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E®EKTUBHICTb
GAPMAKOTEPANIT Y XBOPUX
HA OCTEOAPTPO3 KOJIIHHUX
CYrjiosiB 3 AGEPAHTHUMMU
PIBHAMMW EKCKPELLII
6-CYJIbOATOKCUMENATOHIHY

JocnimpkeHo epekTrBHICTb (papmakoTepanii y xsopux Ha octeoapTpo3 (0OA)
KoniHHuX cyrnobiB 3 aBepaHTHOIO NPOAYKLIEID MEenaToHiHy. ¥ xBopux Ha OA
3 HOpMaJIbHUM piBHEM ekckpelil 6-cynbgarokcumenartoHiHy (6-SMT) nig
BIIMBOM CTaRAAPTHOI papmakoTepanii (AnKiogeHak HaTpiio, roKo3ami-
Hy rigpoxniopua, XOHAPOITUHCYb(AT) ANHaMIKa KITiHIYHUX NOKa3HUKIB (iH-
Aaexcu Jlekerna, HAQ, WOMAC, KOOS) 6yna BinbLL BUPaXKEHOIO, HX Y XBOPUX
Ha OA 3 abepaHTHUMU DIBHSIMU eKcKpeLlii 6-SMT. Yepe3s 12 T 5liKyBaHHS
cepen xBopux Ha OA 3i 3HUXeHOI0 ekckpeLielo 6-SMT yacTka HepecroHae-
pis WOMACZ20 6yna B 1,7 pa3a 6inbLLOO, HiX cepes XBOpUX 3 HOPMasTbHUM
piBHEM exckpeLlii 6-SMT. BkitoyeHHs1 MenatoHiHy (3 mMr/ao6y) 4o cxemu fi-
KyBaHHs1 y 0Ci6 3 OA 3 abepaHTHUMY piBHAMU ekckpewii 6-SMT 3abesnedy-
BaJ10 NMOKPALLEHHS IKOCTi CHY, 3MEHLLIeHHSI BUPAXEHOCTI AenpeCUBHNX PO3-
naaiB, niaByLLYBaIo ANHAMIKY KITiHIYHUX iHaekciB (JlekeHa, HAQ, WOMAC,

KOOQOS) i BTpuyi niasuiLyBano wwarcu gocsrHenHs WOMACZ20.

OcteoapTpo3 (OA) HanexuTb 40 HAMNOLUMPEHILIWX
XPOHIYHNX 3axXBOPIOBaHb Cyrnobis, WO acouiloloTb-
cq 3 601bOBMM CMHOPOMOM, DYHKLiOHaNLHUMKU 06-
MEXEHHSIMU, 3HMXEHHSAM SIKOCTi XXUTTS Ta 3HAYHMMK
€KOHOMIYHUMKW BUTPATaMu Ha OXOPOHY 340poB’a [5,
13]. JInwe Ha OA koniHHUX cyrnob6is XBOpPIlOTb NOHaA,
70 MNH eBponenujB, a NPsaMi BUTPaTU Ha NikyBaHHS
nepesuLLYIOTb 2 Mapg €8po [15]. Ctparerisa nikyBaH-
HAa nauieHTis 3 OA, 3anpornoHoBaHa EBPONECHKOI
aHTupeBmMaTuyHolo niroio (EULAR, 2013), AMepukaH-
CbKOIO Konerieto pesmatonoris (ACR, 2012), MixHa-
PO4AHMM TOBapPUCTBOM O0CHIAKEHHSI OCTE0apTpur-
Ty (OARSI, 2014), cnpssmMoBaHa Ha yNoBiNIbHEHHS NPO-
rpecyBaHHsi OA, yCYHEHHS! Y/ 3HVXEHHS IHT@HCMBHOCTI
601b0OBOro CUHAPOMY, 36epexXeHHs YA NOKPALLLEHHS
bYHKUIOHANBHOT aKTUBHOCTI Ta IKOCTI XXUTTS NauieH-
TiB [17, 19, 24]. 3rigHO 3 pekoMeHaauielo Esponeii-
CbKOI CMiAAbHOTYK 3 KNiHIYHUX Ta EKOHOMIYHNX acrnekTiB
OCTeOonopo3y, 0OCTE0apPTPUTY Ta KiCTKOBO-M’A30BUX
3axsoptoBaHb (ESCEO, 2014; 2016), 3acobu ¢papma-
koTepanii OA NnoBuHHI BigHoBAOBaTN 6aNaHC MixX Ka-
TaboniyHMMM Ta aHaboniyHMMK NpoLecamMu B Cyrio-
60BMX TKAHWHAX, 3MEHLUYBaTN BUPaXKeHICTb 6010 Ta
3anasieHHs [13, 14]. Hessaxaloun Ha LUMPOKWIA CNeKTP
sk HeapmMakonorivHuMx, Tak i papmakonoriyHNX peko-
MeHAaaLii, npobnema epeKTUBHOCTI NiKyBaHHS NMaLjieH-
TiB 3 OA 3anULIAETLCA HE BMPILLEHOIO | NOLIYK HOBUX
NaToreHeTUYHNX MilLeHEe € aKTyanbHUM.

Y pO3BUTKY OCTE0APTPO3HOIrO PEMOAENIOBAHHS CY-
rno6oBux TKAHWUH TPUrEPHY PONb Bigirpae aucperyns-
uist ekcnpecii clock-reHis Ta NopyLUeHHs XxpoHobiono-

