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Objective. The main goal was to research data analysis of the literature on the influence
of the state of CF gene (cystic fibrosis) in the course of comorbid chronic obstructive
pulmonary disease and chronic pancreatitis.

Conclusions: The analysis of the data of the literature found increased frequency of
heterozygous carriers of cystic fibrosis gene mutations among individuals with chronic
pancreatitis and bronchopulmonary disorders such as bronchial asthma, bronchiectasis
compared with the general population. Also found a negative effect of tobacco smoke on
the function of the cystic fibrosis transmembrane regulator protein and as a result
thickening secretions of exocrine glands.
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OCHOBHBIE TATOI'EHETHYECKHUE 3BEHbA KOMOPBUJIHOI'O TEYHEHUSA
XPOHUYECKOI'O OBCTPYKTUBHOI'O 3ABOJIEBAHUSA JIEIT'KUX U
XPOHUYECKOI'O HAHKPEATHUTA (OB30P JIMUTEPATYPBI)
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Lenv pabomel: 0cro8HAS Yelb HAYUHO20 UCCIEO08AHUSL 3AKTIOYALACH 8 NPOBEOCHUU
VenybieHH020 ananu3a OaHHLIX TUMePamypHbIX UCHIOYHUKOG O GIUSHUU COCMOSHUSL 2eHA
MB (myxosucyudosa) Ha KOMOpOUOHOE MeUueHUue XPOHUYECKO20 00CMPYKMUBHO20
3a6051e6aHUsL IE2KUX U XPOHUYECKO20 NAHKDeamumd.

Bb1600b1: 6 pe3ynvmame nposedeHH020 aHAIU3a OAHHBIX TUMEPAMYPHbIX UCHOYHUKOS
OOHAPYIICEHO Y8eTUYeHUe YACHOMbL 2eMePO3USOMHO20 HOCUMETbCMEA MYMAYULl 2eHa
MYKOBUCYUO03A CPeOU Y ¢ XPOHUYECKUM NAHKPEAmUmom u namono2uei
OPOHXONE20UHOU CUCMEMbL, A UMEHHO OOIbHbLE OPOHXUATLHOU ACTNMOL,
6ponxoIKmMamuyeckoli 601e3HU no cpasHenuio ¢ ooweil nonynayuei. Takoice 0OHapyicen
He2amueHoe iuAHUe MAdAUHO20 ObIMA HA PYHKYUIO OenKa MYKOBUCYUOOZHO20
MPAHCMEMOPAHHO20 Pe2yNsimopa 4mo, NPOsLGISLeMcst C2YWeHUeM CeKpema 3K30KPUHHbIX
Jrcenes.
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OCHOBHI TATOI'EHETUYHI JJAHKW KOMOPBILJIHOT'O IIEPEBIT'Y XPOHIYHOI'O
OBCTPYKTHUBHOI'O 3AXBOPIOBAHHS JIET'EHb TA XPOHIYHOI'O HAHKPEATUTY
(OIS 4 JIITEPATYPI).

0.C. Xyxnina, 0.0. Ypcyn, O.C. Boegioka, /1. B. Kanvoecvka, B.C I'aitouuyk, O.B. Andpycak

Mema pobomu: 0CHOSHA MemMa HAYKOBO20 DOCTIONCEHHS NOAALANA Y NPOBEOEHI No2-
JUONEHO20 aHANIZY OAHUX JIMePamypHUX OAHcepel Wooo 6naugy cmary cena MB
(MYKOBICYUO03Y) HA KOMOPOIOHUI nepedie XPOHIUHO20 0OCMPYKIMUBHO20 3AX8OPIOBAHHS
JIe2eHb MA XPOHIYHO20 NAHKPeamumy.

Bucnosku: 6 pezynomami npoeedeno2o ananizy OaHUX AimepamypHux 0dicepe 6Cma-
HOGILEHO 30INbULEHHS YACTOMU 2eMEPO3USOMHO20 HOCILICMEa Mymayil 2eHa MyKogic-
Yuodo3y ceped ocib i3 XpOHINHUM NAHKPEAMUMOM Ma NAMONOZIEN) OPOHXONe2eHeB0T
cucmemu, a came X6opi Ha OPOHXIANLHY ACMMY, OPOHXOEKMAMUUHY X60PO6Y Y
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peayniamopa, wo nposAsiIA€cmbCA 32YUWEHHAM CeKpeny eK30KPUHHUX 3A/103.

