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HMMYHOJIOTUYECKAS XAPAKTEPUCTHUKA
XPOHHYECKOTIO TACTPHUTA

P. M. Vii6o, B. Il. Canynepe

LUMHHJT 1 xadenpa daxyabrerckon Tepanux
Tapryckoro rocyaapcerBeHHOro YHHBEpCHTETa

B nocnennne roaw R. G. Strickland u 1. R. Mackay [1] nokasaau,
4TO XPOHHYECKHH TaCTPHT, NPH KOTOPOM BCTPEUAIOTCH AHTHTENA K
OOKJIaOYHEIM  KJIEeTKaM KeNyNKa, CYLIeCTBEHHO OTJHYAeTCH OF
TacTpHTa, npoTeKaioulero 6e3 Takux aHTHTeN. Tak, aHTHTeNa K 06-
KJ3[I0YHBIM KJI€TKaM HaGJII04a/HCh IPEUMYILECTBEHHO IpH racTpure
T€Nd JKeMylKa W NPH BEICOKHX 3HAUYEHHSAX TIacTpHHA CBIBOPOTKH,,
MEKIY TEM aHTHTeNa OTCYTCTBOBAJH TPH aHTPAJIbHOM racTpHTe,
KOTOPBIl CONPOBOXKIAJCA HH3KHM KOJHYECTBOM FacTpHHA B CHIBO-
potke kposu. Onupasick Ha 310, R. G. Strickland u I. R. Mackay
BbIICTHIH [Ba NATOreHETHYECKHX THNA XPOHHYECKOro racrpura:
THI-A (TaCTPHT C aHTHTEJNAMH K OGKIALOUHBIM KJleTkaM) u Tun-B
(racTpur Ge3 anTHTEN K 06KAAL0UHBIM KJIeTKaM).

Omnako 6BIO0 MOKa3aHo, uyTo QyHAANbHEIR ¥ aHTPaJbHBIE TacT-
PHT 4acCTO coyeraloTcss APYr ¢ APYrOM H YTO TaKKe M NOPH TaKoH
JIOKAIHIALUUN TaCTPHTA HEPEAKO HaGMIONAIOTC HMMYHOJOTHUECKHE
casurn [2—9]. Tlostomy G. B. J. Glass u C. S. Pitchumoni [6] mpen-
JOKHJIH 0GO3HAYHTD CIy4aH COBMECTHOTO (BPYHAANLHOTO H aHTpaJib-
Horo racrputa tunamn AB+ n AB—, rze mmoc ykasmBaer ma
HaJ/JHuhe, a MHHYC — Ha OTCYTCTBHE aHTUTEJ K OGKJIAZOYHBIM KJICT-
kaM. Ho B To e Bpemsa kak R. G. Strickland u I. R. Mackay, tax
1 G. B. J. Glass u C. S. Pitchumoni YIYCKAIOT U3 BHAY HEKOTODHIe
BECLMa BazKHEle MOMEHTHI, 06Jajaiollie, 10 HAUIEMy MHEHHIO, cy-
IECTBEHHLIM 3HAYEHHeM IJIsi OHHMAHHS [aTOTeHe3a XPOHHYECKOro
FacTpHra.

Bo-nepsuix, B stux xaaccndpukanusx HMMYHOJIOTHUECKHE 0COGeH-
HOCTH XpPOHHUECKOTO TracTPHTA OLEHHBANHCH JHIObL NPH TOMOLLM
OMPEAE]CHHA DEAKUHH HEeMEJJIEHHOH TMNEePUYYBCTBHTENLHOCTH (T. e.
NYTEM BBIABJEHHS XKeJTyNOYHBIX aHTHTEN), XOTA PeaKIUH 3aMelJcH-
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HOH THIEPYYBCTBHTEJIBHOCTH MNPH XPOHHUECKOM TacTpure MOIYT
HTpaTh, N0 MeHblIe Mepe, CTOJb XK€ CYLIECTBEHHYIO pOJb 12, 3,
10—13]. Tem He MeHee, y OOJNBHHIX C aramMmarJjo6ynuHeMuei BO3-
HHKHOBEHHE HMMMYyHOJOrHYecKoli (OopMbl XPOHHUECKOro TracTpuTa
BO3MOIKHO JIHIIb NPH YYacTHH 3aMeNJIEHHOH TMIepudyBCTBHTENBHO-
CTH, IOCKOJIBKY TyMOpaJbHOe 3BeHO HMMYHHOH CHCTEMBL HE ABJIACTCH
untakTHBIM [10, 11].

Bo-BTOpHIX, STHMHM aBTOPAaMH He YYHTHIBAJIHCH HMMYyHOJOIHHE-
CKHe DeaKIfi N0 OTHOLICHHIO K CJH3HCTOH aHTpaJbHOH YacTH XKe-
JIYAKA, XOTSl BO3MOZKHOCTb MPHCYTCTBHS TaKHX peakuuil OpH ract-
pHuTe MOKa3aHa PsALOM APYrHX aBTOPOB [2, 3, 14].

B-TpeTbHX, B YNOMSIHYTHIX KJacCHQHKaUUiX paccMarpHBaJHCh
TOJBKO aTpoduyeckue GOpMbl TacTpura, HeCMOTps Ha TO, UTO B JH-
TepaType AOBOJBLHO YacTO AEMOHCTPHPOBAJHCh MKEAYHAOUHBIC anTH-
Tesa W npHu racrpute 6es atpoduu [15—18]. To Hamwemy MHEHHIO,
YCTAHOBJIEHHE NAaTOTeHETHYECKHX ocobeHHOCTeHl XPOHHUECKOTO racT-
PHTa B €ro HayaJbHBIX CTAJHAX HMEET BECbMa BAKHOC 3Ha4YeHue,
eCJIM MMeTh B BHAY TO, YTO HavyajabHOE (noBepXHOCTHOE) TOpaxeHne
C/IM3HCTON JKeJNYJKa, BO3MOXKHO, BJSETCS OOPATHMBIM BCICACTBHE
JegeGHOro BO3AelicTBHS. HanpoTus, NpH aTpOQHIECKHX H3MEHECHHAX
CT3HMCTOH JKeMY[Ka, NaTOreHeTHYeCKoe JeyeHue BPsL JH 1aeT Olly-
THMHE sbdexr [19, 20].

Hcxonss #3 BBHIIIEH3JOXKEHHOTO MBI IOCTABHIN IEpe coboi
1eJb — H3YYUThb Peaxkuuu HeMeAJJeHHOH H 3aMeJUIeHHOH THIepYyB-
CTBHTEJBHOCTH K aHTHTEHAM CJH3HCTOMH byHIansHOH H aHTpasbHOH
YACTH KENYAKA B 3aBHCHMOCTH OT JIOKAJH3ALUHA M TAKECTH XPOHH-
YecKOTrO racTpHTa.

Martepuas ¥ MeTOAHMKaA

Bcero uayueno 98 jnl, H3 KOTOPBIX Y 24 6bi1 HyHAAJLHBIA TacT-
pUT, y 25 — aHTpa/bHBLIH TacTpHT, ¥ 34 — mauractput (T. e. rac-
TPHT, HAO/IOAAIOHACS OHOBPEMEHHO B 06eHx yacTax Kejayjnka) H
y 15 — HopmaJjibHasl CIM3HCTas Keayakd. Cocrosiiye CJAU3HCTOH
060I0UKH JKEJYAKA y BCeX OGCTENOBAHHBIX JIHL ONpPefesfpoch Ha
OCHOBAHWH H3YUYEHHS KyCOUKOB QYHAANLHOM H anTpaJbLHOH CIH3HC-
TOll JKeJyAKa, MOJyYeHHBIX IpH IOMOIIH NpHilebHOl racTpobunorn-
" CHH, ¥ OLEHHBAJH MO OGLIETPHUHATHIM KPUTEPIAM KaK HOPMAaJbHOE,
MAH AMATHOCTHPOBAJH TacTPUT Oe3 arpodun 1t arpodHueckHuii ract-
puT QYHAANLHON H aHTpaJbHOM YACTH XKeaydKa [15, 21].

'C HeJipio BHISBJEHHS HMMYHOJIOTHICCKHX peakiil HeMeJIeHROTO
THMA ONpelessIuch IUPKyJIHpYlOUue anTirena i 06KJIaL0UHBIM
KJeTKaM ¥KeJyJAKa IO METOAY HeNpAMOH HMMYHOMJIYOpeCHeHIINH
A. H. Coons n M. H. Kaplan {22]. AnTHrenaMu CJIYZKH/IH KpHOCTAT"
Hble cpe3bl M3 CJH3HCTON O0OJOUKIl Tera JKeayaka (ombiT) W M3

noukH (KOHTPO/b) 6esofl KphICDL.
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HMMuyHoMOrHYecK e peakunn 3amenientoro THIIA ONpeReIsANUuCh
TIpH MOMOLIH TecTOB GiacTTpaHchopMalmy JMuMouHTOB [23] H TOP-
MOZKEHHST MHTPAlHH JIEHKOLHUTOB B arapose [24]). B kauectBe aurtu-
ICHOB B 0GOHX TecTaX NPUMEHSUIHCH BOAHO-CONEBDLIC 3KCTPaKTHI
THCTOIOTHYECKH HOPMAJbHOH CJOH3HCTOH OGOJIOYKH byHzanpHOf H
aHTPAJbHOM UACTH JKeJyAKad, NOJYIeHHbe OT GOJbHOIO ¢ O-rpynmoit
KDOBH, ONEPHPOBAHHOIO MO NOBOAY A3BHI JABeHaNUaTHIEeDPCTHOH KHII-
KH. BBIIH HCIIOMB30BAHBL CIEAVIOUIIE O3Bl AHTHICHOB: B TecTe GJacrt-
TpaHchopManun — 0,5 Mr/ma ais byumanporo u 0,6 mr/ma ais
duTpaIbHOTO AHTHIEHA, B TecTe TOPMOMKEHHS MHIPALHH JeRKOLH-
TOB — COOTBETCTBEHHO 2,5 Mr/ma u 3,0 mr/mJa1. KoHUeHTpauun anTu-
TEHOB BLIpAZKEHb 10 KOJHYECTBY Oe/Ka B HHX, HAHTCHHOrO IpH 1o-
Mot GHypeTOBOH peakiuy.

MeToRHKH HCIOIb3OBAHHEIX TECTOB OMHCAHE Gosce nogpo6HO B
HalIHX npeApnymHx pa6orax (V. Salupere u coasr. [2], B. I1. Ca-
Jyuepe n coasr. [3], B. IT. Caaynepe u P. M. Yii6o [25], R. Uibo u
V. Salupere [26]).

Pesyabratet 1 nx oGcyxpenue

PesynbraTsl nposemenubix ncesenosammi NI0Ka3aJH, 4TO XPOHH-
UECKHH racTPHT, HE3aBHCHMO OT JIOKaJH3alHHU (rabn. 1 u 2) u 1a-
AKECTH IIOPAXKEHHS CIAH3HCTOH (Taba. 3) Moxker CONPOBOKAAThCS
UMMYHOJIOTHUECKHMH PeaKLUSMH 110 OTHOINEHHIO K AHTHIGHAM CJIH-
BUCTOH zKenynka. OKasasock, YTO B 3HAUHTENbHOL YacTH CJyuaes
XPOHHYECKOrO TaCTPHTA C MOJOXKHTEIbHBIMH HMMYHOJIOTHYECKHMHU
PCAKIHAMA HAGMIONAIOTCA CABHIH NMPEHMYLLECTBEHHO B THIIepUYBCT-
BHTEJbHOCTH 3aMC/JIEHHOIO THIA, NPHTOM KaK K byHAaabHBIM, TAK
I K aHTPaJIbHBLIM aHTHTeHaM Keayaka. Takum o6pasoM, Ha OcHOBa-
RIII PE3YJIbTATOB HAILIHMX HCCJIeLOBAHKN MOMKHO OTMETHTb, UTO CABHTH
HMMYHHOH CHCTEMBI Y GOJIbHBIX XPOHHUECKHM TacTPUTOM, HE CBf3aH-
HBIM C NEPHANIO3HOA aHeMHed, peacTaBieHb Gosee pasnoobpasno
H HAOJIOAAIOTCST ualle, YeM 5TO H3BECTHO U3 TIPeXKHUX HMMYHOJIOTH-
HUCCKHX HCCI€0BAHME XPOHHYECKOTO TacTpITa. [Tostromy mummymo-
JIOTHUCCKYIO  K/TaCCHOHKANMIO  XPOHHYECKOro FacTpuTa CcJjaeayer
AONOTHHTL TEMH CJIY4aAMH TacTPHTA, NpH KOTODBIX OCHOBHLIM H
OPOH eJAHHCTBEHHBIM NPHIHAKOM H3MEHe s HMMYHOJIOTHYECKOH
PEAKTHBHOCTH OPraiu3Ma SIBJAAIOTCH MOJOKHTEbHEC peaxuui sa-
MEAIeHnoro tuna. IIpn 3ToM HalO YYHTHIBATD He TOALKO HMMYHO-
JIOTHYECKHE DEaKUHH 10 OTHOLIEHHIO K bynnansHo# camsicroi
KEIyNKa, HO 0013aTEJbHO H PEAKIHH 110 OTHOLCHUIO K AHTPANLHOMN
CJIH3HCTOR IKeJaYIKa.

IIpucyrerBiue ummyHoMOrHUCCKIX Peakmuil y HeKOTOPEIX JuI c
HOpMaJIbHOH CIU3HCTOR o6pamiaer Ha ceGs BHHMAHHE, MOCKOJILKY
H_IPYTHMH aBTOPAMH y 3XOPOBBIX JIHIL OTMEUEHb! KaK auTHTeNa K
O0K/Iaf0UHBIM KJIeTKAM [16—18], Tak u peaxuun THIIEPYYBCTBHTEIL-
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Ta6aupga 3

Mokasareau HacTOTb! HMMYHOJOTHYECKHX peaxuuﬁ 3aMeaJIEHHOIo THna
B 3aBHCHMOCTH OT BbIPaXKEHHOCTH XPOHHYECKOro racTpura

Tactpur B dynayce

YHes0 ML ¢ ToM0KHU-
TEJbHBIMH TeCTaMH
Yueio NoA BJUSAHHEM (yH- Hneno i c
06C.ﬂeﬂ0- AaJILHOTO aHTHTEeHa TOJ0KHTEIbHBIMH
HMMYHOJIOTH-
BaHHbIX Tecr Gnacr- | Tecr Top- YeCKHMH
JIHIL TpaHchopma- MOKEeHHS peaKkuusAMH
UHH JHMOO- MHIpalyH
LHTOB JIEHKOLHTOB
Tacrpur Ges
atpodun 26 5 2 6
ATtpoduyeckuit
FacTpuT 30 2 7 8

Tactpur B antpyme

Yueso JHL ¢ 100K H-
TeJbHBIMH TECTAMH
Yucno nol BAMSHHEM aHT- Hncao anu ¢
OSCHQZIO- PAaJIbHOTO aHTHIeHa NOJIOXKHTEJIbBHBIMU
BAMHBIX T HMMYHOJIOTH-
: ecT 6aacT- Tect Top- YeCKUMU
JIHIL TpaHcdopma- MOKEeHHS peakuusaMy
UHH JUMbpo- MHUTpalHy
IHTOB JIeHKOLUTOB
Tactpur 6e3
aTpopun 35 6 3 9
Arpoduuecknit
racTpyT 24 3 2 5

HOCTH 3aMCNJIEHHOTO THIA IO OTHOWICHHIO K >KeJyZOYHBIM AHTHre-
Ham [2]. [lpuunna BbisBAECHHS UMMYHOJIOTHYECKHX PeaKUHUH y enu-
HHYHBIX JIHI C THCTOJIOTHYECKH HOPMAJBHON CJOH3HCTOMN KeJyaKa
MOXKeT ObITb CBA3aHA C TAKUMH H3MEHEHHAMH CJIH3HCTON Kenyaka,
KOTOpLI€ BCJICACTBHE HX CYOMHKDOCKONHYECKOTO HJH OYaroBOrO Xa-
paKkTeépa ¢ IOMOUbI0 NPHMEHSIOMHXCS IHATHOCTHYECKHX METONOB
00HapyKuTb He yaanock. Ho Heab3s He YUHTBIBATb U BO3MOXHOCTH
FeHETHYECKOH 00YC/JAOBJIEHHOCTH 3THX peaklUHi, TaK KaK y POACTBEH-
HHKOB GOJIbHBIX XPOHHYECKHM FACTPHTOM ¢ HOPMAJbHOH CJH-
3HCTOH 0GOJIOUKOl KeJyAOUHBle aHTHTeJa HabJMIOAAI0TCS [OBOJBLHO
yacro [27, 28].
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IMMUNOLOGICAL CHARACTERIZATION
OF CHRONIC GASTRITIS

R. Uibo, V. Salupere

Summary

24 patients with fundal gastritis, 25 patients with antral
gastritis, 34 patients with pangastrit}s and 15 persons with normal

by a fibergastroscope. The immunological investigations where
carried out by the parietal cel antibody immunofluorescence test,
lymphocyte blasttransformation test "and leukocyte migration
agarose test using the antigens of the gastric fundal and antral
mucosa. The results of our investigations showed that humoral and
cellular immunological changes were present in all groups of
patients with chronic gastritis and that they were found not only
in patients with fundal or antral atrophic gastritis, but also in

patients with superficial lesions of the gastric body or antrum
mucosa.
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IMMUNOLOGICAL ASPECTS
OF ATROPHIC GASTRITIS
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Atrophic gastritis has been construed as a chronic process
which usually starts as superficial gastritis {1}, then infiltrates the
gastric mucosa with lymphocytes and plasma cells, and subse-
quently extends into lamina propria. At this stage, it also affects
the glandular structures of the stomach and is called early atrophic
gastritis. From here on, the disease may either recede back {o
normal, remain stationary or progress to moderate or advanced
atrophic gastritis. The end stage of the latter may be gastric
atrophy [2], which is usually a burned out jesion of the chronic
inflammatory process in the fundus associated with pyloric or
intestinal metaplasia of the fundic glands [1—5]. Auto-immune
mechanisms may participate in the natural history of atrophic
gastritis [4—10]. It appears, however, that some forms of chronic
gastritis, like alcoholic antral gastritis or fundic gastritis after
partial gastrectomy, are not immunologically conditioned {7, 6. 10].

