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Lenb: oueHka achpekTUBHOCTN 1 6€30MacHOCTY rMaponmM3aTa nnaueHTbl Yenoseka (IMY) JlaeHHeK® npu neveHn HeankoronbHOI XMPOBOA
6oneaHu neyeHn (HAXKBIT) B pamkax KIMHUYECKOro UCCNef0BaHNs.

Marepnan n merogel. B nccnefoBaHum NpuHAN y4actTne roCRNTannu3npoBaHHble naumeHTbl ¢ HAXKBI (HeankorosbHblil cTeatorenarur,
unppo3) (n=34, cpefHuii Boapact 53+14 net). B rpynne Tepanumn.(n=17) 6onbHble nonyy4anu MY JlaeHHek® (4 M BHYTpMBEHHAS KaneNbHas
NHMDY3NA B pacTBope 5% rN0KO3bl 5 pa3 B HeAesto B.TedeHne 2 Hef). B KOHTpoNbHOI rpynne (n=17) naumeHTbl, FOCNUTANN3MPOBAHHbIE
B APYrue OTAENEHNS KIUHUKK, He Nonyyany Hukakom Tepanum B cea3n ¢ HAXKBI. 3 ekTBHOCTb NeveHns oLeHUBanu Yepes 2 1 3 Hef no
Cy6bekTMBHbIM cumnTomam HAXKBI (yTomnsiemocTb, aHOpekcus, B34yTue XXMBOTA, 3anop, TOLIHOTA U 60/1b B nofpe6epbe) 1 GUoxumuye-
CKUM MmoKasatensiM yHKLMM NeYeHn: ypoBHAM acnaptatamuHoTpancdepassl (ACT), anaHuHamnHoTpancdepassl (AJ1T), ramma-rnyTamis-
TpaHcgepasbl (MMT) B CbIBOPOTKE KPOBY.

Pesynpratbl. Ha MOMEHT Hayana WCCNEe0oBaHUs MeXAy rpynnamu He Oblfio JOCTOBEPHbIX Pas3nnyuil B 3HAY4EHUAX UCCef0BaHHbIX
nokasarenein pyHkumm nevenun: yposHu ACT, ANT, ITT n ap. K koHuy 1-it Hefenm B rpynne nony4aBlumx J1aeHHeK® 3apermcTprupoBaHo
JocToBepHoe CHuxeHne yposHen ACT (=35 Ea/n; koHTpons: -8 En/n; p<0,001), ANT (-45 Epn/n; koutpons: 10 En/n; p<0,001) v ITT
(=23 En/n; koHTponb: -8 Ea/n; p=0,084; TpeHa). Ha MOMEHT OKOH4aHMs uccnefoBaHus (3-9 Hepens) cHkenue yposHeid ACT, AT n ITT
B CTOPOHY UHTEPBANa HOPMbI.6bINO eLLe 60nee BbIpaXXeHHO Ans Beex Tpex 6uomapkepos: ACT (-62 En/n; koHTponb: =23 Eg/n; p<0,001), AT
(-78 En/n; kouTponb: =20 Ex/n; p<0,001), ITT (40 Ea/n; konTponsb: 15 En/n; p=0,005). Cy6bektusHas cumntomatika HAXKBI goctoBepHo
ynyywmnacs 4epes.3 Hef. He 6bI10 YCTAHOBNEHO KaKUX-NM60 HexenatenbHbIX 3 (eKToB npu npumeHenuu MY.

3akntoqenne. NagHHek® — achchekTMBHOE 11 6e30macHoe cpeacTo neveHns HAXKBIT.

KNHOYEBBIE,CNNOBA

JKupoBas gucTpodus neveHn, HearnkoronbHas xuposasn 6one3Hs nedequ, HAXKBI, nonunentugHas tepanus, J1aeHHeK, 6UOMHOPMATIKA,
aHANU3 aHHbIX.
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KoHdhnukT untepecos
ABTOpbI 329BNAIOT 06 OTCYTCTBUM HEO6XOLMMOCTYU PACKPbITUS KOHAIIMKTA UHTEPECOB B OTHOLLEHWUI JAHHOM ny6nukauuu.

Bknap asTopoB
Bce aBTOpbI cAenanu 3KBUBaNeHTHbIN BKNaA B NOATOTOBKY Ny6nuKauui.
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SUMMARY

Objective: to evaluate the efficacy and safety of human placenta hydrolysate (HPH) Laennec® in the treatment of nonalcoholic-fatty liver
disease (NAFLD) in a clinical trial.

Material and methods. The study involved hospitalized NAFLD patients (with non-alcoholic steatohepatitis, cirrhosis) (n=34, mean age
53+14 years). In the therapy group (n=17), patients received Laennec® HPH (4 ml intravenous drip infusion in a solution of 5% glucose
5 times a week for 2 weeks). In the control group (n=17), patients hospitalized in other departments of the clinic did not receive any therapy
for NAFLD. The effectiveness of therapy was assessed after 2 and 3 weeks by subjective NAFLD symptoms (fatigue, anorexia, bloating,
constipation, nausea, and pain in hypochondrium) and biochemical indicators of liver function: levels of blood serum aspartate aminotrans-
ferase (AST), alanine notransferase (ALT), gamma-glutamyltransferase (GGT).

Results. At the start of the study, there were no significant differences between the groups in the values of the studied indicators of liver
function: blood levels of AST, ALT, GGT, etc. By the end of Week 1, a significant decrease in AST levels'was registered in the group receiving
Laennec® (-35 U/I; control: -8 U/I; p<0.001), ALT (=45 U/I; control: =10 U/I; p<0.001), and GGT (=23 U/I; control: -8 U/I; p=0.084; trend). At
the end of the study (Week 3), the decrease in AST, ALT and GGT levels towards the normal range was even more pronounced for all three
biomarkers: AST (62 U/I; control: =23 U/I; p<0.001), ALT (-78 U/I; control: —20 U/I; p<0.001), GGT (-40 U/I; control: =15 U/I; p=0.005).
Subjective NAFLD symptoms significantly improved after 3 weeks. No adverse effects were identified with the use of HPH.

Conclusion. Laennec® is an effective and safe treatment for NAFLD.

