KNIHIYHA TA EKCNEPUMEHTAJIbHA MEOWULIUMHA

YTO [OCTOBEPHO Bbile NoKasaTtena 3GGEeKTUBHOCTM B rpynne KoHTpons — 52,0%. Takum 0bpasom, NoATBep:KAeHa
rmnoTesa npo 60bluyto 3GPEKTUBHOCTL IeYEHMA B OCHOBHOM rpynne NauueHToB B CPAaBHEHUN C KOHTPO/IbHOM.
KnioueBble cnoBa: Heopeoaes, ocTpbiii NEPUTOHUT, KNMHUYECKan 3GPEKTUBHOCTD.

CLINICAL EFFICACY AND TOLERABILITY OF «NEOREODEZ» IN THE BACKGROUND OF BASIC THERAPY IN
PATIENTS WITH ACUTE PERITONITIS

Kuzminykh S. S., Makarenko O. V.

Abstract. Peritonitis is one of the most severe complications of diseases and damages of the abdominal cavity
and is steadily occupying a leading place in the structure of surgical lethality, which varies from 1.3% in local and to
80% indisseminated purulent peritonitis, in the toxic and terminal stage of purulent peritonitis — 25-30%, in case of
progression of multiple organ failure syndrome — 60-87% of cases.

Today, a new innovative solution of “Neoreodez” that represents a 0.06% solution of sodium hypochlorite
stabilized with taurine (2-aminomethansulfonic acid) with the reproduction of N-chlorateurin (N-chloro-2-
aminomethansulfonic acid), stable in vitro, but unstable (disassociated with sodium hypochlorite and taurine) in
vivo.

This medicinal product contributes to reducing the toxic and metabolic load on the organs of excretion and
detoxification, and also corrects metabolic processes, which can significantly reduce the severity of endotoxicosis
and avoid its chronization and related complications. Also, the drug has a moderate antimicrobial action in vitro,
stimulates reparative processes in the body, while not exposing the irritant to the skin and mucous membranes.
In addition, the solution “Neoreodez” shows a clear anti-aggregate activity, while not causing changes in the gas
transport function and changes in the acid-alkaline state in the blood.

The objective of this work was to establish the clinical efficacy of the drug “Neoreodez”, which is used in the
background of basic therapy in patients with acute peritonitis compared with the group of patients receiving
baseline therapy.

The clinical trial included patients aged 19 to 65 who were urgently taken to a clinic with manifestations of
acute abdomen and patients who were performed planned surgery with subsequently occurrence of peritonitis.
The duration of symptoms of peritonitis before the patients were admitted to the clinic was from 3 to 35 hours.
Postoperative peritonitis (general causes of inadequacy of anastomosis, inadequate sanitation of the abdominal
cavity, inadequate hemostasis, intraoperative tissue injury) developed from 24 to 72 hours after surgical
intervention. As a baseline therapy, all patients obtained parenteral antibiotics, taking into account the sensitivity of
the microflora, analgesics, anticoagulants, and, if necessary, prokinetics. As a detoxification therapy patients were
given crystalloids, reamberine 400 ml once a day, DEK 400 ml once a day, Lotr 200 ml once a day. In addition, study
group of patients were intravenously administered the drug “Neoreodez”, which was drip slowly at a rate of 20-40
dpi/min (approximately 3-3.5 ml/min) per 400 ml twice daily for 12 hours within 3 day. To evaluate the degree of
endogenous intoxication, the method of determining the average mass molecule was used. The estimation was
carried out with spectrometry in different modes of X = 254 nm and X = 280 nm. It was found, that after the
completion of treatment, 49 (94.2%) patients in the study group and 26 (52.0%) patients in the control group were
reduced the average mass molecule level at X = 254 nm and the average mass molecule level at X =280 nm by 35%
and more than the baseline.

Thus, the effectiveness in the study group of patients receiving the drug “Neoreodez” was 94.2%, which is
significantly higher than the indicator of effectiveness in the control group —52.0%. Thus, the hypothesis of exceeding
the effectiveness of treatment in the study group of patients as compared with the control was confirmed.
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38’A30K ny6iKauii 3 nhaHOBMUMM HayKOBO-A0CNIA-
HUMM poboTamu. Po60Ta BUKOHAHa B paMKax Nporpamm
kadbenpw xipyprii cTomaTonoriyHoro pakynbTeTy meany-
Horo yHiBepcutety imeHi 0.0. boromonbua “OnTumisa-
Lifa BM6OPY NACTUYHOTO MaTepiany Npu NiKyBaHHI rpuK
*mBoTa”, Ne peprkaBHOI peecTpauii — 0104U000450,
2006 pik Ta B pamKax nporpamu Kadpeapu Topakanb-
HOi Xipyprii Ta nynbmoHonorii HauioHanbHOI meanyHoi
akagemii nicnagnunaomHoi oceitn imeHi M.J1. Wynika

MO3 YkpaiHu “[liarHOCTUKA Ta NiKyBaHHA KOHTY3iMHUX
NOLUKOAMKEHDb SIereHb Y NaLEHTIB 3 XPOHIYHUM OBCTPYK-
TMBHUM 3axXBOPIOBAHHAM nereHb”, No aepyKaBHOI pee-
cTpauii—01021U000122, 2011 pik.

