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Abstract. To study the content of certain cytokines in the serum of
patients with acute or exacerbated chronic pancreatitis and,
considering the etiological factor and sex, 181 patients have been
examined. The study revealed the most pronounced increase in the
production of proinflammatory TNF- o 2.47 times with a
compensatory increase of anti-inflammatory cytokine IL-4 6.77 times,
which is exacerbated by alcohol genesis (the content increase of IL-4
8.98 times). For acute alcoholic edematous pancreatitis the
concentration increase of IL-1 with the predominant increase of IL-4
confirms the activation of humoral immunity. The course of acute
biliary edematous pancreatitis is accompanied by the higher levels of

systemic inflammatory reactions and is characterized by the higher
contents of TNF-o. by 41.4% than of alcoholic genesis, at the lower
concentrations of IL-4 by 43.8%. For biliary edematous pancreatitis
the persons with exceeding standards of IL-1 ( x*=9.52, p=0.002)
are more likely to occur by 16.74%, with no significant difference in
the frequency of TNF-a. and IL-4 considering the etiology of pancrea-
titis. Female gender is not associated with the increased levels of IL-
1B under alcoholic or biliary acute edematous pancreatitis and is a
potential factor in the protection of immune disorders.

Introduction

Acute pancreatitis (AP) is one of the most spread
diseases today. The nosology, covering 15-20% of
patients with acute abdominal surgical pathology,
demonstrates in recent decades a clear trend of inci-
dence growth and prevalence (according to official
Ukrainian statistics - 102 cases per 100 thousand of
population [P.D. Fomin, 2012]. The increasing inci-
dence of AP and exacerbated chronic pancreatitis
(ECP) is mainly due to the increase of the incidence
of gall-stone disease and alcohol as the main etio-
logical factors of pancreatitis. At the same time, the
quality of diagnostics has improved.

Recently while considering the AP or ECP patho-
genesis, more attention is paid to the activation of
immune system.

The regularities of cytokines interaction have be-
come clear only in recent years, although the role of
inflammatory mediators in the pathogenesis of AP
was studied since 90-ies, but [9, 18]. So, the clinical
studies and the experimental data of pancreatitis rep-
roduction it has been shown that the key mediators
of the inflammation start-up are preimmune cyto-
kines TNF-o and immune (IL-1(3, IL-6, IL-8, etc.).
Also, the same cytokine may cause the action of
different directions, depending on its concentration, a
specific type of receptor on the cell and its state of

activation. Alongside with this fact cytokines inte-
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racting with specific receptors of cells can stimulate
or limit proliferation, differentiation, migration and
effector function of immune cells [1, 4; 5, 7].

To prevent excessive inflammatory reactions,
especially systemic inflammatory response syndro-
me, negative (feedback) control mechanisms related
to the production of anti-inflammatory cytokines (IL-
4, 1L-10, IL-13) and soluble inhibitors of proinf-
lammatory cytokines are activated in the body. That
is, the ability to manage or control the cytokine balan-
ce can serve as another mechanism of influence on
the course and the complications occurrence of AP
[8, 13, 14]. Moreover, there is a number of expe-
rimental studies that have demonstrated the positive
effect of cytokine blockade on the destructive forms
of pancreatitis and the experience of the usage of
antycytokine drugs in the clinic [2, 16].

The purpose of the study

To estimate the content of cytokines TNF-a., IL-
1B, IL-4 in the peripheral blood of patients with AP
and ECP considering the etiology factor and gender.

Material and methods

The study involved the patients with AP and ECP
admitted to the emergency hospital of Chernivtsi du-
ring the last five years. The screening and diagnosis
of AP were carried out according to the current or-



OpwuriHanbHi AocniopKeHHs

der of the Ministry of Health of Ukraine [3] and the
recommendations of the European Societies in diag-
nosis and treatment of acute pancreatitis [10, 11, 15].

181 patients with AP (edematous form) and ECP
have passed the screening step, they have signed the
informed consent of the patient to participate in the
study, with the following complex of clinical-labo-
ratory and diagnostic studies. Among the examined
there were 37 (20.4%) women and 144 (79.6%)
men. The mean age of patients was 45.1 £ 5.19
years for males, 53.7 + 6.53 years for women (range
23-77). In order to fulfill the tasks, the patients were
divided into two groups, depending on the etiology:
alcohol or biliary genesis. Into the first group were
included 109 (60.2%) patients with the alcoholic ge-
nesis of pancreatitis (AGP), among whom there were
108 men and one woman; in the second - 72 (39.8%)
patients with the biliary genesis pancreatitis (BGP),
among whom there were 36 (50%) men and 36
(50%) women.

