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METABOJIIYHI 3MIHW NIA BNJIMBOM KOMBIHOBAHOI TEPANII NPU
EKCNEPUMEHTAJIbHOMY rHIMHO — 3AMNAJIbHOMY NPOLECI,
CNMPUYUNHEHOMY K. PNEUMONIAE

XapKiBCbKMN HaUioHaNbHUN MegudHUI YHIBepcuTeT

B ocmaHHi poku criocmepicaembCsi 3Ha4YHe 3pOCMaHHs IHGbeKUIUHUX 3axeoprogaHb, emiosioaidHo acouilio-
8aHUX 3 YMOBHO-Namo2eHHUMU MiKpoopaaHiamamu, ceped skux 0OHe 3 npoesiOHUX Micyb 3aliMaromb bakme-
pii pody Klebsiella. lNepebie i pe3ynbmam eHIlIHO-3ananbHUX 3axeoptosaHb 8 3Ha4HIl Mipi 3anexamsp i
cmaHy IMyHOJ102i4HOI peakmueHOCMi opeaaHiamy. Y 38'a3Ky 3 yum Habysae akmyarnbHOCMi po3pobka KoM-
M71EKCHO20 ramoaeHemu4yHo o0brpyHmosaHo20 nidxody 0o mepariii daHUX 3ax80prO8aHb 3 BKIIHOHYEHHSIM Y
rnpoepamu nikyeaHHs1 iMyHOKopekuii. Tomy memoro AocniOxXeHHs 6yrno 8usHa4yeHHs MemabostiyHuUX 3MiH rid
8r1/1u8oM KoMbiHogaHOI mepariii npu ekcrepuMeHmarnbHOMy 2eHepasi3o8aHoMy eHiliHo-3arnanbHOMy fpoue-
ci, cnpuduHeHomy K. pneumoniae . ModesntogaHHs 2eHeparsnizogaHo20 gHiliHo-3arnasibHo20 rpouecy, cripu4vu-
HeHoz20 K. pneumoniae rpogodusnu Ha muwax niHii C57Blak, ski 6ynu po3nodineHi Ha 8idroeidHi epynu (Ko-
HmMposn ma muwi, wo ompumysanu kombiHosaHy meparnito). Bmicm manoHoeozo dianbdezidy, OieHo8uX
KOH’loeamie, akmueHicmb Kamasnasu gu3Hadasnu criekmpogomomempudHumu memodamu. CyrbgheiOpuribHi
epynu susHadasu 3a doriomozor Habopy hipmu Lachema, Yexia. [Jns cmamucmu4HOi 06pobku pesyrbma-
mie sukopucmosysaru rpoepamy Exel dnsi nepcoHanbHo20 Kom'tomepa ma t-kpumepiti CmbrodeHma 3 rno-
nepedHbO MepeesipKo HopMarbHocmi po3nodiny eapiaHm. B pesynbmami gusHa4yeHHs1 memaborniyHux
3MiH i@ ennueom KombiHoO8aHOI mepariii npu ekcriepuMeHmarnbHOMY 2eHepasli3oeaHOMy 2HiliHO-3arnanbHOMY
npouyeci, cripuduHeHomy K.pneumoniae 6yro 8Us8rieHo, W0 8 opaaHi3Mi iHghikosaHUX MeapuH, sSKUM 8800U-
nu pi3Hi aHmubakmepiarnbHi ma iMyHOKopez2yrodi npenapamu, criocmepizanack OuHamika 3MiH rOKa3HUKI8
cmaHy npoyecie NepeKUcHoO20 OKUCHEHHS ninidie ma aHmuokcudaHmMHOI cucmemMu 8 3asiexxHocmi 6id Kombi-
Haujii npenapamie. BcmaHoegneHo, wo nid ennueom KombiHauil rpenapamig: MeporneHeMy 3 POHKONEUKIHOM
abo 3 eniymakcuMom ma 1ie8oghriokcayuHy 3 poHKonelkiHoM abo 3 arlymakcuMoM criocmepieaembscsi 8i0OHO-
8reHHs MemaboniyHUX rpouecie 3a paxyHoK nid8uUleHHs akmugHocmi kamanasu i npodykuii SH-spyn ma
rpuaHiYeHHs emicmy OieHO8UX KOH’toeamig, 2i0pornepeKkucy ma MasioHoeo2o diarib0ezidy 8 opaaHi3mi.

Kntouosi cnoea: meTaboniyHi 3miHW, rHiHO-3ananbHui npouec, K. pneumoniae, kombiHoBaHa Teparnis.

lMpedcmasneHy pobomy 8UKOHaHO 8 paMkax memu Haykosux 0ocnioxeHb kaghedpu Mikpobionoeii, sipyconoeii ma imyHonoeii Xapkiecb-
KO20 HauioHanbHo20 MeOu4YHOo20 yHieepcumemy: «EkcriepumeHmarsnbsHe MikpobionozidHe o6rpyHmyeaHHsi npomumikpobHoi meparnii
2HilIHO-3ananbHUX 3axeoptosaHby», Ne depxasHoi peecmpayii 0114U003390.