riyHMx puTMiB XoHapouuTiB [7, 26]. OaHak 3Ha4YeHHs
MENaToHiHy, KIOYOBOIrO rOPMOHASIBHOIO perynsatopa
LMpKagiaHHUX PUTMIB, Yy natoreHesai Ta nikysaHHi OA
3ayiMwiaeTbea anckyrtabensHrMM. Y gocnigax in vivo ta
in vitro nokasaHo, L0 B apTPO3HOMY XPsiLLi MENaTOHiIH
KOpUurye ekcnpecito clok-reHis Ta 3MiHy GeHOTUNY XOH-
ApouunTiB, NPUrHivyye ekcnpecito kataboniyHmx mepia-
TOpiB, MeaiaTopiB anonTo3y, 3anobirae NOLWKOAXEHHIO
HaBkonocyrno6osux M'asie [18, 20], npurHivyye akTu-
BaLijlo Npo3anansHuX dpakTopis TpaHckpunuiji (NF-kB,
NFATc1) [22], xo4a npw TpmBanomMy 3aCTOCyBaHHi Npo-
MOTYE epo3yBaHHA cybxoHapanbHoi KicTku [20]. Kni-
HiYHWA 0OCBIA, 3aCTOCYBAHHA €K30reHHOro MenaToHi-
Hy y xBopux Ha OA ob6mexeHuid. Y poboTi O.B. Miwak
Ta cniBaeTopiB (2010) nigTBEpAXKEHa 3/aTHICTL Mena-
TOHIHY KOPMIryBaTK LMpKagiaHHi puTMn BiflbHOpaaum-
KanbHUX npoLecis y xsopux Ha OA [4]. 3acToCyBaHHs
MeNaTOHIHY 3MEHLLYBasIO BUPKEHICTb MCUXOEMOLLA-
HUX po3nagiB Ta 601b0BOro CMHAPOMY Y XxBOpuX Ha OA,
acoujiioBaHuii 3 genpecieio [6]. JouinbHICTL NoegHaH-
HSl NPOTUAPTPO3HOI papmMakoTepanii 3 npenapartamMmm
MEeNaToHIHY Y XBOPUX 3 PIBHUMW KJTiHIYHMMKU dopMamMmn
OA notpebye 6inblu AETANBHOIO BUBYEHHS.

Meta po6oTn — ouiHuTU edekTUBHICTL Npena-
paty MenaTtoHiHy B KOMIMIEKCHOMY J1iKyBaHHi XBOPUX
Ha OA koniHHKX cyrno6iB 3 aGepaHTHOIO NPOAYKLIEID
MENaToHiHy.

OB’E€EKT | METOAW AOCNIAXKEHHSA

BigkpuTe npocrnekTMBHe paHOoMi3oBaHe AOCHi-
IDKEeHHs nposeaeHo Ha 6asi peBMaToNori4YHoro Bif-
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bineHHs HaykoBo-pocnigHoro iHcTuTyTy peabinita-
uii iHBaniais BiHHMLBLKOro HaLLIOHAIbHOrO Megu4yHOro
yHiBepcuTeTy iMm. M.1. NMuporosa BignoBigHO 4,0 OCHO-
BHUX 6ioeTu4HUX HOPM enbCIiHKCbLKOT geknapauii
(1989), KoHBeHLUji Pagn EBponu Npo npasa AIOANHA
Ta 6ioMeanumny (1977), iHLWIMX MiXHApOOHUX Yropg,
Ta HauioHaNbHOro 3aKOHO4ABCTBA B LN ranysi. [Jo-
cnigpxeHHsaM oxonneHo 89 nauieHTiB (77,5% XiHku)
3 roHaptpo3om lI-lll cragii 3a Kellgren — Lawrence
BikoM 58,7+6,35 poky, TpMBanicTioO 3aXBOPIOBAHHS
10,1+6,48 poky, ki He Manu nonepeaHbLOro A0CBI-
Oy 3aCTOCYBaHHS Ta HE OTPUMYBaIM Ha MOMEHT A0-
cnifxeHHs npenaparis MenaToHiHy. Kputepisamin su-
KIOYEHHS 3 focniaxeHHs 6ynm HeGakaHHA XBOPOro
6paTi B HbOMY Y4aCTh; NPUAOM NepopanbHUX MOKO-
KOPTUKOigiB; 6yab-sAKi iIHTpaapTUKYNAPHI MaHinyns-
uil 3a OCTaHHIX 4 TUX; eHO0NPOTEe3yBaHHSA Cyrnobis;
TAXKI Ta HEKOMMNEeHCcoBaHi cTaHu. iarHo3 OA BcTa-
HOBJIOBA/IN HA OCHOBI KnacudikauilHUX KpUTepiis
ACR 1991 p. [8] Ta pekomeHaauiii EULAR [27], Haka-
3y MO3 YkpaiHu Big, 12.10.2006 p. N2 676 «[po 3a-
TBEPOXXEHHS NPOTOKONIB HAAAHHA MeANYHOT LONOMO-
r'v 3a cneuianbHicTio «PeBMaTonoris».

Ha niacTaBi nepCceHTUNBHOro aHanisy cepeaHbLo-
n060B0oi ekckpeLii 6-SMT y 36 npakTU4HO 300POBMX
ocib (cepepHiii Bik — 57,1+9,95 poky, 72,2% — XiH-
Ku), xBopi Ha OA 6ynu paHxoBaHi Ha ocib 3i 36epe-
XeHolo (HopManbHOI0) ekckpeuielo 6-SMT (>25-ro
NPOUEHTUNA rPYNn KOHTPonto abo >19,4 Hr/Mr kpe-
aTuHiHY) Ta ocib 3i 3HMXeHoIo ekckpeuielo 6-SMT
(£19,4 Hr/Mr kpeaTuHiHy). [ns ouiHkKM ePeKkTUBHOCTI
BKJII0MEHHSA NpenapaTy MeNaToHiHY 0,0 KOMMEKCY fi-
KyBaHHS1 XxBOpux Ha OA nauieHTiB po3noajineHo Ha TpKU
rpynm (tabn. 1), penpe3eHTaTuBHI 3a BiKOM, CTaTTIO,
TPUBaNICTIO 3aXBOPIOBAHHS1, PEHTIFEHOJIOrYHOIO CTa-
aieto, nopyweHHsam dyHkuii cyrnobis. CtaHgapTHy
Tepanito oTpuMyBanu xeopi 1-i rpynum (n=31) 3i 36e-
pexeHUM piBHEM ekckpeuii 6-SMT Ta xBopi 2-i rpy-
nn (n=26) 3i 3HNKEeHM piBHEM eKkckpeuii 6-SMT.
MoaundikosaHy Tepanito (CTaHgapTHa Tepanisa + me-
NaTOHIH) oTpuUMyBanu xBopi 3-1 rpynu (n=32) 3i 3HKU-
>XXeHUM piBHEM eKckpelji 6-SMT. CtaHgapTHy Tepa-
nito NpoBoAMAN BiANOBIAHO A0 Haka3zy MO3 YkpaiHu
Big, 12.10.2006 p. N2 676, BOHa BKJ1lOYana HecTepo-
ioHWIA npoTu3anansHWii Nnpenapar y ctabinbHin nosi
YNPOLOBX LWOHaMeHWwe 2 TUX, XOHAPOMNPOTEK-
Top (500 Mr XOHAPOITUHCYNbGDAaTY HaTpilo + 500 Mr
rNoKo3aMmiHy rigpoxnopuay 2 pasu Ha goby) ynpo-
OOBX yCbOro nepiogy crnocrepexeHHss. Mogudiko-
BaHa Tepania AO0AATKOBO BKlovana npenapar me-
naroHiny (3 mr/ooby 3a 1 rog Ao HiYHOro CHy). Me-
pio4, KOHTPOJ/ILOBAHOIO JliKkyBaHHS CTAHOBUB 12 THX.
Y pocnigxeHHi 6yno 3actocoBaHo Bita-menarto-
HiH (3AT «KuniBCcbkui BiTaMiHHWIA 3aBog», YKpaiHa,
N2 UA/7898/01/01).

