OBIIASI XAPAKTEPUCTUKA JEKAPCTBEHHOTI'O IIPEITAPATA

1. HAUMEHOBAHHME JJEKAPCTBEHHOI'O IIPEIIAPATA

VKepBHC KaIUIK TJIa3HbIe, IMYJIBCHS | MI/MIL.

2. KAYECTBEHHBIN U KOJUYECTBEHHBIN COCTAB

TS ST

JlelicTBy1oliee BEIIECTBO — LIUKJIOCIIOPHH.

1 Myt ipenapara MkepBHC conep>kuT 1 Mr LHKIOCTOpHHA. | “TC000 ooxpamerna |

BcrnioMmorareabHoe BEIIECTBO ¢ YCTAHOBJIEHHBIM 3d)d)eKTOMZ

OpnuH (1) mn npenapara cogepxut 0,05 Mr netankoHus xjaopuaa (cM. paszen 4.4).
IomHBIHM cUCOK BerioMOraTeIbHBIX BEIIeCTB IMpeACTaBleH B pasjene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
Kamnnu rnassslie, aMysbcus.

OMynbcus 6eJioro IBeTa.

4. K/IMHHUYECKHUE JAHHBIE

4.1 Iloka3aHusl K NPUMEHEHHIO

Jliis eyenus TSKEIOoro KepaTiuTa y B3pOCIbIX MALMEHTOB C CHHAPOMOM CYXOro
rjasa B ciiy4ae Hed((PEeKTUBHOCTH TEPAHH MpernapaTaMu HCKYCCTBEHHOM CIIe3bl

(cM. pazpmen 5.1).

4.2 PexuM 103HPOBAHHUS H CNIOCO0 MPHMEHEHHS
Jleyenne nomKxHO OBITH HA3HAYEHO O(TATEMOIOIOM MM MEAULUHCKUM

CIIeLHATMCTOM, HMEIOIIMM KBaITU(DUKAIUIO B 0P TAIEMOJIOIHH.

PexuM no3upoBaHus

PexomeHnyemas 103a — o oniHoM Karuie B mopaxkeHHbIN(e) ra3 (rmasa) 1 pas B
CYTKHU Iepe]] CHOM.
O eKTUBHOCTD JI€UESHHS CllelyeT OLeHMBATh, KAK MUHUMYM, Yepe3 Kaxple 6

MECALIEB.



[Tpu mporycke 1036, IeYeHUe cledyeT NPOJODKUTE CO CIIEIYIOLIEro IHs B
00bryHOM pexkuMe. [TannenTamM HEOOXOIUMO PEKOMEHI0OBATh HE 3aKalblBaTh

GoJiee OJIHOM KAl B OpaXeHHBIH(e) ri1a3(a).

(Oco0Obie rpyIIIbI HAlMEHTOB

HCIL/LIEHMbl noastcuiloeo so3pacma
HpHMeHCHHe Ipenapara y NaldeHTOB ITOXKHJIOr0 BO3pacTa U3y4dajloCh B

KJIIMHUYECKUX uccienoBanusx. Koppekuus 103s1 He Tpedyercs.

[layuenmul ¢ HapyweHuem yHKyuUu novex unu neyenu
OddeKT HUKIOCTIOpHHA He U3YYaJICsl Y TalHeHTOB C HAPYLIEHUAMH (GyHKIHHA
To4eK UM nedeHu. TeM He MeHee, JUIs 3TUX TPYII MallMeHTOB KaKuX-T100

CIIEHHUAJIbHBIX MEP HE Tpe6yeTca.

Jemu

Her noctaTo4HOro oneiTa npuMeHeHUs IUKJIOCTIOpUHA JUIS JIEYEHHS TSHKEIOTO
KepaThTa y JeTel U MOAPOCTKOB C CHHAPOMOM CyXOro Ijia3a B Bo3pacte 10 18 ser
IPH OTCYTCTBHMH YJIy4IIEHHH Ha (DOHE JIeYeHHs IpernapaTaMy UCKYCCTBEHHOM

CJIE3HI.

Criocob npuMeHeHus

Odransmonoruyeckoe mpUMeHEHHE.

Ilepeo npumenenuem nexapcmeenHoz2o npenapama caedyem npuHaAms pso mep
npeodoCcmopoHCHOCU
[lauieHToB cieyeT MPOUHCTPYKTHPOBATH TIATENLHO BBIMBITH PYKH Hepel

Ha4qaJIOM IIpUMEHEHHUS Mpernapara.

Hepe,u IIPUMEHECHHUEM TIO6HK-KaHeJIbHPIHy AJIs1 ONHOKPATHOT'O TPUMEHCHU A

CJICAYCT OCTOPOKHO BCTPSAXHYTh.

Tonbko nis ogHokpaTHOTrO NpUMeHeHus. CoePKUMOTO OHON TIOOUK-
KareJIbHUIbI JOCTATOYHO IS 3aKamblBaHUs B 00a riiaza. Jlrobas

HEUCIIOJIb30BaHHAA 3MYJIbCH NOJDKHA OBITH HEMEJIEHHO YTHJIM3HpPOBaHa.



[TareHTOB ClleayeT MPOUHCTPYKTUPOBATH UCIIONIB30BATh HOCOCIE3HYO
OKKJIIO3HIO Y 3aKPhIBaTh BEKU Ha 2 MUHYTHI ITOCJIE 3aKalbIBaHHUsl, YTOObI
YMEHBIIUTH CUCTEMHYIO a0COPOIIMI0. DTO CIIOCOOCTBYET YMEHBILIECHUIO

CHCTEMHBIX MOOOYHBIX 3¢)(bCKTOB U YBEJIMYECHUIO MECTHOM aKTUBHOCTHU [penapara.

[Tpu npumeHeHnHU GoJiee OJJHOrO MECTHOTO O(TaIbMOJIOTUYECKOr0O IIpenapara, ux
clielyeT MPUMEHSTh ¢ 15-MUHYTHBIM UHTepBasioM. [ Ipenapat MkepBuc nomkeH

IPUMEHSTHCS TOoC/IeNHUM (CM. pa3nen 4.4).

4.3 IlporuBonoka3aHus

['Mnep4yBCTBUTENIBHOCTD K aKTUBHOMY BEILLIECTBY WJIH JIIOOOMY U3
BCIIOMOTaTe/IbHBIX BEILECTB, IIEPEYUCIICHHBIX B pa3zene 6.1.
Od¢ranemonoruyeckye UK NepUOKyJISIPHBIE 3I0Ka4eCTBEHHbIE HOBOOOPa30BaHHUs
WY TIPEAPAKOBBIE COCTOSTHUSI.