KEYWORDS
Fatty liver, nonalcoholic fatty liver disease, NAFLD, polypeptide therapy, Laennec, bioinformatics, data analysis.
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BBEJEHUE / INTRODUCTION

HeankoronbHas xuposas 60ne3Hb nevenn (HAXKBIT) asnsetcs
OCHOBHOU NPUYMHON LMPPO3a NEYeHN 1 renatoLesIoNapHoOin Kap-
unHomsl [1]. Metaananua 86 uccnefoBaHunii ¢ yqactuem 8 515 431
naunenta ¢ HAXKBI n3 22 ctpad nogreepaun, 4to puck HAXKBIT yBe-
NNYNBAETCA C BO3PACTOM. B yacTHOCTM, BO3pacTHOM rpynne 70-79 net
COOTBETCTBYET CamMan BbICOKas pacnpoctpaHeHHocTb HAXKBI (34%)
M0 CPaBHEHWIO C APYrUMU BO3pacTHbIMU rpynnamu (60-69 net — 29%,
50-59 net — 27%, 40-49 net - 26,5%, 30-39 net — 22%). Hanbons-
Lwas pacnpoctpaHeHHocTs HAXKBI oTmedaetcs Ha bnxHem Boctoke
1 B KOXXHOI AMepuKe, a HanmeHbLas — B cTpaHax Adpukiu [2].

9nNnaemMmMonormyeckne MCCnefoBaHus nNoKasann BbICOKYH 3abore-
BaemocTb HAXKBIT B 0TaenbHbIX pernoHax Poccumn. Hanpumep, npu
aHanmse 50 145 naunenToB fons 60nbHbIX HAXKBIT, nepBuyHO unu
MOBTOPHO 06paTUBLUNXCS B ambynaTOPHble J1e4e6HO-NPOUNIAKTH-

Yeckue yupexaeHus, coctasuna 37% no ctpade B Lesiom [3] n 57%
B HoBocu6bupcke (n=3220) [4].

B AnoHuu peskumn poct pacnpocTpaHeHHocTn HAXKBII
(B 2-2,4 pa3a) oTMe4eH B NOCMeAHI00 ekady XX Beka: B Hayane
1990-x rr. 3a60neBaeMocTb cocTasnsna Bcero 12,6-12,9%, a K Havany
2000-x rr. HAXXBI1 3atpoHyna yxe 24,6% HaceneHus. OCHOBHbIMU
NPUYNHAMM CTOMb 3HAYMTENbHOTO MOBLILIEHWS NOKa3aTeneil cTa-
N pacnpocTpaHeHne Tak Ha3biBAEMOro 3anafHoro Tuna nNuTaHus,
He CBOIICTBEHHOr0 ANOHCKUM TPAAMLMAM (paclunpeHune ceTeid Tuna
«(hactyn»), yBennmyeHne notTpebieHNs BbICOKOKANOpPUIAHbIX UCKYC-
CTBEHHbIX HAMUTKOB, aJIKOTO/IbHbIX HAMNTKOB W YCUIEHNE BO3LENCTBUS
Apyrux hakTopoB «3anafHoro BAMSHUA>» (rMnognHamus u 1.4.). He-
CMOTPS HA OTHOCUTENTbHYIO CTABUNM3ALMIO CUTYaLMUI K HACTOSALLEMY
BpemeHu (He 6onee 35% HaceneHus B 2019 r.), B ANOHMM NO-NpexHe-
My aKTyasibHa pa3paboTka apeKTUBHbIX CTpATernit NpodnNakTuKn
1 nevyeHus AaHHOro 3abonesaHns. Hanbonee BaxHOIA cTpaTeruei
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OckoBHse MOMEHTS! Wghights ____________________________

Y10 yXe u3BecTHO 06 3ToN Teme?

> HeankoronbHas xwupoBas 6onesHb neveqn (HAXKBI) cooTBeTCTBYET NO-
BPEXAEHUAM NeYeHu B pesynbTate BOCnaneHus n oruoposa (Heankoronb-
HbIV CTEaTorenaruT, LMppo3)

» [pu HAXBI KoHueHTpauun acnapratamuHoTpancdepasbl (ACT), ana-
HUHaMWUHOTpaHcdepasbl (AJTT) u ramma-rnytamuntpaHcdepassl (M)
B M1a3Me KpOBU BO3PaCTatoT B 2—7 pas

» Tnaponusatbl nnaweHTbl Yenoseka (MM4) 0TAMYalTCs BbIPXKEHHbIM rena-
TONPOTEKTOPHbIM AeACTBUEM

Y10 HOBOrO faeT cTaTba?

» [lokasaHo, 4to npumeHeHue MY JlagHHek® yxe K KOHLy 1-i Heienn npuBo-
InT K HopManu3aauuu yposHei AGT, AT, TTT

» Cy6bekTuBHas cumntomatnka HAXKBIT mOCTOBEPHO ynyyiimMnach 4epes
3 Hen npumeHeHns MY JlaeHHek®. HexxkenatenbHbIX SBMEHUNA, CBA3AHHbIX
C 1CMONIb30BaHNEM npenapara, He 0TMeYeHOo

Kak 3T0 MOXET NOBNUATbL Ha KNMHUYECKYIO NPAKTUKY B 0603pumom byaywiem?

» ddhchekTnBHOCTb M BesonacHocTb Tepanun HAXKBI mocpegcteom MY
J1aeHHek® No3BONISET UCMOMb30BATh AaHHbIV Npenapar B Ka4ecTBe MOHO-
Tepanun

npodunaktnkn nporpeccupoBanns HAXKBI go qpubpoTtnyeckon cra-
ONN ABNAETCS, KOHEYHO XXe, N3MeHeHne 06pasa XU3HWU 1 BO3BpaT
K TPaANLNOHHBIM LEHHOCTAM B NUTaHUK [5].

Ha JaHHbIi MOMEHT B SINOHUM HET NOBCEMECTHO 0406PEHHON Te-
panuu HAXKBT1. B OKIMHUYECKUX UCTIBITAHNAX (DapMAKONOrN4eCcKnx
KaHanaaToB 0c060e BHUMaHKe yaenstoT covetanunto HAXKBI ¢ auabe-
TOM, HapyLLeHUsaM MeTabonn3Ma unuaoBs 1 BocnaneHuo. Hanpumvep,
MEXaHU3M [eNCTBUS 3KCEHATUAA B CMATYEHNUN KNMHNYECKOTO Te4eHNS
HAXBI o6bscHaeTca noAasneHnem nupontosa [6]. Heckonbko npe-
napatos Haxofatcs Ha lll-IV ctagusax paspaboTku (Hanpumep, IV dasy
NCCNeL0BaHNA NPOXOAAT OPANCTaT, YPCOAE30KCMX0NeBas KUCNoTa,
nnparnyTua, NMOrNUTUTasoH) [7].

