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Hepatotrophic therapy efficiency in the
management of a comorbid patient with
chronic pancreatitis after etiotropically
treated chronic viral hepatitis C

he management of comorbid pathologies is an
important component of the activities of doctors in
almost all specialties, but this is most relevant in general
medical practice at the stage of primary 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 formation of complications.
In addition, the problem of medicine around the world
is the lack of protocols for the management of patients
with comorbid conditions, which requires research
by scientists and practitioners [4]. The comorbidity of
chronic pancreatitis (CP) and chronic viral hepatitis
C (CVHC) is quite common and problematic, even
after etiological treatment of viral hepatitis C infection
[2,12]. Scientists believe thatamong the etiological factors
in the formation of CP, the alcohol factor (from 25.0 to
80.0%), a large position is occupied by pathologies of
the hepatobiliary 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 etiological factors
in the formation of the disease among 218 patients with
CP, the following figures of the influence of these factors
were established: alcohol — 8.26%, hepatobiliary —
44.50%, gastroduodenal — 51.37%, infectious — 56.88%,
ischemic — 20.18%, allergic — 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 (including through blood
and blood products) and prolonged 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-lymphatic 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 affects 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]. Ukraine belongs to
countries with an average prevalence 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 access
to treatment. Treatment has become affordable 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 significant
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 response.
Studying the consequences of CVHC, even etiologically
treated, including for the state of the pancreas (PG) in CP,
is also an important issue.

Aim — to investigate the state of the functional
ability of the pancreas and general clinical and selected
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biochemical parameters of patients with CP against the
background of treated CVHC under the influence of the
proposed complex treatment with additional inclusion of
the hepatotrophic drug Heparizin.

Materials and methods. Data from form 025/0
«Outpatient Medical Records» and form 003/0 «Inpatient
Medical Records» of 45 patients with CP comorbid
with CVHC were analyzed. All patients were examined
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 «Viral 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
patients with CP who were diagnosed with viral hepatitis
C in connection with an exacerbation or as an accidental
finding. All etiologically treated by the standard method
in accordance with the recommendations 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 diagnosed 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 treatment with Sofosbuvir at a dose of 400 mg and
Velpatasvir 100 mg in the morning after a meal for
3 months (some patients received Daclatasvir instead of
Velpatasvir at a dose of 60 mg also in the morning after
eating 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 viral
etiology, cholelithiasis with existing calculi, acute and
chronic diseases of vital organs and systems, oncological
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
traditionally determined by the content of fecal elastase-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 rehabilitative
treatment in a primary care setting at the place of
residence were divided into 2 groups according to the
principles of randomization to study the effectiveness of
the proposed correction programs:

Group 1 (20 patients with CP and CVHC) received a
generally accepted treatment protocol (GAT) for three

months, which included normalization 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 antispasmodic (mebeverine)
and/or a prokinetic (motilium) — 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
CVHC) — 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 (Valartin
Pharma, LLC; Ukraine) in the GAC is the need to
strengthen theliverasan organ of metabolicdetoxification,
protein synthesis, improvement of biliary 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 (essential) fatty acids. These
high-energy molecules are predominantly incorporated
into the structures of cell membranes and promote the
restoration of damaged liver tissues. PLs affect disturbed
lipid metabolism by regulating lipoprotein metabolism,
resulting in neutral fats and cholesterol being converted
into transport active forms. When PLs are excreted
through the biliary tract, the lithogenic index decreases,
and bile stabilizes. PLs also improve the lipophilic
properties of glycyrrhizic acid, increasing the intensity
and speed of its absorption more than 2 times. 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 formation of glycogen by
the liver, regulates metabolism, has antitoxic, antioxidant,
detoxifyingand hepatoprotective properties. Glycyrrhizin
(potassium and calcium salts of glycyrrhizic acid), the
structural similarity of which with hormones determines
its biological activity (anti-inflammatory, antifibrotic,
antiallergic, antiviral, immunomodulating properties)
and phosphatidylcholine (the main component of PL),
which is the main structural element membranes and able
to restore their structure and function when damaged,
exhibiting a protective effect.

