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Welceme' address

"The 13th International Congress qn Stomach Diseases is the first
meeting in the field of gastroenterology to be held at the University of
Antwerp. Our, University. is & young one; it emerged from the planning .
stage less than tenyears ago and our Academic Hospital has now been
fully operationakfor only one year; therefore, we feck proud mdeed to
welcomeysuclt a distinguished international gathering. . ‘,
. The'Bupepean Society for Gastrocamera Diagnosis and Endoscopy,
which I -have had the honor. to preside for the past-two years,. was
founded in Berlin in 1970, at the initiation of Professor Oshima from
Tokyo. At the time it had strugk - members of the Japanese school that

~ there were no reports on the incidence of early gastric cancer in Europe

and it was not clea.r whether the epidemiological distribution of this
type of malignancy was only limited to Japan, or whether the ‘disease

. was perhaps simply not diagnosed as such in Europe. Therefore, the
first aim of the European Association for Gastro-camera, as it was then
called, was to find the answer to this question. Within the Association,

“a ‘school eyol\ibd whicg thoroughly familiarized itself with gastro-

: muohmqw lts most prominent members were Professor K.

Heisikel,; Stutigart; Dr. 'W. Bergemann, Berlin; Professor H. Reissigl,

Innsbruck Dr. W. Mbckel Cologne; and Professor- J.M. Kimmig,

Stuttgart. Within a very short time, the Association’s first aim was

achieved when it was established that early gastric cancer did occur in

Europe but escaped detectlon owing to a lack of suitably adapted diag-

nostic techniques.

For ten years now, our Assocnatlon has made efforts to get this
~ message through, and this has been done by organizing 12 symposia
and 16 courses, all relating at least partly to the usé of the gastro- .
camera. Over the past 10 years, progress in the field of endoscopy has
been extensive, and new areas have been explored, such as the small
intestine and the colon; and as the fields of investigation became wider,
it was decided in 1980 that the Association would attempt to tackle
these problems as well. Hence, its present name: ‘European Associa-
- tion for Gastro-camera Diagnosis and Endoscopy’. Because-of this
change of strategy, I.could opt for a broad selection of problems to be
dealt with at the present congress. For our Association this means that
we are following a new path, with new aims and objectives.

I believe to be acting in the spirit of this congress by confining myself
to what is essential; I would therefore conclude my introductory
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remarks by expressing my gratitude to the European Association for
Gastro-camera Diagnosis and Endoscopy for giving the opportunity to
organize this congress and for its substantial financial support; the
* Flemish Society of Gastroenterology and the Belgian Association for
Endoscopy for their share in the organization of the Congress; the
Belgian authorities, the University of Antwerp, the National Institute
of Scientific Research, the Ministry of National Education, the Minis-

try of Flemish Culture, the pharmaceutical industries, especially-

Janssen Pharmaceutica. A special word of thanks should go to Her

Excellency Mrs. de Backer, Minister of Flemish Culture, for her.

willingness to elucidatr ‘he position of the Flemish community today.

Finally I would thank all those whose cooperation made it possible
for me, personally, to fulfil my tasks in the organization ‘of this
meeting: the secretaries; for ably carrying out a‘variety of tasks; my
colleagues, for taking over a part of my clinical activities; and, last but
not least, my wife, Rita, for her dehcatb and creanve help

Yvan van Maercke
Congress President
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DISB\SE

Stanislaw J Korrttnek and Janusz S. Sw1erczek
Institute of Physmlogy Medical Acathny Krakow, Poland

Sec:elumofgastncamdisgena:allycomnhredtoplaya
paramount role in-the production and maintainance of .gastroduodenal .
ulcerations and most current therapeutic measures, irrespective
mgnmcologicalorsuzgwalaredﬁignedtoredmettus

'Ihis review will bnefly discuss major gastric secretory v
disorders in duodenal ulcer (DU) da.seaseardt}m.rphamacologlcal
treatment.

Gastric gc:.d secretory capacity

Since the classic study of Card andMarks in 1960 (2) t‘negastric
acid response to maximal stimulation is considered t@ reflect the
wparietal cell mass" and is'used as an index of the number of these
cells in the stamach. DU disease consists of heterogenous group of
dlsordersduehoavanetyofmmmlcauses o i

An increased :secretory ty:.smeotttnsed;sctdersaxﬂcmcems
- only. a-portion of BU patients:In the majority of Di patients, :
the secretory capacity to secrete acid:does not differ, howewer,
from that in healthy subjects. This-overlap of maximal secrétory
datamspausweumthuaaﬁsuﬂyofcmmwmmﬂunt-
only a portion of DU patients extamined show greater mumber of the
parietal cells thamn control ‘subjects without uléer disease.
In addition to increased secretory capacity, DU patients may secrete
more acid because of the hypersensitivity of &he panetal cells .
to exogenous and endogenous: stimulants (5).