Bcryn. MNaTtoreHe3 XO3/1 TicHO nos’A3aHuii 3 3any-
YEHHAM Pi3HOMAHITHUX KNITUH BPOAMKEHOro Ta HabyTo-
ro imyHiTeTy, fiki 6epyTb y4acTb B XpOHIYHOMY 3ananeHHi
AK Ha CUCTEMHOMY TaK i noKanbHOMY piBHAX [1]. LinTo-
KiHW rpatoTb BaXK/IMBY POJIb Y Pi3HUX NAaTONOTYHUX NPO-
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Lecax npu XPoHiYHOMY 06CTPYKTMBHOMY 3aXBOPHOBAHHI
NnereHb B CTafii 3aroCTpeHHnA, AKe NoB’A3aHe 3 PO3BU-
TKOM XPOHIYHOTO 3ananeHHs, emdizemoto Ta NopyLUeH-
HAMM B CUCTEMI BPOAXKEHOT imyHONOoriYHOT Bignosiai [2].
Hali6inbl BaxKnMBMMUK cepepn, Npo3anasibHUX LMTOKIHIB
Tpeba 3a3HaunMTU haKkTop HEKpPOo3y nyxauH anbda (TNF-
a), iHTepdepoH-y, iHTepnekiH (IL)-1B, IL-6, a TaKOXK pisHi
pocToBi dakTopK, cepen, HUX TpaHcPopmyrumnin poc-
ToBuiA dakTop-B (TNF- B). B cBoto yepry, roctpe 3ana-
JIEHHA YepeBHOI MOPOXKHMHW B HACNIAOK YCKIAAHEHHSA
nicnaonepaliinHoro nepiogy y XBopux npoonepoBaHmX
3 npuBoAy roctporo ¢pJIerMOHO3HOrO aNEeHANLUTY TEX
OEMOHCTPYE BM/IMB AaHMX Npo3anafibHUX i cynpecus-
HUX UMTOKiHIB [3]. Ons ycnilWHOro NikyBaHHA BKa3aHUX
naTosorin nereHb (XO3/1) Ta NepUTOHITY HeobXxiaHO npo-
BECTM NapanesibHe BU3HAYEHHA NOPYLUEHb JIOKA/IbHOTO
iMYyHITETY NpM 3a3HAYEHUX MATONOMYHUX 3anasibHUX
npouecax B IereHax i YepesHit NopoxHUHI. Came Li fo-
cnigyKeHHA 6yayTb cnpuatM epeKTUBHOMY NiKyBAHHIO
LMX 4,BOX Pi3HMX 3aXBOPIOBAHb.

Biaomo, wo CD8+ T-nimpoumTn Npmn3BoaAaTb 40 PO3-
BUTKY CUrapeT-iHAyKoBaHOI emdizemun nereHb. Kpim
yboro, CD8+ T-nimpoumTtam 6yna BigBeseHa LEHTPab-
Ha posib B perynsuii 3ananeHHa npu X037 [4]. Kypui, y
AKUX PO3BMBAOTLCA CMMMNTOMU XPOHIYHOTO BpPOHXITY,
MatoTb NiABULLEHY KinbkicTb CD8 + T-nimdouuTie Ta
36iNblUEHHSA NAOoLLi F1aAKoi MycKynatypu B nepudepmy-
HUX BpPOHXax NOPIBHAHO 3 6€3CMMNTOMHUMM KypLAMM
[5].

B Kpoc-ceKuiiHOMYy AOCAiAXKeHHI 3 3anydyeHHAMm 71
nauieHTa 6yn10 NokasaHo, Lo NPOBICHNMKAMW BUHUKHEH-
HA rOCTPOro 3anaseHHA NPy aneHAULUMUTI € 3POCTaHHA B
KpPOBi KifibkoCTi akTUBHMX B-nimdpouuTis (HLA-DR+CD19)
Ta T-nimoouuris (a/B TCR ta CD3/RA) [6].

locTpe 3ananeHHsa B pe3ynbTaTi PO3BUTKY daermo-
HO3HOTO aneHAUUUTY AK i XPOHiYHEe Npu 3aroCTPeHHi
X03/1 B OCHOBHOMY XapaKTepu3YyeTbCA HEUTPODiNbHO
iHpinbTpauieto cnnM3oBoi 060/1I0HKK. B pO3BUTKY TaKoro
3anafieHHA BaK/MBY pPOJib BUKOHYIOTb iIMyHOKOMIMe-
TEHTHI KNITUHU. He3Barkatoum Ha pi3Hi TUNKM 3ananeHHsA
Npu OaHUX 3aXBOPKOBAHHAX CTaH JIOKAJIbHOTO iMyHiTe-
TY MOXe 3yMOB/IHOBAaTM OAHOTUMHICTb abo BigMIHHICTb
TUMIB LbOro NaToN0rYHOro NpoLecy.

B nitepaTtypi BigCyTHI AaHi NPO NOPIBHANbHY XapaK-
TEPUCTUKY NOKANbHOI KNITUHHOI iMYHHOI Bignosigi npu
3aroctpeHHi XO3/1 Ta po3BUTKY rocTporo ¢paermoHO3Ho-
ro aneHanumnTy.

Meta po60Tu: NOPIBHATU KNITUHHUI CKNAZ NOKab-
HOi iIMyHHOI BigNOBIAi y NaLieHTiB Npu 3aroctpeHHi XO3/1
Ta BUHWUKHEHHi rocTporo GpAermoHO3HOro aneHAnuUTY
3a pe3ynbTaTaMU iMyHOTiICTOXiMIYHOTO AOCAIOXKEHHA.

