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Abstract

The article describes clinical features, differential diagnosis and treatment of the patient with chronic calcific pancreatitis
(HCP) and alcoholic liver cirrhosis (LC). The etiologic role of chronic alcohol intoxication in the development of these
diseases is discussed. The patient has a history of long-term use of alcoholic beverages at hepatotoxic doses and
smoking. Patient was examined before admission to our clinic. Chronic heart failure, nephrotic syndrome, paraneoplastic
syndrome were excluded as the cause of generalized edema.

Patient R. was admitted to the Gastroenterology Department with ascites of unknown etiology. The severity of the
patient’s condition was caused by malabsorption syndrome and hepatocellular insufficiency leading to the development
of edema-ascitic syndrome and trophological insufficiency. The decrease of protein levels (total protein —38 g / 1), low
of albumins (14 g \ l) was observed. EGDS showed signs of portal hypertension: 1 degree esophageal varices, portal
gastropathy; In addition, an increase in the size of the papilla of Vater. To clarify the nature of the pancreas damage
endoscopic ultrasound was performed, which revealed multiple calcifications in the pancreas tissue. To resolve biliary
hypertension stenting of the common bile duct was performed. Pancreatic duct drainage failed due to the presence of
calculus at the level of the isthmus. The preferred method of treatment for the patient is Roux-En-Y hepaticojejunostomy.
This case demonstrates social importance of HCP and LC combination, which leads to reduced quality of life, early
disability, reduced life expectancy, as well as to an increase in treatment costs.
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. factor leading to the development of such diseases
Introduction . g N

as chronic pancreatitis (CP) and liver cirrhosis (LC).
We know that excessive alcohol consumption is the  According to J. Rehm et al., 2009 [2] alcohol con-
cause of a large number of diseases (more than 60)  tributes 3.8% of all cases of death. Occurrence of CP
and traumas leading to significant social and eco-  varies from 1.6 to 23.0 cases per 100,000 people; an

nomic consequences [1]. Thisis an independentrisk  increase of the occurrence is observed [3].
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Both of these chronic diseases more often develop
in case of prolonged alcohol intoxication (80 g/day)
over the course of at least six years [4], while the risk
growth is exponential and the type of the alcoholic
drink makes no difference [5].

The severity of these diseases is determined based
on the maintained pancreas and liver functions.
In case of apparent morphological changes, the
patients show aggravating impairment of protein
synthesis, exocrine and endocrine insufficiency,
which result in loss of quality of life and disability.
Combination of CP and LC, particularly in males,
leads to early disablement, reduced life span, and
an increase in the costs of treatment. So this is a
topical medical and social issue.

We present a case of combined pancreas and liver
injury in a patient who has consumed toxic doses of
alcohol for a long time.

Clinical Case

Patient R., 45 years old, was admitted to the Gastro-
enterology Department with Hepatological Facili-
ties of the State Clinical Hospital n. a. V. M. Buy-
anov (clinical practice base of the Department of
Internal Medicine (advanced course) No. 2 of the
Federal State Budgetary Institution of the Higher
National Research Medical
University n. a. I. I. Pirogov of Ministry of Health-

Education Russian

care of the Russian Federation) as part of the “Heath
Capital” program.

On admission the patient complained of weak-
ness, increased size of the abdomen, apparent leg
swelling, episodes of unstable bowel movements of
up to 4 to 5 times a day (where there was a ten-
dency to constipation over the last 2 months), and
loss of 12 kg weight over the 6 months prior to the
hospitalization.

The medical history includes information on pro-
longed consumption of drinks with high alcohol
content at a dose of about 60 g/day and smoking
(pack-year index of 25). The patient suffered from
hepatitis A in childhood.

In 2005, he underwent pancreatic drainage indi-
cated due to pancreonecrosis. In 2007, the patient
had an episode of a significant jaundice; during the
following years increased cytolytic enzymes activ-
ity (up to 4 norms from the upper threshold) was
periodically observed.

The current aggravation started in 2016 and
included leg swelling and development of ascites
and anasarca in spring, 2017. Examinations per-
formed at the local hospital demonstrated changes
in the following biochemical blood parameters:
hypoproteinemia (56 to 37 g/l), hypoalbumin-
emia (15 g/1); no other deviations were detected.
Esophagogastroduodenoscopy (EGD)
small bulging in the area of major duodenal

showed

papilla without exophytic growth, and FCS showed
small polyps in the various sections of the colon.
The additional examination including EchoCG,
abdominal cavity MRI, diagnostic laparocentesis,
sternal biopsy, determination of 24-hour protein-
uria , etc., made it possible to rule out congestive
heart failure as well as nephrotic and paraneoplas-
tic syndromes as the cause of swelling and ascites
syndromes.

The local hospital diagnosed chronic biliary pan-
creatitis and ascites of unclear etiology. A conser-
vative therapy (pancreatine, torsemide, spirono-
lactone) had no effect. The decision was made to
perform laparocentesis to treat the refractory asci-
tes. The procedure was complicated with perfora-
tion of the jejunum wall and subsequent plication
thereof.

