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Cystic fibrosis (CF) is a genetic disease with a multiple organ type of lesion. Liver cirrhosis is ranked the third in the general list of death causes in CF patients.
The purpose of the study was to improve medical care for patients with CF by treatment individualization according to the prognosis of the gastrointestinal
tract complications development. The study was performed on 42 children with CF. Patients were divided into 2 groups: group A (with liver cirrhosis) and
group B (control, without or with moderate organic liver damage). One hundred twelve indicators were analyzed. After that the logistic regression method with
the step-by-step incorporation of predictors was used to analyze the features and to select meaningful criteria for the mathematical model creation. The math-
ematical model for predicting of the liver cirrhosis development in children with CF was created. It should help to make an individual algorithm for treating
using non-specific research methods in order to prevent the progression of liver damage in patients with CF.
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Mopersnb NporHo3yBaHHS PO3BUTKY LLUPO3Y NEeYiHKU Y AiTel, XBOpUX Ha MyKoBicLUna03
BA. Knumenko', HM. [lpo6osa’, 0.B. MioxTkoBcbka®, 0.B. laciyHnk’

"XapKiBCbKNiA HaLiOHaNbHWIA MeAUYHWIA YHiBEpCUTET, YKpaiHa

K303 «06nacHa gutsya kniHiyHa nikapHs Nei», m. Xapkis, Ykpaia

Mykosicunzo3s (MB) — Lie reHeTU4He 3aXBOPIOBAHHA 3 MONIOPraHHUM XapakTepoM ypaKeHHs. LIupo3 nediHku nocigae TpeTe micue y 3aranbHOMY nepeniky
NPUYUH cMepTi y XBopux Ha MB. MeToto BocnigKeHHs 6yNo yA0CKOHANIEHHS HalaHHA MeANYHOI Jonomoru Xgopum Ha MB wnaxom iHguBigyanizauii Tepanii 3
ypaxyBaHHAM NPOrHO3Y PO3BUTKY YCKNaAHEHb 3 B6OKY LUMYHKOBO-KMLLKOBOrO TpakTy. 06¢cTexeHo 42 gutuHu 3 giarHozom MB. MauieHTun 6ynu po3anoginei
Ha [Bi rpynu: rpyna A (i3 LMpO30M nediHku) Ta rpyna B (KOHTposbHa, 63 a0 3 NOMIPHAM YPXXEHHAM NapeHxiMu neyiHku). MpoaHanisoBaHo 112 KniHiko-
napakiHiYHNX NokasHuKiB. icna LbOro 3a JONOMOrOK METOAY JIOriCTUYHOI Perpecii 3 NOKPOKOBUM BKIOYEHHAM NPEAMKTOPIB ANs aHanisy (yHKUIn Ta
BNOOPY 3HAYYLLMX KpUTEpiiB 6yno CTBOPEHO MaTeMaTUyHy MOLENb Ans NPOrHO3yBaHHSA PO3BUTKY LMPO3Y NeYiHKM y Aiten i3 MB, 1o 103BOANTL CBOEYACHO 32
[0MOMOrol0 HecneumgiyHnX MeTOLIB LOCNIIKEHHS CKNAfatv iHAWBILYanbHUA anroputM JiKyBaHHS XBOPOr0 3 METOH MOMEepeKeHH NPOrpecyBaHHs
YPaXXeHb MeYiHKU.

KnroyoBi cnosa: 4T, MyKOBICLUMAOS, LLMPO3 NEYiHKK, MaTeEMATU4Ha MOAENb, NPOrHO3yBaHHS.

Mopenb NMPOrHo3npoBaHnd pa3BuUTud UMppo3a nevYeHn y aerten c MyKOBUCLUNOO30M
BA. Knumenko', HH. po6osa’, 0.B. [TnoHTkoBckas?, E.B. [lacnynmuk’