This HZ is recommended to improve the functional
state of the liver and prevent complications in chronic
hepatitis, including viral origin, and other diffuse 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 psoriasis, dermatitis
and eczema. There were no contraindications
(hypersensitivity to components, acute viral hepatitis,
arterial hypertension, pregnancy and lactation period)
for prescribing HZ to our patients.
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In addition, we did not find any information in the
scientific and educational medical literature regarding
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 comorbidity of CP and CVHC
under the influence of GAT and GAT+HZ (Table 1).

According to Table 1, a more significant level of
effectiveness of the treatment complex with the additional

inclusion of Heparizin was established in relation 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 ultrasound 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 restoration of the functional and structural state of
the pancreas according to the studied parameters.

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 Group 1 (GAT) Group 2 (GAT+HZ)
pancreatic Control group (n=20) (n=25)
functional state (n=25)
Before treatment After treatment Before treatment After treatment
a-elastase 242,58+ 110,85+ 155,11+ 110,49+
, ) ) ) ) . ko
1g/g 6,24 3,17 6,16 3,45+ 170,57+6,20
Blood glucose, 4,78+ 5,43+ . - . . . o
mmol/I 0,08 0.46* 4,42+0,26 5,65+0,43 4,97+0,28
0,09+ 5,58+ 4,46* 5,48+
i) E) i) ’ -+ * ko
Coprogram score 0,02 0.28* 0,19+ 061 3,91+0,28
Ultrasound score
. 1,05+ 6,24+ 4,67+ 6,26+
) ) ) ) n o
of pancreatic 0,03 0.63* 0,56** 0.59* 3,59+0,81
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).

Conclusions: A more significant level of effectiveness
of the treatment complex with the additional inclusion
of the hepatotrophic drug Heparizin was established
in relation to such protocol treatment 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 wultrasound score of the pancreatic structure
decreased by 74.4% versus 33.6% (p<0.05); the reliable
positive effect of Heparizin on the disturbed parameters
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EdexTnBHicTh renaToTpodHOI Teparrii y BeleHHI KOMOpOigHOTO
narieHTa i3 XpOHIYHMM NaHKpeaTUTOM IIicjIs eTiOTPOMHO IIPOJIiKoBa-
HOT'0 XpOHIYHOrO0 BipycHOro renarury C

IIpod. JI.C. Babinenp!, npod. O.0. A6paramosny?

! TepHOMiNIBCHKMIT HALIOHATIBHIY MeVUHNT yHiBepcuTeT imeHi 1.51. TopGadeBcbkoro MO3 Ykpaitn
2 JTbBiBCHKMVI HAIIIOHATBHVTE MEITVYHIN yHiBepcureT iMenu [lanwia I'ajmmipkoro

AxryanbHicTb. KoMopOigsicTs xponiuroro nankpearuty (XIT) i xporiunoro sipyctoro remaruty C (XBI'C)
€ JIOBOJIi 9acTolo i Mpo0JIeMHOI0, HaBiTh MiC/Isl IPOBeNeHHs eTiOTPOITHOrOo JIIKyBaHHs iHeKIIil BipycHOro re-
naruty C.

Merta — pocnigumy cTaH (pyHKITIOHaIBHOT 3aTHOCTI MiAIIUTYHKOBOT 3a10311 Ta 3arajIbHOKIIHIYHMX 1 BUOpa-
Hux Oioximiuamx mapamerpis manienTis i3 XI1 Ha 1711 mposikoparoro XBI'C mif BIUIMBOM 3aIipOIIOHOBAHOTO
KOMIUIEKCHOTO JIiKyBaHH: i3 I0JaTKOBVM BKJIFOUEHHSIM IellaToTpOQHOTO IIperapary relapyusuHy.