AKTUBHas WIH [IpeariojaraéMas OKyJsipHas Wik NEPUHOKYJIIpHas I’IH(beKI.II/IH.

4.4 OcoOble ykazaHHsl H Mepbl PEAOCTOPOKHOCTH NPH NPUMEHEHHH
[Ipenapar MkepBuc He U3y4aiu y MalMeHTOB C OKYJISIPHBIM I'€pPIIECOM B aHaMHE3€e
H, CJICIOBATENILHO, JOJDKEH IPUMEHATHCS y TAKUX HMAllUEHTOB C OCTOPOXKHOCTHIO.

KoHTakTHBIE JIMH3bI

HpI/IMeHeHI/IC npelapara y Naii€HTOB, HOCAIIUX KOHTAKTHBIC JIMH3bI, HE U3yYaJIH.
P €KOMEHAOYETCs TINATCIIBHOE Ha6JIIOI[eHI/Ie 3a COCTOAHHEM ITALITUCHTOB C TSAXKEJIBIM
KEPATHUTOM. HpI/I IIPUMEHEHHH TI'VIa3HBIX KaIlejib IIepel CHOM CJIEAYET CHUMATh
KOHTAKTHBIC€ JIMH3bI U ITIOBTOPHO HAZleBaTh UX ITOCJIE npo6y>1<11eHH51.

ConyTcTByromas repamnus

VMeetcst orpaHUYeHHBIH OMBIT HCIOJIB30BAHUS KJIOCTIOPHHA y TAIIHEHTOB C
rnaykomoi. [Ipu npumeHenuun npenapara MikepBUcC y 3THX MalHEHTOB, 0COOEHHO
OJJHOBPEMEHHO ¢ OeTa-apeH0610KaTOpaMH, KOTOPbIE, KAK M3BECTHO, YMEHBIIAIOT

CEKpPELMIO CIIE3Bl, CII€NyeT IPOBOJUTD PETyJISIPHBIN KITMHUYECKHH MOHUTOPHHT.

Biusinue Ha HMMYHHYIO CUCTEMY




O¢ransMoorHYecKre JieKapcTBEHHbIE TIpenaparsl, BIUAIOINe Ha HMMYHHYIO
CHCTEMY, BKJIFOYas [IMKJIOCIIOPHH, MOTYT IOBPEXKAATH 3AIlIATHBIE MEXAHU3MbI
NalyUeHTa IPOTHB JOKAJIbHBIX HH(EKIHUIA U 3T0Ka4eCTBEHHBIX HOBOOOPAa30BaHHH.
[TosToMy peKOMeH/IyeTCs peryisipHoe oOcienoBaHue Ii1a3(a), o KpaiHei Mepe,
KaXX/ible 6 MecsieB, Koraa npemnapart MkepBuc ucnosiab3yercs: B Te4EHUH MHOTHX
JeT.

CO,I[GD)KaHI/Ie OETAJIKOHHUSA XJIOpHaa

HpenapaT I/IKepBI/IC COLACPKUT LUETAJIKOHHUA XJIOPU, KOTOpBIﬁ MOXKET BbI3bIBATh
pasapaxX€HUE rias. Hepeﬂ I[IPUMEHCHHUEM IIpeIiapaTa HCO6XOI[I/IMO CHATB
KOHTAKTHBIC JIMH3bI; HX MOXHO ITOBTOPHO HAAETh I1OCJIC npo6yx<z[eﬂm. HpI/I

JJIATEJIbBHOM MMIPUMEHCHHUH MAlUCHThI JOJDKHBI HAXOAUTHCS MO Ha6JI}0ﬂeHI/IeM.

4.5 BsaumopeiicTBHe ¢ IPYrHMH JIeKAPCTBEHHBIMH CPEACTBAMH H ApPyrue
¢hopmbI B3auMoeicTBUS

HccnenoBanuii B3auMoIeHCTBUS ¢ IpyTUMH JIeKapCTBEHHBIMHE IIperiapaTaMy He

IPOBOJUIIOCK.

[IpumeHenue B KOM6HHaLII/IId C APYIr'MMHU MCAUITMHCKUMMU IIpernapaTamMu

JEUCTBYIOIIIMMHU Ha HMMVYHHVYIO CUCTEMY

OI[HOBpeMeHHOG I[IPUMEHEHUE TIpe€TIapaTta I/IKepBI/IC C I'NNIa3HBIMH KaIlJIIMH,
COACPXAIIMMH KOPTUKOCTEPOUIbI, MOXKET YCHUIIUTH BO3EHCTBHE [UKIIOCIIOPHHA

Ha UIMMYHHYIO cUcTeMy (cM. pazzaen 4.4).

4.6 @epTHIBbHOCTD, GEPEMEHHOCTD H JAKTALHSA

}KCHH_II/IHBI C IETOPOAHBIM ITOTEHIIHATIOM/ KOHTpAaLCIIIHUs V XXECHIIUH

IIpenapar MkepBuc He peKOMEHIYeTCs IPUMEHSITh KEHIMHAM C JeTOPOIHBIM

MIOTEHLUAJIOM, HE UCIOJIb3YIOMMM 3(P(YEKTUBHYIO KOHTPALIEIIIHIO.

BepemeHHOCTH

JlanHble 0 NpUMeHeHuH npenapata MkepBuc y 6epeMeHHBIX KEHIIUH
OTCYTCTBYIOT.

B uccnenoBanusx Ha )XMUBOTHBIX OOHapyKeHa PenpoayKTUBHAS TOKCHYHOCTh
NI0CJIe CHCTEMHOI0 BBE/IEHHsI LIUKIIOCTIOPUHA B J103aX, CYIIECTBEHHO

4



TIPEBBILIAIONIMX MaKCUMaIIbHbIE JI03bl Y YEJIOBEKA, YTO YKa3bIBaeT Ha
MPaKTUYECKOE OTCYTCTBHE PENPOAYKTHBHOM TOKCHYHOCTH NPU KIMHUYECKOM
NMpyUMEeHeHWH Ipenapara Mkepsuc.

