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Abstract

Objective. To improve the results of endovideosurgical treatment of patients with acute destructive
pancreatitis.

Material and methods. The research was carried out at the bases of the Nur-Sultan Multifunctional City
Hospital Ne2 and the Nur-Sultan Multifunctional City Hospital Ne1. Statistical analysis of the results was carried
out using the methods of variation statistics with the calculation of M + SD. Differences between comparison
groups were analyzed using the Wilcoxon-Man-Whitney test and were considered statistically significant at p<
0.05.

From 2017-2021, 64 patients with acute destructive pancreatitis were treated according to the developed and
implemented treatment algorithm:

Of these: AP without organ failure and local or systemic complications -10 people. AP of moderate and severe
form -54 people. Lethal outcomes-1; The average length of stay in the hospital is 20.8+1.2 days; The mean age
was 43 + 1.3 years.

The control group - treatment of patients with moderate and severe acute biliary pancreatitis without the use
of ulinostatin (hereinafter US) was n = 122;

Lethal outcomes-8.

An algorithm for the use of US was developed and implemented depending on the severity of the course of
destructive pancreatitis in the complex treatment of patients with AP.

Results. 10 patients were treated conservatively. 54 - surgical treatment was combined with the appointment
of US according to the developed scheme. Endoscopic surgery was performed in 51 patients; 3 patients were
operated on by laparotomy. The average duration of hospital stay in the main group was 3.5+0.34 days less than
in the control group.

Conclusion. The research results showed the high efficiency of the developed algorithm for endovideosurgical
treatment of AP in combination with the use of the US. Received AC Ne14704 dated January 27, 2021 (www.
kazpatent.kz).
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Makcambl.  )Keden  decmpykmuemi  naHKpeamummneH
3HO08UOeOXUPYp2USbIK SOICIHIH HOMUXenepiH xakcapmy.

Mamepuan xaHe adicmep. 3epmmeynep KP «Ne1 kanankik aypyxaHacbl» LLXKK MMK 6a3sackiHda xeHe KP
«Hyp-CynmaH KanacbiHbiH No2 kananblk aypyxaHackl» LLXKK MMK 6asackiHda xypaisindi.

Hemuxenepdi cmamucmukanbik manday eapuayusnbik cmamucmuka adicmepiH KondaHy apKblisi M+SD
ecenmel ombIpbin Xypaiindi. Canbicmbipy monmapbiHbiH apacbiHOafb! alibipMalbiibikmap YunkokcoH-MaH-
YumHu mecmitiH kemezimeH mandaHobl xeHe p< 0.05 kesiHOe cmamucmukarbik MaHbi30bl 0en caHasnobI.

2017-2021 xbindap apanbifblH0a 93ipieHeeH XoHe eHeisineeH emoey aneopummi 6olbiHwa xedesn
Odecmpykmusmi naHkpeamumi 6ap 64 Haykac emOenoi.

ayblpambiH  HaykacmapObl — emOeyOiH
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KnioueBble cnoBa

ocmpalili 0ecmpyKmugHbil
naHKpeamum, ynuHOCMamuH,
3HA08UAEOXUpPYpaUYECKUE
Memodk! fieyeHusi

OnapObiH iwiHOe: opeaH Xemkinikci3Oiei XeHe Xepeinmikmi xoHe/Hemece XXyUemniKk ackbIHyCbI3
OI1-10 adam

Kl opmauwa xoHe ayblp mypi — 54 adam. Onivmee akenzeH xardalinap-1. AypyxaHada 6onFaH opmawa
y3akmblirbl- 20,8+1,2 maynik. Epnep — 35 adam. (54,7%). atiendep — 29 adam. (45,3%) . Opmawa xacbi 43+1,3
xacmel Kypaobl.

bakblinay mobbi- xeden decmpykmusmi naHkpeamumi 6ap HaykacmapObl ynuHocmamuHci3 emoey — 122
Haykac. ©nimee aKkeneeH xaroatinap-8.

Keden decmpykmuemi naHkpeamumi 6ap HaykacmapObi keweHOi emOeyde OecmpyKmusmi naHkpeamum
arbIMbIHbIH aybIp/bifbiHa 6atinaHbicmsl  ynuHocmamuHOi KondaHy ameopummi 83iprneHdi XeHe eHaisinoi.
O3ipreHeeH cxemara calikec ynuHocmamuHOi maralibiH0aymeH bipikmipineeH.