"XapbKOBCKMIA HALMOHANbHbIA MeAUUMHCKNIA YHUBEPCUTET, YKpanHa

’KY03 «06nacTtHas Aetckas knuHuyeckas 6onbHuua Nel», . XapbkoB, YkpanHa

Mykosucungos (MB) — reHeTu4eckoe 3a60nieBaHue ¢ NONMOPraHHbIM XapakTepom nopaxeHus. LiMppos neveHn 3aHMMaeT TpeTbe MeCTo B 06LLEM NepeyHe
NpUYnH cmepti y 60nbHbIX MB. Llenbto uccnefoBaHus CTano YCOBEPLUEHCTBOBAHWME O0Ka3aHWA MeLMUMHCKOM nomowm 60fibHbiM MB nytem
VHAMBNLYANN3aLMN Tepanum ¢ y4eTOM NPOrHo3a passuTs OCOXHEHWA CO CTOPOHbI XXeNy[o4YHO-KMLLEYHOr0 TpakTa. B nccnegosaque Bownm 42 pebeHka ¢
Auardosom MB. MMaumeHTbl 6biny pasfieneHsbl Ha ABe rpynnbl: rpynna A (C LMPPOTUYECKUMI U3MEHEHUSMU NapeHXUMbl NeYeHn) 1 rpynna B (KoHTponbHas,
6e3- UM C yMepeHHbIM MOPaXeHWeM mapeHxumbl neyenu). MpoaHanuaupoBakbl 112 nokasateneii. C mOMOLIbIO METO[A NMOrUCTUYECKOW perpeccun c
noLwaroBbIM BK/OY4EHUEM NPeAnKTOPOB ANd aHanusa (byHKLLI/II?I n Bbl60pa 3Ha4UMbIX Kputepues 6bina c03[laHa Matematn4yeckada mofenb nnsa
NPOrHO3MPOBAHNA PA3BUTUA LUPPO3a neveHu y fAeteir ¢ MB, 4TO MO3BOMMT CBOEBPEMEHHO C MOMOLLbK Hecneuntu4ecknx MeToLoB WCCNeA0BaHUA
COCTaBNATb NHAMBNAYANbHBIA ANrOPUTM JIEYeHNs 6ONBHOMO C LieNbI0 NPeoTBPALLEHUS NPOrPECCMPOBAHMS NOPAXEHWIA NEYeHU.

Knioyesble €noBa: 4eTv, MyKOBUCLNA03, LMPPO3 NEYEeHN, MaTemMaTnyeckas Mogesb, NPOrHo3upoBaHue.

Introduction
ystic fibrosis (CF) is a genetic disease,
which is caused by mutation of the cystic
fibrosis transmembrane conductance regulator
(CFTR) protein with the defeat of the exocrine
glands of vital organs and systems [2,6,9].

Liver cirrhosis has been described as a compli-
cation of CF in the original description
of the pathologist Dorothy Anderson in 1938.
However, often the importance of clinical signs
of liver disease are overshadowed by more obvious
signs of lung's and pancreas's pathology, which are
dominant in the CF manifestation [1,7].

According to the Evidence-Based Medicine
Guidelines, liver cirrhosis is a diffuse process
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characterized by fibrosis and a transformation
of the normal structure of the liver with the forma-
tion of nodes. Liver cirrhosis is the final stage
of the chronic liver disease and organ damage
in CF patients [5,10,13].

The prevalence of liver cirrhosis among pati-
ents with CF is 10-30% and among children
is 5-10% [3]. Manifestation of liver cirrhosis,
as a rule, occurs in the first decade of life, liver
cirrhosis is ranked the third in the general list
of death causes in CF patients [8,11].

Despite the fact, that patients with CF are
characterized by pathological changes in the liver
with the variable severity degrees, liver cirrhosis,
as one of the dominant factors of the disease seve-
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rity, does not develop in all patients with this
pathology [12]. The variety of clinical manifesta-
tions of hepatobiliary system lesions in patients
with CF are represented by increased liver
enzymes, newborn cholestasis, liver steatosis, focal
biliary cirrhosis, multilobular cirrhosis, pathology
of the gall bladder [4,14].

It is important to select a cohort of patients
with an increased risk of liver cirrhosis develop-
ment. Prevention of irreversible changes develop-
ment of the liver parenchyma, relevant correction
of the treatment algorithm because of receiving
a large number of obligatory medicines, an indivi-
dual approach to the management of a patient
with CF should create the conditions for further
improvement of quality and life expectancy
of patients with CE

Purpose. To improve medical care for patients
with CF by treatment individualization according
to the prognosis of the gastrointestinal tract
complications development.