[Tpenapat MikepBHC HE peKOMEHIyeTCs IPUMEHSATh BO BpeMsl 0epEMEHHOCTH, €CIIU
TOJIBKO BO3MOYKHAsI ITOJTh3a JIUIsi MAaTePH He MPEBbIIAeT NOTEHIMANbHEIA PUCK IS
I0/a.

JlakTamus

ITocne npuema BHyTph IMKIOCIOPHH IOCTyIaeT B rpyAHOE MOJIOKO. CBeleHUH O
BIIMSIHUY LIMKJIOCIIOPHHA HA HOBOPOJXKIEHHBIX/TPYAHBIX JIeTel HeI0CTaTOYHO.
OnHako npH TepaneBTHUECKHX J103aX IUKIOCTIOPUHA B TIIa3HBIX KaIlIsX,
MaJIOBEPOSITHO, YTO €ro 3HaYMMO€e KOJIMUYECTBO OYIET MPUCYTCTBOBAThH B IPYAHOM
Mosioke. HeobxoauMo npuHsTh pelieHre 1ub0 0 MpeKpaieHny rpyIHoro
BCKapMJIMBaHus, MO0 00 OTMeHe Tepanuu npenaparom MkepBuc, MpUHUMAs BO
BHHMaHHE I10JIb3y I'PY/IHOIO BCKapMIIMBaHUs JUIsl peOeHKa U MOJIb3y TepaIruy JUIs
KEHIUHBI.

Penpony KTHBHas (bVHKHI/ISI

JlanHble 0 BIUSHUM Npenapata VikepBUC Ha penpoayKTUBHYIO (YHKLHMIO YeI0BeKa
OTCYTCTBYIOT.
Y JKMBOTHBIX, OJTy4YaBLIMX [IUKIOCIIOPUH BHYTPHBEHHO, HEMATUBHOE BIMSHHUE HA

(epTuIBHOCTE He 0OT™MeYanu (cM. paszen 5.3).

4.7 Bausinue Ha CNOCOGHOCTD YNPABJIATH TPAHCIOPTHBLIMH CPEICTBAMH H
paboTaTh ¢ MEXaHH3MaMH
IIpenapar Mkepsuc oka3blBaeT yMepeHHOE BIMSHUE Ha CIOCOOHOCTD YIIPABIIATH

TPaHCIOPTHBIMU CPEICTBAMU U pabOTaTh C MEXaHU3MaMH.

DTOT penapat MOXeT BEI3BaTh BpEMEHHOE 3aTyMaHUBaHHe 3PEHHs WIH APyTHe
HapyILIeHHs 3peHHs], KOTOPBIE MOTYT MOBJIMAThH HA CIOCOOHOCTD YIIPABJISATh
TPaHCIOPTHBIMHU CPEJICTBAMM MJIM paboTaTh ¢ MexaHU3MaMu (cM. paszen 4.8).
[lanrenTtam cnemyeT peKOMEHI0BATh He YIPaBISITh TPAHCIIOPTHBIMU CPECTBAMH

HIIHU paGOTaTb C ME€XaHHU3MaMHU 0 HOpMaJIU3aluu 3pCHM.



4.8 HexenarenbHble peakKUHH

Kpatkuii 0630p npoduiisi 0€3011acHOCTH

Cpenu no6GoUHBIX peakiuii HauboJee YyacTo OTMedaInuch 60ip B riasax (19,2%),
pasapaxenue a3 (17,8%), ciezoreuenue (6,4%), runepemus rias (5,5%), a Takxe
sputema Bek (1,7%), koTopble 0OBIYHO HOCHIIM NPEXOAALIUHI XapaKTep U BOSHUKAIIU

BO BpE€Ms 3aKallbIBaHH IIperiapara. OTH HeXeJaTellbHbIe pe€aKnyu COorjiiacyroTcs €

peaKuusiMH, O KOTOPBIX COO6U.I2UIOCI: B X01€ MOCTMapKETUHIOBOI'O IIPUMEHEHUS.

Crucok HeXXenaTelbHbIX peakIMi, MpeCTaBIEHHBIN B BUJIE Ta6J'[I/II_U>I

Cnez[y}oume 1oOOYHEBIE P€aKluy, yKa3aHHBIE HHXE, Ha6JIIO,L[aJIIrICB B KIHHUYECKHUX

HACCJICAOBAaHUX UK B XOA€ IMMOCTMAaPKETUHIOBOI'O IIPUMECHECHHU . Onu

YTOPsAZI0YEHBI B COOTBETCTBUH C CUCTEMHO-OPIaHHOM KiIacCH(pHUKAIUEH U

CUCTEMAaTU3HUPOBAHbBI B COOTBETCTBHUH CO CHEZ[}'IOH.ICFI KOHBEHILIMEHN: OYEHb YacTO

(=21/10), wacto (ot >1/100 mo <1/10), He yacto (ot >1/1000 xo <1/100), peaxo (oT

>1/10000 go <1/1000), ouens pemako (<1/10000), He u3BeCTHO (HEBO3MOMKHO

OIICHUTH U3 UMEIOIIUXCS IIaHHI:IX).

Knacc cucremsr Yactora | HexenarenbHble peakiuu

OpraHoB

WNudexuuu u Heuacto | bakrepuanbHbBIN KepaTur,

MUHBa3UU OmnosiceIBaroImuii repriec ¢ MopaxeHUEM IJia3
Hapymenus co Oyenn bousb B rnasax,

CTOPOHBI OpraHa 4acTo Paznpaxxenue ruas

3peHuUs Yacto Oputema BeK,

[ToBeIIEHHOE ClIE300TAETIEHHE,
['unepemus rinas,
3aTyMaHEeHHOE 3peHHE,

Orek Bek,

['vnepemusi KOHBIOHKTUBBI,

3yn rna3




Heuacto | OTeKk KOHBIOHKTHUBBEI,
Hapy1enue cie300TaeneHus,
Brinenenus u3 rias,
Pa3pakeHue KOHbIOHKTHUBBI,
KOHBIOHKTUBHT,

OuryuieHre KHOPOAHOTO TeJjla B Iia3ax,
[Ipeuunurarsl rias,

Keparur,

bnedapur,

XaJla3uoH,

NudunbTpaThl pOroBUIsI,
Py6er; poroBuiipl,

3y1 Bek,

Npupouukiur,

JuckomdopT B riazax

OO61ue Heyacto | Peakmus B MecTe MHCTHIUISALIUHA
paccTpoicTBa U
HapyIIeHHs B

MECTEC BBEACHUS

Hapymenus co Heuacrto | I'onoBnas 60ib
CTOPOHBI HEPBHOM

CUCTEMBI

Onucanue OTIEJIbHBIX HEXEJIAaTeIbHbBIX PeaKIIui

BoJib B rimazax

bosib B MecTe HHCTHIIALIMM ObLTa 4acToOi MECTHOM MOGOYHOM peaKiyei,
CBSI3aHHOH C MCIIOJIb30BaHUEM Ipernapara ikepBrc BO BpeMsi KIMHUYECKHX

ucnbITaHuM. BrionHe BEPOSTHO, YTO 3TO CBA3AHO C IPUMEHECHHUEM ILIUKIIOCIIOPHHA.