Betyn HA HeobXiaHi KOHTPOMb i OOMEXEHHS BifbHO-
paguKkanbHOro OKMCHEHHsI NinigiB, WO rpae YHi-
BepcanbHy pornb B perynsudii romeocrasy i npu-
YMHHO-HACMIOKOBUX MEXaHi3Max pPO3BUTKY Pi3HO-
MaHiTHUX NaTOMOMYHMX CTaHIB, BKMOYAOUN THXKKI
iHdbekuii [6, 7]. PesynbTatu nikyBaHHs 33, He-
3BaXKalouM Ha 3aCTOCYBaHHS Cy4acHUX METOAIB i
OOCATHYTI NEeBHi yCMiXu, He 3a40BOMbHATL MO-
BHICTIO 3aBOaHb CydacHoi meguuuHu. [epebir i
pesynbTat (33 B 3Ha4HiM Mipi 3anexaTb Big CTaHy
iMyHOMOriYHOI peaKTUBHOCTI opraHiamy. Y 3B'A3Ky
3 UMM HabyBae akTyanbHOCTi po3pobka KOMMek-
CHOroO naToreHeTU4yHo OOBIpyHTOBAHOrO nigxody
Ao Tepanii N33 3 BKMOYEHHAM y nporpamu niky-
BaHHS iMyHoKopekuii [8].

[HiMHO-3ananbHi  3axBoptoBaHHs (M33) pisHoT
nokanisauii 4O TenepiHbOro Yacy 3anuatTbCs
OAHIED 3 aKkTyanbHMX npobnem cyvacHoi meam-
LUWHK, WO 3YMOBIEHO X MOLIMPEHICTIO, TEHAEHL-
€10 10 XPOHIYHOrO i peuunameytodoro nepebiry, He-
OOCTaTHBbOK eIEKTUBHICTIO TpaguLUINHUX METOoAIB
nikyBaHHs [1]. B ocTaHHi poku cnocTepiraeTbcs
3HayHe 3poCTaHHA iH(EKUINHMX 3axBOPHOBaHb,
eTionoriYHo acouinoBaHMX 3 YMOBHO-NATOrEHHUMMU
MiKpoopraHiamamu, cepef Skux ogHe 3 NpoBigHNX
Micub 3arMatoTb 6akTepil poay Klebsiella [2]. ba-
KTepil OaHol rpynu XapakTepusyloTbCs BUpaxe-
HOK HeoaHopigHicTio, 60 €, 3 ogHoro 6oky, npea-
CTaBHMKaMU TPaH3UTOPHOI HOPManbHOI MiKpO-
driopu NIOAUHK, a 3 iHWOro — 36yaAHMKaMm1 iHek- MeTa pocnigxeHHs
LiiHnx 3axBoptoBab [3]. OAHUM 3 HavBaxmnvsi- BuaHauyeHHs MeTaboniyHMX 3MiH i BNMYBOM
LMX — aCneKTIB  XapakTepucTukin  yMOBHO- koMGiHOBaHOI Tepanii Npu eKkcrepuMeHTanbHOMY
naToreHHUx eHTepobakTepiil € iX Pe3nUCTEHTHICTb reHepanisoBaHoMy rHiiiHO-3ananbHoMy MpoLeci,

00 aHTUMIKPOBHUX npenapa'l_'iB [4]. Mpn ubomy cnpuanHeHomy K. pneumoniae .
MacoBe MOLIMPEHHS aHTUBIOTMKOPE3UCTEHTHMX

WTamiB B MOMynsUisX YMOBHO-NATOrEeHHUX Mikpo- O0G’exT i MeToAM AoCHiMKEHHA
OpraHi3mMiB CTasno BaXK/IMBOK NPOGMIEMOI0 KIiHiY- MofienoBaHHs!  reHepanisoBaHOro  THiliHO-
HOI MeAMLMHM Y 3B'Si3KY 3 iX Ginbll BACOKAMM sananbHoro npouecy (I3M), cnpuumHeHoro K.
aganTauinHUMM MOXITMBOCTSIMU B MOPIBHAHHI  3i pneumoniae [9] NPOBOAUNM Ha MULIAX —CaMLISIX
30yAHMKaMV KNacu4HMX iHdeKuUin [S]. iHBpeaHoi ninii C57Blak, macow 20-22 r, sk ne-
Tum yacom Ans OuiHKM eheKTUBHOCTI NikyBaH- pebyBanu B yMoBax CTaHAapTHOro nabopaTopHo-
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BICHHK BOH3Y «YKpaincbka mMeduuHa Cmomamonoiuna arxaoemisv

ro yTpuMaHHs i pauioHy xapyyBaHHSA. PoboTta 3
TBapvHaMmyn nposBoaunacsa BignosigHO A0 €Bpo-
NnencbKol KOHBEHLIT MO 3axXncTy xpebeTHnx TBapuH
npu iX BUKOPUCTAHHI B eKCnepuMeHTanbHUX N iH-
LWnx HaykoBmx Uinax [10].