When the patient was admitted to our depart-
ment (November 2017), his condition was
assessed as moderate. Examination results: nor-
mosthenic constitution, decreased nutrition
(BMI 18 kg/m?); muscle hypotrophy of the upper
pectoral arch; edema of lower limbs up to the
hips and scrotum, ascites, and anasarca. Skin
and scleras are of normal color, watch-glass nails.
A postoperative scar, 20 cm in length, along the
white line, and venous collaterals on the lateral
walls of the abdomen were observed. Ausculta-
tion shows reduced breath sounds in the lower
parts of the lungs as well as no rales in the lungs.
Respiratory rate was 22 breaths per minute. The
peripheral blood was saturated with oxygen for
96%. No abnormalities were found in the car-
diovascular system. The abdomen was distended,
and free fluid was determined by percussion.
Palpation of the liver and spleen was impossible
due to ascites and flatulence. The liver size deter-
mined by Kurlov method was 13 x 9 x 10 cm.
Urination was free, and CVA tenderness was
negative at both sides.
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Examination Results

The patient underwent complex clinical, labora-
tory and instrumental examination.

There were no significant abnormalities found in
the total blood count and urinalysis. Only relative
lymphopenia was noted.

The biochemical blood analysis showed such
pathological changes as significant hypoprotein-
emia (total protein was 38 g/1), hypoalbuminemia
(14 g/1) and hypocholesterolemia (2.0 pmol/l).
HbA1c level was 5.2%. A coagulogram showed
reduced Quick value of 58.50%, INR 1.390, con-
tent of D-dimers of 1,150 ng/ml.

Asstool test showed a significant amount of fatty acids,
extracellular amylum, and bacteria (bacilli and cocci).
Taking into consideration clinical and biochemical
data, the patient was diagnosed with stage II tro-
phological insufficiency according to V. M. Luft [6].
Blood tests for cancer-specific markers demon-
strated increased CA 125-285.5 U/ml (normal
level is up to 35 U/ml), and CA 19-9, PSA, CA 72-4,
and AFP were within the reference range.

A count-the-numbers test (CNT) showed a mild
hepatic encephalopathy (HE) (CNT 62 s).

X-ray of the lungs demonstrated a hemidiaphragm
elevated up to the 5th to 6th ribs as well as bilateral
pleural effusion. US of the abdominal cavity showed
free fluid; heterogenous liver structure with fibrosis
areas; a suspension in the gallbladder; the pancreas
was not satisfactory visible; an interintestinal for-
mation containing fluid (176 x 102 x 128 mm) in
the right mesogastrium.

To clarify the parameters of the pancreas changes
we performed an abdominal cavity enhanced-
CT (100 ml of Scanlux-370). The CT confirmed
the presence of free fluid in the abdominal cavity,
encapsulated liquid formations, diffuse changes in
liver as well as apparent degenerative changes in
pancreas such as multiple “lumpy” calcifications of
the structure.

EGD showed signs of portal hypertension (PH)
such as esophageal varices of the stage [ and portal
gastropathy. In addition, an increase of the major
duodenal papilla dimensions (up to 12 mm) was
noted. Visually, its orifice is swollen and includes
section of hyperplasia with lobulation.

Endoscopic US was performed to complete the
examination. At the level of the intrapancreatic

section, the bile duct has a relatively compressed nar-
rowed structure (3 mm), upper bile duct has width
of up to 8 mm; common hepatic duct is 8.5 mm; the
duct wall is not thickened along the entire length;
it has three layers and non-echogenic lumen. Con-
tours of the pancreas are clear and uneven, and the
echostructure is changed due to presence of multi-
ple hyper-echogenic inclusions of uneven rounded
form of 5 to 8 mm with or without acoustic shad-
ows; visible parenchyma has apparently low echo-
genicity and heterogenous structure. In the area of
the pancreas head at the outlet third part of the duct
of Wirsung, an oval concrement of 8 mm diameter
is detected. One more concrement of up to 8 mm
in size is located more distally, and both concre-
ments have an acoustic shadow. The duct of Wir-
sung is in the head of the pancreas, has a form of a
moderately curved tubular structure of up to 8 mm.
Distally from the isthmus it is up to 9 mm in width,
and its lumen is heterogenous. The parenchyma in
the body of the gland is atrophic, the body width is
up to 12 mm; there are multiple concrements along
the duct wall, in its lumen and lateral branches (up
to 3 to 5 mm); the lateral branches are dilated and
curved. The duct wall is hyperechogenic, uneven,
with calcification inclusions in walls (Figure 1).

In paraduodenum, slightly below the papilla, in the
duodenum wall there are two adjacent cystic inclu-
sions of up to 2 cm in size (Figure 2).

An ERCP examination was performed with regard
to the pancreatic and biliary hypertension and fol-
lowed with a stenting of the bile duct with a polymer
stent of 8 cm in length, 10 F diameter. When the
conducting system was removed, the bile contain-
ing air bubbles vigorously flew via the stent. It was
not possible to drain the pancreatic duct since it was
obstructed with a concrement at the isthmus level.
Based on the performed examination, chronic
metabolic pancreatitis caused by intoxication,
stage C3 as per Buchler [7]; alcoholic LC, class B as
per Chaild-Pugh (score 7) was diagnosed.

