202191423 Al

(19) EBpa3unckoe @) 202191423 13 A1l
naTeHTHOEe
Be4OMCTBO
(120 OMUCAHUE U30BPETEHUA K EBPABUMCKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. A61K 39/395 (2006.01)
2021.08.09 CO7K 16/24 (2006.01)
AG61K 9/08 (2006.01)
(22) [ata nonaum 3aaBku
2019.11.19
(54) BE3OIACHBINA U Y®®EKTUBHBIN CIIOCOB JIEYEHUS IICOPHUA3A
CINHEIUPUYHBIM K NJI1-23 AHTUTEJIOM
(31) 62/769,889; 62/796,673; 62/810,617; (72) Waobperatens:
62/817,711; 62/915,115 Anrcana JIxxynuantu, bpefinuran
(32) 2018.11.20; 2019.01.25; 2019.02.26; Marpuk, Jenpumo Cam0dib, DiieiiBUH
2019.03.13; 2019.10.15 Crp103aH, JIu Iy, JIro Cro3u310u6, MyHOC
(33) US Ipuecro, Panxauuo Bproc (US)
(86) PCT/IB2019/059939 (74) Mpoacrasrons:
(87) WO 2020/104943 2020.05.28 ngeﬂne o BAL (RU)
(88) 2020.07.02 Apenes B2
(71) 3assurens:
STHCCEH BAMOTEK, MHK. (US)
(57) Cmoco6 nedenns mcopuasa y malMeHTa MyTeM BBejeHHs creruduunoro x MJI-23  anturena,

HapUMep I'yceabKyMada, B KITHHHYCSCKH MOATBEPIKIACHHOM 0€30MaCHOM M KIIMHHYECKHU MOATBEPIKICHHOM
3¢ PeKTHBHOM KOJIHYECTBE, pruieM manueHT gocturaet oueHkd PASI 90, PASI100 wu IGA 0 wmm 1,
mMepeHHor yepes 16, 24, 32, 40 u 48 Henmenp mocie Hadaia JICYCHHS, W TAMCHT JOCTHTAcT Oolee
BBICOKOH 3(h(heKTHBHOCTH, YeM MAIMCHT, MOIYYaBIINI JICUCHUE AHTUTECIIOM CCKYKHUHYMAaOOM.

maw ' P

1o #Tyoenskynas, 100w (n = 53)
< PCexyrariymat 300 wr (n = 514)

% OTBETUBLUNX
2 B % o B W @

W % % N M OB ¥R & & & M O30 HRB RN &S
BUaATH! B pavikax HceoBaHnA (Hegens)

IV  erieldid



OIIMCAHUE U30BPETEHUA
2420-568751EA/042
BE3OIACHBINA U D®PPEKTHBHBIN CIIOCOB JEUYEHHA IICOPHA3A
CIHEHUPUYHBIM K WI-23 AHTUTEJIOM

CCBLJIKA HA TIEPEUEHH TIOCJEJOBATEJIbHOCTEW, TIOJJAHHBIA B
SJIEKTPOHHOM BU/JIE

PaccmaTtpuBaemast B JaHHBII MOMEHT 3as1BKa COAEPIKUT NEPEUEHb MOCIEA0BATEIbHOCTEN,
NPEACTABJICHHBINH B 3JIeKTpoHHOM Buze B ¢opmare ASCII u B monHOM oObemMe BKIIOUEHHBIH B
HACTOSIIIUI JOKYMeHT myTeM ccbuikd. Kommsi ykasanHoro mnepeunsi B ¢opmare ASCII,
coznanHas 19 HosiOpst 2019 r., mHazeana PCTSEQUENCELISTING.txt, u ee pa3mep cOCTaBJisieT
80 004 Gaiir.

OBJIACTB ITPUMEHEHUWA U30BPETEHUA

Hacrosimee wu3oOpereHne OTHOCHTCS K CHOCOOAM JIEUEHHUS IICOpHAa3a AaHTUTENIOM,
KOTOPOE CBSI3bIBAETCSI C uenoBedeckuM OenkoMm MJI-23. B 4acTHOCTH, OHO OTHOCHTCS K CITOCOOY
BBeieHus crieruduyuHoro k MJI-23 aHTHTENa M KOHKPETHBIX (papMaLeBTHUECKUX KOMITO3HIIUN
aHTHUTENla, HaNpUMep, TyceybkyMada, KOTOpBIH siBisieTcss Oe3omacHbIM U 3()(QEeKTUBHBIM TSI
MALHUEHTOB, CTPAJAOIIHUX ICOPUA3OM.

IMPEITOCBIJIKU CO3JAHUA U30OBPETEH A

Wnrepnetikun  (MJI)-12 mnpencraBnser coOOW  CEKpEeTUPYEMBIH  T'eTepOAUMEpPHBIN
LIUTOKWH, COCTOSIIIUI M3 2 CBSI3aHHBIX JUCYJIb(OUIHON CBSI3bI0 TNIMKO3WJINPOBAHHBIX OEIKOBBIX
cyObenuHuL, o00O3HaueHHbIX Kak p35 u p40 B COOTBETCTBUM C TNPUOIH3UTEIBHBIMU
MOJIEKYJIIPHBIMU MacCaMu. HnJI-12 MIPOAYLUPYETCS [JIaBHBIM oOpaszom
AHTUTEHIIPECTaBISIIOIIMMU KJIETKAMU U CTUMYJIUPYET KJIETOYHO-OMOCPEOBAHHBIN UMMYHUTET
MOCPEACTBOM  CBSI3bIBAHUSI C JIBYXLIETIOYEYHBIM PELENTOPHBIM KOMIUIEKCOM, KOTOPBIH
SKCIIPECCUPYyeTCs Ha MOBEPXHOCTH T-kyieTok min ecrecTBeHHbIX KuiepHbIX (EK) knerok. Lenp
Oera-1 penenropa MJI-12 (MJI-12RP1) ces3biBaercs ¢ cyobenunuiei p40 NJI-12, obecneunBas
nepsuyHOe B3aumozeiicrsue mexay MJI-12 u ero peuenrtopom. OQHAKO MMEHHO CBSI3bIBAaHHUE
NJI-12p35 co Bropoii nenbio penenrtopa, WUJI-12RB2, Bo30yknaeT BHYTPUKIETOUHBIA CHUTHAJ
(Hampumep, pochopunmupoBanue STAT4) u aktuBanuio Hecyuel perentop kierku (Presky et

al, 1996). Cuwuraercs, uro curHamuzaumss WJI-12, mnpoucxonsimas OIHOBPEMEHHO C

,
NPEACTABICHUEM aHTUTCHA, BbI3bIBaeT nudepeHuupoBky T-kierok x ¢enoruny T-xemmep 1
(Th1), xapakrepusyromemycs npoaykuueit ramma-unteppepona (MPHy) (Trinchieri, 2003).
Cunraercs, yro kierkun Thl CTHMyTUPYIOT MMMYHHUTET K HEKOTOPBIM BHYTPUKJIETOYHBIM
NaToreHaMm, TEHEPUPYIOT HM30THIBI aHTUTEN ¢ (UKcauuell KOMIUIEMEHTa M Y4YacTBYIOT B
UMMYHHOM Hazazope 3a onyxoysiMu. Takum oOpaszom, MJI-12 cunraercst BayKHBIM KOMIIOHEHTOM
MMMYHHBIX MEXaHU3MOB 3aILUThI XO35MHA.

bruto oOHapyskeHo, uTo OenkoBas cyobpenuanna p40 MJI-12 moxer Taxke COeTUHATHCS
C OTHeNnbHOH OenkoBoi cyObenmHMIel, oOo3HaueHHOH kak pl9, ¢ obpazoBaHMEM HOBOTO
urokuHa, UJI-23 (Oppman et al, 2000). Curnanmszamus MJI-23 Takke ocyInecTBisieTcs: yepes

IBYXIIETIOYEYHbIH perenTopHblii koMrutieke. ITockonbky cyOpenununa p40 seusercsa obumeit ans



WJI-12 u UJI-23, cnepoBarensHo, nenb MJI-12RB1 Takske siBnsiercst obmeit mst MJI-12 u UJI-23.
Opnnaxo umeHHO csizbiBaHue MJI-23p19 co BTOpbIM KOMIOHEHTOM KoMIuiekca peuentopa HMJI-
23, NJI-23R, B0o30yxaaeT ciennpuIHy0 BHYTPHUKJIETOUHYIO curHaimnzanuio MJI-23 (mampumep,
dbochopunmuposanre STAT3) u nocnenyromyro npoxaykuuio MJI-17 T-knerkamu (Parham et al,
2002; Aggarwal et al. 2003). HenaBHue nuccnenoBaHus Mokasaiy, 4To OMojornyeckue pyHKIUN
WJI-23 ortnuuarorcss ot takoBbix MJI-12, HECMOTps Ha CTPYKTYpHOE CXOACTBO MEXKAY IBYMs
uurokuHamu (Langrish et al, 2005).

Henopmanbnyto peryssinuto MJI-12 u nonynsiumii kiaetok Thl CBsI3bIBaid CO MHOTHMU
UMYHHOOIIOCPEIOBAHHBIMU 3a00JIEBAHUSMH, TMOCKONbKY HelTpamuzauusi WJI-12 anturenamu
s¢dexTuBHA HJS KMBOTHBIX MOJENEH JiedeHus rcopuasza, paccessHHoro ckiepo3a (PC),
PEBMATOMIHOTO apPTPUTA, BOCHIAJIUTEIBHOrO 3a00NIEBaHMS KHIIEUYHWUKA, WHCYJIHMHO3aBUCHMOIO
caxapHoro auadera (1-ro Tuna) u yseuta (Leonard et al, 1995; Hong et al, 1999; Malfait et al,
1998; Davidson et al, 1998). OqHaKo MOCKOJBKY 3TH UCCIEAOBAaHUS ObLIM HALIEJICHBI Ha OOIIYIO
cyopenuuuiy p40, in vivo mpoucxomuna Heurpanmuzamus kak MJI-12, tak u WUJI-23. TToatomy
ObUTO HesiCHO, Kakod u3 AByx muTokuHoB. MJI-12 mnm WJI-23 omocpenosan 3aboneBaHue, u
HEOOXOIMMO JIM HMHrHOMpOBaTh 00a LUTOKHHA, YTOOBI NOCTHYb MOAABIIEHHUS 3a00JEBaHMUS.
Henasuue uccnenosanus Ha aedunutabx mo UJI-23p19 menuax wimu ¢ Hedrpanmsanueit MJI-23
cneun(UIHBIMA aHTUTENIAMH MTOATBEPAMIH, 4To nHrubuposanne MJI-23 moxer obecneunBaTh
MOJIOKUTENbHBIN Pe3yJbTaT, 3kBUBaJeHTHbIN cTparerusm npotus WJI-12p40 (Cua et al, 2003,
Murphy et al, 2003, Benson et al 2004). Takum o0Opa3om, mosBIsIeTCs BCe OOJbIIE
nokaszarenbcTB  cnenupuuHoi ponmu MJI-23 B MMMYHHOONOCPEIOBAHHOM  3a00JI€BAaHHH.
CnenoarenbHo, Helitrpanuzanus UJI-23 6e3 unrnduposanus nyreit MJI-12 moxxer obecneuntsb
3¢ (QEeKTUBHYI0  TEpamui  HUMMYHOOIOCPEAOBAHHOIO  3a00jieBaHUs C  OrpaHHYEHHBIM
BO3JCHCTBHEM HAa BAXKHBIM HMMYHHBII MEXaHM3M 3allUThl OPraHU3Ma-XO3sMHA. OJTO
npencTaBisieT coOOH 3HAUMTENbHOE YCOBEPIIEHCTBOBAHHE IO CPABHEHHMIO C HMMEFOIIUMHCS
BapHAHTAMHU TEPATTHH.

Ilcopna3 sBiAETCS  PACHPOCTPAHEHHBIM  XPOHMYECKHMM  HMMYHOOIOCPEIOBAHHBIM
XPOHHYECKHUM KOXKHBIM PACCTPOWCTBOM CO 3HAYUTEIbHBIMU COMYTCTBYIOLIMMH MATOJOTHUSMHU,
TAaKMMHU Kak ricopuarmdeckuii aptput (PsA), mempeccusi, cepaedyHO-COCyIUCThIe 3a00JIeBaHUs,
THIIEPTEH3Us, OXXKUPEHHe, caxapHblil nuaber, merabonmuueckuii cuHIpoM u Oonesnb Kpowna.
brsiimkoBuaHast popma ncopuasa siBjsieTcst HauboJjee pacnpocTpaHeHHOH Gopmoii 3aboneBaHus
U TIPOSIBJIIETCS] B BUZE YETKO OrPAHMYEHHBIX HPUTEMATO3HBIX OYaroB, MOKPBITHIX CepeOpUcTo-
OenbiMu  yemyiikamu. BisiiIku  COMPOBOJKIAOTCS  3yOM, OOJIG3HEHHOCTBIO W YacTo
00e300paKMBAOT M MPUBOIAT K MHBAJIUIHOCTH, MPUYEM Y 3HAYUTEIBHON YaCTH MALIUEHTOB C
NICOPHA30M OJISIIIKH JIOKAJTU3YIOTCSA Ha PYKaX/HOITAX, JIULE, CTOMAX U MOJOBBIX OopraHax. Takum
o0pa3oM, TcOpHa3 OKa3bIBAE€T 3HAYUTEIBHOE OTPHULATENIbHOE BIWSHHE HA CBSI3aHHOE CO
3nopoBbeM kauecTBO ku3HH (HRQOoL), BKIFOYasi co3nanue (pU3MUECKOro M IMCUXOCOIHAIBHOTO
OpemMeHH, KOTOpO€ BBIXOAUT 3a paMKd (PU3NYECKHX JePMATOJOTMYECKHX CHMIOTOMOB H
NPENATCTBYET IOBCEJHEBHOW HAesTenbHOCTH. Hampumep, mcopuas OTPULATENBHO BIHAET Ha

CeMeﬁHble, CYHnpy>KECKHEC, COHUAJBHBIC KW TPYAOBLIC OTHOHICHUA, CBA3aH C TTOBBIIIIEHHOMN



4aCTOTON AENPECCUH U BO3pACTaHUEM CYyHLIMATIbHBIX CKJIOHHOCTEH.