Hamusxenep. 10 Haykacka KoHcepgamusmi em Xypai3indi. 54 - xupypeusnbik emoey a3iprieHeeH cxema
6olibIHWa yrnuHocmamuH maralbiHOaymeH 6ipikmipindi. 54 HaykacmbiH 51-iHe 3HOOCKOMUSMLIK Onepayusi
Xacanobl; 3 Haykacka marnapomomusi adiciMeH orepayus xacanobl. bacmbl morn b6akbinay morka KaparaHoa
aypyxaHadaH 3,5+0,34 mayrikke epmepek xa3birbin WhlKkaH

KopbimbiHObI. 3epmmey Hemuxenepi npomeasa mexeaiwi ynuHocmamuHOi KondaHymeH bipee xeden
naHkpeamummi 3H008UAEOXUPYP2USIbIK eMOey an2opummiHiH Xofapbl muimdinieiH kepcemmi. 2021 xblinfsl 27
kaHmapdarbl AC Ne 14704 (www.kazpatent.kz) anbiHObI.
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AHHOMayus

Lenb. Ynydwumb pe3ynbmambi 3HO08UOEOXUPYP2UHECKO20 Memooa NEeYEeHUS MayueHmos ¢ oCmpbiM
0ecmpyKmUuHbIM naHKpeamumom.

Mamepuan u memoOsl. MiccrnedosaHue nposodusnock Ha 6asax PIK Ha MXB «lopodckas 6onbHuya Net» u
PIT1 Ha [XB «opodckas 6onbHuya Ne2» eopoda Hyp-CynmaH PK.

Cmamucmuyeckull aHanu3 pesynbmamos fpogoodunnu C UCMOoIb308aHUEM Memodo8 8apuayUoHHOU
cmamucmuku ¢ pacdemom M+SD. Pasnuyusi Mex0y epynnamu cpagHeHUsl aHanu3uposasnu C UCronb308aHUEM
Kpumepusi BunkokcoHa-MaHa-YumHu u cyumanu cmamucmuyecku 3HaqyumbiMu 3a ps 0,08.

C 2017-202122. nponeyeHo o paspabomaHHOMY U 8HEOPEHHOMY ameopummy fevyeHuss 64 nayueHmos c
ocmpbiM 0ecCmpyKMUBHbIM NaHKpeamumom:

W3 Hux: OFl 6e3 opaaHHOU HeAOCMamoyHOCMU U MECMHbIX U/UMU cucmeMHbIX ocrioxHeHut -10 yen. Of1
cpedHel u msxenol hopMbl -54.4er.

JlemarnbHbie ucxodbi-1; CpedHsisi MpodomKUmMenbsHOCMb Haxox0eHusi 8 cmayuoHape-20,8+1,2 cymok;
CpedHuti so3pacm cocmasun - 43 + 1,3 nem.

KoHmpornbHas epynna - nevyeHue 607bHbIX C CPEOHUM U MSKENbIM 0CmpbiM bunuapHLIM naHKpeamumom
6e3 ucrnonb308aHus ynuHocmamuHa (danee YC) cocmasuna n = 122; JlemanbHbie ucxoohbl-8.

PaspabomaH u 8HedpeH anzopumm MPUMEHEHUS yIIuHoOCmamuHa 8 3agucuMocmu om CmeneHu mskecmu
meyeHusi 0ecmpyKmugHo20 MaHkpeamuma 8 KOMIIEKCHOM JieqeHuu 60rbHbIX ¢ ocmpbiM 0ecmpyKmueHbIM
naHKpeamumonm.

Pesynbmamei. 10 605bHbIX MPONEYEHO KOHCEP8AmMUBHO. 54 — Xupypau4yeckoe fe4eHUe co4emasnoch C
HasHa4yeHUeM ynuHocmamuHa no padpabomaHHol cxeme. M3 54 nayueHmos, 3HOOCKOMuUYecKue orepayuu
6b111u npoussedeHs! 51 nayueHmanm; 3 nayueHma bbiu MPOONEPUPOB8aHbI C MOMOWbio nanapomomuu. CpedHss
NpPodomKUMENbHOCMb HaxoxAeHUs1 8 cmayuoHape y 0CHogHol epynnbl bbina Ha 3,5+0,34 cymok MeHbwe, Yem
KOHMPOIIbHOU.