O6’ekT i meTtoau pocnigyKeHHA. Y [O0CNiOKEHHS
6yno BrkatoueHo 10 nauieHTiB 3 XO3/1 Ta 21 nauieHT 3 ro-
CTpUM GNEFMOHO3HUM aneHAMLMUTOM. TPpyny KOHTPOO
CKNanu 6 NauieHTiB, y AKMX He 6yno XO3/1 Ta 15 naujeH-
TiB, Y AKMX He By/a10 3ananeHHsA YepeBHOT MOPOXKHUHMU.

OnepauinHuin matepian dikcyBann y 10% po3uuHi
HelTpanbHoro 3abydepeHoro d¢opmaniHy nNpPOTArom
18-24 roguH. Bupisky matepiany nposogunum nicna ¢ik-
cauii. 13 ¢piKcoBaHOi TKAaHWMHM BMAANEHOTO aneHAMKca 3
OCHOBM, BEPXiBKU Ta CepeAHbOi YaCTMHW BNonepek Bu-
pi3ann no 3 WMaTouyKM 3aBTOBLIKK 3-5 mm. OTpumaHui
maTepian 3HeBOAHIOBA/IM Y CMMPTAX BUCXiAHOT KOHLEH-
Tpauii Ta 3an1Banu y napadiH 3a 3BMYANHOIO MeToaU-
Koto. Ha potauinHomy mikpotomi (Leica RM 2125 RT,

HimeuyunHa) BurotoBasaan cepiliHi napadiHoBsi 3pi3n 3a-
BTOBLUKWN 4 MKM, fIKi MOHTYBa/IM Ha NpeAMeTHi CKenbLA
405 3a6apBAEHHA reMaToKcuaiHoM Ta eosnHom (Merck,
HimeuunHa) i Ha aaresmBHi npegMeTHI ckenbua Super
Frost Plus gns npoBeAeHHA iMyHOTICTOXIMIYHUX A0CNi-
OxeHb (IMX).

IMyHOTICTOXiMIYHI JOCNIAKEHHA MPOBOAUAN 3 BU-
KOPUCTAHHAM MEPBUHHUX MOHOK/IOHA/IbHUX aHTUTIN
muwwi go: Ki-67 (knoH MIB-1, rotoBi 40 BUKOPUCTaHHSA,
DAKO, OaHis), CD3 (knoH F7.2.38, roToBi A0 BMKOpUC-
TaHHs, DAKO), CD4 (knoH 4B12, 1:60, DAKO), CD8 (knoH
C8/144B, roTosi A0 BMKopucTaHHA, DAKO), CD20 (knoH
L26, 1:200, DAKO), CD45 (knoH 2B11+PD7/26, rovosi
[0 BuKopucTaHHaA, DAKO), CD45R0 (knoH UCHL1, roTosi
00 BUKopucTaHHA, DAKO) i CD68 (knoH KP1, roTosi oo
BUKopuctaHHa, DAKO) i cuctemum Bisyanisauii EnVision+
System-HRP (DAB).

Onsa nposeaeHHa IMX-gocnigxeHb 3pisn genapadi-
HYBann 3 BMKOPUCTAHHAM ABOX 3MiH 3aMiHHMKA Kcwu-
nony Tissue-Tek Tissue-Clear (Sakura, AnoHia) Ta Tpbox
3MiH 96% cnnpTy, Nicna 4oro NPpoMuBanu B 4UCTUNBLOBA-
Hil Boai. TemnepaTypHe AEeMACKYBaHHS aHTUIEHIB Npo-
BOAMAN Y uMTpaTHOMY Bydepi (pH 6,0) B aBTOKNaBi Npu
Temnepatypi 121°C ynpogoBX 8 XBWUAWH. AKTUBHICTb
eHAoreHHoi nepokcngasm 6aokysanun y 0,03% posunHi
nepeKkncy BOAHIO Ha NPOTA3i 6 XBUAWH. IHKyb6aLjto 3pi3iB
3 NEePBUHHUMM aHTUTINAMW NPOBOAMUAU Y BONOTIN Ka-
mepi npotarom 30 XBUIMH NPU KiMHATHIN TemnepaTypi.
KOHUEHTPOBaHI NePBUHHI aHTUTINA PO3BOAMAN 3 BUKO-
puctaHHam po3umHy Antibody Diluent (Dako). Bisyani-
3aLilo peakuii npoBoagMAN 3 BUKOPUCTAaHHAM EnVision+
System-HRP (DAB). 3pi3u goaaTkoBo 3abapBatoBanu re-
MaToKcuniHom Maiwepa.

FicTonoriyHi npenapaty nepernagann y Mikpockoni
Olympus BX51 (finoHin). KinbKicHy OWiHKY napameTpis
npoBoguan Ha mikpodoTtorpadisx, AKi oTpumysanm 3
BMKOPUCTAHHAM KOMM'IOTEPHOI CUCTEMM aHanisy 30-
6parkeHHs 3 nporpamHum 3abesneyeHHam Olympus
DP-soft 3.2 Ha 36inbweHHi X200 3a 0A4HaKOBUX A1 KOXK-
HOrO 3pa3Ky eKCcno3uuii Kamepwu, anepTypun KOHAEHCOopa
Ta IHTEHCUBHOCTI OCBIT/IEHHA NMPU MOBHICTIO BigKPUTIN
Apiadparmi. OTpumaHi mikpodoTorpadii aHanisysanm y
nporpami Image J, v.1,48 (National Institutes of Health,
CLUA) 3a gonomoroto nnariHis Immunohistochemistry
Image Analysis Toolbox i Cell Counter.

