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TODQIQATIN MOZMUNU

Isin ady

Vaxtindan oavval dogulan usaqlarda nekrotik enterokolitin
diagnostikas1  vo  gedisinin  prognozlasdirilmasinda
abdominal oksimetriyanin shamiyyati

Problem

Vaxtindan avval kigik badon kiitlasi (KBK) ilo dogulan
usaglarda modo-bagirsaq  sisteminin  disfunksiyalari
(asasan hipoksik vaziyyatlar).

Maqgsad

Vaxtindan avval KBK ilo dogulmus kdrpalords abdominal
oksimetriyanin NEK-in erkon diagnostikasi va gedisinin
prognozlasdirilmasinda informativliyini
miioyyonlosdirmok.

Obyekt va miidaxilalar —
(xasta gruplart va
miidaxilalar/proseduralar)

Biitiin miiayino olunacaq usaqlar:

| grupa - bas beynin hipoksik-isemik zodalonmoasi,
hemorragik  zadolonmasi  fonunda NEK-in  klinik
olamatlari miiayyan edilon 30 usaq;

Il grupa - posthipoksik ensefalopatiya alamatlori olmayan,
NEK-in Kklinik alamatlari olan 30 usaq;

Il grupa - vaxtinda KBK ilo dogulan NEK olamatlori
olan 20 usaq (miiqayisa gqrupu);

Nozarat qrupuna 20 sarti-saglam vaxtindan avval KBK ilo
dogulan usaq daxil edilacok.

asas giymatlandirma
kriteriyast va onun ol¢ma
metodu

Vaxtindan ovval dogulan usaglarda splanxnik isemik
zodalonmalarinin erkan va differensial diagnostikasi tiglin
infraqirmizi spektroskopiya (IQS) tisulunun
informativliyini miiayyanlogdirmoak, sidikde six olages
zilallar (claudin-3) saviyyasinin 6l¢iilmasi.

dlava giymatlandirma
kriteriyalar: va onlarin
olcma metodlart

- Qanin TQM va gan gazlart.
- Neyrosonoqrafiya, daxili orqanlarin USM.

Acar sozlar

Nekrotik enterokolit, abdominal NIRS, six olags ziilallari
(claudin-3), vaxtindan avval dogulan usaqlar.

Obyektina gora isin novii

Klinik.

Maqsadinag gora isin novii

Diagnostik.

Vaxta gora isin novii

Prospektiv.

Klinik tadgigatin modeli

Miisahido (xosto kontrol).

Obyekt — xastalar
(material)

Kompleks klinik-laborator vo instrumental —miiayinoya
vaxtindan ovval KBK ilo dogulmus 100 usaq calb
olunacag.

Daxil etma kriteriyalart

Moagsad va vazifalora uygun olaraq todgiqatda segici
meyar-hestasiya yasi 36 hofta vo ondan az, badon kiitlasi
2500gqram vo ondan az, perinatal hipoksiyaya maruz
qalmig, NEK-in klinik alamatlori olan yenidogulanlar.




Cixarma kriteriyalart

Hestasiya yasi 36 hoftodon yuxari, bodon kiitlosi 2500
gramdan yuxar1 perinatal jipoksiyaya moruz qalmis
usaqlar todgigata daxil edilmoyacok.

Randomizasiya iisulu

Tok gizli. Miiraciot sirast ilo.

Miidaxilonin novii

Cihaz. Reaktiv (sidiyin miiayinasi).

Miidaxilanin aciglamasi

Infraqirmiz1  spektroskopiya zamani yaxin infraqirmizi
diapazonlu (4100-5100) pediatrik Soma Sensorlu INVOS
spekrometrdon istifado olunmagla regional saturasiya
(rSO;) tayin edilocok. Soma Sensor usagin basinin sag vo
sol nahiyasino, abdominal miiayino zamani iso
infraumblikal nahiyays tosbit edilocok. Abdominal vo
serebral oksimetriyanin miiqayisali xarakteri
arasdirilacaq.

