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lNpeacTaBAeHbl pe3yAbTathl npumeHeHus poHOeTarna — poccuiickoro ©Ouoanarora uuTepdepona Oerta-1b ars Aeuenus
paccesHHoro ckaepo3a (PC). B uccaeaosanue BkAlo4aAuCh 60AbHbie PC, HaxoAMBIWIMECS HA AMCMIAHCEPHOM HaOAIOAGHMM B
nepuoa c cpespans 2008 r. no mapt 2012 r. Bce 6oAbHbIE BbIAM 06CAEAOBAHBI HEBPOAOTUYECKH C AOTIOAHUTEAbHBIM onpeseAeHuem
OLEHKH MX coCTosHuA No wkare EDSS; dukcupoBaru Takke 4McA0 06OCTpeHMI M MX MCXOABI, HAAMYME NPOrPecCUPOBaHMUS
3a00AeBaHMs, MepeHOCMMOCTh npenapara. CywecTBeHHbIX pa3Aanuuii B 3(p¢eKTMBHOCTM poHOETaAa MO CPaBHEHMIO C
berachepoHom oTmeqeHO He ObIAO (4acToTa 0bOCTpeHuit u nporpeccuposanns PC Gbiau conoctasumbl). Bbiaa npakTuueckm
CONOCTaBMMOW M NEPEHOCUMOCTL 000OUX NpenapaTos, 3a UCKAIOHEeHHEeM DoAee BbICOKOH Y4acTOThl FPUMNMONOAOBGHOI0 CMHAPOMA
B HayaAe Tepanuu poHDeTarom. OAHOMOMeHTHasi 3ameHa OeracpepoHa Ha POHOETAA 4ACTO BbI3blBaAa OTKa3 DOAbHLIX OT

Tepanuu. JTO CBS3aHO C HEAOCTATOYHON MH(POPMUPOBAHHOCTLIO MALMEHTOB O HOBOM Mpenaparte, HEOOXOAMMOCTbIO BHOBb
NPOBOAUTE TUTPOBAHME AO3bl, ONACEHNUSIMU BO3HUKHOBEHUS NOGOUYHLIX PeakuMii.

KatoueBble cAoBa: paccesiHHbIf CKAePO3, MHTEpepoH beTta-1b, bruoaHaror, poHbeTaA.

The results of using ronbetal, the Russian biosimilar of interferon-beta 1b, in the treatment of multiple sclerosis (MS) are
presented. The study included outpatients followed up from February 2008 to March 2012. All patients were assessed
neurologically with additional evaluation using the EDSS; a number of exacerbations and their outcomes, disease progression,
tolerability of the drug were recorded. No significant differences in the efficacy of ronbetal and betaferon were found. The
frequency of exacerbations and MS progression were comparable for both drugs. The same was with the tolerability, with the
exception of higher frequency of the flu-like syndrome at the beginning of treatment with ronbetal. A single-step substitution of
betaferon for ronbetal often caused the discontinuation of treatment by patients because they were not fully informed about the

new drug, need to use a new dose titration scheme and were anxious about side-effects.

Key words: multiple sclerosis, interferon-beta 1b, biosimilar, ronbetal.

B Hacrosuiee BpeMmsi paccessHHbIM ckiiepo3 (PC)
IIpEeACTaBISAET OMHY U3 HauboJIee JaCThIX HEBPOJIOTUYEC-
CKUX NPUYUH WHBAJIMIU3ALUN JIULL MOJIOLOTO TPYIO-
crtocobHoro Bospacra. JmmrensHoe Bpemst PC cuurasi-
Csl TMIPAKTUYECKMU HEKYpabejibHbIM 3a0o0JjieBaHUEM, HE-
U3MEHHO ITPUBOASILIMAM K TJIYOOKOM MHBaJIWAM3ALINU
nmalMenTa. B nocnenHue nBa gecATWIETHS CUTVaAIlU
U3MEHHUJIACh, YTO CBA3aHO C pa3pabOTKOM U BHEIPEHU -
€M B LLIMPOKYIO KJIMHUYECKYIO TTPAKTUKY CPEACTB MaTO-
F€HETUYECKOM Tepanmuu — MHTEpdEPOHOB OeTa U ria-
TUpaMepa aierara. lTakue mpernapaTrbl HE U3JICUYMBAIOT
3a00JIEBAHKE, HO MMO3BOJISIIOT U3BMEHUTD €TI0 TEUEHUE HAa
0oJiee OiaronpusiTHOE, YTO IPOSIBISAETCS CHUXEHUEM
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4aCTOThI OOOCTPEHUM U 3aMeJIEHWEM HapacTaHUs HE-
BPOJIOTHYECKOTO AepuuuTa (0TCrOIa O0I1Iee Ha3BaHUE
JIEKAPCTBEHHBIX CPEICTB 3TOM I'pYIIbl — Mpernaparhl,
nsMeHswIme teueHue PC — ITUTPC). 1o mocnenHero
BPpEMEHU UHTEPMEPOHBbI 0€Ta M TIJIaTMpaMepa aleTar
IO-TIPEXHEMY OCTAIOTCS IpernapaTtaMy IEPBOro BbIOO-
pa, 3OPEKTUBHOCTL U OE30ITACHOCTh KOTOPBIX JI0KA3a-
HbI B KPYITHBIX MYJIBTULIEHTPOBBIX KIIMHUYECKUX UCITbI-
TAHUAX U TMOATBEPXKIEHBI pe3yJibTaTaMU IJIUTEIbLHOTO
IMOCTMAapKETUHTOBOro HabmoneHus [ 3].

B 6onbimmuHcTBe peruoHOB Poccun ITUTPC cranum
LMpokoaocTynmHbiMU B 2007 1., Onarogapst peajiu3aiiuu
DenepaibHOM LIEJIEBON MPOrpaMMbl «7 BbICOKO3aTpaT-

'e-mail: rkdcdz@rkbvl.ru
‘e-mail: timuur@gmail.com

113



HBIX HO3osoruu». Jlo 2010 r. criekTp 3aKyrnaembix IO
OJaHHOUW NporpamMme HUHTEp(hPEpOHOB OeTa OBLI IIpel-
CTaBJI€H MCKJIIOYUTEIbHO OPUTMHAJIbHBIMU (MHHOBA-
LIMOHHBIMM) TIpenaparamMu — 0etadepoHoOM (MHTepde-
poH Oeta-1b, mpoussomurens «baiiep Illepunr Mapma
Al'», I'epmanusg), peobndom-22 u peobudpom-44 (narep-
dbepoHbl 6eTa-1a 1151 MOAKOXKXHOIO BBEIEHUS, [IPOU3BO-
mutenb «Mepk Cepono C.i1.A.», UTanust) U aBOHEKCOM
(uHTEep(epoH OeTa-la I BHYTPUMBIIIEYHOIO BBEIE-
HUsI, TIIpousBoauTenb «buoreH Alinek JiumMuremn»,
CILA). UcTeyeHue cpoka NMaTeHTHOM 3alllUThl HA UH-
TEPMEPOHBI OETA IIPUBEJIO K TIOSIBICHUIO HA PBIHKE WX
AHAJIOTOB, MPOU3BEOCHHBIX OTCYECTBEHHBIMU U 3apy-
oexubeMu kKomnanusimu. B 2010—2012 rr. B pamkax
YKa3aHHOM BBIIIE MNPOTrpaMMbl HA4YajM [IOCTABISATHLCH
OuoaHanorn — poHberan (MHTepdepoH beta-1b, mpo-
n3gogutenb 3A0 «bMOKA/l», Poccus), mudubera
(uHTEphEPOH OeTa-1b, mpoussoautens 3A0 «'EHE-
PUYM», Poccus), rendakcoH-22 u reHdakcoH-44
(MHTEep(dEepOoHbl OeTa-la mIg MOAKOXHOTO BBEIEHUS,
npousBonutesis «Jlaboparopusi Trotrop CACUDUA»,
ApreHtrHa), CUHHOBEKC (MHTepdepoH Oera-la s
BHYTPUMBIIIIEYHOIO BBEAEHUS, NpOU3BOAUTENL «CHUH-
Halen Ko», UpaH). B HacToslee BpeMs B OOJILILIWH-
CTBE PErMOHOB POCCHUM OHM MpPakKTHYECKU MOJTHOCTHIO
3aMEHWIN OPUTUHAJIBHBIC TTperapaThl.

HpO].L@CC nmepexona ¢ OpUrMHaNbHBIX UHTEPdEpo-
HOB 0€Ta Ha MX aHAJIOT'U COTTPOBOXKIAETCA BO3HUKHOBE-
HUEM psiaa 1pobieM, CBA3aHHBIX ¢ BoIpocaMu 3dhdek-
TUBHOCTHU, IIEPEHOCUMOCTHU U YI100CTBA IIPUMEHEHUA.

B HacTosi1e# cTaThe yKa3zaHHbIE BOIIPOCHI paccMar-
pUBAIOTCA B CBETE TAHHBIX JUTEPATYPHI U COOCTBEHHBIX
HaOmoneHuil aBTopoB. IlocinenHue kKacawoTcst IpuMe-
HEHUS pOoHOeTasa, KOTOPbIM CTaJl OJHUM U3 TMEPBBIX
OnoaHanoroB nHTepdepoHa deta’.

HecMOoTpst Ha TO 4TO Ha CTpaHULIAX MEIUITMHCKOM U
(papMallEeBTUYECKON I€YaTU B TEYEHUE TIOCTECAHUX
10 jieT He nIpekpaiaeTcst aKkTUBHASI IUCKYCCHSI, CBSI3aH-
Hasl C aI€KBATHOCTHIO AaHAJIOTOB OMOJIOTMYECKUX ITperia-
paToB, MPUMEHAEMBIX U1 JIEUEHMS Pa3HbIX 3a00JieBa-
HUM |6, 7, 14, 15, 18, 20, 23, 24], MHOTHE BOIIPOCHI OCTA-
I0TCS HepeuieHHbIMU. [lo3aToMy 0cobO0e BHMMAaHHUE B
0030pe yaeasieTcss METOIMKAM CO31aHUs, BHEIPEHUS B
MEIMLIMHCKYIO TIPAKTUKY, U3YUCHUIO COMMOCTABUMOCTHU

OPUTUHAJIBHOTO X BOCITPOU3BEACHHOIO OMOIOTUIECKUX
CPENCTB.

buosornyeckue npenapaTbl: OPUrHHAJIBHBIE
M BOCIIPOM3BE/ICHHbIC

B 1miupokKoM cMbIC/Ie Cl10Ba OMOTOTUYECKUM ITpeTia-
paToM 0003HA4YaloT JIIOObIE JIEKAPCTBEHHbBIE CPEICTBA,
[OJIy9aeMbI€ (B TOM 4YMCJIE OMOTEXHOJIOTMYECKUM IIy-
TEM) M3 XUBBIX OPraHU3MOB (KJIETOK WJIY TKaHEH Yelio-
BEKA, XUBOTHBIX WJIM MUKPOOpPraHu3mMos). [Ipumepamu
OMOJIOTUYECKUX IIPEINApPaTOB SBISIOTCS BaKIIMHBI, IIpe-
[apaTtbl KpOBU, TOPMOHBI YEJIOBEKA WJIA XMBOTHBIX U
np. B KOHTeKCTe maHHOM CTaTbU IMOJA OMOJIOTHIECKUM

114

e

......