EdeKTUBHICTb NlikyBaHHSA OLLIHIOBaIN 3a JUHAMI-
KOO KJiHi4HUMX iHOekciB JlekeHa [23], WOMAC [11],
KOOS [25], HAQ [12]. PecnoHaepiB Ta HEPECMNOH-
AepiB NikyBaHHA y rpynax Bu3Hadanum 3a iHOek-
com WOMAC?20 [10]. HasBHiCTb iHCOMHII BU3Ha4a-
1N 3a 4ONOMOIO aHKETU OLHKK HiYHOro CHy [1]
Ta WKann geHHoi coHnueocTi Epworth [21]. Hasas-
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HiCTb AeNPECUBHUX PO3NaAiB BU3HAYAIN 3a [OMOMO-
roto wkanu genpecii beka [9]. PiseHb 6-SMT B ceui
BU3Ha4yanu iMyHopepMeHTHUM MeToLOM 3a Habo-
pom «6-Sulfatoxymelatonin ELISA» («Buhlmann»,
LUBeuis). PieHb 6-SMT ouiHIOBanu y nBOX nopuiax
ceui, 3ibpaHux 3 18:00 oo 22:00 (Binobpaxae cekpe-
uilo MenaToHiHy BaeHs) Ta 3 22:00 oo 06:00 (sigo-
6paxae cekpeujlo MenaToHiHy BHOYI) i po3paxoBy-
Banu cepefHboA000BMIA NoKa3HUK ekckpeLii 6-SMT
(Hr/Mr kpeaTuHiny).

Tabnuun 1

KniHiko-gemorpadiiyna xapakrepucTka rpyn xsopux Ha OA,
Akl OTPUMYBaNK CTaHAAPTHY Ta MoaudikoBaHy papmakorepaniio

Ipyna xeopux Ha OA (n=89)

XapaxrepucTuka 1-wa 2-ra 3-ma

{n=31) {n=26) (n=32)

Yonosiku n (%) 8 (25,8) 4(15,4) 8 (25,0)

XiHku n (%) 23 (74,2) 22 (84,6) 24 (75,0)

Bik, pokiB Mto 57,3542  59,7+6,02 59,3+7,33

FoHapTpo3 n (%) 28 (90,3) 23 (88,5) 27 (84,4)

FoHaptpo3 +

KOKGAPTPO3 n (%) 3(9,7) 3(11,5) 5 (15,6}

CuHoBIT n (%) 7(22,6) 7(26,9) 10(31,3)

TpuBanictb

OA, poxis Mo 9,23+6,41  10,5%5,14 10,7+7,54

PeHTrenonoriy-

Ha cragis I n (%) 23 (74,2) 14 (53,8) 20 (62,5)

Pentrenonoriy-

3 Eranilll n (%) 8(25,8) 12 (46,2) 12 (37,5)

6-SMT, ur/Mr oo 2008276 14,2237 143253

KpeaTuHiHy

dapmakotepanis Crangapa  Crawnaprha CranpaprtHa +

MENATOHIH

*p<0,001 BigHocHO 1-i rpynu.

CratuctuyHy 06pobky pesynbTartiB NnpoBOAUAN
3a 4ONOMOrolo kKoMn’ioTepHux nporpam MS Excel,
IBM Statistics SPSS 22, STATISTICA 6,0. JocToBip-
HiCTb pe3ynbTaTiB BU3Ha4anu 3a t-kpurepiem Crblo-
AeHTa (Npyn napamMeTprU4HOMY pPO3Mnogini gaHux) Ta
Kpackena-Yonnica (npu HenapaMeTpUYHOMY PO3-
noajni gaHnx). HopmanbHICTe PO3NOAiNYy BU3Ha4anu
3a kpuTepiem Lanipo — Yinka. Pe3ynbtat HaBepe-
HO ik M+0. BigMiHHOCTI BBaXkaulu CTaTUCTUYHO 3HaYy-
wmmMm npu p<0,05.