Posnogin nabopatopHux TBapuH (no 20 mu-
Wen y KOXHIn rpyni) 6yB npoBeAeHUA TakuM Yu-
HoMm: 1 rpyna (K-) — iHTakTHi Muwi; 2 rpyna (K+) —
iHobikoBaHi; 3 rpyna — iHdikoBaHi MuLLi, SKi OTpK-
MyBanu Tepanito aMOKCUKNAaBOM i POHKOMENKIHOM
(Am+RI); 4 rpyna — iHdikoBaHi MULLI, LLO OTPUMY-
Banu aMmokcuknas i rmyTtakcum (Am+In); 5 rpyna —
iHohikoBaHi MuLLI, SIKi OTpMMyBanu Tepanio neso-
driokcaumHoM i poHkornenkiHom (Jigp+RI); 6 rpyna
— iHpikoBaHi MuLLi, WO OTpUMyBanu nesodnok-
cauuH i rmytakcum (Jldp+In); 7 rpyna — iHdikoBaHi
MU, AKi OTpUMyBanu Tepanito MeponiHeMoM i
poHkonerkiHom (Mp+RIl); 8 rpyna — iHdikoBaHi
MU, AKi OTpUMyBanu Tepanito MeponiHeMoM i
rnytakcumom (Mp+In).

Bwmict manoHoBoro gianbgerigy (MOA), aieHo-
Bux koH’toratiB ([K), akTMBHiCTb kaTanasn Bu3Ha-
Yanu  cnekTpoPOTOMETPUYHUMM  METOAaMMW.
CynbdrigpunbHi rpynu BusHadvanu y BignosigHoOC-
Ti 0O iHCTpyKUiT 3a gonomoroto Habopy dipmu
Lachema, Yexis.

Ona cratuctuyHoi obpobku pesynbTaTiB BUKO-
puctoByBanu nporpamy Exel ans nepcoHansHoro
KkoMn'loTepa (po3paxyHok cepegHbol apndmMeTny-
HOI, cTaHgapTHOI Noxubku), Ans nepesipkn rino-
Te3 LIOoAO0 PIBHOCTI reHepanbHUX CepeaHiX OBOX
He3anexHux, He3B's3aHMX BUBIPOK BUKOPUCTOBY-
Banu t-kputepin CTblogeHTa 3 nonepegHbLolo ne-
pEeBipKOK HOpPManbHOCTI po3noginy sapiaHT [11].

Pe3ynbTtaTti gocnimkeHb Ta iX 06roBopeHHs

B opraHiami iH(bikoBaHMX TBapWH, SKUM BBOAU-
nn  pi3Hi aHTMbakTepianbHi Ta iMyHOKOperytodi
npenapaTu, cnocTepiranu Taky AnHamiky 3miH no-
Ka3HWKiB CTaHy NpoLeciB NEPEKNCHOr0 OKMCHEHHS
ninigis. Y cmposartui KpoBi TBapuH, SKUM YBOAWUMN
Ha Tni 31, cnpuynHeHoro K. pneumoniae pocni-
D>KyBaHi npenapartu, crnocTtepiranu cTtaTUCTUYHO
OOCTOBIpPHE 3HWKEHHSI BMICTY Ai€HOBMX KOH'tOraTiB
(OK) nopiBHsAHO 3 rpynoto iHdIKOBaHUX TBapUH.
Hanbinblw BMpasHMM Ue Oyno y TBapuWH, SKUM
yBogunu kombiHauii npenapatiB mMeporneHemy 3
POHKOMENKIHOM Ta MeponeHeMy 3 rnyTakCumMom —
crnocTepiranu 3HWKeHHA y 2,9 pa3n Ta y 3 pasu
BiANOBiAHO. TakoX CYyTTEBUM OYrno 3HWKEHHS piB-
Hs [K Ha Tni BBegeHHs komGiHauih nesodpnokca-
LUMHY 3 POHKOMENKIHOM Ta neBodoKcaunHy KOM-
NNEeKCHO 3 rmyTakcumoMm: y 2,8 Ta 'y 2,7 pasw, Big-
MoBIAHO, MOPIBHAHO 3 iH(IKOBaHMW TBapUHaMMW.
[Ona TakMx komMOGiHaUin siKk aMOKCUKMNaB 3 POHKO-
NekiHOM Ta aMOKCUKNaB 3 ryTakCUMOM Len no-
Ka3HWK 3HWKyBaBCs B cepegHboMy ¥y 1,5 Tay 2,3
pasu BignoBiaHO.
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MopiBHsHO 3 TBapuHamu 1-oi rpynu piBeHb K
3anuaBscs nNiaBULLEHUM OCOBNKMBO 3a Ail amMok-
cvknaBy 3 rnytakcMMoM. 3i BCix kombiHauin npe-
napaTiB, ki BBOAWNW B OpPraHiam iHgIiKoBaHMX
TBapWH, MO3UTUBHY Ail0 BUSIBUNM Nvle mMeporne-
HEM 3 POHKONENKIHOM, MeporneHeM 3 rnyTaKkcu-
MOM, NeBOIOKCaALMH 3 POHKOMENKIHOM Ta feBo-
hnokcaumH 3 rmyTakcMMoM, 60 3HWXKyBarnu piBeHb
OK 0o piBHA KOHTPOSLHOI rpynu.