Task. To create a mathematical model for
predicting of the liver cirrhosis development in
children with CF.

Materials and methods

The research was conducted in the pulmonolo-
gy department of the Kharkiv Regional Clinical
Children's Hospital No 1 in 2015-2017. Clinical
and paraclinical examinations of patient with CF
were carried out according to the Order of Mini-
stry of Healthcare of Ukraine of July,
15 2016 No.723 «On approval of the unified clini-
cal protocol of primary, secondary (specialized)
and tertiary (highly specialized) medical care
«Cystic fibrosis», Order of Ministry of Healthcare
of Ukraine of January, 29 2013 No.59 «On appro-
val of unified clinical protocols of medical care
for children with diseases of the digestive systems.

Patients with CF were divided into 2 groups:
group A (with liver cirrhosis) and group B (con-
trol, without or with moderate organic liver dama-

ge). One hundred twelve indicators were analyzed
(passport data (age), complaints, history of disease
and life, clinical signs of organs and systems
lesions, laboratory and instrumental research res-
ults (blood and urine analysis, coprogram, spiro-
graphy, electrocardiography, computed tomo-
graphy of the chest, ultrasound examination
of the abdominal cavity, bacteriological examina-
tion of sputum, bronchial washings, immunologi-
cal parameters and total immunoglobulin E (IgE),
data of allergy testing, etc.). The logistic regres-
sion method with the step-by-step incorporation
of predictors was used to analyze the features
and to select meaningful criteria for the mathema-
tical model creation. Mathematical processing
of the results was carried out using the SPSS
23 package for Windows.

The study was conducted with respect
to human rights in accordance with the legislation
in force in Ukraine, in compliance with interna-
tional ethical requirements and didn't violate ethi-
cal norms in science and standards for conducting
biomedical research. Informed consent to research
was obtained from patients (parents or their
caregivers).

Results

Forty-two children were examined. Diagnosis
of CF was based on clinical and paraclinical
characteristics and confirmed by the results
of pilocarpine test.

Group A included 9 patients with cirrhotic
changes of liver parenchyma and group B
(control) comprised 33 patients. There was boys
prevalence in the group A (77.8%, p>0.05).

According to age, the majority were children
of the senior school age, but there were clinical
cases of liver cirrhosis among the toddler children
(Table 1).

CF manifestation was represented by the
gastrointestinal signs prevalence without a signifi-
cant difference between the group A and

Table 1
Distribution of children with cystic fibrosis and liver cirrhosis by age
Ade 1 year — 2 year 3 years — 6 years 7 years — 11 years 12 years — 17 years Total
9 11 months 29 days 11 months 29 days 11 months 29 days 11 months 29 days

Group

n % n % n % n % n
Group A 2 22.3 2 22.3 1 10.9 4 44.5 9
Group B 2 6.1 5 15.1 13 39.4 13 39.4 33
Total 4 28.4 7 374 14 60.3 17 83.9 42
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Table 2

Indicators of the immunological status of children with cystic fibrosis liver cirrhosis (Median; Q1; Q3)

Indicator Group A (n=9) Group B (n=33)
Leukocytes, x10%n 5.8 (5.2; 7.05) 6.5 (5.0; 7.7)
Neutrophils, % 47.0 (42.0; 54.0) 49.0 (40.0; 61.0)
Lymphocytes, % 54.0 (46.0; 58.0)* 50.0 (39.5; 61.5)
CD3, % 67.0 (63.0; 71.0)* 61.5 (54.0; 68.0)
CD4, % 36.0 (33.0; 40.0)* 40.0 (37.0; 45.0)
CD8, % 27.0 (26.5; 28.5) 28.0 (27.0; 29.0)
CD16, % 13.0 (8.5; 15.0) 14.0 (10.0; 16.0)
CD22, % 20.0 (18.0; 20.5) 19.0 (18.0; 20.5)
CD25, % 22.0 (16.5; 37.0) 21.0 (18.5; 37.0)
Phagocytosis of latex, % 66.0 (56.0; 69.0) 63.0 (58.5; 68.5)
Phagocytic number 3.8 (3.65; 3.95) 3.8(3.7;4.1)
Total complement (CH 50) 62.0 (59.5; 66.5) 64.0 (61.5; 67.0)
Circulating immune complexes with 3.5% PEG, units 7.7 (6.35; 9.55) 7.9 (6.8; 9.85)

