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1. KnniHiko-iMyHoJIOTiYHE OGIpYHTYBaHHS! poJii BiTaMiHy D B epeKTUBHOCTI asiepreH-crenudivHoi imyHoTepariii y
NaljeHTiB 3 ceHcubinizaliero 1o Nuiky amoposii

2. Clinical and immunological substantiation of the role of vitamin D in the effectiveness of allergen-specific
immunotherapy in patients sensitized to ambrosia pollen

Pedepar:

1. Pobota npucssiueHa rpoBeieHHIo anepreH-cnenndiynoi imyHoTteparii (ACIT) y nauieHTis 3 ajiepriyHuM pUuHiTOM
(AP), cencnbinizoBaHux 0 MWKy amOpo3ii. MeguKo-colianbHa 3HauyLiCTh MUTAaHHS HiJKPECII0EThCS TUM, 110
CE30HHUY aJIepPTiYHUI PUHIT 3aJIMIIAETHCS OJHIEI0 3 HABAXJIMBIIIMX IPOOJIEM CYy4aCHOI CUCTEMU OXOPOHU
3/I0POB'S SIK MOIIMPEeHa XPOHiYHA XBOPOoba cepe, LOPOC/INX MAlLli€eHTiB, 10 3HAYHO BIIMBAE HA SIKICTb iX XUTTS. [Ipn
IJbOMY caMe aJieprisg Ha Iujok am6posii € opHielo 3 HalnomupeHimux y Caiti. Tpaguuiiina repanist AP (Ha3asbHi
KOPTUKOCTEPOiY, JEKOHT€CTaHTU Ta aHTUTICTaMiHHI IIpenapaTH) 30,e6iJbIIoro CIpsIMOBaHA Ha YCYHEHHSI
CHUMIITOMIB i Jlie mepeBakHO J0KasbHO. Came TOMY 0COOIMBE Miclie B cydacHii npaktuli nocigae ACIT. Peakuis Ha

ACIT nHe opHaKoBa Y BCiX NallieHTiB i 3a71eXXUThb Bifj HU3KU (PaKTOpiB, TOMy 0yJI0 3alIpOIIOHOBAHO J0/IaBaHHS BiTaMiHy



