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EFFICIENCY OF APPLICATION OF THE COMBINED HEPATOPROTECTOR IN COMPLEX
TREATMENT OF CHRONIC PANCREATITIS WITH CONCOMITANT LIVER DAMAGE
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I. Horbachevskiy Ternopil National Medical University

SUMMARY. Comorbidity of chronic pancreatitis (CP) and chronic viral hepatitis C (CVHC) is quite common and prob-
lematic, even after etiotropic treatment of viral hepatitis C infection.

The aim - to investigate the state of the functional capacity of the pancreas and general clinical and selected bio-
chemical parameters of patients with CP against the background of treated CVHC under the influence of the proposed
complex treatment with the additional inclusion of the hepatotrophic drug heparizin (HZ).

Material and Methods. 45 patients with CP comorbid with CVHC were studied. All patients were examined accord-
ing to generally accepted algorithms and received a generally accepted complex of treatment according to the protocol
(GAT) for CP in accordance with the order of the Ministry of Health of Ukraine No. 638 dated 2014 and CVHC - according
to the Clinical Guideline of the Ministry of Health of Ukraine, based on evidence "Viral Hepatitis C" dated 2020. All out-
patient patients with a comorbid course of CP and CVHC were divided into 2 groups to study the effectiveness of the
proposed correction programs: 1 group (20 patients) received a generally accepted complex of treatment according to
the protocol (GAT) for three months, Group 2 (GAT+HZ) — 25 patients with CP and CVHC) - received GAT with the addi-
tional inclusion of the hepatotrophic agent Heparizin PLC, 1 capsule 3 times a day after meals for 3 months.

Results. A more significant level of effectiveness of the treatment complex with the additional inclusion of the
hepatotrophic drug heparizin was established in relation to this protocol treatment for the restoration of the functional
and structural state of the pancreas according to the studied parameters: the content of fecal a-elastase increased by
54.4 % vs. 39.9 %, respectively, and glucose content decreased - by 15.6 % vs. 10.0 %, the co-program score decreased
—by 40.2 % vs. 25.1 %, the US score of the software structure decreased - by 74.4 % vs. 33.6 % (p <0.05).

Conclusions: The reliable positive effect of heparizin on the disturbed parameters of the functional state of the
pancreas and liver in CP in combination with CVHC was proven and allowed to assert the anti-inflammatory activity of
heparizin, optimizing its effect on protein metabolism and functions of the pancreas and liver. It is recommended to ad-
ditionally include the hepatotrophic agent heparizin to the protocol complex therapy of patients with chronic pancreati-

tis against the background of treated etiologically CVHC at the stage of outpatient rehabilitative treatment.
KEY WORDS: chronic pancreatitis; chronic viral hepatitis C; hepatotrophic agent Heparizin; complex rehabilitative

treatment; fecal elastase-1.

Introduction. The management of comorbid pa-
thologies is an important component of the activities
of doctors in almost all specialties, but this is most re-
levant in general medical practice at the stage of pri-
mary health care. It is known that the combination of
diseases in one patient makes the clinical course more
severe, prospectively less optimistic, leads to the for-
mation of complications. In addition, the problem of
medicine around the world is the lack of protocols for
the management of patients with comorbid condi-
tions, which requires research by scientists and practi-
tioners [4]. The comorbidity of chronic pancreatitis
(CP) and chronic viral hepatitis C (CVHC) is quite com-
mon and problematic, even after etiological treat-
ment of viral hepatitis C infection [2, 12]. Scientists
believe that among the etiological factors in the for-
mation of CP, the alcohol factor (from 25.0 to 80.0 %),
a large position is occupied by pathologies of the he-
patobiliary system (from 25 to 40 %), as well as the
infectious factor [1, 8, 11]. According to Babinets L.S.
etal,, 2007, 2021, when analyzing significant etiologi-
cal factors in the formation of the disease among
218 patients with CP, the following figures of the in-
fluence of these factors were established: alcohol -
8.26 %, hepatobiliary — 44.50 %, gastroduodenal -

51.37 %, infectious — 56.88 %, ischemic — 20.18 %, al-
lergic - 8.33 %, post-traumatic — 16.67 %, after acute
pancreatitis—7.80 % [1, 3]. Most patients had a mixed
genesis of CP, so the factors were often insisted [13].
This state of affairs drew attention to the significance
of infectious and hepatobiliary factors.