PE3Y/NIbTATU TAIX OBrOBOPEHHS

BctaHoBneHo (tabi. 2), uo 3a CTaHOM «4o fi-
KyBaHHS1» Y XxBopux Ha OA 3 HOpMaJIbHUM PiBHEM
6-SMT (1-wa rpyna) fkictb cHy 6yna pocToBip-
HO KpaLLoIlO, HiX Y XBOPMUX 3i 3HMXEHOIO €KCKpeLLEio
6-SMT (3-14 rpyna), npo wo ceigy4aTb 6inbw BUCO-
Ki (Ha 19,1%) NOKa3HUKMK LKA SIKOCTi HIYHOrO CHY
Ta HUX4i (Ha 27,2%) NOKasHUKK LWKaNu OeHHOT COH-
nusocTi Epworth. 3actocyBaHHs cTaHAAPTHOI CxeMun
NiKyBaHHS Yyepe3 12 Tux He BUKIMKAIO CYTTEBUX 3MiH
MOKa3HWKIB SIKOCTi HIYHOrO CHY Ta AE@HHOT COHIMBOCTI
3a wkanoio Epworth y xsopux Ha OA 3i 36epexeHolo
Ta 3HUXEHOIO ekckpeuieo 6-SMT. MoaudgikosaHa
Tepanisa (i3 BKIIOYEHHAM MeNnaTtoHiHy) 3abeaneuvy-
Basa CTaTUCTUYHO 3HA4yLle 3MEHLUEHHS1 Bupaxe-
HOCTi 0O3HaK iIHCOMHIi 3a LWKaNo AKOCTi HIYHOIrO CHY
Ta wkano Epworth (B cepegHboMy B 1,3 pa3a Bia-
HOCHO CTaHy «O0 NikyBaHHs»). Cepepn, nauieHTiB 2-1
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Ta 3-1 rpynu 3a CTaHOM «[0 NiKyBaHHSA» BUSIBNANOCSH
BAOBidi 6inbLie ocib 3i 3Ha4HOI0 iIHCOMHIEID (<19 Banis
3a WKasnoo AKOCTI HIYHOIO CHY), HiX cepep, naujieHTiB
1-irpynu 1 (65,4 Ta 78,1% BignosigHo npoTtu 38,7%;
p<0,05). Yepes 12 Tmx y 3-i rpyni yactka ocib 3 Bupa-
XEHOI0 iIHCOMHiIeIo >19 6aniB 3MeHwunaca oo 28,1%
(p<0,05), ay 2-ii rpyni — HaBiTb HEBIPOTigHO 3pocna
0o 76,9% (p>0,05).

TaGmun 2
IOuHamixa NOKa3sHHUKA AKOCTi HIYHOTO CHY Y XBOPHX
Ha OA, ki oTpuMyBanu Tpaguliiny Ta mogudixoBaHy
dapmaxorepaniio (M+o)

Ipyna xeopux Ha OA (n=89)

Moka3uuk, 6anie 1-wa 2-ra 3-1a
{n=31) {n=26) (n=32)
SlkicTb HiN-  po nikysaHHa 18,7453  17,1x4,04  15,7+3,20¢
HOTO CHY yepe3 12 ux  20,5+4,22 16,422,70 19,8+2,83"
IvHamika, %  11,5+15,8 —1,82+13,5¢ 30,8+29,3%
Lkana o nikyBaHha  8,23+4,39  9,62+4,92  11,3+4,08*¢
Epworth yepea 12 Tux 7,16+£3,19 8,77£3,13 6,97+2,92
ovHamika, % —9,66+25,0 3,14+31,5 -33,9+36,1%
Illkana pe-  po nikyBanHa  15,4+5,17  16,9+5,64 16,9+6,62
npecii bexa uyepe312mx 14,3t5,29  16,3+5,99  13,9+5,07°
IMHamika, % —6,5+14,8 3,0+38,1 -13,7+20,9

Y 1abn. 2-4: *p<0,05 ta **p<0,01 BigHOCHO CTaHy «f10 NiKyBaHHA»;
9<0,05 BigHOCHO NokaaHuka y 1-i rpyni; ®p<0,05 BigHOCHO NOKa3HHMKA
y 2-i rpyni.

3a nokasHMkamMu wkanu genpecii beka ctaHoOM
«[0 NiKyBaHHs1» rpyny xBopux Ha OA CyTTEBO He Big-
pi3HANMCL. 3ayBaXkMMO, L0 HacTOTa BUSIBIEHHSA ner-
KX Ta NOMIPHMX OenpecuBHMNX PO3naaiB 3a LLKaIolo
Beka y 2-i1 Ta 3-i1 rpyni 6yna BULIOIO, HiX cepep, XBO-
pux 1-i rpynu (80,8 Ta 65,7% npotu 58,1%; p<0,05).
Y xBopux Ha OA 3i 3HMXeHOIo ekckpeuieio 6-SMT mo-
audikosaHa Tepania cnpusna OCTOBIPHOMY 3MEH-
WeHHo (B 1,2 pasa) BUPaKEHOCTi AenNpPeCUBHUX PO3-
napgis, Ha BiaMiHy Big, cTaHoapTHOI Teparnii.

AHanis guHamikm KiiHiYHUx iHoekcis OA BUSBUB
BigAMiHHOCTI B e(EeKTUBHOCTI cTaHAApPTHOI Ta MOAU-
dikoBaHoi Tepanii y xBopux 3 abepaHTHOIO NPoayK-
uielo MenartoHiHy (tatn. 3). CtangapTHa Tepanis 3a-
6e3neynna AOCTOBIPHE 3HUXEHHS iHOoekciB Jleke-
Ha Ta HAQ y xBopux 1-i rpynu (B cepegHboMy B 1,32
Ta 1,48 pa3a), B TOi 4ac K y XBOpUX 2-i rpynu ui no-
Ka3HUKW CYTTEBO He 3MiHunucse. BogHovyac moaudi-
KOBaHa Tepanisi 3abe3ne4unna OCTOBIPHE 3HMKEHHS
(B 1,28 Ta 1,55 pasa) iHoexcis JlekeHa Ta HAQ y xBO-
pux 3-i rpynu.