Several reviews on the subject of chronic atrophic gastritis [1—3,
6, 7] and immunological aspects of this disease {4, 5, 9, 10} have
been published. This brief article summarizes the contribution of
our laboratory to this area. ‘

Cellular hypersensitivity and atrophic gastritis

Cellular hypersensitivity may play an important role in the
production of some of the forms of atrophic gastritis in man. It is
probable that B and T lymphocytes and plasma cells that produce
and carry antibodies may infiltrate the gastric mucosa and
contribute to the impairment of the growth and function of gastric
secretory cells.
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Brus et al [11] in our laboratory used direct fluorescent Coon’s
test on gastric biopsies with fluorescein-labelled anti-immuno-
globulin A (anti-IgA) and anti-IgG for detection of immuno-
globulins in lymphocytes and plasma cells infiltrates in the gastric
mucosa. While their content was very small under normal
conditions, in atrophic gastritis, especially in pernicious anemia
(PA), the number of [gA-containing cells was markedly increased.
Other authors [12] found also a marked increase in IgG-containing
cells in PA. A large proportion of these cells carried gastric auto-
antibodies to the gastric mucosa.

Many authors found derangements of cellular immunity in
atrophic gastritis by using the macrophages migration inhibition
test {13—18], also in its new modification on agarose {19—21], and
by the lymphocytes blast transformation test {22, 23]. The yield of
these tests has been relatively considerable in cases of gastric
atrophic lesions due to PA, when gastric mucosal extracts
preparations containing the partly purified intrinsic factor (IF)
were used as antigen. Here they reached 70 to 809%. However, in
cases of non-PA atrophic gastritis, especially when crude mucosal
extracts from the fundus or antrum of the stomach were used, the
yield was rather low and ranged from 0 to 20% {21, 24—26).

More recently, a modified skin window technique of Black and
Leis {27] was applied in our laboratory 28] to the study of gastric
cellular hypersensitivity in 57 patients with gastric disorders. This
method is based on the reading of the histological pattern of the
exudate which is collected from the abraded skin of the forearm of
the patient to which a cryostat frozen section of the autologous
gastric biopsy of the same individual is applied for 24—28 hours.
The normal histological response consists of a mono-layered sheet
of polynuclear and/or histiocytic cells and macrophages in a
compact-like arrangement. The abnormal cellular pattern that was
obtained in 259% of patients with atrophic gastritis at various
stages of the disease, consisted of sheets or aggregate groupings
of lymphoid cells with basophilic cytoplasm. The incidence of
positive hypersensitivity reaction obfained by this technique [28]
was higher than that obtained by other authors who used routine
skin tests in atrophic gastritis {26, 29]. The additional advantage
of this test over the other skin tests is that it uses autologous tisstue
and thus avoids viral hepatitis infection.

Humoral immunity in atrophic gastritis

The cellular [13—29] and humoral [4, 5, 30—37] mechanisms of
immunity probably both participate in the complex entity of
atrophic gastritis in man. Both of them appear to interreact jointly
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in production and maintenance of this disorder. The presumptive
role of circulating gastric auto-antibodies in atrophic gastritis
appears to be supported by the results of the studies from our
faboratory.

We became interested, with Elizabeth Jacob [38, 39], in the
problem whether or not the circulating IFA bind directly to the
IF at the site of its production, that is in the parietal cells of man.
We have demonstrated this indeed by indirect Coon’s test
in vitro in the normal human gastric mucosa. After the IFA-
containing IgG, separated by column chromatography from PA
serum, was added together with fluorescein labelled anti-human
IgG serum to the normal human gastric mucosa, a complex of
IF and IFA formed under the parietal cell membrane (Fig. 1). This
complex fixed complement, if a fluorescein Jabelled anti-comple-
ment serum, anti-IF I1gG and normal complement-containing
serum were added to the normal human gastric mucosa.

Another circulating gastric auto-antibody is present in the serum
of patients with atrophic gastritis, namely parietal cell antibody
(PCA). This is directed against parietal cell microsomal antigen.
It was described by Irvine et al {35] and by Taylor et al {36], and
could be demonstrated by indirect Coon’s immunofluorescent test
when normal gastric mucosa was exposed to the serum containing
this antibody and fluorescein labelled anti-human globulin {37].
When the PCA-containing serum was applied in vitro on the
normal gastric mucosa in indirect Coon’s test together with the
fluorescein labelled anti-complement globulin instead of the
fluorescein labelled anti-IgG, a destructive effect of the immune
complex formed in the parietal cells cytoplasm became evident
from the clumping appearance of this cytoplasm {38] (Fig. 2) We
searched, therefore, for indirect evidence of the tissue fixation of
complement in the stomach occurring also in vivo in patients with
atrophic gastritis and circulating gastric auto-antibodies. Indeed,
a decrease of complement level in the serum was found in our
laboratory in about /4 of patients with advanced atrophic gastritis
and in !/3 of PA patients with circulating gastric auto-antibodies
when we used the sensitized sheep cell assay [38, 40].

This evidence suggested that immune complexes might form
perhaps also in vivo in parietal cells in patients with atrophic
gastritis and that the immune complexes could form between the
parietal cell antigen, PCA and complement, as well as IFA, IF and
complement [41]. However, we were unable to obtain direct
evidence for the formation of these immune complexes in vivo in
parietal cells of humans with atrophic gastritis, neither were
complexes of IF, IFA and complement found in parietal cells of
patients with PA. Thus, the clinical significance of this finding
could not be corroborated. Moreover, the search by D. Lopes [42]
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Fig 1. Immunofluorescence under the membranes

of the parietal cells on incubation of human gastric

mucosa with fluoresceinated antihuman IgG and

IFA-containing serum of a rabbit immunized with
human IF-B,.



Fig. 2. Clumps of cytoplasm in human parietal
cells following incubation with fluorescein-labelled

globulin  and PCA-containing

anti-complement
human serum.



for circulating immunocomplexes in rats injected i.v. for a pro-
longed period of time with anti-rat IFA and with PCA gave also
negative results in our laboratory.

The incidence of the PCA in serum is different in different forms
of atrophic gastritis (Fig. 3). In our experience [40), it was highest
in patients with PA where it exceeded 70%, and it was lowest (3—
7%) in atrophic gastritis after subtotal gastrectomy, which is not

INCIDENCE OF PARIETAL CELL ANTIBODIES IN 74 CASES
OF ATROPHIC AND SUPERFICIAL GASTRITIS PROVEN BY BIOPSY
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Fig. 3. Incidence of parietal cell anti-
bodies in 74 cases of atrophic and super-
ficial gastritis proved by biopsy.

immunologically conditioned but probably due to the absence of
the trophic effect of gastrin [43—45]. It was intermediate in
idiopathic atrophic gastritis (36%), and in gastric cancer, which
did not develop on the background of PA (about 10%). The
incidence of PCA in patients with atrophic gastritis with intestinal
metaplasia had a similar pattern as the one noted in overall
atrophic gastritis without regard to the absence or presence of
intestinal metaplasia. The highest incidence of PCA was in PA
(71%), none after subtotal gastrectomy, and intermediate (36%)
in idiopathic atrophic gastritis.

Significance of circulating auto-antibodies
This was under discussion for many years [4, 46—49]. Lately,

we feel, however, that this problem has been resolved in the sense
that gastric autoantibodies actively participate in the natural
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history of gastric atrophic lesions and that they represent an
important agent in their dynamic evolution towards mucosal
atrophy. In association with N. Tanaka {51] and M. Inada [52], we
studied the effect of these antibodies in rats in vivo, on the mass
and secretory output of parietal and peptic cells in the stomach.
We had injected, intravenously, 3 to 4 mg of IgG daily for 6 to 12
weeks to several groups of rats totalling about 200 animals. The
IgG was separated on diethylaminoethylcellulose columns from
various sera, including that from patients with atrophic gastritis
and circulating PCA, sera of patients with PA having circulating
IFA and PCA, sera of rabbits immunized with human or rat semi-
purified IF and having circulating IFA against human or rat IF,
and finally sera of normal human beings and normal rabbit
controls.

Rats injected daily with IgG containing PCA showed a striking
and statistically significant reduction of HCI output aiter 6 weeks
as compared with controls {51]. This was still greater after 8 weeks
of daily injections of antibodies (Fig. 4). The result was confirmed
on mice by Kawashima [53). In the second series of experiments, we
injected rats with IFAs against human and rat IF and studied
their effects on the secretion of IF and pepsin. In the rat, both
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Fig. 4. HCI output per Kg on 68 rats after 6—38

weeks daily i.v. injections of saline, normal IgG

from human serum (IgGn) and normal IgG from
PCA containing human serum (IgGrpca).
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The output of HCI, IF and pepsin in control rats showed an
upwards trend due to progressive increase in weight of these
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Fig. 5. Effect of daily i.v. injections to rats of
rabbit IgG containing antibodies to human and
rat IF (mean of 8§ rats),

animals. In rats injected with gastric auto-antibodies, the tota]
mass of parietal and peptic cells became reduced from 110—130
millions to 70--9¢ millions, i. e, by about /s on the average,
The reduction was also statistically significant if calculated per
kg weight of the animals. This was also reflected by the decrease
of the mucosal thickness of the gastric Mmucosa, which also was
statistically significant.

A very remarkable feature of the hypoplastic mucosa of rats
injected with gastric auto-antibodies ~was the absence of any
inflammatory reaction and the lack of any cytotoxic damage to
parietal or peptic cells, This suggested that there was no cellular
hypersensitivity reaction under the conditions of these experiments.
Furthermore, the fact that the reduction of the parietal cel] mass
was detectable in rats only after 6 to 8 weeks of daily injections,
suggested the possibility that this effect was related not to
cytotoxicity but rather to the inhibition by the antibodies of the
maturation and growth of the parietal and peptic cells [55].

15



This concept was confirmed in the studies in our laboratory
by Lopes et al on rats injected for 8 weeks daily i.v. with 2 mg
doses of 1gG containing human antibodies to parietal cells or
rabbit antibodies to IF {56—58]. At the end of the study the rats
received 5 daily pulses of 0.7 microcuries of tritiated methyl-
thymidine and were Kkilled from 2 hours to 30 days after the last
thymidine pulse. The representative strips of gastric mucosa were
then processed for radioautography and developed up to 30 days.
Labelled and unlabelled cells were counted in adequate numbers
for statistical evaluation. A delay of maturation peak of parietal
cells at the onset and a striking reduction of labelling index of
parietal cells extending over the entire period of study were found
in rats injected with human antibodies to parietal cells as
compared with controls. Since parietal cells do not undergo
mitoses, the reduced incorporation of thymidine shown by reduction
of the labelling index could be interpreted as a result of the
inhibition of maturation of these cells from the progenitor stage
under the effect of antibodies. Here, the PCA affected the growth
of parietal cells in a manner opposite to that of gastrin which is
known to augment the incorporation of thymidine in the parietal
cell nuclei and increase the growth of the gastric mucosa {44, 45].

In rats treated with antibodies to IF which, as stated before, is
produced in rats by peptic cells, a marked reduction of the labelling
index of peptic cells was observed, which was seen in controls. The
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parietal and peptic cells in the rat between the 5th
and 30 th day after sH-thymidine injections.
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reduced incorporation of thymidine into peptic cells of rats,
injected with gastric auto-antibodies to IF, suggests a reduction
of the mitotic activity of these cells under the effect of the anti-
bodies.

The calculation of the mean values of the labelling indices of
parietal and peptic cells showed a statistically significant
reduction of parietal and peptic cells by 23—329% as compared
with controls (Fig. 6). Thus, the mechanism of reduction of
parietal and peptic cell masses by circulating gastric autoanti-
bodies in the rat appears to consist of the inhibition of the matu-
ration and proliferation of these cells. If one extrapolates these
findings to man, one may speculate that in man the circulating
PCA and IFA directed also against the parietal cells, inhibit the
maturation and proliferation of parietal cells. This would con-
tribute to the reduction of the parietal cell mass, and consequently
to the reduction of the secretory output of HCI and IF in atrophic
gastritis of man [58].

The important contribution of the author’s research associates and fellows
mentioned in this article is here gratefully acknowledged.
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AMMYHOJIOTMYECKHUE ACHEKTbI
ATPOPHUYECKOTIO ITACTPUTA

I'. B. E. Inac

Peswome

Atpoduueckuit TacTPHT COCTONT H3 PA3NUUHBIX HOPM, HEKOTOPLIE
U3 KOTOPBIX HMMYHOJIOTHYECKH O0OycsopjeHH. B martorenwese arpo-
(uueckoro mopaz;enus CAH3UCTON OGONOUKH »KeqydKa NPHHHMAIOT
VyacTHe TyMOpaJbHble H KJEeTOUHbIe HMMYHOJIOTHUECKHE MEeXaHH3MBEI,
OJIHAKO CTeMeHb HX YYaCTHS MOXKET OTJHYATbCS IPH PasHYHBIX
¢popmax Gosesnu. M3 pe3yabTaToB aBTOPA M COTPYAHHKOB OUEBHIHO,
UTO UHPKYJHPYIOIIHE aHTHTEJa K OOKJAaNOYHHM KJIETKaM KeJyaKa
U K BHYTpPeHHeMY (DAaKTOPY HMEIOT He TOJbKO JAMArHOCTHUECKOe 3Ha-
yeHlie, HO H COAEeHCTBYIOT BO3HHKHOBEHHWIO THHOMJI43HH CJAHM3HCTOH
060JI0UKH KeJydKa M IHNOTPOodHH W aTpoduH OOGKJaZOUHBIX KJe-
TOK. B Oyiymem OTKPHIBAIOTCS HOBbIE BO3MOMKHOCTH TepamneBTHYC-
CKOT'O NPHMEHEGHHA 2THX HMMYHOJOTHYECKHX (DEHOMEHOB, B YacCTHO-
CTH, aKTHBHOH HMMMYHHM3aLlHH AHTHTCHAMH H3 OOKJaMOUHBIX KJETOK,
CIOCOOHOIT BBI3BATL AYTO-AHTHTEJA C LEJNbI0 [10JaBJEHHS BLICOKOI
ZKeJNYNOYHOH cexpeuuH HpPH 5i3Be JBEHANIATHIEPCTHOH KHIUKH H
aHaJOTHYHLIX COCTOSTHHSX.
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POJIb )XEJIYJOYHOM UMMYHOJIOTHUA,
ONPEAEJEHUSA TACTPUHA U MHO)KXECTBEHHOMH
NPUUEJDbHON BHONCHN AJII KJIACCH®UKALHHU
U NMPOrHO3UPOBAHHUA XPOHUYECKOIO IrACTPHUTA

B. 1. Caanynepe, P. M. Vii6o, A. Il. Kanauxopm, K. . Huibmep

Kadenpa dakyabrerckoii tepanun u LIMHWJI
TapTycKoro rocyaapcTBeHHOTO YHHBEPCHTETa

XpOHHUECKHI TacTpUT sIBJsieTcsl UPe3BbIUAiiHO pacmpocTpaHel-
HbIM 3a0oJieBaHHeM, KOoTopoe, 0e3 COMHEHHs, B3aHMOCBSI32HO C
pakoM :Kesayaka. OfHAKO TeM He MeHee Nepexol B 3J0KaueCTBEeHHbIH
npouecc o6HapyKHMBaeTcsl HEYacTO, JaKe B BbIPAKEHHBIX CJAydasx
arpodudeckoro racrpura [1, 2, 3, 4, 5, 6].

CorenoBaTesbHO, HEMAJIOBAKHO KJIACCHPHUIUPOBATh XPOHHUECKHH
racTPpUT Ha OCHOBAHHH COBOKYMHOCTH NPH3HAKOB AJifl TOTO, YTOOHI
pacnpenesHTb 5THX OOJbHBIX B pa3JIHUHBIC NaTOreHeTHUECKHE, & TaK-
JKe TNPOTHOCTHYeCKHe Tpynnul. B 370l cBA3M o0cobyi0 3HAUNMOCTD
NpHOOPeTAIoT HMMYHOJIOTHYECKHE CIBHIH.

Martepuan U Meroauka

Mpul npoBesn KOMIIEKCHOE HCCe[0BaHHE GOJIbHBIX XPOHHUECKAM
racTpuToM. MeTonel paboThl H COOTBETCTBYIOIEE KOJHYECTBO obcie-
JOBaHHBIX GOJIbHBIX NpuBefeHs B Tabauue 1. Cienyer nog4epKHYTh,
UTO OT/eJ/bHElE MeTOAbl PabGoThl AOCTATOYHO NOAPOGHO HAMH pamece
OMHCAHB HJIH XK€ XOPOLIO HM3BECTHBl H3 JHTeparypol. ITostomy Her
HEeOOXONHMOCTH [€TalbHO XapaKTePH30BaTh METOAMYECKYIO CTOPOHY
paboThl, a MOXKHO JIMIIb OTPAHHYHTHCS YKa3aHHEM JIHTEPATypPHOTO
HJIM METOAHMUECKOTO HCTOUHHKA.

KouTHHreHT MCCIeAyeMBIX COCTOSM M3 JiogeH (60JbHEE XPOHH-
UEeCKHM TacTPHTOM M 3JOPOBBHIC B OTHONIEHHH »KEJYIOUHBIX 3a6oJie-
BaHH), NOABEPTHYTHIX HCCJAELOBAHHIO IO PAa3JIHYHBIM IPHUMHAM
(:xano6ml, xaunepodobust u np.). Y xoTst Ham mMaTepuasa He IO3BO-
JIfeT BBIABHTbL YACTOTY BCTPEUAEMOCTH TACTPHTA CPEAN HaceJ eHHs,
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TaGauua 1
MeToabt M maTepuaa paGoTbl (KOJHYECTBO Cly4aes)

Koanuecrso mceaeno-

MeTto1wt b
BaHHBIX .TH01eM

IlpunenpHas racTpoOHONCHS H3 aHTpyMa U Teaa XKe-

ayaka {7} 509
TacTpun ceiBopoTKkn Kposu Hatomak (HaGop CEA-

Ire-Sorin, Hopma 30—65 nr/m.1) 98
Pakoso-sm6pronanbueiit autnren (Ha6op CEA-Ire-

Sorin, Hopma > 10 Hr/mu) 110
AHTHTesa K OOKJAfOYHBIM KjeTKam xeaynaka [8,9] 127
Tect Gaacr-tpanchopmaiuu aumpouutos [10] 127
Tect TopMOKeHHst Murpauuu Jeiikouutos [11} 127

HO, HA Haml B3IJAA, ABJSETCS MOAXOLALIHUM AJS H3ydeHUS ocobeH-
HOCTeHl XpOHHYECKOro racTpHTa.

