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1. KiHiko-iMyHOJI0TiYHE OOIPYHTYBaHHS POJIi BiTaMiHy D B epeKkTuBHOCTI anepreH-crnenudiyHoi imyHoTeparii y
NallieHTiB 3 ceHCubii3alielo 1o MUKy am6po3ii

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. PoboTta npucssueHa NpoBeeHHIO anepreH-cnenndiynoi imynorepanii (ACIT) y nauieHTiB 3 ajlepriyHuM pUHITOM
(AP), cencunbinizoBaHux 10 MUKy am6po3ii. Meguko-conianbHa 3HauyIicTh MUTAaHHS MiJKPECII0ETCS TUM, 10
CE30HHUU aJIepriYHUM PUHIT 3aJIMIIAETHCS OTHIE€I0 3 HANBAXJIUBILIMX IPO6JIEM CYy4aCHOI CUCTEMU OXOPOHU
37I0POB'S SIK MTOUIMPEHA XPOHiIYHA XBOpOba cepell JOPOCUX MallieHTiB, 110 3HaYHO BIUIMBAE Ha SKIiCTh iX KUTTS. [Ipn

LIbOMY CaMe aJieprisg Ha NUJI0K am6po3ii € opHielo 3 HainomupeHimux y Ceiti. Tpaguuiina repanis AP (Ha3anbHi