Statistik va riyazi islamlar

Totbiqi paketdon (Windows, 2007, MS Excell v.7.0)
istifado olunacag.

Aktuallig1

Son illor tibbi texnologiyanin siirotli inkisafi vo
modernizasiyasi, perinatal xidmotin 3 soviyysli sistemdo
toskili vo tokmillasdirilmasi vaxtindan avval (37 haftadan
tez) kigik badan kiitlasi (KBK) ilo (2500-qdan az) dogulan
korpoalorin yagsamasi xeyli artirmigdir.

UST molumatina asason hor il diinyada 15 min. usaq
vaxtindan ovvok KBK ilo dogulma vo bu say artmaqda
davam edir [3].

Vaxtindan ovval KBK ilo dogulanlarin saglamliq
vaziyyatinin prqonozlasdirmaq ¢oxsayli faktorlardan, ilk
novbada hamilaliyin miiddoti vo dogularkon badan
kiitlasindon asilidir [2,4].

Vaxtindan oavval KBK ilo dogulan korpalor arasinda
perinatal patologiyalar yiiksok xiisusi ¢okiya malikdirlor,
Bu patologiyalarin formalasmasinda osas patogenetik
faktor hipoksiyadir [1,5].

Perinatal hipoksiyaya moruz qalmis vaxtindan ovval
KBK ila, xiisusilo CA vo EA badan kiitlasi ilo dogulmus
korpalorda nekrotik enterokolit (NEK) daha ¢ox rast galir,
onun rastgalmo tezliyi 10-15%taskil edir [6].

Yenidogulanlarda NEK (KBT 10:P77) bagirsaq
divarinin perforasiya tohliikosini yaradan multifaktorial
xastolikdir, onun yaranma sobabi bu giino kimi tam
aydinlasmamusdir, lakin inkisafina zomin yaradan
morfofunksional yetismomoazlik, hipoksiya, bakterial
infeksiya, iltthab vo s. kimi faktorlarin rolu
miioyyanlosdirilmisdir [7].

Sorhad hiiceyra strukturlart hesabina (TJ) qorunub
saxlanan intestinal baryerin tamlig1 qastrointestinal trakt
ticiin osasdir [8]. Bu six baglantilar (TJ) claudin (22kDa)




do daxil olmaqgla ¢ox sayda protein kompkesindon
ibaratdir vo osason intestinal epitelial  baryerin
funksiyasinin qorunmasinda rol oynayirlar [9-10].

Six olagolorin dagilmasi da daxil olmagla bagirsaq
duvarmin tamliginin pozulmasi intestinal zadslonmado
erkon morholadir [9-11].

Mado-bagirsaq traktinin hor hansi koskin xostaliyi
zamani six baglantilar (TJ) zodolonir vo bu iso 6z
novbasinda NEK-o gotirib ¢ixara bilon reaksiyalara zomin
yaradir. Osason do claudin-3 oshamiyyatli birlosdirici
claudindir vo bagirsaqda kifayot godor ifrazi, kicik dl¢iilii
olmasi, paraselliilyar yerlosmoasi onu sidikds erkan, geyri-
invaziv six baglantilarin pozulmasini miioyyan etmok
liciin yararli namizad edir [12].

Sidik claudinlori GI  zodolonmo vo kegiricilik
pozulmast zaman1i (NEK va post surgical Xastaliklor)
erkon vo giivanli 6l¢madir, Kklinisisti real zaman oarzinda
minimal invaziv natica ilo tomin edir [8].

Hipoksiyaya  moruz  qalmis  yenidogulanlarda
mezenterial gan carayaninin pozulmasi bagirsaq divarinda
nekrozun inkisafina tokan verir. Hipoksik vaziyyatlorin,
serebral vo abdominal oksigenasiyani giymatlondirmok
ticlin perspektiv tisul kimi oksimetriyadan genis istifado
olunur [13,14].