Marepianm ta metomm. byso mocrimkero 45 xsopux Ha XIT y xomop®inHocti i3 XBI'C. Bei xsopi Oysm
oOcTexeHi 3a 3araJIbHOIIPUITHATVIM aJITOPUTMaMY i OTPVYIMYBasIV 3arajIbHOIPUIHSATIV KOMIUIEKC JIiKyBaHH:
3a mporokosoM (3I1K) XIT srimHo i3 Hakasom MO3 Vxpaium Ne 638 Big 2014 p. Ta XBI'C — 3a Kniniunoro Ha-
cranoBoto MO3 Yxkpainn, 3acHOoBaHOIO Ha mokasax «Bipycumi rematnr C» Bim 2020 p. Ycix amOymaTopHux
narienTis 3 komopOigamM nepedirom XIT i XBI'C posgimum Ha 2 rpynm I BUBUEHHS /Ii€BOCTI 3aIIpOIIOHO-
BaHMX IIporpam Kopekiii: 1 rpyma (20 mamieHTiB) OTprMyBasia 3araJlbHOIPUIHATUY KOMIDIEKC JTKYBaHHS 3a
nporoxostoM (3I1K) mpotsirom Tprox Micsmis, 2 rpyma (3IIK+I'3) — 25 mamienTis i3 XI1i XBI'C) — orpumyBsanm
311K i3 gomaTKOBVIM BKITIOUeHHSIM reratoTpodHoro 3acody 'emapnsia PLC 1o 1 xaricysti 3 pasu Ha 100y micr
TIpUITOMY TKi ITPOTSAToM 3 MicAIIiB.

Pe3zynbTaTyt Ta 00TrOBOpeHHs. BcraHOBIUIM OUTBIN 3HAUVMVIT piBeHb edeKTVBHOCTI JIKYBaJIBHOIO KOM-
IUIeKCY i3 I0/IaTKOBVM BKJIIOUEHHSIM relaToTpodHOro Ipenapary rerapmsyuHy CTOCOBHO TaKOTO ITPOTOKOIb-
HOTO JIIKYBaHHS ITIOZIO BiHOBJIEHHs (PYHKIIIOHAIBHOTO i CTPYKTypHOro cTany I13 3a maHvMwm mocrmimkeHmx
TIapaMeTpiB: BMICT (heKaIbHOI a-eJ1acTasy MiIBUIIyBaBcs BiAmosimHo Ha 54,4 % mpotu 39,9 %, BMICT ITIIOKO3U
3HVDKyBaBcs — Ha 15,6 % mportn 10,0 %, OGanbHMII IOKa3HMK KOIporpaMmu 3HVKyBascs — Ha 40,2 % mpoTn
25,1 %, GaprEMI Y 3-T10Ka3HVK cTpykTypm I13 3HvDKyBaBes — Ha 74,4 % mpotit 33,6 % (p<0,05).

BucHoBkm: JloBelieHO JIOCTOBipHWII TO3UTMBHUW BIUIMB Telapyv3VHy Ha IIOpyIIeHi IlapaMeTpu
dynxuionanasHoro crany 113 nmpu XIT y nmoennansi i3 XBI'C i mo3omto cTBepmKyBaTyl Ipo MPOTHU3alaabHy
aKTMBHICTD TellapU3MHY, ONTUMIi3yountt voro BB Ha [13. PekoMeHI0BaHO [10/1aTKOBe BKJIFOUeHH: reraTo-
TpOPHOTO 3aco0y rermapusmHy 0 IPOTOKOJIBHOI KOMIUTEKCHOI Teparii xsopux Ha XI1 Ha T1i mmpostikoBaHoro
erioyioriuno XBI'C Ha erari BigHOBHOr0 aM0yJ1aTOPHOTO JIiKyBaHHS.

KorouoBi cj10Ba: XpOHIYHNII ITAHKpeaTNT, XpoHiurwmit BipycHwuit reratnt C, rematorpodHmit 3aci6 remapu-
31H, KOMIUIeKCHe BiTHOBHe JIiKyBaHHSs, deKasIbHa eJlacTasa-1.
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Summary. Relevance. Comorbidity of chronic pancreatitis (CP) and chronic viral hepatitis C (CVHC) is quite
common and problematic, even after etiotropic treatment of viral hepatitis C infection.

The aim is to investigate the state of the functional capacity of the pancreas and general clinical and selected
biochemical 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).

Materials and methods. 45 patients with CP comorbid with CVHC were studied. All patients were examined
according 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 outpatient 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 additional inclusion of the hepatotrophic agent
Heparizin PLC, 1 capsule 3 times a day after meals for 3 months.

Results and discussion. 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 additionally include the hepatotrophic agent heparizin to the protocol complex therapy of
patients with chronic pancreatitis 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.
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