Ilpn rucronormyeckoil XapakT€pUCTUKE O4YaroB ICOPUATHUYECKOrO  MOPaKeHMs
OOHApY>KUBAIOTCA YTOJIIEHHBIH SMUAEPMHC, BO3HUKAIOUIMA B pe3yjibTaTe HapyLIEHUH
npoiudepanun u nuddepeHIupPOBKH KepaTOLUTOB, a TakKe WHQUIbTpALUs udepe3 OepMy U
coBMecTHOe pasmerneHue T-nmumbornuroB CD3+ u AeHAPUTHBIX KIETOK. XOTSA 3THOJOTHUS
NICOpHa3a MOJHOCTHIO HE OMpeesieHa, aHaIu3 TeHOB U OenkoB nmokasain, uro UJI-12, MJI-23 u ux
NOCJAEAYIOIINE MOJIEKYJIbl 4YPE3MEPHO OSKCIPECCHUPYIOTCST B Odarax ICOPHATHYECKOrO
MOpPaKeHUsl, & HEKOTOpPbIe MOTYT KOPPEJUPOBATh C TSLKECTBIO TeueHus ncopuasa. Hekoropeie
BUJIbI TEPANUU, IPUMEHsEMbIE NPH JIEYEHUH Ncopuasa, Moayaupyot yposau WJI-12 u WJI-23,
YTO MPEanoJOKHUTENbHO crocodcTByeT ux s¢gdextuBHoctr. Kmerku Thl m Thl7 wmoryt
nponyuupoBath  3((eKTopHbIE  IUTOKWUHBL,  KOTOpPblE  WHAYLUHUPYIOT  MPOXYKIIHIO
BA30JMJIATATOPOB, XEMOATTPAKTAHTOB U SKCIPECCHUI0 MOJIEKYJ aAre3ud Ha 3HAOTENHATbHBIX
KJIETKaX, KOTOPbIE, B CBOK OU€Pelb, CIIOCOOCTBYIOT MPUBJICUEHHIO MOHOIIUTOB U HEUTPODHUIIOB,
uHQuIbTpauu  T-KJIETOK, HEOBACKYJSPU3ALMH, a TaKKe AaKTUBAIMH KEPAaTOLUTOB M
runepruiasui. AKTHBUPOBAHHbBIE KEpPAaTOLUTHI MOTYT MPOAYLHUPOBATH XEMOATTPAKTAHTHBIE
(akTOpBl, KOTOPBIE CTUMYJIUPYIOT HAIMpPABICHHYID MHUTpaLii0 Hefirpodunos, MoHOIUTOB, T-
KJIETOK W JEHAPUTHBIX KIETOK, TeM CcaMbiM BO30yXdas LHMKJ BOCHAJNEHHA |
THNEPIIPOIH(epanuo KepaToHUTOB.

W3ydeHne maroreHesa rncopuasa MpHUBENO K MOSBICHUIO 3((EKTUBHBIX OHOIOTHUECKUX
CrIOCOOOB JIeUeHHUs, HAlleNIeHHbIX Ha (akTop Hekposza omyxonu-anbdpa (PHO-a), kak Ha
untepneiikun (MJI)-12, tak u va MJI-23, a Taxxe, B nmocienHee spems, Ha MJI-17, a Takxke Ha
onun WMJI-23 (Bkarowast KiIMHUYeCKHWEe wucchenoBaHus ¢asel 1 U 2 ¢ HCIOIb30BAHHEM
rycenbkymaba). I'ycenpkymad (taxke u3BecTHblli kak CNTO 1959) mpencraBnsier coOoi
HIOJTHOCTBIO 4eJIOBEUYECKOe MOHOKJIOHAJIbHOE aHTuTeno ysambna IgGl, koropoe cBs3bIBaETCS C
cyopenuanneit pl9 MJI-23 u narubupyer BHYTPUKJIETOUHYIO M HIDKENEKAIYI0 CHTHATU3ALMIO
NJI-23, nHeobxomumyro st TepMuHanbhoi auddepenunposku T-xennepubix (Th) kaerox 17.

N3JIOKEHUE CYIITHOCTU U30BPETEHMA

B nepBom acnekTe HacTosiiee H300peTeHHe OTHOCUTCS K Croco0y JIeYeHHs Tcoprasa y
MAIMEHTa, BKIIOYAKIIEMY MOJKOKHOE BBelNeHHE manueHty crnenuduanoro k MJI-23 anturena
(trakke Ha3piBaeMoro aHturenoM k HWJI-23pl9) wHampumep, rycenpkymada, mpHueM
cnenuduunoe k MJI-23 aHTUTENO BBOASAT B HAYAJIBHOW J03€, 3aTeM 4epe3 4 HenesH, a 3aTeM C
MHTEPBAJIOM B 8 HeeNb MEXKAY BBEACHUAMH, Hanpumep Ha O0-i, 4-1, 8-1, 16-i1, 24-1, 32-i1, 40-i
u 48-11 Hepene.

B cniocobe nedenus ncopuasa y nanueHTa MaueHT, MOJyYaBIIni JJeYeHne aHTUTEIOM K
WNJI-23, nemonctpupyer Oonee BBICOKYIO 3(P(EKTUBHOCTD MO KIMHHYECKOMY KOHEYHOMY
MOKA3aTeNo0 Tcopuasa, 4eM 3(PQPEeKTUBHOCTh MO KIMHUYECKOMY KOHEUHOMY IOKa3aTellro
1copuasa, KoTopas JOCTMraercss Yy TMalueHTa, [OJy4aBIIero JIeYeHHe AaHTHUTEJIOM
CeKyknHymabom (mpomaercs kommanuei Novartis mon mapkod Cosentyx®). Knunuueckuit
KOHEYHBIH ITOKa3aTeNlb [1COpHa3a MOXKET IMPEACTABIATh COOOM MHIEKC TUIOLIANU MOBEPXHOCTH

nicopuasza u crenenu Tsokectu (PASI) 90, PASI100, obumyto ouenky uccnenosatenem (IGA) O



w/wm IGA 1, xoropeiii m3mepsitoT uepe3 24, 28, 32, 36, 40, 44 w/umm 48 Henmenb mocie
HAYaJIbHOTO JICUEHHs, IPEATIOUYTUTENLHO Yepe3 48 Henemb 1ociie Ha9alIbHOTO JICYEHHUS.

B cnocobe nHacrosmero mzoOperenust anruteno k WMJI-23 BBoAST B HadalbHOW N03€,
yepe3 4 Henenu Iocje Ha4aJlbHOM AO03bl U KaKAble 8 Heneslb MOCJE BBEAEHUs AO03bl Ha 4-1
HeJelNe, a aHTUTEJIO CeKYKUHYMa0 BBOIST B HAYAJIBHOW 7103€, uepe3 | Hememo mocjie HaualbHON
N03bl, Yepe3 2 HelleNu M0Cje HadalbHOW J103bl, Yepe3 3 HeAeNu Mocie HadalbHOU 1036l Yepes 4
HeZeNH NOCJie HavaJbHOM NO3bl U KaIble 4 Henenu nocjie BBEAEHUs N03bl Ha 4-i1 Hexene. B
OJTHOM BapUaHTe OCyIIecTBiIeHus criocoba antureno k MJI-23 BBoasar B no3e 100 mr, 1 aHTUTENO
k MJI-23 sBnsiercst 6e3omacHbiM U 3()(HEKTUBHBIM JICUSeHHEM TIcopHuasa B 00JIaCTH Tejla MalfueHTa,
BBIOPAHHOW U3 TPYIIIBI, COCTOSINEH M3 BOJOCUCTON YaCTH TOJIOBBI, HOTTEH, PyK U CTYITHEH.

B npyrom BapmanTe ocymecTBieHus crnocoba antuteno k MJI-23  sBusercs
3¢ (eKTUBHBIM /U1 YMEHBIIEHUS] CUMIITOMA TICOpHAa3a y MAlUeHTa, MHAYKLUHUU KIMHUYECKOTO
OTBETa, MHAYKUMW WJIH TOAAEPKAHUS  KJIMHUYECKOHM  pEeMHUCCHM, HHTHOWPOBAHHUS
MIPOrPeCcCUpPOBaHUs 3a00JIeBAHUS WM UHTUOUPOBAHUS OCJIOKHEHHSI 3a00JIeBAHUS Y TIAIUEHTA, U
MAlMEHTA JieyaT OT ICOpHa3a OT YMEPEHHOH 10 TSKEJION CTENeHH.

B nmomonHUTENPHOM BapUaHTE OCYLIECTBIIEHHSI M300pPETeHHs CIOCO0 IOMOIHUTETBHO
BKJIFOYAET CTAIMIO MPEKPALICHUS JICUSHHS MAL[UeHTa, paHee MOJyYaBIIero JICYeHNE TI0 MEHbIIEH
Mepe onHOH nmo3oi cekykuHymaba (SEC), u mpuHSTHS pelieHus O JIeYeHHH TMalueHTa
rycenbkymadbom (GUS). B nonoHUTETbHOM BapHaHTE OCYLIECTBICHUS CIIOCO0 TOTIOJHUTENBHO
BKJIFOUAET CTAJUI0 M3MEPEHMs KJIMHMYECKOro KOHEYHOro mnokasarens mncopuasza PASIOO,
PASI100, IGA 0 u/unu IGA 1 Ha 24-#1, 28-i1, 32-1, 36-i1, 40-i, 44-ii w/unu 48-1 Henene mocie
Hauana JIeUYeHHs], MPEKPalIeHUs JIeUeHHs] NalleHTa, paHee IOJyYUBIIEro 10 MEHbLIEH Mmepe
OIIHY J103y CeKYKHHYMa0a, 1 JISYeHUsI ALIUeHTa I'yCeIbKyMadoM.

B npyrom acmekTe KOMIIO3UIMS, HMCHOJb3yeMash B CrocoOe H300peTeHHs, COREpKUT
(apMaleBTHYECKYI0 KOMIO3HMLMIO, coaepxamyto cnenuduunoe k MJI-23 aHTHTENno B
KOJIH4YeCTBE OT OKOJio 1,0 MKr/ma 1o okosio 1000 mr/mu, B wactHoctd, 50 mr mau 100 mr. B
NPEATIOYTUTENIbHOM BapuaHTe ocyuectieHus cneruduunoe k MJI-23 anTureno npencrabiser
coboit rycenpkymad B koHueHTpaumu 100 wmr/mi, 7,9% (macc./06.) caxaposer, 4,0 MM
ructuauHa, 6,9 MM L-ructuguHa MoHoruapoxjopuaa MoHoruapata, 0,053% (macc./00.)
nojrcopbara 80 B papManieBTHYECKON KOMIIO3ULINK, IPUYeM pa30aBHUTENb MPENCTABISET COOOH
BOJZly B CTAHJAPTHOM COCTOSIHUH.

B onmHOM BapmaHTe OCYINECTBICHHUS MALUEHT, CTPAAAIOLIUA TICOPHA30M, JIOCTHIall
KOHEYHBbIX KpuTepuen: Oamna IGA mo yCTpaHEeHHIO WIIM CBEACHHUIO K MUHHMYMY 3a00JI€BaHUS
(IGA 0/1) u 90% ynyumenus orsera no orenke PASI (PASI 90) ummn 100% yny4meHust orsera
no oueHke PASI (PASI 100) na 16-i1 Henene.

B nmpyrom acmekre wu3o0pereHuss (papmaueBTHUECKas KOMIIO3MLHUS — COINEPIKHUT
BbIieNieHHOe aHtHuTeno k MJI-23, xotopoe mmeer mocnenoBareinpbHocTH CDR rycenbkyma0a,
comepskamue (1) aMUHOKUCIOTHYI0 mocienoBatenbHOCcTs CDR Tsxenoit nenun SEQ ID NO: 5,
SEQ ID NO: 20 u SEQ ID NO: 44; u (i1) nocnenosarenbHocTr aMuHOKUCIOT CDR nerkoii uenu
SEQ ID NO: 50, SEQ ID NO: 56 u SEQ ID NO: 73 B xonuentpauuu 100 mr/mur;, 7,9%



(macc./06.) caxaposb, 4,0 MM rucrumuHa, 6,9 MM L-ructupmHa MOHOTHIOpPOXJIOpHIA
monoruapata; 0,053% (macc./06.) monucopbara 80 B papMaLieBTUIECKON KOMIIO3UIUU, IIPUIEM
pa3baBuTenb npeacTaBiIsgeT coO0l BOAY B CTAHAAPTHOM COCTOSTHHHL.

Hpyroit acrekt cnocoba mo U300pETEHUIO0 COAEPXKHUT BBeOeHHE (papMaleBTUUECKOM
KOMIIO3ULINY,  CoAaepxaleil  BblgeneHHoe  antureno k  HMJI-23,  xoropoe  umeer
HIOCJIEIOBATEIbHOCTh AMHHOKHCIIOT BapuadenbHOH obsacTu Tskenoi nenu rycenpkymada SEQ
ID NO: 106 m mocnenoBaTeNbHOCTh AMHHOKHCIOT BapuaOenbHON O0JacTH JIeTKOH Lenu
rycenbkymaba SEQ ID NO: 116 B konuentpauuu 100 mr/mur; 7,9% (macc./00.) caxapossl, 4,0
MM ructununa, 6,9 MM L-ructunuHa mMoHoruapoxiopuna monoruapata;, 0,053% (macc./00.)
nojucopbara 80 B papManieBTHHECKON KOMITO3ULIMH, TIPUYeM pa30aBUTENb MPEACTABISIET COOOI
BOZY B CTAHJAPTHOM COCTOSIHUH.

KPATKOE OIITMCAHUE I'PAOUYECKUX MATEPHUAJIOB

Ha ®ur. 1 noka3anbl nonu cyobektos, nocturmux orsera PASI 90, PASI 100, 6amna
IGA 1o ycrpanenuro (0) u 6anmna IGA no ycrpanenunro (0) wimm ceeneHno k MuUHUMYMy (1)
3aboseBanus B epuon ¢ 1-it Henenu o 48-10 Hemento.

Ha ®wur. 2 npencrasneHa cxema ausaiina ucciaeposanus ECLIPSE.

Ha ®wur. 3 nokasanel koHueHTpauuu HMJI-17F B CBIBOPOTKE KpPOBH MALMEHTOB C
NICOPHA30M, TMOJYYaBIIUX JICUEHHE I'yCEITbKYyMaOOM U CEKyKHHYMaOoM.

Ha ®wur. 4 nokasanbl koHueHTpauuu MJI-22 B CBIBOPOTKE KPOBU NALUEHTOB C
NICOPHA30M, MOJIYYaBIINX JIEUEHHE I'yCEIbKyMaOOM U CEKyKHHYMaOoM.

Ha ®wur. S nokaszansl koHUEHTpaLuu BD-2 B CbIBOPOTKE KPOBU MALMEHTOB C IICOPUA30M,
NOJIy4aBLINX JIEYEHHE TyCeIbKyMaOOM U CEKYKHHYyMaOOM.

Ha ®ur. 6 nokazana HopManu3anus NOATPYNIbl MHAYLMPOBAHHBIX T€HOB B IOPAKEHHOM
IICOPHA30M KOXKE.