The course of the disease was complicated by the
calcification in the pancreas stroma, lithiasis of the
duct of Wirsung, stenosis of the bile duct distal sec-
tion, pancreatic and biliary hypertension, formation
of the biliary sludge (gallstone disease, stage I), and
papillary cysts of the duodenum walls. In addition,
the classical complications of LC were detected:
stage I esophageal varices, portal gastropathy,
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swelling and ascites syndromes, bilateral pleural
effusion, and significant liver dysfunction (hypoal-
buminemia, hypocoagulation, stage 1 HE). Further-
more, multiple surgeries (2005 and 2017) resulted
in onset of abdomen cavity peritoneal adhesions.

The patient R. was treated with diuretics, aldo-
B-blockers,
enzymes, spasmolytics, vitamins, and parenteral

sterone antagonists, non-selective
nutrition, including repeated albumin transfu-
sions. In the course of the prescribed treatment, the
patient reported a decrease in weakness, and swell-
ing and ascites syndrome regressed. The patient’s
weight increased by 3 kg.

The following advice was given at discharge:
changes in the lifestyle (completely stop smoking
and drinking alcohol), bland diet (half portions
with a sufficient amount of proteins), high-dosage
enzyme replacement therapy and diuretics, non-
selective B-blockers, hepatoprotectors, and food
supplements. Follow-up is continuing.

Discussion

The patient R. was diagnosed with a combined
injury of the pancreas and liver as the result of
complications.

The disease severity was conditioned by malab-
sorption syndrome and significant impairment of
the protein synthesis liver function, which resulted
in the trophological insufficiency and develop-
ment of swelling and anasarca. It is known that tro-
phological insufficiency in CP patients aggravates
impairment of the pancreas exocrine function and
promotes a “vicious circle” formation [8]. In addi-
tion, hypoproteinemia was a major manifestation
of the above mentioned pathological processes.
The differential diagnosis included a range of dis-
eases, some of which had been already excluded
at the pre-hospitalization stage. Thus, EchoCG
demonstrated an unchanged ejection fraction and
normal volume of the heart cavities, absence of
valve regurgitation.

Peritoneal adhesions that developed after surgeries
and that were confirmed by the results of the visual-
ization methods (encapsulated liquid formations in
the abdominal cavity showed by US and CT) were
manifested as constipation and obscured CP and
LC clinical patterns.

During the course of examinations, no evidence of
neoplastic process was found, and the increased level
of CA 125, apparently, was caused by the chronic
inflammation process in the abdominal cavity [9].
CP was diagnosed based on the medical history
and the results of laboratory and instrumental
examinations.

According to M. W. Buchler et al., 1992 [10]; J.
Izbicki et al., 1995 [11], an episode of acute pancre-
atitis leads to significant structural changes in the
pancreas. A chronic inflammation of the pancreas
head results in narrowing of the major pancreatic
duct, cysts formation and, finally, in calcification of
tissues along with the exocrine insufficiency onset.
These changes were noted in patient R. based on
the results of endoscopic US and CT. Calcifications
in the various pancreas sections are a pathogno-
monic sign of the complicated CP course [5]. As we
observed, the morphological changes in the pan-
creas led to significant exocrine insufficiency and
biliary hypertension, which aggravated the course
of the disease, and, moreover, represented a risk
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of both jaundice onset and recurrent episodes of
PaANCIEONECrosis.

In the course of the examination, patient R. dem-
onstrated symptoms, which are not typical for CP
such as hypoalbuminemia, coagulopathy, esopha-
geal varices, portal gastropathy;, i.e. signs of LC.
One of the signs of the complicated LC course is
hepatocellular insufficiency. As we observed, the
significant manifestation of hypoalbuminemia was
conditioned by the LC and CP combination.

As the result of pancreatic duct obstruction, the
applied methods of the conservative treatment had
no effect. In such cases, endoscopic stenting helps
to solve the problem effectively [12)].

However, presence of a concrement at the place
of the desired stent location in our case made it
impossible to ensure complete relief of pancreatic
hypertension. Roux-En-Y hepaticojejunostomy
should be considered as a method of treatment.
It is currently preferred if the patient has no pain

syndrome [13].

Conclusion

The cause of LC and CP in patient R. was chronic
alcoholic intoxication. According to the inter-
national and Russian guidelines, alcohol has an
equally negative impact on the pancreas and liver
tissues. Currently discussions are being held about
what is the ethanol dosage that will result in irre-
versible changes in the pancreas. Thus, according
to the pan-European guidelines, it is 80 g/day [5].
However, according to meta-analysis performed
by N. M. Irving, 2009, this dose may only be
40 g/day [14].

Taking into account the episode of pancreonecrosis
in 2005, it is considered that alcohol in high doses
triggered not only morphological changes but also
hepatobiliary system changes in patient R.
Combined injury of the pancreas and the liver had
mutually negative influence on the course of the
disease. Development of such pronounced hypoal-
buminemia (14 g/1) in absence of adequate drug
and surgical treatment determines prognosis letalis
in a patient with calculous pancreatitis and LC.
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