Pesyabratel paGorel 06paboTaHbl CTATHCTHYECKH C IOMOILIbIO
XH-KBajpat TecTa.

Pesyabratel U 06cyxkaeHHe

B MOMEHT HcciefOBaHHSI XPOHHUECKHH racTPHUT B GOJBUIMHCTBE
cayyaeB (64,7%) Obln B (dase naHracTpura, T. €. H3MEHCHHSIMH
6blil OXBauyeHbl KaK aHTpaJbHasi, Tak U (QYHAaAbHAs CJAH3HCTHIE
o6osouku (puc. 1). B 15,1% cayuyaeB ractpur Obl1 JIOKaJH30BaH
B antpyme, a B 20,29% — B TeJie KeJyNKa.

Becbma BeposiTHO, 4TO TaKoe pacHpejefieHHe XPOHHYECKOro

L= jopmanbHas camauctas 060J0OUKa
, XDOHHYECKHH racTpuT

Puc. 1. Pe3yabTaThl MHOXKECTBEHHOH TacTpo-
6uoncun (MopdosorHyeckue THIBI XPOHHYE-
CKOro ractpura)
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racTpHTa He ABJSETCS B NOJHOH Mepe penpe3eHTaTHBHEIM AJs NOIy-
JSLHHN B IeJ0M, TaK KaK Mbl 06CJe0BalHi PEeHMYILIECTBEHHO JI0eH
¢ Kano6aMH pa3JMYHOTO XapakTepa H CPelu HHX npeobiananu
Arou Gouee crapurero Bospacra (73,5% crapuie 40 ser). Mssect-
HO, UTO C yBeJHueHHEeM BO3PacTa YacToTa aTpopHuecKOro racTpura
3HauHTeNbHO yBeauuuBaercs [12]. Tem He MeHee, MaHracTPHT OKa-
3bIBaeTCs pacnpocTpaHeHHefimed GopMOi XPOHHYECKOTO TaCTpHTa:

31 doxbHol

42 GonbHOro

10 SonbHux
IS uenoscx -

HOpMaJsbhas ampa;}bnb}i& q)}'H;’laﬂbIlblf/’I NaHracTpuT
CIH3HCTadA racTpiT FracTpur

Piuc. 2. Tactpun CcLIBOPOTKH KPOBH HATO-
maK [pH pasIMuHBbIX  TiNax  XPOHMYECKOro
racTpuTa H HOPMaJbHOH can3ncTOH c6oj0uKe

H, BHANMMO, 3TO HeoOGXOJAIMO YUYHTHIBATb NPH H3YueHNH MNaToreHesa
racrpura. CyllecTBeHHo, uTo B 3TOil (pase pacnpocTPaHEHHA XPOHH-
YecKOro racTpuTa upe3BbIYAHHO TPYLHO YCTaHOBHThH, KOrja 1 M3
KaKOH JOKaausaluu (aHTpaJbHOH WM (yHIaJbHOM) HavaJcs mpo-
Lece NopaKeHHs ¢aAU3HCcTOl 0600UYKH, YTO 3HAYHTENLHO 3aTpYAHICT
KJACCHPHKAIMIO THX CJyyaeB racTpHTa ¢ TOUYKH 3peHus Mopdo-
resesa.

CpenHee copepykanne CbIBOPOTOUHOrO racTpiiHa Obl10 OCOGEHHO
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BEJHKO IIPH TACTPHTE TeJa JKeJYJKa, HeCMOTPS Ha TO, UTO TOJNBKO
OAHH OOJBHOH B 3TOil Tpymme CTpajas NepHHIHO3HOH aHeMuel
(puc. 2). HeGe3pHTepecHO OTMETHTb, YTO B Ipymme Jioiefi ¢ HOp-
MaJbHOH caAn3HCTOR 0BONOUKCH CpelHee KOJHYeCTBO TracTpHHA
ObLJIO 3HAUHTEIbHO MEHbINC — B cpegHeM 33,7 nr/MJ, XOTs CTPYK-
Typa aHTPaJLHOH cJAH3HCTOH B OOeHX TPYNNAax 3aMeTHO He OTJHYa-
Jace. [lostomy oueBHAHO, YTO AJSI BBICOKOTO COAEPIKAHHSA STOrO
rOpMOHa HyzHa He TOJbKO HOpMaJibHasT CTPYKTYPA aHTPAJbHOH CJIH-
BHCTOH, HO H BBIPa’KeHHbI (QYHAAJIbHBIH IAaCTPHT ¢ AXJOPTHAPHEN,
BLISLIBAIOMIMHA OTCYTCTBHE TOPMOXKEHMs BBIPAOOTKH ractpuHa. [lo-
no6HOe MHeHHe BCTpeuaercst M B Jutepartype [13, 14, 15].

Takum 06pasoM, CBIBOPOTOUHBIH TacTPHH, C OMHOH CTOPOHHI,
ABJSETCST (QYHKUHOHAIbHBIM 3KBHBAJEHTOM COCTOSIHHSI AHTPaJsbHOMN
CIU3UCTON 00OJIOYKH, a ¢ APYrof, — orpazkaerT (YHKIHOHAJLHOR
B3aUMOOTHOLIEHHE MEXKAY TacTPHHOM U COJITHOH KHCJIOTOM.

Haum uccnenoBanust HMMYHOJOrHYECKOH PeAKTUBHOCTH K JKeJIy-
JOYHBIM aHTHreHaM CBHAETEJbCTBYIOT O TOM, YTO B OTJHUYHE OT JIUTE-
PaTYpPHBIX [MAHHLIX TIOJIOKHTeJbHble peakUHd HaOJI0AaITCI He
TOJIBKO NPH (YHAAJbHOM FacTPHTE, HO H IIPH aHTPAJbHOM TacTPUTE

TaG6auma 2

Pe3yabTaTel HMMYHOJOTHYECKOTO MCCJIe0BAHHS GOJNbHBIX
XPOHHYECKHM TaCTPHTOM M 31 0POBBIX JIIONEH

Mertonn
Pe3ysbTatsel HccaenoBaHui

AOK TBTJI TTMJI P3A
TlonoxuTenbHbIe PE3YABLTATHI
HopmaabHas causucras 060/0uKa 3 0 0 1
AHTpabHBI acTPUT 4 5/1 1/0 2
DyHAAMBHBIH [AaCTPHT 7 0/4 1/4 4
ITauractput 11 4/2 3/3 6
OrpHLaTenbHbIE PE3YABTATHI
Hopmanenas causucrast o6osouka 11 14 14 17
AHTpasBHBI} racTpuT 20 19/23 23/24 8
DyHA2MbHBIH racTPHT 15 22/18 21/18 28
ITanractpur 17 24/26 25/25 43

MpuMeyanusa aHTPANbHLIA/(QYHAAIBHBIH = COOTBETCTBYIOIIHE AHTHIEHBI

AOK — aurutena K oOK/JIaJ0UHBIM KJIETKAM XKeJyIKa
TBTJI — Ttect GnactrpaHchopMauun JUMGOUUTOB
TTMJI — TecT TOPMOXKEHHA MUTPALHH JEHKOUHUTOB
P3A — pakoB0-3MGpPHOHA/BHLIH aHTHTEH

Ilonoxurenbubie peayabratl: AOK ++, +++
TBTJ/1>3%
TTMJI<0,80
P3A>10 Hr/ma
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(taba. 2). IMMyHOMOrHYCCKHE OTBETHDIE peaKkuHH cnocoOHBl BHI3HI-
BATL TAKXKe U aHTHICHEI, IPHIOTOBJIEHHBIE H3 AHTPAJLHON CJAUZHCTOR
o6osoukn. Tax Kak cpen 06cae0BAHHOIO HAMU KOHTHHI€HTA GOML-
HBIX He OBUIO JIOJell C NEPHULHO3HOH aHeMHeH, TO MOMKHO npeano-
JIOKHTD, UTO C YyYaCTHEM HMMYHOJOTHUECKOTO MEXAHH3Ma MOKeT
POTEKATL TAKKe M QYHAANbHBIA racTpuT Ge3 HaJHYHs MepHHLHO3-
HOH aHEeMHH.

CozepxkaHue pakoBo-3MO6PHOHANBLHONO AHTHIEHA (P2A) B 604b-
IIHHCTBE CJydaeB XPOHHYECKOrO racTpuTa GbUIO HOpMadbHOE (B

AHTHTEJ1a K OOKJaI0UHbIM KJeTKaM

TIOJIOKHTe/IbHbIE B 2 CAyuasix
(2,7%)

42
cAyHaa

7

Hépmanbﬂaﬂ aHTpalbHBI  (YHAAJBHBIL — ITaHTacTpHT
C/IH3HCTAs TacTPHT racTpuT
Puc. 3. Cocrosnne ciusuctoit 060/10uky Kenlyaka
1 1acTOTa HAJIHYHA aHTHTEJ K OOK/IaJd0UYHBIM KJETKaM
KeNynKa y PONCTBEHHHKOB 0OJbHBIX PAKOM Keayika

ciyHacs
887

cpeinem 4,2 ur/mia). Toabko B 15,29% cayuaes 6bl10 OTMEYEHO HesHa-
dnTeNbHOe yBesnuenne (10—16 ur/mi) comepxkanns PIA (cMm.
Ta6/1. 2). B ABYX 9THX cayyasix BHOCJeLCTBHH PasBHJICS HOJIHIO3
aHTPAJIbHOTO OTHesa JKeJAYIKa.

OxasbiBaercsi, uTo POACTBEHHUKH GOJbHDIX PaxkoM Kenayaka He-
PeAKO GOJIEIOT XPOHHYECKHM FacTPHTOM, PHUEM HapsAAy C IaHracr-
PHTOM CPaBHHTE/bHO 4aCTO OOGHAPYKHBAETCH MOPAKEHHE TOJbKO
aHTPAJLHOR cau3HCTOR 0GoMoukH (pHc. 3). UpesBriuaiino penko
BCTPEYAETCA H30IMPOBAHHOE IIOpPAaXKEHHE CAH3UCTOH OGOJIOUKH Tesa
XKeJIyAKa H TONBKO B 2,7% cayyaeB — aHTHTeNa K 00KJIaJOYHBIM
KJIeTKaM KeJnyuKa.

IloxBons wror Hawmm uccnenoBanuaM, caenyer oco6o noguepk-
HYTb, UTO IPH XDOHWYECKOM TIaCTPHTe, BEPOSTHO, UrPalOT Ompeje-
JICHHYIO POJIb (DAKTOPEI, CBA3aHHBIE C AHTPAJIBHLIM OTAEJIOM KeayI-

25



Ka, B IEPBYIO Ouepelb C TACTPUHOM, H HMMYHOJIOTHYECKHE (daKTOPHIL.
IMMYHOJIOPHUECKHIl TaCTPUT — 3TO B THIHUHBIX CIyuasx FacTpur
Tena KedyAKa TPH INEPHUIHO3HOA aHEMHH, 4YTO JONYCKAlOT H
R. G. Strickland u I. R. Mackay [16], onnako, Ha Haul B3IV,
JKeJqYA0YHble HMMYHOJOTMUECKHE MeXaHH3Mbl MOTYT BCTyNark B
JefiCTBHe NPH NaHTacTPHTE H TACTPHUTE aHTPyMa, d TAKXKe NpH Xpo-
HUUECKOM TacTpHTe 0e3 MepHHIMO3HOM AHEeMHH. Kpowme TOTO, CBH-
JleTeJieM yYacTHS HMMYHOJOTHUECKOTO MeXaHH3Ma SBJSIOTCH HE
TOMLKO AHTHTeNa K OOKJIaJOUHBIM KJeTKaM Kejlylka, Kak mnosa-
raior R. G. Strickland u I. R. Mackay [16], G. B. J. Glass u
C. S. Pitchumoni [12], HO ¥ pa3juuHble I[OKa3aTeJH KJCTOUHOTO

UMMYHHUTETA.

XponuyecKH# FACTPUT C YACTHIM MOPAKEHHEM AHTPaJbHOH YacTH
}Keay[aKa U OTCyTCTBHEM XKeJyHLOUYHBIX HMMYHOJIOTHYECKHX H3MEHe-
HHUil OKA3BIBAETCS AOMMHHpYIOIel (opMOil XPOHHYECKOTo racTpura
Cpenu JHI C HaJHYHEeM PaKa KeayIKa B cemeliHoM aHaMHese. Ta-
Kasi CBS3b, BUAMMO, PHAAeT 3TO# opme racrtpura 3HaUCHHE 6onee
Cepbe3HOro TIPeKaHLepo3d, HekKeH HMMYHOJOTHUECKHH TacTPHUT.
BecbMa BepoATHO, YTO MEXaHH3M BO3HHKHOBEHHA TaKOrO racTpura
CBfI3aH ¢ NEpPBOHAYAJbHBIM MOpaKeHHeM aHTPaJbHOTO oTmena xe-
JyAKa, ¢ NOCJEINYIOUHM YMEHLIICHAEM Tpoduyeckoii  QYHKIUH
TacTpUHA HA TJIaBHEIE JKeJe3bl KeaylKa.
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SIGNIFICANCE OF GASTRIC IMMUNOLOGY, GASTRIN
DETERMINATION AND MULTIPLE GASTRIC BIOPSY IN
CLASSIFYING AND PROGNOSING CHRONIC GASTRITIS

V. Salupere, R. Uibo, A. Kallikorm, K. Zilmer

Summary

Chronic gastritis has a population prevalence and in some
cases it may result in stomach cancer. Nevertheless, the relation-
ship between gastritis and cancer is not yet well known. Therefore
chronic gastritis patients were studied using the parietal cell anti-
body, lymphocyte blast-transformation, leucocyte migration in-
hibition, carcinoembryonic antigen (CEA) and fasting serum
gastrin determination. Multiple biopsies were obtained irom the
antrum and corpus.

It was confirmed that chronic gastritis had spread over both
the stomach main regions (antrum, corpus) in 64.7 per cent of
cases already during the first examination. The serum gastrin
level reflects adequately the morphological state of the antral
mucosa. In the stage of pangastritis the gastrin level depends on
the grade of chronic gastritis in both gastric areas, especially in
the antrum. Positive cellular and/or humoral immunological
changes were established not only with regard to fundal mucosa
antigens but also antral antigens. Moreover, gastric cellular
hypersensitivity occurred in some cases of antral mucosa injury as
well as in a few cases of pangastritis, which somewhat widened
the concept of immunological gastritis. In cases of chronic
gastritis the CEA level was mostly normal. A high CEA level was
determined when gastric polyposis developed during the follow-up
study of chronic gastritis patients. The relatives of gastric cancer
patients had predominantly antral gastritis and lacked gastric
humoral immune reactions.

27



Acta et commentat. Univers. Tartuensis, 1979, v. 485, pp. 28—34
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LEUCOCYTE MIGRATION AGAROSE TEST FOR THE STUDY
OF CELL-MEDIATED IMMUNITY IN CHRONIC GASTRITIS

R. Uibo
Central Medical Research Laboratory, State University of Tartu

The participation of cell-mediated immunity (CMI) to gastric
antigens in chronic gastritis has been shown by various investi-
gators (see G. B. J. Glass [1]). Nevertheless, the immunologizal
classifications of chronic gastritis, so far presented, are based
only on the determination of circulating gastric antibodies {2, 3].

Recently several papers have demonstrated that the leucocyte
migration agarose test (LMAT), introduced by J. E. Clausen [4],
represents a fairly good method for the assessment of CMI in
different disease conditions [5—11]. Hence, the present work was
designed to study the possibility of using LMAT besides the
parietal cell antibody (PCA) immunofluorescence test for the
immunological characterization of chronic gastritis.

Material and methods

21 patients with fundal gastritis, 20 with antral gastritis, 24
with pangastritis (i. e. with gastritis in both parts of the stomach),
18 patients with gastric ulcer and 13 persons with normal gastric
mucosa were studied. The state of the gastric mucosa was evalu-
ated by multiple biopsies from the fundus and antrum obtained by
means of Olympus GIF and GFB gastroscopes [12]. The diagnosis
of gastric ulcer was based on typical X-ray and gastroscopical
findings [13].

In all patients with chronic gastritis and in patients with
gastric ulcer the PCA test and LMAT were performed simul-
taneously. PCAs were assessed by the indirect immunofluorescence
method by A. H. Coons and M. H. Kaplan [14], using rat gastric
fundal mucosa as specific antigen and rat kidney as control
antigen. The fluorescein isothiocyanate conjugated rabbit anti-
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human-gammaglobulin was employed as antiserum. The test was
considered to be positive if cytoplasma of parietal cells showed
intense fluorescence, whereas in control preparations the fluores-
cence was lacking.

The LMAT has been made by J. E. Clausen [4]. After sponta-
neous sedimentation for an hour, heparinized venous blood
leucocytes were washed twice in Hanks’ balanced salt solution
and once in culture medium 199 with 10 per cent horse serum. The
washed cells were counted and resuspended in medium 199 with
10 per cent horse serum to obtain such concentration of cells
which would be after antigen adding 2.2 108 per ml. This ¢ell
suspension was divided into equal lots, which were preincubated
with antigens or with saline (as the control) at 37°C for half an
hour. Three 0.007 ml aliquots from each preincubated culture were
then transferred into the holes (diameter 2.3 mm) of freshly
prepared agarose medium on Petri dish (diameter 90 mm). The
agarose medium contained 1 per cent agarose and 10 per cent
horse serum in medium 199 with NaHCO; (pH=7.2-—-74).
Cultures were incubated at 37°C in a humid atmosphere con-
taining 5 per cent CO, in air. After 20 hours the areas of cell
migration were magnified by projection and measured by plani-
metry. The migration index (MI) was calculated according to the
formula: mean of three areas of migration with antigen (in mm?)/
mean of three areas of migration without antigens (in mm?),

The fundal and antral antigens were used in LMAT. Both anti-
gens were prepared in a identical manner from the histologically
verified normal fundal and antral mucosa, obtained from a patient
with 0-blood group at partial gastrectomy for duodenal ulcer. The
gastric mucosa was homogenized in 0.15 M NaCl solution, frozen-
thawed 10 times. After removal of the nonhomogenized tissue
components by filtration, the extracts of antigens were sterilized
by Zeits filter and stored until used at —20° C, The protein content
of the antigens was determined by the biuret technique. Suitable
antigen concentrations were chosen according to the results of
preliminary investigations and these were maximal doses which
did not have yet toxic effect on the cultured leucocytes (3.0 mg/ml
for fundal antigen, 2.5 mg/ml for antral antigen).