...........

i s Rt

npenaparoM (ouornpenaparoM, OuodapManeBTAde-
CKHUM CPENCTBOM) IIOApPa3yMeEBAETCS OoJiee Y3KUI KpyT
COCIUHEHUIM, a AMEHHO «JIEKaPCTBEHHBIE CPEICTBA, CO-
NEepXKalllye B Ka4eCTBE AaKTUBHOM CYOCTAHLUUHU OEIKH,
TMOJIYYEHHBIE C TOMOILBIO OMOTEXHOJIOTHUIN».

buonornueckue npenapatbl MpeacTaBAsIOT COOOMU
Oenku, 1o CTpyKType U (DYHKIIUAM UIECHTUYHBIE WIA
OJM3KME K 3HIOTEHHBIM YEJIOBEYECKUM LIMTOKMHAM,
rOpMOHaM, aHTUTEJIaM, (DEPMEHTaM; IIPOMU3BOIAT UX,
KaK IMpaBwWiIO, OMOTEXHOJOTHYECKUM ITYTEM C UCIIOJE-
30BAHUEM TE€HETHUYECKM MOIU(PUIIUPOBAHHBIX KJIETOY-
HBIX (IIPO- WM 3YKAPUOTUYECKUX) KYJIBTYP.

buortexHonmornyeckuit mporecc nojJy4eHuss OMoo-
TMYECKUX TIPErnapaToB BKJIIOYAET BbIJACIICHUE WIU CUH-
T€3 MHTEPECYIOILEIO reHa de novo, ero IepeHoc B BHI-
OpaHHBIC KJIIETKU C CO3JaHMEM INTaMMa-TpOAYLIECHTA,
CTUMYJSIIUIO POCTA U/WAIU MTPOTHdepaLiii KIETOK, CO-
NEPXKAIIWUX BCTPOECHHBIM I'€H, MHAYKIIUIO 3KCIIPECCUU
NAHHOI'0 T€Ha, T.€. CUHTE3 1IEJE€BOr0o OEJIKOBOIO IPO-
OYKTa; ero BBIICJICHUE, OYUCTKY ¥ CTA0WUIM3aLINIO; IIPU-
TOTOBJIEHUE JIEKAPCTBEHHBLIX (DOpPM OMOJIOTUYECKOro
npenapara |17, 20].

IlepBbie peKOMOMHAHTHBIE OEJIKOBBIE IperapaThbl
(MHCYJIMHBI, SPUTPOTIO3TUHBI) MOSIBUINCE B 80-X roaax,
B HACTOSIIEE BPEMS KOJMYECTBO OMOJIOTMYECKUX IIpe-
napaToB McCUUCIsIeTcsd necsatkamu (tada. 1), emie 00b-
11ee KOJIMYIECTBO HAXOAUTCS Ha pPa3HbIX CTAAUsSIX pa3pa-
0otku. Co3naHue U BHEAPEHUE B KIMHUYECKYIO ITPaK-
TUKY OMOJIOTMYECKMX MpernapaTroB CUYUTAIOT OOHUM U3
Hau0oJice BaXHBIX JTOCTUXECHUNU COBPEMEHHOU MeEIU-
IIUHBI, YTO IIPEXIE BCETO O0YCIOBIEHO BBICOKOU U30U-
paTEeIbHOCThIO UX HEUCTBUS. Bhillle yXe yIOMWHAIUCh
YCIIEXU, NOCTUTHYTHIE B JjiedyeHue PC Oaromaps 1osis-
JIEHUIO OMOJIOrMYECKUMX TIperapaTtoB (MHTEpdEpPOHOB
Oeta). He MeHee BrieyaTasgmOIUe YCIEXU TOCTUTHYTHI
MIpU IIPUMEHEHUH OHUOITpEIIapaTOB B TEeMaTOJIOTUH, OH-
KOJIOTUUN, PEBMATOJIOTUH U JIPYIUX 00JIACTSIX — MHOTUE
3a00JIEBaHUS, pAHEE CUUMTABIIMECS MHKYPaOEeJIbHbIMU U
naxe (paTtaJibHBIMU, B HACTOSILIEEC BpPEMSI YCIIEIITHO W3-
aeuunBaroTes [6, 19, 20]. beicTpo pacTeT n0Jid OMOJIOTU-
geCKUX IpenmapaTtoB Ha peIHKE. [Ipeamnonaraercs, 4To K
2016 . 7 u3 10 nekapCTBEHHBIX CPEICTB ¢ HANOOJBIIMM
00BEMOM MIPOLAXK OYOYT OMOJIOTUUYCCKUMMU.

B 1O Xe BpeMs CcyllecTBYeT HEMAJTOBAXKHBINA aCIIEKT
paccMaTpuBacMoOM IIpPOOJIEMbBI, HAKJIAQJBIBAIOUIUN H3-
BCCTHBIE OrpaHMyeHusi. Peub UIeT O BBICOKOU CTOMMO-
CTH OMOJIOrMYeCKMX IpenaparoB. B cpenHeM cTOUMOCTD
OLHOTO JTHS JICYCHUS OMOJIOTUYECKUMU MpernapaTaMi B
22 pa3sa BhIllIE, YEM MPU IPUMEHECHNU OOBIMHBIX (ITOJTY-
YEHHBIX XUMHUYECKUM ITYTEM ) JICKAPCTBEHHBIX CPEJICTB.
OO01me mpoaaxu orosgorndeckux npemnaparos B 2009 r.

'On npumMeHsieTcs B Pecry6auke Tarapctad ¢ mapta 2010 r., Kyna rno-
CTaBJISAETCH 1O TIPOTPpaAMMeE «/ BBICOKO3aTPATHBIX HO30JIOTHIi».

*‘OnpeneneHare EBpomeiickoro areHTCTBa MO JIEKAPCTBEHHBIM CpEll-
crBam, EMEA [8, 26].
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Tabanua 1. OcHOBHbIE TPYNMbl DMOTEXHOAOTUUYECKUX ACKAPCTBEHHBIX NMpenapaTos u cdrepbl X MPUMEHEHUS

[ pymna OcHOBHBIE NpenapaTsr™

OCHOBHBIE TTOKa3aHUS K TPAMEHEHUIO

DPUTPOIIOITHUHBI SM03TUH ajbda, 31MO3THH OeTa

KOJIOHWEeCTUMYIUPYIONTHE
(bakTOpPHI

DuIrpacTuM, TEeHOTPACTUM

Uurepdeponsb! anbda HMuTepdepoH anbda-2a, HHTEP-
hepoH anbda-2b
UnTepdepon beta-1b, naTEpDE-

poH OeTa-la

WUurepdeponsl 6eTa

PekoMOMHAHTHBIE UHCYJIMHBI W HCcynHEBI YeloBeYeCcKue reH-

HO-UHXCHCPDHBIC

PexomOuHaHTHBIE TUIOMU3AP-
Hbl€ TOPMOHBI

CoMaToTpOITUH

PexoMbUHaHTHBIE (DaKTOPBI
CBEPTBHIBAHUS KPOBH

daxTop ceepTeiBaHus VIII

MoHOKIIOHATBLHBIE AHTUTEIA Putykcumad, nHdIMkcumao,

O0asuimkcumad U ap.

AHEMHS TIPHA XPOHUYECKOW MOYEUHOM HEAOCTATOYHOCTH, TIPU XU~
MUOTEpAIIiK, OHKOTEMATOJIOTHYECKIMX 3a00/IEBAHUAX

HeliTponeHusi npyM XMMHUOTEPAIIUK, BPOXICHHBIEC HEUTPOITEHUAN,
HeuTponeHus npu BUY-uHdekumu, mpm TpaHCIUIAaHTALIMM Kpac-
HOT'O KOCTHOTO MO3ra, /Uisi MOOMIKM3allM1 CTBOJIOBBIX KJIETOK MEPU-
(heprUYeCKOM KpOBMU

OHkKoremarosornyeckue 3aboneBaHus (XpOHUYECKHU A MUETIONEH -
KO03), XpOHUYeCKHe BUpYCHBIE rernatuThl B u C

PaccegHHbiit CKIIEpO3

CaxapHbliii 1uabet

['unodu3apHbIii HAHU3M

BpoxaeHHble Koaryjaonatiuu (remodunus A)

OHkoremaroJiorudeckme 3adoneBaHus, peBMaTHYeCKHUe 3a00/1eBa-
HUS, TPO(PUIIAKTUKA OTTOPXKEHMS TpaHCIUIAHTATa U JIp.

[Ipumenanue. * — nipencTaBICHBI IIPETIAPATHL, 3aPErUcTpUpPOBaHHble B PO,

nocturiiv 93 muipa nosutapos CIIA v nponomxaioT yBe-
amunBaThed 0ojiee yeM Ha 10% exeromuo. Bricokas
CTOMMOCTh OMOJIOTMYECKUX IIperapaToB COCTaBJISET
TSDKKOE OpeMs U CUCTEMBI 3IPABOOXPAHEHUS U Orpa-
HUYUBAET UX JOCTYITHOCTD IMALIMEHTAM BO MHOTMX CTpa-
Hax [16, 20].

HUcTopudecku CIoXWIoCh, YTO 10 UCTCYCHUU Bpe-
MEHHU IMaTEHTHOM 3alIUThl HA UHHOBALIMOHHOE JIEKap-
CTBEHHOE CPEICTBO HAa PHIHOK BbIBOISITCS €TI0 aHAJIOTH,
IIPOU3BEAECHHBIE IPYTUMU KOMITAHUSIMU — TaK Ha3bIBa-
EMBIE BOCIIPOM3BEIECHHBIE JIEKAPCTBEHHBIE CpEaCcTBa
(reHepUYeCKue mpenapartsl, JKeHepuku). [10cKOIBKY
CBOMCTBA OPUTUHAJIBHOTO JIEKAPCTBEHHOTO CPE/CTBA HA
OTOM 3Tall€ XOPOILO U3YUYEHBI, TO PETMCTPALIMSI BOCIIPO-
MU3BEIEHHBIX JIEKAPCTBEHHBIX CPEICTB IIPOMU3BOANTCS Ha
OCHOBAaHUU JIAHHBIX (PU3UKO-XMMHUYECKUX HUCCIIEI0Ba-
HWW U TAHHBIX O IIPOLIECCE NMPOU3BOACTBA O€3 IMTPOBEE-
HUA KIIMHUYECKUX HUCCIIENOBAHUM 3(P@HEKTUBHOCTUA U
0e3omacHoCcTU. TONBKO B ciydae MPUMEHEHUs IIpera-
pata per 05 HEOOXOAUMO TIPOBECICHUE KIMHWYECKOTO
HUCCIIENOBAaHNUS OMOSKBMBAJIEHTHOCTM B CpaBHEHUU C
OPUTUHAJILHBIM IpenmapaToM. OObluHbIE (HE OMOJIOTH-
YEeCKHUE) JIEKAPCTBEHHBIE TIpenaparhl 001aaaoT Malou
MOJIEKYJISPHOU Maccou (B cpeaHem ot 160 oo 800 [Ja); B
OOJIBIIMHCTBE CJIYYa€B WX TIOJIYYAlOT IIYTEM XUMUUE-
ckoro cuHre3a. Ilpouecc nmpon3BoacTBa OTHOCUTEIILHO
[IPOCTO KOHTPOJUPYETCS U MO3BOJISCT MOJIYIUTH ITPO-
AYKT CO CTAaOMJIbHBIMHM XapaKTepUCTUKAMU KadecTna,
OIIPENENSIEMBIMU CTAHIAPTHBIMU aHAJTUTUYECKUMU ME-
TomamMu. IakuM oOpa3oM, CpaBHUTEILHO JIETKO MOXHO
MOJIYYUTh TEHEPUUYECKHMU IIpErapaT XUMNUYECKOU IIPU-
pObl, KOTOPBIK OYAET KOIIMEM MHHOBALIMOHHOTIO [23].
HMcreyenne cpoka MmaTeHTHOM 3alllUThl HA OMoJIorU4de-
CKUE Ipenaparsl NepBOro rnokojieHus (Hadamno 2000-x
rof0B) CO30AET MIPUHLMITMAJIBHO UHYIO CUTYaLlMIO, 10~
CKOJIbKY TEXHOJIOTUS CUHTE3a OPUTMHAJILHOIO Iperia-
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paTa gBJISIETCS 3aKPhITOM UHTEJUIEKTYAJIbHOM COOCTBEH-
HOCTBIO TIPOM3BOJAUTENS M, KaK IIPAaBUJIO, HENOCTYITHA
NpyruM (papManeBTUYECKUM KOMIIaHUAM. Pedb UaeT o
TOM, YTO pa3padboTKa aHajiora OMOJIOrMYECKOro mnperna-
paTa SBJSIETCS ropa3o 0oJiee CJI0XHOM 3a1a4eil B CpaB-
HEHUU ¢ pa3paboTKOM BOCIMPOM3BEOEHHOIO Iperapara
XAMMYECKOW Tpupoabl (JXKeHEepuKa) B CUIY ropas3no
OONBIIENA CIOXHOCTH MOJIEKYJbI U HEBO3MOXHOCTU B
TOYHOCTU BOCIIPOM3BECTU TEXHOJIOTHUIO ITPOM3BOICTBA
OPUTUHAJIBLHOTO TTpernapara.