Among the infectious agents, the most relevant
causes of occurrence or complication of the clinical
course of CP are viral hepatitis C, B and D, for which
the ability to chronify the infection has been proven.
These viruses have identical routes of spread (in-
cluding through blood and blood products) and pro-
longed persistence in the body [6, 10]. One of the
most important discoveries in recent years has been
the establishment of the fact of replication of HBV
and HCV viruses in tissues of lymphatic and non-lym-
phatic origin, which led to the elucidation of the
pathogenesis of multisystem damage observed in
these infections [14, 15]. This approach allows us to
consider viral hepatitis not only as a liver disease,
but also as a systemic (generalized) infection that af-
fects other organs, in particular, the pancreas (PG)
[9]. According to expert estimates, about 3.6 %
(about 1.5 million people) live with CVHC in Ukraine,
but only 5.4 % are under medical supervision [2].
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Ukraine belongs to countries with an average preva-
lence of viral hepatitis C. However, according to the
results of selective monitoring of risk groups, the
level of infection with hepatitis C virus among some
of them significantly exceeds the global average and
reaches 40-60 %. And although viral hepatitis C is
curable in 95 %, a significant number of patients do
not know about their diagnosis and do not have ac-
cess to treatment. Treatment has become afford-
able in price (the cost of the course has decreased
from $900 to $100), so identifying patients with viral
hepatitis C is an urgent problem, especially at the
primary care level [10].

At the same time, it should be noted that signifi-
cant progress has been made today in the treatment
of patients with hepatitis C, it can now be considered
a curable disease [7]. In addition, research in this area
continues, and new drugs can significantly improve
treatment efficacy. Timely detection of the disease,
determination of its stage and prescription of optimal
treatment regimen are very important in achieving
the main goal of treatment — persistent virologic re-
sponse. Studying the consequences of CVHC, even
etiologically treated, including for the state of the
pancreas (PG) in CP, is also an important issue.

The aim of the study - to investigate the state
of the functional ability of the pancreas and general
clinical and selected biochemical parameters of pa-
tients with CP against the background of treated
CVHC under the influence of the proposed complex
treatment with additional inclusion of the hepato-
trophic drug Heparizin.

Material and Methods. Data from form 025/0
"Outpatient Medical Records" and form 003/0 "Inpa-
tient Medical Records" of 45 patients with CP comor-
bid with CVHC were analyzed. All patients were exa-
mined according to generally accepted algorithms
and received a generally accepted complex treatment
protocol (GAT) for CP in accordance with the order of
the Ministry of Health of Ukraine No. 638 dated 2014
and CVHC - according to the Clinical Guidelines of the
Ministry of Health of Ukraine based on evidence "Vi-
ral hepatitis C" from 2020 [4, 5]. The control group
consisted of 25 practically healthy people comparable
in age and sex.

The criterion for inclusion in the study group of
patients with CP in combination with CVHC were pa-
tients with CP who were diagnosed with viral hepati-
tis Cin connection with an exacerbation or as an acci-
dental finding. All etiologically treated by the stan-
dard methodinaccordancewiththerecommendations
of the Clinical Guidelines based on evidence "Viral
Hepatitis C" created by the working group by order of
the Ministry of Health of Ukraine dated 18.08.2020
No. 1908, based on the recommendations of WHO"
Guidelines for the care and treatment of persons di-

agnosed with chronic hepatitis C virus infection»
(2018) and "EASL Recommendations on Treatment of
Hepatitis C" (2020). Regardless of the established
HCV genotype, patients received a course of treat-
ment with Sofosbuvir at a dose of 400 mg and Velpa-
tasvir 100 mgin the morning after a meal for 3 months
(some patients received Daclatasvir instead of Velpa-
tasvir at a dose of 60 mg also in the morning after eat-
ing for 3 months). The period after the stated and
treated viral hepatitis C before the examination was
on average (2.35 £ 0.61) years [4, 10].

Exclusion criteria: diabetes mellitus, hepatitis
and cirrhosis in the exacerbation phase, including vi-
ral etiology, cholelithiasis with existing calculi, acute
and chronic diseases of vital organs and systems, on-
cological diseases, patient refusal to participate in
the study.