Oksimetriya yaxin infraqirmizi spektroskopiya (near
infrazed spectroskopy-NiRS) ilo aparilir. Bu iisul qeyri-
invazivliyi, asan istifado olunmasi, real vaxt rejimindo
gostoricilorin - tohlil  olunmasi baximmindan bir sira
tistlinliiklora malikdir [15,16,17].

Toxuma oksigenasiyast mikrosirkulyasiya vo toxuma
perfuziyasi pozulmalarinin miiayyan edilmasindo miihiim
rol oynayrr [18,19]. Diger sullarla (USM,
dopplerografiya va s.) toyin olunan hemodinamika
oksigenasiya pozulmalarindan doyisikliklori xeyli sonra
bas verir [20].

Vaxtindan ovval KBK ilo dogulmus, hipoksiyaya
moruz galmis usaglarda abdominal oksimetriyanin NEK-
in erkan diagnostikasinda Vo gedisinin
prognozlasdirilmasinda shomiyyati 6yranilmamis qalir.

Biitin geyd olunanlar hazirki  todqgiqat  isinin
aktualligmi tosdiq edir vo bu aspektds todqigatin
aparilmasina zomin yaradir.




Vazifalar

1. Vaxtindan avval KBK ilo dogulan korpalards igarisinda

NEK-in klinik slamatlori olanlar1 segmok;

2. Vaxtindan avval KBK ilo dogulan korpalordo NEK-in

risk faktorlarinin identifikasiya etmok;

3. Vaxtindan avval KBK ilo dogulan korpalordoNEK-in

gedisini, xarakterini vo marhalalarini tayin etmok;

4. Vaxtondan ovval KBK ilo dogulan korpalordo

abdominal vo serebral oksigenasiyanin soviyyasinin
miiqayisali sokildo miioyyonlosdirarok tohlil etmok;

5. Vaxtindan avval KBK ilo dogulan kdrpolordo NEK-in

gedicinin prognostik alqoritmini hairlamagq.

Orijinalliq (yeniliyi)

- vaxtindan ovvol KBK ilo dogulan korpalordos
abdominal  oksimetriyanin  erkon  diagnostik,
differensial diagnostik vo prognostik ohamiyyati
miiayyan edilacak;

- vaxtindan avval KBK ilo dogulan usaqglarda regional
oksigenasiyanin  hestasiya yasindan, badan
kiitlosindon vo morfofunksional yetismomazlikdan
astliligi miiayyon edilocak;

- vaxtindan ovval KBK ilo dogulan korpalords
mezenterial gan coroyaninin vaziyyati vo intestinal
miidafionin soviyyasi tayin edilacok;
serebral vo intestinal igemiya arasindaki olagonin
oksimetrik meyarlart miioyyan edilacok.

Gazlanilan naticalar va
onlarin elmi-praktik
ahamiyyati

Vaxtindan avval KBK ilo dogulan korpalarda:

- NEK-in perinatal risk faktorlariin identifikasiyasi
antenatal profilaktik todbirlari tokmillagdirmok;

- NEK-in erkon diaqnostikas1 terapiyanin taktikasini
miioyyonlisdirmok;

- serebral vo abdominal oksigenasiyanin monitoringi
miialiconin samaraliliyini artiracag;
risk faktrorlarinin identifikasiyast NEK naticasini
prognozlasdirmaga imkan veracak.

Maddi va texniki
imkanlar

Abdominal vo serebral oksimetriya Azoarbaycan
Respublikasi Prezidenti yaninda Elmin inkisaf fondunun
Qrant Layihosi osasinda oldo edilmis spektrofotometr
(firma SOMANETICS “INNOS OXIMETR”)vasitasilo
aparilacaqdir. Miivafiq sensor vo reaktivlor soxsi vasait
hesabina aldo olunacag.