Hanbinbl BupasHoto Gyna guHamika 3MiH gpy-
roro NoKasHWKka CTaHy npoLeciB NEPEKUCHOIO OKU-
CHEHHA ninigis, a came BMICTy ManoHOBOro Aia-
negerigy (MOA). MosuTtueHy gito BusiBuna komoi-
Hauia npenapatiB MeporneHemM KOMMIIEKCHO 3 rny-
TakCMMOM, sika Npu3Bena [0 3HWXKEHHS B CMpOBa-
Tui kpoBi BMicTy MOA OO 3HayeHb KOHTPOMbBHOI
rpynu TBapuvH. [lig aMoKcuKknaB 3 POHKOMENKIHOM
He BUKNUKana Oyab-aKnx OOCTOBIPHUX 3MiH LibOro
nokasHuKa, NOPIBHAHO 3 iH(iKOBaHUMKU TBapuHa-
MU 1 TOMY piBEHb 3anuaBcHd CyTTEBO NiaBuLIe-
HUM NOPIBHSIHO 3 KOHTPOMEM.

Y neuviHui ekcnepMMeHTanbHUX TBApWH BUKO-
puUCTaHHSA KoMBiHaLin meponeHeM 3 POHKOMeuKi-
HOM Ta MeponeHeM KOMMMEKCHO 3 rNyTakCMMOM
npussogmno Ao 3HwkeHHsa pisHa OK ta MOA go
3HayeHb KOHTPOMbBHOT rpynu.

Y Hupkax piseHb K npaktuyHo He 3MiHOBaBCS
3a [Aii aMOKCUKNaB 3 POHKOSENKIHOM Ta aMOKCUK-
NnaB KOMMEKCHO 3 rrnyTakcumom. Ane 3a fil Kom-
OiHauin neBodnokcaumH 3 POHKONENKIHOM, ne-
BOGhrIOKCaUMH 3 rMyTakCUMOM, MEPOMNEHEM 3 POH-
KOMNEWKIHOM Ta MeponeHeM 3 ryTakCUMOM CTaTu-
CTMYHO OOCTOBIPHUM BYrO 3HWXKEHHS LbOro noka-
3HMKa MOPIBHAHO 3 KOHTpornem (rpyna iHdgikoBa-
HUX TBapPWH).

Wono MOA B HMpkax TO MOro BMICT OOPiBHIO-
BaB 3HAYEHHIO KOHTPOMbBHOI rPYnu iHTaKTHUX TBa-
pvH 3a Al komGiHauin npenapartiB — neBodnokca-
UMHY 3 POHKONENKIHOM, neBodroKCaunHy KOM-
MAEKCHO 3 rMyTakCMMOM MEpPOMNEHEM 3 POHKONEn-
KIHOM Ta MeponeHeM KOMMIEKCHO 3 FMyTakCUMOM
(Tabn. 1).

B iHwnx Bunagkax pieHb MOA B Hupkax 3a-
NUWaBcs CTaTUCTUYHO JOCTOBIPHO MigBULLEHUM.
AHanoriyHa anHamika cnocTepiranacb m LWOAO pi-
BHS rigponepekncis y cepui: KombiHauii nesod-
NOKCaUWUHY 3 POHKONENKiHOM Ta neBodIoKCaLMHY
3 [NyTakCUMOM MPU3BOSMUIN A0 3HWKEHHS PiBHSA
LbOro nokasHuKa A0 KOHTPOSbHUX 3HA4YeHb, a Aid
iHWKWX komOiHauin He npu3sogmna o Oyab-AKMX
3MiH rigponepekucis B OpraHiaMi iHikoBaHUX
TBapVH.

Ak ue BuaHO 3 TaAbN. 2, OOCMIOKEHHSA CTaHy
nokasHukie AOC opraHiamy iH(pikoBaHUX MULLEN
3a il kombiHauin aHTnbakTepianbHUX Ta iIMyHOKO-
perytlounx npenapatiB BUSBUNWN Taki 3MiHW.



AKTyaAbHi Ipo6AeMH Cy4acHOI MeAHLHHH

Tabnuys 1

Bwmicm dieHosux KOHloeamie ma ManoHogo20 Oianb0ezidy 8 opeaHiami muwed 3 31,
cripuquHeHum K.pneumoniae, 3a ennusy kombiHosaHoi mepanii (M+m, n=20)

MokaaHnkn 1 rpyna K - ‘ 2 rpyna K + "m’i’g? ‘L[A"err"ﬁ ?1;‘:3/;? %&?)}’pﬁ ugg’g? ?A;pjpﬁ
CvpoBaTka KpoBi
ake 45,4121 136,8£2,7 * | *93,7+2,5* “60,82,7* 49,9423 “48,0£2,3 *46,5+2,0* *45,8+2,1
MOA® 1,6+0,1 18,9+,4* 11,7+1,0* *5,9+0,4* *2,9+0,2* *2,7+0,2* *2,5+0,3* *1,70,1
Meuvinka
aK® 41,117 69,7+2,6* *52,13,6 *53,93,3 *43,5+2,4 *43,83,5 *41,73,8 *42,2+3,9
MOA® 13,21,1 29,441,7* *22,0£0,9 *23,21,2 *13,621,2 *14,5¢1,4 *13,4%1,1 *13,121,3
Hupku
ity 25,2+1,9 46,2+2,1 *32,41,1* *39,11,6 *26,7+1,2* *28,2+1,4 *19,0£1,5 *21,7¢1,9
MOA® 16,5+1,1 28,9+2,4* 27,7x1,6 *24,241,1 17,8+2,0* 17,5+1,8* 15,2+2,1* 14,4+2,1*
Cepue
Tigponepekucu® | 48,5£3,0 [ 98,32,9* [ ’685¢3,7 | 745:4,9 | %491#37° | *51,34,6* | *48,8:51" | *49,5:54"

Mpumimka® — Mkmonb/n, b mkmons/z Ginka, * - p<0,05 gidHOCHO 1-07 2pyrnu (koHmponto); X — 8iOHOCHO 2-07 2pynu (iHGhiKO8aHUX MEapuH).