['eHepaIM30BaHHEBIE M MECTHBIE I/IH(bCKI_II/II/I




[TaieHTHI, MOJIyYaroliie UIMMYHOCYTIPECCUBHYIO TEPAIIHIO, BKIIFOYast
LIUKJIOCTIOPHH, TIOBEPTalOTCS TOBBILIEHHOMY PUCKY MH(EKLUHA. MoryT
pa3sBUBATHCS KaK reHepan30BaHHbIe, TAK U MECTHbIE HHpeKIHMHU. CylecTByroune
HH(DEKIHUH TaKke MOTyT 000CcTpUThes (cM. pazzen 4.3). TeM He MeHee O clrydasx
WHQEKIIHIA, CBSI3aHHBIX C UCIOJIb30BaHKeM npemnapaTa Mkepsuc, coobmanocs

penKo.

B kauectBe MEPBI NPEAOCTOPOKHOCTH CICAYET IIPUHATH MEPBI 10 CHUXXEHUTIO

cucTeMHOM abcopbumu (cm. pazzpen 4.2).

COO6HICHI/IH O MMOJO3PEBACMBIX HEXKEJIATCJIbHBIX PEAKIIUAX

BaxHo coo0mare 0 MOJ03peBaeMbIX HEXENATeNbHBIX peakIuAX Iocye
perucTpanyy JIEKapCTBEHHOI'0 Ipernapara ¢ Leibio oOecreueHus: HempepbhIBHOIO
MOHUTOPHHIA  COOTHOILEHUS  «IIOJIb3a-pUCK»  JIEKAPCTBEHHOIO  IIpernapara.
Menuuunckum  paGOTHHKAM peKOMEHIyeTcss coo0Iarh O I0J03pPEBAEMBIX
HeXeJNaTelbHbIX pEeaKIUsAX JIEKApCTBEHHOIO Iperapara 4Yepe3 HallMOHAJIbHbIE
CHCTEMBbI ~ COOOIIEHHSI O HEXENATeNbHBIX peakmusX TIoCyAapCTB-4IEHOB
EBpa3uiickoro sSkOHOMHYECKOro CO03a.

Pecny6nuka bemapyce

220037, r. Munck, ToBapuiueckuii nep., 2a

YII «lleHTp 3KCrIepTHU3 U UCIBITAHUH B 31PaBOOXPAHEHUM

Tenedon ornena dhapmakonanzopa: +375 (17) 242 00 29

®axc: +375 (17) 242 00 29

On1. moyta: repl@rceth.by, rceth@rceth.by

https://www.rceth.by

4.9 Ilepeano3upoBka
MecTHast niepe1o3MpoBKa IIpK 3aKaNbIBaHAH NPENapaTa B Illa3 MaloBeposiTHa. B
ClTy4ae BO3SHUKHOBEHHUsI IIEPEI03MPOBKY IIPU IPUMEHEHUH Ipenaparta MkepBuc

JIEYEHUE JI0JKHO OBITh CHMIITOMAaTUYECKUM U NMOAACPXKUBAIOIIUM.

5. ®APMAKOJIOTHYECKUE CBOMCTBA



5.1 ®apmakogHHAMH4YeCKHe CBOHCTBA
dapmakoTepaneBTHYECKasl FPyMa: OQTaIbMOJIOTHYECKHE MPemnaparhl, Apyrue

odransmosnorudeckue npemnaparsl, kogq ATX: SO1XA18.

MexaHu3M AeUCTBUS M (DapMaKOJIMHAMUYECKUE Bd)(beKTI)I

[{uknocnopuH (Tak)Ke W3BECTHBIM KaK LUKIOCTIOPUH A) SBISETCS LUKINIECKUM
HOJIUNENTUIHBIM UMMYHOMO/IYJISITOPOM C UMMYHO/IETIPECCUBHBIMU CBOMCTBAMH.
BBII0 yCTaHOBIIEHO, YTO OH MPOJIeBaeT BHKMBAEMOCTh aJUIOT€HHBIX
TPaHCIUIAHTATOB Y )KMBOTHBIX U 3HAYUTENIBHO yJIy4IlIaeT IPHKUBAEMOCTh
TpaHCIIaHTaTa MPU BCeX THIMAxX TPAHCIJIAHTAI[UH COJIUHBIX OPTaHOB y YelloBeKa.
Taxxxe 6b110 TPOAEMOHCTPUPOBAHO, YTO IIUKIOCIIOPUH OKa3bIBAET
NPOTHBOBOCIAIIMTENBHOE IeHCTBHE. Pe3ynpTaThl Hccae10BaHUM Ha )KUBOTHBIX
TIOATBEPAUIIH, YTO LIUKJIOCTIOPUH UHTUOUPYET pa3BUTHE KIETOYHO-
OIOCPEIOBAHHBIX PEaKLUi. Bplsio 0TMEYeHO, YTO LIMKJIOCTIOPHH HHTHOUpYET
POy KLU0 M/UIIK BEICBOOOJKIEHHE IIPOTHBOBOCIIAMTENLHBIX [IATOKMHOB,
BKito4ast uHTepierdkuH 2 (IL-2) unu paxrop pocra T-knetok (TCGF). Takxe
M3BECTHO, YTO OH aKTHBUPYET BEICBOOOXKIEHUE MPOTHBOBOCTIATMTEIBHBIX
LIUTOKHHOB. LIMKII0CTIOpHH, O-BUAUMOMY, GIIOKHPYET HeaKTHBHBIE TUM(OILIUTEI B
¢aze GO nunu G1 knerouHoro uukia. Bee MMeromuecs 1aHHbIE CBUIETENBCTBYIOT
O TOM, YTO LUKJIOCIIOPHH JEHCTBYET Ha TUMQOIUTHI CrieupHIecKr H 00paTHMO,
He NIOJaBJIIET KPOBETBOPEHHE U HE OKA3bIBaeT KaKOro-JIM0OO BO3JEHCTBHS Ha
QyHKIMIO paronuTapHbIX KIETOK.