D (BD) ik NOTE€HLIHOTO aJ'I0BAaHTA, 1[0 3IaTHUI BIIMBATU HA Pe3yJIbTaT imyHoTeparmii. Takum 4MHOM, 3a1a4a
obrpyHTtyBaHHs poJii BD B epextuBHOCTi ACIT y narjieHTiB 3 ajiepriyHuM pUHITOM Ta ceHCUbii3aliielo 10 MUKy
am6poaii MIIXOM OLiHKY MO0 BIIJIMBY HA iMYHHY BiITIOBiJb i KJIiHiUHI IPOSIBU 3aXBOPIOBAaHHS Ha 1J€1 MOMEHT
3QJIMIIAETHCS BiIKPUTUM i TOTPedy€e NOAATKOBOIO BUBYEHHS, 10 1 00YMOBMJIO aKTYyaJIbHICTb JAHOTO NOCIIiI>KEHHS.
Merta gocuimkeHHs. OGrpyHTYBaTH poJlb BiTamiHy D B epeKTUBHOCTI aslepreHcnenudiyHoi imyHoTeparii y
naljeHTIB i3 ceHcubiizalielo 4o MUKy aMOpo3ii MIIXoM OLiHKM Moro BILJIMBY Ha iIMyHHY BiANOBifb Ta KiliHiuHI
[IPOSIBY @JIEPTiYHOrO PUHITY. [y OCSTHEHHS TOCTaBJIE€HOI METU OyJIM BU3HA4Y€eHI HACTYIHI 3aBgaHH4. 1. Ha nmifgcrasi
BMBYEHHS KJIiHIYHUX JJAHUX, JJA00OPATOPHUX Ta MOJIEKYJISIPHMX METOJiB OCIIiI)KEHb TPOBEIEHUX 32 KDUTEPISIMU
ARIA (2019) BusHauuTy 6ioMapKepu ajieprivHoro 3arajueHHs Ta piseHs 1,25(0OH) Bitaminy D y narjieHTiB i3 ce30HHUM
aJIeprivyHUM PUHITOM, CEHCUO1NI30BaHUX 10 NUIKY amOpo3ii. 2. OLiHUTH BUPa)KEHICTb MIPOSIBIB aneprii 3a
IOTIOMOTOI0 Bi3yasbHOI aHanorosoi mkanu (VAS) 3anponoHoBaHoi ARIA (2019) i 4acTOTy BUKOPHCTaHHS TOMIYHUX
rmokokopTtukoctepoinis (TI'KC) ta anturictaminHux npemnapartis (Al') y nanieHTiB i3 ce30HHUM AP,
ceHcubini3oBaHUX 10 MUKy am6poasii, B mpoueci nposenenHs ACIT 6e3 nogasanHs BD Ta 3 gopaBanssm BD. 3.
[IpoaHanizyBatu piBHi 3aranpHoro IgE i cnenudiynoro IgE no anepreHis nuiaky amo6posii Ta JUHaAMIKy
(yHKIiOHAIbHOI aKTUBHOCTI KJIITHH Nepu@eprudHOi KPOBi 3 BUPOOJIEHHS LIUTOKIHIB y MAl[i€HTiB i3 CE30HHUM
aJieprivyHUM PUHITOM, ceHCUbiNiB0BaHUX [0 NUJIKY amOpo3ii, B poueci npoenenHs ACIT 6e3 nomaBaHHs BD. 4.
[TpoaHanizyBatu piBHi 3aranpHoro IgE i cnenudiynoro IgE no anepreHis nuiaky amoposii Ta JUHaAMIKy
(PYHKLiOHAIBHOI aKTUBHOCTI KJIiTHH NIepru(pepruyHOi KPOBi 3 BUPOOJIEHHS LIUTOKIHIB Y MAlli€HTIB i3 CE30HHUM
ajIeprivyHyMM PUHITOM, CEHCUOINII30BaHMX A0 MUKy am6po3ii, B mpoueci nposenenHs ACIT 3 nogaBannsam BD. 5. Ha
OCHOBI [TOPiBHSIHHS JBOX I'PYII 3'ICYBaTU KJIiHIYHY Ta IPOTHOCTUYHY 3HAUYIIiCTh AojaBaHHs BD npu nposeneHHi
ACIT y nauieHTiB i3 ce30HHUM AP, ceHcub6ini3oBaHuX A0 NUJIKY aMOposii. [Jo qucepTauiiHoro AoCaiIKeHHs 0yJ10
BKJIIOYEHO 125 nanieHTiB 3 ajiepriyHnM pUHITOM i3 ceHcurbiizanielo 1o nuiKy am6poasii, skum 6ysa npoegeHa ACIT.
Ycix nauieHTiB 6yJ10 rofineHo Ha 2 rpymnu BinnosigHo 1o metonuku rnposeneHHst ACIT (ACIT yu kom6inanis ACIT 3
BD), Ky BUKOPUCTOBYBaY AJ14 JiKyBaHHs AP. KiiHiuHi mociigkeHHs IpoBeAeHo BifI0BiIHO 10 HalliOHA/IbHUX i
MIXKHApPOJHUX BUMOT i3 6i0eTukM 3a cxBajsieHHs: KoMicii 3 nutanb etk HanjioHanbHOrO MEIMYHOTO YHIBEPCUTETY
imeni O. O. boromosblig. Bysn BUKOpUCTaHi HACTYIHI METOU NOCIIPKEHHS: KiHiYHi (QHAMHECTUYHUH,
aHKeTYBaHHS, OIJIsIZ, OLiHKa CTyIeHsl KOHTPoJito AP 3a VAS Ta yacrora BukopucTtanHs TI'KC i Al'); 1abopaTopHi
(Bu3HaveHHs piBHS cupoBaTKoBoro 1,25(0OH) BD, 3aranpHoro piBH4 IgE Ta cienudivynoro IgE no anepreHis nuiky
am6po3ii, GyHKIIOHANBHOI aKTUBHOCTI KJIITUH NepU(pEPUYHOI KPOBi 3 BUPOOJIEHHS LIUTOKIHIB (IpO3anajbHUX Ta
nporusananpHux: 1L-4, IL-10, IL-13, TGFo i IFN-n); ctaTucTidHi MeTonu i 06poOKY OTPUMaHUX Pe3ysbTaTiB
(cratuctuynuii naket IBM SPSS Statistics Base v.22, STATA 19 and R). Ilepen nouaTkom 3actocyBaHHs ACIT piBeHb
tIgE B ycix nauieHTiB epuoi rpynu nepeBulllyBas pepepeHTHi 3Ha4eHH Ta ckiagas 287,8+114,7 kU /1. Uepes pik
nicsis movyaTKy JikyBaHHS tIgE HemocToBipHO nigBumuacs no 313,9+117,0 kU /1 (p > 0,2), uepes 2 poKku HEeZLOCTOBIPHO
3HM3UBCA 10 297,6+115,8 kU /1 (p > 0,4). Takum unHOM, 3a 2 poku 3acTocyBaHHs ACIT koHueHTpauis tIgE
CTaTUCTUYHO 3HaYylle He 3MmiHoBanacs. IgEAmb al TakoX He 3a3HaB CYTTEBUX 3MiH y IpyMi 1 BIPOJOBX JIBOX POKiB.
Jo nikyBanHs BiH cknagas 22,2+11,1 KUA /1. Uepes pik Big nodatky jikyBanHsi ISEAmb al He0CTOBiIpHO MiIBULIUBCS
1o 23,512, 1 kUA /1 (p > 0,5), uepe3 2 poku HeJoCTOBipHO 3HM3UBCA 10 21,7+13,2 KUA /1 (p > 0,4). Takum YnHOM, i Lei
[IOKa3HUK CTaTUCTUYHO 3HAYyIlle HEe 3MiHIOBABCs IIPOTITOM ABOX POKiB 3acTocyBaHHs ACIT.