Tak, 3(@eKTUBHOCTL OMOJIOTUYECKUX IIpPEraparon
MOXKET IM1aJaTh B CJIy4ac HApPYLIEHUS MPOCTPAHCTBEHHOM
OpraHu3aLyy MakKpOMOJEKYJIbl WM 00pa30oBaHus arpe-
raToB; 0€30MaCHOCTh MOXET MEHSATLCS B CJIy4ae HAJTMYUS
TEXHOJIOTUYECKUX ITPUMECEN ; TIPENApaT MOXET 00J1a1aTh
MHOM CTAaOWJILHOCTBIO U T.J. TakmMM oOpa3oM, MOIXOI,
IIPUMEHSEMBIU K PETUCTPAIIMHA XMUMUUYECKUX T€HEPUUE-
CKMX IIpENapaToB 0Ka3aJcsd HEAOCTATOYHBIM, a IEPBOHA-
YAJIBHO IIPEUIOXKEHHBIA TEPMUH «OUOIKEHEPUK» (OHO-
reHEPUYECKMU Mpernapar) ABJISIETCS HETTPUEMIIEMbIM U151
0003HauUeHUsI 3TOr0 Kilacca JIEKAPCTBEHHBIX CPEICTB.
BMecTo 3TOro peKoMeHa0BaHO UCIIONAb30BATh TEPMUHBI
«DUoaHaIor», WKW <«BOCIPOU3BEIEHHBIM OMOJIOrnYe-
CKMM nipenapat» (biosimilar, similar biotherapeutic pro-
duct, subsequent entry biologic, follow-on biologic pro-
duct), MomYEpKMBAIOIIIME, YTO OH SBISIETCS CXOJIHbBIM
(aHAJIOTMYHBIM), HO HE MIOCHTUYHBIM OPUTHHAIBHOMY
Ouosormyeckomy rperapary [6, 14, 22, 24].

OcobenHoCcTH perucTpauyy ¥ NPaAKTHYECKOro
npyuMeHeHus1 0M0AHAJIOTOB

Ilpu3Hanue Toro akra, 4T0 OMOAHAJIOTU HE MOTYT
paccMaTpUBATbLCs KAK I'€HEPUUECKUE TTpeIapaThl, UMe-
€T psili BaXXHBIX B MPAKTUYECKOM TUJIAHE IMOCJIEICTBUMN.
B niepBy1o ouepenb BO3ZHUKAET BOIMIPOC O METOMOJIOTHUH
peErucTpanvu OMOaHaJIOroB.
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Perncrpatist oObIYHBIX (ITOJIYYEHHBIX XUMUYECKIM
[[yT€M) FEHepUYECKUX MIPENapaToB B OOJLILUHCTBE CITY-
4a€B MIPOM3BOAUTCS IO YIIPOUIEHHOUW CXEME U MOJIpa3y-
MEBAET MPEIOCTABJIEHUE MaHHBIX, MMOATBEPXKIAOLINX,
4TO [IKEHEPUK COACPXKUT TY XK€ aKTUBHYIO CYOCTaHLIUTO,
9TO U OPUTMHAJIbHBIM Mpenapar, aHaIOTU4YeH €MV T10
03¢, IyTU BBEACHUA M OMOOOCTYIIHOCTU (ITOCJICIHEE
[MOIPa3yMEBAET IPOBEIAECHUE CPABHUTEIBHOIO UCCIIENO-
BaHUS (DaPMAaKOKMHETUYECKUX IMAPaMETPOB reHepUuye-
CKOTO ¥ OpPUIMHAJIBHOIO TpErapaToB Ha HEOONbILIOH
TPYIIIE 3I0POBLIX JOOPOBOJIBLLIEB UM TTAIIMEHTOB C 1iE-
neBou nmarosioruein) [20]. IlpuMennTenpbHO K OM0aHaIO-
raM TaKOW MOJNXOHO TPEICTABIASIETCS HEMOCTATOYHBIM.
Tak, EMEA KoHcTaTHUpyeT, 4TO BCIEICTBUE CIOXHOCTU
MpenapaToB, MOJYYEHHBIX C UCIIOJb30BAHUEM OUOTEX-
HOJIOTMM, MOOXOJ K HUM, KaK K TEHEPUYECKUM Iperapa-
TaM, C HAyYHOHW TOYKU 3PEHUS HE MPEICTABIISIETCH [IPU-
EMJIEMbIM. AHAJIOTUYHOM TOUKU 3PEHUS TIPULEPKUBA-
ercsi U BcemupHass opraHmsanus 34paBOOXpaHEHUS
(BO3) [25]. OueBumHO, uTo HeobxommMa pa3zpaboTKa
CHUCTEMBbI HOPMAaTUBOB, PErYJIUPVIOIIMX 3TU ACIIEKTHI.
B Hacrosuiee Bpemst mpoliecc peryJampoBaHus obpaiiie-
HUST OMOAHAIOTOB HE SIBJISIETCS 3aBEPIIEHHBIM, MHOTHE
ACTIEKTBI OCTAKTCS CIIOPHBIMU U HEPA3PAOOTAHHBIMM.

HanbosblIMi ONIBIT B OTHOIIEHNU PETYIUPOBAHHUS
obpameHus 0MO0aHaIOTOB HaKoIUIEH B EBpocoiose. EB-
poneﬁCKQe MeauIMHCKoe areHTcTBO (EMEA) paspabo-
TaJIO ¥ OITyOJIMKOBAJIO psi, HOPMATUBHBIX JOKYMEHTOB,
KacCarolIMXCsl MCIIO0JIb30BaHUsT OuoaHaysoroB [8—11]:
OOILIMX BOIIPOCOB TEPMUHOJIOTUM U PETUCTPAIIUKA OUO-
AHAJIOTOB, PEKOMEHIALMH IO IIPOBEACHUIO CpaBHU-
TCJIbHBIX (U3MKO-XMMUYECKUX MCCIEIOBAHUNA Kaue-
CTBa, a TAKXE CPABHUTEJIbHBIX JOKJIMHUYECKUX U KIIU-
HUYECKUX UCCNEAOBAHUY [JISI SPUTPOITIOITUHOB, TPAHY-
JIOUMTAPHBIX  KOJIOHUECTUMYNUPYIOIIUX (DaKTOPOB,
HU3KOMOJIEKYJSIDHBIX T€TIApUHOB, WHCYJIMHOB, TIperna-
paToB COMATOTPOITHOrO ropMoHa. Pa3paboTaHbl 1 Ha-
XOIATCA Ha COTJIACOBAHMWU PEKOMEHOAINU IO M3yue-
HUI0 OMoaHaIoroB UHTEPDEPOHOB 6eTa U anbha, MOHO-
KJIOHAJIbHBIX aHTUTEJl. PaszpaboranHass EMEA mpore-
Aypa peructpaluuuv OMOAHAJIOTOB CYIIECTBEHHO CIIOX-
HEE TaKOBOW U1 TEHEPUUYECKUX IIperapatoB. B To xe
BpEMS OHa YIIPOIlleHa OTHOCUTEJILHO MPOLIEAYPLI PETH -
CTpallui HOBOIo Ouornpenapara. Tak, nmpu perucrpaiuu
OMOaHajiora BMECTO HUCCIECHOBAHUNA, MOKA3BIBAIOIIMX
OezomacHOCTb ¥ 3(PHEeKTUBHOCTL HOBOrO TMpernapara
KaxK TaKOBOTO, MIPEAYCMOTPEHA COBOKYITHOCTE IMOCJIENO-
BaTCJIbHBLIX TIPOLEAYP, KOTOPBIE MPU3BAHbLI TIOIATBEP-
[IUTb, YTO HOBBIA OMOJIOTUYECKUU IIpernapaTr COMnocTa-
BUM (aHaJIOTUYEH) pedepeHTHOMY — TaK Ha3bIBaeMBbIe
«MCCIIeIOBAHUS COTIOCTAaBUMOCTHU» (comparability stud-
ies). B kauecTBe pethepeHTHOTO Mpenapara paccMaTpy-
BaCTCd WHHOBALMOHHbIM OUOJOTUYECKMM IIpenapar,
yX€ 3aperucTpupoBaHHbIM B EBpoCoOIo3e, ¢ aHaI0Iruy-
HOM aKTMBHOW cyOcTaHuuen. JlekapcTBenHas hopMma u
MyTh BBEACHUS MCCIEAYEMOTO U PEMEPEHTHOIO IIPO-
AYKTOB NJOJDKHBI OBITE OMHAKOBBIMUA. COMOCTABUMOCTh
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OueHka KayecTBa

* [leMOHCTpauus CXOXecTH CTPYKTYPbl MONEKysibi
buoaHanora c pechepeHTHLIM NpenapaTom

* OueHKa noTeHLUanbLHOTo BMNUSAHUS OTIIMYNI
Monekyrnbl boaHanora Ha Buonoruyeckyo
aKTUBHOCTb, BE30NacHOCTL U UMMYHOTEHHOCTb

CpaBHuTtenbHas achdheKTUBHOCTE
WU 6e30nacHoCTbL

AOKNUHUYECKMK 3Tan

» CpaBHUTENBLHOE UccnenosaHne BUonoruyeckomn
aKTUBHOCTH in vitro v in vivo
* CpasHUTENbHOE UCCneaoBaHue

(hapMakogMHaAMUYECKIX M TOKCHKONOTUYECKUX
napameTposB in vitro

I

CpaBHuTenbHasn adytheKTMBHOCTL

n De30nacHoOCThL
KNMHWYECKMN aTan

—

CpasHuTenbHoe uccneaosaHue hapMakoKMHETUKM
CpaBsHuternsHoe ncenegosavme hapmMakoanHaMmukm
C UCNONb30BaHWeM aaeKBaTHOro Mapkepa
CpaBHUTENBHOE NCCNnenoBaHue

ahdpeKTMBHOCTM U BesonacHoOCTU

CpaBHuTensHoe uccnenoBaHue MMMYHOTeHHOCTU

lNocTMapKeTUHIOBLIA KOHTPONbL

MoHuTOopuHr 6esonacHocTy,
nccnenoBaHue MMMYHOIreHHOCTH

Cxematnueckoe npeactaBrenne pekomeHayembix EMAE 3tanos pe-

rucTpauvu buoaHarora (AHAAOrMYHON CXeMbl pPeKoOMeHAyeT npuaep-
*usatoca BO3).