KOPTUKOCTEPOiY, JEKOHT€CTaHTU Ta aHTUTICTaMiHHI IIpenapaTy) 34,e06iJIbIIoro CIpsIMOBaHA Ha YCYHEHHSI
CHMIITOMIB i Jiie mepeBakHO JIoKasbHO. Came TOMy 0CO6JIMBe Miclie B cy4yacHil npakTtui rnocigae ACIT. Peakiiis Ha
ACIT nHe opHaKoBa Yy BCiX NallieHTiB i 3a71€XXUTb Bif, HU3KU (PaKTOPiB, TOMY 0yJI0 3alIpOIIOHOBAHO J0/IaBaHH BiTaMiHy
D (BD) ik NOTEHLiMHOTO aJ'I0BAHTA, [0 3/IaTHMI BIIMBATU HA Pe3yJbTaT imyHoTeparmii. Takum 41MHOM, 3a1a4a
o6rpyHTyBanHs poiii BD B edpextuBHOCTI ACIT y nauieHTiB 3 aJlepriyHUM PUHITOM Ta CEHCUOiNi3allielo 10 MNAJIKY
am6poaii MIIX0OM OLiHKY HOT0 BIIJIMBY Ha iIMYHHY BiITIOBifb i KJIiHIUHI IPOSIBY 3aXBOPIOBAaHHS Ha 11e¥1 MOMEHT
3aJIMIIAETHCS BiIKPUTUM i TOTpebye NOAATKOBOIO BUBYEHHS, 110 1 00YMOBMJIO aKTyaJIbHICTbh AHOTO JOCIIiI>KEHHS.
Merta gocuimkeHHs. OGrpyHTYBaTH poJib BiTaminy D B epeKTUBHOCTI aslepreHcnenudiyHoi imyHoTeparii y
NaljeHTIB i3 ceHcubimizalielo 1o MUKy aM6po3ii MIIXoM OLiHKY MOoro BIJIMBY Ha iIMyHHY BiAINOBifp Ta KIiHIYHI
IIPOSIBY aJIEPTiYHOrO PUHITY. [y JOCSTHEHHS TOCTaBJIe€HOI METH OyJIM BU3HAa4YeHi HACTYIHi 3aBgaHHs. 1. Ha nmifgcrasi
BMBYEHHS KJIiHIYHUX JJAHUX, JJa6OPATOPHUX Ta MOJIEKYJISIPHUX METOJiB IOCIIiI)KEHb TPOBEIEHUX 32 KPUTEPISIMU
ARIA (2019) Bu3HaunTH 6ioMapKepu ajepriyHoro 3anajueHHs Ta piseHs 1,25(OH) Bitaminy D y nauieHTiB i3 ce30HHUM
aJieprivyHUM PUHITOM, CeHCUO1iI30BaHMX 10 NUIKY aMOpo3ii. 2. OLiHUTH BUPa’KEeHICTb MIPOSIBiB ajeprii 3a
IOTIOMOTOI0 Bi3yasbHOI aHanorosoi mkanu (VAS) 3anpornoHoBaHoi ARIA (2019) i yacTOTy BUKOPHCTaHHSI TOMIYHUX
rimoKokopTukocrepoinis (TI'KC) ta anTuricramiHHUx npemnaparis (Al') y nauieHTiB i3 ce30HHUM AP,
ceHcubini3oBaHUX 10 MUJIKy ambpoasii, B mpoueci nposenenHs ACIT 6e3 nogasaHHs BD Ta 3 gopaBanusam BD. 3.
[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
aJIepriyHuM PUHITOM, CEHCUOIIiI30BaHMX 40 MUJIKY aMOpo3ii, B mpoueci nposeneHHs ACIT 6e3 gonasanHs BD. 4.
[TpoaHnanizyBatu piBHi 3aranpHoro IgE i cnenudiynoro IgE no aneprexis nuiaky am6posii Ta JuHaMIKy
(YHKUiOHAIBHOI aKTUBHOCTI KJIiTHH NIepru(peprUyHOi KPOBi 3 BUPOOJIEHHS LIUTOKIHIB Y MAlli€HTiB i3 CE30HHUM
ajIepriyHyuM PUHITOM, CEHCUOINMI30BaHUX A0 MUKy am6po3ii, B mpoueci nposenenHs ACIT 3 nogaBanssm BD. 5. Ha
OCHOBI [TOPIiBHSIHHS IBOX T'PYII 3'ICYBaTH KJIiHIYHY Ta IPOTHOCTUYHY 3HAUYIIiCTh AonaBaHHs BD npu npoBeneHHi
ACIT y nauieHTiB i3 ce30HHUM AP, ceHcubini3oBaHuX A0 NUJIKY aMOposii. [Jo nucepTauifiHOro AocaigKeHHs 0yJ10
BKJIIOYEHO 125 nalieHTiB 3 ajJlepriyHiM pUHITOM i3 ceHcubimizalielo 1o MUKy am6poasii, skum 6ysa nposegeHa ACIT.
Ycix nauieHTiB 6ys10 nozineHo Ha 2 rpymnu BianosigHo 1o metonuku nposeneHHs: ACIT (ACIT yu kom6inanis ACIT 3
BD), siKy BUKOpUCTOBYBaH AJ1s jikyBaHHs AP. KiiHiuHi mocifkeHHs IpoBeieHo BifIOBiIHO 10 HalliOHAIbHUX i
MIKHapOJHUX BUMOT i3 6i0eTukM 3a cxBajsieHHs: KoMicii 3 nutanb etuku HanjioHanbHOrO MeIMYHOTO YHIBEPCUTETY
imeni O. O. boromosbus. By BUKOPUCTaHi HACTYIHI METOIU NOCIIiIPKEHHS: KJIiHiYHI (AaHAMHECTUYHU,
aHKETYBaHHSI, OIJIsSIZ, OLiHKA CTyIeHsl KOHTPoJito AP 3a VAS Ta yacrora BukopuctanHs TIKC i Al'); 1abopaTopHi
(Bu3HaveHHs piBHS cupoBaTKoBoro 1,25(0OH) BD, 3aranpHoro piBH IgE Ta crienudiynoro IgE no anepreHiB nuiky
am6po3ii, GyHKIIOHaIBbHOI aKTUBHOCTI KJIITUH NepudEepUYHOi KPOBi 3 BUPOOJIEHHS IUTOKIHIB (Ipo3analbHUX Ta
nporusananpHux: IL-4, IL-10, IL-13, TGFo i IFN-n); ctaTucTi4Hi MEeTOu 117151 0OPOOKM OTPUMAHUX PE3yJIbTaTiB
(cratuctuynuii naket IBM SPSS Statistics Base v.22, STATA 19 and R). Ilepep nouaTkom 3actocyBaHHs ACIT piBeHb
tIgE B ycix naujieHTiB nepuoi rpynu nepeBulllyBas pepepeHTHi 3Ha4eHHs Ta ckiagas 287,8+114,7 kU /1. Uepes pik
miciig novyaTky JiikyBaHHS tIgE HemocToBipHO nigBumuacs o 313,9+117,0 kU /1 (p > 0,2), uepes 2 poKy HELOCTOBIPHO
3HM3UBCA 1o 297,6+115,8 kU /1 (p > 0,4). Takum 4nHOM, 3a 2 poku 3actocyBaHHs ACIT koHueHTpauis tIgE
CTAaTUCTUYHO 3Hauylle He 3MiHoBasnacs. ISEAmb al Takox He 3a3HaB CyTTEBUX 3MiH y Ipymi 1 BIPOAOBXK BOX POKIB.
Jo nikyBaHHs BiH cknagas 22,2+11,1 KUA /1. Uepes pik Big noyatky jikyBanHs ISEAmb al Hej0CTOBipHO MiJIBUIIUBCS
1o 23,512, 1 kUA /I (p > 0,5), uepe3 2 poku HeJOCTOBipHO 3HM3UBCA 10 21,7+13,2 KUA /1 (p > 0,4). TakuM YMHOM, i el
MTOKa3HMK CTaTUCTUYHO 3HAYyllle He 3MiHIOBaBCS IIPOTATOM JIBOX 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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