isolated
from Inflamed Human Intestinal Mucosa

J. Rugtveit 1, G. Haraldsen 1, A.K. Hog5sen 2, A. Bakka 3, P Brandtzaeg 1, H.
Scott 1. Laboratory for Immunohistochemistry and Immunopathology
(LI/PA1), University of Oslo, The National Hospital, Rikshospitalet, N-0027
Oslo, Norway; 1 Institute of Pathology, 2 Institute of Pediatric Research,
3 Surgical Dept, University of Oslo, Th7e National Hospital, Rikshospitalet,
N-0027 Oslo, Norway

The macrophage plays an important role in local defence. An important bac-
tericidal mechanism is oxygen radicals (OR) which, however, may produce
tissue damage, perhaps as an early step in inflammatory bowel disease (IBD).
We wanted to study: (i) the production of OR ("respiratory burst") by mucosal
macrophages in patients with or without IBD; (ii) whether these macrophages
respond to inflammatory mediators; and (iii) whether a difference exists be-
tween resident macrophages and newly arrived CD1 4+ monocyte-like cells.
Methods: Monocytes from 6 healthy donors were separated by Lymfoprep
and by adherence to plast. Cultures of lamina propria-mononuclear cells
(LPMNC) from 6 patients with IBD and 5 organ donors (healthy controls) were
isolated with an EDTA/collagenase/dispase technique. CD1 4+ cells were de-
pleted by anti-CD14 immunomagnetic beads (Dynal). Adherent LPMNC cul-
tures were then established by incubation for 2 h on gelatin- and plasma-
coated microtiter plates, followed by repeated washings. Relative number
of cells was determined by nuclear staining (crystal violet). The fraction of
macrophages was determined by butyrate esterase staining. PMA (phorbol
12-myristate 13-acetate) stimulated the production of OR (measured as the
amount of reduced cytochrome C, after addition of cytochrome C and PMA
for 2.5 h). Except for the control wells, the cultures were stimulated with IFN-
y (200 U/ml) with and without LPS (1 mg/ml) for 48 h. Results: The fraction
of adherent macrophages from non-inflamed and inflamed cultures was sim-
ilar, but OR-production was increased in the latter (p < 0.01). OR production
in cultures from inflamed mucosa depleted of CD14+ cells was reduced (p
< 0.001) to 31% (range 21-78%), similar to the value for fairly non-inflamed
mucosa from the same patient. The OR production triggered by PMA did
not significantly increase after stimulation with IFN-y in the presence or ab-
sence of LPS, contrasting the significant increase seen in in vitro-matured
monocytes after similar stimulation. Conclusions: Increased OR production
was observed in macrophages from inflamed IBD mucosa. This increase was
mainly a result of recently recruited of CD1 4+ monocyte-like cells and did not
reflect an upregulation in resident macrophages.

11851 Function of HLA-DQ2 and HLA-DQ8 as
Susceptibility Molecules in Coeliac Disease

K.E.A. Lundin, H.A. Gjertsen, H. Scott, E. Thorsby, L.M. Sollid. Institute of
Transplantation Immunology, and Institute of Pathology (UIPAl), The National
Hospital, Oslo, Norway

Coeliac disease (CD) is an immunological disorder of the small intestine,
precipitated in susceptible individuals by ingestion of gluten. Approximately
90% or more of CD patients carry the cis or trans encoded HLA-DQ(al *0501,
fl1*0201) heterodimer, i.e. HLA-DQ2. Most of the remaining CD patients in-
stead carrythe HLA-DQ(al*0301, P1*0302) molecule, i.e. HLA-DQ8. To inves-
tigate the functional role of D02 and DO8 in CD, we challenged biopsies from
the small intestine of various CD patients with peptic-tryptic digest of gluten
and positively selected the cells which became activated; i.e. expressed the
IL-2 receptor. These T cells were then expanded in vitro and T cell lines and T
cell clones were established. A preponderance of the CD4+ gluten-reactive T
cells from DQ2 patients recognized gluten antigen when presented by DQ2,
and not when instead presented by any other HLA class 11 molecule of the
patient. In a DQ8 patient DQ8 was similarly found to be the preferential re-
striction element. In contrast, when gluten-reactive T cells from the peripheral
blood were investigated, both DR, DQ or DP restricted T cells were found.
Thus a major proportion of gluten-specific T cells in the intestinal mucosa
of CD patients recognize gluten-derived peptides when presented by the dis-
ease associated DQ2 or DQ8 molecules, suggesting preferential antigen pre-
sentation by these DQ molecules in the intestinal mucosa as a possible im-
munological mechanism behind the HLA association in CD.