3aknoyeHue. Pesynbmambl  uccredosaHull rokas3anu 8bICOKyt aghhekmusHocmb  pa3pabomaH-
HO20 anezopumma 3HO0BUOEOXUPYPRUYECKO20 Memolda JIeHeHUsi 0CMpo20 MaHKpeamuma 6 CoYemaHuu C
npuMeHeHUeM uHeubumopa npomeas yrnuHoOCmMamuHa.

lony4eHo AC Ne14704 om 27.01.20212.(www.kazpatent.kz)
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Relevance:

Despite the progressive development of modern
medicine, the relevance of the treatment of patients
with acute pancreatitis remains, as the mortality rate
with this pathology is growing steadily. Today, this is
a rather serious problem and requires considerable
attention.

Numerous publications of endovideosurgical
methods for the treatment of acute pancreatitis in
combination with drug treatment indicate that surgeons
are constantly searching for the optimal integrated
approach to the treatment of this severe surgical
disease.

The introduction of new drugs and technologies
is necessary to improve treatment. The incidence of
acute pancreatitis both abroad and in Kazakhstan
tends to increase. The proportion of patients with
destructive pancreatitis is 15-20%. At the same time,
mortality, depending on the volume and severity of
the pathology, remains at the level of 20% and above.
The incidence of acute pancreatitis since 2000 in the
Russian Federation has come out on top, accounting
for 35-45% in the structure of acute surgical diseases
of the abdominal organs (Kovalenko A.A., 2007;
Vashetko R.V., 2012; Gostishchev VK., 2012;
Ostrovsky A.G., 2012; Bagnenko S.F., 2013), and the
upward trend in the number of patients continues. In 15
- 20% of cases, the development of acute pancreatitis
is destructive (Saveliev V.S., 2008). Among patients
with acute pancreatitis, men average 55 - 75%, and
women - 25 - 45% (Kuznetsov N.A., 2004). Most cases
occur in people of working age from 21 to 60 years
(65%). Among patients under 45 years old (76%) are
men, which is mainly associated with alcohol abuse. A
high incidence rate (up to 80%) among women over 60
years of age is associated, first of all, with a history of
often exacerbating cholecystitis, as a manifestation of
cholelithiasis (Shapovalyants S.G., Mikhailusov S.V,,
2000). An increase in the number of patients with acute
pancreatitis has led to an increase in the frequency of
its destructive forms and their complications. So the
formation of infected pancreatic necrosis is almost
60% of cases, parapancreatitis - more than 45%,
omentobursitis - almost 30% (Tolstoy A.D., 2003).

The search and introduction of new drugs in
combination with endovideosurgical technologies are
necessary to improve the treatment and increase the
effectiveness of the treatment of severe complications
of acute pancreatitis.

Scientific novelty:

For the first time in the Republic of Kazakhstan,
on the basis of the Nur-Sultan Multifunctional City
Hospital Ne2 and the Nur-Sultan Multifunctional City
Hospital Ne1, scientific studies were carried out on the
use of the infusion solution “Ulinastatin”. An algorithm
for the treatment of acute destructive pancreatitis with
endovideosurgical interventions in combination with
the use of a protease inhibitor has been developed,
depending on the severity of the course of the disease.
The use of ulinostatin in patients of the main group was
carried out according to the developed algorithm: AC
No. 14704 dated January 27, 2021.
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Purpose of the study.
To improve the results of endovideosurgical
treatment of patients with acute destructive pancreatitis.

Materials and methods.

The study was conducted on the basis of the Nur-
Sultan Multifunctional City Hospital Ne2 and the Nur-
Sultan Multifunctional City Hospital Ne1 of the Republic
of Kazakhstan.

CT, MRI, ZORING unit, Karl Stors endoscopic
stand, Karl Stors argon-plasma coagulator, GelPort
(Applied Medical), abdominal radiography, abdominal
ultrasound, ERCP; clinical and laboratory research.
Statistical analysis of the results was carried out using
the methods of variation statistics with the calculation
of M+SD. Differences between comparison groups
were analyzed using the Wilcoxon-Manh-Whitney test
and considered statistically significant at p<0.05.