Y nauueHToB ¢ CHHAPOMOM CyXOro Illa3a, CBA3aHHOTO ¢ IMMYHOBOCIIATHTEIBHBIM
MEXaHM3MOM, I10CJIe BBEIEHHS B I71a3a LIMKJIOCIIOPUH ACCHBHO abcopOupyeTcs B
HHGUIBTPaThl T-TMMGOILUTOB B POroBHLE U KOHBIOHKTHBE I71a3a M HHAKTHBHPYET
KanpluHeBpuHpocdarasy.

L[UKI0CTIOpUH-MH Ty IUPOBaHHAs. HHAKTHBALUS KaJIbIIHHEBPUHA HHIHOUPYeT
nedocdopunupopanue pakTopa TPAHCKPUIILUK SAEPHOTO GaKTOpa
aktuBupoBaHHBIX T-knetok (NF-AT) u npenorspammaer nepemeinenue NF-AT B
PO, OJIOKMPYs, TAKUM 00pa3oM, BEICBOOOXKIEHHE IPOTMBOBOCIATUTENBHBIX

LIUTOKUHOB, TakuX Kak [L-2.



Knununueckas 3dhekTUBHOCTE U 0€30I1aCHOCTh

DddexTHBHOCTH U Ge30MacHOCTh npenapara MkepBUC OLICHUBAIIUCH B IBYX
IIBOMHBIX CJIEMBIX IUIAIe00-KOHTPOIUPYEMBIX paHAOMU3UPOBAHHBIX KITHHUIECKUX
MCCIIEIOBAHUSX C YYaCTHEM B3pOCIIbIX MALMEHTOB C CHHAPOMOM CyXOT0 Ijia3a
(CHHZIPOM CyXOro IJia3a), KOTOpble COOTBETCTBOBAIIM KpUTEPHAM Mex1yHapoaHOH

pabodeii rpymIibl Mo cHHApoMy cyxoro riasa (DEWS).

B 12-MecsiuHOM, TBOMHOM, I1a11€00-KOHTPOIUPYEMOM 0a30BOM KIIMHUYECKOM
uccienoBanuu (uccinenosanne SANSIKA), 246 naiiueHTOB ¢ CHHAPOMOM CYXOI'0
riasza (CCI') conpoBoXXIar0IUMCS TSDKEITBIM KePaTUTOM [TSXKECTh KOTOPOTO
OIIpeZiessiach ¢ MOMOLIBIO OKpalIuBaHus poroBuiibl GuryopecuenroM (CFS) Ha 4
Oanna no moauduIMpoBaHHON OKCchOPACKO# HIKaye] ObLIH B CITy4aifHOM MOpSIIKe
T10 UCCIIEyEMBIM IPyIIIIaM, B KOTOPBIX OHU TOJy4aly epes] CHOM B TeUeHue 6
MeCSLIEB WIIU 110 OJHOM Karuie B JieHb npenapara MkepBuc uiu miaeoo.
[TanuenTsl, paHIOMU3UPOBaHHEIE B IPYIIy ILTae6o0, yepe3 6 MecseB ObUIH
nepeseieHbl Ha npenapat MkepBuc. B kauecTBe nepBHYHON KOHEYHON TOYKH

> pexTHBHOCTH OBLT ONpeieNeH MPOLEHT MAUEHTOB, JOCTUTIIUX K 6 MecsIy
Tepanuu yay4iieHus keparuta (CFS) He MeHee uem Ha jBa 6amia u Ha 30%
yJIy4lIeHHs] CHMIITOMOB, OLIEHUBAEMBIX C IIOMOIIBIO0 HHJIeKca 3a00IeBaH s
noBepxHocTH riasa (OSDI). ITporeHT manneHToB, OTBETUBIIKX HA JIYEHHUE, B
rpynmne npenapara Mkepsuc cocrasnsn 28,6%, no cpaBHeHuto ¢ 23,1% B rpymme

mane6o. Pasuuna He Obl1a craTHCTHYECKH 3HaYMMOM (p = 0,326).

CreneHp TSKECTH KepaTHTa, KoTopas olleHuBanach ¢ nomouisio CFS,
3HAQYUTENIbHO YMEHBIIUIACh Yepe3 6 MecsLeB [0 CPAaBHEHHIO ¢ UCXOIHBIMU
JaHHBIMU IIPY IPUMEHEHHH NpenapaTa MkepBuc mo cpaBHeHuIo ¢ miane6o
(cpenHee n3MeHeHUe MO CPABHEHHIO C HCXOHBIM YPOBHEM COCTABHIIO -1,764 mpu
B rpynne npenapara Mkepsuc u -1,418 npu npumenenun miaret6o, p = 0,037).
[IporieHTHOE COOTHOIICHNE MALMEHTOB, MMOJyYaBIIKX npenapar Mkepsuc, y
KOTOpBIX Habmoanock ynyuinenue 3HadeHuid CFS Ha 3 Oana yepes 6 Mecsues (¢

4 10 1), coctaBuio 28,8% o cpaBHeHwHO ¢ 9,6% B rpyie mianeso, 0QHaKo 3TOT
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aHaju3 ObLI PETPOCIIEKTUBHBIM, YTO OTPaHUYUBACT yCTOﬁqHBOCTB_ OILICHKH
3HAYUMOCTH UCXOa. BHaFOHpI/IHTHOC BO3JEHCTBHE HA KEpaTUT COXpPaHSJIOChH B

OTKpBITOH (ha3e rccenoBanus ¢ 6 mecsana mno 12 mecsil.