HAXBI cBszaHa ¢ gucnunugemMuei, UHCYIMHOPE3NCTEHTHOCTLIO
1 0XXNPEHUEM, BbI3bIBAIOLLIMM XXUPOBYD ANCTPOCIMIO NedeHn. «CTep-
Tas» KnuHn4eckas manudectauns HAXKEI, 0c06eHHO Ha Ha4anbHbIX
CTafuAX, 4acTo NPUBOAUT K ANArHOCTUKE 3a60NeBaHNA HA NO3LHUX
cTagmax (ubpos, uuppos neveHn). CnoxHas natodpuanonorms
11 CYLLECTBEHHAsA reTeporeHHOCTb heHoTMNoB naumeHTos ¢ HAXKBI
06yCNoBNNBAKT HEOOXOLMMOCTb KOMMIIEKCHOrO NEYeHUst U UCMOJb-
30BaHNA KOMOUHUPOBAHHbIX MOAXOL0B K Tepanuu.

Mpenapat JlaeHHek® (Japan Bioproducts, AnoHus), n3rotoBnsembiit
Ha OCHOBE rMaponn3ata nnaueHTbl Yenoseka (IMY) n cogepxatyni
ThICAYN B6MONOrMYECKN aKTUBHBIX ONIMFONENTULOB, ABMSETCSA BECbMA
nepcnekTUBHbIM cpeacTeom Ansg Tepanun HAXKBI n 3a6onesanuii
APYrnx BHYTPEHHWUX OPraHoB, BUPYCHbIX U 6aKTepuanbHbIX MHAEKLNi
[8]. MenTugpl B coctase MY JlagHHek®:

— NOAAEPXMBAIOT MHO3NUTON(OCDAT-3aBUCUMbIE CUTHATBHBIE NYTH
pereHepaunn renaToLmuToB;

— aKTuBMpYOT TapreTHble 6enikn RARA, AMPK;

— MHrnbunpytot TapreTtHole 6enku Notch1, GSK-3, PAK1 n TLR4.

Bce 310 cnoco6CTBYET NPOABNEHNIO KOMMEKCHOr0 hapmMakosnoru-
4ecKoro AemcTens (MpOTUBOBOCMANUTENbHbIE, aHTU(MOPOTNYECKME,
Ba30JWNATaTOPHblE, aHTUATEPOCKNEPOTUYECKNE U AHTUANAGETUYECKIE
ahexTbl), BakHoro ans tepanun HAXKBI [9]. MoaTomy akTyanbHbIM
ABNAETCA TECTUPOBAHME rnnoTesbl 06 ahdeKTUBHOCTK Npenapara
NaenHek® y naunentos ¢ HAXKBI.

Lenp - ougHka achekTuBHOCTM 1 GeaonacHocTi MY JlaeHHek®
npu neyveHnun HAXKBI B pamkax KIIMHUYECKOro UCCefoBaHNs.

What is already known about the subject?
» Nonalcoholic fatty liver disease (NAFLD) corresponds to liver damage due
to inflammation and fibrosis (nonalcoholic steatohepatitis, cirrhosis)

» In NAFLD, the blood serum concentrations of aspartate aminotransferase
(AST), alanine aminotransferase (ALT) and gamma-glutamyltransferase
(GGT) increase by 2—7 times

» Human placenta hydrolysates (HPH) have a pronounced hepatoprotective
effect

What are the new findings?

» It was shown that the use of Laennec® by the end of the first week led to
normalization of AST, ALT, GGT levels

» Subjective symptoms of NAFLD significantly improved"after 3 weeks of
using Laennec® HPH. There were no recorded adverse events associated
with the use of the drug

How might it impact the clinical practice in the foreseeable future?

> The efficacy and safety of therapy for NAFLD with Laennec® HPH allows to
use this drug as monotherapy

MATEPWANI UMETO/1bl / MATERIAL AND METHODS

MauuenTsbl ¢ anarHozom HAXKBI (n=34), rocnutann3mpoBaHHble
Ha MeAUUMHCKUA (hakynbTeT yHuBepcuteta Cesa Il n B 60nbHMLY
Koxcen (r. Areo, npedpektypa CaitTama, AnoHNs), 6bIaM BKNHOYEHbI
B MpeaBapuTesibHoe HabnoaeHne 663 M3MEHEHNA Ha3Ha4eHWi npena-
paToB, KOTOPbIE MCMOMbL30BANNCHL paHee. CpeHMin BO3PACT NALNEHTOB
cocTasun 5314 ner.

Kputepuu Bkntouenus u ucknroyenus / Inclusion and exclusion
criteria

Vcnonb3oBanu crefytoLine KpUTepun BKITHOYEHNS:

— BO3PACT HA MOMEHT perucTpauum B uccneposanni 18 net unm
cTapLue;

— AMArHo3 HeankoronbHoro creatorenatuta (HACI) v umpposa ne-
YEeHU COrMacHo KIMHUYECKMM pekomeHgaumam [3, 10, 11];

— cTabuibHble NoKasaTenim PyHKLUMOHANIbHbIX TECTOB MEYeHU Ha
YPOBHM acnapTtatamuHoTpaHcdepasbl (ACT), anaHMHaMUHOTPaHC-
(hepasbl (AJ1T), ramma-rnytamuntpascdepasbl (ITT) B CbIBOPOTKE
KPOBW (T.6. 3Ha4eHMs, NONYYEHHbIE B JeHb NOCTYNNIEHUS U Ha 2-1 [ieHb
npe6bIBaHNA B rOCNMTANE, HAXOLUNMChL B Npejenax owubku Metoaa
n3mepeHnit — meHee 10%).

Kputepun ncknoYveHns:

— BUPYCHbIA renatuT unu Apyrue UHAQEKLnn, renatoLenniionspHas
KapunHOMa, MeTabofIMyecKme HapyLieHns, Tsxenas AMcqyHKLMs
noYeK, TAXKeNoe pecnupaTtopHoe 3a6oneBaHune, 3a6051eBaHns cepaey-
HO-COCYAMCTOI CUCTEMBI;

— NpuemM NauMeHToM CTepoMAoB, UMMYHOLENPECCaHTOB, NMPOTUBO-
BUPYCHbIX NPenapaTos;

— NIeKapCTBEHHAR anneprus, B T.4. HA U3y4aeMblii npenapar unu Ha
N06ON IKCNepUMEeHTaNbHbIA 6€NKOBbIA Npenapar XWBOTHOTO NPo-
NCXOXAEHUS.