Tabnuus 2

lMoka3Huku cmaHy aHmuokcudaHmHol cucmemu 8 opaaHiami muweti 3 '3[,
cripud4uHeHoeo K.pneumoniae, rnpu sukopucmaxHi kombiHoeaHoi meparnii (M+m, n=20)

TMokasHWKM 1rpynaK - ‘ 2 rpyna K+ ‘ ,:’3-\M+RI rpyna 4AM+rJ'I rpyna J5'ch+R| rpyna J6'ch+rn rpyna K/Ip+RI PYNa | g royna Mp+n
CwvpoBaTka KpoBi

Karanasa® 3,5¢0,3 2,8+0,2 2,5:0,4 *2,840,3 2,9+0,3 3,2+0,2 2,9+0,3 3,0£0,3
SH-rpyni® 18,6+1,6 13,2¢1,0* *14,7+1,4 *15,9%1,6 *17,0£1,3 *19,3%1,2 *19,2+1,4 *19,5%1,5
Hupku

Karanasa® [ 1945855 | 121,7+4,7 [ *152,2¢75 | *164,7:56 | *1862+8,2 | 191,1:7,3* | M92,7+6,9 | 194,558
Cepue

Katanasa® | 379,447,5* | 1445%6,3 | "314,1:6,6° | *325446,3* | *348,9+55* | *352,8+53* | *364,5¢7,0° | *369,4 +6,0*

Mpumimka: © — mxkam/z He, ° - Mmons/n, © — mmons/xe-2 Ginka;

* - p<0,05 gidHOCHO 1-0i 2pynu ; * — 8iIOHOCHO iHebikogaHux meapuH (2-0f gpyrnu).

Y KpOBi ekcrnepuMeHTanbHUX TBapwH akTuB-
HiCTb KaTanasu He 3MmiHBanaca 1 sanuwanacs
Ha PiBHi KOHTPOMNbHUX 3HaYeHb iHikoBaHMX TBa-
PpWH, TiNbkn Ana komGiHauil nesodrnokcaumH 3
rNyTakCMMOM CMOCTepiranoca He3HayHe nigBu-
LWEeHHA aKTUBHOCTI (DePMEHTY MOPIBHAHO 3 iHI-
KOBaHMMM TBapuHamMm.

Ons cynbdrigpunbHUX rpyn KpoBi XapakTepHUM
Oyno [OOCAMHEHHS PiBHS  KOHTPOSbHOI  rpynu
iHTAKTHUX TBapWH Ans KoMOiHauii MeponeHeM 3
POHKOMENKIHOM Ta MEpOMEeHeM KOMMIEKCHO 3 [ry-
TaKCUMOM. Y HUPKax akTUBHICTb kaTanasu mana Te-
HOEHLiI0 A0 NiABULLEHHS NOPIBHAHO 3 iHGikoBaHUMUN
TBapMHaMn N [OpPIBHIOBaNa 3Ha4YeHHSIM KOHTPOIO
nepLuIoi rpynu TBapwH, KPiM Ail aMOKCHKNaB 3 POH-
KONENKIHOM Ta aMOKCMUKIIaB KOMMSIEKCHO 3 rnyTak-
cuMoM. Y cepLi Ha coHi komBiHOBaHOI Tepanii npo-
cTexyBanacs AuHamika RigBULLEHHS aKTWMBHOCTI
depMeHTY NOPIBHAHO 3 iHiKkoBaHUMK TBapUHaMK,
arne BOHO He Jocsrarno piBHS KOHTPOSIO.

BucHoBKkM

OTxe, B pe3ynbTaTi NPoOBEAEHOro AOCHiIgXKEH-
HS BW3HAYE€HO 3MiHW CTaHy MNEepPeKUCHOro OKWUC-
HEeHHS ninigiB Ta aHTUOKCWOAHTHOI cucTeMu nig
BNMMBOM KOMBIHOBaHOI Tepanii npn ekcnepumeH-
TanbHOMY reHepani3aoBaHOMY rHiliHO-3ananbHOMY
npoLieci, cnpuinHeHomy K. pneumoniae. BctaHo-
BMeHOo, WO 3a BNnuBy kombiHauin npenaparTis:
MeponeHeMy 3 POHKOMeWKiHOM abo 3 rnyTakcu-
MOM Ta NneBodoKCaLMHy 3 POHKONenkiHoM abo 3
rMyTakCMMOM CMOCTEepiraeTbCs BiQHOBNEHHS Me-
TaboniyHMX MpoLECiB, 3a paxyHOK NifgBULLEHHS
aKTMBHOCTI kaTanasu i npogykuii SH-rpyn ta npu-
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rHIYeHHs BMICTY Oi€eHOBUX KOH'loraTis, rigponepe-
KWUCY Ta MarioHOBOro dianbaerigy B opraHiami.