Results

The normal range of MI was calculated by LMAT results ob-
tained in the group of 13 persons with normal gastric fundal and
antral mucosa (mean MI=+2 standard deviations). MI from 0.68 to
1.14 for fundal antigen and from 0.71 to 1.13 for antral antigen
were found to be of normal migration.
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Based on these normal migration values, leucocyte migration
inhibition or/and stimulation (enhancement) with gastric anti-
gens were established in 32 out of 65 patients with chronic
gastritis, whereas in patients with gastric ulcer only migration
stimulation was observed (in 7 out of 18 patients). Leucocyte
migration was inhibited or enhanced by fundal antigen on 17
occasions and by antral antigen in 20 cases. Leucocyte migration
inhibition with both antigens simultaneously was observed in a
patient with pangastritis, whereas leucocyte migration stimulation
with both antigens was established in a patient with fundal
gastritis and in two persons with pangastritis.

PCAs were observed in 22 persons — in 20 out of 65 patients
with chronic gastritis and in 2 out of 18 patients with gastric
ulcer. In these 22 persons leucocyte migration inhibition with
fundal or antral antigen was found on 6 occasions, leucocyte
migration stimulation in 8 cases.

PCA was absent in 45 patients with chronic gastritis and in 16
patients with gastric ulcer. In these patients leucocyte migration
inhibition and stimulation with gastric antigens were established
on 9 and 18 occasions respectively. Comparing the LMAT results
in patients with and without antibodies no significant differences
were found (Table).

Discussion

The present study reveals that gastric fundal and antral
extracts inhibit or/and stimulate leucocyte migration in a rather
high proportion of patients with chronic gastritis. Antigen-induced
inhibition of human leukocyte migration is considered to be a valid
in vitro representative of CMI [15—17]. And yet, the significance
of antigen-induced leucocyte migration stimuiation is understood
by investigators differently. Most frequently it is regarded as
evidence of low degree of sensitization of the cells studied or as
evidence of low concentration of the antigen used [18—21]. But
A.J. Cochran et al. [22] considered leucocyte migration stimulation
as an artefact of leucocyte migration testing in allogeneic systems.
Therefore, at present only migration inhibition could be interpreted
as a trustworthy measure of CMI in leucocyte migration assays.

As regards gastric ulcer, CMI to gastric fundal and antral
antigens has not been studied as far as literature data are con-
cerned. Nevertheless, the absence of migration inhibition of leuco-
cytes by gastric antigens in patients with gastric ulcer is not
surprising, if we take into consideration the infrequent occurrence
of immune reactions in this disease {2, 23}

Therefore, it may be concluded that the determination of CMI
to gastric antigens is necessery for immunological characterization
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of chronic gastritis. This is particularly warranted, if we take into
account the possibility of the occurrence of cellular immune
reactions as the only immunological feature in some patients
with chronic gastritis. In our study 9 patients had cellular but not
humoral immune reactions to gastric antigens. Moreover, in our
opinion, the data on CMI must be included in the immunological
classification of chronic gastritis, since both arms of the immune
response may be involved in the production of stomach mucosa
injury {24]. Our experience shows that in this case the LMAT is
a convenient method for assessing CMI to gastric antigens.
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TECT MUTPALMHU JENKOLUTOB B ATAPO3E
AJIs1 UCCIEAOBAHUS KJIETOYHOIO UMMYHUTETA
NPH XPOHUYECKOM TFACTPHTE

P. M. Viiéo

Pesome

Hmmyropayopecuentibiii TECT aHTHTeJ K OOKJAZOYHBIM KJer-
KaM KeJlyAKa H TeCT MHIpauMH JeHKOLHTOB B arapose ¢ aHTpaJb-
HBIM H (DYHIaJbHBIM aHTHreHaMm Hayuamuce y 21 6onbHOTO yn-
AadbHBIM  TacTPHTOM, y 20 GOAbHBIX AHTPAJIBHBIM [ACTPUTOM, v
24  GonbHBIX MaHracTpuroM, y 18 G6oabHBIX s3BOK Kenyaka
H Yy 13 uesoBek ¢ HopmaabHO CIU3HCTOH Keayaka. [Tocrasaelnbie
AHATHO3BL Y OGCAENOBAHHEIX JIOMeH OCHOBBLIBAJIHCh HAa MAHHBIX (H-
Gepracrpockonuu u NPpHUENBbHOH racTpo6HONCHY U3 aHTPyMa Hu Tena
XKeJAYaKa.

3 3axas Ne 4920 33



ToosKUTeNb b TeCT MHTpaUHH JIEAKOUHTOB (T. €. TOPMOKEHHE
MHTPALMK JICHKOMUTOB) C aHTPAJbHBIM H GyHAadbibIM aHTHreHamMu
na6moaacs y 15 ua 65 GOJBHBIX XPOHIUCCKIM FaCTPITOM Il He OblJI
o6HApYKEH HH y OJHOrO JHba ¢ HOPMaJIkilCil CAH3HCTOH KeayAKa,
a TaK:Ke HH y OJHOro 60JbLHOrO q3B0il eayaka. B 6 cayuasx i3 15
jHapsiay ¢ MOJOKITEJbHbIM Pe3yIbTaToM TecTa MHTpali JefdKou-
TOB B arapose OBLIH BBIABJICHBL H aHTHTCAA K 0BKIAI0UHDIM KJeT-
Kam oKegyaka. ¥ 9 G0JbHBIX XPOHIUCCKIM FacTpiIOM TOP MOZKEHIE
MITpaunn JIefiKOMUTOB € aHTPaabHbiM /a1 GyHAaAbHLIM AHTHIE-
HAMIL GbUTO CAHHCTBEHHBIM TOKA3aTEICM TPHCYTCTBIA HMMYHOAOTH-
yeckux peaxiuil. [Togyuennble pe3yabTarThl MOKA3LIBAI0T, 4TO JJId
HMMYHOJIOTHUECKOH XapakTePHCTHKH XPOHUHECKOTO racTpura OAHOTO
AN, ONMpEAEACHHST aHTUTENT K OGKIa10UHBIM KACTRAM JKeJyaARa euie
He0CTATOUHO, HEOOXOMHNMO YUlTbIBATL TaKALE I Haangie KJaeToY-
HBIX HMMYHOJOTHYECKHX peakili. [Ipi 3TOM BROJIHE TOAXOASALLIM
METOZOM  BBISBJIEHHSA KJICTOUNLIX IIMMYHOZOLIUECHIN peaxuui y
GOABHDIX XPOHIUCCKIM TacTPUTOM SBASETCS TECT MUIPAUi JACHKO-
HHTOB B arapose.
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CIRCULATING IMMUNE COMPLEXES IN SIMPLE
ATROPHIC GASTRITIS AND PERNICIOUS ANAEMIA

B. Fixa, 0. Komérkov4, Z. Hrnéif, M. Tichy

Charles University Medical Faculty, Hradec Kralové

For some time past attention has been given to the significance
of immune complexes for the development of various diseases. In
atrophic gastritis where experimental as well as clinical studics
support the participation of immune pathogenetic mechanisms no
studies on circulating immune complexes have been published till
now. We present our first results evaluating the circulating
immune complexes and serum immunoglobulins in simple atrophic
gastritis (SAG) and pernicious anaemia (PA).

Materials and methods

There were 23 PA patients (9 men and 14 women) in whom,
according to the basic accepted criteria, PA was diagnosed (AG
with true achlorhydria, megaloblastic anaemia, malabsorption of
vitamin By, estimated by the Schilling test, the evidence of
hematological response to injected vitamin Bjy). The mean age of
the group was 65 years (range 43—77).

The second group consisted of 16 SAG patients (8 men and 8
women) with atrophic changes of the gastric body mucosa and
with achlorhydria on maximal stimulation with pentagastrin. The
mean age of the patients was 50 years (range 32—69).

Three control groups were formed. One with duodenal ulcer
patients in whom normal gastric mucosa could be anticipated, as
in all persons a high HCL output (over 25 meq/hour) was
established. For the second and the third control group healthy
subjects were chosen whose gastric mucosa was not examined.

The duodenal ulcer group consisted of 19 patients (16 men and
3 women) whose duodenal uicer was diagnosed by X ray and
endoscopy. The mean age of the patients was 40 years (range
19—59).

3*
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The second control group for the study of circulating immune
complexes included 21 healthy persons, mostly ifrom the clinical
staff (17 men and 4 women). The mean age was 40 years (range
29—57).

Healthy subjects forming the third control group (for the study
of serum immunoglobulins) were chosen on the principles indicated
by the study of non-specific humoral immunity during ageing by
7 Hrnéit and M. Tichy [1]. The persons were from the same
district, of the same age and the examination was conducted by
the same technique thus enabling the comparisor.

Soluble circulating immune complexes were detected by preci-
pitation in polyethylenglycol [2]. The method correlated well with
the more complicated C 1q binding assay, generally accepted as
a good method for detection of soluble circulating immune
complexes [3]. The method is based on the selective precipitation of
otherwise soluble antigen-antibody complexes at a 3.75%
concentration of high molecular polyethylenglycol, and on the
direct photometric estimation of the degree of the reaction. The

. . . 45

results were expressed in extinctions as E jem

Serum immunoglobulin levels, IgA, 1gG and IgM, were deter-
mined in mg/100 ml by the method of radial immunodiffusion 4]
in J. L. Fahey’s and E. M. McKelvey’s modification [5] using IDP
commercial Kits (product of Sevac).

The differences were statistically evaluated by the method of
Student T-test.

Results

The results concerning circulating immune complexes are in
Table 1.

The mean values of circulating immune complexes in patients
with PA and SAG do not significantly differ from the control
groups, only the difference between the SAG and PA group was
significant (P<0.05). I value 68 is taken as the upper limit of
normality (mean =2 SD), higher values were found most ire-
quently in PA patients (in 4—17,4%). In duodenal ulcer a
positive result was found in 1 case (5.3%), but no cases in healthy
subjects and SAG. The number of positive results in PA patients
was higher than in the other groups.

The mean values of serum immunoglobulins are in Table 2. The
most striking difference is obviously in the serum IgG values —
in PA as well as in SAG patients the levels are higher. The IgM
levels, contrary to those in SAG and PA, are somewhat lower than
in the controls. As these results were correlated only with the
literature data the statistical significance was not calculated.

No correlation between circulating immune complexes and the
single immunoglobulin levels was found.
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Discussion

The character of gastric mucosa changes in SAG and PA, the
proof of specific gastric antibody, i. e. parietal cell antibody
(PCAb) and intrinsic factor antibody (IFAD), as well as of cell
mediated hypersensitivity to gastric antigens lead to the
consideration of autoimmune injury of gastric mucosa [i.e. 6, 7,
8, 9]. This is supported by the experimental results with induced
gastric atrophy in dogs and monkeys by immunization with gastric
mucosa extracts [10, 11, 12] and the transfer of those changes by
thoracic duct lymphocytes to a normal animal [13]. The virtual
mechanisms of mucosal damage is not clear. IgG from patients
with PCAb and IFab given to rats induced gastric atrophy, but no
inflammatory changes [14]. In PA and SAG the slow release of
gastric antigens during the inflammatory process might bring
about antibody responses and development of immune complexes.
Our results give no explicit answer. But the more frequent inci-
dence of the higher level of circulating immune complexes in PA
patients supports this conception in certain cases. Indirect evidence
is given by the low level of complement reported in PA {15, 15].
Immune complexes are to be studied also in the gastric mucosa.
For the time being we know only that in chronic gastritis the
ratio between immunoglobulin-containing cells is altered. The
number of 1gG- and IgM-containing cells rises and that of 1gA-
containing cells drops {17, 18].

Serum immunoglobulin changes found in our patients, above
all in PA, are not reported as a rule, though some trend to higher
levels of 1gG has been observed {16, 19, 20].

The variations of immunoglobulin levels were not accompanied
by changes in circulating immune complexes. Some earlier studies
reported the association of PA with decreased serum globulin
values, especially with IgA deficiency {21]. We have not found any
IgA deficiency in PA patients. Perhaps the PA patients with
hypogammaglobulinemia or IgA deficiency represent a distinct
and genetically different type of PA.

Our results give further proof of a different pathogenesis in
PA and most cases of SAG. Further study of the participation of
immune complexes in the development of AG is necessary to
elucidate not only circulating, but also local immune complexes.
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IIUPKYJAUPYIOLLUUE HMMYHHBIE KOMIIJIEKCbI
NPU ATPOPHUYECKOM FACTPHUTE H
NEPHUUHUO3HON AHEMHUH

B. ®uxca, 0. Komapkosa, 3. Xpaunpx, M. Tuxuit

Peswome

Lupryaupyiouiye pacTBOPHMbIE HMMYHHblE KOMIIJIEKCH H CbIBO-
POTOUYHBIE MMMYHOTJIOOYJIHHBl HCCACAOBaMH y 23 OOJNbHBIX MepHH-
1MO3HOl aHeMHuel n y 16 GoabHbix atpoduyeckum racrpurom. Cpen-
HHe NOKa3aTeJH UHPKYJHPYIOUINX HMMYHHBIX KOMILIEKCOB B 3THX
rpyninax GOJbHBLIX HOCTOBEDHO He OTJIHYAJHCh OT KOHTPOJbLHON
CPYNMbl, OJHAKO NPH IMEPHHUUHO3HOH aHEeMHH OHHM OBUIH JOCTOBEPHO
Bbille, ueM npu atpoduueckoM racrpure (p<0,05). Tem cambim
NepHULHO3HAsE aHEMHsl OTJIHYAeTcsl OT aTPO(PHUYECKOro racTpura.

Yposeub lgG 6bl npH NEPHHIHO3HOH aHEMHH H aTPOPHUECKOM
racTpuTe BbllIe, YeM Y JIHIL KOHTPOJbHOH Tpynnbl. Mexay HupKy/Iu-
PYIOIMMH UMMYHHBLIMH KOMIIEKCAMH H YPOBHEM CBIBOPOTOYHBIX
HMMMYHOrJI00YJIMHOB He OblJIO BHISIBJIEHO KOPPEJsALHH.
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YACTOTA AHTHUTEJ K OBKJIALOYHbIM
KJITETKAM )KEJIYAKA ¥ BOJIbHbBIX
SIBBEHHOW BOJIE3HbIO

T. A. Bopo6resa, P. M. Vii6o, B. I. Canynepe

LIMHHWJI u kadenpa bakyasTerckoi Tepanuu
Tapryckoro rocynapcrsennoro ynusepcurera

Hoctynuele suTepaTypHEE HCTOYHHKH IPHUBOAAT HPOTHBOPEUH-
BbIE NaHHBIE O YaCTOTE MOJNOXKHTENbHBIX HMMYHOJIOTHYECKHX peax-
UM K CJH3HCTON KeJyAKa NpPH s3BEHHOH 60Je3Hu [1—19]. Kpome
TOTO, IJIs ONMpenesIeHHst UHPKYJIHPYIOLIHX AHTHTEN K OOKJIALOUHDBIM
KJICTKaM KeJylKa HepPeAKO HCIOJIb30BaJach Pa3jHYHAS METONHKA
H aHTHreHbl (Tabauna 1). Psx aBropos, Hanpumep, O. §I. Fpunwnyn
H coaBT. [2, 3, 4], JI. U. Teanep u 3. A. Cerauesa {7], T. C. Cunp-
YCHKO U coaBT. [10] anarHo3 si3BeHHON GOME3HH CTABUAM HA OCHOBA-
HHH NpEHMYLIECTBEHHO PEHTTeHOJNOTHYECKOrO HCCJAeJOBAHUSA, He
NOATBEPKAAS er0 3HAOCKONHYECKH.

Hcexons us atoro, neabio Hameii pa6oThr G110 BHSIBICHKE 4acro-
Tl AHTHTEJ K OGKJIALOYHBIM KJICTKAM KeNyNKAa y GOJNbHBIX S3BEH-
HOH GOJIE3HBIO H YCTAHOBJEHHE 3aBHCHMOCTH MEXIY HaJuyueM HJH
OTCYTCTBHEM aHTHTEN K JKEJYAKY M COMyTCTBYIOLIHM FacTPHTOM Y
3THX OOJIbHBIX.

Marepuan u meroauka

AHTHTENAa K OGKJIaJOYHBIM KJETKam KeJyaKa ONpeAeNsyIuCh y
186 Gombubix. Cpeanm HHX 6bi10 98 GOMBHBIX SI3BOH  JKesyaKa
(66 MyKunH M 32 KEHUIHHDI B Bozpacrte ot 26 10 74 Jer), 83 6oup-
HBIX SI3BOH JBEHAAUATHIEPCTHOH KHUIIKH (67 MYXKYHH H 16 XKeHIIMH
B Bo3pacre ot 20 1o 71 roma), mBoe GOJbHBIX KOMOHHHDPOBaHHOM
A3BOI (MyXKuHHA 38 JieT N KeHHHa 61 roi) M TPH — IOCJe pesek-
UHH Keayaka (ABoe My:KYHH 32 H 72 JIeT u onHa JKeHUIHHA 58 Jert).

Hnaruos s3Bu Kelyaka Hin ABEHAAUATHIIEPCTHON KHINKH GbIJ
HIOATBEPKIEH NPH NOMOUH HHOEpPracTpoCKonuy. 55 GOJIbHBIM, Cpean
KOTODPBIX 6bl1 51 GobHOH 3BOk xKeaynka (34 mMyxuumH H 17 xeH-
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L B Bospacte ot 26 10 74 qet), oana Gosbiag KOMOIHIPOBaHHO
IBBOH U TPH JHiLA NOCJe Pe3eKIHH HEAYAKa, HAPSIAY C FacTPOCKO-
nieii Oblaia npoussegena IpHUEAbHAS  TacTPOOHONCHST /s VeTa-
HOBJICHUSE 3aBHCHMOCTH MEXKIY HAJIMYHEM HJII OTCYTCTBHEM AHTHTC.]
KOZKCAYAKY M COMYTCTBYIOLHM TacTpHTOM. [HCTOSOrHUCCKast Kap-
TilHa Gblla NPH 3TOM KIaCCHQHUNPOBANA HAa HOPMAJLHYIO CJli3lic-
TYIO, 11a racTput 6e3 aTpoduu u Ha aTpoduueckui ractpur (B. I1.
Caaynepe [9]).