In recent years scientists from different countries state
an increased part of patients with comorbid pathology [6].
In case of comorbid pathology prediction and degree of
severity of the underlying pathology becomes worse [1].
Nowadays much attention is paid to the main
pathogenetic constituents of chronic obstructive
pulmonary disease (COPD), as adult able-to-work
individuals are afflicted most frequently resulting in
considerable social-economical problems [10]. COPD
remains to be one of the leading causes of sickness and
mortality in the world [4]. According to the WHO expert
estimation mortality rate due to COPD will stand third
among the main causes of death up to 2020. Till 2009
COPD sickness rate was not registered as a separate index
in medical reports in Ukraine, although since that time 377
000 cases of COPD have been registered, and only in 2010
there were about 420 000 cases registered. In 2011
occurrence of COPD was no less than 3,5-4,2% of the adult
population in our country [4].

In clinical practical work a frequent association of
COPD with digestive pathology is found, especially with
chronic pancreatitis (CP) [2]. The occurrence of CP in
Europe is 25-26,4 cases per 100 000 of population, in
Russia - 27,4-50,0 cases per 100 000 of population [8].
According to the data of the studies carried out in Ukraine
the rate of CP sickness in 2012 was 226 cases per 100 000
population, occurrence - 2471 per 100 000 of the
population [11]. In recent 30 years more than twice
increase of sickness rate of acute and chronic pancreatitis
has been observed [8]. A common risk factor of COPD
development is long smoking (60-cigarettes-a-day
smokers) promoting maintenance of chronic inflammatory
response in patients with respiratory pathology [10]. In
2015 the Centre of Control and Prevention of Diseases in
the USA estimated 15,1% smokers among adult
population (36,5 million of people), every day more than 3
200 people under 18 years of age smoke their first
cigarette, 2 100 among them become smokers. Smoking
causes approximately 443 000 deaths annually. In Russia
43,9 million of adult population smoke (60,2% of men, and
21,7% of women) [9]. According to the information
provided by the Ministry of Public Health of Ukraine in
2012 the number of smokers under the age of 18 was 8,6
million. In western and southern regions of Ukraine 63%
of the whole population smoke (45% of men and 8% of
women). By the year of 2025 this number is expected to be
increased to 500 million of women (about 20% of the
whole female population) [5]. Nowadays a considerable
part of the population is exposed to passive smoking,
which is a substantial problem concerning the spread of
sickness not only among adult population but among
children as well [9].

Researchers from many countries have found the
correlation between the effect of genetic, ecological
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factors and development of diseases [3,31,41]. In 1989
cystic fibrosis gene mutation was identified and the
carriers of cystic fibrosis (CF) gene mutation were found to
be susceptible to the development of lung pathology [34].
CF gene mutation occurs in patients with congenital
bilateral absence of the seminiferous ducts [24], bronchial-
pulmonary aspergillosis [14], chronic sinusitis [28],
idiopathic bronchiectasis [16,46]. Chronic pancreatitis (CP)
is of a hereditary etiology from 5 to 10 % of cases [39]. In
patients with idiopathic pancreatitis mutation of the gene
coding cation trypsinogen (PRSS 1) [35] is found in 52 %
of cases, in 20-23 % mutation of the gene coding trypsin
pancreatic secretory inhibitor (SPINK 1) is found [43], and
in 13,4-25,9 % cystic fibrosis gene mutations are found
(cystic fibrosis transmembrane regulator - CFTR) [13].
Cystic fibrosis is a hereditary disease with autosomal-
recessive type of inheriting characterized by CF gene
mutation resulting in changes of the protein structure of
CF transmembrane conductivity regulator (CFTCR)
functioning as wnAM®-dependent ion channels
responsible for the transport of chlorine and sodium ions,
and located on the apical surface of the epithelial cells
(lungs, liver, intestine, pancreas, sweat glands, rep-
roductive organs) [17,39,42]. Ton channels regulating
transport of sodium and chlorine ions provide appropriate
hydration and ion content of bronchial secretion [44]. CF
remains one of the leading causes of sickness and mor-
tality in the world at the expense of progressing reduction
of the lung function and in 85% of cases development of
insufficient exocrine function of the pancreas, irrespective
of a contemporary level of development of therapeutic po-
ssibilities [20, 22, 25]. Nowadays more than 1800 muta-
tions of CF gene are known [29]. The following occurren-
ce of CF gene mutations is detected: AF508 (53,2%), CFTR
dele 2,3 (21kb) (5,5%), N1303K (2,7%), 2184insA (2%),
2143delT (2%), W128 2X (1,8%), G542X (1,7%),
3849+10kbCT (1,7%), R334W (0,8%), S1196X (0,6%) [12].
Occurrence of CF is of a high frequency among the po-
pulation in the Caucasus (1:2500) [38]. The risk of carriage
of CF gene mutations varies depending on ethnic belon-
ging with a higher degree of occurrence among people of
the northern European origin (1/25), Ashkenazi Jew des-
cendants (1/29) [20]. In the United State the number of
people being carriers of CF gene mutations is the fol-
lowing: 1:29 among Caucasus Americans, 1:46 among
Spanish Americans, 1:65 among African Americans and
1:90 among Asian Americans [29]. According to the results
of 10-year studies (since 1996 till 2006), conducted among
healthy adult Italian population (77,9% of all the examined
individuals were from Venetian region), where among
59,782 individuals without any clinical or familial signs of
CF the frequency of carriage of CF gene mutation was
found to be 1:31. When the study included individuals
with familial anamnesis of CF sickness the frequency of
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CF gene mutation increased to 1:25 [20].