JOJIKHA OBITH NMPOJEMOHCTPUPOBAHA B OTHOILIEHUM Ka-
4eCTBa, 3(P(MEKTUBHOCTU U 6€30MacCHOCTUA (CM. CXeMy)
[21].

CorocTaBieHde KayecTBa MPOBOMAUTCS B OTHOIIIE-
HUU CyOCTAaHIINN, BXOMSIIECH B COCTaB nperapara. Llems
JAHHOTO 3Tara 3aKJIYacTCs B IEMOHCTPAIIUN «aHAJIO-
TMYHOCTU» (T.€. MAKCUMAJIbHOM CXOXECTU) CTPYKTYDHI
MOJIEKYJIBI OMOaHaJIora; TakKe OLIEHUBAETCS MOTEHIIM-
AJIbHOE BIIMSTHUE BBISIBJICHHBIX OTJIMUUM HA OUOJIOrHYe-
CKYX0 aKTUBHOCTH, 0€30IIaCHOCTb 1 UMMYHOTE€HHOCTD
onoanaiora. Mcronb3yercsa HabOp aHAIUTAYECKUX Me-
TONOB, HAIIpaBJIEHHBIX HA ONpeleciieHe DU3UKO-XUMU-
YECKMX, OMOJOrMYEeCKUX XapaKTEPUCTUK, CTEICHMU
OYMUCTKH BOCIIPOU3BEACHHOIO0 OMOJIOTHYECKOr0 MEIM-
[IMHCKOTO IIPOAYKTA U IP.

st coroctaBiieHUs: 3pHEKTUBHOCTU U Oe30mac-
HOCTU OrMoaHasiora NpeaycCMOTPEH PSJL JOKITUHUYECKUX
U KIIMHUYECKUX CPABHUTEJIbHBIX MUCCIIEIOBAHWIM.

JIOKIIMHWYECKUA 3Tall BKJIIOYAET CPaBHUTEILHYIO
OLICHKY OMOJIOTUYECKOW aKTUBHOCTHU in Vitro (KIEeTOU-
HbI€ KYJIbTYpPHI), (papMaKOAUHAMUYECKUX U TOKCUKOJIO-
TMYECKUX TMapaMeTpoB (MCCIEe0OBAHUE TOKCUYHOCTH
MHOTOKPAaTHBIX 103) in vivo. bonee MUPOKUE TOKCUKO-
JIOTUYCCKHME UCITBITAHUS, KaK ITPaBUJIO, HE TPEOVIOTCH.

KJmmHWYeCcKMi 3Tar BKIIIOYAeT OOHO WIM HECKOJIb-
KO M3 CIEOYIOUIUX CPaBHUTEIBHBbIX MCCICIOBAHUN:
OlieHKA (PapMaKOKUHETUKU U U3ydeHUe hapMaKoIuHa-
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MUKM (C MCIIOJB30BAaHUEM KIIMHUYECKU 3HAYMMOTIO
Mapkepa); KIMHUYECKOe ucciaenoBaHue 3hGheKTUBHO-
CTU 1 0€30IMaCHOCTU, MPEANIOYTUTEIILHO JIBOWHOE Clie-
[1oe ¢ AByMs (peepeHTHBIN U UCCIIeNyeMblil ITpernapar)
WA TpeMs (peEpEHTHBINW, UCCICAYEMBII ITpernapar u
11anedo) mapajuie/ibHbIMM IpyOIaMU, HCCIEOOBaHWUE
AMMYHOT€HHOCTHU.

Eciiv uccrnenyeMsblid Iperapar 1o BCeM ToKa3sare-
JIAM OKasajiCs COIOCTABUM C pedEpPEeHTHbIM OHMOJI0OrMU-
YECKUM TIpernapaTtoM, TO OH MOXET OBITh IMPpU3HAH €ro
OMoOaHaJIorTOM M pa3pellieH K npuMeHeHuo. [Ipu sTtoMm
pekoMeHnaiimun EMEA mnpenmonararor BO3MOXHOCTD
0100peHus npenapara U 0e3 cpaBHUTEIbHBIX UCCIEI0-
BaHUU 3(MHEKTUBHOCTHU B CJiydae IEMOHCTPALIUU 3KBU-
BAJICHTHOCTU B MCCJIENOBAHUAX (PAPMAKOKUMHETUKU U
(bapMakOIMHAMUKU C HCIIOJb30BAHUEM KIIMHUYECKU
BaATMIVPOBAHHOIO Mapkepa. B mobom ciyuae, ¢ yyeTom
OTPAaHMYCHHOCTHU NAHHBIX, MOJYYEHHBIX [IPU OOPETU-
CTPALIMOHHBIX MCCJIECIOBAHUNAX, ITPOAOJIKUTEIBHOCTD
KOTOPBIX OOBIYHO HE IIpeBbIlIaeT 12 Mec, pOUu3BOIHU-
TeJIb OMoaHaora AOJDKEH MNPEACTaBUTh TJIAH IOJITO-
CPOYHOI'0 IMOCTMApPKETUHIOBOIO HAOIIOJICHUS 3a 0e3-
OITAaCHOCTHIO (BKJII0YAsi UMMYHOI€HHOCTD).

Yacro B mpoliecce KIMHUYECKHUX WCCJIEIOBAHUIM
WJIM TIOCJI€ BBIBOJA OPUTWHAJILHOIO Iperapara Ha pbl-
HOK BO3HHMKAET MOTPEOHOCTH U3BMEHEHUS TEXHOJIOTHYE-
CKOTO Tpoliecca NMpoOu3BOACTBA JEKAPCTBEHHOI'O Cpei-
CTBA. DTO MOXET OCVYILLUECTBIATLCS C LIEJIBIO VIYUIIIEHUS
TEXHOJIOrMYECKOro Mnpoliecca, CTabMIbHOCTH WU TTepe-
HOCUMOCTH TIperiapaTta Wiu U3MEHEHUS MOTpeOUuTeb-
CKMX CBOUCTB. [Ipy BHECEHUM MPOU3BOJIUTEIIEM OPUTHU -
HAJIbHOTO MIpernapara U3MEHEHUHN B IIPOLIECC ITPOU3BO/L-
CTBa (PAaKTUYECKU PEUYb TAKXKE UACT O CO3MaHNM OMoaHa-
Jlora, HE SBJISIOIIETOCd TOYHOMU KOITMEW MCXOMHOTO
npoaykrta. [lomxoabl K 10Ka3aTeabCTBY UICHTUYHOCTH
CBOMCTB OMOMOTUYECKOTO IIperapara 10 U 1OcCJie BHece-
HUST U3MCHCHUU B IPOU3BOIACTBEHHBIN TIPOLIECC TTOM-
pOOHO OMUCAaHbI B PEKOMEHIALIUSX 3apPYOCKHEIX PEry-
ngaropoB (ICH QS5E); kak npaBujio, OHU HE BKJIIOYAOT
[IPOBEACHUE KIIMHUYECKHUX UccaenoBanuii. Tak, B 1996 .
FDA (Food and Drug Administration, ®enepanbHas
AAMUHUCTpAlUS IO MHUIIEBBIM I[IPOAYKTAM U JIEKap-
CTBeHHBIM cpencteam CLIA) npunsana pelueHue o pe-
TMCTpAlVU TNpernapaTa aBoHeKe (MaTepdepoH dOeta-1a),
XOTs Tpenapar, [NPOU3BONUBILUUKCI HAa MOMEHT DPETHU-
CTpallMMi, U TIpenapar, NPUMEHSABLUIUNCA B KIIMHUYE-
CKUX UCIIBITAHUAX, ObLJIM TMOJIYYEHBI C UCTOJIb30BaAHUEM
pPa3IUYHBIX TITAMMOB-ITPOAYIIEHTOB. OCHOBAaHUEM I
3TOTO CTajla AEMOHCTpallsl KOMITAHUEN TTOJHOM UIEH-
TUIHOCTU (PU3UKO-XMMHUYECKUX XapaKTEPUCTUK OEJTKO-
BBIX MOJIEKYJI U UX OMOJIOTMYECKOM aKTUBHOCTH I# VItro
0e3 MpoBeneHNUs KJIIMHUYECKUX uccienoBanuii. Cocras
npemnapara 0ertapepoH ObUT M3MEHEH ITOCJIE BbIXOIA Ha
PBIHOK: IJIIOKO3a ObLIa 3aME€HEeHa Ha MaHHUTOJ, 4YTO
CHEJIAJI0 BO3MOXHBIM XpaHUTD Tperiapar Ipu TeMIepa-
Type He Boilie 25 "C B TeyeHme 2 nieT. bbuto nmposeneHo
CPaBHUTEJIbHOE MUCCJIEA0BAHUE MPEAIISCTBYIOIIETO CO-
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CTaBa, COAEPKAILETO IJTKOKO3Y, U HOBOIO, COAEPKAIIEeTro
MAaHHHUTOJI, B LIENIAX U3YYEHUS OOIIEN NMEPEHOCUMOCTHU
U peakiiuy B MECTE BBEIECHMUS 0€3 U3ydyeHUs I(PPEeKTUB-
HOCTH [3]. MccienoBaHMe 1okKa3aao OTCYTCTBUE PA3IIU-
YUU B TIEPEHOCUMOCTU UCCIIEAYEMBIX COCTABOB.

CocraB nipenapara pedbud (uHtephepoH oOera-1a)
OBLT TAKXKE M3MEHEH IOCJIE BbIXOJAa Mperapara Ha pbl-
HOK | 13]. U3 6ydepHoro coctasa rpermnapara ObLIH yaa-
JIEHBI O€JIKOBBIE KOMITOHEHTBI UEeJIOBEYECKOM TIIa3Mbl
KpOBU (aJIbOYMUH) U (PeTajIbHOM OBIYLEN CBIBOPOTKHU.
B OTKpBITOM ABYXTOAMYHOM HECPABHUTEIBHOM (CpaB-
HEHUE MPOU3BOAUIOCH C JaHHBIMU MPEILLIESCTBYIOIIUX
kinnHuueckux uccaenosanuii EVIDENCE u REGARD)
HCcCaen0BaHUU 0€30MMacHOCTH U UMMYHOT€HHOCTU pe-
Oua ObLIO BBISIBICHO, YTO HOBasi (hopMyJia Ipernapara
YMEHBIIIAET YaCTOTY PeaKLIMM B MECTE BBeJcHUA C 85,8 1
41,2% (o pmanHbiM wucciaemoBaHuii EVIDENCE wu
REGARD coortserctBeHHO) 10 30,8% [14]. UMmyHO-
FeHHOCTH Ipernapara Takxke CHU3WIach. B rpyrre tepa-
[T HOBBIM peOM(OM YacTOTa BEIPAOOTKU HEUTPATIN3Y-
FOLLIMX aHTUTE (IO KpaliHEW Mepe, OMHOKPATHO B Te4e-
HUE ucciienoBaHusi) cocraBuna 18,9% nportus 27,1 u
33,7% B npeAllecTBYIOIIMX uccienoBaHusgax. OmHAKo
JacToTa TPUIIONOIOOHOI0 CUHAPOMA HMMeJia 3Ha4Yu-
TEAbHO OoJiblliee 3HaYeHue, coctaBuB 71,5% mportus
49.0 u 36,0%.