The control group consisted of 37 practically heal-
thy persons of corresponding age and sex, who du-
ring last 6 months did not have acute or the exacer-
bation of chronic inflammatory processes of any lo-
calization.

The level of interleukins IL-1[3, IL-4 and the tu-
mor necrosis factor - alpha (TNF-a) were deter-
mined by the method of enzyme immuno-enzyme
assay (ELISA) using a set of reagents (Interleukin-4
ELISA-BEST) and by chemiluminescence analysis

(CLIA) using the Immulite F1427, Siemens. The
standard indexes for these cytokines were as follows:
IL-1B - <5 pg/ml; TNF-a - <8.1 pg/ml; IL-4 - 0-4
pg/ml. The concentration of the cytokines IL-1[3 and
TNF-o was determined in 181 patients, and IL-4 - in
90.

The statistical analysis was performed using
MYSTAT 12 (Systat Software Inc., USA) and
Scout 2008 Version 1.00.01 (U.S. Environmental
Protection Agency, USA). The reliability of data for
independent samples were calculated by t-test Stu-
dent (the distribution ranges close to normal) or U-
criterion Wilcoxon-Mann-Whitney (with uneven dist-
ribution). The analysis of qualitative features - by the
2 criterion. The difference was considered reliable at
p<0.05.

Discussion of the results

The study results of cytokines concentration in
the serum of patients with edematous pancreatitis
(EP) of different origins are shown in table 1.

An increase of proinflammatory cytokines con-
centrations of peripheral blood: IL-1( - by 27.25%,
TNF-a - 2.47 times (p<0.001), as well as anti-
inflammatory (second generation) IL-4 - 6.77 times
(p<0.01) is marked in patients with EP.

The concentration growth of IL-1( - the main
mediator of inflammatory reactions promotes the
deepening of the inflammatory processes and the

increase of TNF-a concentration indicates the acti-
Table 1

The concentration of cytokines in the serum of patients with edematous pancreatitis of
various genesis

Cytokines, unit Practically healthy Patients with edematous pancreatitis
of measure people (n=37), M+m Exceeding norms, n (%) Data, M+m
L-1B, pg/ml 4.11%0,05 27 (14,92%) > ﬁiﬁ.%‘gf“

TNF-0, pg/ml 4.27+0.23 121 (66,85%) 10;:‘;85;89
IL-4. pg/ml 3.62+0,18 58 (64,44%) 2};‘%501‘;3 f

vation of nonspecific proinfectious protection factors
and mechanisms. The higher concentrations of IL-4
may be explained by the increased immunosup-
pressive action.

A number of immuno-hematological parameters
have different meanings depending on the etiology of
EP. The results of studying of proinflammatory and
anti-inflammatory cytokines concentration in the peri-
pheral blood of patients with AGP are presented in
Table 2.

The concentration of IL-1[3 increases by 28.95%,
TNF-a - by 92.74% in peripheral blood of patients
with AGP. In addition to the increasing con-
centrations of proinflammatory (IL-1 and TNF-a),

the level of anti-inflammatory cytokine IL-4 inc-
reases 8.98 times which is synthesized by Th2, mast
cell (basophils). IL-4 induces proliferation of B-
lymphocytes and promotes the humoral immune res-
ponse and also stimulates the proliferation of Th2,
which form a humoral immune response.

The study results of pro- and anti-inflammatory
cytokines concentrations in the peripheral blood se-
rum of patients with BGP are shown in Table 3.

It is important that at BGP the concentration of
leading preimmune proinflammatory cytokines inc-
reases simultaneously: IL-13 and TNF-a by 26.52%
and 3.29 times respectively. Such growth of these
cytokines in patients with BGP results in the inc-
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Table 2

The concentration of proinflammatory and anti-inflammatory cytokines in the peripheral
blood serum of patients with pancreatitis of alcoholic genesis

Cytokines, unit Practically healthy Patients with alcoho.h.c ger_nesns edematous
of measure people (n=37), M+m pancreatitis, n=109
’ Exceeding norms, n (%) Data, M+m
5.3+£0,041
- 0 >
IL-1PB, pg/ml 4.11+0.05 9 (8.26%) p<0.001
8.23+0,244
- 0 >
TNF-a, pg/ml 4.27+£0.23 76 (69.73%) p<0.001
32.49+5,2
- 0/ \* s
IL-4, pg/ml 3.62+0.18 39 (67.2%) p<0.01
Notes: * - of 58 examined patients with AGP
Table 3

The concentration of proinflammatory and anti-inflammatory cytokines in the peripheral
blood serum of patients with pancreatitis of biliary genesis