Among the analyzed patients there were 55 %
women and 45 % men. The age of the patients ranged
from 29 to 69 years. The average age was (49.57%
10.89) years.

Biochemical studies to assess the clinical course
of CP and CVHC, as well as the nutritional status of
patients were performed on a Vitalab Flexor-2000
analyzer (Netherlands).

Exocrine pancreatic insufficiency (EPI) was tra-
ditionally determined by the content of fecal ela-
stase-1 (FE-1), which was determined by ELISA using
standard kits from BIOSERV ELASTASE 1-ELISA.

All patients with a comorbid course of CP and
CVHC who underwent an outpatient course of reha-
bilitative treatment in a primary care setting at the
place of residence were divided into 2 groups accord-
ing to the principles of randomization to study the ef-
fectiveness of the proposed correction programs:

Group 1 (20 patients with CP and CVHC) re-
ceived a generally accepted treatment protocol
(GAT) for three months, which included normaliza-
tion of lifestyle and dietary recommendations, a
pure pancreatin enzyme preparation in an adequate
dose (25-40 lipase units) during meals constantly, a
proton pump inhibitor (pantoprazole 40 mg), an anti-
spasmodic (mebeverine) and/or a prokinetic (motili-
um) — as needed. Mandatory components of the GAT
were outpatient care, diet according to the order of
the Ministry of Health of Ukraine dated 29.10.2013
No. 931, taking into account the recommendations
of tables 5 and 5p according to Pevzner.

Group 2 (GAT+HZ) — 25 patients with CP and
CVHCQ) - received GAT with the additional inclusion
of the hepatotrophic agent Heparizin PLC 1 capsule
3 times a day after meals for 3 months.

The motivation for including Heparizin PLC (Va-
lartin Pharma, LLC; Ukraine) in the GAC is the need to
strengthen the liver as an organ of metabolic detoxi-
fication, protein synthesis, improvement of biliary
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synthesis and passage, etc. One HZ capsule contains
glycyrrhizin — 50 mg; glycine — 50 mg; DL-methionine -
50 mg; phospholipids (PL) — 217 mg (equivalent to
65 mg of phosphatidylcholine). It is known that PLs
contained in the composition of HZ are chemically
analogous to endogenous PLs, but greatly surpass
them due to the high content of polyunsaturated (es-
sential) fatty acids. These high-energy molecules are
predominantly incorporated into the structures of
cell membranes and promote the restoration of da-
maged liver tissues. PLs affect disturbed lipid meta-
bolism by regulating lipoprotein metabolism, result-
ing in neutral fats and cholesterol being converted
into transport active forms. When PLs are excreted
through the biliary tract, the lithogenic index de-
creases, and bile stabilizes. PLs also improve the lipo-
philic properties of glycyrrhizic acid, increasing the
intensity and speed of its absorption more than 2 ti-
mes. HZ was recommended as an additional source of
the essential sulfur-containing amino acid methionine
and natural biologically active components. Glycine is
a replaceable amino acid that stimulates the forma-
tion of glycogen by the liver, regulates metabolism,
has antitoxic, antioxidant, detoxifying and hepatopro-
tective properties. Glycyrrhizin (potassium and calci-
um salts of glycyrrhizic acid), the structural similarity
of which with hormones determines its biological ac-

tivity (anti-inflammatory, antifibrotic, antiallergic, an-
tiviral, immunomodulating properties) and phospha-
tidylcholine (the main component of PL), which is the
main structural element membranes and able to re-
store their structure and function when damaged, ex-
hibiting a protective effect.

This HZ is recommended to improve the func-
tional state of the liver and prevent complications in
chronic hepatitis, including viral origin, and other dif-
fuse liver diseases, for effective antiviral protection
against the penetration of viruses, to increase mental
performance and even improve skin condition and
create optimal conditions for body functioning in pso-
riasis, dermatitis and eczema. There were no contrain-
dications (hypersensitivity to components, acute viral
hepatitis, arterial hypertension, pregnancy and lacta-
tion period) for prescribing HZ to our patients.

In addition, we did not find any information in
the scientific and educational medical literature re-
garding the feasibility and effectiveness of using
this drug in CP. This motivated the study.