Tabnwus 3
JAuHamixa kniHiynux ingekcie JlexeHa Ta HAQ y xBopux
Ha OA, axi oTpuMyBanu cTaHgapTHy Ta moaudixoBany
dapmaxotepanito (M+0o)

I'pyna xsopux na OA (n=89)

Mokasnnk, 6anis 1-wa 2-ra 3-ma
{n=31) {n=26) (n=32)
Inpexc JlekeHa po nikysaHns 15,0+3,77  16,4+4,30  15,6+4,50
yepe3 12 mx 11,4+523" 14,524,37 12,2+4,75
IMHamika, % —25,8+24,8 —12,6+9,25* -23,0+16,7¢
Inpexc HAQ no nikysatHs  1,20+0,39  1,40+0,33  1,1820,36
yepes 12 mx 0,810,32" 1,24+0,25 0,76+0,35"
OvHamika, % -33,7£11,3 -10,0£14,6° -37,8+15,7¢

3a CTaHOM «[0 NikyBaHHS» rpynu xsopux Ha OA
CYTTEBO He Bigpi3HANUCH 32 NOKa3HUKaMU iHOEeK-

cy KOOS (tatn. 4). Yepes 12 TMX cTaHOAPTHOI Te-
panii y xsopux 1-i rpynu Big3Ha4anm cTaTUCTUYHO
3HavyLle NiaBULLEHHS NOKa3HUKIB 3a wkanoto 6osnio,
CUMNTOMIB, YHKL|i (NOBCSKAEHHE XUTTS) Ta AIKOC-
Ti XnTTe 32 iHaekcom KOOS B cepegHboMy B 1,22;
1,18 Ta 1,25 pasa, B TOI 4ac sk wkana ¢yHkUii cnopT
(aKTMBHUIA BiAMOYMHOK) NPAKTUHHO HEe 3MiHMNACh.
Y xBopwux 2-1 rpynu ctaHgapTHa Tepanis ynpoaoBx
12 T He 3abesnedvyBana 3Ha4yLLOro NigBULLLEHHS MO~
Ka3HuKiB Wwkanu iHgekcy KOOS, B Toi1 4ac sik Moandi-
KOBaHa Tepanisi BUKnukana nigBULLEHHS BCIX MOKA3HW-
kiB iHoekcy KOOS y xBopux 3-1 rpynu (B cepeaHboMy
B 1,25-1,31 pa3a). ¥ xsopux 3-i rpynv AnHamika LiKa-
M 6ono, cMMNTOMIB, PYHKLT, CNOPTY, AKOCTI XXUTTS iH-
nekcy KOOS poctoBipHo nepesuwyBana (8 1,73; 1,60;
1,28; 1,89 T1a 1,63 pasa BignoBigHO) AUHAMIKY Yy XBO-
pux 2-i rpynu.

Tabnwnus 4

AuHamixa kniHiyHux ingexcie KOOS ta WOMAC y xBopux

Ha OA, sKi oTpUMyBanu CTaHOAPTHY Ta MoAHGDIKOBaHY
dapmaxorepaniio (M+0o)

I'pyna xeopux na OA (n=89)

Moxaanuk, 6anie 1-wa 2-ra 3-m
{n=31) {n=26) {n=32)
Mokaauuku ingexcy KOOS
binb no nikysaHHs  48,0£10,9  47,3*11,7  46,9+13,1
yeped 12 Tax 58,7+13,4** 54,2+145 58,5+16,7**
IuHamika, %  23,3+17,4 14,6+11,6° 25,3+12,4¢
CumnTomm + .
CRyTICT no nikysaHHs  55,0+14,6 51,5+17,4 50,6124
yepe3 12 Tux  65,0+16,4* 60,4+20,6 65,0+18,0**
OvHamika, %  19,6+145 17,9154  28,7+20,7%
OyHKuis no nikysaiis  51,7+11,6  52,9+15,0  52,7+13,0
(noBcsikpeH- yepea 12wmx  60,8+12,4* 62,2+18,7 64,5+16,9**
He KXuTTS) IOWHamika, % 18,8144 17,8+13,4 22,9+171
OyHKLia no nikysaHHs  31,0+13,0 31,2+11,9  28,9+12,7
(cnoprt) yepe3 12ux  37,9+16,8 35,8+16,2 36,1+16,5*
OvHamika, %  23,6+20,4 13,5+19,5 25,6+19,6
SkicTb xuTT o nikyBaHHa 42,5110 44,5126 43,6%14,9
yepe3d 12 Tux  53,2+14,4** 52,9+14 8% 57,0£17,5**
OvHamika, %  25,7¢15,2  20,2+17,9  32,8+16,6¢
Moka3nnku inaexcy WOMAC
binb o nikysaHHs  44,5+14,8 49,9157  47,8+14,6
yeped 12 x  32,7+14,3** 42,1+18,4 33,2£14,5**
IvHamika, % —26,9+18,5 —17,7£15,9* -32,1+16,2¢
Cwmntomm +  po nikysanns ~ 50,0+18,6 53,4+23,1 54,5+16,8
CKYTiCTb yepe3 12 mx  36,8+18,0* 45,7+22,2 38,7£17,2**
IOvHamika, % —27,5+20,5 —16,5+11,4* -30,5+16,8¢
OianyHa o nikysaHHs ~ 46,2+15,3  48,4+21,6 49,1141
AKTUBHICTb yepe3 12 mx 36,4+15,8* 41,4+21,1 37,2+14,2*
IWHamika, % —22,0+18,4 -16,7+12,1 -25,1%15,7
CymapHwii o nikysaHHs ~ 46,9+13,9 50,6+18,8 50,4+13,2
WOMAC yeped 12 ux  35,3+14,4** 43,1x195 36,4+14,1**
IvHamika, %  —25,8+17,7 —17,3+x12,1* —29,5+14 8¢

AHanorivHi 3aKOHOMIPHOCTI cnocTepirany i npu aHa-
nisi nokasHukis iHoekcy WOMAC. Yepes 12 Tk cTaH-
JapTHOI Tepanii y xeopwx 1-i rpynu Big3Ha4anu cratuc-
TUYHO 3HauyLlle 3HWKEHHS NOKa3HWKIB Lkanu 6onio,
CUMMNTOMIB, Bi3NHHOT aKTUBHOCTi Ta CYMapHOIro iHoeK-
cyWOMAC (B 1,36; 1,35; 1,27 Ta 1,33 pasa), HaBigMi-
HY Big, XBOpux 2-i rpynu. OaHak nig, BniMBomM Moandi-
KoBaHOI Tepanii y xBopux Ha OA 3i 3HWKEHUM PIBHEM
ekckpeuii 6-SMT guHamika wkanu 6oni0, CAMNTOMIB
Ta cymapHui WOMAC nigsmwysanucb y 1,81; 1,85
Ta 1,71 pasa (p<0,05).
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Pucynok, Yactota pecnoxaepis Ta HepecnoHpepie WOMAC20 y rpynax xeopux Ha OA yepe3 12 Tux cTaHAapTHOI Ta MoandikoBaHoT Tepanii (+ Me-