CpenHee U3MeHEHHE 110 CPABHEHHIO ¢ HCXOIHBIMU JaHHBIMU 110 1mkajne OSDI u3
100 myHkTOB coctaBuio -13,6 B rpynmne npenapara Mkepsuc u -14,1 B rpymnne
manebo uepes 6 mecsues (p = 0,858). Kpome Toro, B rpymnmne npenapara HMkepsuc
10 CPaBHEHHUIO ¢ Ipynnoi mianebo uyepe3 6 MecsieB OTCYTCTBOBAJIM YTy 4IlIEHUS
10 IpyTUM BTOPUYHBIM KOHEYHBIM TOYKaM, BKIIFOUYasi OaJIbHYIO OLICHKY
auckoMdopra B Ii1a3zax, pesysnbrathl Tecta [llupmepa, comyTCTBYOLIETO
MCITI0JIb30BaHMsI IIPENapaToB «MCKYCCTBEHHBIX ClIE3), OOIIYIO OLIEHKY
5(PEeKTUBHOCTH HCCIIeOBaTENIEM, BPEMsI pa3phiBa CIIE3HOM IIEHKH, OKPaIlMBaHUE
JIMCCAaMHMHOM 3€eJIEHBIM, 0aJUT IO HIKaJle Ka4eCTBa )XKU3HH U OCMOJIIPHOCTH CIIE3HON

XHUIOKOCTH.

YMeHblLIeHHe BOCTIAUTENbHBIX H3MEHEHH Ha TIOBEPXHOCTH IJ1a3a, OLlEHMBAEMbIE
Ha OCHOBE 3KCIIPECCHH aHTUTreHa YernoBedeckux JelkonutoB DR (HLA-DR)
(TowcKoBast KOHEYHas TOUKa), IpeobIanaio yepes 6 MecsleB B rpymne npenapara

Hxkepsuc (p = 0,021).

B 6-MecsHOM IBOHHOM CIIENOM ILTae60-KOHTPOIMPYEMOM KIMHUYECKOM
uccnenoBanuu (SICCANOVE) 492 narueHToB ¢ CHHAPOMOM CyXOro I71a3a,
COINIPOBOXKIAIOLIMUMCSI YMEPEHHBIM HITH TSKEJBIM KepaTUTOM (KOTOPBIH
XapaktepuzoBajics 2-4 6amnamu no mkane CFS), taxoke Gbl1a npousseneHa
paHIOMM3aLMsl ¢ pacnipeieJieHUeM 110 rpynnaM npenapara Mkepsuc u miane6o ¢
TOCTIeTYIOIIUM BBE/ICHUEM MCCIIElyeMOro Tpernapara rnepej CHOM Ha IIPOTSHKEeHUH
6 MecsueB. CocTaBHBIMH INIaBHBIMHA KOHEYHBIMH TOYKAMH OLIEHKH

3¢ dexTrBHOCTH OBLTH H3MeHeHHe 3HaYeHuH no mKkaine CFS, a Taxke n3MeHeHHe
3HAYeHH# 10 00LIeH 11Kane JUcKoM(OpTa B Ii1a3ax BHE CBSI3H C UCCIETYEeMBIM
npenapaTom yepes 6 mecsueB. HeGonblioe, HO CTATUCTUYECKH 3HAYUMOE
pasnuuue yny4qmenus no mkajie CFS Habmonanock Mexy uccieryeMbpIMuA

rpymnnaMu Ha 6 Mecsile B 0Jb3y npenapara VIKepBic (cpeanee u3aMeHeHne
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3nayenui o mkaje CFS mo cpaBHEeHHUIO ¢ HCXOAHBIMU JaHHBIMUA COCTABHIIO -1,05

B rpymme npenapara Mkepsuc u -0,82 B rpymme miaue6o, p = 0,009).

CpenHee u3MeHeHue qUcKoMdpopTa B ria3ax (KOTOphIH OLEHUBAIICS C
HCIIONIb30BaHKeM Bu3yasHOM aHAIOroBO# MIKAJIbI) 10 CPABHEHHUIO C HCXOIHBIMU
JIaHHBIMH cocTaBmiIo -12,82 B rpymme npenaparta Mkepsuc u -11,21 B rpymme

mane6o yepes 6 mecsues (p = 0,808).

B o6owux uccnenoBaHusX Mpy MpUMeHeHU! npenapara MIkepBuUC 110 CpaBHEHHIO C
mrane6o He OTMeYaloch IPEUMYIIEeCTB Yepe3 6 MecsIeB JIEYeHHUs], KaK ITPH

UCIIOJIb30BaHUM BU3yalIbHOM aHanmoroBoi mkaisl (VAS), tak u OSDI.

B oboux uccnenoBaHusix B CpelHEM TPETh NALMEHTOB CTPaJaId CUHAPOMOM
[Ilerpena; B 001Iel NOMYJIALUN OTMEYAIOCh CTATUCTUYECKH 3HAUUMOE YITyUlIEHUE
CFS npu npumenenun npemnapata MkepBuc, a Takxe 3HaUUMOe YMEHbILIEHUE

BBIPAXXE€HHOCTH CHMIITOMOB.

[Tocne 3aBepuienus yyactus B uccienoBanuun SANSIKA (12-mecsuHoe
MCCIIeIoBaHUE) MAllMeHTaM Mpelaraioch nepeiTr B ucciaenoBanue Post
SANSIKA. Oto uccienosanue ObIIIO OTKPBITHIM HE PAHIOMH3HUPOBAHHBIM 24-
MECSYHBIM JOMNOJIHUTEJIBLHBIM HccliefoBaHuEM K ucciienoBanuio SANSIKA ¢
ydacTueM OJHOM rpyImrsl nanueHToB. B uccnenoanun Post SANSIKA nanueHTsI
NoJTy4any npernapat MkepBuc uiy He moyvalid HUKaKoro JeYeHHs B
3aBUCHUMOCTH OT 3Ha4eHu# o mkane CFS (mauueHTs! noy4anu npenapar

Hkepsuc, koraa HabMOAaN0Ch YCyTyOieHHe KEpaTUTa).

Lenbro nccnenoBanust ObLT0 HabMIOJEHHE 32 TOJITOCPOYHON IPHEKTUBHOCTEIO U

4aCTOTOH PELMAMBOB y MALMEHTOB, IIPeX /e MOyyaBLIuX npenapar Mkepsuc.

