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1. ITepconidixoBaHi nigxoau 0o iHransLniiHOI Teparmii rinepToHIYHUMY PO3YMHAMU XJIOPUAY HATPIIO Y HiTel 3
MYKOBICIIUJ030M B 3aJIEXKHOCTI BiJl OpOHXialbHOI pEaKTUBHOCTI

2. Personalization approach to inhalation therapy with hypertonic doses of sodium chloride in children with cystic
fibrosis in the presence of bronchial reactivity

Pedepar:

1. Incepranist npucBsYeHa NifiBUILEHHIO ePeKTUBHOCTI iHrassALifHOI Teparii rinepToHiYHMMHU PO3YMHAMU XJIOPULY
Hatpio ([PXH) y mitet 3 mykoBiciiuno3om (MB) missxom nepcoHipikoBaHUX MiAX0iB [0 ix NpHU3HAUYE€HHS Ha
MifcTaBi BUBUYEHHS HecneludiyHoi OpOoHXialbHOI peakTUBHOCTI. [y1sl TOCSTHEHHS IOCTaBJI€HOI METU 6YJI0
IIPOBENIEHO PETPOCIIEKTUBHUI aHali3 MEJUYHOI TOKyMeHTalii 78 miteit 3 MB s BuU3BHa4€HHS KITiHIKO-
aHaMHEeCTUYHUX OCOOJIMBOCTEN Iepebdiry 3aXBOPIOBaHHS, KJliHiKO-71a60paTopHe Ta QyHKIiOHAIBbHO-
iHCcTpyMeHTanbHe pocimkeHHs 59 aiteit 3 MB Bikom Bif 1 1o 18 poxkiB, 110 yBiiilIM 10 OCHOBHOI TPyNu Ta
IVHAMIYHO CIIOCTePiraance. B IKOCTi rpyny NOpiBHSHHS 06CTEXEHO 14 niteil 3 XxpoHiyHUM 6poHxiTom (XB) 6e3 MB

Ta 21 guTHHA 6€3 XPOHIYHOi OpOHXOJIereHeBoi NaToJIorii. AHasIi3 MOJIEKYISIPHO-T€HETUYHOTO JOCJIiIKEeHHSI [10Ka3aB,



o y 10 (20,0%) xBopux niteit 6yiio ineHTUQiKoBaHO «ierki», a y 40 (80,0%) nauieHTiB - «TsDKKi» MyTauii. Hait6inpm
POBIIOBCIOIIKEHOI0 MyTallielo ceper, niteit 3 MB M. [lninpa 6ysa F508del (71,2%), sika 6yna BusiBieHa y 17 XBOpux
(28,8 %) B roMO3UTrOTHOMY CTaHi Ta y 25 (42,4 %) — B KOMIIAyH]-T€T€PO3UTOTHOMY cTaHi. Cepel; OCTaHHIX YacrTilie
3ycrpivanucek kombiHanii F508del /2184insA (n=7, 11,9%) ta F508del /N1303K (n=7, 11,9%), 110 TaKOX BifHOCSATBHCS 10
«TSDKKUX» MyTauii. [litn 3 mytauieto F508del /IVS12+2T>C (n=3, 5,1%) 6y7u BigHECEeHi 10 IPyIN «JIETKAX» 3a
PaxyHOK HasIBHOCTI Apyroi «jierkoi» myTtaii. [TopiBHSIHHS GEeHOTUIIYHMX OCOOIMBOCTEN MYKOBICLIUTIO3Y Y AiTell B
3aJIe’KHOCTI Bif cTany myTaii F508del He BUSIBUIIO 1OCTOBIpHUX BifMiHHOCTE B I1epe6iry 3aXBOpIOBaHHS, 3a
BUHSITKOM O1JIbIll pAHHBOTO (POPMYBAHHSI JIET€HEBO] rinepTeHsii y XBOpUX i3 TOMO3UTOTHUM CTaHOM (47,1% mipotu
16,0%, p<0,05). Ha ninzcTaBi 6araTodakTOpHOTO MigX0Ay 10 OLiHKY HMOBIPHOCTI rineppeakTUBHOCTI OPOHXIB
HaMOi/bII BarOMUMU NPOrHOCTUYHMMU npenukropamu ['PB y xBopux nHa MB Bussunucs: HasBHicTb ABJIA (1=6,18),
0sIBa CyXMX CBUCTSYMX XPUIIIB B JIET€HSX MPU aycKyJbTalii mig yac npouenypu (1=3,76), 3umkenHs: OPB1 Ha 7% i
Ginblie Bifi MOYaTKOBOro piBHA miciis iHransuii 3% pos3uuny NaCl (1=6,18) un nHa 10% i 6inbiie - 7% pozunny NaCl
(1=7,12), a Takox nipBumeHHs BMmicTy FeNO Ha > 8% Bin nouaTkoBoro piBHs ([=2,77). [Ipy 1poMy HasIBHICTb Y XBOPUX
ABJIA, a Takox 3HMKeHHS ODBI Ha = 7% Bif mo4aTkoBoro piBHs nicid iHranduii 3% poszunny NaCl MoxXyTb 6yTH
camocTiiHnMu Kputepisimu I'PB. BectaHoBI€HO, o XBOPi Ha MB 3 rineppeakTUBHICTIO OPOHXIB Majy O6i/1bII
HECTIPUSITIIMBUI IIepebir 3aXBOPIOBaHHS, HiX nauienTu 6e3 I'PB. Tak, y xBopux 3 I'PB yacrTime BUHUKAIN
3arOCTPEHHS XPOHIUHOro 6poHxosiereHeBoro npouecy (4,0 [2,0; 4,0] npotu 2,0 [0,0; 4,0]; p<0,01) Ta JH (52,9 %
nporu 26,1 %; p<0,1). Ha nigcTraBi oTpuMaHuX KIliHIKO-aHAMHECTUYHUX, MOJIEKYJIIPHO-TEHETUYHUX,
(PyHKIiOHaIbHO-IHCTPYMEHTAIbHUX JAHUX NIPY BUKOHAHHI iHra/IILifHUX TECTIB 3i 3DOCTAl0YMMU KOHLEHTPALIisSIMU
I'PXH 6ysn po3po6JieHi 3py4Hi 4J1s1 32aCTOCYBaHHS y IPAKTUYHIN MeIUIMHI IPOrHOCTUYHI MIKaJU, IO 03BOJISIIOTh
IIPOTHO3YBATU PiBEHb PUBUKY PO3BUTKY cuHIpoMy I'PB y niTeil (B T.4. JOLIKiNIBHOTO BiKy), XBOPUX Ha MB, Ta MOXYTb
BMKOPHCTOBYBATHCh HA Pi3HUX €Talax HaJJaHHS MEOUYHOI OMIOMOTH [1J1s1 IPOBENIEHHS IEPCOHI(IKOBAaHOrO NiIO0PyY