TakuM o0pa3oM, MAEHTUYHOCTH CBOMCTB OMOaHa-
JIora U OPUTUHAJIBHOTO IIpernapara J10Ka3bIBA€TCs MyTEM
[IPOBENEHUS CPAaBHUTEIbHBIX MCCIEHOBaHUN (DU3UKO-
XUMHUUYECKHUX U OMOJIOrMYeCcKMxX CBOMCTB. Mcnonb3oBa-
HHE COBPEMEHHBIX aHATUTUYECKHUX METOIUK ITO3BOJSIET
aeJlaTh JOCTOBEPHBIE BBIBOJblI O HAJIUYMU WU OTCYT-
CTBHU PA3JIMUMUA B CTPYKTYpPE OEI1KOBOI MOJIEKYJIbI, KO-
TOPbIE MOTEHIIMAIBHO MOTYT OKa3aTh BJIUSIHUE Ha 0e3-
OIMacCHOCTHh U 3(pPeKTUBHOCTL OMoaHasiora. Iloaxonmsl K
OOKA3aTEeJIbCTBY MIACHTUYHOCTU CBOMCTB CYOCTAaHLM
OMOJIOTMYECKOI0O MIPOUCXOXIECHUS ONMUCAHBI B IEHCTBY-
onmx MexayHapoaHbix pekoMeHaauusgx ICH (Q5E) u
EMEA (CPMP/ICH/5721/03, EMEA/CHMP/BWP/
49348/2005).

IIpuMeHeHre COBpEMEHHBIX METOAOB aHaIu3a (hu-
3UKO-XUMMUYECKUX CBOMCTB OEJIKOBBIX MOJIEKYJI, a TaK-
X€ TMPOBEICHKE KOMIUIEKCA MOCJIEA0BATEAbHBIX CpaB-
HUTEJIbHBIX WCCIEO0BAHUM (IMEpBOHAYAJIBHO Ha 4YYB-
CTBUTEJIbHBIX K OMOJIOTMYECKOMY NEUCTBUIO Ji1abopa-
TOPHBIX JKUBOTABIX W JIMIIb MMPU YCJIOBUM MOJIYYECHUS
[MOJOXUTEJIbHbBIX PE3YJIbTATOB — Vy LEJEBOM TIPYIIIIbI
[MALlMEHTOB) ITO3BOJSIOT MOJYYUTh YOEAUTEIbHbIE H0-
Ka3aTeJabCTBA OTCYTCTBUS pa3/IMdUil OMOJIOTUUYECKUX
CBOMCTB OPUTUHAJIBHOTO ¥ BOCIIPOU3BEIACHHOTO OMOJI0-
TMYECKHUX IIpernapaToB, KOTOpPbIE MOTYT CKa3aTbhCs Ha
0€301acHOCTU U 3(PPEKTUBHOCTU BOCIPOU3BEACHHOTO
rpenapara.

B 2011 r. EMEA ony0/inKoBaJio NMpOeKT PYKOBO/I-
CTBa WCCIEOOBaHUS OMOaHaJIOroB MHTepdepoHa Oeta
|12]. B pyKOBOICTBE yKa3bIBae€TCsl, YTO IJISI perucTpa-
AU OMoaHalora MHTepdepoHa OeTa MOJIXKHBI OBITH
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IIPEJCTABJIEHbI JIAHHbIE, MMOATBEPXKIAKOIIME, YTO Kade-
CTBO, 3(P(PEKTUBHOCTh U OE30IIaCHOCTh HOBOTIO IIpEIa-
paTa COIOCTaBUMBbI C TAKOBBIMU Y PE(PEPEHTHOIO IIPE-
rapara, 3aperucTpupoBaHHOro B EBpocorose. Jloka3za-
TEJILCTBA KAUECTBa HOBOI'O IIperiapara OOJIKHBI COOT-
BETCTBOBATh OOIIMM TpeOOBAaHUSAM IS OMOAHAJIOIOB.
CormocraBuMbIe ¢ pedepeHTHBIM IpenapatoM 3ddek-
TUBHOCTb M 0€30IIaCHOCTh OMOaHajiora AOJIXKHBI OBITH
MMOJTBEPXK/IEHBI pe3yJibTaTaMU JOKJIMHUYECKUX U KIIU-
HUYECKMX MCCIIeN0oBaHUM. M3 HOKIMHUYECKUX UCCIIE-
JTOBAHUM MPEAYCMATPUBACTCA CpaBHEHUE DapMaKoJIO-
TMYECKUX U TOKCUKOJIOTMYECKMUX CBOMCTB HOBOIO IIpE-
rnapara ¢ pedepeHTHBIM C IIOMOILIBIO CTAHIAPTU3UPO-
BaHHBIX U BAJIMIUPOBAHHBIX OMOJIOTMYECKUX METOIUK
in vitro (U3y4eHUE CBSA3BIBAHUS C peLIENITOpaMM, aHTHU-
BUPYCHBIN 2(p(MEeKT Ha KyJbType KJIETOK U T.I1.). B ciy-
yae COMHMTEJIbHBIX PE3YJIbTATOB aHAJ/IM3a Ka4eCcTBa U
OWOJIOTUYECKMX TECTOB M Vifro MOTYT ObITh 3aTpcOOBa-
HbI PE3YIIBTATHI JOTOJHUTEIBbHbBIX (PAPMaKOJIOTUYECCKHUX
WA TOKCUKOJIOTUYECKUX MCCIIeNOBAaHUU in vivo. Pe-
3yJIBTATHl KIIMHWYECKUX MCCIEI0OBAHMUM JTOJDKHBI I10O]1-
TBEPXKIIATh, YTO HOBLIM Npenapar o0/1a/1aeT aHAJIOT U4 -
HBIMA pe(PEpPEeHTHOMY (PAPMaKOKMHETUKOM, hapMaKo-
OIWHAMUKOMN, KIIMHUYECKOU 3(MOHEKTUBHOCTLIO U 0€3-
OMacHOCTHI0. B mccinenoBaHnu (papMakOKMHETUKU (Ha
3[I0POBBIX JIOOPOBOIBIAX) MPEeAyCMaTPUBAETCS OIpeae-
neane AUC, C_ , aTakke | . pe(EPEHTHOIO U UCCIIE-
OYEMOTO IIPEINapaTroB ITOCIIE OJHOKPATHOIO HWJIU I10-
BTOpPHOTO BBeacHus. llpu ucciaemoBanum papMakoam-
HAMUKMU B KA4eCTBE OMOJOTMYECKHUX MApPKEPOB PEKO-
MEHIOBAHO KMCIIOJb30BaTh aKTUBHOCTD 2,5-0JIUTO-aae-
HUJIaT-CUHTETAa3bl, KOHLIECHTPAIIUKD HEONMTEprHa, OeTa
2-MUKpoOTJIo0yInHa, HTepJaeiikiiHa- 10, poocTBeHHOTO
(PaKTOPY HEKPO3a ONYXOJIEU allIONTO3~-UHAYIIUPYIOIIETO
JIMTaHIa WIK IpoTernHa A pe3UCTCHTHOCTU K MUKCOBHU -
pycy. KimmHnyeckywo 3pOEKTUBHOCTE PEKOMEHIOBAHO
OIPENEISITE B PaHIOMHU3WPOBAHHBIX (KEJIATETBHO
IBOMHBIX CJIEITBIX) KIIMHUYECKUX UCCIEIOBAHUAX C IBY-
MSI MJIM TPEMS TlapajUIeIbHBIMHU IpyIrmnaMu. B KayecTse
MCCIIEAYEMOM MONYJISILIMU PEKOMEHAYIOT IMALIMEHTOB C
pemMutTUpyomuM PC ¢ 10CTaTOYHO BBICOKOM aKTUBHO-
CThIO 3a00JieBaHU, 00BEM BBIOOPKU U MTPOIOJKUTEb-
HOCTb MCCJIEHOBAHUS IOJKHBI OBITH HOCTATOYHBI IJIS
ITOATBEPXKIECHUS aHAJIOTUYHOTO BIIUSIHUSA TIperapara Ha
KOHEYHYIO TOUKY UcciiefoBaHUsl. B KadecTBe mocien-
HEW PEKOMEHAVIOT UCII0JIb30BAaTh 4aCTOTY O0OOCTPEHUM,
100 KoJim4ecTBO HOBBIX 04uaroB Ha MPT. B xone cpaB-
HUTENHHOIO HMCCIIefOBAaHUA SPMEKTUBHOCTU OOBIYHO
yIAETCH MOJYYUTDH JOCTATOYHO JAHHBIX JISI pelleHUs
BOITpOCca 0 ©6€30IMacHOCTH mpemnapara. HexenareapbHbIE
ABJICHUS 0CODOr0 MHTEpPECA BKIIKOYAIOT IPUIIIIONOI00-
HbI€ CHUMIITOMbBI, MECTHBIE pEaklIMU M OTKIIOHEHHUS B
pe3yJibTaTax JIabopaTOpPHbIX AHAJIM30B (LIMTOIIEHUHA, Ha-
pyLICHUS QYHKLIUOHAJNBHBIX P00 1eyeHu). PeKoMeH-
NIOBAaHO CPaBHUTEJIbHOEC M3YUYEHME YACTOThI I1OSBJIECHUM
M TUTPA CBA3BIBAIOILIMX U HEUTPAJIUIYIOILUX aHTUTE] B
TEUCHUE JIOCTATOYHO JUIMTEIILHOTO BPEMEHMU JIEYCHUS
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(He MeHee 12 mMec), KOTOpoe, BIIPOYEM, PEKOMEHIYIOT
[IPOBOAMTD U B JAJIbHEUIIEM, HAPSY C TOCTMAPKETUH-
rOBBIM M3Y4€HUEM YaCTOThI U NPOMUIISI HEXEJIATEIIb-
HBIX SIBJICHUMN.

B npyrux permoHax mMuMpa HOPMATHUBHBIE OCHOBBI
pETYJIMPOBaHUsI OOpalleHNsT OMOaHAJIOrOB pa3padoTa-
Hbl B MeHblIel creneHu. B 2010 r. konurpecc CIIIA pa-
TU(PUIMUPOBAJ aKT IO 3alMUTE MAllMeHTOB U JOCTYIIHOM
MEIUIIMHCKOMN IMTOMOIIIM, KOTOPBIM KacaeTcs U OMoaHa-
jgoroB. Ha ocHoBe ykaszannoro akra FDA (Federal Drug
Administration) HeJaBHO MOATOTOBMJIA IMPOEKTHI HOP-
MATUBHBIX JTOKYMEHTOB TII0 TIPOIIECCY pPETrMCTpaluu
OMOaHaJIOr0B, KOTOPbIE B HACTOSIIEEC BpEMS ILIMPOKO
obcyxnarorcs |7, 14, 19, 21]. B cooTBeTCTBUHA C 1Ipe-
CTaBJIEHHBIMU (DOPMYJIMPOBKAMU, OMOAHAJIOTMYHOCTD
CUMUTACTCS ITOKAa3aHHOM, KOIrIa HOBBIU OUOJIOTUYCCKUN
IIPOAYKT 00JIafaeT BBICOKOM CTEIIEHBIO CXOXECTHU C pe-
(pEpEHTHBIM MPOAYKTOM, HECMOTPSI HAa MEJIKME pPa3jiv-
yHsl, KacalllMecss KIIMHUYECKHM HEAKTHMBHBIX KOMIIO-
HEHTOB, ¥ OTCYTCTBYIOT KIIMHUYECKU 3HAYUMBbIE Pa3jIv-
YU MEXKIY OMOJIOTUYECKUM aHAJIOTOM U pe(pepeHTHBIM
[IperiaparoM B OTHOLICHUHN KayeCcTBa, CTCIICHU YUCTOTHI
1 3¢dekTuBHocTU. Habop npouenyp mist 1€MOHCTpPa-
IIMY OMOaHAJIOTUYHOCTU B LIEJIOM COOTBETCTBYET TAKO-
BbIM, IpUHATEIM EMEA, onHaKO CyIIeCcTBYIOT U pa3jiu-
yus.