Ha ®wur. 7. nokazaHa skcrpeccus B MOPaKEHHOH IICOPHAa30M KOXK€ TPYIIbI T'€HOB,
CBSI3aHHBIX C ACCOLMUPOBAHHBIMU CO CJIM3UCTOH OOOJNIOUKON WHBAapHAHTHBIMH T-KJI€TKaMu
(MAIT) knetkamu

Ha ®wur. 8 nokasana pacnpoctpaneHHocTs TRM CD8 B nopakeHHOH 1copruazoM KOxe,
00paboTaHHOM I'yCeIbKyMaOOM U CEKYKHHYMaOOM.

Ha ®wur. 9 mnoka3aHa pacmnpocTpaHEeHHOCTb peryisaropHeix T-kierok (Treg) B
MOpPaKeHHOH MCOpHa3oM Koxe, 00pabOTaHHOM I'yCebKyMaOOM U CEKyKUHYMaOOM.

Ha ®ur. 10 noka3zaHo cooTHomIeHHe Mexay peryisatopHeiMu T-knerkamu (Treg) u
pe3uneHTHBIMH B TKaHsx T-knerkamu mamsata CD8 (TRM) B mopaskeHHOH MCOpHa3oM KOXKe,
00paboTaHHOM I'yCelbKyMaOOM U CEKYKHHYMaOOM.

NOJAPOBHOE OIIUCAHHUE NPEANNOYTUTEJIBHBIX  BAPHAHTOB
OCYHIECTBJIEHUA

B KOHTEKCTE HACTOAIIEro NOKYMEHTa CIOCO0 JIEYEHMs] NMCOpHas3a BKIIOYAET BBEICHUE
BBIJIEJIEHHBIX, PEKOMOMHAHTHBIX W/HJIM CHHTETHYECKUX YEJIOBEYECKUX aHTUTEI, CIIeLU(PUIHBIX K
WJI-23, u AMarHOCTHYECKUX U TEPANEBTUYECKUX KOMITO3UIUH, CIIOCOOOB M YCTPOUCTB.

B koHTekcTe HacTosIero MOKyMeHTa TepMHHbI «crnemuduunoe k MJI-23 antuteno»,



«antureno k MJI-23», «ydacTok aHTUTENa» WIM «(parMeHT aHTUTeNa» WWIH «BapUAHT
aHTHUTENa» U T. I1. BKIIOYAKOT JIFOOOH OEJIOK MM NMEeNTHA, KOTOPBIH COAEPKHUT 10 MEHbLIEH Mepe
94acThb MOJIEKYJIBI HMMYHOIJIOOYJIMHA, TaKylo Kak, Oe3 OorpaHu4eHMii, IO MEHbIIeH Mepe OHa
onpenemnsomas komriaemeHTapHocTh (CDR) obnacte Tskenoit uim jierkod nemu, aubo ee
CBSI3BIBAIOIIMI JIMTAHJZ Y4YacTOK, BapuadenbHas oOJNACTh TSDKENOW LeNmu WM JIETKOW LemH,
KOHCTAHTHAas1 OOJNAcThb TSDKEJNOW LIeNMM WM JIETKOHM Lienmy, KapkacHas o0JjacTb, WM JiroOas ux
4acTh, TMOO MO MEHbIIEH Mepe OOMH YYaCTOK peLenTopa Win cBsasbiBaromero Oemka MJI-23,
KOTOPBIi MOJXKHO BCTpPaWBaTh B AHTHUTENO HacTosimero u3odpereHus. HeoOsi3aTenbHO Takoe
AHTHUTEJIO JOMOJHHUTEIBHO BO3ACHCTBYeT Ha CcHeuu(UYHBIA JIMraHn, Hampumep, Oes
OTpaHMYEHUH, TAKO€ aHTHUTEJIO MOIYJHPYET, CHU)KAET, MOBBIIAET, BBICTYNAET aHTArOHHCTOM,
BBICTYNIA€T arOHHUCTOM, YMEHbIIAeT, Oocyabisier, OJOKUpyeT, HHrHOMPYeT, YHHUUTOXKAET W/WIH
NPENsATCTBYeT IO MeEHbIIEeH Mepe OAHOM aKTUBHOCTH WM cBsi3biBaHuio MJI-23, nmubo
aKTUBHOCTH WJIH CBsi3bIBaHMIO penentopa MJI-23 in vitro, in situ w/wim in vivo. B kauectBe He
MMEIOIEr0 OrPaHUYMTENIBHOIO XapakTrepa npumepa npuemiuemoe antuteno k WJI-23, ero
OTNpENEeNeHHbI YYacTOK WJIM BAapHAHT HACTOSINEr0 H300pETEHHs] MOXKET CBS3BIBATHCA C IO
MeHbLIel Mepe onHou monekynon MJI-23 unu ee onpeneneHHbIMA y4aCTKaMH, BAPUAHTAMU UJIH
nomenamu. IIpuemnemoe antureno k MJI-23, ero onpenenaeHHblil y4aCTOK UM BapUAHT TaKKe
MOJKET HeoOs13aTeNIbHO BJIMATH HA 10 MEHBIIEH Mepe OJUH BUA aKTUBHOCTH win ¢yHkumuu HMJI-
23, manpumep, 0e3 orpanmuenuii, cuare3 PHK, JIHK wumu OGenka, BbicBoOOkmenue WMJI-23,
curHanmsanuio peuenropa MJI-23, pacmeruienne membpannoro WMJI-23, akrusHOcT, MJI-23,
nponykuuo u/unn cunres MJI-23.

IIpennonaraercs, 9YTO TEPMUH «AHTUTEJIO» OYJET JOMOIHUTEIbHO OXBAThIBATh AHTHUTETA,
(dparMeHThl paclIeIUIeHUs, MX OINpeNeJeHHble yYaCTKH W BapUaHThl, BKJIOYas MUMETHKH
AHTUTEN, WIH COAEP)KaTh YYACTKH aHTHUTEJN, KOTOPblE IMUTHPYIOT CTPYKTYPY W/MIH (YHKLHUIO
aHTUTENIAa WM €ro ONpeNeNeHHOro (parMeHTa WM Yy4YacTKa, BKIIKOYAs OJHOLIETIOYEYHBIe
aHTHUTEeNa M UX (PparMeHTbl. PYHKIHMOHAIbHBIE (pAarMEeHThl BKIIOUAIOT aHTHUIC€HCBSI3bIBAIOLINE
¢dparmenThl, KOTOpble CBs3biBatOTCS ¢ MJI-23 wmnekonwuraromero. Hampumep, uzobpereHue
OXBaTbIBaeT (PparMeHThl aHTHTENA, CIOCOOHBbIe CBsi3biBaThCs ¢ MJI-23 uimu ero ydacrtkamw,
BKJIFOUasi Oe3 orpanmuenuii pparmentsl Fab (Hanpumep, mocne paciieruieHus nananHom), Fab'
(HampuMmep, TOCNie pacIIeIJIEeHUs TEeNCHMHOM M YacTHYHOrO BOCCTaHOBNeHUs)) u F(ab’),
(HampuMmep, mocnie pacuHierieHus nerncuHoM), Facb (Hanmpumep, mocjie paciuerieHHs
1a3MuHOM), pFc’ (HampumMep, rmocie paciieruieHus MerncuHOM Wi riasMuHoM), Fd (Hanpumep,
NOCJIe PACLISTUIEHHsI TEeTICHHOM, YaCTUYHOrO BOCCTAHOBJEHMs U pearperaunu), Fv mmm scFv
(HarmpuMep, TOJNyuYeHHBIE crocodaMu MonekyysapHoi Omomoruu) (cm., Hampumep, Colligan,
Immunology, Beime).

Takme ¢QparmMeHTBl MOXHO TMOJydaTh MNyTeM (PEPMEHTATHBHOIO PACLICTUICHHS,
crocobaMu CHHTE3a WM PEKOMOWHALINY, U3BECTHBIMU B TAHHOUW 00JIACTU W/WJIM ONMUCAHHBIMH B
HACTOsALIEM JAOKyMEHTe. AHTHUTeNa MOKHO TaKXXe NMPOAYLUPOBATH B PA3JIMYHBIX YKOPOUEHHBIX
(opMax ¢ MOMOIIBIO T€HOB AHTUTEN, B KOTOPBIX OUH HIJIM 0OJIee CTOM-KOAOHOB ObUTH BBEIEHBI

BBIIIIE €CTECTBEHHOTO caiiTa TEPMHUHALINN. Haan/IMep, BO3MOJKHO CO31aHUC KOM6I/IHI/IpOBaHHOFO



r€Ha, KOIHMPYIOWEro yd4acTok Tspkeno wnenu F(ab'),, KOTOpBIA MOXET BKIIOYAThH
nocienosarenbHoctd JIHK, kommpyromme nomen Cyl w/mnm mapHUpPHYRO O0JNacTh TSDKEION
uenu. Pa3nuyHble y4acTKH aHTUTEN MOXKHO XUMHUYECKH COEIUHATh OOBIYHBIMHU CIIOCOOAMU UITH
NOJIy4aTh B BHJIE €UHOTO OeJKa criocobaMu reHHON MHKEHEPHH.

B koHTekcTe HACTOAIIEr0 NOKYMEHTa TEPMHUH «UEJIOBEUYECKOE AHTUTENO» OTHOCUTCS K
AHTUTEJy, B KOTOPOM IIO CYINECTBY Kakaas yacTb Oenka (Hanpumep, CDR, xapkac, nomens! Cy,
Cu (mampumep, Cyl, Cy2, Cy3), wapuup, aomensl Vi, Vy)) SBISETCS MO CYLECTBY
HEMMMYHOT€HHOW y YeJIOBEKa, JIUIIb C HEe3HAYUTEJIbHBIMH H3MEHEHUSIMH HJIH BapUALHSIMU
NIOCJIEIOBATENIbHOCTU. «UeI0BeYeCKOe aHTHUTENIO» TaKKe MOXKET MPEICTABISATh COOON aHTHUTEJIO,
KOTOpOE€ TMOJIyYeHO U3 MOCIEeIOBATEIbHOCTEH WMMYHOINIOOYJIMHA 3apOIBILIEBON  JIMHUH
YeJioBeKa, WM OJIM3KO COOTBETCTBYET MM. UeloBeYeCKHe aHTUTeNa MOTYT BKJIFOYATh OCTATKH
AMHHOKHUCJIOT, HE KOAHMPYEMbIe IMOCIEeNOBATEIBHOCTMH HWMMYHOIJIOOYJIMHA 3apOABIIEBOM
JVHUU (HarmpuMep, MyTallUH, BBEICHHBIE CIYYalHbIM HIIH CalT-CrIeU(HUIHBIM MyTare¢HEe30M in
Vitro, WM COMaTUYECKOH MyTalue in vivo). HacTo 3TO 03HAYaeT, 4TO YeJIOBEYECKOE AaHTHTENO
SBIIIETCSI 1O CYLECTBY HEMMMYHOTCHHBIM Yy uUeloBeKa. UeloBeuecKWe aHTHTENa
KJacCUQUIMPYIOT B TPYNIbl HA  OCHOBAHMM  CXOACTBA HMX  AMHUHOKHCIIOTHBIX
MOCJIEA0BATEIBbHOCTEH. Takum  oOpasom, MOCPEACTBOM  MOHMCKAa N0  CXOHCTBY
MOCJIEAOBATEIBHOCTEN MO>KHO BbIOMPATH AHTUTETIO co CXOHOM JINHEWHOU
NOCJIEIOBATEIbHOCTBIO B KA4eCTBE TEMIUIATa JUI CO3JaHHUsl HYeJIOBEYECKOrO AaHTUTENA.
AHAJNOTMYHO aHTUTENA OIpeneNeHHOro npumara (oOe3bsiHa, NaBUaH, LIMMIIAH3E U T. 1.),
rpeI3yHa (MBILIb, KPBICA, KPOJIUK, MOPCKasi CBUHKA, XOMSIK M T. I1.) M JPYTUX MJIEKOIUTAIOIINX
OTPENEeNAI0T OCOOEHHOCTSMH AaHTHUTEN TAaKoro BHJA, IOAPONA, pona, IOACEeMEHCTBa W
ceMeiicTBa. XUMEpHbIE AHTUTENA MOTYT JOINOJHHUTENBbHO BKJIIOYATH JIOOYI0 KOMOWHALMIO,
YKa3aHHYIO BbIlIe. M3-3a TakuX M3MEHEHUI WM Bapuanui HeoOs3aTeNIbHO M MPENIOYTUTEBHO
COXpaHseTCs WM OcjladeBaeT MMMYHOI€HHOCTDb y Ue€JIOBeKa WM APYroro BHAA OTHOCHTENBHO
HeMOAM(DULIMPOBAHHBIX aHTUTEN. TakuM 00pa3oM, 4EJIOBEUECKOe AHTHUTENO OTJIMYAeTCs OT
XHUMEPHOTO HJIH TYMAaHU3UPOBAHHOTO AHTUTEJIA.

Cnenyer OTMETUTh, YTO YEJIOBEUYECKOE AHTUTENIO MOXKET OBbITh CIPOAYLUPOBAHO HE
OTHOCALIUMCST K 4YEJIOBEKY >KUBOTHBIM, JIMOO TNPOKAPUOTHYECKOH WM SYKapUOTUYECKOM
KJIETKOH, KOTOpas CHOCOOHA JKCIPECCHpPOBaTh (PYHKLUHMOHAIBHO IEPECTPOCHHBIE TI'€HBI
YEJIOBEYECKMX HMMYHOIJIOOYJIMHOB (HAmpUMep, TSIKENYK LeMb W/HIW JIETKYK Lenb). Eciu
YeJIOBEYECKOE AHTUTEINIO SIBISIETCS OAHOLIETIOYEYHBIM AHTUTENIOM, OHO MOJKET IOIOJHUTEIBHO
COIEpKATh JIMHKEPHBIN MENTHUA, KOTOPBIA OTCYTCTBYET B HATUBHBIX YEJIOBEYECKHX AHTHUTENAX.
Hanpumep, Fv mMoxker conmepskaTb JIMHKEPHBIA MENTHUJ, TAKOW KaK OT ABYX IO OKOJO BOCbMH
OCTaTKOB TJIMIMHA WJIM JPYTUX aMHUHOKHCIIOT, KOTOPBIH COEOUHSIET BapHaOeNbHYK O0O0NacTh
TSDKEJIOW 1lenmu U BapualenbHyro 00jacTh jierkoi nermu. CUMTaeTcs, 4TO TaKUe JIMHKEPHBIE
NENTHUIBl IMEIOT YEJIOBEYECKOE MMPOUCX OXKIEHHE.