Ipynnbi nauuentos / Patient groups

MaumeHTbl 6bITN pa3feneHbl HA ABe rpynnbl (FPynMbl Tepanuu
11 KOHTPONSA), B KOXAYH0 M3 KOTOPbIX BOWSIO N0 17 yenosek ¢ HAXKBIM —
12 ¢ HACT n 5 ¢ unppo3om neyeHun. B rpynne Tepanum 60MbHbIE NO-
nyyanu JlaeHHek® B TeqeHue 2 Hep. MaumneHTbl KOHTPOSTbHOW Fpynmbl,
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MOCTYNWBLUNE B TOCMUTASIb B KAPANONOrMYECKOE UM MyNbMOHONOrM!-
4eckoe OTZeNeHne Ana 06CNea0BaHNs N0 NOBOAY APYTUX XPOHUYECKMX
HeNHMDEKLIMOHHbIX 3a60/18BaHNIA, He nosy4any J1aeHHek®.

Cnocob npumenenus npenapara / Method of drug application

B nccnenoBaHnn npumeHsncs ctanaapTHblid kKype MY JagHHeK®,
pekoMeHyeMblil npon3soautenem (scero 20 amnyn, T.e. 40 M1 Ha
Kypc). MaunenTs! rpynmnbl Tepanum eXeHeBHo (5 pas B Heflento) B Te-
YeHue 2 Hef nonyyanu uHdysnio npenaparta JlaeHHek®: aBe amnynbl
(4 mn) npenapata cmewnBanuch ¢ 500 mn 5% pactBopa rnKo3bl,
BeCb 06bEM pacTBopa BBOAWIICA NMYTEM BHYTPUBEHHOW KanenbHO
NHGY3NIM Yepe3 NOKTEBYH BeHY B TeveHue 1,5-2 4. 3aTem 60MbHbIE
Habnaanuch B TedeHue ewle 1 Hep.

Coop 1 aHanu3 pauubix / Data collection and analysis

B Te4eHue Bcero nepmofa uccnefoBanus (3 Hefl) B KOHLE Kaxaon
HeJenun NPoBOAMACH OCMOTP M ONPOC NAaLWEHTOB BPa4yOM Ans ycTa-
HOBJIEHNS CYOBLEKTUBHBIX U 06bEKTUBHBIX CUMMNTOMOB 3a60J1€BaHUS,
cobupanuch 06pasLbl KPOBK 1 NPOBOLUINCL BUOXUMUYECKIE aHANU-
3bl, BK/MK0YasA PYHKLMOHAMbHbIE TECTbI NEYEHU.

Ha kaxgon Hefiene n3mepsnnucb 9 6MOXUMUYECKUX NoKasaTesnei:
YPOBHY B CbiBOPOTKe KpoBu AGT (Ea/n), ANT (Eg/n), ITT (Ea/n), we-
noyHon thocgarassl (O, En/n), obuiero 6unupybuHa (mr/an), anb-
6ymuHa (r/an, %), obuero 6enka (r/an), 06Liero xonectepuHa (Mr/an).

Takxe udy4anucb no6o4HbIe peakuynu Ha Tepanuto. 06Lee co-
CTOSIHME NaLMeHTa ONpeaenanoch Bpayom nocpeacTBOM BCECTOPOH-
HEel OLEHKM YNy4LeHUs Kak nokasarenei 6MoXMMmMYecKnx TecToB
OYHKUMN NeYeHn, Tak N CyObEKTUBHbIX/06bEKTUBHbIX CUMNTOMOB.
CTeneHb yny4LeHns PYHKUNAA NeYeHN 1 CyObeKTUBHbIX/00bEKTUBHBIX
CUMNTOMOB OLIEHMBANACh N0 5-6anyibHON WKane AN1g Kaxaoro ucnbl-
TYeMOro nyTeM cpaBHeHUs 6aNibHbIX OLEHOK COCTOSIHMS 60/IbHOrO 40
11 MOCNe NeveHns. B COOTBETCTBIMM C N3MEHEHUsIMI 6annoB NaLMEHTOB
pasfensanu Ha naTb rpynn:

— 3HAYNTENbHOE yny4lleHne (NOBbILIEHNE OLEHKI 60Siee YemM Ha
2 6anna);

— ynyyLeHune (NoBbILWeHNe OLEHKM Ha 2 6anna);

— HebONbLLOE YNyYLleHne (NOBbILLIEHNE OLeHKN Ha 1-6ann);

— 6e3 n3meHeHuin (nsmeHesue 0 6annos);

— YXyALLleHune (CHKeHne oLeHKn Ha 1 6ann n 6onee).

Cratuctuyeckui aHanus / Statistical)analysis

Cratuctnyeckas 06paboTka AaHHbIX BKNKOYana pacyeTbl CpeaHUX
3HAYEHWI1 U CTAHAAPTHbIX OTKIOHEHUIA UCCNE0BaHHbIX NapaMeTpoB
COCTOSIHMSA NauneHTOB. CTaTUCTUYECKYH0 3HAYNMOCTb PasNinynii B 3Ha-
YEHNAX NoKa3aTesell B AMHAMUKE NIEYEHNS U MeXAY rpynnami oue-
HWBaNM NOCPEACTBOM NapHoro t-Tecta, Tecta ®uwepa u Tecta Bun-
KOKCOHA. PaccyuTbiBany 3Ha4eHns oTHoweHus wakcos (OL) n 95%

[0BepuTenbHOro nHtepsana (AW). Pasnuyug cqutann ctatucTuyecku
JocToBepHbIMU npu p<0,05.

Jdruyeckue acnektbl / Ethical aspects

Knnuuyeckoe nccnefoBaHne npoBefeHO B COOTBETCTBMN C MO-
NOXeHNAMN XeNbCUHKCKON AeKnapauuu BcemupHon MeanumnHCKom
accoumauumn (dopranesa, bpasunus, 2013 r.), a Takxe ¢ npasunamm
1 3TUHECKUMM CTaHLapTamMmu MUHUCTEPCTBA 34PABO0OXPaHEHIUs AnoHNN.
Mpouenypbl 1 6UOXMMUYECKIE TECTbI, UCMONb30BAHHbIE B UCCNEAO-
BaHWW, HE OTNIMYaNUCh OT 06LenpUHATLIX. MauneHTbl ¢ LMarHo3om
HAXBIT, co0TBETCTBOBABLUME KPUTEPUAM BKITHOHEHNSA 11 NOXKENaBLLne
NPUHATb y4acTue B NCCNEA0BaHMM, 3an0fHNUAN (OpMY-06 uHdopmMu-
POBaHHOM COrnacuu.