MepcnekTnBolo noganbLUMX AOChiAXeHb B Aa-
HOMY HarnpsiMKy € BUBYEHHSA CTaHy iMYHHOI cuc-
TemMun npu ekcnepumeHTansHomy 31, cnpuynHe-
Homy K. pneumoniae, nig BNMBOM KOMOiIHOBaHOT
Tepanii.
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Pedepar
METABOJIMYECKVE UBMEHEHWS MOA BINAHNEM KOMBUHNPOBAHHOW TEPAMN MPU
BKCMNEPUMEHTAJIbHOM THOMHO-BOCMNANUTENBHOM MNPOLECCE, BI3BAHHOM K. PNEUMONIAE
Moasrosas 10.A.
KntoyeBble crioBa: meTtabonuyeckne N3MEeHeHn4d, rHOMHO-BOCNanMTEnNbHbIN npouecc, K. pneumoniae, KOM6I/IHI/IpOBaHHaF| Tepanwu4a.

B nocnegHve rogbl HabnopgaeTcs 3HAYUTENbHBIA POCT MHOPEKLMOHHbIX 3aboneBaHuin, 3TMONOrMYECKM
aCCOLMNPOBAHHBIX C YCMOBHO-MNATOrEHHbIMU MUKPOOPraHM3MaMu, Cpean KOTOPbIX OOHO U3 BEAYLIUX MecT
3aHumatoT Gaktepumn poga Klebsiella. TedeHne n ncxon rHOMHO-BOCMANUTENbBHbIX 3aboneBaHMn B 3Ha4U-
TENbHON CTEeneHn 3aBUCAT OT COCTOSIHUSI MMMYHOSTOMMYECKON peakTUBHOCTW opraHuMama. B cBa3u ¢ aTum
npuobpeTaeT akTyanbHOCTb pa3paboTka KOMMMEKCHOro naTtoreHeTu4eckn ob0CHOBaHHOroO nogxoaa K tepa-
NN gaHHbIX 3a00neBaHUn ¢ BKNOYEHMEM B NpOorpaMMbl feYeHns nMmyHoKoppekumu. Llenbto nccnegosaHus
ObINo onpeneneHne MeTabonnMuecknx U3MeHeHUn nog BAMAHMEM KOMOMHMPOBAHHON Tepanun Npu aKcnepu-
MEHTanbHOM reHepanvM3oBaHHOM FHOMHO-BOCMANUTENBHOM npouecce, BbidaBaHHOM K. pneumoniae. Moge-
NUpoBaHWe reHepanu3oBaHHOIO rHOMHO-BOCNANUTENBLHOIO MpoLecca, Bbi3BaHHOro K. pneumoniae, npoBo-
Ounu Ha mblwax nuHum C57Blak, koTopble GbinNn pasgeneHbl Ha COOTBETCTBYHOLLME rPpynnbl (KOHTPONSA n
MbILW, NofnyvaBLIne KOMOUHMPOBaHHYO Tepanuto). Coaep)kaHne ManoHOBOro Auanbiernia, LUEHOBbIX
KOHBIOraToB, akTMBHOCTb KaTanasbl onpeaensany cnekrpogoToMeTpuieckum metoaom. CynbrugpunbHbie
rpynnel onpegensanu ¢ nomoLubio Habopa dupmbl Lachema, Yexua. Ona ctatuctudeckon obpaboTtku pe-
3ynbTaToB UCNonb3oBanu nporpammy Exel ans nepcoHanbHoro komnbetoTepa. B pesynbTaTe onpeaeneHus
MeTabonMyYecknx N3MeHeHUN No4 BAUSAHNEM KOMOMHMPOBAHHOM Tepanuu Npu SKCNepUMeHTanbHOM reHepa-
NIM30BaHHOM FHOWMHO-BOCMANMUTENbHOM npouecce, BbidaBaHHOM K.pneumoniae 6b1no obHapyXeHo, 4To B op-
raHM3me MHMUUMPOBAHHLIX >XMBOTHBLIX, KOTOPbIM BBOAMIMM pasfnuyHble aHTUbOakTepuarnbHble npenapatbl U
MMMYHOKOPPEKTOPbI, Habnganacek gMHaMmKa 3MeHeHUI NokasaTenemn CoCTOsIHUSA NPOLIECCOB MNEPEKNCHOrO
OKUCIMEHMS NUMNULOOB U aHTUOKCUOAHTHOM CUCTEMbI B 3aBUCUMOCTU OT KOMOMHauuK npenapaTtoB. YCTaHOB-
NEeHO, YTO MOA BIMSIHMEM KOMOWHALMA npenapaToB: MeporneHemMa C POHKOMEMKUHOM UMM FNyTakCMMOM U
neBodoKcalumMHa C POHKONMENKUHOM MMM TNyTakcuMoOM HabntogaeTcsi BOCCTaHOBNEHME MeTabonmnyeckmx
MPOLIECCOB 3a CYET MOBbILLEHUA aKTUBHOCTM KaTanasbl U npoaykuum SH-rpynn u yrHeTeHue copepaHus
OVEHOBbIX KOHBIOraToB, NMAPONEPEKNCU N MANOHOBOIO AManbaernga B opraHusme .