In Ukraine on the basis of testing of 720 healthy in-
dividuals the frequency of heterozygous carriage of CF
gene mutations was found to be 1: 29, and CF frequency
was 1 : 3 3000 of newborns [7,15]. Considering the data
obtained concerning the frequency of heterozygous car-
riage of CF gene mutations and rates of annual birth rate
(509,000 newborns), the researchers concluded that
expected annual birth rate of children with CF is about 143
children [15].

A great number of phenotypic manifestations of CF
gene mutations are described ranging from mild pul-
monary diseases with sufficient function of the pancreas
to severe lung pathology with insufficient function of the
pancreas. Individuals with heterozygous condition of CF
gene do not present any clinical signs of CF [29]. Due to a
high frequency of CF gene mutations in 2001 American
College of Medical Genetics and American College of Obs-
tetrics and Gynecology published instructions concerning
screening of the population with CF. certain recom-
mendations were suggested for family couples from high
risk groups who were planning children [36,48].

The data of literature concerning the effect of mild CF
gene mutations on comorbid course of COPD and CP are
rather disputable. Investigations of foreign researchers
are indicative of the fact that frequency of heterozygous
carriage of CF gene mutations is rather high among indi-
viduals with COPD as compared to the general population
[35]. Persons with heterozygous condition of CF gene
have lower indices of FEV1 as compared to the general
population [33]. A negative effect of tobacco smoke is
described on ion transport in the epithelial tissue of the
trachea of dogs, and revealed pathological changes were
suggested to be in the basis of abnormal mucocilliary clea-
ning of the respiratory tract of smokers [23]. The studies
concerning the effect of tobacco smoke on the epithelium
of the human respiratory tract found that the function of
CFTCR protein decreases under the effect of smoking re-
sulting in thickening of bronchial secretion and disorders
in the cleaning mechanism of the respiratory tract [18,
21,25,35]. Preliminary studies have found restoration of
function of CFTCR protein in the epithelium of the nasal
passages after elimination of smoking during one year,
while in the pulmonary tissue these processes can last
longer [13,25]. These and other conceptions require fur-
ther investigations. Hypoxia also can promote inhibition of
the function of CFTCR protein [45].

During the recent years a clear connection between CF
gene mutations and development of chronic pancreatitis
has been found [27,32]. Reduced function of CFTCR pro-
tein in the epithelial cells of the pancreatic ducts is mani-
fested in certain patients with idiopathic CP [47]. Sus-
ceptibility of the pancreas to internal obstruction of ducts
due to dysfunction of CFTCR protein results in a high
concentration of macromolecules in secretion and
reduction of liquid component. This pathogenetic
mechanism in patients with idiopathic CP is associated
with CF gene mutations and differs from other patho-
genetic mechanisms in case of different types of CP, when
acinous cells are afflicted first of all [26]. The frequency of
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heterozygous carriage of CF gene mutations among pa-
tients with CP is higher as compared to the general po-
pulation [40].

The fact of participation of CFTCR protein in pe-
netration of glutathione through the cellular membrane
remains rather interesting [30]. Glutathione is an important
tripeptide (glutamile, cysteine, glycine) containing sul-
thydryl group enabling it to protect cells against active
forms of oxygen, electrophilic compounds and xeno-
biotics. Dysfunction of CFTCR protein accompanied by
disorders of glutathione penetration through the epithelial
membrane can contribute into intensification of oxidative
stress [17].

Higher occurrence of CF gene mutations are found
among the patients with bronchial asthma as compared to
the general population [19,37].

Therefore, the role of genes able to effect the deve-
lopment and progress of comorbid course of COPD and
CP is rather disputable and requires further studies in this
direction with the aim to improve treatment of this cate-
gory of patients.
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