naToHiH). *p<0,05 sigHocHo 1-i rpynk; *p<0,05 BigHOCHO 2-1 rpynK

Otxe, 3a iHgekcamn KOOS ta WOMAC edekTus-
HiCTb cTaHAapTHOI Tepanii y xsopux Ha OA 3 HopMalib-
HUM piBHEM ekckpeLii 6-SMT 6yna BULLOIO, HiX Y XBO-
pUX 3i 3HWXKEHUM piBHEM eKkckpeLji 6-SMT. BkioyeHHs
MeJIaTOHIHY 00 CXeMM JliKkyBaHHS XBOpKX Ha OA 3i 3HUM-
XeHOoIo ekckpeuielo 6-SMT 3abeanedvyBano epekTmB-
Hillle 3HMXXEHHS MOKA3HWKIB 3a3HA4YeHUX iIHOEKCIB, HixX
CTaHaapTHa Tepanis.

Cepepn xBopux Ha OA 3i 3HMXEHOI0 eKCKpeLi-
€l0 6-SMT AOCTOBIPHO YacTille BUSABASNIUCL Hepec-
noHAepu CTaHAapPTHOI ¢papmMakoTepanii 3a iHOEeKCOM
WOMAC20, Hix cepepn, xBopux 3i 36epexeHoI0 eKc-
Kpeujeto 6-SMT (pucyHok). ¥ 1-1 rpyni 3a wkanamu
6onio, cumMnTomiB Ta PiSUYHOT aKTUBHOCTI BUABNSA-
nn 54,8; 61,3 Ta 51,6% pecnoHgepis WOMAC20, wo
6yno nOCTOBIPHO BULLMM, HixX Yy 2-1 rpyni. Cepep xBO-
purx 3-i rpynu4actku pecnongepis WOMAC20 3a wwika-
noto 6010, cCMMNTOMIB Ta $i3M4HOT aKTUBHOCTI Bynn BU-
MMM MaiAxe BOBiYi NOPIBHAHO 3 2-10 rpynoto (p<0,05).
CranpgapTHa Tepanis 3a6e3ne4nna gocsrHeHHs cymap-
Horo WOMAC20 y 58,1% xBopux 1-i rpynu ta 30,8%
XBOPUX 2-i rpynu, B TOM Yac sik 3a MoangikoBaHoi Te-
panii 59,4% xBopux 3-1 rpynu gocsrnn piBHa cymap-
Horo WOMAC20 (p<0,05).

TakuM YMHOM, Y XBOPUX 3 HOPMAJTbHUMUW DIBHSAAMU
6-SMT waHcu aocsarHeHHs WOMAC20 6ynu ByLu-
Mn (BigHOCHWMIA waHc (BLU) 3,12; 95% posipunii iH-
Tepean (Al) 1,04-9,33), Hix y xBopux 3 abepaHTHU-
MU piBHAMKM 6-SMT. Bknlo4yeHHs1 40 cxeMin NiKyBaHHS
MeNIaToHIHY BTPMHI NigBULLYBaO LUAHCKU OOCSrHEHHS
WOMAC20 (BLU 3,29; 95% Al 1,10-9,80) y naujeHTiB

3i 3HMXEHoIo ekckpelielo 6-SMT yepes 12 Tnx niky-
BaHHs. B cepenHboMy y HepecnoHaepis 3aWOMAC20
BUXigHi piBHi ekckpeulii 6-SMT 6ynun HUXYUMKU
(B 1,21 pasa), Hix y pecnongepiB (16,9+4,53 Hr/mr
npotu 20,4+4,20 Hr/Mr kpeaTuHiHy). 3a pesynbTarta-
mu ROC-ananisy piBeHb 6-SMT i3 Toukol0 BigcikaHHS
>17,6 Hr/Mr KpeaTuHiHy MOXHa po3rnsgatv sk 0o-
CUTb YYT/IMBUIA, ane HecrneundivHniA NpeankKTop CTaHy
«pecnoHaep» y xsopux Ha OA KONiHHUX cyrno6iB (4yT-
nuBictb — 0,875, cneuundivHicts — 0,600; nnotua nig,
kpuBow — 0,740; 95% Al 0,605 — 0,876, p=0,003).

MexaHiamu, yepes fiki eK30reHHWIA MenaToHIH MoXe
nigsuyBaTn eeKTUBHICTb ¢dapmMakoTeparii y XBo-
pyx Ha OA, notpebyioTb 6inbll A€TANBHOIO BUBYEH-
HS. MoXHa npunycTuTy, WO ueid egpekT noB’a3aHunii
i3 BNACHOI0 aHTUOKCUAAHTHOIO, iIMYHOMOAYJIOIOHOI0
Ta aHTMHOLMLIENTUBHOIO Ajel0 MenaToHiHy. 3okpema,
€K30reHHWIA MenaToHiH NiaBULLYBaB aHANbre3uBHUIA
edekT auknodgeHaky y nauieHTiB i3 XpoHi4HUM Gonem
y cnuHi [3], cnpuss HopManizauji GioxiMivHUX poana-
AiB (3MEHLLYBAB aKTUBHICTb BiflbHOpaauKaiabHUX Mpo-
ueciB, KOpUryeaBs KonareHONITU4HY aKTUBHICTb Nnas-
mu) y nauienTie 3 OA [4]. Y ocib i3 pibpomianrielo 3a-
CTOCYBaHHS1 MENaTOHiIHY NOPSAL, i3 NOKPAaLLEHHSAM SIKOCTIi
CHY, 3HWXEHHSIM PiBHA TDMBOXHOCTI Ta Aenpecii BUK/IN-
Ka0 3MEeHLLEHHs1 BUpaXXeHOCTi 60/1bOBOro CUHAPOMY
Ta paHKOBOI cKyToCTi [2, 16].