Cytqkmes, Practically healthy Patients with biliary e_dematous pancreatitis,
units of eople (n=37), M+m n=72
measure peop i Exceeding norms, n (%) Data, MEm
5,240,028
- 0, b b
IL-1P, pg/ml 4,11+0,05 18 (25,0%) p<0,001
14,04+1,048
- 0 > bl
TNF-a, pg/ml 4,27+0,23 45 (62,5%) p<0,001
18,24+4.0
- 0/ \k > b
IL-4, pg/ml 3,62+0,18 19 (59,38%) p<0.01

Notes: * - of 32 examined patients with BGP
reased production of acute phase inflammation pro-
teins by hepatocytes, including B-group of acute pha-
se proteins; increases the production of IL-2, IL-3,
IL-6, IL-8, colonystimulating factors, etc. The con-
centration growth of these interleukins points to the
inflammatory process deepening that develops into
staid character.

The growth of anti-inflammatory (immune) IL-4 in
5.04 times in the serum of patients with BGP shows
the possible stimulation of immunity system humoral
link, the growth of mast cells (tissue basophils), which
demonstrate a protective effect and also activates the

switching processes of plasma cells to the synthesis
of immunoglobulin E and other processes that show
immunosuppressive effect.

To determine the influence of etiology on pre-
immune and immune (inflammatory and anti-inflam-
matory) cytokines production we analyzed these cy-
tokines concentrations in the serum of peripheral
blood (Table 4).

It has been found that in the development of AGP
there is a more significant concentration growth of
IL-1B by 1.92% (p<0.05) and anti-inflammatory IL-
4 by 78.13% (p<0.05) than in BGP. However, higher

Table 4

Pre-immune and immune cytokines concentration in the peripheral blood serum of patients
with alcoholic and biliary pancreatitis

Patients with alcoholic edematous | Patients with biliary edematous
Cytokines, unit pancreatitis (n=109) pancreatitis (n=72)
of measure i i
Excee(rll“(l(i 1)10rms, Data, M+m ni’;ﬁ:ﬂ“;& ) Data, M+m
IL-1PB, pg/ml 9 (8.26%) 5.3+0.041 18 (25.0%) 5.24+0.028
TNF-a, pg/ml p=0.046
IL-4, pg/ml 76 (69.73%) | 823+0244 |  45(62.5%) | 14.04+1.048
IL-1B, pg/ml p=0.0018
TNF-a, pg/ml 39 (67.2%)* | 32.49+52 | 19(59.38%)** | 18.24+4.0
p=0.033

Notes: * - of 58 examined patients with AGP, ** - of 32 examined patients with BGP, p — reliability of differences

between the AGP and BGP groups
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by 70.60% (p<0.05) concentration of TNF-o was
observed at BGP.

Such multidirectional changes, in our opinion, can
be explained as follows: first, alcohol limits the syn-
thesis of TNF-a., and secondly, for BGP is available
biliary-pancreatic reflux, in which the production of
proinflammatory cytokine is supported and depends
directly on the getting of bile in Wirsung duct [7].

Thus, the AGP is accompanied by the increased
concentration of the proinflammatory IL-1 and anti-
inflammatory IL-4 that improve the function of T-
CD4+ lymphocytes, realize the proliferation of acti-
vated B-lymphocytes and regulate the function of
monocytes and macrophages. BGP is characterized
by the increased concentration of TNF-co, which re-
gulates inflammatory processes depending on its
concentration in blood. For low concentrations, TNF-
o increases the synthesis of adhesion molecules of
epithelial cells, allowing neutrophil granulocytes
attach to the walls of blood vessels at the inflam-
mation site, followed by diapedesis in inflammation
place. For high concentrations it is an important me-
diator, indicating a high level of systemic reactions
associated with inflammation and can lead to endo-
toxin-induced septic state [5, 12, 17, 19].

The analysis of exceeding norm frequency of the
selected cytokines in patients with EP showed that
the content of TNF-o was exceeded in 121 (66.85%)
patients (of them - 62.81% of patients with AGP and
37.19% with BGP) of 181 patients. Moreover, the
excess of standards of TNF-a was observed in
69.73% of patients with AGP and in 62.5% of pa-
tients with BGP. The gender distribution revealed the
following: among the patients with AGP exceeding
standards were observed in 69.4% of men and the
only one woman (100.0%), whereas among the pa-
tients with BGP the exceeding of the normal range of
TNF-o was observed significantly more frequently
among the men (75%), than women (50%) (*=4.8,
p=0.0285).