Results and Discussion. An important stage of
the study was to conduct a comparative analysis of
the dynamics of parameters of the functional and
structural state of the pancreas in patients with co-
morbidity of CP and CVHC under the influence of
GAT and GAT+HZ (Table 1).

Table 1. Comparative analysis of the dynamics of parameters of the functional and structural state of the pancreas
in patients with CP and CVHC under the influence of treatment programs

Comparison group

Indicator of pancreatic Group 1 (GAT) Group 2 (GAT+HZ)
functional state Contrglzgroup (n=20) (n=25)

(n=25) Before treatment | After treatment | Before treatment | After treatment
a-elastase, pg/g 242.58+6.24 110.85+3.17* 155.11+6.16** 110.4943.45* 170.57+6.20**°
Blood glucose, mmol/l 4,78+0.08 5.43+0.46* 4.42+0.26%* 5.65+0.43* 4.97+0.28**°
Coprogram score 0.09+0.02 5.58+0.28* 4.46+0.19** 5.48+0.61* 3.91+0.28**°
Ultrasound score of 1.05%0.03 6.24+0.63* 4.67+0.56** 6.26+0.59* 3.59+0.81**°
pancreatic structure

Notes: 1* — probable difference in indicators relative to the control group (p<0.05); 2** — probable difference in indicators in their group
after treatment relative to those in their group before treatment (p<0.05); 3 — probable difference in indicators after treatment in the
GAT+HZ group relative to those in the GAT group after treatment (p<0.05).

According to Table 1, a more significant level of
effectiveness of the treatment complex with the ad-
ditional inclusion of Heparizin was established in re-
lation to such a GAT: the content of fecal a-elastase
increased by 54.4 % versus 39.9 %, glucose content
decreased by 15.6 % versus 10.0 %, the coprogram
score decreased by 40.2 % versus 25.1 %, the ultra-
sound score of the pancreatic structure decreased
by 74.4 % versus 33.6 % (p<0.05). Thus, the inclusion
of Heparizin in the standard therapy of CP with
CVHC improved treatment outcomes with the resto-
ration of the functional and structural state of the
pancreas according to the studied parameters.

14

Conclusions. A more significant level of effec-
tiveness of the treatment complex with the addi-
tional inclusion of the hepatotrophic drug Heparizin
was established in relation to such protocol treat-
ment regarding the restoration of the functional
and structural state of the pancreas according to the
studied parameters: the content of fecal a-elastase
increased by 54.4 % versus 39.9 %, glucose content
decreased by 15.6 % versus 10.0 %, the coprogram
score decreased by 40.2 % versus 25.1 %, the ultra-
sound score of the pancreatic structure decreased
by 74.4 % versus 33.6 % (p<0.05); 4) the reliable posi-
tive effect of Heparizin on the disturbed parameters
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of the functional state of the pancreas in CP in com-
bination with CVHC has been proven and it allowed
to assert its optimizing effect on pancreatic func-
tion; 5) itis recommended to additionally include the
hepatotrophic agent Heparizin in the protocol com-
plex therapy of patients with CP against the back-
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JNIIKYBAHHI XPOHIYHOIO NMAHKPEATUTY 13 CYNMYTHIM YPAXEHHAM MNEYIHKHN

©J1. C. babiHeub, K. M. KoBanbuyk

TepHoninbcbKull HauioHaneHUl meduyHul yHiBepcumem imeHi I. A. fopbayescbko2o0 MO3 YkpaiHu

PE3KOME. KomMopbifHicTb XpOoHi4HOro naHkpeatuTy (XI) i xpoHiyHoro BipycHoro renatuty C (XBIC) € goBoi Yac-
TOM i Np06/1eMHOIO, HABITb MiC/1A NPOBEAEHHS €TIOTPOMNMHOIO NiKyBaHHS BipycHoro renatuty C.

MeTa — gocnignTn cTaH GyHKUIOHANbHOT 34aTHOCTI MiALIIYHKOBOI 331031 Ta 3arajibHOKiHIYHNX | BUO6paHmMx bioxi-
MiYHMX NapaMeTpiB NauieHTiB i3 X Ha T/1i nponikoBaHoro XBI'C nig BN/IMBOM 3anpoNOHOBAHOMO KOMIMJIEKCHOTO JiKyBaH-
HS i3 4OAATKOBMM BKJIFOYEHHSAM renaToTpodpHOro npenapaTy renapusnHy.