Y KOXHOMY BMMNAZKY Ha TiCTONOrIYHMX 3pi3ax nosa
30HOK AecTpyKuii 8 10 nonax BM3HaAYaNW YMCENbHY
winbHictb CD3+, CD4+, CD8+, CD20+, CD45+, CD45R0+ i
CD68+ KAiTUH y BNACHil NNACTUHL, C/IM30BOi 060N0HKM
aneHAMKCa Ta CTiIHKM TepMiHaZIbHUX BPOHXiON B OAMHM-
ui naow,i 3pisy (Na, x1000 mkm?). s ouiHku nponide-
PAaTUBHOI aKTUBHOCTI NigpaxosyBann iHaekc Ki-67 — Bia-
cotoK Ki-67+ KnitnH npu nepernagi 10 nonis 3 noHag
1000 KAiTHH.

Bci oTpvmaHi pesynbtaTv nigaaHi CTaTUCTUYHIN 06-
pobui ANA napamMeTpuUyHUX | HenapameTPUUHUX Kpu-
TepiiB 3 BUKOpPUCTAHHAM nporpamu «Minitab 16». Mpwn
aHanNi3i nNepeBipKM PO3NOAINY HA HOPMAJIbHICTb BUKO-
puctosyBanu Tect Koamoroposa-CmipHOBa, NOPIiBHAH-
HA LeHTPasIbHUX TEHAEHLi ABOX He3anexXHUX BUBipoK
3 BMKopucTaHHAM U-KpuTepito MaHHa-YiTHi i nopiBHAH-
HS cepefdHixX ABOX He3anexHUX BUBIPOK 3a Kputepiem
CrbtopgeHTa. KinbKicHi 3miHHI npepacTasneHi y surnagi
cepefHix 3Ha4YeHb i cepeHbOKBALPATUYHUX BiAXUNEHb
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ONA NapaMeTpUYHUX MeToaiB | mediaHum 3 1§ 3 KBapTu-
nem ANna HenapameTpUYHKX.

[ns Bcix NauieHTiB i BONOHTepiB oTpumaHo aobpo-
BiZIbHY NMUCbMOBY 3rofly Ha y4acTb B HayKOBOMY AOCAi-
O)KEHHi, Ha AKUI € A03BiN KOMicii 3 BioeTuKu.

Pe3ynbtatv pocnigiKeHb Ta ix obroBopeHHA. Jlo-
KanbHi piBHi Mmakpodaris (CD68+), B-nimdoumTis
(CD20+), CD45+, CD45RO+ Ta Ki67+ KNiTUH y XBOPUX Ha
XO3/1 Ta rocTpuii GpErMOHO3HUIN aneHaNLMT NpeacTas-
NleHi Ha pumc. 1.

PiBHi maKkpodaris (CD68+), B-nimpouutie (CD20+),
CDA45+, CD45R0O+ T1a Ki67+ KnitnH y nauieHTie 3 XO3/1
(puc. 1) AocTOBIPHO He BiAPI3HANUCH Big, KOHTPONbHMUX
NMOKa3HWKiB. B cBOtO Yepry piBeHb Lux KNiTUH Bys gocTto-
BipHO 6inblwKnm (P<0,001) KOHTPO/IIO Y NALLiEHTIB 3 Nepu-
TOHITOM. TPV NEpPUTOHITI B NopiBHAHHI 3 XO3/1 (puc. 1)

KicTb 3aranbHux T-nimooumntis (CD3+) Ta UUTOTOKCKUY-
Hux T-nim¢poumTie (CD8+) 6yna poctoBipHO 6inbLuoOKO
(P<0,001). AocToBipHOi pi3HULi B KifbKoCTi T-xennepis
(CD4+) mixk pocnigrkysaHMMM rpynamm He 6yno BusiBne-
HO.

[ocnigxkeHHsa, aki 6ynu nposeneHi Eapen M.S. et al.
(2017) yacTkoBo cniBnNagatoTb 3 HAWMMM. TaK y NaALLEHTIB
3 XO3/1 Kinbkictb CD8+ T-nimpoumTiB B CTiHKax ApibHMX
6poHxiB i bpoHxionax byna gocrtosipHO BUwe (P<0,01)
KOHTPO/ItO. X0o4a KOHUEHTpauis Makpodaris Ta CD4+
T-nimdpounTiB AOCTOBIPHO He BigpisHanach [7].

Mpw NOpiBHAHHI KAITMHHOrO CKAagy cAn3oBoi 060-
JIOHKM He3anasbHOro Ta 3anajsibHoro YepsonoAibHoro
BiAPOCTKY ByN0 BCTaHOB/IEHO BUCOKY iHOiNbTpaLito B1-
nimpoumTammn ocTaHHboro [8].

OTKe, Hamu 6yn0 NPOAEMOHCTPOBAHO, WO MPU ro-
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cTpomy GnermoHo3HOMY aneHAUUMTI Ha
BiamiHy Big XO3/1 noKanbHa iMyHHa Bigno-
Bigb peaniayeTbca 3a paxyHoK iHOinbTpaLii
B/JIaCHOI NJIACTUHKM Makpodaramu, Ki-67+
KniTMHamu B B-nimdoumTtax Ta T-KNiTMHAX
nam’aTi. CxoxicTio 3ananeHHs npu X03/1 Ta
bnermoHoO3HOMY aneHAMUMTI € nigBuLeHa
mirpauia T-nimboumTtis (CD3+), T-xennepis
(CD4+) Ta UMTOTOKCUYHUX T-nimdoumTis
(CD8+) B CTiHKY B/1IacHOi NAaCTUHKK, Xoua il
iHTeHCMBHICTb 36inblieHa npu XO3/1.