2. This research work study allergen-specific immunotherapy (ASIT) in patients with allergic rhinitis (AR) sensitized
to ambrosia pollen. The medical and social relevance of the topic highlights the fact that seasonal allergic rhinitis
remains one of the most critical problems of modern health care, as a widespread chronic disease among adults
that significantly affects their quality of life. Moreover, ambrosia pollen allergy is the most common worldwide.
Conventional therapy for allergic rhinitis (nasal corticosteroids, decongestants, and antihistamines) is aimed
primarily at symptom relief and has mostly local effects. That is why ASIT takes a special place in current clinical
practice. However, the response to ASIT is not uniform across patients and depends on a number of factors.
Therefore, the addition of vitamin D (VD) has been proposed as a potential adjuvant capable of influencing the
outcome of immunotherapy. Thus, the aim is to provide a rationale for the role of VD in the effectiveness of ASIT in

patients with AR sensitized to ambrosia pollen—impact on immune response and clinical manifestations remains



an open question, which determined the relevance of this research. Research objective. Provide a rationale for
vitamin D effectiveness in allergenspecific immunotherapy in patients sensitized to ragweed pollen by evaluating
its impact on immune responses and the clinical manifestations of allergic rhinitis. To achieve this goal, the
following objectives were defined. 1. Based on clinical, laboratory and molecular methods in accordance with ARIA
(2019) criteria to identify biomarkers of allergic inflammation and assess the level of 1,25(OH) vitamin D in patients
with seasonal allergic rhinitis sensitized to ambrosia pollen. 2. To assess the intensity of allergic symptoms using
Visual Analogue Scale (VAS) recommended by ARIA (2019), and to analyze the frequency of topical
glucocorticosteroid (tGCS) and antihistamine (AH) use in patients with seasonal allergic rhinitis sensitized to
ambrosia pollen, in the context of ASIT administered without and with adjunctive vitamin D. 3. Examine total IgE
levels, ambrosia pollen-specific IgE, and the dynamics of cytokine-producing functional activity of peripheral
blood cells in patients with seasonal allergic rhinitis sensitized to ambrosia pollen, during the course of ASIT
administered without vitamin D supplementation. 4. To analyze the levels of total IgE and ambrosia pollen-specific
IgE, and the dynamics of cytokine-producing functional activity of peripheral blood cells in patients with seasonal
allergic rhinitis sensitized to ambrosia pollen, in the context of ASIT administered with vitamin D supplementation.
5. Based on the comparison of two groups, determine the clinical and prognostic significance of adding vitamin D
during allergen-specific immunotherapy (ASIT) in patients with seasonal allergic rhinitis sensitized to ragweed
pollen. A total of 125 patients with allergic rhinitis sensitized to ambrosia pollen who underwent ASIT were
included in the dissertation study. All patients were divided into two groups according to the ASIT treatment
protocol used (ASIT alone or a combination of ASIT with vitamin D). The clinical studies were conducted in
accordance with national and international bioethics requirements and were approved by the Ethics Committee of
Bogomolets National Medical University. The following research methods were employed: Clinical methods:
medical history, questionnaires, physical examination, assessment of AR control using the Visual Analogue Scale
(VAS), and evaluation of the frequency of topical glucocorticosteroid (tGCS) and antihistamine (AH) use; Laboratory
methods: determination of serum 1,25(OH) vitamin D levels, total IgE, ambrosia pollen-specific IgE, and analysis of
the functional activity of peripheral blood cells with cytokine production (pro-inflammatory and anti-
inflammatory: IL-4, IL-10, IL-13, TGF-n, and IFN-o); Statistical methods: processing of the obtained results using IBM
SPSS Statistics Base v.22, STATA 19 and R. Before initiation of ASIT, the total IgE (tIgE) level in all patients of the
first group exceeded reference values and amounted to 287.8 + 114.7 kU /L. One year after the start of treatment,
tIgE increased insignificantly to 313.9 + 117.0 kU /L (p > 0.2), and after two years it decreased insignificantly to 297.6
+115.8 kU/L (p > 0.4). Thus, over the two years of ASIT administration, tIgE concentration did not change
statistically significantly. Similarly, ISEAmb al showed no substantial changes in Group 1 during the two-year
period. Prior to treatment, it was 22.2 + 11.1 kUA /L. After one year, IgE Amb al increased insignificantly to 23.5 + 12.1
kUA/L (p > 0.5), and after two years it decreased insignificantly to 21.7 + 13.2 kUA /L (p > 0.4). Therefore, this
parameter also did not demonstrate statistically significant changes during the two years of ASIT.
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