The exceeding standards of levels of anti-inflam-
matory cytokine IL-4 in the peripheral blood of pa-
tients with EP was found in 64.44% of patients. And
if among the patients with AGP the excess of the
normal range was observed in 67.2% of patients,
among the patients with BGP - only in 59.38% of
individuals. The gender distribution revealed the follo-
wing: among the patients with AGP the exceeding
standards were observed in 66.7% of men and the
only one woman (100.0%), whereas among the pa-
tients with BGP the excess of the normal range of
IL-4 was observed only in 52.9% of men and 66.7%
women (y*2=0.62, p=0.4302).

A somewhat different situation was observed in
the frequency of high concentrations of proinflam-

matory cytokine IL-1[3: the excess concentration of
IL-1[ was found only in 14.92% of patients. The ex-
cess of the normal range among the patients with
AGP was observed in 8.3% of patients (all male),
and among the patients with BGP - in 25% of pa-
tients (all male), representing 50% of all men with
BGP. It should be noted that in no woman was ob-
served an increase in the concentration of IL-13 by
BGP or AGP. The results, in our opinion, can be ex-
plained by the fact that TNF-a induces the synthesis
of some neurotrophic factors, including IL-1f3. The-
refore, it is logical to assume that the synthesis of IL-
1B is slightly behind in time, as to the initial reaction of
the increase of TNF-a.

Conclusions

1.Edematous acute pancreatitis is accompanied
by the growth of production of proinflammatory
TNF- o 2.47 times with a compensatory increase of
anti-inflammatory cytokine IL-4 6.77 times, which is
exacerbated with alcohol genesis (increase of the
content of 1L-4 8.98 times).

2.With alcoholic acute edematous pancreatitis the
increase of the concentration of IL-13 with a
predominant increase of [L-4 confirms the activation
of humoral immunity. The course of biliary acute
edematous pancreatitis is accompanied by the higher
levels of systemic inflammatory reactions and is
characterized by the higher contents of TNF-a by
41.4% than with alcoholic genesis, at the lower con-
centrations of IL-4 by 43.8%.

3.With biliary edematous pancreatitis significantly
more often by 16.74% are met persons with the ex-
cess of standard norms of IL-13 (3*=9.58, p=0.002),
with no significant difference in the frequency of
TNF-a and IL-4 considering the etiology of pancr-
eatitis. Female sex is not associated with the inc-
reased levels of IL-1[3 neither alcoholic, nor biliary
acute edematous pancreatitis and it is a potential fac-
tor in the protection of immune disorders.

Prospects for further research

The determination of the possible genetic mecha-
nisms of immunological disorders formation for acute
pancreatitis considering the etiology and gender.
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MN3MEHEHUA HEKOTOPBIX HUTOKHHOB B
IMATOI'EHE3E OCTPOI'O NJIX OBOCTPEHUA
XPOHUYECKOT'O TAHKPEATHUTA C YUETOM

3TUOJIOI'MHU U ITOJIA

C.U. Heawyk, JLII. Cuoopuyk

Pestome. C 11e/b10 U3YUCHHS COJCPIKAHUS OTACIbHBIX
LUTOKUHOB B ChIBOPOTKE KPOBH OOJIHBIX C OCTPHIM IaHK-
pearuToM U 000CTPEHUEM XPOHUUYECKOT0, ¢ y4ETOM 3THOJIO-
rudeckoro pakropa u nona, oocnenosad 181 6onbHOM. BoisiBien
HauboJiee BBIPKEHHBIM POCT MPOLYKLMH IPOBOCIATIUTEILHOTO
TNF- B 2,47 pa3a ¢ KOMIIEHCAaTOPHBIM YBEIMUYECHUEM MTPOTUBO-