AuTnrena K 0BKIANOYHBIM KaeTKaMm ONPENENSANNCh METOLOM He-
npaAMoi uMmyHodmoopectenunn (B. I1. Canynepe [9]). Anturenowm
CIAY/KHIH KPHOCTATHBIC CPE3bl M3 CJAH3LCTOH Tesa Keaynka Gedofi
KPbBICHL. JI1s1 IPOBEPKH KJAETOUHO- 11 oprascnenu@uUuHocTH pawopec-
UEHILHIT aHTHT@HOM CJYZKHJIM CPC3BI U3 MOUYKH H NCYeHH Gesofl Kpbl-
col. B kauecrse JIOMHHHCUHPYOWEH CBLIBOPOTKH HCHOJb30BAIACh
KPOJIUbS CHIBOPOTKA NPOTUB IM0GYJIHHOB UCJOBEKA (Uucturyr snu-
A€MEOorH n MHKpoGHOsMoruu uM. M. ®. Tamasen). [lonoxirens-
HBIMH ~ CUHTAJIHCL T€ peakluH, KOTOPble BLIPAkKaJHCh CBETJIO-
3e/1eHOH dIoopecueniell MUTONJIAa3M bl 00KJMAaA0UHBIX KJaeToK. Pe-
3y/1bTaTbl OLEHUBAJIHCH MO CHCTEME TIJIOCOB.

Ionyuennsie nannbie 06pabarbiBasnCch CTATHCTHYECKH NpH NOMO-
U KPUTEPHSA XH-KBajapar.

Pesyabrathl u 06Gcyxmenne

AuTHTena K 06KJIaZOUHBIM KJICTKAM KeJyAKa Oblid HafieHbl y
9 u3 98 GoJbHBIX A3BOI xkeayaka (9,1%), y 5 u3 83 6oabubix S3B01
ABCHAAUATHNEPCTHON KHWKH (6% ) H y 0OfHOrO JHIa Mocse pesexuuu
KeaynKa.

Hawu pauubie tpynno comocrasuth ¢ pesyJabTaTamu, moJyyen-
HBIMH TEMH aBTOPAMH, KOTOPBIE HCMOJIb30BAIH A BBISIBJICHUS 4HTH-
TEJL K CJIU3HCTOH 060JIOUKE JKeayaka ApYryio METOAHKY — DeaKiuIo
cBiAspiBanmst komnaemenra (PCK) u apyroi anrtnren — CIH3HCTYIO
UaCTHUHO PE3CUHPOBAHHBIX KEJIYAKOB I ABEHAATHOEPCTHOR KHII-
ki [2, 3, 4,7, 10, 15].

Ecan ke conocraButs Haum gauuse u pe3yabTathl TEX aBTO-
POB, KOTOPbIE HCNOJIb30BANH METOJ HMMYHOQIIOOpeCUeHILIH I B Ka-
HCCTBC aHTHTeHA MPHMEHSNH cpe3bl U3 GYHIATbHON yacTy JKeviKa
Ge10#t KPLIChl, TO BHAHO, YTO HAMI moJyyeHa MeHbuUIasg uacToTa
(9,1%) antiTen K 0GKIAZOUHBIM KaeTKaM Y O0JIbHBIX 3BOH ey -
Ka, uem no nanubiM R. E. Kravetz u coasr. [6], B. Fixa i coasr. [13],
P. Reitzig u coanr. [14], O. B. Kupeesoii [16] — 17%; 17,49%: 16,99,
H 20% cooTBeTcTBEeHHO., [To-Buanmomy, 3necs morao CHITpaTh PoJb
CBOHCTBO (J00pecunpyomed aHTHCBIBOPOTKH, @, BO3MOKHO, I TO,
UTO MBI YUHTBIBAJH TOJbKO SIBHOMNOJOMKHTENbHEIE peakuuH (KOTopbie
OLCHHBAJIICH ABYMS H GOJBLUHM YHCIAOM 110coB) . I[pubauszurennio
TaKylo K€ 4acTOTy auTHTEJ, KAk H Mbl (5,6% w 5% coorBeTcTnCH-
o), obuapysxuin U. Serafini u coasr. [I1]u J. Balanzo u coasr. [19].
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Onnako W. J. Irvine wu coasr. [1], nceaenys 20 BOJbHBIX A3BOH Ke-
JyAKa, HH Y OJHOrO He OOHapYyXKUMH aHTHTEN K 06K/IaJA0UHBIM KJIeT-
KaM JKeJqylKa.

UYro KacaeTcsi 4acTOThl HAJHUMSA aHTHTE] K OOK/JIaJOYHBIM KJET-
KaM y OOJbHBIX f3BOH JIBEHAAIATHIIEPCTHO KHIIKKA, TO HAWM pe-
3yJAbTATHl MaJI0 OTJIMYAIOTCA OT Pesy/abTaToB W. J. Irvine u cOaBT.
[i], R. E. Kravetz u coasr. [6], U. Serafini u coasrt. [11], B. Fixa u
coasr. [13], O. B. Kupeesoii [16] n B. M. Pulimood u coasr. [17].

OpHofi U3 3a7ay HAUIEro HCCJAeROBalst ObLIO BBIICHATH, HMEET-
CS JIM KOPPEJIAIHA MEXKAY HajJuufeM W OTCYTCTBHEM aHTHTET K
JKeJYAKY C CONYTCTBYIOIMM —TacTpUTOM Y BOJAbHBIX  SI3BEHHOH
60J1e3HbIO.

Hcenenysa cansuctyio 060JM0UKY GyHaaMLHONR YacTH JKeayaKa y
55 GOJbHLIX, ObIIH TMOJYUEHBl CJEAyIOnlHe JIaHHbic: HOPMAJbHYIO
CAU3HCTYIO HMean 27 4esqoBeK, racTpHT 6e3 arpodiu — 10 u aTpo-
¢uuecknii racrpur — 18. Cpean o6cste0BanHBIX 55 yejgoBex aTpo-
uuecknii TacTPUT Tesa KeAYAKA i aHTHTENA K O00OKJAAJIOUHBIM KJET-
KaMm KeJayAKa HaG/0Aaluch OAHOBPEMEHRO TOABLKO y OAHOTO JHa,
mpHUeM y Hero 2 rofa Hasaj Obul peseuipoBaH Keaylok [0 TIOBOAY
a3pbl Keayaka. [To panubim W. J. Irvine u coast. [1], I. M. Fischer
u coast. [5), B. Il. Caaynepe [9], B. M. Pulimood u coasr. [17],
1. Balanzo u coast. [19] y quI{ ¢ pe3elHPOBAHHBIM JKEIYAKOM aiTil-
Tena K OOK/IAL0UHBIM KJeTKaM 00HapysKHBAIOTCA BecbMa PEAKC HJl
COBCceM OTCYTCTBYIOT, HECMOTPsl Ha OY€Hb 4acToe HalHuue ractpura
KyabTH xkedyaka. P. Reitzig u coasT. [14] cuuTator, 4TO OTpaHUUCH-
HBle TOpaKeHHst CJAH3HCTOH YKeJyaKa, o6yca0BJIeHHble A3BOH MM
peseklneli JKeayAKa, He ABJSIOTCS NPUYHHO MOBBIILIEHHOTO 00Paso-
BAHMS AHTHTEN K OGK/IaZOUHBIM KJIeTKaM. ABTODHI o6HAPYKHIN ¥
209, JHI[ ¢ pe3elPOBAHHBIM KeJNYAKOM aHTHTena K 06KJALOUHBIM
werkam. ONHAKO, MO HX MHEHHIO, 3TO HE OTJIHYAeTCs OT HaACTOTHI
STHX aHTHTE] Y JHIL ¢ HEM3MEeHEeHHOH CAU3HCTOR KeayAKa.

Mexay teM, S. Aukee u K. Krohn [12], nccaenys 31 60JbHOTO
3BOH XKeJayJKa H q3BOl JBeHaALATHIEPCTHOH KHIIKH, o0HapyKHIH
/0 ONepalHH AHTHTeNAa K OOKJIAJOUHBIM KJAETKaM y OLHOTO 60J1b-
HOTO, a TMocJIe Ofepaliuu — Y lectd. Beuto 3amMeueno, 4To THTp anTi-
ren K OGK/I3109HBIM KJIETKAM B HEKOTOPBIX CIY4asfX Tocje onepalni
nopblIaercsi. ABTOpH TNpeANoJiaraloT, 4YTO NOBPEXAeHHE THAHH
nocJie oNepali NPHBORUT K BHICBOGOKICHHIO AHTHICHOB B LHPKY-
JSIIMIO, UTO OKa3blBaeT AefiCTBHE HAa UMMYHHYIO CHCTEMy Opratnsma
¥ NPUBOAHT K OOpasoBaHHMIO aHTUTE. B03MOKHO, UTO TakoOi Mpo-
ece HMeJ MecTo H B HaueM ciyuyae. OfHaKo HE HCKJIKOUEHO, 1TO y
5TOrO UeJOBEKAa ¢ Pe3elHPOBAHHBIM JKEJYAKOM aHTHTeNd K obxaa-
JOUHBIM KJIETKaM Oblii 10 Pe3eKUHH H COXPaHH/IMCh MOCIE HEE.

Uro KacaeTcs COMOCTABJICHHS HAJHUHUS aHTHTEN K OOKJIalouHbIM
KJeTKaMm n MOP(OJJOrHYecKON CTPYKTYPBI cAH3HCTOH 060J0uKH QyH-
NaJbHOH YacTH KeJyiaKa, TO, 10 JaHHBIM P. Reitzig u coasrt. {14],
0. B. Kupeesoii [16], I. Balanzo u coaBT. [19], U. Serafini n C. Ma-
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sala [20], anTHTesa K OGKJIANOUHBIM KJETKAM y 6OJIbHBIX S3BEHHOH
60J1e3HbI0 HAXOAATCS B ONPEAEJeHHOH 3aBHCHMOCTH OT COMYTCTBYIO-
Hiero xponuyecxkoro ractpura. OgHako B pe3yJbTate HALIEro HCCJe-
JoBanus y 16 60JbHEIX 13BOH KeNyAKa, Y KOTOPHIX TMCTOJOIHYCCKH
Obl1 10Ka3aH aTpoUuecKHH FacTPUT, aHTHTe1a K OOKJIALOUHLIM
KJleTkaM He Oblin ob6uapykedbl. Ha mogo6Hoe siBjenne ykasbiBaoT
trakxe u U. Serafini u C. Masala [20]. Bo3moxXHO, uTO HaJnule
aTpo(HYECKOTO TacTPHTA He fABJSETCH elle OCHOBON s obpasopa-
HHSI IPOTHBOXKEJNYJOUHBIX aHTUTEJ NPU SI3BEHHOH 60JIe3HHU.

Taxkum o6pasom, aHTHTENA K OOK/AaJ0UHBIM KJeTKaM Keayaxa y
GOJIbHBIX KaK s3BOf JKeJYAKa, TAaK H $3BOH JABeHajnaTHIepCrilon
KHIUKH BCTPEYAlOTCA OTHOCHTEALHO DPCAKO, MPAKTHUECKH ¢ TOH Ke
YacToTOM, UTO H B NONyJasuuH B nesom. [Tostomy Bechma BeposiTHO,
UTO aHTHTEJMA K OOKJNAZOYHBIM KJAeTKAM He SBJSIOTCA [PHYHHON
BO3HUKHOBEHUSI SI3BBI, CJEACTBHEM SI3BHl HJH TaKKe CJACACTBHEM
racTpHTa, CONYTCTBYIONIETO si3BeE.
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THE OCCURRENCE OF PARIETAL CELL ANTIBODIES
IN PATIENTS WITH PEPTIC ULCER

T. Vorobyova, R. Uibo, V. Salupere
Summary

A total of 98 patients with gastric ulcer, 83 patients with
duodenal ulcer, two patients with simultaneous gastric and
duodenal ulcer and three gastrectomized patients were studied.
The presence of parietal cell antibodies (PCA) was determined by
indirect immunofluorescence test, using rat gastric mucosa as
antigen.

PCA were revealed in 9 (9.1 per cent) patients with gastric
ulcer, in 5 (6.0 per cent) patients with duodenal ulcer and in one
gastrectomized patient. In 55 patients (51 patients with gastric
ulcer) the state of gastric fundal mucosa, assessed by histological
xamination of gastrobiopsy specimens, was compared with PCA
incidence. Atrophic fundal gastritis and PCA were simultaneously
revealed only in a patient who had undergone gastrectomy two
years before. Our results support the opinion that PCA are rarely
observed in patients with gastric or duodenal ulcer and are not
correlated with atrophic fundal gastritis in these patients.
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Acta et commentat. Univers. Tartuensis, 1979, v. 485, pp. 47—52

AHTHUTEJIA K OBKJIALOYHbIM KJETKAM )KEJYIAKA
Y KPOBHbLIX POOCTBEHHUKOB BOJIbHbLIX
PAKOM )XEJYAKA U XPOHUYECKUM TACTPUTOM

Y. d. Baabpga, P. M. Yii6o

Ilentpaasnaa GoapHuna XapblockKoro paitona
1 UMHMJ1 TapTyckorc rocyaapcTBelHONO YHHBEpCHTETA

Muorumn asropamu, kax K. L. Becker [1], B. Schyra [2], C. Caun-
uax [3], E. Greagan u J. F. Fraumeni [4] otmeueno cemeiinoe pac-
npocrpaHesne paxa :xkeayaxka. IIpn sTom 1 racTputiHyeckHe ismete-
HUS Y KPOBHBIX POACTBEHHIKOB GOILHBIX DPAKOM JKEJIYAKA TAIKE CUIl-
TAI0TCA TeHeTHUecKH 06ycaoBaennbMu [5—7].

B nocaeanse TOAB CTaJH VAessiTe Bce Gosplie # 0oJablue BHII-
MaHHg HMMYHOJOrHIECKHM fpolieccaM Y GOIbHBIX PAKOM JKeayKa i
xpouundeckum ractpuroM. OaHaKo MeHblle H3Y4YeHBl HMMYHOJIOTHYR-
CKHE PEeaxkiui ¥y KPOBHBIX POACTREHHHNKOB GOJBHLIX PAKOM >Keayaxa
I XpOHIHYecKHM ractpuroM [4, 7, 8—11].

B cBs3u ¢ 3THM Ha HaJH4le AHTHTENX K oémazxoqﬂbm KIeTKaM
JKeavika HaMi 00CJe0BaAHBl KPOBHLIC POACTBEHHHKH OOJIBHBIX XPO-
HHUCCKHM TacTPUTOM U PakoM KeJayAKa, a Takme JHla H3 Melll-
HIHCKON TWONYJISIIHN.

Marepnaa ¥ MeTonUKA

Hawmu oGcaeacsanbl 48 KPOBHLIX DOJCTBCHHHKOB II€PBOH II BTO-
poii ctenmeun poacrea (76,29%) 11 GoJbHBEIX pakoM Keayaka 1
48 KpoBibIX pojcTBeHHIKOB (73,8%) 12 O60NbHBIX XPOHHUECCKIIM
ractputoM. uarno3sl XPOHHUCCKOrO TacTpHTa H paka Heayrxa
6BIJH THCTOJOrHUeCKH noarBepzaesb. K ob6eum rpynnaM Kposiibliy
POACTBCHHHKOB OB COCTABJCHB COOTBETCTBYIOUINE N0 MHOJY N
BO3PACTy KOHTPOJbHBIC TPYNnbl H3 48 Jui, HaXOAALIMNXCA Ha Jeuc-
HITH 110 NOBOAY APYFUX Gosesneil B Llentpanbuoit foapuuie Xaphio-
cKkoro pationa dcrouckoii CCP.

Cpemnr 48 KpOBHBIX POACTBEHHHKOB OCOJbLHBIX PAKOM MCAYAKA
6b1s10 19 Mymxunn 1 29 xeumnn (cpeannil Bospacr — 42,2 roza).
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Cpennuii Bozpact i COOTBETCTBYIOLLEH KOHTPOJNBHON TPYNIBI Obla
39,5 ser. Cpenn 48 KPOBHBIX POACTBEHHIKOB GOJbHBIX XPOHHUECKHM
racrpurom Obuto 13 myxumn n 35 eHuyud (cpeanuii Bo3pacT —
36,9 rona). Cpexnnii Bozpacr COOTBETCTBYIOIIEH KOHTPOJABHON IpyIl-
sl 6611 36,3 rona.

¥ Bcex 192 oGc/ieqoBaHHBIX GBI ONpedesicHbl aHTHTEJNA K 00-
KJIa04YHBIM KJICTKAM KeJyAKa M0 MeTOAY HempsMOil HMMYHOQJIo0-
pecuenunn [12, 13] 1 npousBexeHa acnupaudoOHHAS racTPOGHONCHS
no obmenpuusaTod meroauke [14]. Tucroaoruueckas KapTHHA CJHU-
3HCTOH OGOJIOUKH KeJlyJKa OLEeHHBAJAach 110 OOLIEH3BECTHBIM KPHTe-
pusim {15, 16]. BceM KpoBHBIM poacTBeHHHKAM GOJLHLIX PAKOM IKe-
JIYAKa M XPOHHYECKHM TacTPHUTOM OBLJIO CAeNaHO PeHTIeHOJIOTHYe-
CKOe HCCJICAOBAHHE KeayAKa AJS HCKJIOYEHHS $3BBI, IOJHIIOB HJH
paka xeaynka. ITosyyennbie gaunble 0o6pabaThiBaJuCh CTATHCTHYC-
CKH N0 MeToAy perpeccHonnoro aHaausza (H. IMerepcen {17]).

Pesyabrathi

AuTHTena K OOKJIQJOYHBIM KJIETKaM XKeayAka He OblIH OGHapy-
KEeHbl HH Yy OJHOrO KPOBHOTO DOACTBEHHHKA OOJbHBIX PAKOM ¥XKe-
Jyzaka. 3ato 7 (14,5%) KPOBHBIX POACTBEHHHKOB GOJILHBIX XPOHH-
YECKHM TacTPHTOM H 10 ofgHoMy auuy (2,1%) B KOHTpOJbHBIX
Tpynlax HMeaH aHTHTena. PasHHUA B HAJUYHM AHTHTE] K OOKJja-
JOYHBIM KJAETKaM KeJyAKa Yy KPOBHBIX POJCTBEHHHKOB OGOJbHBIX
XPOHHYECKHM TaCTPUTOM H PAaKOM KeJyAKa CTATHCTHYECKH HOCTO-
BepHa (p<C0,05). CraTHCTHYECKH [OCTOBEPHO yallle BhisBJEHbl aHTH-
Tesqla K OOKIaAOYHBIM KJETKaM XKeJyAKa CpPeAd POACTBEHHHKOB
60JIbHBIX XDOHHYECKHM TacTPHTOM IO CPABHEHHIO C JIHIAMH COOT-
BETCTBYIOUle#l KOHTpPOoJbHOU rpynnsl (p<0,05). B To ke Bpems cra-
TUCTHYECKH JOCTOBEPHOH PpAa3HUUBl MEXLY HaJHYHEM aHTHTEN K
OOKJIaIOYHBIM KJIeTKaM KeJyJIKa Y KPOBHBIX POACTBEHHHKOB 6OJIb-
HBIX PAKOM KeJYyJKa M JIHI KOHTPOJbHOH I'PYNIEI BEIABIEHO He ObLIO
(p>0,05).