MoxHo TaKxKe MIPUMEHSTh oucnermpuyeckue, rerepocrnennupuIecKue,
I€TEPOKOHBIOTaTHbIE WM  TOAOOHBIE  AaHTUTENA, KOTOpPble  NPEACTABISIOT  COOOH

MOHOKJIOHAJIBHBIC, MPCANOYTUTCIIBHO HYCJIOBCUCCKHUE WM TYMAHU3HUPOBAHHBIC AHTUTEIIA,



oOnamaromue CrnenupUIHOCTBIO CBA3BIBAHHMSI C 10 MEHbINEH Mepe IBYMs Pa3InIHBIMU
aHTUreHaMu. B maHHOM ciydae ofiHa U3 crnenu(UIHOCTEH CBA3BIBAHHUS OTHOCHUTCS IO MEHbLIEH
mepe k ogHomy Oenky MJI-23, a apyras - k moOoMy npyromy antureny. CriocoObl moyueHus
OucrierpUyUecKkux aHTUTEN U3BECTHBI CIELUaTucTaM B JaHHOW oOmactu. OObIYHO
pEeKOMOMHAHTHAS MPOAYKIHMS OHCIeN(UUECKIX aHTUTE] OCHOBAaHA HA KOIKCIPECCHUHU ABYX Iap
TSDKeash Lenb/Jerkas Lenb HMMYHOIVIOOYJIMHOB, TJe [B€ TsDKeNble ILenu O0JajaroT
paznuuabivMu Bupamu cneruduanoctu (Milstein and Cuello, Nature 305:537 (1983)). M3-3a
CJy4aliHOTO paCHpeneNieHus] TSDKENbIX M JIETKUX Leneil MMMYHOTJIOOYJIMHOB 3TH THOPHIOMBI
(xBazpombl) 00pa3yroT cMech U3 10 pa3IMYHBIX BO3MOYKHBIX MOJIEKYJI aHTUTEN, IPUYEM TOJIBKO
OlHA W3 HHUX HMEET TPABWIbHYI OHCIenupuuecKyro CTpykTypy. OdnCTKa NpaBUIBHOM
MOJIEKYJIbl, KOTOPYHO OOBIMHO BBINOJHSIOT nyTeM adp@uHHON Xpomartorpaduu, sBISETCS
JIOBOJIbHO TPYJOEMKHM TPOLIECCOM C HHU3KHUM BBIXOIOM IMPOAYKTA. AHAJIOTHYHBIC MPOLEAYPHI
omucanbl, Hampumep, B WO 93/08829, marentax CIIIA No 6210668, 6193967, 6132992,
6106833, 6060285, 6037453, 6010902, 5989530, 5959084, 5959083, 5932448, 5833985,
5821333, 5807706, 5643759, 5601819, 5582996, 5496549, 4676980, nybOmmkammsax WO
91/00360, WO 92/00373, EP 03089, Traunecker et al., EMBO J. 10:3655 (1991), Suresh et al.,
Methods in Enzymology 121:210 (1986), kaxpmas n3 KOTOPBIX NOJHOCTBIO BKJIIOYEHA B
HACTOSIIIUI TOKYMEHT IyTEM CCHUIKH.

Cremmnduunsie x MJI-23 anTHTeNna (Takke Ha3bIBAEMblE aHTHTENAMH, CIIELU(PHIHBIMU K
WNJI-23) (unm antutenamu k MJI-23), ucnonp3dyeMble B Crioco0ax U KOMIIO3UIUSX HACTOSIIETO
n300peTeHNs], MOTYT He00s3aTeNbHO XapaKTEPH30BaTHCs BBICOKON a(PUMHHOCTBIO CBSI3BIBAHUS C
WNJI-23, npudeM HeoOsA3aTENbHO M MPEANOYTHTENIBHO OHH HMEIOT HU3KYK TOKCHYHOCTh. B
YACTHOCTH, B HACTOSINEM H300PETeHUH MCIOJIb3YIOT aHTHTENO, ONpPENeNeHHbIH (parMeHT M
BapUAHT M300PETEeHUs], NMPHYEM OTIENbHbIe KOMIIOHEHTBI, TAKME KakK BapuaOenbHas 00nacTs,
KOHCTAaHTHas1 00JacTh M KapKac, MO OTJAENbHOCTH W/WIN B COBOKYITHOCTH, HEOOS3aTENbHO U
NPEATIOYTUTENIEHO UMEIOT HU3KYI0 UMMYHOT€HHOCTh. AHTHUTENA, KOTOPbIE MOXKHO HCIIOJIb30BATh
B HACTOSIIIEM U300peTeHNH, HeoOsA3aTeIbHO XapaKTePU3YIOTCsl CBOEH CITIOCOOHOCTBIO OKa3bIBATh
neyeOHOE NeiiCTBHE HA MAIIEHTOB B TE€YEHHE MPOIJOJUKHUTENIBHOTO MEPHONA C TMOANAFOIIIMMCS
U3MEPEHUIO OCJTa0JIEHHeM CHMITOMOB M HU3KOH W/WJIHM MPUEMJIEMOW TOKCHYHOCTBHIO. Huskast
WIN TOMyCTUMAasi UMMYHOTE€HHOCTh W/WITK BbICOKasl apPUHHOCTD, a TakKe Apyrue mpueMiieMble
CBOWCTBA, MOTYT CIOCOOCTBOBATH JOCTHIKEHUIO TEPANEBTUYECKUX pe3ysbTaToB. Ilon «HU3KOM
UMMYHOT€HHOCTBIO» B HACTOSIIIEM JOKYMEHTE MOHUMAIOT WHAYKIHUIO 3HAYUTEIbHBIX OTBETOB
antuten HAHA, HACA uwin HAMA y menee okosio 75% Wiu npearnovYTUTENbHO Y MEHEE OKOJIO
50% mnonyyaromux JIe4eHHEe MALWUEHTOB, W/HWJIW MHAYKLUUIO HU3KUX TUTPOB Y MOJYYAROIIUX
JeyeHne nanueHToB (MeHee okoso 300, mpeamoutuTenbHO MeHee okosio 100, mo pesyibratam
U3MEPEHUs] HMMYHO(EPMEHTHBIM aHAJIN30M C JBOMHBIM aHTHUreHoM) (cm. myOmmkanuto Elliott et
al., Lancet 344:1125-1127 (1994), xoropasi MOJHOCTHIO BKJIKOYEHA B HACTOSIIMNA JOKYMEHT
nyTeM cCbUIKK). TepMHUH «HU3Kasi HMMYHOT€HHOCTBY TaKKe MOXKHO OIPEIENIUTh KaK MOsBJICHNE
TUTPYEMBIX YpOBHEW aHTUTen K aHtureny k HMJI-23 y nmanueHToB, MOJy4YaBIIUX JIEUYEHHE

anturenom k MJI-23, y menee 25% mnonyuyaBUIMX JieU€HHE MALUEHTOB, NPEANOYTHUTENIBHO Y



meHee 10% mauMeHTOB, MOJNY4YaBIIMX JIEYEHUE PEKOMEHJOBAHHONW JO30M B Te4YeHHE
PEKOMEHIOBAaHHOT'O Kypca T€panuy B MEPUOJ JIEUSHHUSI.

B HacrosiieM AOKYMEHTE TEpPMHHBI (KJIMHUYECKH TOATBEPKACHHAS 3(PQPEKTUBHOCTHY
WIH «C KIUHUYECKH TOATBEPKAEHHONH 3((PEKTUBHOCTBIO» B KOHTEKCTE JO3bl, CXEMBI
JO3UPOBAHUS, JICYEHUS MM CIOC00a OTHOCATCS K 3P (PEKTUBHOCTH KOHKPETHOW JO3BI, PeXUMa
JO3UPOBAHUSl WJIM pPEXUMa JedeHus. OQPQPEeKTHBHOCTP MOXKHO H3MEpSTh HAa OCHOBAaHUH
U3MEHEeHHH TedeHus 3a00NieBaHUs] B OTBET HA BBEJICHHE areHTa HACTOSINEro H300peTeHHs.
Hanpuwmep, antuteno xk WJI-23 wHacrosimero uszobperenus (Hanmpumep, antureno k WJI-23
rycesibkymal) BBOIAT CyOBEKTY B KOJIMYECTBE U B TCUSHHE BPEMEHH, KOTOPBIX JOCTATOUHO IS
UHAYKUUU YIyULIeHUs], MPEANOYTUTEIbHO CTOMKOrO yJY4IIEHHUs, B OTHOLIEHWH MO MEHbIIe
Mepe OJJHOTO IOKa3aTessi, KOTOPbIH OTpa’kaeT TSKECTh PacCTPOMCTBA, MOJJIEKAIIErO JIEUEHHUIO.
Jlnsa omnpeneneHusi, SBJSIFOTCS JIU JOCTATOYHBIMM KOJMYECTBO M BPEMsl JIEUEHUS, OLEHUBAIOT
pa3NUYHBIE MOKA3aTeNH, OTPAKAIOIINE CTENeHb MaTOJOTHH, 3a00JIeBaHMsI WM COCTOSHUS
cyObekta. Takume mokasaTenu BKIIOYAKOT, HANpPUMEP, KIMHUYECKU MPU3HAHHBIE MOKA3aTelH
TSOKECTH  3a00JIeBaHUsI, CHMIITOMOB WJIM TIPOSIBJIEHUH paccMaTpUBAEMOrO PacCTPOUCTRA.
CreneHp ynydllleHUs IO CYINECTBY OIpelessieT Bpad, KOTOPbIM MOXKET OMNpeAeNuTb 3TO Ha
OCHOBAHWHU TPHU3HAKOB, CHUMIITOMOB, OMONCHH WJIHM PE3YJIbTATOB APYTHX TECTOB, U KOTOPBIA
MOJKET TaKXKe HCIIOJIb30BaTh AHKETHI, MpelyiaraéMble CyOBEKTY, TaKHe KaK aHKEThl OLIEHKH
Ka4yecTBa JKU3HHM, pa3paOoTaHHbIE s JaHHOrO 3abonesanus. Hampumep, antureno x MJI-23
HACTOSIIIEr0 H300pETeHNsI MO’KHO BBOAUTD JJISI TOCTHIKEHUS YIYUIIEHHs Y CYOBEKTa COCTOSHUS,
CBA3aHHOrO ¢ 1nicopuazoM. Ha ynydimieHne MOXeT YyKas3bplBaTh YJy4lIeHHE MOKa3aTems
aKTUBHOCTH 3aboneBaHus, oOjerdeHue KIMHMYECKHX CHUMITOMOB WM VJIy4LIEHHE J0O0O0N
APYroil Mepbl aKTUBHOCTH 3a0oneBaHus. [IpumepaMu TakuX MHAEKCOB 3a00JEBAaHUS SIBJISIFOTCS
PASI75, PASIOO, PASI100, IGAT u IGAO. Muaekc miommany NOBepXHOCTH TIICOpHa3a U CTENEHU
Tsokectn  (PASI) npencraBnsier coOolf  OayulbHYIO OLIEHKY, HCIOJNB3YEMYIO BpadaMu |
MeECeCTPaMHU ISl PErUCTPALUU TSUKECTH Mcopuasa, a mokasarenb PASI7S npencrasnser coboi
COKpaieHHoe Ha3BaHue cHukeHusi Oamta PASI Ha 75% oT Hadana W 10 KOHIA MCCIIEIOBAHUS
(mpuuem nokazarenb PASI 90 o3navaer cHmwkenune Ha 90%, a mokazarens PASI 100 o3Hauaer
camkenue Ha 100%). UHcTpymMenT mon Ha3BanueMm «OOmasi orenka uccienosarens (IGA)»
npeacTasisieT CoO0i BU3yaTbHYIO OIIEHKY, KOTOpasi COCTOUT U3 Oayia B nuamnasone ot 0 (dyucrast
koxka) 1o 4 (Tsoxenoe nopakenue). IGAO o3HauaeT nonHyo, a IGA1 o3Ha4aeT MOYTH MOJHYIO
OUYHCTKY KOXH.

TepMUH «KJIMHUYECKH JOKa3aHHAs O€30MacHOCTb» B OTHOLIEHWH JIO3bl, PEKHUMA
NO3UPOBAHUS, JICYCHHs] WM Crocoda ¢ wucronb3oBanueMm antutena k WMJI-23 HacTosmero
n3o0perenust (Hanpumep, anturena k MJI-23 rycenpkymaba) oTHOCHTCA K OJaronpusTHOMY
COOTHOILIEHUIO PHUCK : TOjb3a C MPUEMJIEMON YacTOTOH W/MIU TPHEMIEMOH TSKECTHIO
BO3HHKAIOIIUX B TPOLIECCE JieUeHUs] HeOJIaronpuaTHbIX siBieHud (HaspiBaembix HA wmm HA,
BOo3HHUKIINE B xone JsedeHus (HABJI)) mo cpaBHeHMIO CO CTaHOAPTHBIM JIEKAPCTBEHHBIM
npenapaToM WM JAPYTHM IIpernapatoM cpaBHeHusi. HeOnmaronmpusiTHoe sBlIe€HHE - 3TO

HEXKEJIaTeIbHOe MEIMIIMHCKOE COOBITHE VY TAlMeHTa, KOTOPOMY BBEJU JIEKapCTBEHHBIH
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npenapaT. B uacTHOCTH, TepMUH «Oe30MacHbINY» B OTHOLIEHWH A03bI, PEKUMAa TO3UPOBAHUS UITH
neuenns anturenoM Kk WJI-23 nHactosmero m3o0peTeHHs OTHOCUTCS K NPUEMIIEMOIH YacToTe
W/WIM TIPUEMJIEMON TSDKECTH HeOJaronpHATHBIX SIBJICHUH, CBA3aHHBIX C BBEJEHHEM aHTUTENA,
€CJIM UX BO3HMKHOBEHME CUMUTAETCS] BO3MOXKHO, BEPOATHO WM OYE€Hb BEPOSITHO CBSA3AHHBIM C
npuMeHeHueM anturena k MJI-23.