BOCHaIUTENbHOrO HuTokuHa IL-4 B 6,77 paza, uto ycunusaercs
IPU AJIKOTOJILHOM reHese (poct conepxkanus [L-4 B 8,98 paza).
IIpy anKoroJbHOM OCTPOM OTEYHOM MAHKPEATUTE POCT KOH-
uenrpauuu [L-1f ¢ npeumyniecTBenHbiM yBeaudenuem 1L-4
CBUJIETENBLCTBYET 00 aKTUBALMM MTOKa3aTeneil ryMopaibHOro
3BeHa UMMyHUTeTa. TedyeHre GUIMapHOro OCTPOro OTEUHOrO
MaHKpeaTUuTa CONpPOBOXJaeTcsi 00jee BBICOKUM YPOBHEM
CHCTEMHBIX BOCTIAIMTENBHBIX PEAKLIMI U XapakTepusyercst Oonee
BbICOKMM coniepkanueM TNF-OL Ha 41,4%, Hexenu npu anko-
rOJILHOM I'eHese, U Oosee Hu3koi Ha 43,8% konuentpaumu 1L-4.
[Tpu OunuapHOM OTEYHOM MAHKpEATHUTE JOCTOBEPHO vallle Ha
16,74% Bcrpeyatorest nuia ¢ npesbiiieHreM HopMbl [L-10 (12
=9,52, p=0,002), 6e3 mocToBepHOii paszuuikl B uactore TNF-OL
u IL-4 ¢ yuérom sTHONIOrMM naHkpearuta. JKeHCKuU# 1o He
acCOUMMUPYeT ¢ moBbienueM yposus [L-13 Hu npu anko-
TOJILHOM, HU IIPU OMJIMapHOM OCTPOM OTEUHOM MAaHKpEaTUTe U
€CTh NOTEHIMATIBHBIM (JAKTOPOM 3aIUTHl IMMYHHBIX Hapy-
LICHU.

KuroueBble cj10Ba: TaHKPEATHT, AJIKOTOJIBHBIH, OUITMApHBIi,
nutokunsl, [L-4, TNF-o, 1L-1f.

3MIHHU HUTOKIHIB Y IATOTEHE3I TOCTPOI'O YN
3AI'OCTPEHHA XPOHIYHOI'O ITAHKPEATUTY 3
YPAXYBAHHSIM ETIOJIOI'Ti TA CTATI

C.1. leawyx, JLII. Cuoopuyx

Pe3tome. 3 MeTOIO BUBUEHHS BMiCTY OKPEMHX LIUTOKIHIB y
CHpPOBATIi KPOBi XBOPUX Ha FOCTPHi MTAHKPEATHUT i 3ar0CTPEHHS
XPOHIYHOTO, 3 YpaxyBaHHSIM €TiOJOTiYHOI0 YMHHKKA Ta CTaTi,
obctexeHo 181 xBopuit. BusBiaeHo Haifbinbim BupaxeHe
3pocTaHHs Npoaykiii npo3anansHoro TNF-OL y 2,47 paza i3
KOMIEHCATOPHUM 301TBIIEHHSIM TPOTH3aMaIbHOr0 INTOKIHY [L-
4y 6,77 pa3za, 110 NOCUIIOETHCS 32 AIKOTOJLHOTO I'€HE3Y
(3poctranns Bmicty I1L-4 y 8,98 pa3za). 3a ankoroabHOTO
TOCTPOT0 HAOPSKOBOTO MaHKPEATUTY 3pOCTaHHS KOHIEHTpaii
IL-1p i3 mepeBaxknmM 36inbmenHsM 1L-4 3acBiquye akTuBario
TIOKa3HMKIB TyMopasbHOi TaHky iMyHiTeTy. [Tepebir 6iniaproro
TOCTPOTro HaOPSIKOBOTO MAHKPEATUTY CYIPOBOKY€ETHCS BUIITUM
piBHEM CHCTEMHMX 3aMajJbHUX PEakliif i XapakTepu3yeThes
BumuM BMictoM TNF-OL Ha 41,4%, Hixk 3@ QJIKOTOTEHOTO TEHE3Y,
3a HMk4oi koHIeHTpanii IL-4 na 43,8%. 3a GiniapHoro
HaOpSIKOBOTO MaHKpeaTHTy BiporigHo dactime Ha 16,74%
3yCTpivaloThes 0co0H i3 nepeBuieHHsM HopMu IL-1 (1=9,52,
p=0,002), 6e3 Biporianoi pizuuui y vactori TNF- i IL-4 3
ypaxyBaHHSM €TioJorii maHkpearuty. XKiHoua cTarh He acoIlitoe
3 migBumeHHsM piBHs [L-1? Hi 3a ankoroneHOTO, Hi 3a Oimiap-
HOTO TOCTPOT0 HAOPSKOBOTO MAaHKPEATHUTY i € MOTEHIiTHUM
YMHHUKOM MPOTEKLIT IMyHHNX MOPYIICHb.

KurouoBi cjioBa: maHKpeaTwt, ajikoTOJLHUH, OiniapHUiA,
murokiay, 1L-4, TNF-o, IL-1p.

Buuuii nep;xaBHuUil HaBYATbHUI 3aKJaaa YKpaiHu
“ByKoBHHCBKMI1 1epKaBHUI MeANYHUI YHiBepcuTeT”,
M. YepHiBui

Clin. and experim. pathol.- 2015.- Vol 14, Ne3 (53).-P.56-60.
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