Ha tepputopuu P® B coorBeTcTBUU ¢ Denepaib-
HbIM 3akoHoM Ne61 ot 12 anpens 2010 r. «O0 oOpalie-
HUM JIEKAPCTBEHHBIX CPEACTB» JUISI PETUCTpalluU OUO-
aHAJIONOB (B 3aKOHE OTCYTCTBYET OIIpEJCIICHUE «OUO-
aHAJIOI», BBEIECHO 00JIeE LIMUPOKOE IMOHSATHUE «BOCIIPO-
U3BEIECHHOE JIEKAPCTBEHHOE CPENICTBO» ) TAKIKE HEODXO-
JIIMMO TIPOBEIEHUE CPABHUTEIBHOTO KJIIMHUYECKOTO HUC-
clieIOBaHUS OWMO3KBUBAJIEHTHOCTU. JlO BCTYIUIEHUS
IAHHOTO 3aKOHAa B CUJIY ITPOBEACHUSI KITMHUYECKUX HUC-
CJIeIOBAHU I HEe TPeOOBAJIOCH.

B anpene 2010 r. Komutet 3kcnieptoB BO3 1o 6Mo-
JIOTUYECKOM CTaHaapTu3aiuy onyoaukoBan PykoBoji-
CTBO IO OLIEHKE aHaJIOrOB OMOTEPATrIeBTUUECKUX TTpEra-
patos |25]. Kak u EMEA, BO3 KoHCTaTUpPYET, 4TO TIpH-
HsTas B OTHOILLUCHUM T€HEPUYECKUX TIPENaparosB Ipolie-
Iypa perucTpany MajJoIllpMMEHMMA B cliydae OmoaHa-
J10roB. PYKOBOACTBO NMpeaiaract CTyreH4YaTbii IMOAX0N K
JIMIIEH3MPOBAHUIO BOCIIPOU3BEICHHBIX OMOJIOTHYCCKUX
IIPENapaToB, MPEAYCMAaTPHUBAIONIANA JEMOHCTPAIIAIO CO-
IMOCTABUMOCT# 10 KAYECTBY, JOKIMHUYECKUM U KJIIMHU-
4eCKHM IapaMeTpaM B CpaBHEHHMU C aIeKBATHBLIM pede-
PEHTHBIM ODMOTEPATNIEBTUYECKUM IIPOAYKTOM. B KayecTBe
TIOCJIEAHETO paccMaTPUBAETCsl UHHOBALIMOHHBINA OMOJIO-
TMYECKUU TIperapar, CoIepKallluid aHATOTUUYHYIO AKTUB-
HYIO CYOCTaHIIMIO M UMEIOIMNI TaKyl0 Xe 03y U IYTh
BBEIEHUS, U 3apETUCTPUPOBAHHBIA HA OCHOBAHUU I10JI-
HOTO PETMCTPALIMOHHOIO OOCKe. B 1tane Habopa ucclie-
IOBaHUM TS OLIEHKU Ka4eCcTBa, JOKJIMHUYECKON U KIIH-
HUYECKOM 2O HEKTUBHOCTU U 0E30MacHOCTU PEKOMEH-
pauvy BO3 B uenom 6m3ku K TakoBbiIM EM EA. Cytie-
CTBYIOILIME PA3/IM4YMS KacarTCsi HEKOTOPBIX HOIIOJIHM-
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TETBHBIX MapaMETPOB IIPU OLIEHKE KavyecTBa OMoIpera-
para. KpomMe Toro, npy KIMHUYECKOM UCTIBITAHNUH COTIO-
CTABUMOCTHM JIOITYCKACTCS TIPOBEJCHUE KIMHUYECKUX
VCCIIEIOBAaHUI YIIPOLLUEHHOIO AM3aiiHa, MOITBEPXKIAK0-
WX, YTO TIpernapar HE 3KBUBAJICHTEH, HO HE XVXKE
peEePEHTHOrO B MJIaHe BIMSAHUSA Ha ONpeacAeHHBINA TIa-
paMeTp — non-interiority studies.

PykoBoncrso BO3 Takske KacaeTcs psiza mpakTude-
CKM BaXXHBIX 4CINEKTOB NMPUMEHEHUS OMOAHAJIOTOB —
BO3MOXHOCTH 3KCTPAMOJSILIUUA ITOKA3aHUI, OCOOEHHO-
CTeH MapKUPOBKU U HA3HAYEHUS, ITOCTMAPKETUHIOBO-
ro (hapMaKkoHa/I130pa M B3auMO3aMEHSIEMOCTH.

DKCTPanoJsILUs ITOKa3aHWi (T.€. BO3MOXHOCTD Ha-
3HAYCHMUS OMoOaHajiora nmauMeHTaM ¢ 3aboJIeBaHUSIMMU,
[P KOTOPBIX HPUMEHSETCS OPUTUMHAIIbHBIN OMOJIOTH-
YECKWH IIperapar, Korma cpaBHUTEIbHasA 3(hdEKTUB-
HOCTb M 0€30MaCHOCTh aHajIora B XOIe NOpEerucTpalu-
OHHBIX UCCICAOBAaHUN HE U3y4asnachb) CYUTAETCS JOITY-
CTHUMOU MPU COOJIIOAEHUM DPsiia YCIIOBUI — ONMHAKO-
BbIM MEXaHU3M JEHCTBUS OMOJIOTMYECKOro mpernapara
[pA pacCMaTpUBAEMbIX 3a00JIEBAHUSX;, UCITOJIb30BAHUE
[IPU TOPETUCTPAITMOHHOM MCCJIEI0OBAaHUM ANEKBaTHBIX
KIIMHUYECKUX MOJEJICU, TOCTATOYHO YYBCTBUTEJIBbHBIX
IUIA  BBIABJICHUSI TOHKHUX [MOTEHILMAJIbHBIX pa3Iudyui
MEXIY aHAIOIOM U peEPEHTHBIM IIPENApPaTOM; OTCYT-
CTBUE KaKHUX-JIMOO HO30JOTHYECKU-CICIU(DUYHBIX
(baKTOPOB, KOTOPHLIE MOTYT IMOBJIUSTH HA NIPOMUTH OE3-
OMACHOCTH WK MUMMYHOTE€HHOCTb U ID.

BO3 momyepkmBaeT, 94TO B ciiyyae OMOAHAJIOrOB
00s13aTEJILHO MOCTMAPKETUHTOBOE MCCIIeNOBaHue 0Oes3-
OITaCHOCTH, TaK KaK BCeraa CylIeCTBYET PUCK OTCPO-
YCHHBIX HEXEJIaTeJIbHBIX SIBJIEHUM (B OCOOCHHOCTH,
CBSI3AHHBIX C Pa3sIMYUAMUA B UMMYHOI€HHOCTU MEXIY
OuoaHanmoramu u pe)epeHTHBIM MpenapaToM), 0OHapY-
XKCHUE KOTOPBIX B XOJI€ PEruCTpPallMOHHBIX KIIMHUYE-
CKUX UCCIENOBAHWH HEBO3MOXHO B CHMJIY UX OIpaHU-
YCHHOU IMIPOAOJIXUTEJILHOCTH.

Hakonel, oco0o cienyeT 0cTaHOBUTLCS HA BOIIPO-
CE 0 B3aUMO3aMEHAEMOCTH OPUTUHAJIBHOTO IIperapara
1 eTo OMoaHaioros. B cilyyae OOBIMHBIX JIEKAPCTBEHHBIX
[IPEnapaToB, UMEIOIIUX OTHO U TO X& MEXIYHAPOIHOE
HeraTeHToBaHHOe HazBanue (MHH) u e pazmuuaro-
LIMXCS 110 103€ U (POPME BhITTyCKa, MOLOOHAs IPpaKTUKA
CUUTACTCA BIIOJIHE MPUEMIIEMOM U OTHOCUTCS K KOMIIE-
TCHUMHM dapMaLleBTUYECKUX paOOTHUKOB. B ciyuae ¢
OMONOrMYECKUMM TIpeIiapaTaMu CUTYyallusd HE CTOJb
OQHO3Ha4yHasi, U AUCKYCCHUHU [0 3TOU MpobiaeMe Mpo-
pojkaroTcd. BO3 KOHCTaTUPYET, YTO HAJIMUYME €IMHOTO
MHH y pa3snuuHbIX OMOTOrMYecKUX MPEnapaToB He
MOXET CaMO IO ce0e CUMTATLCS JOCTATOYHBIM OCHOBA-
HUEM IS TOTO, YTOOBI CUMTATH UX MOJHOCTHIO B3AUMO-
3aMeHAEMbIMU. Boripoc 0 B3auMMO3aMEHSEMOCTU OMO-
JIOTMYECKUX TMpenapaToB, CONIACHO PEKOMEHOAALMSIM
BO3, nosxeH peliatbcsi HallMOHAIBHBIMKU OpraHaMu
3MPAaBOOXpaHEHMs. AHAJIOTMYHAS TOYKA 3PEHUS COLEP-
XUTCS M B pekoMeHnaimsax EMEA: Boripoc o HasHaue-
HUU MMAOUMEHTY MHHOBALIMOHHOIO IIpernapara Wiu 0uo-
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aHajiora, paBHO KakK 4 BOIIPOC O 3aMEHE OJHOT0 OMOJI0-
T'MYECKOTrO Tpernaparta Ha APYrou, JOKEH PenraThes C
Y4€TOM MHEHHUS KBAUIU(PUIIMPOBAHHBIX NpodeccuoHa-
JIOB B o0JiacTu 3apaBooxpaHeHus [8, 11, 25].

CoOcTBeHHbIN ONBIT IPUMEHCHHA OMOAHAJIOra
uHTep(pepona Oera-1b ponderana

PonbGeran (3AO «<bUOKA]l», Poccusi) — mepsblit
OTEYECTBEHHbIX OMoaHaior uHTepdepoHa dera-1b. Jlo-
Ch€ MperapaTa Ha CEeTOIHALIIHAMN IeHb COAEPKUT HEQD-
XOIMUMBI€ B COOTBETCTBUM C pekoMeHnaimamu EMEA
IaHHbIC, BKJIOYasd PE3YJIbTAThl HCCIEIOBAHUI Kaue-
CTBA, NOKIMHUYCCKUX U KIMHUYECKUX UCTTBITAHUN (-
(DEKTUBHOCTU 1 OE30MACHOCTH B CPABHEHUU C OPUTHU-
HAJTbHBIM TIpenapartom uHrepdepoHa bera-1b (betade-
poH, «baitep lllepunr Al'», 'epmaHust), IMoaATBEPXKAAIO-
M€ COINOCTABUMOCTL POHOeTana 1Mo 0e30MMacHOCTH,
NEPEHOCUMOCTHU U 3D HEKTUBHOCTH [1]. B TO ke Bpems,
B COOTBETCTBUU C pekoMeHmauusamMu BO3 u EMEA,
00s3aTEJIbHBIM SIBJISIETCS IJIUTEILHOE ITOCTMAPKETHH-
rOBOE€ HaOMIONEHME 3a 0€30IMaCHOCTLIO OMOAaHAJIOTOB.
B 5TOM OTHOIIIEHUU MBI HaJeeMCsI, YTO IIPEIBAPUTEIb-
HbIE€ PE3YyJILTAThl HAIIIETO UCCIIEIOBAHUS, HE NIPETEHAV
Ha KakKue-JIuOdO WMCYEpINbIBAIOILIME BbLIBOIBI, BCE XK€ B
KaKOW-TO CTEIEHU TI03BOJIAIT BOCIIOJIHUTH AE€HULIAT
JAaHHBIX 10 3TOM NpooIEME.