BMCHOBKMW

1. Cepen xBopux Ha OA 3 aGepaHTHAMM PIBHAMUN
ekckpeuji 6-SMT 4epes 12 TMx cTaHaapTHOI npoTuap-

YKPATHCHKWMW PEBMATONOTIHHWIA XYPHAN « Ne 2 (72) » 2018



KNIHINHI BOCNIAXEHHSA

TPO3HOI papmMakoTepanii (aMknogeHak HaTpilo, rMoKo-
3aMiHy rigpoxnopua, XoHAPOITUHCYNbGgAT) BUSIBUNAaCh
BuvLlA (B 1,7 pa3a) yacTka HepecnoHAepiB 3a KpUTepi-
eMmWOMAC20, Hix cepepn, XBOpUX i3 HOPMaSIbHUM piB-
HeM ekckpedLlii 6-SMT.

2. Moandikauia ctaHpapTHOT ¢dpapmakoTepanii
BKJIIOYEHHSIM MENATOHIHY (B f03i 3 Mr/no0y) y XBopux
Ha OA 3 aGepaHTHUMMK pPiBHAMU ekckpeLiji 6-SMT 3a-
Oe3neuyBana NOKpPaLLEHHS1 IKOCTi CHY, 3MEHLLEHHS!
aenpecuBHUX poanaais, NPUCKopoBana NO3UTUBHY
AWHAMIKY KniHiYHuX iHaekciB JlekeHa, HAQ, WOMAC
Ta KOOS i cyTTEBO NigBULLYBana LIAHCU JOCSATHEHHS
KNiHIYHOI BiANOBIAi Ha NikyBaHHA Ha piBHi WOMAC20
(BLU 3,29; 95% Ll 1,10-9,80).
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SPPEKTUBHOCTD
DAPMAKOTEPANMWK Y BONBHBLIX
OCTEOAPTPO30OM KOJIEHHbBIX
CYCTABOB C ABGEPPAHTHBRIMW
YPOBHAMM SKCKPELIMM
6-CYJIb®@ATOKCUMEJIATOHUHA

O.B. l'ymeHiok, H.A. CtaHucnaB4yx

Pe3siome. UccnenoBaHa agpgpekTuBHOCTL hap-
Mmakotepanuun y 60bHbIx ocTeoapTpo3oM (OA)
KOJIeHHbIX CYCTaBOB ¢ abeppaHTHOMA nNpoayKumn-
e’ MenaroHuHa. Y 6onbHbix OA ¢ HOPMA/IbHLIM
YPOBHEM 3KCKpeLun 6-CynbphaTtokcumMeatoHuHa
(6-SMT) nop BosnenicTBueM craHaapTHou ¢ap-
Makorepanu (AnknopeHak HaTpusi, rNioKo3amMm-
Ha ruapoxyiopua, XOHAPOUTNHCYALDAT) AnHaAMMN-
Ka KImMHn4YecKkux rnokasarenei (uHaekcoi JlekeHa,
HAQ, WOMAC, KOOS) 6bina 6onee BbipaxeHa,
yeM y 60sbHbIx OA ¢ abeppaHTHLIMU YPOBHSIMU
akckpeunn 6-SMT. Yepes 12 Hea nevyeHus cpean
60bHbIX OA CO CHUXEHHOU aKcKkpeune 6-SMT
vyacTb HepecrioHaepos WOMAC20 6binaB 1,7 pasa
BbILLIe, YeM cpean 60/IbHbIX C HOPMAaJIbHbIM YPOB-
HeM akckpeunn 6-SMT. Bxio4eHne MenaTtoHu-
Ha (3 mr/cyt) B cxemy nevyenunsi y imi ¢ OA ¢ abep-
PaHTHbIMY YPOBHSIMK 9KckpeLunn 6-SMT obecne-
YNBAJIO YIYYLLIEHNE Ka4eCcTBa CHa, YMEHbLUEHNEe
BbIPAXEHHOCTY AENpPeCCHUBHbIX PACCTPOUCTB, Mo-
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BbILLIANIO ANHAMUKY KInHn4decknx nHaekcos (Jle-
keHa, HAQ, WOMAC, KOOS) un BTpoe noBbiLLano
waHek! gqoctuxeHnss WOMAC20.

KnmioueBbie cnoBa: 0CTe0apTpO3, MENaTOHUH,
6-cynbdaTokcuMenaToHUH, papmMakoTepanus.

THE EFFICACY OF PHARMACOTHERAPY
IN PATIENTS WITH OSTEQOARTHROSIS
OF THE KNEE JOINTS WITH ABERRANT
6-SULFATEXYMELATONIN EXCRETION
PROFILE

0.V. Humeniuk, M.A. Stanislavchuk

Summary. We studied the efficacy of pharmaco-
therapy in patients with osteoarthrosis (OA) of knee
Jjoints with aberrant production of melatonin. The OA
patients with normal excretion of 6-sulfatexyme-
latonin (6-SMT) treated with a standard pharma-
cotherapy (diclofenac sodium, glucosamine hy-
drochloride, chondroitin sulfate) presented with
a better pattern of clinical parameters (Lequesne,
HAQ, WOMAC, KOOS indices) than did OA sub-

KNIHIYHI AOCNIAXEHHA

Jjects with aberrant 6-SMT excretion profile. At Week

12 of treatment, the OA patients with low-excre-
tion of 6-SMT had a proportion of WOMACZ20 non-
responders 1.7 times higher than those among sub-
jects with normal 6-SMT excretion. The inclusion
of melatonin (3 mg/day) in the treatment regimen
of OA patients with aberrant 6-SMT excretion pro-
file improved the sleep quality, reduced depression,
increased the course of clinical indices (Lequesne,
HAQ, WOMAC, KOOS) and tripled the chances
of gaining WOMACZ20.

Key words: osteoarthrosis, melatonin,
6-sulfatexymelatonin, pharmacotherapy.
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PEGEPATUBHA IHOOPMALISA

PeBmaTouaHblit apTput (PA):
He npeHebperaiiTe aueToiA!