Tadgiqatin yerina
yetririlacayi yer

Elmi-tadqgiqat isi K.Y.Faracova adina Elmi-Tadgigat
Pediatriya Institutunun yenidogulanlarin anesteziologiya,
reanimasiya vo intensiv terapiya sobasi, vaxtindan avval
dogulan usaqlar sobosi, laboratoriya miiayinalori ET




Pediatriya Institutunun klinik v biokimyavi
laboratoriyasinda yerina yetirilocok.

Isa baglama vaxti 2020
Isin bitirma vaxti 2023
Isin miiddoti 2020-2023

Isin marhalalori

2020-ci ilds planlasdirilan is:

1. Problemin adabiyyatda 6yranilma daracasinin
tohlili.

2. Tadgqiqat ti¢iin fordi tibbi kartlarin islonmasi.

3. Vaxtindan avval KBK ilo dogulmus korpalords
NEK-in statistik analizinin aparilmasi.

4. Saglam qrudun todqiqi.

5. Tadgqiqgat ti¢lin lazim olan reaktiv vo sensorlarin
sifarisi.

2021-ci ilds planlagdirilan is:

1. Odobiyyat toplanmasi va todqiqi, magalolorin gapa
hazirlanmasi.

2. Toplanmis adobiyyatin tohlili vo odobiyyat
icmalinin hazirlanmasi, materiallarin asasinda
cadval, diagram va grafiklorin islonmasi va tohlili.

3. Tadgigat materiallarinin toplanmasi.

4. Materiallar asasinda cadval, diagram va grafiklarin
islonmoasi va tohlili.

2022-ci ils planlasdirilan is:

1. Toplanmis materiallarin sistemlosdirilmasi,
qruplasdirilmasi vo tohlili.

2. Materialin statistik analizi va tahlili.

3. Jurnal magaloalorinin hazirlanmasi va ¢apa
verilmasi.

2023-cii ilo planlagdiriimus is:

1. Jurnal magalalorinin hazirlanmasi va ¢apa

verilmasi.

2. Natico vo praktik tovsiyalorin hazirlanmasi.

3. Dissertasiya iginin naticalarinin tatbiqi.

4. Dissertasiya isinin va Sanadlorin ilkin miizakirays

hazirlanmasi.
9Adabiyyat 1. 'HenbKo T.B. HeonaranabHoe 3JI0POBbBE
HefloHomeHHbIX  nerei//Ilemuarpus.  Boctounas

EBpoma. 2015.1.2.Ne10.c.24-31.

2. Huxynuna E.H., Emumna C.HW., [dunkxoBa [0.A.,
JlunkoB C.B. OCHOBHBIE TIOKa3aTeId COCTOSHUS
310pOBbsl HEIOHOIIEHHBIX HOBOPOXACHHBIX. Math u
Huta B Kyz6acce. 2017;3(70).c.21-25.

3. Goswami Sribas? Sahai Manjar Premature Birth: an
Enigma for the society. European Journal Medicine.




2014;4)(6): p.215-225.

4. bynar JI.M., Jlucynenr O.B. Knunuko-mabopaTopHbie
0COOEHHOCTH HCIOHOIMICHHBIC HOBOPOXKICHHBIX B
HE€OHAaTaJIbHOM B03paCT€/ / HGpHHaTOJIOFI/ISI n
neauatpus 2013, No2(54), ¢.89-92.

5. KpaBuenko E.H., Jlapexkun B.W., Jlapekun HW.N.
[leprHaTanbHbIE MOBPEKACHUS LIECHTPAJIIBHOW HEPBHOU
cUCTeMbl ¥  (PaKTOpbI, CHOCOOCTBYIONIHME  HX
dbopmupoBanuto. Pocc.Bect.nepun.u nen.2019; 64(10.
C.56-60.

6. EcupkeroBa A.J[., CeiinuxoBa Ill.mM. Ontumuzanus
JICUCHUA HCKPOTHUYCCKOI'O OHTCPOKOJINTA y
HOBOpOXJeHHbIX. Bectouk KazHMY, Nel, 2018,
c.134-136.