MaTepianu Ta meTogu. byno gocnigxeHo 45 xBopux Ha XMy komopbigHocTi iz XBI'C. Bci xBopi 6ysim o6cTexeHi 3a

3arasibHONPUAHATMMM aNrTOPUTMaMM | OTPMMYBAJIM 3arasibHOMPUIHATUIA KOMIJIEKC NiKyBaHHSA 33 NpoTokosioMm (3MK) XM
3rigHo i3 Hakazom MO3 Ykpainm N2 638 Big 2014 p. Ta XBI'C — 3a KniHiyHoto HacTaHoBo MO3 YkpaiHKM, 3aCHOBAHOMO Ha
JoKa3ax «BipycHuii renatut C» Big 2020 p. Ycix ambyaTopHUX NaLieHTIB 3 KoMopbigHnm nepebirom XM i XBIrC noginnnm
Ha 2 rpynn A8 BMBYEHHA AI€BOCTI 3aMpOMNoOHOBaHNX Nporpam Kopekduii: 1 rpyna (20 naujieHTiB) oTpuMMyBaa 3arasibHo-
NPUAHATUI KOMTIEKC JTIKyBaHHA 33 NpoTokoioMm (3MK) npoTarom Tpbox Micauis, 2 rpyna (3MK+3) — 25 nauieHTiB i3 XMi
XBIC) — oTpmMyBanu 3MK i3 104aTKOBMM BKJIKOYEHHAM renaToTpodHoro 3acoby lenapmsmH PLC no 1 kancyni 3 pasu Ha
no6y nicna npuiioMy ixi npotarom 3 Micauis.

Pe3ynbTaTy i 06roBopeHHA. BctaHoBWAM 6isibll 3HAYMMKNIA piBeHb ePEKTUBHOCTI J1iKyBaJIbHOrO KOMIJIEKCY i3 Ao-
[ATKOBUM BKJ/IHOYEHHAM renatoTpodHOro npenapaTy renapvsmHy CTOCOBHO Takoro MpOTOKOJ/IbHOMO NiKyBaHHSA LLOA0
BifHOB/IEHHA YHKLIOHA/NbHOIO i CTPYKTYPHOro cTaHy M3 3a AaHMMMK AOCAIAXEHWX MapameTpiB: BMICT ¢eKanbHol
a-enacTasu NiaBuvLLYBaBCA BignoBigHO HAa 54,4 % npoTtn 39,9 %, BMICT M1HOKO3M 3HMXKYBABCA Ha 15,6 % npotn 10,0 %,
6a/1bHMIN NOKA3HMK KOMPOrpamm 3HnXXyBaBca Ha 40,2 % npoTu 25,1 %, 6anbHUi Y3-NoKasHWK CTPYKTYpu M3 3HMXKYBaBCA
Ha 74,4 % npoTn 33,6 % (p<0,05).

BucHOBKM. [JoBeAeHO AOCTOBIPHUI NO3UTMBHWIA BMNJIMB renapunsnHy Ha nopylleHi napameTpyn ¢pyHKLiOHA/IbHOro
cTaHy M3 npu XMy noeaHaHHi i3 XBI'C o [03BO/INA0 CTBEPAIKYBATH NPO NPOTU3aNasibHy akKTUBHICTb renapu3smnHy, onTu-
Mi3yBaJIbHWI MOTrO BMJIMB Ha 3. PeKoMeH0BaHO A0AATKOBE BKJIOYEHHSA renatoTpodHoro 3acoby renapusuHy Ao npo-
TOKOJIbHOT KOMMJIEKCHOT Tepanii xBopux Ha XM Ha T/1i npoaikoBaHoro eTiosioriyHo XBIC Ha eTani BifHOBHOIro ambynaTtop-
HOrO JliKyBaHHS.

KJIFOYOBI CJIOBA: XpOHiYHMN MAHKPEATUT; XPOHiYHWN BipyCcHWM renatuT C; renaToTpodHUI 3acib renapusmy;
KOMMJIeKCHE BiAHOBHE NiKyBaHHS; PpekasibHa enacrasa-1.
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