OcHoBHas LieJb UCCIIeI0BAHHUSI COCTOSIIA B OLIEHKE MPOI0KUTEIBHOCTH
YJIy4LIEHuUs Moclie MpeKpalleHus IpUMeHeHus npenapara MkepBuc ot MomeHTa
HACTYIJIEHUS 3TOT0 yIydIlIeHHe [0 CPAaBHEHHUIO C HCXOIHBIMH JAaHHBEIMH B
uccinenoBanud SANSIKA (t.e., kak MUHUMYM, Ha 2 GaJia 1o

MozaupuIpoBaHHOH OKCHOPACKOI MmIKae).
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B uccrnenoBanue 6bU1M BKIIIOYeHBI 67 manueHToB (37,9% u3 177 nanueHTos,
3aBepIIUBIIKX ydacTue B uccnenosanun SANSIKA). Uepes 24 mecsua y 61,3% u3
62 MalMeHTOB, BKJIIOUSHHBIX B TOMYJISALHIO AJIsl IEPBUYHON OLEHKH

3¢ GeKTUBHOCTH, 1O JaHHBIM mKaibl CFS, penuIuBEI OTCY TCTBOBAIIH.
[TpolieHTHOE OTHOIIEHUE MTALHEHTOB, Y KOTOPBIX TPOU3OLLEI TSHKENIbIH PEUINB
KepaTuTa, coctaBuiio 35% u 48%, nmonyyaBumx B ucciaegosanuu SANSIKA

npenapat MkepBuc B TeueHue 12 MecsiieB U 6 Mecs1eB, COOTBETCTBEHHO.

Ha ocHoBanuu nepBoii kBapTHiiv (MeIMaHa He MoJiexana OLEHKE B CBS3H C
HEeOOJIBIINUM YHCIIOM PELUAUBOB) MPOJODKUTENIBHOCTD NEPHOA 1O HACTYILICHUS
peunnusa (o 4 crenenun CFS) cocraBuina <244 nust u <175 gHe# y mal@eHToB,
noJy4yaBliux npenapat Mkepsuc B Tedenue 12 mecsiueB u 6 MecsIEB,
COOTBETCTBEHHO. [ lanineHThI mpoBenu 6oJbIe BpeMeHH! CO 2 CTEINEHbIO IO LIKaje
CFS (memuana 12,7 Henenw/ron) u 1 crenensto (MeanaHa 6,6 HeeNb/TO), 4eM C 3
crenenbto 1o wkaine CFS (Menuana 2,4 Henenb/Ton) v ¢ 4 U 5 CTENEHSIMU 110

wkane CFS (menuana 0 Henens/rox).

Onenxa cumntoMoB CCI' ¢ momomnipio VAS mokasana ycuinenue quckoMmdopra y
NalMEeHTOB C MOMEHTA MIEPBOro NpeKpalleHHs JICYSHHS 10 MOMEHTa
BO300HOBJIEHHUS JIEYEHUS], 32 UCKITFOYEHHEM 0O0JIH, KOTOpas 0CTaBalach
OTHOCHUTENIBHO c1aboi U cTabuapHOM. Menuana 3Ha4eHuil no mkaie VAS B
[IeJIOM YBEeJTHYMIIaCh C MOMEHTA NEPBOro MpeKpaineHus jedenns (23,3%) no

MOMeHTa BO30OHOBIEHUS JieueHus (45,1%).

3Ha4YHUMble U3MEHEHHs B OTHOLICHHHU [PYTHX BTOPUYHBIX KOHeuHbIX Touek (TBUT,
OKpalMBaHHWe JuccaMUHOM 3elieHbIM U TecT Llupmepa, NEI-VFQ u EQ-5D) B

X0€ OOIIOJTHUTEIBHOI'O UCCIIEAOBAHUS HE Ha6JII'OI(aJ'II/ICb.

eTH
EBpornelickoe areHTCTBO 10 JIeKapCTBEHHBIM CPEJCTBAM OTKA3aJI0Ch OT
00s13aTeNIbCTBA MPEIOCTABIIATE Pe3yJ IbTaThl HCCIIEN0BaHM penapara MkepBrc Bo
BCEX IMOArpynnax neauaTpu4eckoi MOmyJsIUK MPU CHHAPOME CyXOro riasa (cm.
paznen 4.2 11 noxy4eHus HHGOPMAIMK O IPUMEHEHUH B [IEIUATPHUH ).
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5.2 ®dapmakoKHHeTHYECKHE CBOHCTBA

®opMalbHBIX (hapMaKOKHHETHYECKUX UCCIIEJ0BAHHUM 110 MPUMEHEHHUIO NIpenapaTa
HxepBuc y uenoBeka He IPOBOJUIIOCE.

Konuenrpaius npenapara MikepBuc B KpOBH H3MepsIach ¢ TIOMOIIBIO 0CO00TO
aHaJIM3a XUIKOCTHOU XpoMaTorpaduu BEICOKOTO JaBJIEHUS-MACC-CIIEKTPOMETPHUH.
V 374 nanueHToB B JBYyX MCCIIEIOBAHUSIX 110 U3y4YEHUIO () (HEeKTUBHOCTH
U3MepsuIach KOHIIEHTPaLUs IUKIOCIIOpUHA B I1a3Me KPOBH Ie€pe]] Ha3HaYeHHEM
npenapara u ciycts 6 mecsues jedenus (uccaenoBanusi SICCANOVE u
SANSIKA), a takxxe crycTs 12 MecsiieB nedenus (ucciaenoBanrne SANSIKA).
[Tocne npumeHenus npenapara MkepBuc Ha MPOTSHKEHUU 6 MECSIIIEB OJJUH pa3 B
IeHb y 327 nanueHTOB 3TOT MoKa3aTesb ObUT HUXKe HU)KHEro npezena
obnapyxenus (0,050 ur/min), a y 35 nanueHTOB — HHXeE HIDKHETO Mpejesa
konudectBeHHoro onpexaenenus (0,100 Hr/v).

Y BOCbMH NALIMEHTOB ONPEEIISITUCh U3MEpsieMble 3HAUEHUs!, He MIPEBbIIIAIOLIHe
0,206 Hr/MJ1, KOTOpbIE MOXKHO CUUTATh MPEHEOPEKUMO MATBIMH. Y TPOHX
NAIMEHTOB I10KA3aTENIX [IPEBOCXOIUIN BEPXHUM Mpeesl KOJTMYeCTBEHHOTO
omnpezeneHus (5 HI/MIT), OAHAKO OHH yXKe IPUHUMAH HUKIOCIIOPUH BHYTPh B
MIOCTOSIHHOM J103€, YTO IOIyCKaJ0Ch POTOKOJIOM HccienoBaHus. [Tocne 12
MECSIIEB JIEUEHHMs 3HaYEeHUs ObLIN HUDKE Mpejenia 0OHapyKeHHus y 56 malueHToB U
HIDKE HIDKHETO IpeJielia KOJIMYECTBEHHOT O onpeeneHus y 19 nanueHToB. Y ceMu
MALUEHTOB ONPENENIUCh U3MepuMble 3HadeHus ot 0,105 no 1,27 Hr/mi, KoTopbie
MIOCYMTAIU IPEHEOPEKNMO MAIBIMU. Y JBOMX ITAlHEHTOB I10Ka3aTel
NPEBOCXOAMIN BEPXHHI IIPE/IEl KOJIMYECTBEHHOTO OIpeIe/ICH s, OJTHAKO OHH
TaKXXe MPUHUMAJIA LUKJIOCIIOPUH BHYTPh B IOCTOSIHHOM J103€ C MOMEHTA

BKJIFOUCHHS B UCCJICAOBAHHE.