BucHoBKMU

1. Mpu roctpomy GpierMOHO3HOMY aneH-
AMunTi Ha BiamiHy Big XO3J/1 noKanbHa
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CD45RO+
KNITUHMU

Puc. 1. MopiBHAHHA piBHIB KNiTUH, MtSD (KnitH/1000 MKMm?).
Mpumitka: * — P<0,001, 4OCTOBIPHICTb BiAMIHHOCTE NOKAa3HMKIB KOHTPO/ILHOI Ta rpynu
naujienTis 3 XO3/1; #— P<0,001, 4OCTOBipHICTb BiAMIHHOCTEM NOKA3HUKIB KOHTPOIbHOI Ta
rpynu NaLieHTis 3 nepuToHiTom; & — P<0,001, AOCTOBIPHICTb BigMiHHOCTEN MiXK rpynoto

nauienTis 3 XO3/1 Ta nepuUTOHITOM.

iMyHHa BignoBigb peani3yeTbca 3a PaxyHoOK
iHINbTpaLii BNacHOi NAAcTMHKM makpoda-
ramu, Ki-67+ knituHamu B B-nimdounTax Ta
T-KniTMHax nam’aTi.
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2. CxoxicTb 3ananeHHa npu XO3J1 Ta
bNermoHo3HOMY aneHAMLUNTI XapaKTepusy-
€TbCA NigBuMLEeHoto Mmirpauieto T-nimdouymTis
(CD3+), T-xennepis (CD4+) Ta UMTOTOKCKY-
HUX T-nimpouuTie (CD8+) B CTiHKY BAacHoi
NAACTUHKKU, Xo4a 3 BiNbLUIOK iIHTEHCUBHICTIO
ana XO3/1.

MNepcnekTMBKM NoganbLUMX AOCAIAMKEHD.
MepcnekTMBHUMM € AOCNIAKEHHA, AKI CNpU-

* ATUMYTb BWMBYEHHIO Y4acCTi iIMYHONOTYHUX
g KNiTUH B 3abe3neyeHHi epeKTUBHOrO PyHK-
4 LiOHYBaHHA BPOAMKEHOro i HabyToro iMmyHi-
i TeTy. Taknit imyHiTeT GOPMYETLCA HE TiIbKK

3a gonomoroto CD3+, CD4+, CD8+ nimdoia-
HWUX KNITUH, @ TaKOX TKAHUHHUX Makpodaris

Puc. 2. MopisHAHHA piBHiB CD3+, CD4+, CD8+ KAiTMH, MSD (KnitnH/1000 mKm?).
Mpumitka: * — P<0,001, 4OCTOBIpHICTb BiAMIHHOCTEN NOKA3HMKIB KOHTPO/IbHOI Ta rpynu
nauieHTis 3 XO3/1; #— P<0,001, ,OCTOBIpPHICTb BiZAMIHHOCTEN NMOKA3HWUKIB KOHTPO/IbHOI Ta
rpynu naujieHTis 3 nepuToHiTom; & — P<0,001, LOCTOBIpHICTb BigMIHHOCTEN MixK rpynoto

nauienTis 3 XO3/1 Ta nepuUTOHITOM.

BMicT maKkpodaris, B-nimdpouuntis, CD45+, CD45RO+ Ta
Ki67+ kniTnH 6yB gocToBipHO BMwwmMm (P<0,001).

BiamiHHi gaHi 6ynun oTpumaHi Npy NOPIiBHAHHI BMICTY
T-nimdpouuTis (puc. 2).

KoHueHTpauis (puc. 2) 3aranbHux T-nimdouumTis
(CD3+), T-xennepie (CD4+) Ta  UWUTOTOKCUYHMUX
T-nimpouutis (CD8+) Ak npu XO3/1 TaK i Npu roctpomy
dbnermoHo3HOMyY aneHaMuUmMTI Byna [AOCTOBIPHO BULLOKD
(p<0,001) B nopiBHAHHI 3 KOHTposem. Xoya npu XO3/1
(puc. 2) Ha BigMiHYy Big, rocTporo aneHAMUMTY Kifb-

(CD68+) y nereHsx — nereHeBWX i anbBeo-
NApHUX makpodarax npu XO3J1 i nepwuTo-
HeaNbHUX MaKpodarax npu roctpomy dner-
MOHO3HOMY aneHauuumTi. MNpn noganbwomy
3arIM61EHOMY AOCAIAMKEHHI Pi3HUX KNITUH
iMYHO/IOTiYHOTO OpKecTpy, 0cobAnBO TUX,
bYHKUiOHaNbHA HECMPOMOXKHICTb AKMX BMN/IMBAE HA MO-
pYLWEHHA BPOAMKEHOrOo i HABYTOro iMyHITETY AIK Y XBOPUX
Ha XO3/1, TaK i y XipypriYHMX XBOPUX 3 rOCTPUM paermo-
HO3HUM aneHANLUMUTOM, Li pe3ynbTaTu BKpai HeobXiaHi.
Tomy OTpMMaHi AaHi L03BONATL 3HANTU HalbinbL edek-
TUBHWI MeTOog, NliKyBaHHA TaKMUX Pi3HMX 3aXBOPHOBAHb,
AK XO3/1 Ta rocTpuii GpIerMOHO3HUA aneHAnUnT. | LWwo
OyKe BaXK/IMBO, TaKe /liKyBaHHA HeobxigHO npoBoAnTK
iHOVBIAYaNbHO, WO CNPUATMME NPUCKOPEHHIO MpoLecy
OAYXAHHA LIMX BAXKKUX NALLIEHTIB.
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MOPIBHAHHA JIOKANBHOI IMYHHOI BIANOBIAI MPU 3ATOCTPEHHI X03/1 TA TOCTPOMY ®/IEFMOHO3HOMY
ANEHAULUNTI 3A AAHUMU IMYHOTICTOXIMIYHOIO AOCNIAXEHHA