PE3YIIbTATbI / RESULTS
OueHka 6e3onacHocTy / Safety assessment

Bo Bpems UCCNe0BaHNS HI Y OAHOIO MCMLITYEMOrO Tpynnbl Tepa-
MUK He BbINO 3aperncTPUPOBAHO HEXENATENbHbIX ABNEHWIA, BKIOYast
MoGOYHbIE PeakLui Ha NeKapCTBEHHbIE NPenapaTthbl, HA OAMH NaLUeHT
He NpekpaTun npuem npenapata J1aeHHeK® u He BbIObIN U3 UCCNEf0-
BaHUS.

buoxumuyeckue nokasartenu / Biochemical indicators

B rpynne nauyueHTos, nonyyasLunx uHdysun MY JlaeHHek®, yxe
nocsne 1-i Hefenu Tepanui CyLLECTBEHHO YNyHLWANNCh 3Ha4YeHNns 3 U3
9 6uoxummuyeckux nokasarenein coctosHus: ACT, AJTT u ITT. Mpw
9TOM [JOCTOBEPHOE YyyLleHne Habnt0aanoch U B ANHAMIKE NeveHns
(Tabn. 1-3), 1 Npu cpaBHEHUM C KOHTpONeM (pue. 1).

Ha 3-ii Hepgene ypoBHu LLID npoaeMOHCTPMPOBAnu YMePEHHY0
TeHAeHumo K yny4wenuto (0,05<p<0,10). I3BecTHO, YTO NOBbILLEHNE
KOHUeHTpauumn LL|® accounmpoBaHo ¢ NopaXKeHWeM neveHun u xen-
4eBbIBOAALLNX MyTeil, B T.4. BCNEACTBNE XXEJTYHOKAMEHHOI 60S1e3HN,
LMppO3a NeYeHn 1 renatMToB pasnnyHoro reHesa. [103Tomy CHKeHNe
LD y naumeHtoB ¢ HAXKBIT cOOTBETCTBYET YNy4LLEHU0 OYHKLNK
neveHu.

Takue napameTpbl, Kak ypoBHM 06LLEro 6unupybuHa, anbbymuHa,
06LLero xonecTepuHa, o6Lero 6enka, COOTHOLIEHNE CbIBOPOTOYHBIX
6€JIKOB 1 aKTUBHOCTb XOJIMH3CTEPA3bl, HAXOAWNCH B Npefenax Hop-
Mbl B TE4E€HWE BCEro nepuofa uccnesoBaHus (puc. 2).

Mpu cpaBHEHUM JaHHBIX NO NAaLWUEHTaM, MPOXOAMBLLKMM KYpC Tepa-
nuu npenapatom J1aeHHeK®, ¢ JaHHbIMI TPYNMbl KOHTPONS HA MOMEHT
Ha4yana uccnefoBaHns He 06HapYXeHO JOCTOBEPHbIX PA3NNYNil B 3HA-
YeHusax nokasatenen qyHkumn nedeHmn (ACT, AJTT, TTT). YKe K KoHUy
1-i Hegenw B rpynne Tepanuy 3aperncTpupoBaHo AOCTOBEPHOE CHU-
xeHue yposHeit ACT (35 Ea/n; koHTpons: =8 Ea/n; p<0,001), ANT

Ta6nuua 1. 3Ha4eHns GMOXMMUYECKINX NOKa3aTeNeil B AHAMIUKe NeYeHUs NaLMeHTOB C HeankoronbHOM XUPOBOI 60/1e3HbI0 NEYeHN ¢ NOMOLLbIo npenapata JlaeHHek® (1-a Hegens

Habnaexus), Ea/n

Table 1. Values of biochemical indicators in the dynamics of treatment of patients with nonalcoholic fatty liver disease using Laennec® (Week 1), U/I

Mokasatens / Cpeanee sHavenme / Mean value t-3HaueHme / p-3Hayenme /
Indicator Mo / Before Mocne / After Pasnuua / Difference t-value p-value

ACT / AST 102,46 67,88 34,58 2,9796 0,01<p<0,05

ANT / ALT 130,23 84,82 45,41 2,7708 0,01<p<0,05

ITT/GGT 103,31 89.46 13,85 2,2627 0,01<p<0,05
Lo /ALP 4,25 4,01 0,24 1,4446 >0,10

TMpumeyanne. ACT — acnaptatammHoTpanHcghepasa,; AJT — anaHnHamuroTpaHcepepasa; [T — ramma-riyTamuntpancehepasa; L@ — wenoqHas ocgparasa.

Note. AST - aspartate aminotransferase; ALT — alanine aminotransferase; GGT — gamma-glutamyltransferase; ALP — alkaline phosphatase.
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Tabnuya 2. 3Ha4eHNs GMOXMMMYECKMX NOKa3aTeneil B AMHAMUKE NeYeHNs NaLLMEHTOB C HEANKOTONbHON XXMPOBOK 60NE3HbI0 MEYeHN ¢ NOMOLLbIO Npenapata JlaeHHek® (2-1 Hepiens

Habntogexus), Ea/n

Table 2. Values of biochemical indicators in the dynamics of treatment of patients with nonalcoholic fatty liver disease using Laennec® (Week 2), U/I

Mokasatens / Cpennee 3nadenne / Mean value t-3Havenme / p-3Havenme /
Indicator Mo / Before Mocne / After Pasnuua / Difference t-value p-value
ACT / AST 110,71 72,72 37,99 3,0880 <0,01
ANT / ALT 153,53 89,32 64,21 3,0145 <0,01
ITT/GGT 91,25 71,75 19,50 3,5391 <0,01
o/ ALP 3,88 3,69 0,19 1,1957 >0,10

Tpnmeyanne. ACT — acnaptatamuHoTpaHcepepasa, AJIT — anannHammHoTpaHcgepasa; [T — ravma-riyTamuntpanceepasa; LL® — wenoyHas gocgatasa.

Note. AST - aspartate aminotransferase; ALT — alanine aminotransferase;, GGT — gamma-glutamyltransferase; ALP — alkaline phosphatase.

Tabnuya 3. 3Ha4eHns 6MOXMMMYECKUX NOKa3aTeneil nocne ne4YeHns NaLMeHTOB C HeaNKOrofbHON XMPOBOK 60N1E3HbI0 NEYeHN C NOMOLLbIo npenapata JlaeHHek® (3-7 Hepens

HabnaeHms)
Table 3. Values of biochemical indicators after treatment of patients with nonalcoholic fatty liver disease using Laennec® (Week 3), U/I
Moka3arens / Cpepnee 3xavenue / Mean value t-3Havenne / p-3Hayenue /
Indicator [lo / Before Mocne / After Pasnuua / Difference t-value p-value
ACT, Eg/n // AST, U/l 102,67 41,17 61,50 3,2363 0,01<p<0,05
AT, Eg/n /1 ALT, U/I 143,17 52,00 91,17 3,0147 0,01<p<0,05
ITT, Ea/m // GGT, U/ 104,33 63,33 41,00 4,0837 <0,01
L®, Ea/n // ALP, U/I 4,62 4,10 0,52 2,4192 TpeHg
Bunupy6uH o6bLmn,
mr/an // Total 1,00 0,88 0,12 1,1508 >0,10
bilirubin, mg/dl

TMpumeyanne. ACT — acnaptatammHoTpancghepasa, AJTT — anaHnHammHoTpaHcebepasa; [T — ramma-rnyTamuntpancehepasa; L@ — wjenoqHas gocgharasa.