Spontaneous nitroblue tetrazolium (NBT) tests, % 26.0 (15.0; 40.0) 25.0 (14.5; 47.0)
Spontaneous index of activated neutrophils (IAN) test, units 0.34 (0.25; 0.78) 0.39 (0.27; 0.9)
Stimulated NBT test, % 65.0 (59.0; 70.0) 63.0 (56.0; 71.0)
Stimulated AN test, units 1.31 (1.06; 1.49) 1.34 (1.17; 1.49)
Lysosomal cationic proteins, units 1.15 (1.02; 1.21) 1.18 (1.02; 1.25)
IgA, g/l 1.22 (0.83; 1.34)* 1.39 (1.02; 1.56)
IgM, g/l 1.04 (0.83; 1.2) 0.98 (0.83; 1.22)
l9G, g/l 10.18 (9.34; 10.38)* 10.38 (10.23; 10.98)
IgE, r/n 251.6 (28.1; 556.0) 56.0 (27.1; 183.0)

* - p<0,05 compared with the group B.

group B (55.6% and 75.8% respectively, p>0.05).
In the majority of group A children, the first signs
of the disease were identified during newborn
(44.5%) and infant (33.4%) periods.

Regarding the symptoms of the respiratory
system, for patients with cirrhotic changes
of liver parenchyma there was a tendency for their
later manifestation, but with more severe lesions —
in the toddler period (66.7%) compared with the
control group (in the infant period — 42.3%,
p>0.05). The incidences of bronchiectasis (77.8%)
and lung fibrosis (100%) were significantly higher
(p<0.05) in the group A compared to the group B
(30.3% and 69.7% respectively). The evaluation
of the bacteriological tests has shown that among
the patients in the group A, the following patho-
gens are significantly more common: Staphylococ-
cus aureus, Enterococcus faecium, Candida spp.,
Enterobacter cloacae, Streptococcus mitis, Steno-
trophomonas maltophilia.

Features of immune status in children with CF
and liver cirrhosis are presented in the table 2.
There were a significant lymphocytes CD3 incre-
asing and CD4, IgG, IgA decreasing compared
with the control group.
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So, observation of patients with CF and liver
cirrhosis has revealed a number of clinical and labo-
ratory signs regarding the prognosis of progressive
liver damage. Using simple methods of nonpara-
metric statistics during definition of significant
conclusions is complicated by the rarity of the
pathology and a little number of patients. Therefo-
re, to objectivize the evaluation of the individual
factors influence in the liver damage pathogenesis
in CF a logistic regression method was used to
determine the coefficients of regression function.

After the mathematical model formation, the
binary logistic regression equation, which deter-
mines the probability of developing liver cirrhosis
in children with CF, has the following form:

P=[1+exp(-(2.371xX1+0.408xX2-0.810xX3+
3.861xX4-3.215xX5-0.558))]-1, where

X1 — pathology of the gastrointestinal tract
(1 —no, 2 — yes),

X2 — CD3 (%),

X3 — CD4 (%),

X4 — the presence of bronchiectasis (1 — no,
2 — yes),

X5 — S.aureus (in sputum) (1 — no, 2 — yes).
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Fig. Increasing of the abdomen size in the patient with cystic
fibrosis and liver cirrhosis

The P value is in the range from 0 to 1 and
reflects the probability of the risk of developing
liver cirrhosis in a child with CF. If P>0.5, it pre-
dicts a high risk of liver cirrhosis development,
and if P<0.5, it predicts a low risk of liver cirrho-
sis development.

All variables, according to Wald test, are signi-
ficant (p<0.05) and are rightly selected. The ove-
rall assessment of the agreement between the iden-
tified risk factors in the model and the actual
observed adverse event was conducted using
the Hosmer and Lemeshow test, the accuracy
of the classification was 88.1%.

The effectiveness of the proposed mathematical
model is illustrated by the following clinical case.