IIpn wucnonp3oBaHMM B HACTOSIIEM AOKYMEHTE, €CJIM He YKa3aHO MHOE, TEePMHH
«KJIIMHUYECKU JOKa3aHHbII» (MCMONb3yeMblii HE3aBUCHUMO WJIM I MOAM(UKALMKM TEPMHUHOB
«Oe3omnacHblity W/umu «3(Q(EKTUBHBINY) O3HAYAET, YTO JOKA3aTEeNbCTBO ObLIO MOJNYYEHO B
KJIIMHUYEeCKOM ucciienoBaHuu ¢asel [II, mpuyeM KIMHUYECKOE UCCIENOBAHHE COOTBETCTBOBAJIO
CTaHzapTaMm YTIpaBJIeHHUs MO HAA30py 3a KAa4eCTBOM IMPOAYKTOB IMUTAHUS U MeIHKaAMEHTOB
CIIA, Espomeiickoro areHtctBa JiekapcTBeHHbIX cpenctB (EMEA) mnm cooTBeTcTByROIIEro
HAI[MOHAJBHOIO peryiupyroliero oprasa. Hanpumep, KiIMHHUYECKOE HCCIENOBAaHHE MOXKET
NPEACTABIATh COOOH PaHIOMH3HMPOBAHHOE JBOMHOE CJIENOE MCCIENOBAHNE COOTBETCTBYIOLIETO
o0beMa, TpPUMEHsEeMOe Uil KIMHUYECKOrO TOATBEPKACHHUS 3(PPEKTOB JEKapCTBEHHOTO
CpeInCTBa.

ITone3nsle CBONCTBA

BrieneHHble HYKJIEMHOBBIE KHCJIOTHI HACTOSILIErO M300PETEHHsT MOXKHO HCIIOJIb30BATh
IJs1 NPOAYKUMU IO MeHbUIeHd Mepe ofgHoro anturena k WJI-23 wnm ero omnpeaeneHHOro
BapHUAHTa, KOTOPBIH MOXKHO HCIIOJIB30BATh I M3MEPEHHS WM BO3IEHCTBHS B KJIIETKE, TKAHH,
OpraHe WM SKUBOTHOM (BKJIFOYas MJIEKONUTAIOIUX W YeJOBEKa), sl JUarHOCTHKH,
MOHUTOPHHIA, MOAYJIUPOBAHUS, JIEUEHUs, OCIabieHus, NpOoQUIAKTUKN BO3HUKHOBEHHS WJIH
YMEHBLIEHUs] CUMIITOMOB TICOPHa3a.

Takoit crioco0 MoXxeT BKIIOUaTh BBeAeHUE 3((HEKTHBHOTO KOJIMYECTBA KOMITO3ULIMU WIIH
(apMaleBTHYECKONW KOMIO3HLIMK, COAep:Kallel Mo MeHbLIel Mepe oqHO aHTuteno k MJI-23 B
KJIETKY, TKaHb, OpraH, OPTraHM3M >KHBOTHOI'O WJIM IAIlMEHTa, KOTOPhIM Tpedyercss Takoe
MOJYJHPOBAHUE, JIEYCHUE, OCIa0ieHne, NPEeNOTBPAIleHUe WM YMEHbLICHHE CHUMIITOMOB,
3¢ dexToB mwiu MexaHU3MOB. D(PYEKTUBHOE KOJIUYECTBO MOKET COAEPKaTh KOJIMYECTBO OT
okojio 0,001 mo 500 Mr/kr mist OXHOKpPATHOTrO (Hampumep, OOJIFOCHOTO), MHOTOKPATHOTO HJIH
HETPEPBIBHOTO BBEACHUS, WM JJIsI JOCTHKEHHS] KOHLEHTpAuu B CbiBOpoTKe Kposu 0,01-5000
MKI/MJI TIpU OJHOKPATHOM, MHOTOKPAaTHOM WJIM HEMPEPhIBHOM BBENEHUH, WIH JIEOOOM
3¢ (eKTUBHBIA HMHTEPBAI WM 3HAYEHHE, KAK YCTAHOBJICHO M OINpPENEeNIeHO C NMPUMEHEHHEM
U3BECTHBIX CIIOCOOOB, OMHMCAHHBIX B HACTOALIEM JOKYMEHTE WJIM M3BECTHBIX CIEIHAJFCTaM B
COOTBETCTBYIOLINX O0IACTSIX.

Ccbutku

Bce murupyemble B HAcTOSAIIEM AOKYMEHTE NyOJMKALMM WM TATEHThl, OyIb OHHU
yKa3aHbl KOHKPETHO HJIM HET, MOJHOCTBHIO BKJIFOYEHBI B HACTOSIIIHUI JTOKYMEHT NMyTE€M CCBUIKH,
MOCKOJIbKY OHH ITOKa3bIBAIOT YPOBEHb PA3BUTHS HA MOMEHT HACTOSIIErO M300pEeTEeHUs W/ MiH
MPEIOCTABISIIOT OMUCAHUE U HEoOXOomMMyr HH(pOpMamuio st Hactosmero uzodpereHus. K
nyOJMKAIUsiIM  OTHOCATCS JIIOObIe HAaydHblE WJIM TATeHTHbIE NyONHKAlUHU, WiIH Jrodas

I/IH(l)OpMaI_II/IH, AOCTYyIIHAas Ha JIFOOBIX HOCHUTECIIAX, BKJIKOYas BCC (I)OpMaTbI 3alrCH, SJICKTPOHHBIC U
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nedatHble (opmarel. CreAyromue HUXKE HWCTOYHUKH TOJIHOCTHEO BKJIFOYEHBI B HACTOSIIHIMA
JOKYMEHT nyTeM ccbUiku: Ausubel, et al., Current Protocols in Molecular Biology, John Wiley
& Sons, Inc., NY, NY (1987-2001); Sambrook, et al., Molecular Cloning: a Laboratory Manual,
2" Edition, Cold Spring Harbor, NY (1989); Harlow and Lane, Antibodies, a Laboratory
Manual, Cold Spring Harbor, NY (1989); Colligan, et al., eds., Current Protocols in
Immunology, John Wiley & Sons, Inc., NY (1994-2001); Colligan et al., Current Protocols in
Protein Science, John Wiley & Sons, NY, NY, (1997-2001).

AHTHUTeNA HAacTOsimero u3ooperenusi. [Ipoayxkuus u reHepauus

ITo menbineit mepe ogHo antuteno k MJI-23, mpumeHsiemoe B croco0e HACTOSIIEro
U300peTeHNs, MOXKHO HeoOs3aTeNIbHO MPOAYLMPOBAaTh B KJIETOYHON JIMHUM, CMEIIAHHOM
KJIETOYHOW  JIMHWUW, UMMOPTAJIM30BAHHOW  KJIETKE WM  KJIOHAJIbHOW  TOMYJISLIUH
UMMOPTAJTM30BAHHBIX KJIETOK, KaK XOPOIIO M3BECTHO CIEIHATUCTaM B AaHHOW obmactu. Cwm.,
Hanpumep, nyOnukanuu Ausubel, et al., ed., Current Protocols in Molecular Biology, John
Wiley & Sons, Inc., NY, NY (1987-2001); Sambrook, et al., Molecular Cloning: a Laboratory
Manual, ud Edition, Cold Spring Harbor, NY (1989); Harlow and Lane, Antibodies, a
Laboratory Manual, Cold Spring Harbor, NY (1989); Colligan, et al., eds., Current Protocols in
Immunology, John Wiley & Sons, Inc., NY (1994-2001); Colligan et al., Current Protocols in
Protein Science, John Wiley & Sons, NY, NY, (1997-2001), kaxknas U3 KOTOPBIX MOJHOCTHIO
BKJIFOUYE€HA B HACTOSIIUN JOKYMEHT MyTEM CCBLIKU.

[IpennouturensHoe antuteno k WJI-23 mpencraisier coboil rycenbkymad (Takxke
Ha3biBaeMoe CNTO1959), umeromuii aMUHOKHCIOTHYIO TOCJIEAOBATEIBHOCTh BapHaOeIbHON
obmactu Tskenor uemu SEQ ID NO: 106 um aMHHOKHCIOTHYIO IOCIENOBATEIBHOCTD
BapuabenbHON obmactu serkoir uenu SEQ ID NO: 116, a Takke MMeeT aMHUHOKHCJIOTHBIE
nocienoBateapbHOcTH CDR Tsikenoi neru SEQ ID NO: 5, SEQ ID NO: 20 u SEQ ID NO: 44; u
aMUHOKHCIIOTHBIe TiocnenoBaTenbHOCcTH CDR nerkoii nenu SEQ ID NO: 50, SEQ ID NO: 56 u
SEQ ID NO: 73. Hdpyrue antutena k MJI-23 umeroT mocnenoBaTelbHOCTH, TIEPEUNUCTICHHBIE B
HacTosimeM nOoKkyMeHTe, W onmcanbl B mateHTte CIIIA Ne 7935344, comepskaHne KOTOPOTO
MOJIHOCTBIO BKJTFOYEHO B HACTOSIIMI JOKYMEHT MyTEM CChLUIKH).

UenoBeueckre aHTUTeNa, crenupuyHbie K dejnoBedeckuMm Oenkam MJI-23 wmm ux
(dbparmMeHTaM, MOKHO MOJIy4aTh B OTBET Ha COOTBETCTBYIOI[UN UMMYHOT€HHBIH aHTUTEH, TaKOU
KaK BbIeNeHHbIi Oenok MJI-23 w/unm ero yuactok (BKJIIOUYAsi CHHTETHUECKHE MOJIEKYJIbI, TAKHE
KaK cuHTeThdeckue nentunabl). pyrue cneunduunbie i odimue aHTUTENA MIIEKOMUTAKOLINX
MOKHO TMOJIy4aTh AHAJOTHYHBIM O0pa3oM. IIpUroToBieHWE WMMYHOTE€HHBIX AQHTHTE€HOB W
MPOAYKIMIO MOHOKJIOHAJBHOTO aHTHTEJIA MOXKHO BBITIOJTHSITH JIFOOBIM MPUEMJIEMBIM CITOCOOOM.

B omHoM momxome THOpHIOMY TPOAYLUUPYIOT TMyTeM CHHSHHUS —MPUEMIEMON
UMMOPTAJIM30BAHHON KJIETOYHOH JMHUHU (HampuMmep, KIETOUHOHW JIMHUM MHUENIOMBI, TaKOH Kak,
6e3 orpanmuenuii, Sp2/0, Sp2/0-AG14, NSO, NS1, NS2, AE-1, L.5, L243, P3X63Ag8.653, Sp2
SA3, Sp2 MAIL Sp2 SS1, Sp2 SAS, U937, MLA 144, ACT 1V, MOLT4, DA-1, JURKAT,
WEHI, K-562, COS, RAJI, NIH 3T3, HL-60, MLA 144, NAMALWA, NEURO 2A u 1. ., unu

reTepoMHUCIIOM, UX MPOAYKTOB CIHUAHUSA HUIIN JIIOOBIX KJIETOK MJIM CIUTBIX KJIETOK, MOJJYYC€HHBIX
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U3 HUX, WIK JIIOOOH Opyroil mpueMjeMol KJIETOYHOW JIMHWM, U3BECTHOW B JAHHOH 00J1acTH)
(cm., Hampumep, www.atcc.org, www lifetech.com. u T. 1m.), ¢ TPOAYUUPYIOLIUMHU AaHTUTENA
KJIETKaM{, TaKUMH Kak, Oe3 OrpaHHYeHul, BbIACIEHHbIE WM KJIOHHPOBAHHBIE KIETKH
CeNle3eHKH, Nepudeprudeckoil KpoBy, JUM(bI, MUHIAINH, WU IPyrue€ UMMYHHbBIE KJIETKH, WU
KJIeTKH C B-xmerkamu, wiam  OOBIMH  APYTHMMH  KJIETKaMH, OKCIPECCUPYIOLIMMHU
NOCJIeIOBATEIbHOCTA KOHCTAHTHOM, WJIM BapuaOeNbHOM, MM KapkacHOW obnacred, uaun CDR
TSDKEJION WM JIETKOW Lienu, B BuAe JIMOO SHAOTEHHOH, JMOO IreTepoJIOTMYHOM HYKJIEHHOBOM
KHCJIOTBI, B BHUAE peKOoMOWMHAHTHON wiu sSHuoreHHo renomuou JIHK, x/IHK, p/IHK,
muroxonapuanbHoit JJHK wnun PHK, xnopomnacraoit JIHK wnu PHK, rereporenHoii simepHoi
(r1) PHK, MmPHK, TPHK, omgHO-, IByX- WK TpeXLENOYEeYHON, TMOPUIU30BAHHON U T. T. WJIH
mo00il MX KOMOWHAIMM, TMPOUCXONALICH W3 BHPYCOB, OakTepuii, BOAOPOCHEH, MpPOKapHUOT,
36MHOBOJIHBIX, HACEKOMBIX, PENTHJIHHA, PbIO, MIEKOMUTAIOIINX, TPbI3YHOB, JIOIIACH, OBEL, KO3,
OapaHoB, mpuMarToB, sykapuoT. Cm., Hanpumep, Ausubel, Boime u Colligan, Immunology, Beiime,
rJIaBa 2, MOJIHOCTBIO BKJIFOUEHHBIE B HACTOSIIMN TOKYMEHT NyTEM CCHUIKH.

KrneTku, mpoaynupyromue aHTUTeNa, MOXHO TaKKe TMOJydaTb W3 nepudepruuecKon
KPOBU WJIM TPEATIOUTUTENPHO U3 CEJIE3€HKU MM JTUM(PATUIECKHX Y3JIOB YEJIOBEKAa WM JPYTUX
NPUEMJIEMBIX JKHBOTHBIX, KOTOPbIE OBUIM MMMYHH3HPOBAHbI HHTEPECYIOIIUM aHTUTECHOM. Jliist
3KCIPECCUU I'€TePOJIOrHYHON WM SHAOT€HHON HYKJIEUHOBON KHUCJIOTBI, KOAUPYIOLIEH aHTUTETIO,
€ro OIpeneseHHbI (parMeHT WIM BapUAaHT HACTOALIETO H300PETEHHs, MOXKHO TaKXkKe
UCIIOJIB30BATh JIIOOYIO NPYTIYI0 MPUEMIIEMYIO KJIETKy-Xo3siuHa. Cnurble KJIeTKu (THUOPUIOMBI)
WIN PEKOMOMHAHTHBIE KJIETKH MOXHO BBIIEIATh C IOMOIIBIO CEJNEKTHBHBIX YCIIOBHI
KYJIbTUBHPOBAHUS HWJIH JPYTUX M3BECTHBIX IPHEMJIEMBbIX CIIOCOOOB U KJIOHHPOBATH IyTEM
IPEeNeTbHOrO PAa3BEICHUs, MM COPTHPOBKU KJIETOK, MJIH IPYTHX U3BECTHBIX criocoOoB. Kierkw,
NPOAYLMPYIOLIKE aHTUTeNa ¢ TpeObyeMol crneruduIHOCThIO, MOTYT ObITh BBIOPAHBI C TIOMOLIBEO
npuemieMoro ananusa (Hanpumep, DA).