Summary
METABOLIC CHANGES DUE TO COMBINED THERAPY IN EXPERIMENTAL PYO-INFLAMMATORY PROCESS CAUSED BY K.
PNEUMONIAE
Mozgova Ya. A.
Key words: metabolic changes, pyo-inflammatory process, K. pneumoniae, combine therapy.

Recent years have seen a significant increase in infectious diseases, etiologically associated with oppor-
tunistic microorganisms, including bacteria from genus Klebsiella in a leading position. The course and out-
come of inflammatory diseases largely depend on the state of immunological reactivity. The development of
combine pathogenetically reasonable treatment becomes actual and necessary together with immunocorrec-
tion for including in therapy programs. The aim of the study was to determine metabolic changes under the
influence of combined therapy in experimental generalized pyo-inflammatory process caused by K. pneumo-
niae. Materials and methods. Model of generalized pyo-inflammatory process caused by K. pneumoniae was
performed on C57 Black mice divided into 2 control groups and a group of comparison which received com-
bined therapy. The content of malonic dialdehyde, diene conjugates, catalase activity was assessed by spec-
trophotometric technques. Sulfide-hydride groups were defined by Lachema kit (Czech Republic). Exel was
used to process data. Research results. It was found that under the influence of combine therapy in experi-
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mental generalized pyo-inflammatory process caused K. pneumoniae in infected animals the dynamics of
lipid peroxidation and antioxidant system indicators depended on the combination of drugs. Conclusions. It
was established that combinations of meropenemum with roncoleukin or glutoxymum and levofloxacinum
with roncoleukin or glutoxymum restore metabolic processes by increasing the activity of catalase and pro-
duction of SH-groups and decreasing of diene conjugates, hydroperoxide and malonic dialdehyde.

YIOK 616.316-001-092.9:547.271
HazopHsik I.B., KocmeHrko B.O.

E®EKTUBHICTb MNOEAHAHOIO 3ACTOCYBAHHS L-APITHIHY TA IHIFIBITOPA
AAEPHOIO ®AKTOPA kB AJ11 KOPEKUII BI/IbHOPAAUKAJIbHUX NMPOLIECIB
I ®YHKUIN C/IMHHUX 3AJ103 LLYPIB 3A YMOB AIi METUJIOBOIO E®IPY
METAKPU/IOBOI KUCJ1IOTU

BOH3Y «YkpaiHcbka MmeguyHa cToMmaTorioriyHa akagemis», M. Nontaea

Y ekcnepumeHmi Ha 50 6inux wypax docridxeHo rnoedHaHul ennue L-apeiHiHy ma iHaibimopa s0epHO20
gakmopa KB JSH-23 (4-memun-N-(3-¢cbeninnponin)beHsorn-1,2-0iamiHy) Ha cmaH einbHopaduKkanbHUX Mpo-
uecie i 6inokcuHme3syrody QQyHKUi0 MIOHWXHbOWEenHUX CIUHHUX 3a/03 3a yMoe mpusanoi annikauii 1 %
PO3UYUHY MemMuI08020 eghipy Memakpusio80i KUC/IOMU Ha C/1u308y 060J10HKY MOPOXHUHU poma. [Noka3aHo,
wo noedHaHe geedeHHsi mgapuHam L-apaiHiHy ma iHaibimopa akmuesauii NF-kB JSH-23 3a ymos ekcrniepu-
MeHmMYy cripusie NnoKpawleHHIo BiroKCUHMe3yro4oi (hyHKUIT CIUHHUX 3ar103, wo eidbusaembcs y ni08UWEHHI
akmusHocmi opHimuHOekapbokcuia3u ma a-aminasu, Hopmarizye pigeHb 2eHepauii CyriepoKcUOHO20 aHioH-
padukana HALH-3anexHum (mimoxoHdpianbHum) i HA®H-3anexHum (MikpocomansHum i NO-cuHmasHum)
e/1eKMPOHHO-MPaHCIopMmMHUMU flaHyroeamu, susernse adumusHy Qito o000 0bMeXeHHS NepoKCUOHO20 OKU-
CHEHHs Jiinidie.
Kntouosi cnoBa: mMeTunosuii achip MeTakpunoBoi kucnoTu, L-apriHiH, saepHun daktop kKB, NO-cuHTasa, opHiTuHaekapbokeunasa, o-
aminasa, cynepoKCUaHW aHioH-paankan, NnepokCuaHe OKUCHEHHS MinigiB, CIMHHI 3ano3u.
Poboma € ppazmeHmom HAP «Ponb akmusHUX ¢hopM KUCHIO, cucmemu oKcudy a3omy ma mpaHCKpUnyitHUX ¢hakmopie y mexaHiamax
namosnoeiyHo20 cucmemozeHe3y» (Ne depxpeecmpauii 0114U004941).
MeTunosun edip MeTakpunosol KUCNOTU BU-
KOPUCTOBYETbCA O  BUFOTOBMEHHA  3HIMHUX

