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Pedepar:

1. 3a migcymMKaMy PeTPOCIIEKTUBHOIO AOCIIiTKeHHs 6yJI0 BCTAHOBJIEHO, 110 (PapMaKoJIoTiuHe 3aKpUTTs All
ibynpogeHoM abo napalueTamosIoM iCTOTHO He Biipi3HAIOCH 32 CBO€I0 e(EKTUBHICTIO i He 3a0e31euyBaslo Kpaloro
PE3yJbTaTy [OPIBHSHO 3 NiTbMU, B SIKUX 3aCTOCOBYBAJIA OYiKyBaJIbHY TAKTMKY. BCTAaHOBJIEHO CUCTEMHI KOHIJEHTpallii
NT-proBNP, siKi MO>KHa BUKOPUCTOBYBATH [iJIs1 IPOTrHO3yBaHHS BUHMKHEHHS I3BAIT (AUC = 0,93; [95 % nmoBipunit
intepsan (1I): 0,86-1,0]; p<0,05). BuzHavyeno, mo BmicT NT-proBNP = 12000 nr/mn y cupoBaTLi KpOBi 3HaYHO
HEJIOHOIIEHNX HOBOHAPOKEHUX 3 IiameTpoM BAIT > 1,5 MM y Bili 2-3 1i6 xapaxkrepusysascs 100 % uyTausicTio i 80
% criennivHiCTIO W00 MPOrHO3yBaHHs po3BUTKY I3BAIL. TTokasaHo, mo cupoBaTkoBi KoHLeHTpauii NT-proBNP y

TaKUX HOBOHAPOKEHUX BiPOTiIHO aco1iroBairch 3 exokapaiorpadiyHnMu mapkepamu raBAIT it o6epHeHO



[IPOIOPLINHO 3aJIeXKaju Bifi TepMiHy recrauii HEMOBJIAT. BcTaHOB/IEHO, 0 KOHLeHTpalis NT-proBNP y cuposaTii
KpoBi < 23800 nr/m Ha 2-3 100y KUTTSl y 3HAUHO HEJOHOLIeHUX HeMOBJIAT 3 BAIT niameTpom > 1,5 MM [103BOJIsLIa
BiporizHO nporHo3dysaty 3akputTs BAII B nepui 10 gHiB nmicsig HapoIKEHHS Y BiflNIOBiAb Ha crienudiyHe
¢dapmakosoriyne sikyBaHHs (AUC = 0,81 [95 % [I: 0,58-1,03]; p<0,05). CupoBartkosuit BMmicT NT-proBNP BiporigHo
KOopeJioBas i3 cucremHumMu KoHueHtpauismu CPB y cepennbomy Bini 2 (rS=0,35; p=0,01) ta 8 1i6 (rS=0,36; p=0,01).
BcraHoBseHo, mo cupoBaTKoBuil BMicT NT-proBNP = 17745 nir /M1 Ha 2-3 00y XXUTTS y 3HAYHO HEJOHOLIEHUX
HeMoBJAT 3 BAIT iameTpoM > 1,5 MM XapaKTepu3yBaBcsi 55 % 4yTiuBicTIO i 81 % crienngivHicTIO WOA0
Man6yTHLOTO (pOpMYBaHHS OpoHxosereHesoi aucnasii (BJI]) abo cmepri, a KOHLeHTpauis = 3537 rir/mi Ha 8-9
o6y >xutts — 60 % i 89 % BinnosinHO. BcTaHOBIEHO, 110 e(peKTUBHICTD i 6e3neka (PU3NK HUPKOBOI HELOCTATHOCTI,
OJIIrypii, MIJIYHKOBO-KMIUIKOBUX Ta JIETEHEBUX KPOBOTEY) JIikKyBaHHs BAII i6ynpodeHoM peKTasbHO abo
[apaneTaMoJIOM BHYTPILIHbOBEHHO iICTOTHO HE Bilpi3HANKUCh. OTpMMaHi pe3ysbTaT 3aCBiAYMIIN, 10 IIapaleTaMoll
MOXKe O6yTH e(PEeKTUBHOIO i 6€3MEeYHOI0 aJIbTEPHATUBOIO ibyrTpodeny y crpobi papmaxosioriyHoro 3akputTs BAI,
0COOJIMBO SIKILO € IPOTUIIOKA3aHHS 10 3acTocyBaHH iHribiTopiB LJOI'. 30kpema, 6yJI0 [10Ka3aHo, 0 peKTajlbHe
BBEJIEHHS i6yIIpodeHy € He MEeHII €(PEKTUBHOIO AIbTEPHATUBOIO HOT0 BHYTPIlIHBOBEHHOMY 3aCTOCYBAaHHIO Ta €
IIPUMHATHUM HE3JIEXKHO BiJl CTAHY i TOJIEPAaHTHOCTI 4O €HTEPAIbHOTO XapuyBaHHS AUTUHH, SIKi MOXKYTb
YHEMOXUIMBIIIOBATY BHYTPIIIHE [TPU3HAUYEHHS IIpenapary. 3a nifcyMKaMy paHIOMi30BaHOTO IOCIIiIKEeHHS 6YJI0
BCTaHOBJIEHO, 1110 paHHe ¢apMakoJioriyHe JlikyBaHHs1 BAIT NOPiBHSIHO 3 O4iKyBajIbHOIO TAKTHUKOIO 3a6€3I1e4yBajlo
BipOTiZHO 4YacTille i CKopille 3aKpUTTA IPOTOKK Y HELOHOLIEHUX HEMOBJIAT 3 TEPMIHOM recrauii < 32 TXK, OfHaK Le
He CyIIPOBOKYBaJIOCh ITIOKPALEHHAM [T0KA3HUKIB IX BUKMBAHHSA i SMEHIIEHHSM TSIKKOI 3aXBOPIOBAHOCTI. Jlniie
BOCbMepO (8 %) miTell y rpyIi ouikyBaslbHOI TaKTUKU [TOTpeOyBaiu papMaKoJoTriyHoro 3akputts BAIT 3rigHo 3
IIPOTOKOJIOM [IOCJIiI>KeHHS. ByJio BUSIBIEHO, 110 Y 6ibLIOCTi HeslikoBaHuX AiTelt BATI 3akprBasiach CIIOHTAHHO, a
9acToTa 3aKpUTTS BAIl HAa MOMEHT BUNIMCKY JOCTOBIPHO HE BiJIPi3HSIACH 3aJI€XKHO Bifl TAKTUKY HAIAHHS TOIIOMOTHU