7. Cupckuii A.A., CeBkobckuii W.a., Apepun B.U. u np.
HerOTI/ISI/Ip}IIOHII/Iﬁ OHTCPOKOJIUT Y HOBOPOKIACHHBIX.
Poccuiickuii BectHuk, 2016.1.VI, Ne3, ¢.19-25.

8. Tigh junction structure, function and assesment in the
critically ill, a systematic review. D.Vernette; P.Hu,
MF Canarie, M.Funaro, J.Glover and R.W.Pierce.
(Vernette et al. intensive Care Medicine Experimental
2018) 6:37.

9. Fink MP, Delude RL. Epithelial barrier dysfunction: a
unifying theme to explain thepathogenesis of multiple
organ dysfunction at the cellular level.Crit Care Clin.
2005;21:177-96.

10. Turksen K, Troy TC. Barriers built on claudins.J
Cell Sci. 2004;117:2435-47.

11. Suenaert P, Bulteel V, Lemmens L, et al. Anti-tumor
necrosis factor treatment restoresthe gut barrier in
Crohn's disease.Am J Gastroenterol.2002;97:2000-4.

12. Geertje Thuijls, Joep P. M. Derikx, Jacco-Juri de
Haan, Joep Grootjans, Adriaan de Bruine, Ad A. M.
Masclee, Erik Heineman, Wim A. Buurman. Journal of
Clinical Gastroenterology in press. Capter. 2.4 Urine
based detection of intestinal tight junction loss. 2009.

13. EBcroxkoBa W.M., Kopampuyk-KnBanesckas O.B.,
3BepoBa H.A., Typeea H.I'. uepeOpanbHas
OKCHUMCTPUA KakK METO/ I[HaFHOCTHKOﬁ
IICPHUHATAIIBHOI'O IMOPaXXCHUA MO3ra y
HBOOPOXKJICHHBIX C 3aJIEPKKON  BHYTPUYTPOOHOTO
pazButusa. Heonaromnorus, 2020, Nel, 1.8, ¢.9-14.

14. Cankoeun J.H., I'meapko T.B., CBupckas O.S.
ommkas u uHppakpacHas (NIRS) nHoBas kpacka B
nanurpe HeoHartojiora. Heonatonorus, 2017, Nel,




c.58-71.

15. Sood B.G., McLaughlin K., Corter J. Near-infrared
spectroscopy: applications in neonates//Semin.Fetal
Neonat. Med.2015. Vol.20.Ne3.p.164-172.

16. Giliberrti P. et al. Near infrared spectroscopy in
newborns  with  surgical disease//J.Matern.Fetal
Neonatal Med.2019, Vol.24.sup.1.p.56-58.

17. Beena G.Sood, Kathleen Mclaughlin, Josef Cortez.
Near-infrared spectroscopy: Applications in neonates.
Seminars in Fetal oof Neonatal Medicine 20 (2015).
164-172.

18. Bailey S.M., Hendrisks-Munoz K.D., Mally P.
Splanchnic-cerebral oxygenation ratio as a marker of
preterm infant blood transfuzion needs// Transfuzion.
2012.vol.52., Ne2., p.252-260.

19. Schat T.E. et al. Abdominal near-infrared
spectroscopy in preterm infants: a comparison of
splanchnic oxygen saruration measurements at two
abdominal locations//Early them.Dev.
2014.v0l.90.Ne7, p.371-375.

20. TIeikoB M.U., 6anamos B.B., ®ununmosa E.A. u ap.
YJIbTPa3ByKOBaA JAUArHoCTukKa HCKPOTHUYCCKOT'O

sHTepokonuTa. MenuuHckuid coect. No.2, 2018,
c.215-221.

Tadgiqatin hazirki
vaziyyati

Odabiyyat molumati tohlil  olunub, icmal moagale
hazirlanib. Aparatla islomoa prinsiplori dogiglosdirilib.