MO’KHO MPUMEHSATD JPyrue MpUeMIeMble COCOObI MPOAYKLMH HITH BbIIEICHUS] aHTUTEI
Tpedyemoii crienupUIHOCTH, BKJIIOUYas Oe3 orpaHuyeHuii crnocoObl 0TOOpa PEeKOMOMHAHTHOTO
aHTHUTeNa U3 OMONMOTEeKHM MenTHAOB MiM OenkoB (Hampumep, Oe3 orpaHuveHui, OMOIUOTEKH
nucruiest 6aktepuodaros, pudocom, onuronykieorunos, PHK, xk/IHK wiu 1. n.; Hampumep,
npousBoncTBa  kommanuii  Cambridge antibody  Technologies, rp. KemOpumxkurmp,
Benukobpuranus; MorphoSys, ¢. Maptuncpaiin/k. [Tnanerr, ['epmanus; Biovation, r. AGepauH,
IMlornannus, BenukoOpuranms; Biolnvent, r. Jlyan, IIeeums; Dyax Corp., Enzon,
Affymax/Biosite; Xoma, r. bepkmm, mrar Kamudopaus, CIIA; Ixsys. Cm., nampumep, EP
368,684, PCT/GB91/01134; PCT/GB92/01755; PCT/GB92/002240; PCT/GB92/00883;
PCT/GB93/00605; US 08/350260 (12.05.94); PCT/GB94/01422; PCT/GB94/02662;
PCT/GB97/01835; (CAT/MRC); W090/14443; W0O90/14424; W090/14430; PCT/US94/1234;
W092/18619;  WO096/07754;  (Scripps); WO096/13583, WO97/08320  (MorphoSys);
W095/16027 (Biolnvent); WO88/06630; WO90/3809 (Dyax); US 4,704,692 (Enzon);
PCT/US91/02989 (Affymax); WO0O89/06283; EP 371 998; EP 550 400; (Xoma); EP 229 046;
PCT/US91/07149 (Ixsys), WJIM CTOXaCTHYECKH IOJYYEHHBIX mentuaoB miu OenkoB - US
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5723323, 5763192, 5814476, 5817483, 5824514, 5976862, WO 86/05803, EP 590 689 (Ixsys,
npensapurenpHas nyOnukanuss B Applied Molecular Evolution (AME), Bce BKIFOYEHBI B
HACTOSALIUI JOKYMEHT MyTe€M CCBUIKH)), I CIIOCOOaMH, OCHOBAHHBIMH HAa WMMYHU3ALNH
TPAHCT€HHBIX >KUBOTHBIX (Hampumep, mbimeii SCID, cm. Nguyen et al., Microbiol. Immunol.
41:901-907 (1997); Sandhu et al., Crit. Rev. Biotechnol. 16:95-118 (1996); Eren et al., Immunol.
93:154-161 (1998), kaxnas myOJUKaIMs MOJHOCTBIO BKJIIOYEHA B HACTOSIIUN JOKYMEHT IyTeM
CCBUIKHM, KaK M CMEXHbIE TAaTEHThl U 3asBKH), KOTOpPbIE CIOCOOHBI MPOAYLHPOBATH HAOOP
YeJIOBEYECKUX AHTHUTEN, KaK M3BECTHO CIEIMATUCTaM B JAHHOW OOJIACTH W/WJIM OMHCAHO B
HacTosieM NokyMeHTe. Takue crocoObl BKIOYAOT 0e3 OrpaHuvYeHuil puOOCOMHBINA AUCIUICH
(Hanes et al., Proc. Natl. Acad. Sci. USA, 94:4937-4942 (May 1997); Hanes et al., Proc. Natl.
Acad. Sci. USA, 95:14130-14135 (Nov. 1998)); TexHonoruu mpOAyKLIHUU AHTUTEN U3 ONHOU
KJIETKU (HAapuMep, METOJ MOJYYeHHs] aHTUTEN U3 OTOOpaHHbIX JuMdpountoB (SLAM) (mateHT
CIIIA Ne 5,627,052, Wen et al., J. Immunol. 17:887-892 (1987); Babcook et al., Proc. Natl.
Acad. Sci. USA 93:7843-7848 (1996)); MUKpOKAILIIO B rejie U NpoTouHyo ruroMerpuro (Powell
et al., Biotechnol. 8:333-337 (1990); One Cell Systems, r. KemOpumxk, mrar Maccauycerc,
CHIA; Gray et al., J. Imm. Meth. 182:155-163 (1995); Kenny et al., Bio/Technol. 13:787-790
(1995)); otbop B-kierok (Steenbakkers et al., Molec. Biol. Reports 19:125-134 (1994); Jonak et
al., Progress Biotech, Vol. 5, In Vitro Immunization in Hybridoma Technology, Borrebaeck, ed.,
Elsevier Science Publishers B.V., Amsterdam, Netherlands (1988)).

Kpome Toro, MOsKHO IPUMEHSTh U XOPOIIO M3BECTHBIE CIIEHAIMCTAM B JAHHOW 00JIacTH
crocoObl KOHCTPYUPOBAHMUSI FUTH TYMAaHHU3AL[UU HEUEIOBEUECKUX WITH YeJIOBeUeCKUX aHnTuTe. 1o
CYLIECTBY T'YMAaHH3UPOBAHHOE WM MOAM(DHUINPOBAHHOE N€HHOW WHXXEHEepHUeH aHTUTEIO UMEeeT
OnWH WK OoJjiee aMMHOKHCIIOTHBIX OCTATKOB W3 MCTOYHHMKA, HE OTHOCSINErocsl K YeJOBEKY,
Harnpumep, 0e3 OrpaHMYeHMI, MBIIIH, KPBIChI, KPOJIUKA, MPUMATOB (MCKIIFOYas YeJOBEKa) MJIH
APYTUX MJIEKOMHUTAIOIUX. DT aMHUHOKHUCIOTHBIE OCTaTKH HEYeJOBEUECKOrO MPOUCXOXKACHHUS
3aMEHSIOT OCTaTKaMH, KOTOpPbI€ YaCTO HA3bIBAIOT «UMIIOPTUPOBAHHBIMHY»  OCTATKaMHU,
MOCKOJIbKY HMX OOBIMHO OepyT U3 «UMIIOPTHPOBAHHBIX» BapuaOeIbHbIX, KOHCTAHTHBIX HJIH
OPYTUX TOMEHOB U3BECTHOM UEJIOBEUECKOU MOCIEN0BATEIbHOCTH.

Onucanne M3BECTHBIX MOCHENOBaTeNbHOCTEN Ig denoBeka MpuBeneHO, HalpuMmep, Ha

BeO-calTax: www.ncbi.nlm.nih.gov/entrez/query .fcgi; www.ncbi.nih.gov/igblast;
www.atcc.org/phage/hdb.html; www.mrc-cpe.cam.ac.uk/ALIGNMENTS.php;
www.kabatdatabase.com/top.html; ftp.ncbi.nih.gov/repository/kabat; www.sciquest.com;
www.abcam.com; www.antibodyresource.com/onlinecomp.html;

www.public.iastate.edu/~pedro/research_tools.html;

www.whfreeman.com/immunology/CHO5/kuby05 .htm;

www.hhmi.org/grants/lectures/1996/vlab; www.path.cam.ac.uk/~mrc7/mikeimages.html;
mcb.harvard.edu/BioLinks/Immunology.html; www.immunologylink.com;
pathbox.wustl.edu/~hcenter/index.html; www.appliedbiosystems.com;
www.nal.usda.gov/awic/pubs/antibody; www.m.ehime-u.ac.jp/~yasuhito/Elisa.html;

www.biodesign.com; www.cancerresearchuk.org; www.biotech.ufl.edu; www.isac-net.org;
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baserv.uci.kun.nl/~jraats/links1.html; www.recab.uni-hd.de/immuno.bme.nwu.edu; www.mrc-
cpe.cam.ac.uk; www.ibt.unam.mx/vir/V_mice.html; http://www.bioinf.org.uk/abs;
antibody.bath.ac.uk; www.unizh.ch; www.cryst.bbk.ac.uk/~ubcg(07s;
www.nimr.mrc.ac.uk/CC/ccaewg/ccaewg.html;
www.path.cam.ac.uk/~mrc7/humanisation/TAHHP.html;
www.ibt.unam.mx/vir/structure/stat_aim.html; www.biosci.missouri.edu/smithgp/index.html;
www jerini.de; cm. Takxke Kabat et al., Sequences of Proteins of Immunological Interest, U.S.
Dept. Health (1983), kaxplii U3 KOTOPBIX MOJHOCTHIO BKJIIOYEH B HACTOSIIUI JOKYMEHT MyTeM
CCBUIKH.

Kak wu3BecTHO crneuumaiucraMm B JaHHOH o0OJacTH, Takue HMMIIOPTHPOBAHHBIC
MOCJIEI0BATENBHOCTH MOXHO MPUMEHATh AJI CHU)KEHUST HMMYHOT€HHOCTH WJIH JUISI CHUYKEHMS,
YCHJICHUSI WJIM MOOU(UKAIMUA CBA3BbIBAHUS, apPUHHOCTH, CKOPOCTH aCCOLMALNU, CKOPOCTH
OUCCOLMALIMY, AaBUAHOCTH, CHEMPUIHOCTH, TNepHoAa TNONYXKH3HH WIM JIOOOH Ipyroi
npuemiemMoi xapakrepuctuku. B nenom ocratku CDR HampsiMmyro ¥ B O4€Hb 3HAYUTEIIBHOU
CTENEeHU BJIUSIOT Ha CBs3bIBAHUE C aHTUTeHOM. COOTBETCTBEHHO, COXPAHSIOTCS YaCTUYHO WUIIH
BCE HeueJOBeUeCKHe WM denoBedeckue mnocnenosBarenpHocTy CDR, a Hedenoseueckue
NOCJIEIOBATENIbHOCTH ~ BapHadENbHBIX M KOHCTAHTHBIX  OOJacTeii  MOXHO  3aMEHSTh
YeJI0BEYECKUMH U UHBIMU AaMUHOKHCIIOTaMU.

AHTHTENa MOXHO TaKKe HeoOs3aTeNbHO T'yMaHM3HPOBATh WIIM KOHCTPYHPOBATH
YeJIOBEUECKHE aHTUTENla C COXPAaHEHWeM BBICOKOW ad(PUHHOCTH K aHTUIE€HY U HHBIX
OaronpusATHBIX OMOJIOTMYECKUX CBOHCTB. JIJIi AOCTHIKEHHsI 3TOH LIeNM T'YMaHHU3UPOBAaHHbIE
(W yenoBeYecKre) aHTUTENA MOYKHO HEOOS3aTeNbHO MOJTy4YaTh B MPOLECCE aHAJIN3a HCXOIHBIX
MOCJIEOBATENbHOCTENl M PA3NMUYHBIX KOHLENTYaJbHBIX T'YMAaHU3UPOBAHHBIX IIPOAYKTOB C
MOMOUIBI) TPEXMEPHBIX MOJENeH MCXOAHBIX U TYMaHU3HMPOBAHHBIX MOCIENIOBATENbHOCTEM.
TpexmepHble MOzENH HMMYHOIJIOOYJIMHA SBJSIFOTCSA OOINEAOCTYNHBIMH UM H3BECTHBIMH
cmeuManuctaM B gaHHOM — oOjactu.  CylIecTBYIOT — KOMIBIOTEPHBIE  MPOrPaMMBbI,
JIEMOHCTPHUPYIOLINE U OTOOpaKAIOIIE BEPOATHBIC TPEXMEPHbIE KOH()OPMAIIHOHHBIE CTPYKTYPbI
BBIOPAHHBIX TMOTEHIHAIBHBIX MOCIEIOBATENILHOCTENl MMMyHOIOOynMHa. MccnenoBanue 3THX
n300pakeHNi TMO3BOJISIET AHAJIM3HPOBATH BEPOSITHYIO POJIb OCTATKOB B (DYHKLIMOHHPOBAHUH
UMMYHOTJIOOYJIMHOBOM IOCHIEOBATEIbHOCTH KAaHOUIATA, T. €. MPOBOAUTH AHAJIN3 OCTATKOB,
KOTOpPBbIE BJHSIOT Ha CHOCOOHOCTh MMMYHOTIJIOOYJIMHA KaHIWUAATA CBS3BIBATH CBOM AHTHIEH.
Takum o0pa3oMm, W3 THIHYHBIX COBNANAIOIIMX W HMMIIOPTHPOBAHHBIX MOCJIENOBATEIbHOCTEH
MOJKHO BBIOMpAaTh U KOMOMHHUPOBATH OCTaTKU KapkacHoi oOnactu (FR) tak, uToOBl momy4yuTs
TpeOyeMyr0 XapaKTepUCTUKY aHTUTENA, HalpuMep, MOBBbILEHHYI0 ap(UHHOCTD K LeJIeBOMY (-
BIM) QaHTHTEHY (-aMm).

Kpome Toro, denoseueckoe antuteno, cnenuduunoe k MJI-23, npumensiemoe B criocode
HACTOSIIEr0 HM300PETEeHMIO, MOXET COAepKaThb KapKac JIETKOM LeNmd 3apOJbIIIeBON JIMHUH
4eloBeKa. B KOHKpETHbIX BapUaHTAaX OCYILECTBJEHHUS IIOCIEN0BATeIbHOCTb JIETKOH LENnH
3apOJBIIEeBON JIMHUM BbIOpaHa u3 mnocnenoBarenbHocTe VK  denoBeka, Bkimodas 0e3
orpannueHuii Al, A10, All, Al4, A17, A18, A19, A2, A20, A23, A26, A27, A3, A30, AS, A7,
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B2, B3, L1, L10, L11, L12, L14, L.15, 16, L18, L19, L2, L20, L22, 1.23, L24, L.25, L4/18a, LS,
L6, L8, L9, Ol1, O11, O12, O14, 018, 02, O4 u O8. B ompeneneHHbIX BapHaHTaX
OCYIIECTBJIEHUS] 3TOT KapKac JIETKOH LIeMH 3apOABIIIeBON JIMHUK YesioBeka BbIOpaH u3 V1-11,
V1-13, V1-16, V1-17, V1-18, V1-19, V1-2, V1-20, V1-22, V1-3, V1-4, V1-5, V1-7, V1-9, V2-
1, V2-11, V2-13, V2-14, V2-15, V2-17, V2-19, V2-6, V2-7, V2-8, V3-2, V3-3, V3-4, V4-1, V4-
2,V4-3,V4-4,V4-6, V5-1, V5-2, V5-4 u V5-6.