From 2017-2021, 64 patients with acute destructive
pancreatitis were treated according to the developed
and implemented treatment algorithm:

Of these: AP without organ failure and local and /
or systemic complications -10 people. AP of moderate
and severe form -54 people.

Lethal outcomes-1; The average length of stay in
the hospital is 20.8+1.2 days;

Men - 35 (54.7%), women — 29 (45.3%) . The
mean age was 43 + 1.3 years.

The control group - treatment of patients with
moderate and severe acute biliary pancreatitis without
the use of ulinostatin (hereinafter US) was n = 122;

Lethal outcomes-8; The average duration of stay in
the hospital is 24.3+1.6 days.

Patients of the main group - in addition to traditional
therapy received US (Bharat Serums and Vaccines
Ltd., India) twice a day at 10:00 and 22:00 at a dose
of 100 thousand IU for 5 days, no later than 48 hours
after moment of hospitalization

Of these, 37% (20 people) of patients underwent
ERCP;

13% (7 people) of patients were operated on
(laparoscopy, open surgery);

50% (27 people) treatment of patients is limited
conservatively: drug treatment + EPST (Fig. 1).

Surgical treatment in main group
WERCP ™ Laparotomy, laparoscopy ‘Without surgery
50%
Results:

According to the developed algorithm, 54 patients
with acute biliary pancreatitis of moderate and severe
severity were treated. Of these, 29 were women and
35 were men (Fig. 2). The mean age of the patients
was 43 + 1.3 years. All patients received therapy in
accordance with the approved clinical protocol «Acute

Figure 1.
Types of treatment
in the main group
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Figure 2.
Distribution of patients
by gender

Figure 3.
Types of Surgical
treatment

Figure 4.
The level of total bilirubin in
dynamics

Figure 5.
Amylase level in dynamics

Figure 6.

Average duration of
hospitalization of the main and
control groups
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pancreatitis» (dated March 29, 2019, Protocol Ne. 60,
Ministry of Health of the Republic of Kazakhstan),
clinical protocol «Chronic pancreatitisy  (dated
December 14, 2017 Protocol Ne. 35 of the Ministry of
Health of the Republic of Kazakhstan).

Surgical operations and manipulations

10 patients were treated conservatively. 54
people have — surgical treatment combined with the
appointment of ulinostatin according to the developed
scheme.

Of the 54 patients, endoscopic surgery was
performed in 51 patients. Only 3 patients were operated
on in an open manner using laparotomy (Fig. 3).

Patients underwent a biochemical blood test at
least three times: on admission, 1 day after the start
of treatment, control tests at discharge. As a result:
the average value of the level of total bilirubin after
treatment decreased from 65 pmol/l at admission to 35
pmol/l with an equal statistical deviation (Fig. 4). The
mean post-treatment amylase level decreased from
65 U/L on admission to 63 U/L (Fig.5). The drug has
proven itself on the good side, it showed the highest
efficiency after ERCP and EPST were performed in
patients.

The average length of stay in the hospital in
the main group was 3.5+0.34 days less, which also
correlates with the dynamics of biochemical blood
tests.

Algorithm for the use of ulinostatin depending
on the severity of the course of destructive
pancreatitis

The drug has established itself as an active
inhibitor of pancreatic proteases; showed the highest
efficiency after ERCP and EPST were performed in
patients.

Our clinical studies have revealed: in moderate
pancreatitis, it is effective and safe to administer
Ulinastatin 100,000 units 2 times intravenously
dissolved in saline or 5% glucose solution 100.0 ml
for 1-3 days. In severe pancreatitis - 100,000 units x
2 times per 100.0 ml of saline solution or 5% glucose
solution intra-arterially selectively for 5-7 days in
combination with endovideosurgical interventions in
the hepatopancreatoduodenal zone.

Conclusions: The results of our studies showed
the high efficiency of the developed algorithm for the
endovideosurgical method for the treatment of acute
pancreatitis in combination with the use of the protease
inhibitor ulinostatin.

Received AC Ne. 14704 dated January 27, 2021
(www.kazpatent.kz).
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