Note. AST - aspartate aminotransferase; ALT — alanine aminotransferase;, GGT — gamma-glutamylfransferase; ALP — alkaline phosphatase.
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PucyHoK 1. [InHaMuKa n3mMeHeH!s ypoBHeil 6MIOMapKepoB COCTOSHIAS MEYEHN B FpyMnne Ha KYpcoBOM NeyeHinn npenapaTom JlagHHek® B CpaBHEHIN C KOHTPOMEM:

a-—acnapratamuHoTpancdepasa (ACT); b — anaHnHamuHoTpaHcepasa (AJT); ¢ — ramma-rnytamuntpancdgepasa (IT)

Figure 1. Dynamics of changes in the levels of liver biomarkers in the group of Laennec® course treatment compared to the control:

a—aspartate aminotransferase (AST); b —alanine aminotransferase (ALT); ¢ — gamma-glutamyltransferase (GGT)
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PuCyHOK 2. [InHamuKa 3Ha4eHUin KOHLLEHTPaLMK Lweno4YHor docdarass (LLI®), o6Liero 6unupy6uHa, o6Liero 6eska n anb6ymnHa B KpoBYM Ha (DOHE NPUMEHEHUs npenapara

JlagHHek®

Figure 2. Dynamics of alkaline phosphatase (ALP), total bilirubin, total protein and albumin blood concentrations due to Laennec® administration

(45 Ep/n; koHTponib: =10 Eg/n; p<0,001) n ITT (-23 E/N; KOHTPONb:
-8 En/n; p=0,084; Tpenn) (cm. puc. 1).

Ha MOMEHT OKOHYaHWs uccnefoBaHna (3-1 Hefens) CHUXeHue
ypoBHeit AJTT, ACT u ITT B CTOPOHY MHTEpBana HOPMbI BbINO eLle
60siee BbIPOXEHHO Ans Bcex Tpex 6uomapkepos: ACT (62 En/m;
KoHTponb: —23 Eg/n; p<0,001), ANT (78 En/n; kKoHTponb: —20 Ep/n;
p<0,001) n ITT (-40 En/n; koutpons: —15 En/n; p=0,005) (cm. puc. 1)
Ha )OHe OTCYTCTBMSA CYLLECTBEHHON AUHAMUKK LpYrux 6Guoxumuye-
CKUX MoKasatenern (CM. puc. 2).

Cy6bekTuBHble/06beKTMBHbIE.CHMNTOMDI // Subjective/objective

symptoms

B rpynne npoxogusumx neveHne MY JNaeHHek® (n=17) yromnse-
MOCTb Habnganach y 7 nauneHToB, aHOPEKCUS 1 B3LYTHE XKNBOTA —
y 2, 3anop, TolHoTa u 605k B nogpe6epbe —y 1. Bce 971 cumnTombl
YMEHbLUNANCH 4Yepe3 2 Hef Tepanun (Taon. 4).

Hu'y 0IHOr0 13 4 60MbHbIX C renaTtoMeranueit nocne 2 Hef nevyeHns
MY JlaeHHeK® He 6GbINO 3aperucTpMpoBaHO [OCTOBEPHOIO YMEHb-
LLIEHNs pa3MepoB neveHun. Habnwaanoch ynyyiieHne y 2 nauneHToB

Tabnuua 4. Pe3ynbTathl Cy6beKTUBHbIX/06bEKTUBHbIX MCCNEJ0BaHUI NoCne 2-i Hefleny Tepanui npenapaTom JlaeHHek®

Table 4. Results of subjective/objective examinations after Week 2 of Laenne¢® therapy

Yucno nauyuentos, n / Number of patients, n
Cumntom / Symptom Vnyuwenue / Heﬁonbmoe/ be3 u3mexeHuit / YxyAwehue /
Improvement Sligylﬂ‘,ilu;::\lla:ment No changes Worsening
CybbekTUBHbIE CUMITOMbI / Subjective symptoms
YTomnsiemocTs / Fatigue 2 5 0 0
Anopekcus / Anorexia 0 2 0 0
BanyTue xusota / Abdominal bloating 1 1 0 0
3anop / Constipation 0 1 0 0
Towwota / Nausea 0 1 0 0
bonb B noape6epse / Pain in hypochondrium 0 1 0 0
06vexTnBHble HaboaeHns / Objective observation
lenatomeranus / Hepatomegaly 0 0 4 0
BonesHeHHoCTb neyvenu / Liver pain 0 2 1 0
XKentyxa / Jaundice 0 0 1 0
Acuwmr / Ascites 1 0 0 0
Otek / Edema 1 0 0 0
HapyweHue cosHaHus / Consciousness
impairment 0 ! 0 0

lMpumeyanne. [Tog «ynyqLIeHnem» oHUMAETCS MOBbILIEHNE OLEHKM HA 2 6ania n 60/1ee N0 5-6a//bHOM LKasne, «HeO0bLIOE YTYYLLIEHNE» — MOBbILIEHNE HA 1 6as, «YXyALIEHNE» —

CHUXEHNE oLeHKn Ha 1 6ann u 6onee.

Note. “Improvement” is defined as an increase by 2 or more points on a 5-point scale, “slight improvement” — an increase by 1 point, and “worsening” — a decrease by 1 point or more.
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¢ 60/183HEHHOCTbHIO NeYeHn 'y 1 60SIbHOMO C aCLMTOM, OTeKaMu W Ha-
pYLLIEHUEM CO3HaHMA. Y NOCNeHEro 0TMEYEHO 3aMeTHOE YMEHbLLEHe
acumTa, 1 COCTOSIHME YNYHLIMAOCh [0 TaKoro YPOBHS, YTO NauneHTy
60/iblle He TpeboBanoch NPUHUMaTL paHee NPUMEHABLUEECS MOYe-
FOHHOE CPefCTBO.