TMogrorosun A. y3uii

PA pasBuBaeTcs kak cneacrtBue CUCTEMHO-
ro UMMYHOBOCMNANUTENLHOIrO OTBETA Y FrEHETUYEC-
KW NpeapacnofiOXeHHbIX 1L, nog BO3AENCTBU-
€M BHELLUHUX U BHYTPEHHUX TPUITEPOB, BKJIOYasa
KOMMOHEHTHbI NUWwKN. OCHOBHbLIE NATOJIOrN4YECKne
npouecckl npu PA BKIIOYAOT MHTEHCUBHYIO BOCHaNn-
TENbHYI0 peakuMio ¢ HapyLleHWEM MEXaHW3MOB pe-
rynsiLmMmM UMMYHHbIX NPOLECCOB U NPOAYLIMPOBaHUEM
pPasnuyHbIX NPOBOCNANUTENbHBIX MeguaTopoB. Uc-
cnepoBaHMs BO3MOXHbIX $HakTopOB pucka pasBuTus
PA TpaguumMoHHO pOKYCUPOBaNKN Ha TakUX TpUrrepax,
Kak MUKpOOHbIE U BUDYCHBIE areHTbl, KypeHue, nioxas
3KONOrus, rOPMOHaNbHBbIM ANCGANAHC U XPOHUYECKUIA
CTpecc, yaenss ropasfno MeHblle BHUMaHuA $akTo-
pam NMTaHus, KOTOPbIE ABASIOTCA NOTEHUMaNbHBIMU
MHUUMaTopamu 3aboneBaHus B CUy aKTUBaLUU
3NUreHeTM4ecKMx MexaHnamoB. OgHaKko pesynbTartbl
HeOABHMX UCCNEA0BaHWNI CBMAETENLCTBYIOT O TOM, 4TO
MHOIrMe NpuBbIYHbIE KOMNOHEHTbI AMETHI (Takme Kak
NoBapeHHas CoMb) aKTUBUPYIOT Pa3NIUYHbIE KIIOYEBLIE
MexaHn3Mbl B naTtoreHese PA.

0630p onybnukoBaH B ¢eBpane 2018 r. B Xyp-
Hane «\RMD Open» o ponu nutaHus B acnekte PA.
PaboTa BeinoONHEHa Npu nogaepxke EBponenckoi
aHTupeBMaTudeckoi nurn (The European League
Against Rheumatism). lMoHATHE «npoBOCNANUTENbHbIE
NPOAYKTbI» BCE yalie OTMeYaeTcs B AueTndec-
KNX peKOMeHaauMsax, HanpaBneHHbIX HA CHUXe-
HUe noTpebneHUa AJMHHOLENOYEeYHbIX oMera-3-
XUPHbIX KUCAIOT U BKJIIOYEHUE B PALMOH GONblLEro
obbema oMera-6-nosIMHEHACHILLEHHBIX XXUPHbIX KUC-
N0T. B akcnepyMMeHTax Ha XUBOTHbIX A0Ka3aHO, YTO
BbICOKOE NOTPebNIEHNE XUBOTHDBIX XXUPOB HE TOJIbKO
COMPSDKEHO C PUCKOM pa3euTus PA, HO 1 NOBbILLAET

PE3UCTEHTHOCTDb K pasfiyHbIM hpapMaKoIorm4eckum
areHTam.

Cama no cebe papmakoTepanus npu PA (npuMe-
HEHWe MeToTpeKcaTa) ABngeTcs GakToOpoM, yxyaLuao-
MM NMUTaHWe NauueHToB U3-3a NoBoYHbIX 3 PeKToB
(TOWHOTLI, CTOMaTMUTa, AMCNENCHUN, Anapen n ap.).
ATporeHHoe HepoepaHue, OTMEYaemMoe Npu aTOM,
nopoXaaeT MOPOUHLIA Kpyr B pa3sutum PA. Kpome
TOro, HEONTMMU3MPOBAHHOE NPUMEHEHUE [NIOKO-
KOPTUKOCTEPOMAOB (NpeBbilleHne A03bl, yBenMye-
HWe NPOAOIXUTENIBHOCTU NMPUMEHEHUS U BIOOP Bpe-
MeHU NeYeHns) MOXET NPUBECTU K U3ObITOYHOM Mac-
ce Tena un o6ycnoB1Tb pa3BUTHE caxapHoro auabeTa.
MoaToMy peBMaTOI0rM A01XKHbI MOOLWPATL COKpaLLe-
HWe NoTpebnsaeMbix NauueHTaMmm yrneBoaoB B Nepu-
0, le4eHUs1 KOPTUKOCTEPONAAMMU.

B nepuon 6epeMeHHOCTU, KOrga ropMoHanbHble
M3MEHEeHUs HeU36exXHbl, Y NaLUEHTOK C ABHbIMU
AMNUreHeTMYeCKUMK NpusHakamm PA npnBepXeHHOCTb
K CpeaM3eMHOMOPCKON aneTte no3BOSAET CHU3UTb
pUCK pas3BMTUSA MeTabonnMyecKoro CUHAPOMa.

MpuMeHeHne MHrM6UTOPOB hakTopa HEKPO3a Ony-
XONM B Ka4ecTBe Tepanuu npw PA nocTeneHHo cTaHo-
BUTCS CTaHOAPTHOW METOAMKOW JIe4EeHUS Mpu 3TOM
3aboneBaHun. OgHaKo, HECMOTPS Ha BNEeYaTAAIOWMIA
noTeHumMan JaHHoi Tepanuun, ee NocneacTBUAMM MO-
ryT cTaTb M30bLITOYHAA Macchl Tena U metabonunyec-
ke HapyweHms. O4HUM U3 BaXHbIX aCNeKToB nuTa-
HUA Npu PA, 6a3npylolummMcsa Ha NpMHUMNax Aokasa-
TEeNbHOW MeanuuHbl, sBnseTcs 6anaHc ButammHa D
M OMera-3->XKUPHbIX KUCIOT.

MockonbKy HEMHOrMe nauueHTbl obpallalTcs
3a crneunannm3npoBaHHOM KOHCYNbTaUuMOHHOMK NOMO-
WbO K ANETONOrY, KOHTPOb COCTOSAHUA CKENETHO-
MbILLIEYHOM cncTeMbl Npu PA 0OBONBHO 4acTO CTaHO-
BUTCS1 00651I3aHHOCTbBIO pEBMATOoNOra.
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