18 Cathepsin E: A Novel Marker of
Lymphoepithelium. Its Expression by Normal and
Inflammed G.l. Mucosa

R. Fiocca, G. Finzi, 0. Luinetti, M. Cornaggia, F. Bosi, C. Capella, I.M.
Samloff, E. Solcia. Dept. Pathology, University of Pavia, Italy; VA Medical
Center, Sepulveda, CA

Cathepsin E (CE) is a non-lysosomal aspartic proteinase which seems to be
involved in antigen processing for presentation by class 11 major histocom-
patibility complex. By means of specific antibodies we localized histochem-
ically CE in follicle associated epithelium (FAE) of human and rat intestine
as well as in palatine, pharyngeal and lingual tonsils. Outside the gut, CE

was found in the epithelium overlying bronchial/bronchiolar associated lym-
phoid tissue and in some professional antigen-presenting cells (Langerhans
cells, interdigitating reticulum cells). As a rule, CE-reactive epithelial cells co-
expressed HLA-DR. Ultrastructural immunocytochemistry showed CE in en-
dosomal vesicles and endoplasmic reticulum of intestinal M cells and M-like
cells of tonsils. In biopsies or resection specimens from 70 pts with ulcera-
tive colitis (UC) and 63 pts with Crohn disease (CD), CE reactivity was spread
also outside the follicle associated epithelium. CE was overexpressed in all
cases of UD and CD, with diffuse staining of epithelial cells in active UC and
patchy distribution in CD. Coexisting HLA-DR overexpression was found in
66% of UC (limited to active forms) and 75% of CD cases, respectively. CE
and HLA-DR were also studied in 65 gastrectomy specimens either histologi-
cally normal or affected with chronic gastritis of different severity. While HLA-
DR was absent in normal gastric epithelium, weak CE immunostaining was
found at the base of normal superficial/foveolar cells. De novo expression
of HLA-DR and enhanced production of CE characterized H. pylori gastritis.
These findings were mostly evident in active gastritis, where heavy staining
was found in foveolar and neck epithelium by both CE and HLA-DR antibod-
ies. Ultrastructurally these cells showed a striking expansion of the endocytic-
endosomal compartment, at times containing H. pylori antigenic material.

Conclusions: (1) CE is a specific marker of lymphoepithelium, where it is
usually coexpressed with HLA-DR, (2) CE is widely overexpressed (together
with HLA-DR) in IBD as well as in H. pylori-associated chronic active gastritis,
(3) the development and/or expansion of an epithelial compartment with the
capacity to process (CE+) and present (HLA-DR+) antigens to T cells may be
relevant in maintaining long-standing inflammation typical of such diseases.

11871 Thoracoscopic Vagotomy without Drainage: A
New Technique for Treatment of Chronic
Duodenal Ulcer

K. Rakkad, H. Rihani, A. Arabiat. General Surgery, King Hussein Medical
Centre (K.H.M.C.)

A total of 40 patients were considered for thoracoscopic vagotomy: 37 males
and 3 females. The age of the patients ranged from 21-60 years with a mean
of 35 years. All the patients had a long history of chronic duodenal ulcer dis-
ease with a mean duration of symptoms of 6.5 years. Out of the 40 patients
29 were presented with intractability, 6 with haemorrhage, 1 with perforation,
2 with anastomotic ulcer and 2 patients with recurrent ulcer after highly se-
lective vagotomy. The median operating time was 35 minutes with a range
of 15-80 minutes. There were no deaths, but major complication occurred in
one patient, he developed massive surgical emphysema 2 hours post opera-
tion due to ruptured emphysematous bullae during the process of lung infla-
tion at the end of the procedure, managed by a chest tube with a low pressure
continuous suction. The mean post operative hospital stay was 2.4 days. Fol-
low up upper endoscopy 2 months post operative showed ulcer healing and
urine acid study done 3 months post operative indicated complete vagotomy
in all patients. Post operative assessment of gastric stasis included clinical
fullnesses, or/and vomiting, barium meal and upper endoscopic studies. One
patient developed signs of gastric stasis 48 hours post operative, managed
by gastrojenjensotomy through minilaparotomy. Another patient developed
stasis 3 weeks later and had pyloroplasty.

Thracoscopic vagotomy without drainage is an effective and elegant
method in treating chronic duedenal ulcer

1188 Laparoscopic Vertical Banded Gastroplasty
H. Lonroth, E. Haglind, L. Lundell, L. Olbe, M. Olsen. Department of
Surgery, Sahlgr6ns Hospital, Gothenburg, Sweden

With the development of staple instruments for laparoscopic use a new op-
tion for minimally invasive bariatric surgery has been provided.

In the period October-December 1993 eleven patients underwent vertical
banded gastroplasty through laparoscopic approach. Patient selection was
the same as for open bariatric surgery.

The operation was performed mainly according to Mason with a gastric
window made by a 25 mm circular stapler, and the vertical staple line with a
60 mm four-row linear stapler. The stoma was reinforced by a Gore-tex band.
Calibration of the stoma was made with a flexible 9 mm tube or a 10 mm
gastroscope.

No patient had to be converted to open surgery during the initial perfor-
mance, but 2 patients were reoperated: One laparoscopically for reinforce-
ment of a vertical staple line defect caused by a gastric tube. The other patient
was reoperated openly on the first postoperative day because of a rupture in
the vertical staple line. Compared to a reference group of 35 obese patients
operated with open bariatric surgery, the laparoscopic group had less postop-
erative pain and were more rapidly mobilized. Several patients were capable
of returning to full activity within two weeks after the operation.

It is concluded that a vertical banded gastroplasty can be performed with a
laparoscopic approach using staple instruments now available. Postoperative
results indicate that the patients will have a shorter postoperative recovery
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