B npyrux BapuaHTax OCYIIECTBJICHHS Y€JIOBEUECKOe aHTUTeNo, cnennuduyanoe xk MJI-23,
NPUMEHSIEMOe B CIOCO0€ HACTOSIIIEro M300peTeHus, MOXKET COIEpKaTh KapKac TSKEJIOW LemH
3apOABIIIEBON JIMHUU 4YeNOoBeKka. B KOHKPETHBIX BapUaHTaX OCYIIECTBJIEHHUS 3TOT KapKac
TSDKEJION LIeTH 3apOAbIIIeBOM JIMHUU 4ejoBeka BbiOpaH uz VHI1-18, VH1-2, VH1-24, VH1-3,
VH1-45, VH1-46, VHI1-58, VH1-69, VH1-8, VH2-26, VH2-5, VH2-70, VH3-11, VH3-13,
VH3-15, VH3-16, VH3-20, VH3-21, VH3-23, VH3-30, VH3-33, VH3-35, VH3-38, VH3-43,
VH3-48, VH3-49, VH3-53, VH3-64, VH3-66, VH3-7, VH3-72, VH3-73, VH3-74, VH3-9,
VH4-28, VH4-31, VH4-34, VH4-39, VH4-4, VH4-59, VH4-61, VH5-51, VH6-1 u VH7-81.

B KOHKpEeTHBIX BapHaHTaX OCYIIECTBJICHUs BaphalenbHas 00JacTh JIETKOW Lenu W/HUiH
BapuabenpHast 00NacTh TSDKENIOH LEeNH COAEPIKUT KapKacHYK 00JIacTh MM MO MEHbLICH Mepe
y4acTOK KapKacHOU obnact (Hampumep, copepxkamuii 2 uimu 3 nmogoOmiactu, Takue kak FR2 u
FR3). B onpenenenHbx BapuaHTax ocyuiectiaeHns no Menbmeit mepe FRL1, FRL2, FRL3 wun
FRLA sBnisieTcst MOTHOCTBIO Y€IOBEYECKUM. B Ipyrux BapuaHTax OCYLIECTBJICHHs 10 MEHbLIEH
mepe FRHI1, FRH2, FRH3 wnimu FRH4 sBnsercs NOJHOCTBIO 4enOBE€UECKMM. B HEKOTOpBIX
BapuaHTax ocyectsieHuss no Menbiuned mepe FRL1, FRL2, FRL3 unu FRL4 npencrasmisier
co0O¥ MOCIeA0BATENBHOCTD 3apOAbIIIEBON JIMHUM (HAIIPUMEp, 3apOAbIIIEBOI JTMHUN YEJIOBEKa)
WIM COAEPXKUT TUIHMYHBIE COBNAJAIOLIME MOCIEAOBATEIbHOCTU YeNOBeKa i1 JaHHOU
KapKacHOH obyacT (IIHUPOKO AOCTYITHBIE U3 MCTOUYHHKOB MU3BECTHBIX MOCIEAOBATENbHOCTEH Ig
4eJIOBEeKa, OMMCAHHBIX BbIlle). B apyrux BapuaHTax ocyuiecTsieHus no menbliei mepe FRHI,
FRH2, FRH3 wiu FRH4 npexncraBnsier coOOi MOCIENOBATENbHOCTh 3apOMBIIIEBON JIMHUU
(HampuMep, 3apOABIIIEBONM JIMHUM 4YeJOBEKa) WM COAEPKHUT TUIIMYHbIC COBIAJAOLINE
NOCJIEIOBATEIbHOCTA YeJIOBeKa Il JaHHOH KapkacHOW oOmactu. B mpeamouTHTe pHBIX
BapHUAHTAX OCYILIECTBIICHHS KapKacHast 00JIaCTh MPENCTABIISIET COOOH MOIHOCTBIO YEIOBEUECKYIO
KapKacHYI0 00JIacThb.

I'yMaHM3amMIO WM KOHCTPYMPOBAHWE AHTUTEN HACTOSIIErOo HW300PETeHHs MOXKHO
BBITIOJTHSITH C TIOMOIIBIO JTFOOOr0 U3BECTHOTO Crocoda, Takoro kak, 0e3 orpaHu4eHuil, crocoo,
onucanubiil B: Winter (Jones et al., Nature 321:522 (1986); Riechmann et al., Nature 332:323
(1988); Verhoeyen et al., Science 239:1534 (1988)), Sims et al., J. Immunol. 151:2296 (1993);
Chothia and Lesk, J. Mol. Biol. 196: 901 (1987), Carter et al., Proc. Natl. Acad. Sci. U.S.A.
89:4285 (1992); Presta et al., J. Immunol. 151:2623 (1993), marenrax CIIA No: 5723323,
5976862, 5824514, 5817483, 5814476, 5763192, 5723323, 5,766886, 5714352, 6204023,
6180370, 5693762, 5530101, 5585089, 5225539; 4816567, PCT: US98/16280, US96/18978,
US91/09630, US91/05939, US94/01234, GB89/01334, GB91/01134, GB92/01755;
WO090/14443, W0O90/14424, W(0O90/14430, EP 229246, npudyeM KaKIblii TOJHOCTHIO BKJIFOUEH
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B HACTOSLIMI TOKYMEHT IyTE€M CCBUIKU, BKJIIOUAsi IPUBEJIEHHBIE B HEM CCBUIKH.

B onpeneneHHbIX BapuaHTax OCYLIECTBJICHUs AHTUTENO COAEPXKUT H3MEHEHHYIO
(Hampumep, MyTaHTHY10) obOmacte Fc. Hampumep, B HEKOTOPBIX BapHaHTaX OCYINECTBICHHS
obnacte Fc Opia n3meHeHa [t ocinadieHus UM ycuineHus 3¢¢GeKkTopHbIX GYHKIUNA aHTUTENA.
B HexoTOpBIX BapuaHTax ocylecTBIeHus obnacth Fc npencrasiser coboi n30Tum, BHIOpaHHbIIH
u3 IgM, IgA, IgG, IgE unu ngpyroro m3oruna. ANbTEpHATUBHO WUJIHM JOMOJHHUTEIBHO, MOXKHO
UCIIOJIB30BATh COYETaHHE MOAU(UKAINN aMUHOKUCIOT C OJHON uin Goyiee HONMOJTHUTEIbHBIMU
MOIU(UKAIMAMUA AMHHOKHUCIIOT, KOTOpble H3MEHSIOT cBsizbiBaHue ¢ Clq w/mimm QyHKIHIO
KOMILJIEMEHT3aBUCUMON IIUTOTOKCUYHOCTH B oOnactu Fc monekyinbl, cBssbiBaromed MJI-23.
OcoOblif MHTEpEeC MOKET MPENCTABJISTh TAKOW HAYAJIbHBIH TMOJMIENTHI, KOTOPBIN CBSI3bIBAETCS C
Clq u mnposiBaser KoMmIuieMeHT3aBUCHMYI0 wUTOTOKCHYHOCTE (CDC). TlonmumenTtuabl ¢
UCXOIHOW AaKTHBHOCTBIO CBsi3biBaHUsI ¢ Clq, HeoOs3aTeNbHO MOMOJHUTENBHO OO0JafaroInue
cnocoOHocThIO onocpenoBatb CDC, MOkHO MOTU(pUIIUPOBATH TaK, YTOOBI OHA WJIM 00€ 3THX
AKTUBHOCTH YCHJIMBAINUCH. MonupuKay aMUHOKHCIIOT, KOTOPBIE PUBOIAT K n3MeHeHno Clq
w/uni MOIUGPUIHUPYIOT ero (PyHKIUI KOMIUIEMEHT3aBHCHMOW ITMTOTOKCHYHOCTH, OIHCAHBI,
Hanpumep, B nyOmmkammu WO0042072, xoropasi BKJIIOYEHAa B HACTOSIIIMN JOKYMEHT IyTEM
CCBLIKU.

Kak ommcano BbIIe, BO3SMOXKHO KOHCTPYHPOBaTh obnacts Fc uenoBeueckoro anrurena K
WNJI-23 nHacrosimero n3o0pereHus: ¢ W3MEeHeHHOH 3¢ ¢ekTopHON (PyHKIMEH, HampuMmep, MmyTeM
momudukaimu cessbiBanus ¢ Clq w/mnu cesseiBanus ¢ FcyR u, Takum oOpa3oMm, M3MEHEHHs
AKTUBHOCTH  KOMIUleMeHT3aBucuMoW  1urotokcnyHoctd  (CDC)  w/unm aKTUBHOCTH
AHTUTEJIO3aBUCUMOI KJieTouHO-onocpenoBaHHoi nutorokcnuHocTd (ADCC). «DddexTopHble
(YHKIMMY» OTBEYAIOT 3a AKTUBALIMIO WJIM YMEHbLIEHUE OHOJIOrMYecKol akTUBHOCTH (Hampumep,
y cyobekra). [Ipumepnl s dexTopHbx QyHKIHMI BKIIOUAOT, 0€3 OrpaHUYEHUI: CBSI3bIBAHUE C
Clq; CDC; cBsasbBanue ¢ Fc-peuentopom,; ADCC; ¢aronuros; yrHereHHe peLentopoB
KJIETOYHOW TIOBEpXHOCTH (Hampumep, peuentopa B-kimerok; BCR) uw 1. n Jns Takux
s dexTopHbIx (PyHKIMI MOKET MOTpedoBaThcs, 4ToOBI 0OjacTh Fc Obuia oOBemuHEeHa CO
CBSI3BIBAIOIUM JIOMEHOM (Hampumep, BapuaOeIbHBIM JOMEHOM aHTHTENA), M MOXHO UX
OLIEHUBATh C TIOMOLIBIO PA3JMYHBIX AHAIM30B (HANpUMep, aHAJTU3 CBs3bIBaHHUsS Fc, aHanmms
ADCC, anamuz CDC u . 1.).

Hanpumep, BO3MO3KHO co31aTh BapuaHT obsactu Fc yenoedeckoro antutena k MJI-23 ¢
yIydiieHHbIM cBsi3biBaHueM Clq u ¢ yny4meHHbM cBsisbiBaHueM FcyRIID  (Hanmpumep,
oOnamaromuii 1 moBeleHHON akTuBHOCTBIO ADCC, u mosbimeHHOH aktuBHOCTEIO CDC). B
aNbTEPHATHBHOM BAapHAHTE OCYIIECTBJICHUS, €CIH TpeOyeTcsi CHU3UTh WM YCTPAHUTH 3TY
s dexTopHy0 (PYHKIHMIO, MOXKHO KOHCTPYHPOBaTh BapuaHT oOjactu Fc co CHUWKEHHOH
aktuBHOCTRIO CDC w/mmum co cHmwkenHoll aktuBHOocTei0O ADCC. B apyrux BapuaHTax
OCYIIECTBIIEHHSI MOKHO TMOBBICHTD TOJBKO OJHY M3 3THUX aKTUBHOCTEH M HEOOS3aTENbHO TaKXkKe
CHM3HUTb JPYIYIO AaKTHBHOCTb (HAmpuMep, co37aTh BapuaHT oOmact Fc ¢ MOBBIIIEHHOM
aktuBHOCTEIO ADCC, HO co cHkeHHOM akTuBHOCTRIO CDC, 1 Hao0opoT).

MYTa]_II/II/I Fc MoxHO Takke BBOAUTb B KOHCTPYKIHU AJISI USMEHCHUS UX BSaHMOHeﬁCTBHﬂ
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¢ HeoHatadbHbIM perieniropoM Fc (FcRn) m yaydmenust ux papMakOKMHETUYECKUX CBOMCTB.
bruta onucana kosutekuusi BapuaHTOB Fc yenoBeka C yJydlIeHHbIM CBsi3biBaHueM ¢ FcRn
(Shields et al., (2001). High resolution mapping of the binding site on human IgG1 for FcRI,
FcRII, FcRIIIL, and FcRn and design of IgG1 variants with improved binding to the FcR, J. Biol.
Chem. 276:6591-6604).

Jpyroit TUn 3aMeHbl AMUHOKHUCIIOT CIYXKUT JJIs1 U3MEHEHMs] MOZEHU TIITMKO3UINPOBAHUS
obnactu Fc uenosedeckoro anturena, cnenuduyanoro xk MJI-23. I'nmukosunmuposanue obmactu Fe
SIBJISIETCS, Kak mpaBwio, JmubOo N-cBs3aHHBIM, JinO0  O-cBA3aHHBIM.  N-CBSI3aHHOE
TJTIUKO3MJTUPOBAHUE OTHOCUTCS K MPUCOSIUHEHHIO YIIIEBOAHOMN rpymibl K OOKOBOH IeTH OCTaTKa
acnaparuHa. O-CBsI3aHHO€ TJIMKO3WJIMPOBAHHE OTHOCUTCS K NPUCOEIUHEHHIO OJHOTO U3
caxapoB: N-alleTWIrajJakTO3aMHHA, raJakTo3bl WIM KCUJIO3bL, K THAPOKCHUAMUHOKHUCIOTE, Yalle
BCEro K CEpUHY WM TPEOHUHY, XOTS TAK)K€ MOKHO BOCIIOJIb30BAThCS S-THIPOKCUTIPOJUHOM UIIH
5-THOPOKCWIM3MHOM.  Pacro3HaBaemble — MMOCJIEAOBATENBHOCTH Uit (DEPMEHTATHBHOTO
NPUCOCAMHEHHUS YIJIEBOJHOTO 3BEHA K MENTUAHBIM IOCIEAOBATENLHOCTSIM ¢ OOKOBOH IIETIBIO
acriaparuHa TMpeACTaBISIIOT cOOOH acmaparnH-X-CeprH U acmnapardH-X-TPEOHUH, MpuueM X -
m00as aMUHOKHCIIOTA, 32 MCKIFOYEHHEM MpOJuHA. Takum o0pa3oM, Hajgum4yue JT000H U3 3THX
NEeNTHAHBIX  [OCIEAOBATENbHOCTEN B  MOJUNENTHAE CO3/aeT MOTEHLHUAJbHBIA  CalT
TJIMKO3UITUPOBAHUS.

Mopenp rMUKO3UINPOBAHMSI MOKHO U3MEHATD, HAIIpUMep, MyTeM YJaJeHUsI OHOTO UJIH
Oosee caiiTOB TIMKO3WIIMPOBAHMS, HAXOMALIMXCS B MOJHUIIENTHAE, W/UIH T0OABIEHHUEM OIHOTO
wii Oonee CaliTOB TNIMKO3MJIMPOBAHMSA, KOTOpBIE OTCYTCTBYIOT B mnonunenrtuze. [loOGasneHue
caiiToB riMko3uiaMposaHus k obmactu Fc venoBedeckoro crneunduueckoro anturena k IL-23
yIOOHO MpPOBOAUTH NyTEM HM3MEHEHUS aMHUHOKHMCIOTHOW NOCJENOBATEIbHOCTH TaK, YTO OHA
COEPKUT OAHY WM Oojiee U3 ONMMCAHHBIX BBIIE TPUMENTHIHBIX MOCIENOBATENbHOCTEH (IUIst
caiiToB N-CBS3aHHOTO TJIMKO3WJIMPOBaHUs). MIUTIOCTpAaTHBHBIM BapUaHT TIIMKO3WIMPOBAHUS
UMeeT 3aMeHy aMHHOKHCJIOTHOTrO octatka Asn 297 B Tspkenoi uenu. M3aMeHeHne Takke MOKHO
NPOBOJIUTDH TOOABJIEHUEM HIIM 3aMEHOW OTHOTO MJIU 0OJiee U3 OCTATKOB CEpUHA WM TPEOHHHA B
NOCJIEIOBATEIbHOCTH UCXOIHOTO MojunenTtuaa (st caitoB O-CBA3aHHOTO TIMKO3WJINPOBAHHS).
Kpome Toro, 3ameHa Asn 297 Ha Ala MOXeT NMPHUBOAMTH K YNAJIEHUIO OJHOTO W3 CAHTOB
TJIMKO3UITUPOBAHUS.