'mequestlmmmmtherml;atmntsshommmlauvely.
higher secretory capcity and greater sensitivity to secretory
stimulation respond in some unusual way to secretory inhibitors and
whether their secretory capacity can be affected by the prolong - -
medical therapy. These questions have been answered only recently . -
vtnenpouht‘gastrichﬂﬁhltorsmnhasﬂz-blockersbecamamlable
Indeed, it was reported that metiamid is"less effective inhibitor in
DU patients than in healthy subject suggesting that gastric secretion
mmismreﬁs’taﬁtﬁosecretoxymlﬂbitlmﬂ\aninmml ;
subjects (14). = ~

Thequestimofwhetherthairmeasedsecretm:ycapamtyinw
patients could be changed by prolong treatment with potent gastric .
inhibitors seems to be important because both the "breakthrough"
recurrences during maintenance therapy -and recurrences after
ceassation of treatment with H,-blockers has been attributed to the
increased secretory capacity secrete acid and pepsin.




Spence et al. (13) reported that 3 months treatment reduced same-
what the maximal secretory capacity. Other studies, including .our
own, gave different results. Six week treatmentwith ranitidine fail
to reduce significantly gastric acid secretory capacity in DU :
patients (8). It can be concluded that a secretory capacity remains
~unchanged even after prolorg treatment with potent antisecretory
campounds such as ‘Hy= receptorblockers. On the other hand, it has
been reported that following ceassesion of the prolong cimetidine
treatment, the parietal cells show an increased sensitivity to secre-
toxy stimulants (1). ‘

Cephalic phase of gastric secretion

‘

, The regulatim of gastric secretitn in the intact stomach 1s
ane of the most camplex ‘physiological procéssés’in the body.
Secretion of acid depends upon the interplay of various neural and
I'nxmralsdtmﬂ.antsarduﬁﬂb1tors.'1‘hemjor ‘physiological stimilant
of acid secretion is an ingestion of meal and the digestive period"
of secretion can be clasically devided into three ~partly overlapping
phases, the cephalic, gastric and intestinal.

The cephalic stimulation "turns on" gastric secretory processes
in response to various stimulants acting in the region of head. Since
it involves the excitation of vagal nerves which may show higher -
"tone" or "drive" in DU patients, one should expect that 'this .
pat;entsslnﬂ.dmetamacﬁmresponsetoce;halicstimh—
-tion-than healthy subjects. Indeed, the mean peak acid output in
responsetottnsstamlat:mtandstomachhlghervaluesmm
patients as compared with healthy controls. This does not seem to
reflect, lnnever,anynorevmm:sreacnmofttnswmdltova-
galst:mﬂ.auonbutpmbablyresultsfrmgzeabersecmtory@acmy

in t.he“sepaj;:mts {5y 1L} . ’I.‘hes!mﬁeedmg indmgd:pad: ac:dn,aecze-
tion:was closely con:elated with the peakacid gl'eﬁpmse m~pentagas—
trin in both healthy subjects-and DU.patients::

According to.classic concepts, 'meﬂeph&llcm st:imlata.m
of gastric secretion is.mediated entirely, by vagal nerves and '
involves at least two cafiponents; 1. dirett cholinergic at.tmlat,ion
and sensitization to other stimuli and 2. vagal release of gastrin.-
mfustcammtseatstoheqmtewelldoamntedb\xtewdmoe
for the vagal release of gastrin is’ inconclusive.

‘ Altlnzghthecamtmversyregarﬁmgthevagal release of gastrin
remains, there is little doubt that atropine, which presumably
blocks the muscarinic receptors, significantly raises serum gastrin
response while reducing acid secretory response to sham-feeding (7). ,
Thlshasbeenmtexpretedthatvagalnervescmmamdblmergic b
inhibitory f:.bersfortheG—oellswlu.chareblockbyatrcpmeleavmg
mqposedstamlatorypaﬂzwayanicausmgannnreasemsenm
gastrin response to sham-feeding. It is of interest that pirenzepine,
amvela:ﬂtnghlyselectlveantlmxscamucblocherwcapableof
suppressing gastric acid response to sham-feeding without affecting
serum gastrin level (7). This indicates thatt.hecorx:eptofthe

inhibitory clnlmerg:.cnerves forﬂleG-cells:quuestimxable,



probably, various subclasses of muscarinic receptors are available.
Although it is generally accepted that Ach plays a major role
-in direct vagal activation of parietal cells during caphalic phase
stimulation, there are some indications that hJ.stamine and H,-recep-
tors may also be involved in this stimulation. H,-receptor antago-
nists such as cimetidine or ranitidine, are le of complete
suppression of sham-feeding induced gastric secretion without
affecting serum gastrin level (8). This could be explained that
either histamine is released by vagal excitation and plays a predo-
minant role in vagal stimulation of parietal cells or that histamine
is a final mediator of cholinergic stimulation of these cells. It
remains to be established which of these concepts is correct.

Gastric and intestinal phases of gastric secretion

The presence of foodmtlestmachlstl'emstpotentst:.tmla
nt of acid secretion due to activation of the secretory machanisms
of both gastric and intestinal phases of gastric secretion. The post-
prandial secretory rate may reach, particularly in DU patients, the
level similar to that obtamed by maximal stimulation by gastrin or
histamine.