I'PXH Ta BUbOpY NpeBeHTHUBHOI OPOXOJIITUYHOI Teparlii 3a 1oTpe6oio.

2. The dissertation is dedicated to the improvement of the effectiveness of inhalation therapy with Hypertonice
saline (HS) in children with cystic fibrosis (CF) by way of personalization approaches to their recognition on the
basis of nonspecific bronchial reactivity. To achieve the goal, a retrospective analysis was conducted medical
histories of disease 78 children with CF to determine the clinical and anamnestic features of the course of the
disease, clinical-laboratory and functional-instrumental study of 59 children with CF aged 1 to 18 years, included in
main group dynamically observed. As a comparison group was examined 14 children with chronic bronchitis
without CF and 21 children without chronic bronchopulmonary pathology. Analysis of molecular genetic research
showed that in 10 (20,0%) sick children were identified as "mild", and in 40 (80.0%) patients - "severe" mutations
The most common mutation among children with CF in Dnipro was F508del (71,2%), which was detected in 17
patients (28,8%) in the homozygous state and in 25 (42,4%) - in the compound heterozygous state. More often
among the latter combinations F508del /2184insA (n=7, 11.9%) and F508del /N1303K (n=7, 11,9%), which also refer to
"severe" mutations. Children with a mutation F508del /IVS12+2T>C (n=3, 5,1%) were assigned to the " mild" group
due to presence of a second "mild" mutation. Comparison of the phenotypic characteristics of cystic fibrosis in
children depending on from the state of mutation F508del did not reveal significant differences in the course
diseases, with the exception of the earlier formation of pulmonary hypertension in patients with a homozygous
state (47,1% vs. 16,0%, p<0,05). Based on a multifactorial approach to probability estimation hyperreactivity of the
bronchi are the most important prognostic predictors of chronic obstructive pulmonary disease CF patients
showed: the presence of ABPA (I=6,18), the appearance of dry whistling rales in lungs during auscultation during
the procedure (I=3,76), reduction of FEV1 by 7% or more from the initial level after inhalation of 3% NaCl solution
(1=6,18) or by 10% or more -6% NaCl solution (I=7,12), as well as an increase in the FeNO content by = 8% from
primary level (I=2,77). At the same time, the presence of ABPA in patients, as well as a decrease FEV1 by > 7% of the
initial level after inhalation of 3% NaCl solution can be independent criteria of BHR. It was established that CF
patients with bronchial hyperreactivity had more adverse course of the disease than patients without BHR. In
patients with BHR exacerbations of the chronic bronchopulmonary process occurred more often (4,0 [2,0; 4,0] vs.
2,0 [0,0; 4,0]; p<0,01) and RF (52,9% vs. 26,1%; p<0,1). On the basis of the obtained clinical and anamnestic,



molecular genetic, functional and instrumental data during the performance of inhalation tests with increasing
concentrations of HS, created convenient for use in practical medicine prognostic scales were built, which allow
predicting the level of risk of development of BHR syndrome in children, including . preschool age, ill at CF, she can
win at various stages of medical assistance for recognition of a personal selection of HS and the choice of
preventive broncholitic therapy as required
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