Isi> alagadar cap olunan
magalalar

1. Vaxtindan ovval dogulan wusaglarda nekrotik
enterokolitin  biomarkerlori vo monitoringi haqqinda
milasir tosovviirlor.  Azorbaycan Perinatologiya vo
Pediatriya Jurnali. Baki 2021-ci il, cild 7, Nel, capa
verilib.

Abstrakt (Azarbaycanca)

Isin adi:

Vaxtindan avval dogulan usaqlarda nekrotik enterokolitin
diagnostikasi vo gedisinin prognozlasdirilmasinda
abdominal oksimetriyanin shamiyyati.

Problem: Vaxtindan ovval KBK ilo dogulan usaglarda modo-
bagirsaq sisteminin disfunksiyalar1 (asason hipoksik
vaziyyatlor).

Maqsad: Vaxtindan avval KBK ilo dogulmus korpalords abdominal

oksimetriyanin NEK-in erkon diagnostikasi vo gedisinin
prognozlasdirilmasinda informativliyini
miioyyanlosdirmok.




Material va metodlar:

Kompleks klinik-laborator va instrumental miiayinoya
vaxtindan avval KBK ilo dogulmus 100 usaq calb
olunacag.

- ganm imumi vo biokimyavi (C-reaktiv ziilal, imumi
bilirubin, fraksiyalar1) analizi;

- qanmn TQM vo qan gqazlari;

- nacisin iimumi va bakterioloji analizi;

- sidikdo six alago ziilallarinin (claudin-3)
immunoferment analizi ils toyini;

- neyrosonoqrafiya, daxili organlarin USM;

- serebral vo abdominal oksimetriya;

- dos gofosi organlarinin RG-st.

asas giymatlandirma
kriteriyalari:

Vaxtindan ovval dogulan usaglarda splanxnik isemik
zodolonmalarinin erkan vo differensial diagnostikast iiglin
infraqirmizi spektroskopiya (IQS) tsulunun
informativliyini miioyyanlosdirmak, sidikdo six olage
zulallarinin (claudin-3) soviyyasinin 6l¢iilmasi.

dlava giymatlandirma
kriteriyalari:

- Qanin TQM va gan gazlart.
- Neyrosonoqrafiya, daxili organlarin USM.

Acar sozlar:

Nekrotik enterokolit, abdominal NIRS, six slage ziilallari
(claudin-3), vaxtindan avval dogulan usaq.

Isin névii va dizaynu:

Klinik. Instrumental. Prospektiv. Miisahido (Xasto-
kontrol).

Abstract (in english)

Name of study:

The importance of abdominal oxymetry in diagnostics
and prognosing the course of necrotising enterocolitis in
preterm infants.

Background: The disfunctions of gastrointestinal tract (mainly hypoxic-
ischemic cases) in low-birth-weight preterm infants.
Obijective: To determine the informativeness of splanchnic

oxygenation in early diagnosis and prognosing the course
of necrotizing enterocolitis in low-birth-weight preterm
infants.

Material and methods
(patient groups and
interventions):

100 low-birth-weight preterm infants will be included in

complex clinic-laboratory and instrumental study:

- general and biochemical blood tests (C-reactive
protein, general bilirubin ansd fractions);

- acid-base balance of blood, blood gas analysis;

- general and bacteriological stool analysis;

- the identification claudin-3 in urine measured by




ELISA (enzyme immunoassays);
- neurosonography, abdominal ultrasonography;
- X-ray.

Primary outcome:

To determine the informativeness of near infrared
spectroscopy in early detection and differencial diagnosis
of splanchnic-ischemic injuries in preterm infants,
measurement of tight junctions (claudin-3) in urine.

Secondary outcome:

- acid-base balance of blood, blood gas analysis;
- neurosonography, abdominal ultrasonography;

Key words:

Abdominal and cerebral near-infrared spectroscopy,
preterm infants necrotizing enterocolitis, tight junctions
(claudin-3).

Study type and design:

Clinical. Instumental. Prospective. Observation (patient -
control).