KytoH /1. O.

Pe3stome. MaToreHes natosnorin nereHb (XO3/1) Ta NEPUTOHITY TICHO NOB’A3aHUI 3 3a/ly4EHHAM Pi3BHOMAHITHUX
KNITUH BPOAMKEHOro Ta HabyToro iMyHiTeTy, AiKi 6epyTb y4acTb B XPOHIYHOMY Ta FOCTPOMY 3anaseHHi K Ha CUCTEMHO-
MY, TaK i Ha JIOKafIbHOMY PiBHAX. [ 1A yCNiLWHOro NiKyBaHHA LMX NaTONOrin HeObXiAHO NPOBeCTM NapanesbHe BU3HA-
YeHHA NopyLeHb JIOKaNbHOrO IMYHITETY NPY 3a3HAaYeHMX NATONOTYHMX 3aMalbHUX NPOLLECAX B SIEreHAX | YePEBHIl
NOPOXKHUHI. Came Li 4OCNIAKEHHA CTanu MeToto AaHoi poboTu. Y gocniarkeHHs byno BkatodeHo 10 nauieHTis 3 XO3/1
Ta 21 nauieHT 3 rocTpum GAerMmoHO3HMM aneHaANLUTOM. [pyny KOHTPOKO CKNaAM 6 NaLEHTIB, Y AKMX He 6yno XO3/1,
Ta 15 nauienTiB, y AKMX He ByN0 3ananeHHA YepeBHOI NOPOXKHUHU. Pe3ynbTaT AOCNIAXKEHHA BCTAHOBUAM, WO NpU
roctpomy psiermoHO3HOMY aneHAMUMTI Ha BiamiHy Big, XO3/1 nokanbHa iMyHHa BignoBigb peanisyeTbca 3a paxyHoK
iHiNbTpayii BracHOT naacTUHKKM makpodaramu, Ki-67+ KnitnHamum B B-nimpoumnTax Ta T-KAiTMHaX nam’aTi. CXoxicTb
3ananeHHa npu XO3/1 Ta ¢piermoHO3HOMY aneHAMUNTI XapaKTepU3yeTbCa NigBuLEeHOo Mirpauieto T-nimbounTis
(CD3+), T-xennepis (CD4+) Ta uMTOTOKCUYHMX T-nimboumTie (CD8+) B CTiHKY BAACHOT NAACTUHKM, X04a 3 6ibLIOK
iHTEHCMBHICTIO B NOPiBHAHHI 3 XO3/1.

Kntouosi cnosa: XO3/1, aneHANUMT, LLUTOKIHK, IMYyHOTICTOXiMisi, TOKanbHUIA iIMYHITET.

CPABHEHUE TIOKA/IbHOIO MMMYHHOTIO OTBETA NMPU OBOCTPEHUU XOBJ1 U OCTPOIO ®/IEFMOHO3HOIO
ANNEHAUUUTA NO AAHHBIM UMMYHOTMCTOXUMUYECKOIO UCCNEAOBAHUA

KytoH /1. A.

Pestome. MNaToreHes 3abonesaHua nerknx (XOB/1) U nepUTOHMUTa TECHO CBA3AH C MPUBAEYEHMEM PA3/INYHbIX KNe-
TOK BPOXAEHHOTO U NPMOBpeTeHHOro UMMYHUTETA, KOTOPbIE MPUHMUMAIOT yYacTUe B XPOHUYECKOM M OCTPOM BOCHa-
JIEHWW KaK Ha CUCTEMHOM, TaK M Ha IOKAaIbHOM YPOBHSX. [lNfA yCnewHoro feveHns aTux 3abonesaHnin Heobxoanumo
NpoBeCTM NapannenbHoe UlyyeHme HapyLeHU IOKaIbHOr0 MUMMYHUTETA NPU YKa3aHHbIX BOCMAUTe/bHbIX NaTo-
JIOTMYECKMX NPOLLECCaX B IEFKMUX U BPIOLIHON NONOCTU. UMEHHO 3TW UCCNEA0BAHMA CTa N Lebio NPeacTaBAeHHOM
paboTbl. B paboTe 66111 Ucnonb3oBaHbl MaTepuanbl oT 10 6onbHbix ¢ XOBJ1 1 oT 21 naumeHTa ¢ ocTpbiM daermo-
HO3HbIM anneHaAnUMTOM. [Pynny KOHTPOAA cocTaBuaM 6 Yenosek 6e3 natonornn nerknx XOBJ1, n 15 yenosek 6e3
naToN0rMM OpraHoB BPIOLWHOM NONAOCTU (FTHOMHOIO GAErMoHO3HOro anneHaAnumMTa). PesynbTaTbl Mccaeg0BaHMA MoO-
Kaszanu, 4To npu octpom GnermoHo3HOM anneHamunuTe, B otanume ot XOBbJ1, NoKanbHbI MMMYHHbIN OTBET peasinsy-
eTcs 3a cyeT MHPUAbTPaLMM cO6CTBEHHOM NIACTUHKM Makpodaramu, Ki-67+ KneTkamu B B-numooumTax u T-KneTkax
namaTtn. Cxoacteo BocnaneHua npu XObJ1 n gnermoHO3HOM anneHAMLUTE XapaKTepmn3yeTca NOBbILEHHOW MUrpa-
umnen T-numdoumnTtos (CD3+), T-xennepos (CD4+) u untotokcnyeckux T-numooumntos (CD8+) B CTEHKY COBCTBEHHO
NAACTUHKM, XOTA 3TOT NPOLLECC OTIMYaeTcA 6oblel MHTEHCMBHOCTbIO Npu XOBJ/1.