B 0CHOBY 1pe/icTaBIeHHBIX PE3YILTATOB ITOJIOXKEHEI
JaHHBIC, MTOJYYEHHBIE B IMPOLIECCE TMHAMMUYECKOTO Ha-
OnwoneHus 3a nmauyveHtamMu ¢ PC, Haxonsmmmucs Ha
AUCIIaHCEPHOM yueTe B PecriyOJIIMKaHCKOM KIIMHUKO-/IU-
ArHOCTUYECKOM IIEHTPE 110 JEMUEIMHNU3UPYIOLLIUM 3a00-
neBaHusIM MUHUMCTEPCTBA 3ApaBOOXpaHeHus1 Pecryonu-
KU TatapcraH, U moNyJaBIIMMU TEPATUIO UHTEP(HEPOHOM
Oeta-1b B mepuon ¢ despans 2008 r. mo mapr 2012 r.
Ilepsoie 2 roaa (dpeBpann 2008 r. — despans 2010 T.) yka-
3aHHOTO T1eproaa NMauueHTHI MoJayYaalud OPUTrMHAaJIbHBIN
npemnapar uHrepgepona oera-1b — deradepoH, mocie-
ayrouve 2 roga (Mmapt 2010 r. — mapt 2012 r.) — 6uo-
aHaJIOT poHOeTa.

JrarHo3 PC BBICTaBISUIM B COOTBETCTBUU C KPUTE-
pusimu Mak/lonanbaa (mepecmorp 2005 r.), HazHave-
HUEe MHTEp@PepoHa Oeta-1b Mpou3BOOMIOCHE B COOTBET-
CTBUH C ODIIETIPUHATHIMU KPUTEPUIMH (TTOATBEPXKICH-
HbiM nuarHo3 PC, peMuTTupylomee WIA BTOPUYHO-
TIPOrpeCCUpPYIOIIEe TCUHEHUE C O0OOCTPEHUSIMU, BbICOKAd
AKTHBHOCTH 3a00JIeBaHUSI, OTCYTCTBUE NEKOMITEHCUPO-
BaHHOW COMATWYECKOM TIaTOJIOTUU, [ENPECCUBHBIX
PacCTPOMCTB, OLIEHKA IO pPACIIUMPEHHOW IIKaJIe MHBA-
TUAN3alMKU 10 6 0aNI0B BKIIIOUUTEILHO), B HAYAJIE Te-
panuy B 00s13aTEJILHOM IMOPSIKE IMPOBOIUINCH TUTPO-
BaHVE DO3bl M COMYTCTBYIOLIAS TEPAUSI HECTEPOUIHBI -
MU TIPOTUBOBOCIIAIUTE/IbHBIMHU CpEICTBaAMU [4].

LHucriancepHele OCMOTPBI OCYILUECTBISIJIUCH C 4a-
CTOTOM HE MeHee | pa3a B 3 Mec B paMKax aMOyJIaTOpHO-
ro nmpuema wiu Boie3noB crieuanauctos PKJIIL J13 M3
PT B paitonsr PT. Ipu nucrnancepHbIX 0CMOTPax Ipo-
BOOUWJIICS HEBPOJIOTUYECKUU OCMOTP C OIIpelaeIeHUEM
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Tabanua 2. Aemorpagpuyieckne U KAMHUYECKHE XapaKTepUCTUKN NMaLMeHTOB, MOAY4aBIWMX Tepanuio uatepdeporom Geta-1b
m

llepuon neyeHus

[lokazartens

(espans 2008 r. — despans 2010 1.
(Tepanusi beTapepoOHOM)

mapTt 2010 r. — mapt 2012 1.
(Tepanusi poHOETAJIOM)

Yucsio O0JBHBIX, B TOM YHUCJIE: 285 316
MmoJjiyyaBiiux WHTepdepoH OeTta-1b Ha Ha- 175 (61.,4) 215 (68)
4aJ10 aHAIU3UPYEMOTO nepuona, # (%)
HAYaBIWAX TePanuio UHTepHEpPOHOM 110 (38,6) 101 (32,0)
oera- b B aHanu3upyeMBliii epuo BpeMe-
HU, 1 (%)

Bo3pacT, ronml 41,5+9 .8 42.6x10,2

Yucno myxxuuH/XKeHIuH, n (%)

Hucio naiueHTOB ¢ PEMATTUPYIOIIAM/
BTOpPUYHO-TIporpeccupyooiamm PC, n (%)

76/209 (26,7/73,3)
81/204 (28,4/71,6)

87/229 (27,5/72.5)
88/228 (27.8/72.2)

[IponomxurenbHOCTh 3a00JIeBaAHIS, MEC 135,6+55,9 151,9+68,6%
[1poaOIKUTEILHOCTD TEPATUH, MEC 27,53£10,9 32,1+13,3*
Ouenka o mkane EDSS, 6annb (Me[LQ; 3,5[2,5; 5,0] 412,5;5,5]

UQJ)

m

Ipumeuarue. Bozpact, 4uciIo MALMEHTOB C PEMUTTUPYIOIUM ¥ BTOPHYHO-TIPOTPECCUPYIOLIUM TedeHneM PC, MponoIKUTETBHOCTD 326016 BaHUA 1 TEPATIHHA, OIIEH-
ka no wxane EDSS paccunTansl 110 COCTOSHMIO Ha KOHELL aHATU3UPYeMbIX Mepronos; Me — mennana, LQ, UQ — mwxawmit (25%) u Bepxunii (75%) KBapTUIIH,

* — CTAaTUCTHYECKHM 3HaUYMMBIe pa3nuyus (p<0,05).

Tabanua 3. Tlokazarean 3¢pheKTMBHOCTH U NEPEHOCUMOCTH Tepanuu

“

Ilepyona neyeHus

ITokazarens

despaib 2008 r. — despans 2010 1.
(Tepanug DeTaepoOHOM)

mapt 2010 r. — mapt 2012 1.
(Tepanusi poHOETaIOM)

KonuyecTBo 000CTpeHUI B rol 0,56+0,51 0,59+0,53
YacTroTa HapacTaHHS MTOKA3aTess MO MKAIE 188 (63,9) 225 (71,2)
EDSS 3a nepuon tepanuu, # (%)
YacroTa rpunnonono0HOro cuHapoma
TPaH3UTOPHLIH, 1 (%) 145 (50,9) 283 (89.6)*
crorikui (bonee 6 mec), n (%) 42 (14,7) 54 (17,1)
YHacTtora MECTHBIX CUMIITOMOB
nerkue, n (%) 170 (59,7) 211 (66,8)
YMEpPEeHHbIE M BhipaXeHHbIE, 1 (%) 20 (7,0) 28 (8,9)

m

[Ipumeuanue. * — CTaTUCTUYECKH 3HAYUMBIE pasanuud (p<0.05).

OLICHKM IO pacCIIUpPEeHHOMW IIKaJle WHBAaIUAU3AlIUU
(EDSS), dukcupoBaiuch, KomudecTBO OOOCTPEHUI U
HUX UCXOMbI, HAJIMYUE TIPOTPECCUPOBAHUS 3a00IeBaHUS
(CTOKOE€ HapacTaHue OueHKU mo 1nkasie EDSS BHe
00OCTpeEHMSI, COXpaHsIolIeecs: He MeHee 3 Mec), U3yya-
J1ach IMIEPEHOCUMOCTH ITpernaparTa: Haluure U BbIpaskKeH-
HOCTB OOIIIMX YU MECTHBIX CUMIITOMOB, U3MEHEHUE 00-
IIMX aHATU30B KPOBU U (DYHKIIMOHAJIbHBIX IIPOO Ieye-
Hu (AJIT, ACT, ounupyouH). Kpatkast xapakrepuctuka
BBIOOPKM BpEMEHU MpeAcTaBlieHa B Ta0J1. 2.

CratucTUYeCKU aHaIU3 MIPOBOIUIICS C IIOMOIIBIO
nporpamMmsbl Excel n3 nmakera MS Office 2003 u StatSoft
Statistica v. 7.0.

[Tokasareynu, xapakrepusyioime 3hHEKTUBHOCTD U
[MEPEHOCUMOCTD TEPANTUM, CYMMHUPOBaHHBI B Ta0J1. 3. CTa-
TUCTUYCCKH 3HAYUMBIX Pa3TMUMI B 4aCTOTE ODOCTPEHUN
34 aHAJIM3UPYEMBIE [IEPHUOIbLI BpEMEHU HE OTMEYEHO, TO
K€ CaMO€ KacaeTcyd YacTOThI [IPOrpeccUupoBaHus 3a00Jie-
BaHWA (HapactaHue oueHKHU no mkaie EDSS), kotopas
B 000MX cirydasax ObL1a JOCTATOYHO BBICOKOM, YTO OTpa-
XaeT rpeobiafaHue B BbIOOPKE OOJIbHBIX C BTOPUYHO-
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rnporpeccupyroiiuM PC. JlomomHUTE/ILHO OBLIA COIO-
CTaBJICHA 4YaCTOTa OOOCTPEHUH Y MMOATPYIIIIEI MTAIITUEHTOBR
(n=202), mony4aBllIUX B TeYeHHWE HEe MeHee | roma Kak
oeTapepOH, TaK U POHOETaJI, 4O U MOCJIE CMEHBI Ipemna-
para, CTAaTUCTUYECKHU 3HAYMMBIX Pa3/IMYuid HE OBLIO BBI-
aBJIeHO U B 3TOM ciyyae (0,521+0,51 npotus 0,55+0,54
00OCTPEHMI COOTBETCTBEHHO).

[1o60YyHBIE peakKlLMKu ObUTA OTMEUEHBI ITPAKTUYECKH
y BCEX IMalMEeHTOB. 3adUKCUpPOBaHA CTATUCTUYECKU
3HAYUMO D0JIee BBICOKAS YaCTOTa TPAH3UTOPHOT'O I'PUTI-
1orno100Horo cuHapoma (89,6%) y malMeHTOB, MMOIY-
YaBIIUX pOHOETAJI, KOTOPBIA BO3HHMKAJI KaK IIPU Hayalle
Teparuu de novo, Tak U IIpU 3aMeHe OectadepoHa Ha
poHOeTas. bonee HM3Kas 4acTtoTa TPUITIIONOTOOHBIX
CUMIITOMOB B IIEPUO/], TEpariuu OeTadepOHOM, BEPOSIT-
HO, OTpaxXxaeT TOT (PaKT, YTO B aHAJIU3UPYEMBIN IIEPUOJ
BpEMEHU 00JIbiiIasi yacTh MalueHTOB (61,4%) yxe mmoiy-
YajM JICYEHUEC B TCUYCHUE JIUTEJIBHOTO BPEMEHHU, U JIU-
XOpaao4yHasd peaklivsl Ha BBEACHME Mperapara V HUX K
TOMY MOMEHTY YK€ HUBEIUpoBaiachk. IlepeBos ¢ Oera-
(bepoHa Ha POHOETAT MOXET COIPOBOXIATHLCH MOBBI-
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Tabanua 4. HactoTta n npuuMHbI NpekpaueHus Tepanun untepgepoHom berta-1b

m

[Tepuon neyenng

espanb 2008 r. — despann 2010 T.

mapt 2010 r. — mapT 2012 T.