5.3 JlanHble NOKJIMHHYECKOH 0€30NaCHOCTH
B noxnuMHMYecKuX MCCIe0BaHUsAX, BKIKOUas paJyallMOHHbIE UCCIIEeI0BaHUS [0
(apmakonoruueckoii 6e30MacHOCTH, TOKCHYHOCTH IIPY MHOTOKPATHOM

MPUMEHEHNH, POTOTOKCUYHOCTH U (HOTOAIIEPIHH, TEHOTOKCUYHOCTH,
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KaHIEPOr€HHOMY PUCKY, TOKCHYECKOMY IlGﬁCTBPIIO Ha peHVI.)O}IyKTI/IBHyIO
(bYHKHI/IIO 1 pa3BUTHUE MJI0JA, HE BBISIBJIEHBI OITACHOCTH JJI 4€JIOBCKaA.

B JOKJIMHUYECKHUX HUCCIICIJOBAaHUAX 3(p(1)eKTBI Ipenapara Ha6monanncr> TOJIBKO IIpH
€ro CUCTEMHOM IIPUMEHCHHUU nubo B cliydasx, Korga CTCIICHb BO3I[€I\/JICTBI/IH
Ipenapara CyleCTBEHHO IPEBOCXOAUIa MAKCUMAJIbHO BO3MOXXHYIO CTCIICHD
BO3JICHCTBUS Yy 4€JIOBEKA, YKa3bIBas Ha HC6OJII>IHyIO 3HAYUMOCTHD 3TUX OAaHHBIX IJIs

KIIMHAYECKOT'O ITPUMEHCHUS.

6. DPAPMAHEBTUYECKHUE XAPAKTEPUCTHUKHU

6.1 Cnucok BcnmoMorarte/ibHbIX BellleCTB
Tpurnuuepupl, cpeHeN JUIMHBI LIETH
Tunokcanon

LleTankoHuit Xaopum

['muuepun

ITomoxcamep 188

Hatpus rugpokcun 0,1H (mns xkoppekiuu pH)

Bona s napexnuii

6.2 HecoBMecTHMOCTH

He npumenumo.

6.3 Cpok xpaHeHusi

3 roja.

6.4 Oco0bie Mepbl IPeJOCTOPOKHOCTH NPH XPAHEHHH

Xpanuts npu Temneparype He Boiie 30 °C. He 3aMopaxuBaThb.

Ilocre BCKpBITHS alFOMHHUEBBIX NIAKETOB TIOOMK-KaIeIbHHUIBI ISl OJHOKPATHOTO
MPUMEHEHHMS CIEyeT XpPaHUTh B OPUTMHAIBHON yIIaKOBKE ISl IPEOXPAHEHHUS OT
ceeta. Cpasy 1mociie UCIIONB30BaHUs Y TUIIU3HPYHTE OTKPHITYIO TIOOMK-KaIeIbHHUILY

IS ONHOKPATHOI'O MIPUMEHEHHUA C JIFOOBIM KOJIMYECTBOM OCTAaBIIEHCS OMYJIbCHH.
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6.5 Xapakrtep u coaep:KHMoOe YIIAaKOBKH

ITo 0,3 M1 B THOOMK-KaneabHULIAX ISl OQHOKPATHOI'O IIPUMEHEHHS U3
MOJIMATUIIEHA HU3KOU IIJIOTHOCTH.

[To 5 TrOOMK-KaneabHUL, CIIassHHBIX BMECTE B OJIMH CTPHII, IOMEIIAIOT B
repMETUYHbIN JTaMUHUPOBAHHBIN aTIOMUHUEBBIN MTAKET.

[To 6 makeTOB BMECTe C MHCTPYKIIMEH 110 MEAUIITHCKOMY PUMEHEHHUIO (JIMCTOK-

BKJIQ/IbIIlI) B KAPTOHHYIO MAYKYy.

CO,Hep)KI/IMOG YIIaKOBKH: 30 TIO6I/IK-K3HCJIBHHLI IJIA OMJHOKPAaTHOT'O IPHUMEHEHU .

OTmyckaroT 1o peuenty.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH NMPH YHHUTOKEHHH HCMOJIb30BAHHOIO
JIEKAPCTBEHHOI0 NMpenapaTa HJiH 0TX0J0B, MOJY4YeHHBIX MOcJie IPHMEHEeHHs
npenapara M Apyrue MaHHMYJISIHHU ¢ MPenapaToM

JIro6ble HencCnoab30BaHHbIE JIEKAPCTBEHHBIE CPEICTBA MM OTXObI JOJIKHEI OBITh

YTHIIA3UPOBAaHBI B COOTBETCTBUU C MECTHBIMHA Tpe6OBaHI/I}IMI/I.

7.  JAEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMSI
«AO CAHTEH»

Hunrrioxaankary 20

33720 Tamnepe

DOUuHIAHIUS

[IpeTeH3uun norpeburenei HaIIpaBJISITh 110 aApeECy.

IIpencraButensctBo komMnanuu «Santen Oy» (Punnsuaus) B Pecry6muke
benapycs.

220028 r. MuHck, yi1. Masikosekoro, 144, owm. 8, ka6. 12.

AJlpec 31eKTPOHHOM ITOYTHI:

safetyRU@santen.com

santen(@tut.by
Tenedon: +375 (17) 316 77 65
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8. HOMEPA PETMCTPAIIMOHHBIX YIOCTOBEPEHUI

9. JATA IIEPBOM PETMCTPAIIMU/ MIPOJAJEHUS PETUCTPALIUA
Jlata BbIIau¥ IEPBOTO yAOCTOBEPEHUS:

10. TATA IEPECMOTPA TEKCTA
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