KntoueBble cnosa: XOBJ1, anneHanLMT, UUTOKUHbBI, UMMYHOTUCTOXMMMUA, NOKA/IbHbIA UMMYHUTET.

COMPARATIVE IMMUNOHISTOCHEMICAL ANALYSIS OF THE LOCAL IMMUNE RESPONSE DURING THE
EXACERBATION STAGE OF COPD AND ACUTE PHLEGMONOUS APPENDICITIS

Kuyun L. O.

Abstract. Objective: use immunohistochemical approach to analyze the immunocompetent cell composition of
terminal bronchioles in patients with chronic obstructive pulmonary diseases (COPD) and immunocompetent cells
of the lamina propria of the appendix in patients with acute phlegmonous appendicitis.

Object and methods. Histological samples originated from 10 patients who had been operated on account of
bullous emphysema (COPD) and 21 patients with acute phlegmonous appendicitis. The control group consisted of
6 patients who did not have COPD and 15 patients who did not have inflammation of the abdominal cavity. Lung
tissue and the lamina propria tissue samples were taken accordingly from both groups and submitted for sector-
based cross section analysis.

Tissue samples of the lung and lamina propria were placed into 10% neutral-buffered formalin for 18-24 hours.
After that, tissue pieces were extracted. 3 slices 3-5 mm long were obtained by cross section of the lung tissue. The
samples were dehydrated using ethanol solutions of different concentrations and dipped in paraffin wax. Serial
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cross-section samples 4 mkm in width were produced using a rotatary microtome (Leica RM 2125 RT, Germany).
The samples were placed on slides and colored using hematoxylin and eosinum (Merck, Germany) and on the
SuperFrost Plus adhesive slides for further immunohistological research. Immunohistochemical (IHC) studies were
performed by using primary monoclonal antibodies of mouse to Ki-67 (proliferation index), CD3, CD4, CD8, CD20,
CD45, CD45R0 and CD68 (DAKO, Denmark) and EnVision + System-HRP imaging systems (DAB). The data obtained in
the experiment was statistically processed using “Minitab 16” statistical software.

Results and their discussion. The results of the study established that, in acute phlegmonous appendicitis,
unlike COPD, a local immune response is realized by infiltration of the lamina propria with macrophages, Ki-67 +
cells, B-lymphocytes and memory T-cells. The similarity of inflammation in COPD and phlegmonous appendicitis is
characterized by increased migration of T-lymphocytes (CD3 +), T-helpers (CD4 +) and cytotoxic T-lymphocytes (CD8
+) into the lamina propria, although with greater intensity for COPD.

Significance of the research. The importance of the application of this data based both on quantitative and
qualitative characteristics of the local response of CD4+ and CD8+ T — lymphocyte subpopulations is undeniable.
On the one hand, these subpopulations determine the course that the disease will take in COPD patients and aid
in developing the most efficient and specific immune therapy. On the other hand, acute local inflammation of the
lamina propria in the appendix is associated with increased infiltration of the mucous membrane by B-lymphocytes,
macrophages, and memory T-cells, as well as active proliferation of mononuclear cells. The author is convinced that
individual approach to treatment of COPD patients and patients with peritonitis is vital. These findings serve as

helpful diagnostic criteria for COPD and acute phlegmonous appendicitis accordingly.
Key words: COPD, cellular infiltration of bronchioles, immunohistochemistry, local immunity.
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XAPAKTEPUCTUKA TEYEHUA TECTALUU U MUKPOBUOLIEHO3A LEEPBUKAJ/IBHOIO
KAHAJA Y BEPEMEHHbIX C YTPO30W NPEPbIBAHUA FECTALIUM BO || TPUMECTPE

Asep6aiigkaHcKuii locygapcrBeHHbIn MHCTUTYT YcoBeplueHCTBOBaHUA Bpaueii
um. A. Anmesa (r. baky, Asepbaig:KkaH)

CBA3b Ny6/MKauMmM c NNAHOBbIMM HAy4YyHO-UCCAe-
[oBaTtenbckumu paboramu. [laHHaa pabota asnfetca
dparmeHTOM BbINONHAEMOM AuUccepTaLmMmM Ha COMUCKa-
HUEe y4YyeHol cTeneHu AoKTopa ¢unocodum no meam-
UMHe «KnnHWKo-nabopaTopHble 0COBEHHOCTM NoTepu
6epeMeHHOCTN BO BTOPOM NONOBUHEY.