LIORABATEILE (Tepanust DeTaepoOHOM) (Teparnust poHOETAIIOM )
n % n %
Yucno naueHToB, MPEeKPATUBIINX TEYEHUE 70 100 94 100
[To MEAULIMHCKHUM TTOKA3aHUAM 39 53.7 4() 42.6
Hea(HEeKTUBHOCTE TEpATIUH 7 10,0 6 6.4
CTOMKWUH HEKYITHPYEMBII TPUATIIIONOI00HbBINA CUH- 10 14,3 11 11,7
IpOM
BBIPAXKEHHbBIE MECTHBIC PEaKIIUU 6 8,6 8 8,5
Pa3sBUTHE TSKEIOM CONMYTCTRYIOLIEH TTaTONOIUHU 11 15,7 12 12,8
COLMaJIbHBIE U IpyrUe (paKTophI 5 7.1 3 3.2
[1o uHUIIMATHBE MallMeHTa 31 44 3 54 574
HEXelaHUe JICIUTHCS 8 11,4 7 7.4
HEXETaHWe MUPUTBCS C CYIIECTBYIOIIMMHA 11000Y- 10 14,3 19 20,2
HbIMH 3(PdeKTaMu
COMHEHUA B 9D(HEKTUBHOCTH, O€30IMaCHOCTH Tpe- 7 10,0 187 18,1
rmapara
HA4aJio JIeYEHUA aIbTEPHATUBHBIMUA METOIaMU U 6 8,6 11 11,7

APYTHE MIPUYUHDI

m

IEHHOW YacCTOTOW TPUIIIIOINOIOOHOr0 CUHAPOMA, TU-
[MAYHO BO3HMKAIOIIETO B HAYaJle Tepanuu JI00OLIMUA UH-
TepdepoHamMu OeTa. B OONbIIMHCTBE CiIy4aeB IPUIITIO-
MOTOOHBIE CUMIITOMBI YCITEIITHO KYITUPOBAJIUCH HECTE-
POMAHBIMUA MPOTUBOBOCIIAJIUTEIBLHBIMU CPEICTBAMU U
[MOCTETIEHHO HMBEJIMPOBAIUCHL B TeueHue 3—6 Mec; B
YacTU CJIy4aeB, OJHAKO, MPUXOIMUJOCH YBEJIUYMBATH
[IPOAOJDKMTEIIBHOCTE TIEPUOIOB TUTPOBAHUS [103bl B
,5—2 pa3a BpllIE peKOMEHAVEMBIX. YacToTa CTOMKOTO
TPUTITTIONOA00HOTO CUHApPOMA (IIPOAOJIKUTENBHOCTELIO
Oosice 6 Mec) 1pu Tepanuu Kak OetadepoHOM, TaK H
pPOHOETaNIOM, CTATUCTUYECKU 3HAYNMO HE pa3Indaiach;
B 4aCTH CJIYYAaCB CTOMKUIA I'PUITIIONOAOOHBIN CUHIPOM
CYLIECTBEHHO Hapylliaj]l caMOYYBCTBUE U ObITOBYIO aK-
TUBHOCTH MALIMEHTOB, YTO CTAJIO MPUYUHOU OTMEHLI
Tepanuu (T1adJ. 4).

Yacrora MeCTHBIX CUMIITOMOB TIpU TEpaInuu OeTa-
(bepOHOM M pOHOETaJioM ObLIAa TOCTATOYHO BBICOKOM
(59,7 n 66,8% COOTBETCTBEHHO), HO CTATUCTUYECKMU
3HAYMMO HE paszinyasiach. B OOJBIIMHCTBE CIIy4aeB Bbl-
PaXE€HHOCTH CUMITTOMOB ObLIa HE3HAUYUTEIBHOMW, Yallle
OHM OBLIM MPEACTABJICHbI TPAH3UTOPHON 00JIE3HEHHO-
CTbIO ¥ HE3HAUUTEIbHOM runepemueii (no 0,5 cm) MecT
UHBEKIMI. OTHOCUTEJIBHO peaKo Habmwmaiu Oosee
BBIPAXXE€HHYIO U CTOUKYIO D0JIE3BHEHHOCTH U TUIIEPEMUAIO
MECT MHBEKIINUM, 00pa30BaHNE WH(MPUIBTPATOB, B YaCTHU
CJIy4aeB TMOCIYXHWUBIINUE OCHOBAaHUEM JIJIS BPEMEHHOM
VI TIOCTOAHHOM OTMEHBI Ipernaparta. 3HauMMbIE pas3-
YU UX YaCTOTHI IIPU Tepanum 0eTadepoHOM U POH-
OcTasioM oTcyrcTBOBanu. ChaelyeT IMOOYEPKHYTH, YTO
BbIPAXXE€HHBIC MECTHBIE PEaKIIMU 3a4aCTYIO ObLIU CBSI3a-
Hbl C HAPYIIEHHWEM MECTA U TEXHUKU UHBEKIIMMA, a TaK-
K€ C UTHOPUPOBAHUEM IMPaBUJI aCENITUKU. AHAIU3 pe-
3yJIbTATOB MOHUTOPMHTA J1a0OPAaTOPHBIX TMOKa3aTesci
Ha JaHHOM 2Tari€ HE IMPOBOJMIICS; TEM HE MEHEe K-
HUYECKU 3HAYUMBIE ClIy4yau aHEMUWHU, JIEUKO-, TPOMOO-
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[HUTOINEHUU, MO0 OTKIOHEHUN (MYHKLIMOHAIbHBIX
Mpoo0 rneyeHu, KOTopbie MOXHO ObLIIO Obl CBS3aTh C Te-
paruven uHTep@epoHoOM OeTa-1b, HaMU He 3a(pUKCUPO-
BaHbI.

3a aHaJIM3UpPYEMBbIEC TIEPUOJbI BPEMEHU Tepallnio
oetadepoHoM npekpatwin 70 desoBeK, poHOETAIOM —
94 (24,6 1 29,7% cOOTBETCTBEHHO, Pa3IMUUE CTATUCTH-
YeCKU HE 3Ha4YuMo). [lpnuuHbl mpexpalleHus Teparnum
CyMMUpoOBaHbI B Ta0a. 4. Kakux-1m0do cyiiecTBEHHBIX
pa3Inu4yui B YaCTOTE OTMEHBI TIPENTApaTOB 10 MEAMLIMH -
CKMM ITIOKa3aHWSIM BBISIBJICHO He ObL10. IlpnmunHamu
OTMEHBI TEpAIluM Kak deTa(pepoOHOM, TAK U pOHOETATIOM
yalle BCETro CIYXKWIM CTOUMKHUN BBIPAXKEHHBIN TPUTIIIO-
[MTOAOOHBLIA CUHAPOM, HapyLIAKIIHWKU CAMOYYBCTBUE U
[MOBCENHEBHYIO AKTMBHOCTH OOJIBHBIX, BOBHUKHOBEHHUE
MEOUIIMHCKUX (JIEeKOMIIEHCUPOBAHHAYd CcOMAaTHUdecKas
[TaTOJIOTUsl, AECIMPECCUBHBIE PACCTPOMCTBA) WU COLIU-
AJTbHBIX (AIAMKLIWU WIW UHbIE (DAKTOPBI) IIPOTUBOIIO-
Ka3aHUM K TIPOJOJDKEHUIO Tepaluru, BbIPAXEHHbBIE
MECTHbIE PEaKLIMM U HEIPPEKTUBHOCTD JicuecHUs. He-
CKOJIBKO MHAas CUTyaLUs [TPOCJIEKUBaAIaCh OTHOCUTEIb-
HO IIPEKpPALLIEHUS TEPANUM 10 UHUILIMATHMBE MMALMEHTA,
JacToTa KOTOPOM IIpU TepariMyi pOHOETAJIOM ObLlla He-
CKoNbKO BbIe (57,4% npotus 44,3%, pasiuuue Ha
YPOBHE CTaTUCTUYECKOM 3HaYumocTtu: p=0,0507), rnaB-
HBIM 00pa30oM, U3-3a HEXKEJIAHUSI MUPUTBCS C CYILIECTBY-
IOIIMMU TTOOOYHBIMU dPdeKTaMU (KOTOphie CaMU T10
ce0e HE COCTABJISIIA MEAMIIMHCKOTO ITOKA3aHUS IS T1pe-
KpallleHUsI Teparuu); COMHEHUN B 3(PMHEKTUBHOCTU U
Oe301macHOCTH 1pernapara (6a3upyroumxcs rnperumylie-
CTBEHHO Ha CBEIEHUSX, IMTOYEPITHYTHIX U3 UCTOUHUKOB B
MUKPO- U MAKPOCOIMAIIbBHOM OKPYXEHUU — COBETHI
3HaKOMbIX, CMW, nHTEpHET-CANTHI U T.I1.); HEYIOBJIET-
BOPEHHOCTU (POPMOM BBITTYCKA (HEOOXOAUMOCTD MOKYII-
KA IUTNPULEB M aHTUCENITUYECKUX CallPETOK, KOTOPHIE
TIEPBOHAYAJIBHO B YIIAKOBKE pOHOETaIa OTCYTCTBOBAIN).
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beccriopHo, pe3ysibTaThl MPOBEACHHOTO WMCCIEIO-
BaHUS B CUITY psiia OrpaHUYEHWN, KaCalIIMUXCs KaK IU-
3aHa W HE3HAYUTECJIBHOU MPOAO/LKUTEIBHOCTUA UCCIIC-
NOBaHUs, TAK U 00bEMA W TETEPOT€HHOCTU UCCIEIOBAH-
HOW BBIOOPKM, U IIOCBSIIIEHHBIE TOJIBKO OZHOMY OMO-
AHATOTY MHTEP(PEPOHOB 0eTa U3 YeThIpeX, JOCTYITHBIX B
Hacrosiuee BpeMs B PO, He MOT'YT CIIYKUTH OCHOBaHMU-
eM UISI KakKux-Jubo 0000IIamIMX BBIBOLOB OTHOCH-
TEJILHO UX 3 (PEKTUBHOCTHU U O€30MaCHOCTH. 3a paMKa-
MU UCCIIEA0OBAHUA OCTAJIMCh U3YYeHUE UMMYHOTEHHO-
CTH, MOOPOOHBIN aHAIN3 JIaDOPAaTOPHBIX TOKa3aTeyei
O€301MacHOCTH, HEMAJIOBaXHasA C COBPEMEHHBIX TI03U-
1M 1IpobJieMa yAOBJIECTBOPEHHOCTH IALlMEHTOB JieUe-
HUEM M MHOTHE JIpYIU€ acCleKThl. TeM He MeHee XOTe-
JIOCH OBI OCTAHOBUTHCS HA HECKOJIBKUX IpeIBaApPUTEh-

HBIX BBIBOIAX, KOTOPHIE ITPEICTABISIOTCS NIPAaKTUIECKA
BaXHbBIMU. HaM He ynanoch BBISIBUTH KaKUX-JIMOO Cy-
[MECTBECHHBIX pPa3nudri B 3(POEKTUBHOCTU U IEPEHO-
CUMOCTH pOHOeTaa, 3a UCKIIIOYEeHNEM 0oJiee BBICOKOU
YaCTOTHI IPUITIIONOAO0OHOI0 CMHAPOMA B Hadyajie Tepa-
MU, B TOM 4UCJie Y DOJIbHBIX, paHEE YXKE TOJIYYaBIINX
MHTEPPEpOH OcTa-1b. 3aperucTpupoBaHHBIE TT000Y-
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