(y 83 % HeMoBIAT y rpymi JIiKyBaHHS 11 y 78 % HOBOHapOIPKEHUX Y IPYIi 04iKyBasbHOI TakTUKY; p>0,05).

2. The results of the retrospective study showed that pharmacological PDA treatment with ibuprofen and
paracetamol did not differ significantly in efficacy and did not provide a better outcome compared with infants,
who were managed expectantly, although the median PDA diameter in infants in the expectant management group
was significantly smaller than in children receiving treatment. Systemic NT-proBNP concentrations, which can be
used to predict the occurrence of hsPDA, have been established (AUC=0.93; [95 % confidence interval (CI):
0.86-1.0]; p<0.05). It was determined that serum NT-proBNP concentration = 12000 pg/ml in very preterm infants
with PDA diameter > 1.5 mm at the age of 2-3 days, had 100 % sensitivity and 80 % specificity for predicting the
development of hsPDA. Serum NT-proBNP concentrations in very preterm infants were reliably associated with
echocardiographic markers of hsPDA and were inversely proportional to the gestational age of infants. Serum NT-
proBNP concentrations < 23,800 pg/ml in very preterm infants with PDA diameter >1.5 mm at 2-3 days of life
allowed to predict the ductus closure in the first 10 days after birth in response to specific pharmacological
treatment (AUC=0.81[95 % CI: 0.58-1.03]; p<0.05). Serum NT-proBNP levels were significantly correlated with
systemic C-reactive protein (CRP) concentrations on days two (rS=0.35, p=0.01) and eight (rS=0.36, p=0.01). Serum
NT-proBNP concentrations > 17,745 pg/ml in very preterm infants with PDA > 1.5 mm at 2-3 days of life had 55 %
sensitivity and 81 % specificity for the prediction of bronchopulmonary dysplasia (BPD) or death, and the
concentrations = 3537 pg/ml at 8-9 days of life - 60 % and 89 %, respectively. It was found that the efficacy and
safety (renal failure, oliguria, gastrointestinal and pulmonary hemorrhage) of PDA treatment with rectal ibuprofen
or intravenous paracetamol did not differ significantly. The obtained results suggest that paracetamol may be an
effective and safe alternative to ibuprofen in an attempt at pharmacological ductus closure, especially if there are
contraindications to the use of COX inhibitors. In particular, it has been shown that rectal administration of
ibuprofen is an acceptable alternative to its intravenous use and is acceptable regardless of the condition and
tolerance to enteral nutrition of the child when oral intake of the medication may not possible. The randomized
study has found that early pharmacological treatment provides more frequent and faster PDA closure in preterm
infants with gestational age of < 32 weeks compared with expectant management. However, it does not improve
survival or reduce morbidity. Only 8 % of infants in the expectant management arm required pharmacological PDA



closure according to the study protocol. In the majority of untreated infants, DA closed spontaneously, and the
incidence of PDA at the time of discharge did not differ significantly depending on the management strategy (at
the time of discharge, DA was closed in 83 % of infants in the treatment group and 78 % of newborns in the
expectant management group; p>0.05).
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