BcrynneHue. MNpobiema penpoayKTMBHbLIX NOTEPL B
Lenom, v npepbiBaHuA bepemeHHocTH Bo Il TpumecTpe,
B YAaCTHOCTM, OCTAETCA OAHOWN U3 Hanbosiee aKTyabHbIX
B COBPEMEHHOM akyllepcTBe. YacToTa notepu naoaa,
no pas3nnyYHbIM AaHHbIM, cocTasnsaeT 10-25%, v aToT no-
Ka3aTe/lb AOBO/IbHO CTabuNeH, HECMOTPA Ha UCMONb30-
BaHMe pPa3HO0HPa3HbIX KOMNJEKCHbIX METOAO0B ANarHo-
CTUKM U nevenuna [1,2].

HapyweHua ¢u13MoNornyeckux mexaHuM3moB re-
CTauuu, BosHMKatowme B | Tpumectpe bepemeHHOCTH,
ABNAIOTCA NPEeANOCHIIKON Pa3BUTUA aAKYLIEPCKUX OC-
NIOXKHEHUI U B NOC/AeAylOLME CPOKM, MOBbILLAT PUCK
OC/IO}KHEHHOIO TEYEeHWA PoJOoB M NOC/NEPOAOBOro ne-
puoga [3]. K pa3BUTUIO 3TUX HapyLUEHWUI MMEeT OTHO-
LeHne Komnaekc GakTopos, cpean KoTopbix Hanbonee
3HaYMMbIMKU ABNAIOTCA MeaMKo-buonornyeckme, oco-
6EHHO XPOHUYECKME SKCTPAreHnTanbHble 3a60n1eBaHmA,
TaKTUKa BefeHUs n dapmaKkoTepanma bepemMeHHbIX.

Cpenyn MHOTOYMCNEHHbIX NPUYUH PEMNPOAYKTUBHbIX
noTepb 3HauyMmasa pPo/b MPUHAANENKUT BOCMANUTENb-
HbIM 3a60/1€BaHMAM MONOBbIX OPraHoB, HONbLUMHCTBO
M3 KOTOPbIX MMeeT MHOEKLMOHHYI npupoay [4,5,6]. B
COBPEMEHHbIX UCCNef0BaHUAX HE OCMapuBaeTcA 3Ha-
YyeHne UHPEKLMOHHOM NAaTONOMMM KaK yrpo3bl noTepwm
naoga u npexaespemeHHbIX poaos. OAHOM U3 OCHOB-
HbIX MPUYMH CMOHTAHHbIX BblkMApIWwen Il TpumecTpa,

nauchnayastatya@yandex.ru

NnpexXAeBpeMeHHbIX POAOB U TAMENbIX MOCNeACcTBUM
017 340POBbA HKEHLWMHbI U1 HOBOPOXKAEHHOTO ABNAETCA
aHTeHaTasbHoe MHdUumpoBaHue [7,8]. Cpean UHPeK-
LMOHHbIX areHTOB OTMeYaeTcA Pa3HOObpasHbIN CNeKkTp
BO3byauTeNel: Hapagy C NaTOreHHolW, B HacTosllee
Bpems [oKa3aHa 3HaYMMasn Posib YCI0BHO-NATOreHHOM
Mukpodnopsl [2,9,10].

Lienbto uccnenoBaHUA ABUIOCH M3yYeHUE TeyeHun
recTalmmn y JKeHLMH ¢ yrpo3oi npepbiBaHna bepemeH-
HOCTU M MUKPOOMOLLEHO3a LLepPBMKANbHOIO KaHana vy
6epemeHHbIX C yrpo3oi npepbiBaHUs rectauum o |l
TpumecTpe.

06beKkT u metoabl uccneaosaHusa. ObcnenosaHa
101 6epemeHHas }KeHLWUHa C yrpo3oi npepbiBaHuA be-
pemeHHOCTM BO |l TpumecTpe. Bo3pacT KeHLWuH Kose-
6anca ot 22 po 35 nert, cpeaHunit Bospact — 28,7+4,06
net. KOHTPONbHYIO rpynny COCTaBuAM 25 XKeHWMH C
HEOC/IO}KHEHHbIM TeyeHnem GepemMeHHOCTU B BO3pac-
Te ot 21 po 35 nert, cpeaHuit Bospact — 27,8+2,11 ner.
Mo coumanbHOMYy cocTaBy 0b6CnefoBaHHbIE MKEHLLMUHBI
B OCHOBHOWM M KOHTPONbHOM rpynnax pacnpenennimco
cnepyrowmm obpasom: cayxkawme — 55 (54,4%) n 13
(52,0%); aomoxo3zsaiikm — 40 (39,6%) u 10 (40,0%), cTy-
OeHTKM — 6 (5,9%) 1 2 (8,0%) cootBeTcTBEHHO. Pacnpe-
aeneHve 06CcnefoBaHHbIX KEHWWH Mo MapuTeTy Bbl-
rNALeNo Tak: nepBobepeMeHHbIX B OCHOBHOW rpynne
6b1n10 37 (36,6%), B KOHTposibHOM rpynne — 9 (36,0%),
NoBTOPHObOEpPEeMEHHbIX COOTBETCTBEHHO — 64 (63,4%) U
16 (64,0%); nepBopoaawmx — 63 (62,4%) n 14 (56,0%),
nosTopHopogAwmx — 38 (37,6%) n 11 (44,0%) cooTtseT-
CTBEHHO.
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