Xponnyeckuit QyHIaMbHbIA racTput o6Hapyxuan y 30 (62,5%)
KPOBHBIX DOJACTBEHHHKOB GOJIBHBIX PaKOM KeJyAKa, YTO CTATHCTH-
YECKH He OTJHYaeTcsl OT 4acTOThl HaJuuHsa (27 ciayuaeB) XpOHHuUe-
CKOr0o racTpUTa cpedd KPOBHBIX POACTBEHHHKOB OOJIbHBIX XpOHHUYE-
CKHM racrpurom (p<<0,05).

B KOHTpOMLHOH rpynme XpOHHYECKHH racTpUT Obll OOGHapyKeH
y 17 un (34,8%), 4TO ZOCTOBEpPHO pexe, YeM Y KPOBHBIX POACTBEH-
HHKOB OOJIbHBIX XpOHHYeCKHM racTputoM (p<0,05). Takxe B mocro-
BEPHO MeHblIeM 4Hcde caydaeB (p<0,05), yeM y KPOBHBIX DOLCTBEH-
HUKOB OOJIBHBIX PAKOM XKEJTYyJZKa, XPOHHUECKHUH racTpHUT OblI 00HA-
PYKEH Yy JIMI COOTBETCTBYIOIEH KOHTPOJbHOH rpynmsl (19 cayuaes
(39,5%)).

¥ nByX 60JBHBIX U3 KOHTPOJILHBIX TPYIN H ¥ TpeX KPOBHbIX POJ-
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CTBEHHUKOB O0OJAbHbBIX XPOHHUECCKHM TacTPHTOM MMEJICh alTHTeda K
O6KJIaJOUHBIM KJAETKAM JKEeJyAKa TPIH HaJHUHH HOPMAaJbHON (QYyH-
JaNbHOH CJAH3HCTOH 060JOUKH. Y ueTbipeX POACTBEHHHKOB OOJbHBIX
XPOHHUYECKIM racTpHTOM, y KOTOpPLIX OOHapyKeHsl aHTurena K
OOKJALOUHBIM KJETKAM #KeJAYAKa, Obli XPOHHYCCKHH (yHAAIbHbLI
ractput. Cpean octaabibix 41 KposHOro pOACTBEHHHKA OGOJBHLIX
XPOHHUECKIIM TACTPHTOM, Y KOTOPBIX aHTHTEN K OOKJIaJ0UHBIM KJCT-
KaM JKeayiaKa obHapyseHo He Obl1o, y 18 camsicras QynaanbHoi
YACTH JKeAyAKa Oblla IHCTOJOMHMCCKH HOPMaJdbHOH, y asiTit OBl
MOBCPXHOCTHBIH racTput H y 18 — arpoduueckuit GyHLaIbHbL
T4CTPHT, MPH ITOM B ABYX CJAyuasaX HMesa MCCTO KHLieuHas Mera-
naasug. Cpean 47 JHIL COOTBETCTBYIOULEH KOHTPOJILHOR IPYNIEL, Y
KOTOPBIX He OOHAPYKILTH aHTHTE K OOKNaJOUHBIM KJACTKAM JKeIyA-
ka, 30 4eJOBCK HMEJI TFHCTOJOTHUECKH HOPMAJbHYIO CJAH3HCTYIO
dynganbuoi vactu keayika, 6 — nosepxmoctuuifi racrpur, 11—
arpoduueckiil TacTPUT, NPITOM OANH 113 HIX ¢ KHUICUHOH Mera-
naasueil.

M3 48 KpoBHLIX POACTBCHHHKOB GOJLHLIX pakoM skeayxxa y 18
causncrTas  (QyuaanssHod  wacTH  KeayAka  Owelia HOpMadbHofl,
v 13 uMes MecTo MOBEPXHOCTHBI TacTput 1y 15 — arpoduyeckini
racTpiuT Teaa skeayaxa. Cpean mocaeanux v 5 Oblla  KHuleunas
MeTaliasts, y OALOr0 pe3elpoBaln JKeJYLOK MO HOBOAY S3BhI ABe-
HAANATHICPCTHON KHLWIKH My OAHOro pax xkeayaka. s 47 amn
COOTBOTCTBYIONICH KOHTPOJBHOH TPYNONbl, Yy KOTOPLIX ANTHTED K
OBKJAAAOUIIBIM KJACTKAM KEJAYAKA He 00HapyIKIJIH, [HCTOJOTIYCCKI
HOPMATBIYIO CAUSUCTYIO TeJla JKedyaKa nmesan 28 uenosex, v 6 Oont
HOBEPXHOCTHLI byn1aapnblii ractput 1y 13 61 aTpoduueckiii
GVIJIAALHLHT TacTpUT, B TOM uHCJe Y ABYX C KHUICHHOH MCTanjia-
sneit (rada.).

OGcymaeHne pe3yabraron

Xpoitueckitil racTpHT Y KPOBHLIX POACTBLIHIIKOB GOJBLHBIX XPO-
HIMCCKHM TacTPHTOM H KDOBHLIX POACTBEHRIIKOB OOJABIBIX PAKOM
Jeayika 1abaio1acTes ¢ OdIHAKOBOM yacToTOH. Oanaxko anTnresa
K OOKJAAZOUNIBIM KJAeTKkaM ObLIH HAHACIbl TOJALKO Yy KPOBHLIX POJICT-
BCHITKOB GOJBIBIX  XPOHHUCCKIIM TAaCTPHTOM — Beero y 7 n3 43
(14,5%) obcaenoBailiblX JIHIL.

Karx 1 K. Varis [8], Mpl pauumm autureaa x 00kJag04isM KaCT-
KaM KCJAYAKA H NPH THCTOAOTHICCKI HOPMaJbHOi dbveAaabLIOoA -
sieToOl 00osmouke. Bee aTn 5 uesosek Gulan modgoke 30 Jger. Moo
NPCATOAOZKIITL, YTO Y 9THX JHIL B OVAVILCM BOZHIKHCT XPOHIUCCKIT
racrpur. Kax cunraer G. B. J. Glass n coast. [18], ¢ yrayGacuney
NOpazKeHIs CAH3ICTOR 060IOUKI JKeyaKa, YacToTa Hamiisg autii-
Tt K OOKJANOUHLIM KJACTKAM JKeayaKa yBeanunBaercs.

Hecmorpst Ha G0JbIIYIO UACTOTY XPOHHUECKOrO ractpura cpeil
KPOBHEIX  POACTBEHHIKOB OOJNBLHBIX PAKOM JKeNYAKA, ANTHTCT K
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06KMAA0UHBIM KJETKaM yKeayaka Mel y nnx He nauwwi. B. IT. Caay-
nepe u B. M. Karaesa [7], 0o6cieayst pOACTBCHHIKOB OOILIBIX PAKOM
JKeJdyAKa, TakKe peKko 00HapyKHBaIl y HHX antiresa K 00KiI1a/104-
HEIM KJETKAM JKeayaka. JIia KOHTPOMBHBIX Py 00a¢H XPotititie-
CKIIM TacTPUTOM OTHOCHTEABHO PEAKO, HO B CAMMIMHBLIX CJAydasx v
HIIX BBIAIBICHBL AlTHTEJA K OOKAAaZOUHDIM KJACTKAM zKeayaka. liauti
2,1% B MEIHLHHCKOH TOMYJASUHH COOTBETCTBYIOT INHKHCMY HpeieTy,
moayaeHHoMy v 3aoposeix P. Ashurt [19] (2—9%) u B. Caaynepe
[12] (2—8%).

Taxum 06pasom, cJaeAyeT MPeANooKiTh, UTO  XPOHHUCCKI
racTPUT Y KPOBHBIX POJACTBEHHHKOB OOJILHLIX PAKOM iKeqaylKa, Kak
H y camuxX OOJbHBIX PAaKOM KeJyJAKd, ile CBf3aH ¢ HMMYHOJOTHUe-
CKIIMII CABHMIaMH, TaK KaK aHTHTeaa K OOKAafOuHbiM KJeTKaM Ke-
avika ofHapyskunsaiotest ouenn peaxo. R. E. Krawetz u coasr. [20],
P. Ashurt [19] u B. Ungar [21] BusiB/IsAH auTHTe 18 K OOKIaL0UHBIM
KJeTKaM y OOJIbHBIX PAKOM KeJyJAKa He ualle, 4eM Yy 3I0pOBBHIX
mozeil. BeposTHo, cnocoBGHOCTL HMMYHOJIOTHYECKHX CHCTEM peari-
pOBaTh BLIPAOOTKOM KeJy0UHbIX aHTHTEJ B KAKOH-TO CTCNEHH nepe-
JaeTcs 1O HacJaeACTBY.
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PARIETAL CELL ANTIBODIES IN THE RELATIVES
OF PATIENTS WITH GASTRIC CANCER AND
CHRONIC GASTRITIS

U. Valdja, R. Uibo
Summary

48 first- and second-degree relatives of patients with gasiric
cancer, 48 first- and second-degree relatives of patients with
chronic gastritis and control hospital patients corresponding to
them by sex and age were studied. The state of the gastric body
mucosa was assessed in these persons by means of the histological
examination of suction biopsy specimens. Serum parietal cell
antibiodies (PCA) were determined by means of the indirect
immunofluorescence test.

PCA had a significantly higher incidence in the group of
relatives of patients with chronic gastritis than in the corre-
sponding control group. In the group of relatives of patients with
gastric cancer PCAs were not detected, although the occurrence of
chronic gastritis in this group had the same frequency as in the
group of relatives of patients with chronic gastritis.

It is supposed that chronic gastritis in relatives of patients
with gastric cancer, like chronic gastritis in patients with gastric
cancer, is not associated with immunological reactions to the
gastric mucosa, and therefore differs immunologically from
chronic gastritis in relatives of patients with chronic gastritis.
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HUMORAL 'MMUNITY AND CHRONIC GASTRITIS IN
FAMILIES OF PATIENTS WITH ADULT
PERNICIOUS ANAEMIA

K. Varis, T. IThamiki, P. Sipponen

Gastroenterological Unit, Second Department of Medicine,
University of Helsinki.

The gastric mucosal lesion in idiopathic chronic gastritis is
characterized by increased round cell infiltration. These “in-
flammatory cells”, lymphocytes and plasma cells, are regarded
as immunologically competent cells [l, 2]. This suggests that
immunological phenomena may participate in the pathogenesis of
chronic gastritis. The pathogenetic significance of immunological
factors is, however, still obscure. Both cell mediated and humoral
immunity seem to be related to severe atrophic body gastritis with
or without pernicious anaemia [3, 4, 5}, in which round cell infiltra-
tion is usually minimal or absent. The examination of this
“burnt out” end stage of chronic gastritis will reveal only partial
information on the pathogenesis of this disease because the
immunological status may vary during the progression of gastritis.
This makes it necessary to examine and follow up earlier stages
of the process. Pernicious anaemia is to some degree genetically
determined [6, 7, 8]. Accordingly, it is probable that different
stages of chronic gastritis promoting the development of severe
atrophic body gastritis can be found best in families of patients
with pernicious anaemia.

Material and methods

68 probands with adult pernicious anaemia were consecutive
patients treated at the Medical Outpatient Clinic of the Meilahti
Hospital, Helsinki. The mean age of the probands was 62.5 years
(range 22—88) and the male/female ratio 0.39.

Of all first-degree relatives of the pernicious anaemia probands
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183 (72%) accepted the invitation. Their mean age was 46.2 vears
{range 16-—87) and the male/female ratio 0.80.

The controls were 354 first-degree relatives of 78 probands who
had been computer matched with 78 subjecls with gastric carcinoma
cﬂx] they could well be regarded as rep osentmg the Finnish
general population. The mean age of controls was 46.3 vyears
(rungo 16—-86C) and the male/female ratio 0.87. A close damrlptxon
of the series and controls is given elsewhere [9].

The gastric biopsies were obtained by the Olympus GIF gastro-
scope. At least 4 specimens were obtairied from the middle of the
antrum and 6 specimens were taken {rom the anterior wall and
greater curvature of the midbody. In controls 10 to 14 biopsies
were taken from the gastric body. The specimens were ploces%d
in the usual way, and the classification of gastritis is given
elsewhere [10].

Parietal cell antibodies were determined by the indirect
immunofluorescence method, using bivalent rabbit-antihuman-
1gG-IgM-globulin conjugated with fluorescein isothiocyanate {11].
A tlter of 1:1 was considered positive.

Blocking antibodies against intrinsic factor were demonstrated
and titrated by the charcoal method of Ardeman-Chanarin {12].

Results

Morphological state of the gastric mucosa

Biopsies from 59 pernicious anaemia probands were studied
and all had total or almost total loss of normal body glands. 75%
of them had normal antral mucosa in all specimens, 99 had
superficial gastritis and 169 had atrophic gastritis. Round cell
infiltration was minimal or absent in the body in 73% and in the
antrum in 839%.

In the pernicious anaemia relatives the total prevalence of
chronic body gastritis was 639, and that of antral gastritis 47%
In the body area 139 had severe atrophic gastritis, 139 slighter
forms of atrophic gastritis, 37% superficial gastritis and 37%
normal mucosa. 70% of relatives with severe atrophic body
gastritis had minimal or absent round cell infiltration in the bod)
mucosa. In these relatives the antral mucosa was normal in 78%,
superficial gastritis was detected in 139 and only 9% had atro-
phic gastritis.

Total preva.ence of chronic gastritis in the body was 599% in
controls but only 1% had severe atrophlc body gastritis. Some
degree of antral gastritis was found in 63% of controls.
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Tabie 1

Occurrence of parictal cell antibodies in relation to the gastric mucosal status
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Parietal cell
antibodies

Parietal cell antibodies were
found in 40% of the pernicious
anaemia probands, in 19% of
their relatives and in 7% of the
controls. The difference between
the relatives and controls was
statistically significant (<C0.01).
65% of relatives with sovere
atrophic body gastritis  had
parietal celi antibodies (Table
1). 139 of relatives with nor-
mal body mucosa had these
antibodies but onily 3% ot
conlrol subjects without body
gastritis had them. The mean
age of relatives with normal
body mucosa and parietal ceil
antibodies was 55.6 vears and
that of relatives with normal
hody mucocsa and without pari-
etal cell antibodies 38.2 years.
The mean age of relatives with
some degree of chronic gastric
and parietal cell antibodics was
52.9 years. High titers, above
1:1000, were found mainly in
periicious anacmia probands
and in relatives with secvere
atrophic body gastritis.

Intrinsic factor
antibodies

Circulating intrinsic iactor
antibodies were found on
connection with overt pernicioi:
anaemia or severc atrophic
body gastritis. These antibodics
were jound in 44% of probands
with overt adult pernicious
anaemia, in 3.3% of their rela-
tives and in 1.7% of the
controls.
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Family aggregation of abnormalities

Severe atrophic body gastritis with normal or almost normal
antrum tended to be aggregated in certain families who also
showed aggregation of parietal cell antibodies (Tables 2—3).
Two families had an aggregation of parietal cell antibodies with-
out aggregation of severe atrophic body gastritis (Table 4).

Table 2

Aggregation of severe atrophic body gastritis and parietal cell antibodies
in the family of a proband with overt pernicious anaemia

Histology of the
gastric mucosa :
Subject Age Pantibodice.
Body Antrum
Proband 48 A3 N
Mother 74 * 1:100
Sister 46 S Al no
Brother 43 S Al no
Sister 40 A3 N 1:100
‘Brother 38 S S no
Sister 35 S S no
Daughter 20 N N no
Daughter 18 A3 N 1:100
*) no biopsies, achlorhydria
N=Normal mucosa
S=Superficial gastritis
Al=Slight atrophic gastritis
A3=Severe atrophic gastritis
Table 3

Aggregation of severe atrophic body gastritis and parietal cell antibodies
in the family of a proband with overt pernicious anaemia

Histology of the
gastric mucosa .
Subject parical o
Body Antrum

Proband 53 A3 N 1:10
Mother 77 A3 N 1:1000
Sister 49 N N 1:100
Sister 48 A3 N 1:100
‘Daughter 29 S S no
Daughter 29 S S no
Daughter . 27 N N no

N=Normal mucosa
S=Superficial gastritis
A3=Severe atrophic gastritis
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Table 4

Aggregation of parietal cell antibodies without aggregation of severe
atrophic body gastritis in the family of a proband with overt pernicious anaemia

Histology of the
. gastric mucosa Parietal celt
Subject Age antibodies
Body Antrum
Proband 62 A3 Al 1:100
Brother 53 S Al 1:100
Brother 50 N Al 1:10
Son 24 S S 1:10
N=Normal mucosa
S=Superficial gastritis
Al =Slight atrophic gastritis
A3=Severe atrophic gastritis
Discussion

Chronic gastritis can be classified into subgroups with differ--
ent biological behaviour {10, 13, 14, 15, 16] according to morpho-
logical, functional and immunological alterations. Severe atrophic
body gastritis with hypofunction of the fundal area and associated
with circulating autoantibodies forms a pattern called type A
gastritis (16). One single major inherited factor, the “A-factor”,.
seems to participate in the development of the mucosal lesion in
type A gastritis and is possibly the main cause of it {9, 17]. What
then is the significance of parietal cell and intrinsic factor anti-
bodies in the pathogenesis of the mucosal lesion in type A gastritis
and what is their relationship to the A factor? Some animal
experiments indicate that parietal cell antibodies may damage the-
function and morphology of parietal cells [18, 19, 20]. However,
there is no conclusive evidence for a cytotoxic effect of parietal
cell antibodies in man. In this study, 13% of relatives of probands
with pernicious anaemia who had normal gastric body mucosa had
parietal cell antibodies. Their mean age (55.6 years) was higher
than that in all pernicious anaemia relatives (46.6 years) and in
parietal cell antibody positive relatives with chronic gastritis
(52.9 years). This indicates that people in the first group with a
rather high mean age had no liability to chronic body gastritis.
despite the presence of parietal cell antibodjies. However, this does
not exclude the possibility that high titers of parietal cell antibodies
could act as a cofactor in the development of the gastric mucosal
lesion. In this study, people with a normal body mucosa had only:
low titers of parietal cell antibodies (1:10) and high titers above
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1:1000 were found mainly in association with severe forms of
atrophic gastritis. It is also possible that parietal cell antibodies
can have a damaging effect only against gastric mucosa which is
first altered and made vulnerable by other factors. In this study
we could find parietal cell antibody negative subjects in all the
different stages of chronic gastritis which indicates that atrophy
ol parietal cells can develop without the presence of circulating
parietal cell antibodies.