The mdjor components of gastric secretion induced.by the meal
- in the stamach include - 1. gastric distention activating reflexes
with efferents to both the parietal cells and G-cells, 2. direct
chemical stimulation of the parietal cells and G-cells by peptic
digest, 3. the release of histamine in the gastric and intestinal
mucosa. The mechanism of intestinal phase, which overlaps the
gastric phase is not fully explained but the release of various sti-.
mulatits sach as enterooxyntin, gastrin and histamine may be impli-
cated. DU patients tend to release more gastrin after a meal and to
exhibit more prolong postprandial secretion than healthy subjects.

Since the gastric phase provides most of the stimulation for
the oxyntic glands in the postprandial period, most of the studies .
related to the pharmacological action of various drugs were performed
during this particular phase. Anticholinergics are considered to be
rather poor inhibitors of postprandial secretion and are known to
enhance rather than inhibit gastrin response to feeding. Recent
studies with pirenzepine at dose level, which has negligible side
effects, show that this drug is effective inhibitor of meal-induced
secretion and, unlike atropine, suppresses‘serum gastrin response (10)
If this findmgprwes to be correct, our view on the role.of
muscarinic receptors in gastrin release and in gastric acid secretlm
will require modification.

In spite of rather minor role attributed previously to histami-
ne. in gastric or intestinal phases of acid secretion, the most effec-
tive inhibitors of postprandial secretion appear to be Hy-receptor .
antagonists. Since these agents do not affect serum gastrin response
to a meal, the major mechanism of the inhibitory action on acid sec-
retion is a direct suppression of the activity of the parietal cells.
Indeed, the electrone-microscopic examination of the parietal cells
has shown that the treatment with cimetidine produces an ultrastruc-

tural appearance of rest:ng state, desplte continuing secretory stimu-
lation.



- The spectrum of gastric 1th.bJ.tozy effects of -bloders is
rather wide. These agents not only inhibit histamine ted
gastric secretion but also suppress the secretory response to all
secretagogues so far studied (8) . This ubiquitous nature of gastric
inhibitory effects of Hy-blockers has clear therapeutic implications
but so far it remains unexplained. It has been suggested that these
general inhibitory effects indicate the involvement of histamine as
final camon mediator for all other secretagogues of the parietal
cells, It is of interest that in "in vitro" studies, Hz-blockers
are direct inhibitors of the isolated parietal cells. They were
found to suppress histamine but not gastrin induced secretory activi-
ty of these cells. This actually contrastswith the cbservation in
vivo vhere H_-blockers are actually effective against all modes
of secretoryzstnmlatlon (12) .
The phamacologlcal analysis of the type of interaction between

H_-blockers and various secretagogues shows, that the kinetic of
gastrlc acid inhibition by these drugs depends upon the type of
secretagogues used. In man, Hz—blockers appear to inhibit catpet:.t:.—
vely histamine induced secretion but non-competitively - pentagastrin
induced secretion. ﬁusdlsagreesmﬂlanmufledcohceptthatﬁz
-blockers abolish histamine mediation in the action of other secreta-
goguesandsuggests the possibility thati-hednxgmymveaﬂy
sensitization of these cells.

Prostaglandins (PGs) and gastric secretion e : 3

PGs of E and I series are generated throughout the gastro-
-intestinal tissues particularly in the stomach. Methylated analogs .
of a.rethemstpotemtnﬂubltorsofgastrlcaadsecreum
'Ihepsegslgethylana.'l.ogsnotmlyhave gastric antisecretory actions
severaltinesgmaterﬂanttnseocctmnqaaﬁnllyh:talsoﬂ:eyam
effecuveafteroralqrmh:amtestimladnﬁgtzatign
highly effective particularly against meal F
Eima:ﬂtxaveamlqlxeabllltyofpmt:mﬂlew:al
rise in serum gastrin level. Their inhibitory . A 2
results from direct action on both the parietal ce G—Cel;s
Recent studies on the isolated parietal cell preparat.{m showed that.
PGsreducehxstammebutmtgastrmstmulatedsecreto:yacuvity
of these cells (12) . In addition, PGs exhibit "cytoprotective"
effect on gastrointestinal mucosa which will be the sibject of -
special lecture during this meeting.

Oneofthemststrlkmgplmmmmwmchlsevmentmthe
pharmacological .control of gastric acid secretion is the interaction
and sumation of the effects of various inhibitors. The combination
- of gastric inhibitors such as Hz—blockers and anticholinergics was
shown to augment and prolong the inhibitory action of the individual
drug acting alone. Similar additive interplay was described between
methylated PGE analogsarﬂant:.choh.nerg:.cs The basis for the
cambination ofzhlstanune and cholinergic blockade is the presence
separatereceptorsmesforhlstmmeandcmmxergicst:mlantsm
the parietal cells. Such a cambination of gastric inhibitors may be
clinically valuable because it allows to reduce the dose of inter-
acting drugs and reach more pmlong inhibitory effect on gastric
acid secretion.