NiABULLIEHHAM aHTUOKCUOAHTHOI Ta
KorareHonpoTeKkTMBHOI Ail L-apriHiHy B M’AKuX i

KOHCTPYKUiN 3yOHUX npoTesis. KinbkicTb Uiel cro-
NYKW Y BifIlbHOMY CTaHi CTaHOBUTb Y nnactmaci 5-
8% [6]. Hamn nokasaHo, wo 30-geHHa annikauisa
1% poO34MHY MEeTUNoBoro ecpipy MeTakpunoBoil
KUCMOTU Ha CrivM3oBY OBOSTOHKY MOPOXHWUHU poTa
CYMNPOBOLKYETbCA  ICTOTHUMM  (PYHKLiOHaNbHO-
MeTaboniyHMMM 3MiHaMM Y NiGHWKHbOLLLENEMHMX
CNHHKUX 3anosax (C3) wypiB — NigBULLEHHAM Yy
HUx cymapHoi aktuBHocTi NO-cuHTas (NOS), ame-
HLIEHHAM BiNOKCUHTE3YOUYOI OYHKLi, aKkTUBaLi€E
BiNbHOpaaukanbHUX npouecis [5]. BeegeHHs TBa-
pvHam L-apriHiHy 3a yMOB eKCnepuMEHTY CYTTEBO
He BnnuBae Ha akTmeHicTb NOS, opHiTUHOEKap-
bokcunasm Ta bGinokcuHTesytouy yHkuito C3,
npote OOMEXYE Y HUX BMPOOMEHHS aKTUBHUX
POpPM KUCHIO Ta MEPOKCUMAHE OKUCHEHHA ninigis,
nigBULLYE aHTUOKCUAAHTHUIA NoTeHuian 6e3 icToT-
HOro BMMMBY Ha akTUBHICTb CynepokcuagucmyTa-
31 Ta kaTanasu [4].

BigoMo, WO po3BUTOK BiNbHOpaauKanbHNX
npoueciB y TKaHMHAX ccaBUiB Yy 3Ha4Hin Mipi
NnoB’si3aHUi 3 Ai€l0 aKTMBOBAHOIo A4epHOro gak-
Topa kKB (NF-kB). OcTaHHin € iHayuMbenbHUm
YUMHHUKOM TPaHCKPUMUIT, WO aKTUBYE €eKCrpecito
reHiB, MpPoOyKTW SAKUX rpaloTb KIHYOBY porib Y
PO3BUTKY OKWUCHIOBanbHoro ctpecy [13,14]. He-
LLIOOAaBHO BCTaHOBMEHO, LLO BBEAEHHS iHribiTopa
NF-kB JSH-23 3a yMOB ekcrnepumeHTanbLHoro
MeTaboniyHoro  CMHAPOMY  CYMNPOBOLKYETbCA
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KICTKOBI TKaHWHaX napogoHTa [2].

MpoTe ehekTUBHICTb NOEAHAHOIO 3aCTOCYBaH-
Hs1 L-apriHiHy Ta iHribiTopa saepHoro dakrtopa kB
Ona  KOpeKuii BinbHOpaguKkanbHUX MNPOLECIB i
yHKUin C3 3a yMOB Ail TOKCUMHUX YMHHUKIB 3a-
NULWAETLCH HE3'ACOBAHOI0.

MeTtoo poboTn 6yno BUBYEHHA MOEOQHAHOrO
BnnuBY L-apriHiHy Ta iHriGiTopa saepHoro gakTo-
pa kKB JSH-23 Ha cTaH BinbHOpagukanbHWUX npo-
ueciB i GiNOKCMHTE3YIOUY OYHKLiO MigHWKHbOLLE-
nenHux C3 wypis 3a ymoB Tpueanoi annikauii 1 %
PO34YMHY METUMOBOro edipy MeTakpuioBoi KUCHO-
TN Ha CNn3oBY 0BOMOHKY MOPOXHUHK poTa.

Matepianu Ta meToau AocnimKeHHsA

HocnipxeHHa 6ynn npoBegeHi Ha 50 6inumx
Lypax-camusix ninii Bictap macoto 180-220 r y 5-
TW cepiax gocnigie: y nepLin HeobXxigHi nokasHu-
KM BMBYamNM y iHTakTHUX TBapWH (KOHTPONbHa ce-
pis), y gpyrin — nicna 30-geHHoi annikauil 1%
PO34YMHY METUOBOro edipy MeTakpuioBoi KUCHO-
TN Ha CNU30BY OBOSOHKY MOPOXHWMHKU POTa, Y Tpe-
Ti | YeTBepTiN — NopsAa 3 annikauieto 1% po3ynHy
METUMNOBOro eqipy MeTakpuroBOi KUCAOTU Ha
Cnn3oBy OBOMOHKY MOPOXHWMHU poTa (NPOTAroMm
30 pi6) TBapuHam BBOAMNM BigNoBigHO cyGcTpaT
NO-cuHTasHoi peakuii L-apriHiH Ta iHribiTop akTu-
Bauii NF-kB - JSH-23  (4-metun-N-(3-
deHinnponin)beHson-1,2-giamin), y n’aTin cepii —
OCTaHHi ABa 3acobu 3a yMOB €KCNepuMMEHTY BBO-