Earlier family studies reveal that although severe atrophic
body gastritis and parietal cell antibodies are often aggregated in
the same families, parietal cell antibodies also can alone be
aggregate in families [21]. The results in this study coniirm this
finding. It indicates that although the factors causing the devei-
opment of severe atrophic body gasiritis and parietal cell anti-
bndics are closelv linked, they are not identical.

Circuiating intrinsic factor antibodies cccurred only with
severc atrophic body gastritis with or without pernicious anaemia.
Accordingly, they cannol be considered a causative Tactor in the
pathiogenesis of chronic gastritis, Long term follow-up  studics

reveal that people with these antibodics may retain normal ab-
sorption of vitemin By for yvears {14, 15, 221 All these findinos

indicate that circuiating intrinsic factor antibodies mav be oi
fimited signi nee. On the other hand, intrinsic {actor aniibodies
in the gasiric juice may have a direct neutralizing effect
small amount of intrinsic Tactors present {23]. Resently
facior aniibodics wore detected in the gastric juice
with severe atrophic body gastritis but without sigrs of
3., malabsorption 24]. This again indicates that intrinzic
antibodics cven when in the gastric juice may have only
sionificance, though these findings must be evalnated more
closely. )

Conclusions

Humoral immunity is related first of all to severe atrophic body
gastritis with or without pernicious anaemia. This type of oastric
mucosal lesion is mainly caused by a single major inherited factor,
called the “A-factor”. The factors causing the development of
parictal cell antibodies are closely linked with this factor although
they are not identical. Parietal cell antibodies have no significant
cytotoxic effect in man. Rather they are merely an indication of
an altered immuneresponse. Circulating intrinsic factor antibodies
have no significant role in the development of the mucosal lesion
in chronic gastritis. Their significance in the development of overt
pernicious anaemia is also limited.
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TYMOPAJIbHbIM UMMYHUTET U XPOHHUYECKHH
TACTPUT B CEMbSX BOJIbHbIX MEPHULLUO3HOH
AHEMUEW B3POCJIbIX

K. Bapuc, T. Uxamsru, I1. Cunonex
Peswome

Mop@osoruio cJAU3UCTOH OGOJOUKH KeadydKa I TyMOpaJsbHbIH
MMMYHHTET H3yyaad y 68 GOJIbHBIX NMEepHHLUHO3HON aHeMHeH B3poc-
JAblX, y 183 WX pOACTBEHHMKOB MNEPBOH CTeNeHH pOACTBA H Y
354 KOHTPOJIbHBIX JIHI[ C LeJbl0 MCCAeNOBaHHSA B3aHMOOTHOLICHHS
STHX (PEHOMEHOB TpH BOSHHKHOBEHHH XpOHHYeckoro ractpura. I1poG-
HBle KYCOUKH M3 CJAM3HCTOH OOOJOUKM Teja KedyAKa W aHTpyMa
ObLIH B3SITH NMOJ BH3YaJbHBIM KOHTposeM. Onpeaessiii UHPKYJIH-
pylolllie aHTHTesa K OOKJAdOUHBIM KJIETKaM XKeJyAKa I K BHYTpeH-
HOMY (axTopy.

Bce npoGaHAbl ¢ NepHHLUHO3HON aHeMHeHd WMMCJI BLHIpaKeHHble
dopMbl aTpoHUecKOro racTpuTa Tena xeayaka. Taxoe xe mopaxe-
HHe 6blI0 Halifeno y 13% pOACTBEHHHKOB 3THX GOJILHBIX H TOJbLKO
y 1% KOHTPOJBHBIX JHIL. AHTHTeNa K OOKJaA04HbiM K/IeTKaM OblIH
obuapyxenn y 409 mnpo6annos, y 19% uX pOACTBEHHHKOB H Y 7%
KOHTPOJIbHBIX JMIL 65% POACTBEHHHKOB C BbIPaXKEeHHbIM aTpoguue-
CKMM TacTPHTOM TeJla KeJydKa HMeJH B KPOBH 5TH aHTHTeJa. 3arto
y 139 pOACTBEHHHKOB C HOPMaJbHOM CAM3HCTON Tesa XeayaKa Tak-
’Ke 06HapyKeHbl aHTHTeNa K OOKJIaJOUYHBIM KJeTKaM Kesayaxa. i
AHTHTENA YaCTO BCTPEUAJNHCh y YJCHOB CeMeH C YacThLIM BbIpaxeH-
HBIM aTpPO(UUECKHM FacTPUTOM, OAHAKO B HEKOTOPBIX CEMbSX 6B110
OGHAPYKEHO TOJBKO CKOIUIEHHE aHTHTEN K OOKMaJOUHBIM KJIeTKaM.
D70 06CTOATENBCTBO YKA3BIBAET, UTO HECMOTPS Ha TO, UTO (AKTOPEI,
BBI3BABIIME aHTHTENA K OOKJaZOYHBIM KJETKaM, TECHO CBf3aHHbIE C
$akropami, 00yC/JOBIHBAIOIIHNMH PAa3BUTHE aTpoHUUYeCKOro racTpura
Tela JKEJyAKA, BCE Ke He HICHTHUHBI. AHTHTE]a K BHYTPCHHEMY
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¢axkTopy ObliM HafAEHBl TOJBKO IPH BBIPAXKEHHOM aTpPO(pUYECKOM
racTpHuTe TeJa KeJyJAKa KaK OJHOBPEMEHHO C IEepPHHIHO3HOH aHe-
MHeH, Tak U Oe3 Hee. CiefoBaTes]bHO, 3TH aTHTe/a He MMEIOT 3Ha-
YeHHSI B [1aTOreHe3e aTpPo(UUIECKOro TracTpHUTa.
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Yu. zan. TapTyckoro roc. yu-ta, 1979, su, 485, ¢. 62—66
Acta et commentat. Univers. Tartuensis, 1979, v. 485, pp. 62—66

HMMYHOTATOJIOTUYECKHUE CABUTH
NP XPOHHUYECKHUX 3ABOJIEBAHUAX
FENATOBUJHUAPHOM CUCTEMbDI

B. A. Caapma

Kadgeanpa rocnuranspHoil Tepannu
TapTyckoro rocyaapcTBEHHOrO yHHBepCHTeTa

3a mocaejgHee JECATIJIETHe B CBA3H C Pa3BHTHEM IKCMePHMEH-
TaNAbHOI 1 KJAHHHYECKOH# HMMYHOJOLHH 3HAUHTEABHO YIJIYOHJINICD
npejcTaBJeHHs O HMMYHOMNATOJOIHUECKUX MeXanusMax 3aboJesa-
HU{l renaToOHARApHON CHCTEMBl. B HacTOsillce BpEeMs y&Ke H3BCCTHO,
YTO XPOHHUYECKHI AKTHBHBIH TeNaTHT 1 TEPBHYHBIH SusnapHbid 1Hp-
PO3 MeyeHN sIBJAAIOTCS ayTOHMMYHHBIMH 3200/1€BaHHAMH 11 UTO IIMMY-
HOTIATOJIOTHYECKHE TPOLecchl HIPAloT BAaykKHYIO POJib H NpH 00paso-
BAaHMM pPAa3JMUHLIX APYrHX 3aboJeBaHiii neveHu {1—8]. Ognaxo o
3HAYCHHH POJIH HMMYHOJOTHUCCKHX MCXaHM3MOB B TCUEHHIl XPOHI-
yecknX 3a00/JeBaHMH KeJUHBIX NyTeH MaJo H3BECTHO, XOTHA nedyelb
H JKeJUHbIe XOAbLl COCTABJSIOT €IHHYIO CHCTEMY.

BoJibinoe BHMMAaHNE NPHBJEKAeT H3YUeHHE ayTOMMMYHHBIX CABH-
rOB NpH NepBHYHOM OHJIHAPHOM LHPpPO3e (ITBLL), Ho ZAeranbibie
MEXAHH3MBl naToreHesa 3Tol 60Je3HH OCTAlTess A0 CHX INOp Hesc-
upivMi. O6 ayronmmynno# npupose ITBLL roBopsT CXOACTBO €ro
THCTOJIOTHYECKO KapTHHBL ¢ MOP(OJOTHE!d HMMYHOJOIHUECKHX pe-
aKiuif, rymMopaJibible aHTHTeJd K Pa3jJHYHbIM KOMIOHCHTAM TKane
1l OTCYTCTBIE 3THOJOTHYECKOTO (akTopa. ¥ GOMbHBIX [TBLL uacro 11
B BBICOKIIX THTpax BCTpeualoTcs HUHTOMJIa3MaTHYECKHe [9, 10, 11],
MHTOXOHApHAJbHBIE aHTITE]A [11, 12, 13, 14], a Takxe aHTHTesnd
K raagkoit myckyaatype [12, 15]. Opnaxko 5TH aHTHTe/a BbHISBJI-
10TCst H Y GOJTBHBIX ¢ APYTHMIL XPOHHUCCKHMI 3200JI€BAHNAMH MECUCHIT
i sTo asnenne me cunraior cnenndunueckum [11, 131 F. Paronetto
¢ coant. [10] 06HAPYKUAU aHTHTETA K TKAHH LIHTOBHAHON JKeJe3bl 1
KeqyaKka y G0JbHBIX [1G11. Brnoane BO3MOXKHO, YTO 3TH aHTHTCJ&
ABJSIOTCS MOKA3aTeNsIMI Ha/Hulis COUeTaHHBIX OosiesHell, XxapaKrep-
ueix auas [IBLL: cugapoma Cherpena, peBMATOIIHOTO apTPUTA, CKIle-
pojepMIil, ACPMATOMHO3NTA, S3BEHHOTO KOJNTA H THPCOHAUTA Xa-
cnmoto [16, 17]). MameHCHHS HMMYHOTJOOYJIHOB TaKiKe He H03BO-

62



JIIOT XapakTepu3oBaTh 3Ty 6ose3Hb, Tak Kak npu [1BL] Moxer 6biTh
OZHOBpPEMEHHOE TOBBILIEHHE BCeX TPeX KJAaCCOB HMMYHOIJIOOYJHHOB
[13, 16, 17].

Hwmeromasca nadopManns 0 KIeTounoM HMMYHHTETe Y GOJILHBIX
IIBL HepoctaTouHa. YCTaHOBJIEHO H3MEHeHHE HMMYHOPCAKTHBHO-
cTu: JuMpountel 6oabhbix ITBI] orBeyaoT Ha cTHMYJAALHIO QHTOrE-
MarrJiOTHHIHOM MaJOBBIDaXKeHHOH peakuuell OJaacTTpascdopma-
unn [12, 13]. Pe3y/pTatsl KI€TOUHBIX HMMYHHBIX PEAKIHi ¢ TKaHe-
BBHIMH QHTHT€HAMHU CBH/IETEJbCTBYIOT O CeHCHOHIH3AHH JUMDOUHTOB
Goabnbix I1BIL k nporennam xesun [18] U K AYKTYJAPHBIM KOMIIO-
HenTam nevenn [19, 20].

BosmoxHo, uto renernueckue GakToOpel UrPAIOT BAXKHYIO POJb B
narorenese [1BII. Ha ocHoBe 3TOro, MOx)HO OOBACHHTL MaJodd-
(QEKTHBHOCTL JIeYeHHsT HMMYHOCYNpeccaHTaMi 3THX OGOJbHBIX 17,
21, 22]. T'eneasnornueckuii aHa/Ju3 BBIABHJ CJIyyau ceMefiHOro 3a0o-
Jdesanust IIBL] cpean 6amxafilinXx pOACTBEHRHHKOR, 0COBEHHO CpeAN
Aouepeit 1 cectep GOJbHBIX, @ TAKKE TO, UTO CPCHH POJACTBEHIIIKCB
G0/bHLIX (B UAaCTHOCTII, II€PBOH CTENEHI POICTBA) BCTPEUACTCA K-
yexamennas 6osesdn [23].

DTH Jaunble HaBOAST HA MbICJb, UTO HCKOTOPBIC (hAKTOPHI, NpIi-
BOASIILHE K PA3BHTHIO BHYTPHIICUEHOUHOTO X0JECTA3a, AOJKHEDL OLiTh
o0mHMH ¢ (aKTOpaMH, OTBETCTBEHHBIMHI 3a Pa3BHTHC BHCICUCIOU-
HOro XxoJjiccTasa. Bo-nepsrix, Hauaso MOBPC/KACHIA Kax MPH BUYTPI-
NCYEHOUYNOM, TaK H IMPH BHEMCTEHOUHOM XOJCCTA3C CBY3LIBACTCH ©
napymeniiem MeToboaH3Ma kenun [17, 24—29]. Bo-srophix, -
TEIBHBI X0eCTa3 Mio00ro THHA BLI3BIBACT ACNCHEPAIIND H HCKPO3
FenaTouHTOR, a TAKKEe H3MCHCHIST B JKOAUULIX X0AaX, Taxum obpa-
30M, MPOLECC MOXKET NMPOTPeCCcHPOBAThL B GIUIHAPHBLL IIIDPO3 MedeI.
JedcTBHTRNIBHO, 10 HACTOALICIO BPEMEn emle HeT OTBeTa Ha BOI-
poc, moyemy Yy OANHX OOJBLHLIX XPOHIMecKuMH 3a00JeBalligMi
JKCJIUHBIX MyTel pasBUBaeTcs BTOPHYHBIA Oiliiapuulii nuppos mesken,
a 'y APYyrux — Her. BO3MOXKHO, YTO H3MCHEHHE HMMYHHOR peakTHB-
HOCTH OpPraHHsMa HMeeT pelllalouice 3HAUCHHE B TNPOrpeccHpOBANUIL
GonesHu.

Cencubuausanus opraHusMa GOJbHBIX XPOHUYCCKHMH 3a60Je-
BaHHAMH KEJIYHBIX NMyTed K YCJAOBHO MaTOTEHHO{l MHKpOQJope, Ha-
psALy ¢ ocnabReHHEM 3aUIHTHBIX HMMYHHBIX MCXAaHH3MOB, MOZKET
CNOCOOCTBOBATL 3aTAXKHOMY TeueHHio 3abosesannus [30]. O poan
GakTepHaJbHBIX aJJeprudecKHX MEeXaHH3MOB B [AaTOTCHE3e 3THX
3abosieBanuil TOBOPAT MHOrHe HccaenoBanus [30—33].

B nanbuefiuiem Gbl10 BLISICHEHO, Y4TO H3MEHEHHS HMMYHHOI peak-
THBHOCTH OpraHu3Ma oGycJIOBJIEHB HE TOJbKO JAeHCTBHEM MHKPOG-
HBIX, HO M TKaHeBBIX aHTHIeHOB. PesyabTaThl HccJAeLOBAHNS
A. A. Acxaposa [34] nokasaan, uto y 58% GOMLHBIX XPOHHUCCKIMI
XOJMEUHCTHTAMH HMMEIOTCSl LHMPKYJIHDPYIOUIHe AaHTHTENa K TKaHIM
7K€JYHOrO Ny3bIpsi, KOTOPBIE BRICOKOCHEUHPHUYHE H 06JaLatoT HUTO-
TOKCHYeCKHMH cBoiicTBaMu. Muorue ncenenosatenn [9, 35—39] npu-

63



NHCBHIBAIOT AHTHTEHHYIO CHelH(pUYHOCTb IYKTYJASAPHBIM aHTHTEeHAM
nedend. Ilo pauneim F. Paronetto ¢ coasr. [35], stn anTuTesa asas-
I0TCA XapakTepHbIMH HMMYHHBIMH noxasarteasMu npu [TBLL meuenn,
OIHAKO OHM OOHADPY)KUBAIOTCS H B KPOBH OOJbLHBIX APYrUMH 3a60-
JIEBAHHUSAMH II€UEHH, B TOM YHcse Yy 60JbHBIX BTOPUUYHLIM GUIHAPHBIM
uupposom [40]. Kpome Toro, y 60JbHBIX BTOPHYHBIM GHIHAPHBEIM LHP-
PO30M YCTaHOBJIEHBI Il MHTOXOHApHAJbHBIE anTureaa {11, 12}, a Tak-
JKe IOBHIIIEHHe B KPOBH HMMYHOTVIOOYyJHHOB KaaccoB A u G [16].

CyliecTByeT MHeHHE, YTO HEKOTOPble KOMMOHEHTHI XKEJUH HMEIT
antureHHoe peiicrsue [18, 41, 42, 43]. A. L. W. F. Eddleston ¢
coaBT. {18], koropble H30/HPOBAJH OAHY GPAKIHIO NPOTEHHA U3
JKeJUH, coO0IIalT O HHTHOHIMK MUTpauuH JUMOOUHTOB GOJbHBLIX
IIBL] nox BospeiictBueM storo mporteuna. A. KO. Koagute ¢ coasr.
{43], ncnosbsyst B KayecTBe aHTHreHa YKa3aHHBLIH NPOTEHH KeJUH,
Hauwia B KyJbType JUM(POUUTOB GOJbHBIX XPOHHUECKHM XOJIELHCTH-
TOM H XOJIaHTUTOM OKHBJIeHHYI0 Ojacrrpancopmauuio. ITH naH-
Hble CBHIETEJNbCTBYIOT O HAJHYUH AHTHTeHHBIX KOMIOHEHTOB B
JKEJIYH, KOTOpble BBI3BIBAIOT LEJJIIOJSPHblE HMMYyHHbIE DeakUHH He
TOJILKO y GOJIbHEIX XPOHHYECKHMH BOCHAJHTEJIbHBIMH TIPOLECCAMM
JKeJquHbIX nyTeH, Ho u npu [IBIL

W3 BHIllIeyKa3aHHOTO CJAELYEeT, UTO BHIICHEHHE POJM HMMYyHOMa-
TOJIOTHUECKHX 3a060JieBaHUN KEJUHBIX NMyTeH SIBJsIETCS BaXHOH 3a-
Jaueil 1 TpebyeT AajabHeHIIero H3yUeHHS.
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IMMUNOPATHOLOGY OF CHRONIC HEPATOBILIARY
DISEASES

V. Saarma
Summary

The paper deals with the results of humoral and cellular

immunologic reactions, which give some information on the patho-
genesis of primary biliary cirrhosis and chronic bile duct diseases.