The patient R. was a 13-year-old boy.
He was admitted to the Kharkiv Regional Clinical
Children's Hospital No.1 for the preventive treat-
ment course. The patient complained of coughing
with periodic sputum of pale yellow color, periodic
nausea. The condition was assessed as a moderate
due to respiratory and gastrointestinal disorders
(Fig.).

It is known, the baby was from the first preg-
nancy, after 38 weeks of gestation by vaginal
delivery with a birth weight of 3100 gm, height
of 51 cm.

The baby's fat stool was identified at the age
of 2 months. During the prophylactic examina-
tion, the doctor found insufficient weight gain.
A cough bothered the child from age of 5 months,
and then pneumonia was diagnosed with a severe
and protracted course, difficult treatment accor-
ding to the standard protocols. The child
was referred for a medical genetic center, where
he was diagnosed with CF based on clinical
and paraclinical signs, positive sweat chloride test
(142/128 mmol/L) at the age of 10 months. Gen-
etic analysis has found that the child is a carrier
of the delF508/N1303K mutation of the CFTR
gene. The patient had chronic gastroduodenitis
from the age of 3 years old. The patient received
treatment in accordance with the national medical
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standards, but at the age of 3.5 years during the
ultrasound examination of the abdominal cavity,
cirrhotic changes of the liver parenchyma were
identified. On examination: physical growth and
development was poor. Body mass index (BMI)
was 14.2 kg/m” (equivalent to BMI<10 percenti-
les). Skin was pale pink, without rash. Deformati-
on of the fingers and fingernails (clubbed fingers
and watch-glass nails) were found.

Thoracic cage was the cylindrical shape. Per-
cussion sound was shortened in back basal areas,
hyperresonant — in the upper and middle areas.
Harsh breathing, moist small- and medium bub-
bling rales were detected in back basal areas
during lung auscultation. Heart sounds were
rhythmic, sounding, systolic murmurs in first aus-
cultation point. The abdomen was enlarged due to
hepatomegaly (+5.0 cm), splenomegaly (+7.0 cm).
Stool was 2—3 times per day. The results of some
laboratory studies were as follows: sputum bacte-
riological tests — S. aureus 10°, Streptococcus spp.
10°% the computed tomography of the chest —
widespread bilateral cylindrical bronchiectasis;
the ultrasound examination of the abdominal cavi-
ty — hepatosplenomegaly, expressed diffuse
cirrhotic changes in the liver parenchyma (cirrho-
sis), pancreas parenchyma; immunological
research — Leukocytes 5.6x10°/L, Neutrophils
49%, Lymphocytes 51%, CD3, 69%, CD4 40%,
CD8 38%, CD16 28%, CD22 13%, CD25 18%,
Phagocytosis of latex 67%, Phagocytic number 3.5
un., Total complement (CH 50) 69%, CIC with
3.5% PEG 9.9 un., Spontaneous NBT tests 26%,
Spontaneous IAN test IAH 0.34 un., Stimulated
NBT test 65%, Stimulated TAN test 1.22 un., Lyso-
somal cationic proteins 1.08 un., IgA 1.22 g/L,
IgM 0.85 g/L, IgG 10.28 g/L.

Clinical diagnosis. CF with pulmonary and
intestinal manifestations, severe course. Bilateral
mixed bronchiectasis. Chronic pancreatic insuffi-
ciency, severe course. Chronic gastroduodenitis.
Compensated macronodular cirrhosis (class A
by Child-Turcotte-Pugh). Portal hypertension.
Esophageal varices, grade 2. Calcifications
in the spleen. Deficiency anemia.

Liver transplantation was recommended accor-
ding to the severity of liver damage and hepatic
insufficiency.

The calculation of the liver cirrhosis risk prog-
nosis by using the mathematical model was done:

P=[1+exp(-(2.371x2+0.408x69-0.810x40+
+3.861x2-3.215x2-0.558))] '=0.77.

0.77>0.5 — Conclusion was the high risk of
liver cirrhosis. Patient R. has liver cirrhosis corres-
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ponding to the prognosis. These data are relevant
to prognosis.

The mathematical model is easy to use. Its
application should improve the liver cirrhosis risk
predicting and timely correction of therapy to pre-
vent the development of this pathology by using
standard routine examination methods for pati-
ents with CE
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