OueHka obuiero ynyywenus coctosuus / Assessment of overall
improvement

O6Lee yny4lleHne COCTOSHNA NALWEHTOB OLEHWBANOCh 6annamu
0T 1 40 5 Ha OCHOBAHUM U3MEHEHMI YPOBHE 6OMAPKEPOB PYHKLMIA
MEYEHUN U BbIPAXKEHHOCTN CYOLEKTUBHbLIX/06LEKTUBHBIX CUMMTOMOB.
PacnpefeneHne 60MibHbIX N0 KaTeropmsaM, COOTBETCTBYIOLLMM W3-
MEHEHUAM 3Ha4eHN 5-6anbHON OLEHKW, NpuUBeLeHO B Tabnuue 4.

Tonbko y 1 naunmeHTKn 55 net ¢ UMPPO30M NedeHn Habnwaa-
NOCb OTCYTCTBUE CHIDKEHUA KOHUeHTpauuii AGT n AJTT: nosbliweHne
YPOBHSA TpaHCaMuHa3 He yaanoch Npeojonetb Jaxe nocne npo-
LOMKEHMS NIeYeHIs, XOT CUMNTOMATHKA 1 CAMOYYBCTBUE BONTbHOI
YAYYLINANCS.

OTcyTcTBME U3MeHeHWit ypoBHei ACT n AJTT u/unn cumntomatu-
KIN OTMEYEHO B LieSIOM Y 4 60bHbIX. B pesynbrate pasHble CTENeHu
ynyywenus (+1, +2, +3 6anna) Habnoganuce y 13 nauneHToB B rpyn-
e nonyyaswmx UHQysum MY, Tak 410 3 PEKTUBHOCTL Tepannm
cocrasuna 76,4% B rpynne Tepanuu 1 Tonbko 12% (2 4enoseka)
B KOHTpone (OLL 24,4; 95% 1 3,8-155,5; p=0,000145).

Mpu ctpatudomkauyun no craguam HAXKBM (HACT / umppos neve-
HU) UK MO y4pexaeHnam (MeguUMHCKIUIA (hakynbTeT YHUBepCcuTeTa
Cesa Il / 6onbHMUa Koxceil) He 6bI10 0TMEYEHO CTAaTUCTUYECKM 3HA-
YUMBbIX PA3NUYUA B OTHOLIEHUU (DYHKLUMOHANbHbBIX TECTOB MEYeHN
UK CyObEKTUBHBIX/0ObEKTUBHBIX CUMMNTOMOB. 3TO CBUAETENLCTBYET
06 OTCYTCTBWUM PA3NNYNIA B KITMHUYECKMX 3dhdhekTax unn 6esonac-
HOCTM NPUMEHEHNA Npenapara B 3aBUCMMOCTU OT 3a60NeBaHNA NN
y4pexaeHus.

Takum 06pa3oM, eXeJHeBHbIE BHYTPUBEHHbIE KanenbHble NHDY3uK
M4 NaeHHek® (5 pa3 B HeJento B Te4YeHne 2 Hed) CNocoBCTBOBAM
6bICTPOMY YNYHLLEHNIO BUOXUMUYECKUX MAPKEPOB DYHKLIAN NeYeHu
1 cyobekTuHoM cumntomatukn HAXKBIT, B T.4. y BCEX MauueHTOB
C UMppOo30M neyveHu. He oTMedeHo kakux-nubo npobrnem ¢ 6esonac-
HOCTbI0, BK/K04as He6aronpusTHble N3MEHEHUS YPOBHEN Apyrux 61o-
XMMUYECKMX NOKa3aTenei n BO3HNKHOBEHNE NOGOYHbIX JIEKAPCTBEH-
HbIX peakuynii. Mokasatens 9¢heKTUBHOCTY B HALLEM UCCEA0BaHNY,
OCHOBAHHbII Ha 06LLeil OLEHKe COCTOSIHMA naLueHTa no 5-6annbHoi
LuKarne, coctasun 76,4%, npyu 3TOM CTAaTUCTUYECKM 3HAYUMOI pas-
HULbI B achhekTBHOCTI Mexay HACT v unppo3om neyeHun He 6bino.
LLIaHch! ynyyileHns COCTOSHUA NALNEHTOB B Pe3ynbTaTe NpUMeHeH!s
KYpCOBOro neveHns npenapatom JlaeHHek® Gbinu B 24 pasa Bbilue,
4eM LWAHCbl CMOHTaHHOM pemuccun HAXKBI B koHTpone (OLL 24,4;
95% [ 3,8-155,5).

OBCYXIEHWE / DISCUSSION

B-Ttepanun HAXKBI pekomeHzyeTcs NpUMEHEHUE YPCOLE30KCUX0-
nesoii kucnotol (YOXK), ButamuHa E, S-afieHo3MnMeToHnHa (ageme-
TnoHuHa) [12]. NMaumentam ¢ HAXKBIT n HapyLleHnsmn yrnesogHOro
06MeHa Ha3Ha4yaKT NpMeM aroHWCTOB PeLenTOPOB MHOKAroHOMo-
no6Horo nentuga 1 [13] n TMa30NMANHANOHOB (aHTUANABETNYECKIMX
npenapaTos, NOBbILIAKOLLNX YYBCTBUTENBHOCTb TKAHEN K UHCYIUHY, —
nuornuTa3oH u gp.) [14]. Naumentam ¢ HAXKBI n gucnunuaemuei
PEKOMEHLYETCS NPUEM MONMHEHACBILLEHHBIX XUPHbIX KNCOT OMera-3
AN YMEeHbLUEHNS CTeato3a nevyeHn 1 HopMannu3auun nokasarenen
nunugHoro npodouna [15]. Kaxapblit u3 aTux npenapaTtoB XapakTepu-
3yeTcs onpeLeneHHbIMN 0CO6EHHOCTAMY PeXXKUMA NPUMEHEHNS.

Hanpumep, ncnone3osanne YOXK nogpasymeBaeT LUTENb-
HbIl npuem per 0s (12-24 mec). Mpn moHoTepanun YOXK B nose
12-15 MI/Kr/cyT Ha NPOTSHKEHUN 2 NeT AOCTUraeTCs CHUXKeHMe ak-
tmHocTM AJ1T no cpasHeHwto ¢ nnaue6o [12]. Mpumenenne YOXK
B COCTaBe KOMOWHWUPOBAHHOM Tepanum ¢ BUTaMmnHom E, hoccarnaun-
XONMHOM W LpyruMu npenapartamii Ha NpOTSKeHUN 24 Mec NpUBOAUT
K YNyYLeHNo yHKLMN NeYeHn, B psae CNy4yaeB — YMEHbLLUEHNIO
NPU3HAKOB BOCMANEHNUS U CTeato3a Mo AaHHbIM TUCTONOMNYECKOro
uccnenosanus [16]. Mpw ycnosuu BbINONHEHUS PeKOMeHZALUA M0
MoanduKaumm 06pasa xusnu n guetsl npuem YOXK (15 mr/kr/cyr)
NpuBOANN K 3Ha4nmomy cHmxeHuto AITT, ACT, I'TT n uHaekca crea-
T03a FLI 4epe3 24 Hep [17]. MeTaaHanua noATBEPANS, YTO UCAONb30-
BaHue YOXK cnoco6c¢TByeT CHudkeHno yposHeid ANTT, AGT, ITT, LW®
1 6unupy6uHa [18] npu npueme B Te4eHue 12 mec n6onee.