A

number of immunologic phenomena are known, but their

significance ist not clear and their explanation therefore often
uncertain.
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LYMPHOCYTE SENSITIZATION IN CHRONIC
' LIVER DISEASE

V. Saarma, A. Javois

Chair of Hospital Therapy and Central Medical Research Laboratory,
State University of Tartu

It is generally accepted that cellular immunoreactivity plays
the most important role in the pathogenesis of chronic active
hepatitis and its sequels {1—5]. At the same time, mechanisms
responsible for the developement of hepatitis and cirrhosis induced
by toxic chemical agents, drugs or alcohol, are still unkown. Only
recently attention has been focused on the immunological aspect
of these diseases [6—20]. According to the postulated mechanism,
a toxic agent brings about the active liver disease indirectly,
inducing the formation of “neoantigens” or “autoantigens” {19,
21, 22]. Obviously, sensitized lymphocytes occupy an important
place in the chain of immunoreaction,

Material and methods

In order to examine the role of immunopathological mecha-
nisms a study was carried out in a group of 189 patients with
different liver diseases (Table 1). The experimental sample consist-
ed of 31 patients with chronic active hepatitis (CAH), 73 patients
with toxic (chemical- or drug-induced) hepatitis (TH) and 85
patients with alcoholic hepatitis (AH). The control group
consisted of 34 healthy persons. The diagnosis was based on
etiological factors and clinical picture before liver biopsy findings.
No patient with AH or TH had a history of prior acute viral
hepatitis and HBsAg positive patients were excluded. But 17
patients with TH had also a history of alcohol abuse.

In addition to standard liver function tests sera were also
tested for Australia antigen. Liver biopsies were assessed for the
following features: liver cell necrosis, inflammatory cell infiltrate,
fatty changes, cholestasis, fibrosis and regenerative nodules.
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The activity of immunoreactivity has been investigated by
means of the lymphocyte blast transformation test (LBT). Lym-
phocyte transformation has been examined in a short-time (72 hr)
culture under stimulation by means of liver subcellular fractions:
mitochondrial, microsomal, nuclear and cytoplasmatic. In order
to check the level of immunological competence of lymphocytes
Phytohaemaglutinine (PHA) stimulation has been used. Lympho-
cytes were prepared from heparinized peripheral blood. The
final concentration of lymphocytes was adjusted to 1X10¢ cells
per ml in Eagle’s minimal essential medium. The subcellular
fractions derived from the normal human postmortem liver ob-
tained 6 hr after death were prepared by ultracentrifugation and
each fraction was examined electron-microscopically. LBT with
the number of blast-like lymphocytes exceeding six percent was
regarded as positive.

Results

In 15 cultures, mainly obtained from patients with CAH, an
impaired immunologic competence associated with a reduced
lymphocyte response to PHA was found.

Altogether, in 82 patients sensitization of lymphocytes to one
or more liver subcellular antigens has been encountered
(Fig. 1). In patients with CAH sensitized lymphocytes were
found in 71 percent, in patients with AH in 33 percent, in TH
sample in 44 percent of cases.

AR TH CAH

Fig. 1. Positive LBT reactions to liver antigens
(in percentsy CAH — chronic active hepatitis
AH — alcoholic hepatitis TH — toxic hepatitis
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Most frequently, i. e. in a total of 68 cases, a positive LBT was
induced by mitochondrial antigen. Lymphocyte sensitization to the
mitochondrial fraction was found also in two healthy persons. The
cytoplasmatic fraction caused a positive LBT in 33 patients. The
microsomal fraction induced a positive LBT in 24 patients and the
nuclear fraction in 23 patients.

Histological examination of the liver from patients with CAH
showed widely varying pictures. Eleven of them had a moderate
cell necrosis, four had classical “piecemeal necrosis” and all others
severe necrosis. The inflammatory cell infiltrate was characterized
as mononuclear. Cholestasis was present in four cases.

Morphologically the changes of the liver from patients with AH
showed fatty metamorphosis in 64 cases, in nine cases it was mi-
nimal. Inflammatory cell infiltrate was mononuclear in 27 cases,
in 33 polymorphonuclear or both. In nine cases with AH a histo-
logical picture characteristic of CAH was found. Regenerative
nodules and fibrosis were observed in 45 cases. Cholestasis was
present on five cases, its presence did not correlate with the degree
of hyperbilirubinemia. Varying histological pictures of the liver
were observed also in the patients with TH. The most severe liver
damage was found in patients in whom, besides chemical agents
or drugs, also ethanol might be taken into account as an etiologi-
cal factor. Severe hepatocyte necrosis surrounded by mononuclear
infiltrate was present in 13 cases, cholestasis in ten cases. In 31
cases mild fibrosis and the transition of hepatitis into “early”
cirrhosis was observed. In the rest of the patients hepatocyte
necrosis was mild and inflammatory infiltrate moderate, in 17
cases cholestasis was observed.

Discussion

Impaired immunologic competence associated with a reduced
response to PHA was found in patients with CAH and also in
several cases of AH and TH.

Sensitized lymphocytes after incubation with liver antigens
were observed in patients of all the investigated groups with liver
disease. These findings indicate that immunopathological mecha-
nisms play a certain role even in the pathogenesis of AH and TH.
While lymphocyte sensitization to several liver antigens was found
namely in the cases of the transition of hepatitis into cirrhosis
(Fig. 2), one may suggest that immunological hyperactivity to
liver components is responsible for progressive alterations of the
liver and the development of cirrhosis. )

A comparison of the results of the immunological and histo-
logical investigation of biopsy spe-imens reveals that the sensiti-
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zation of lymphocytes to mitochondrial antigen is characteristic of
the intial stage of liver damage. In 26 of 30 patients with
lymphocytes sensitized only to mitochondrial antigen histological
findings were moderate: some fatty metamorphosis, mild to
moderate inflammatory infiltrates an in a few cases slight necrosis
(Fig. 3). On the basis of experimental and clinical observations
it has been stated that toxic agents produce early marked mito-
chondrial changes in hepatocytes, and antibody response to
mitochondria is regarded as the most sensitive diagnostic para-

CaH

IBT to

cytoplasmatic fraction a microsomal fraction o]

nuclear fraction B  mitochondrial fraction W

Fig. 2. Lymphocyte sensitization to subcellular
fractions of liver homogenate in patients with
CAH, AH and TH with “early” cirrhosis.

meter of early liver damage [6, 14, 23—29]. Mitochondrial anti-
bodies were found in subclinical liver disease {30, 31].

A similar histological picture was found in patients with TH
and AH with lymphocytes sensitized to both mitochondrial and
microsomal antigens. By means of the electron-microscopical
examination it was established that the microsomal fraction
contained some mitochondric elements (Figure 4). Thus, the
morphological findings in the liver biopsy as well as the electron-
microscopical picture of antigen allow to suggest that the antigenic
action of the microsomal fraction is mainly due to mitochondrial
elements. This explains also why microsomal antigen exercised
a stimulation effect upon lymphocytes of patients who were all
sensitized also to mitochondrial antigen. Finally, the possibility is
not excluded that both (mitochondrial and microsomal) antigens
include similar antigenic components. H. C. Pitot [32] reports
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%imklar immunologic features of ribosomal and mitochondrial
NA.

Contrary to the LBT reaction to mitochondrial antigen, the
lymphocyte stimulation of the nuclear fraction was not in cor-
relation with the severity of hepatocyte damage. The nuclear
antigen brought about a marked LB in patients with CAH, AH and
TH independently of the stage of necrosis or fibrosis in the liver.
In seven of these cases the histological picture of the liver
demonstrated destructive changes of bile ductuli (often surrounded
by mononuclear infiltration) and cholestasis (Fig. 5). As according
to the electron-microscopical findings the nuclear fraction con-
tained ductular components, one may suggest that namely the
ductular fragments were responsible for the lymphocyte sensiti-
zation. The possible mechanism has been postulated, in which bile
ductular cells as ‘“autoantigen” initiate active biliary disease
[33, 34}

Cytoplasmatic antigen stimulated lymphocytes in patients
with CAH and in many cases of cirrhosis developing on the basis
of AH and TH. In these cases, the histological picture was in-
distinguishable from that seen in the chronic liver disease that
follows viral hepatitis or associates with an immunological
abnormality. The inflammatory infiltrate was moderate to severe,
in some cases forming lymph follicles. Necrosis was found in all
cases, in five of them it was considered severe. Necrosis was
mainly periportal, sometimes diffuse within the lobule. Small
early regenerative nodules were observed in some cases, collagen
surrounded hepatocytes (Fig. 6). Cholestasis was present in a few
cases. These findings, indicating that lymphocyte sensitization to
cytoplasmatic antigen is characteristic of severe damage, are in
accordance with the data provided by several investigators [34—
49]. Humoral and cellular immunoreactions to cytoplasmatic liver
antigen are regarded as a specific indicator of serious liver dam-
age.

Several mechanisms may possibly explain the association
between alcohol, drugs and chronic hepatitis. Toxic agents
(chemicals, drugs), as well as alcohol may be direct initiators of
liver injury, but cannot unleash the development of a progressive
process. However, the probable mechanism of chronic progressive
liver disease may be explained by humoral and cellular
immunoreactions through the formation of liver proteins released
by the influence of toxic agents. Results of this study testify to the
participation of the immunopathological mechanism in the patho-
genesis of TH and AH, being, obviously, especially responsible for
progressive destruction of hepatocytes and development of cir-
rhosis.
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Fig. 3. Microscopic picture of liver biopsy specimen:
mild fatty metamorphosis, moderate inflammatory infiltr-
ate and necrosis of hepatocytes

Fig. 4. Electron micrograph of microsomal fraction, mitochondria (26 650%)



Fig 5 Microscopic picture of liver biopsy specimen:
destructive changes of bile ductuli surrounded by mono-
nuclear infiltration

Fig 6. Microscopic picture of  liver hiopsy  specimen:
small regenerative nodules, mild inflammatory infiltra-
tion
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CEHCUBHJU3ALUA JTUMPOLLUTOB
NP XPOHUYECKHX 3ABOJIEBAHUSX NEYEHH

B. A. Caapma, A. 10. fAsoiiumc
Pesome

¥ 189 GOJIBHEIX XPOHHUECKHMH 33601eBAHHAMH [CUeHH (31 6ob-
HOH XDOHHYECKHM aKTHBHBIM TeNaTHTOM, 85 — aJKOrOMbHBIM [ela-
THTOM, 73 — TOKCHYECKHM FenaTHTOM) H y 34 310pOBBIX JIHL, HCCJe-
AOBAJIHCH peakuun GracTrpancopMalun JUMQOUHTOB C YETLIPbMS
CYOLE/UIIO/IAPHBIME  (PPAKUHAMH TKAHH [CYEHH H ¢uToreMarrao-
‘THHHHOM.

Brisicuuniocs, uto uMQouHTH 82-X GOABHBIX OTBeuasH BLIpa-
JKEHHOH peakuueii 6JacTTpaHcOpMalHu Ha CTHMYJISAALHH TeM HJIH
APYTHM KOMIOHEHTOM TKaHH NeueHH. CeHCHOHIH3aUus AUM(OLHTOB
K MHTOXOHIPHAJIbHOMY aHTHIe€HY OTMeyasach y MHOTHX 06cJeq0BaH-
HbIX GOJIHBIX C YMEPEHHBIM MOBPeXkJCHHEM NeYeHH He3aBHCUMO OT
STHOJIOTHH GoJle3HH. BeposiTHO, 4To 3Ta peakuusi sBASeTCS 4yBCT-
BHT@/ILHBIM 1OKa3aTe/IiM HAYHHAIOUIHXCS MOBPEXACHHH NedeHH.
OnHako oxuBjeHHast 6aacTTpaHcHOpMaLUs Mox BO3JeHCTBHEM LH-
TOIJIA3MaTHIECKOTO aHTHI€HA, KOTOpas HalJioganach y GOMbHBIX
AKTHBHLIM TelIATHTOM HJH LHPPO3OM IIeYEHH, CBUIETENbCTBYET O
TAKEOM NOBPEKNEHHH I'eNaTOUUTOB H HPOrPECCHPOBAHHH GOJIE3HH.
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PEAKLLUM TUNEPYYBCTBUTEJIBHOCTH
3AMEIJIEHHOIO THNA K TKAHEBbBIM
AHTUTEHAM Y BOJIbHbIX XPOHUYECKUMH
3ABOJIEBAHUSIMHU )XEJIYHBIX NYTEH

A. 10. Koabaure, B. A. Caapma

HuivvecKkas 60pHELIA H Kadeapa TOCIHTA/bHON TepPanHK
TapTycKoro rocy1apcTBEHHOrO YHHBEPCHTETA

BoabHple XPOHHYECKHMH 3a00JieBaHUSMH  KEJTUEBbIBOAALIIX
nmyTeil COCTABJSIOT 3HAUMTENbHYIO YacTh CPELH JIHL, CTPajAAloIMX
GoJesnsiMu THLIeBapHTeabHBIX opranos [1, 2]. PacnpocTpanenHocTs
3a60/1eBAHNI JKeJUeBbIBOISIIHNX TyTel, 6o/bas noTepst AHefl TPy-
NOCHOCOGHOCTH, 4 TAaKiKe OTHOCHTeJbHAs Mano3(pdeKTHBHOCTb KOH-
CePBATHBHOIO JEUeHHs THX OOJLHBIX CBUAETEJbCTBYET O TOM, HTO
JafbHeiillee H3yuyeHHe natoreHesa 3aboJsieBaHHi KeTUEBBHIBOAALIMX
nyTell He YTPATHJIO CBOeH aKTyasbHOCTH N B HACTOALLEE BPEMI.

HMeloTcsi LaHHBle, YTO HMMYHOJOTHYECKasi PeaKTHBHOCTb Opra-
HE3Ma NPH XPOHHUYECKHX 3a00/1eBaHHAX KEeNUHOro Ny3bIpsi CHHIKEHA
¥ YTO XPOHHYCCKHH XOJEIHCTHT C a/JePrHyeckiM KOMIOHEHTOM Xa-
paKTepu3yercsl AJHTENbHBIM H TAXKENBIM TEUCHHEM [3, 4, 5, 6, 7, 8,
9, 10]. Oanako B TO ke BpeMs eille HeJOCTaTOUHO H3YYCHBI BONPOCHI
ceHcHOHIM3AIMN OPraHH3Ma K TKAaHEeBLIM aHTHreHaM NIpH XpOHHYe-
CKHMX XOJelHCTHTAX M XxoJaurutax. Hexoropnle paboThl 1O 3TOMY
BOIPOCY TIOCBSILlEHbI H3YYEHWIO TUIEPUYYBCTBUTEJBHOCTH HEMEAJCH-
JIOrO THIA, MEHBbIE HMEETCS AAHHBX O KJIETOYHOM HMMYHHTETC NpH
5THX 3aboseBanusax. A. A. Ackapos u coasT. [3] mokasann, uTO Y
GONbUINHCTEA OOJbHBIX XPOHHUYECKHMH XOJELHCTHTAMH HMCIOTCS
LHPKYVAHPYIOIHE aYTOAHTHTENd K TKaHAM JKeJUHOro Mysblps, KOTO-
phle BBICOKO Clieln(pHUHbl 1 06/1anal0T NHTOTOKCHUECKAMHU cBoficT-
Bamu. ITo namuwm . Y. I'pebenko [10], BO MHOruX caydasx XoJe-
[IMCTHTOB BBISIBJEHb HMMYHONATOJOrHY€CKHE CABMIH TPOTHB aHTH-
FeHOB TKaHell :KeJq4HOro nyswips. B Hamell npeawayuiet pabote Mbl
NPHILTH K BBIBOAY, UTO y GO/IbHBIX C XPOHHYECKHMH 3a00/1€BaHIAMHU
JKeqUeBHLIBOAAILNX NyTeil Hab/104aeTcsd CeHCHOMIN3ANUusA N K AVKTY-
AsipubiM komronentaM nedenn [11]. MMenHO RyKTyJISIPHEIM KOMTIO-
HEHTaM TPHIHCHIBAIOT AHTHTEHHblE CBONCTBA H JAPYLHE ABTOPhI {12,
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13, 14]. Ilpeanonaraercsi, 4T0 y GONbHBIX XPOHHUECKHM XOJAHTHTOM
H3MEHEHHble JYKTYJ/sIpHble KJeTKH, BCTpedaiollHecsi B GOJBIIOM
KOJIH9eCTBE B MPOCBETE XKeJUYHBIX MNPOTOKOB, 06/aJal0T aHTHIeH-
HbIMH CBOHCTBAMH H BBI3BIBAIOT ayTOCEHCHOHJIH3ALHIO. B03MOKHO,
YTO CXOJAHBIM HeHCTBHEM 00/1aflalOT TKAHH KEJYHOTO Iy3bpsi, Tak
KaK KeJYHBIH NMy3blpb OHTOTEHETHYECKH OTHOCHTCS K OGHJIHAPHOMY
TPaKTy.

B nocaennee BpeMs yaensieTcsi BAHMaHHe H3YYeHHIO aHTHIEHHBIX
cBOKCTB KequH [15, 16]. Tak nanpumep, A. L. W. Eddleston u coasr.
{15] coobmaror 06 HHMHGHIHE MHUIPALUH JEMPOUUTOB GOJBHEIX Iep-
BHYHBIM GHJIHADHBIM IMPPO30M MOA HEHCTBHEM TNPOTEHHA, H30JH-
poBaHHOro u3 xesnuyu. OQHAaKO B JOCTYNHOH HaM JIHTEpPAType MBI He
HAallIH JaHHBIX O pEeakUHH JHMQPOUHTOB GOJbHBIX XPOHHYECKHM
XOJIEIHCTHTOM M XOJAHTMTOM Ha COCTABHBIE KOMIIOHEHTHl 2KE€JUH.
Tarum o6pasom, uMeIONIYIOCS HHPOPMALHIO O PEaKIHA