Tepanus sutamuHom E pgaxe B BbICOKMX (TepaneBTUHECKMNX)
no3ax (800 ME/cyT u Bbille) Takxe TpedyeT ANMTENIbHOTO Kypca
neyveHns (20-24 mec). Hanpumep, npu NpUMeEHEHUN B TeYeHue
22 mec BuTamMuH E no acppekTnBHOCTM Npesocxoun nnawe6o y na-
uneHToB ¢ HACI B OTHOLIEHWUW. BNUSHUSA Ha CTeaT03, BOCNANeHne
1 6aNNOHHYK OMCTPOCUI0, HO HE 0Ka3blBasl 3HAYMMOro BO34eM-
cTBusa Ha nbpo3 [19]. Y 6onbHbix ¢ HACT u caxapHbiM AnabeTom
2-r0 TMna Kom6uHMpoBaHHas Tepanua sutamuHom E (800 ME/cyT)
1 NUornuTa3oHom (45 mr/cyT) B TedeHue 18 mec okasbiBana a ekt
Ha NCTONOTMYECKYH aKTUBHOCTb 3260N1EBaHNSA, HO BIIUAHUSA HA
(hun6po3 He oTmeyeHo [20].

B Hawem uccnegoBanun yxe K KoHuy 1-it (!) Hegenu Tepanuu
B rpyrne nonyyasLunx J1aeHHeK® 3aperncTpupoBaHO CYLLECTBEHHOE
CHuKeHue yposHen ACT (35 En/n), ANTT (45 Eg/n) m ITT (23 Eg/n),
a vepes 3 Hef pesynbTaTbl OblIN eLLe 60/1e€ BbIPAKEHHbLIMU.

CpaBHUMbIE MO CKOPOCTU HAcTynneHns apdpekTa HabnoaeHUs
oTMeyeHb! ans Tepanuu HAXKBI nocpeactsom S-aneHo3nAMETUOHUHA
(amemeTNOoHMHA), KOTOPbIN, ABNAACH LEHTPANbHbIM Cy6CTPaTOM nepe-
HOCa METUSTBHBIX FPYNN B MeTab0s13Me )os1atoBs, BbICTYNAET B PON
OCHOBHOr0 fiOHaTopa MeTWUNIoBOW rpynnbl Npu metTunuposanum OHK,
61OCUHTE3E KOMIMOHEHTOB KNETO4HbIX MEMOpPaH, FOPMOHOB, HEMpoMe-
[WaTopoB 1 T.. B MHOrOLEHTPOBOM [BOWHOM Cnenom nnaweb6o-KoH-
TPONNPYEMOM UCCEA0BAHMN NALMEHTbI C XONECTa3oM Mony4anu
S-afieHO3MNMETUOHMH BHYTPUBEHHO B 036 800 M Ha NPOTSXKEHUM
2 Hep, 3aTeM NPOAOSKUIM NPUEM npenapata nepopanbHo B J03e
1600 mr B TeyeHue 8 Hep. MNpu CPaBHEHWUM C KOHTPOMEM B rpymnne
npuema S-aeHo3UIMETUOHNHA HAOMIOAANOCh 3HAYNTENbHOE CHIKE-
HUEe YPOBHEN 06LLEro U KOHbIOrMPOBaHHOrO 6unupy6una, AJT, ACT
n T [21].

[1o cpaBHEHUIO C AaHHbIMK UcCrefoBaHns [21] B HacTosLLeln paboTe
0TMEYeHO 60Mee 3HAYMTENbHOE U3MEHEHNEe KOHLeHTpauui T B gu-
Hamuke Tepanuu. Tak, B yka3aHHOM UCCNEA0BAHUMN CHIDKEHME YPOBHSA
ITT coctaBuno Bcero —7 EL/n npu BblyuTaHuu adpdekra nnawe6o. Mo
MOMYYeHHbIM HaMK pe3ynbTatam npu Bbl4UTaHWMK adpdpekTa nnaye6o
Habntofancs B 3 pasa 60osee BbIpaXeHHbIR A dekT (—25 Ea/n).

3AKNHYEHWE / CONCLUSION

Tepanus HAXKBIT, 3aTparnsaroLLei CyLLeCTBEHHYO [0S0 HACesIeHNs,
akTyanbHa ans HaceneHus u Poccun, n AnoHun. MenTuaHbIi npena-
part JlaeHHek®, npefcTaBnsoLLMiA CO60I cTaHAapPTM3NPOBaHHbIA Y,
0Ka3blBaeT NOSIMMOJAIbHOE [eACTBMNE HA PereHepaunio CTPYKTypbl
1 OYHKLIAN NEYEHMN.

B paboTte npeacTasieHbl pe3ynbTaTbl OTKPLITOr0 KOHTPOIMPYEMOr0
1ccneaoBaHma rpynnbl NaLUeHToB, rocnUTanu3npoBaHHbix ¢ HAGH
U LMPPO30M NEeYeHN (4TO COOTBETCTBYET CPELHEMY U TSHKENoMy Te-
4eHnto HAXKBIM). Ha MOMEHT Havana uccnegoBanus Mexay rpynnamu
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OpurruHanbHbie MyOJIMKaALIUU

QApNRO3ROTONIRY

Tepanumu n KOHTPONS He 6bIN0 YCTAHOBNEHO [OCTOBEPHbIX pasnnyuii
B 3Ha4eHusAX nokasatenen qyHkumn nevenn (ACT, AT, ITT n ap.).
Cy6bekTuBHas cumntomatuka HAXKBM (yTomnsemocTb, aHo-
pekcus, B3AyTue XMBOTA, 3anop, TOLIHOTA U 60/b B noLpe6epbe)
ynyylwmnacs Yepes 2-3 Hefd HabnoaeHns. OfHaKo yxe K KoHuy 1-i
HeJenu B rpynne nony4aswiunx JlaeHHeK® 3aperncTpupoBaHo AocTo-
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