B HekoTOphIX BapuaHTaxX OCYIIECTBIIECHHS YelIoBeHYeCcKoe aHTuTeNo, cnenuduunoe k MJI-
23, HacTOALIEr0 N300PETEHUsT SKCIPECCUPYETCS B KIETKAX, B KOTOPBIX 3KCIpeccupyercs Oera-
(1,4)-N-anernnrmokozamunmnrpancdepasza III (GnT III) tak, uro GnT III mpucoemuHsieT
GlcNAc k uenoseueckomy antureny k MJI-23. CriocoObl MpOAyKUMH AHTHTENT TAKUM IMyTEM
npencrasiensl B W0/9954342, WQO/03011878, marentnoii myOimkamuu 20030003097A1 wu
nyomukanuun Umana et al., Nature Biotechnology, 17: 176-180, Feb. 1999; xaxnas u3z xotopbix
KOHKPETHO MOJHOCTBIO BKJIIOUEHA B HACTOSIINI JOKYMEHT IyTE€M CCBIJIKU.

Antureno k MJI-23 Taxxke MOXHO HEOOs3aTENbHO CO3[aBaTh IyTEM HMMYHHM3ALUU
TPAHCT€HHOTO >KUBOTHOrO (HANpPHMEpP, MBIIIH, KPbICHI, XOMsKa, IpuUMaTa (3a HCKIIOYEHHEM

YeJioBeKa) U T. I1.), CIIOCOOHBIX MPOAYLHUPOBAaTh HAOOP YENOBEYECKUX AHTUTEJN, KaK OMHCAHO B
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HACTOSIIEM JOKYMEHTE W/WIM KaK M3BECTHO CIIELHANUCTaM B MaHHON oOmactu. Kierkwy,
KOTOpPBbIE MPOAYLMPYIOT 4YesnoBeueckue anturena k MJI-23, MOXHO BbIIENATh U3 OpPraHU3Ma
TAKUX >KUBOTHBIX M MMMOPTAJIU30BATh C HCIIOJBb30BAHHEM MPUEMIIEMBIX CIIOCOOOB, TAKUX KaK
ONMCAHbI B HACTOSIIEM JOKYMEHTE.

TpaHcreHHbIX MbIIIEH, KOTOPblE MOTYT MPOAYLHUPOBATh HAOOP YENIOBEUECKUX AHTUTEI,
CBSI3BIBAIOIIUXCSl C YEJOBEUECKMMM AHTHICHAMH, MOKHO CO3/1aBaTh M3BECTHBIMU CHOCOOaMHU
(mampumep, Oe3 orpaHudveHuii, ommcaHHbiMH B mareHtax CIIA Ne: 5,770,428, 5,569,825,
5,545,806, 5,625,126, 5,625,825, 5,633,425, 5,661,016 u 5,789,650 Brimanubix Lonberg et al.;
BbinaHHbIX Jakobovits et al. WO 98/50433, Jakobovits et al. WO 98/24893, Lonberg et al. WO
98/24884, Lonberg et al. WO 97/13852, Lonberg et al. WO 94/25585, Kucherlapate et al. WO
96/34096, Kucherlapate et al. EP 0463 151 B1, Kucherlapate et al. EP 0710 719 A1, Surani et
al. marenr CIIIA Ne 5,545,807, Bruggemann et al. WO 90/04036, Bruggemann et al. EP 0438
474 B1, Lonberg et al. EP 0814 259 A2, Lonberg et al. GB 2 272 440 A, B Lonberg et al. Nature
368:856-859 (1994), Taylor et al., Int. Immunol. 6(4)579-591 (1994), Green et al, Nature
Genetics 7:13-21 (1994), Mendez et al., Nature Genetics 15:146-156 (1997), Taylor et al.,
Nucleic Acids Research 20(23):6287-6295 (1992), Tuaillon et al., Proc Natl Acad Sci USA
90(8)3720-3724 (1993), Lonberg et al., Int Rev Immunol 13(1):65-93 (1995) u Fishwald et al.,
Nat Biotechnol 14(7):845-851 (1996), rme xaxxnmas nyOJMKanusi TOJHOCTBIO BKJIFOYEHA B
HACTOSILIMM JOKYMEHT IyTeM CCbUIKM). 110 CyliecTBy Takue MbIIINM MUMEKOT MO MEHBIIEH Mepe
onny conepxamyro TpaHcreH JIHK u3 mo MeHbliedl Mepe OJHOro JOKyca YelOBEYECKOrO
UMMYHOTJIOOYJIMHA, KOTOPBIH (PYHKIIMOHAIBHO NMEPEeCTPOEH WM KOTOPbI MOXKHO IOJBEPraTh
(YHKLIMOHAIBHON TepecTpoiike. DHAOTeHHBIH JIOKYC HMMYHOIVIOOYJNMHA Yy TaKUX MBbIIIEH
MOKHO pa3pyllaTh MM AEJIeTHPOBATh, YTOOBI TAKMM OOPa3OM JIMIINTH )KUBOTHOE CIIOCOOHOCTH
IPOAYLUPOBATh AHTUTENA, KOAUPYEMbIE SHAOT€HHBIMU I'€HAMU.

CKpUHUHI aHTHTEN Ha CHEUU(UYHOCTb CBS3BIBAHHMA CO CXOAHBIMU OeNKaMHu WIn
¢dbparmMeHTaMu yIOOHO TIPOBOOUTH C HCIOJB30BAHHEM OHOJMOTEK MENTHAHOIO IUCILIEs.
JlaHHBIH cIOCOO BKJIFOYAET CKPUHHMHT OOJIBIINX HAOOPOB MENTUIOB JJIsl BBISIBJIEHUS] OTJEIbHBIX
NEeNTUAOB, HMEIOIIUX JKENATeNbHYI0 (YHKIMIO WM CTPYKTypy. CKPUHHUHT aHTUTEN B
OuONMMOTEeKaX MENTUAHOTO JUCILIES XOPOIIO M3BECTEH CIELIUAINCTaM B JaHHOW oOnactu. [{nuHa
oroOpaskaeMbIX MENTUAHBIX ITOCIEA0BATEIbHOCTEH MOXKET COCTaBNIATh OT 3 10 S000 mim Oonee
AMHUHOKMCIIOT, 3a4aCTyI0 JJMHA cocTaBysgeT 5-100 aMUHOKHUCIOT U 4acTO JJIMHA COCTABJSAET OT
okoJio 8 no 25 amuHOKHCHOT. B nomonHeHune x crnocodam MoOJydeHHsl MENTHIHBIX OMOIHOTEK
NPSMbIM XUMHUYECKUM CHHTE30M, ObUIO OMHCAHO HECKOJBKO CIOCOOOB € PEKOMOMHAHTHBIMH
JHK. OpmuH w3 Takux crnocoOOB — MpeaycMaTpuBaeT — OTOOpakeHHWE  MEeNTHIHON
NOCJIEIOBATEIbHOCTH HA MOBEPXHOCTH Oakteprodara mim kinetku. Kaxneni Oakrepuodar mmm
KJIETKA  COAEPXKUT  IOCJEeNOBaTENbHOCTb  HYKJIEOTHAOB,  KOJUPYIOLIYIO  KOHKPETHYIO
oToOpa’kaeMyr0 TENTUAHYIO IOCIEeNOBAaTEeIbHOCTh. Takue CrnocoObl ONMUCAHBI B MATEHTHBIX
nyomukanusx PCT Ne 91/17271, 91/18980, 91/19818 u 93/08278.

Jlpyrue cucTeMsl AJsl CO3[AHUs MENTHIHBIX OUONMOTEK MUMEIOT acIleKThl Kak CriocoO0OB

XUMHUYECKOTO CHHTE3a 1N VItro, Tak 1 peKOMOMHAHTHBIX crioco0oB. CM. MaTeHTHbIE MyOIUKaLuu
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PCT Ne 92/05258, 92/14843 u 96/19256. Cm. Taxke natentsl CIIA Ne 5,658,754; u 5,643,768.
B mponaxe umerorcs OMONMMOTEKH MENTUAHBIX JUCILIEEB, BEKTOPBI M HAOOPHI JJIs1 CKPHUHUHTA
Takux npousBoxutened, kak Invitrogen (r. Kapncban, mrar Kanugpopnus, CIIIA) u Cambridge
antibody Technologies (rp. KemOpumxummp, Bexnkobpuranus). Cm., Harmpumep, natents! CIITA
Ne 4704692, 4939666, 4946778, 5260203, 5455030, 5518889, 5534621, 5656730, 5763733,
5767260, 5856456, Beinannbie Enzon; 5223409, 5403484, 5571698, 5837500, Beinannbie Dyax,
5427908, 5580717, sBobimannbie Affymax; 5885793, Beimanneiii Cambridge antibody
Technologies;, 5750373, Beimannsiii Genentech, 5618920, 5595898, 5576195, 5698435,
5693493, 5698417, BeimanHbie Xoma, Colligan, Beitie; Ausubel, Bbime; win Sambrook, Bbiie,
Kbl U3 YKA3aHHBIX MATEHTOB U MyOJMKALMN MOJHOCTHIO BKJIOUEH B HACTOSIIIUN TOKYMEHT
MYTEM CCBUIKH.

AHTHTENA, IPUMEHSIEMbIE B CIIOCO0E HACTOSIIETO N300PETEHUs, TAKKE MOXKHO MOJy4aTh
C UCMOJB30BAHUEM IO MEHBIIEH Mepe OAHON HYKJIEHHOBON KUCJIOThI, KOAUPYIOLIEH aHTUTENO K
WJI-23, nns co3aanusi TPAHCT€HHBIX JKMBOTHBIX WJIM MJIEKOMUTAIOLIUX, TAKUX KaK KO3bl, KOPOBBI,
JIOIIAH, OBLBI, KPOJHKH M T. 1., KOTOPbIE MPOAYLHUPYIOT TaKHE AHTHTENA B CBOEM MOJIOKE.
Takux >KMBOTHBIX MOYKHO CO3[aBaTh C IMOMOIIBEO M3BECTHBIX criocoOoB. CM., Hampuwmep, Oe3
orpanmueHui, mareHTol CIIIA Ne 5,827,690; 5 849 992; 4 873 316, 5 849 992; 5 994 616; 5 565
362; 5,304,489 u T. m., KaXAbIM W3 KOTOPBIX MOJHOCTHIO BKJIKOYEH B HACTOSILIUNA JOKYMEHT
MYTEM CCBUIKH.

AHTHTENA, IPUMEHSIEMbIE B CIIOCOOE HACTOSALIETr0 N300pETEeHNs, JONOIHUTENBHO MOXKHO
MOJy4aTh C MCHOJIb30BAHUEM MO MEHBIIEN Mepe OJHOM HYKJIEMHOBOW KHUCJIOTBI, KOAUPYIOIIEH
antuteno k WJI-23, nns co3maHus TPaHCTEHHBIX PAaCTEHMH M KyJbTYp KIETOK pPacTeHUH
(manpumep, Oe3 orpanuueHus, Tabaka M Mauca), KOTOpbIe MPOAYLUPYIOT TaKHE AHTHUTENA, MX
OTpeJieIeHHble YYaCTKU WJIM BAapUAaHThl B OpraHax pacTeHUH MM TMOJYYEHHBIX M3 HHUX
KJIETOYHBIX KyJbTypax. B KkadecTBe He HMEIOINEro OrpaHUYUTENIBHOTO XapakTepa NpUMepa
TPAHCT€HHBbIE JIUCThsi Tabaka, OHKCIPECCUPYIOIIHE PEKOMOMHAHTHBIE O€JIKHU, YCIELIHO
UCTIOJIb30BAJIM JUTSL TIOJyYeHUs] OONBLINX KOJMYECTB PEKOMOWHAHTHBIX OEJIKOB, HampuMep, C
UCTIOJIB30BaHUEM HHAyLuOenbHoro mnpomotopa. Cwm., Hampumep, Cramer et al, Curr. Top.
Microbiol. Immunol. 240:95-118 (1999) u npuBenenHble B 370 myOnukanuu ccbuiku. Kpome
TOTO, TPAHCTEHHBIH MAWC HCIOJb30BAIN JJIsI HKCIPECCHH OEJIKOB MIICKOMUTAIOIIUX HA YPOBHE
MPOMBIIIJIEHHOTO MPOU3BOJCTBA, NMPUYEM HX OHOJIOTHYECKas aKTUBHOCTh ObLIa 3KBHUBAJCHTHA
AKTUBHOCTH OEJIKOB, KOTOpbIE MPOAYLHPOBAIM B APYrUX CHUCTEMax pPEKOMOMHALMU WIIN
OUWIIAIA W3 MPUPOAHBIX HUCTOYHUKOB. Cwm., Hampumep, Hood et al., Adv. Exp. Med. Biol.
464:127-147 (1999) u npuBeneHHbIE B 3TOW NyOJUKAIMM CCHUIKH. AHTHTENA, BKIOYAs U
(dbparMeHThl aHTHUTEN, TaKUe KaK OHOLENOYeyHble aHTuTena (ScFv), Takxke MpoayuUpoOBalid B
OONBIINX KOJMYECTBAX M3 CEMsIH TPAHCTEHHBIX PACTEHHH, B TOM 4YHCJIEe M3 CeMsiH Tabaka |
kiyOHeit kaprodens. Cm., Hampumep, Conrad et al., Plant Mol. Biol. 38:101-109 (1998) u
NPUBEACHHbIE B OSTOW mNyONMKaUMK CChUIKM. TakuM oO0pa3oM, aHTUTENa HACTOSAIIEro
M300peTeHNs] MOKHO TaKKe IMPOAYLHMPOBATH C HCIONb30BAHUEM TPAHCTEHHBIX DPACTEHUH B

COOTBETCTBUH C H3BECTHbIMM criocobamu. Cm. Takxke, Hampumep, Fischer et al., Biotechnol.
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Appl. Biochem. 30:99-108 (Oct.,1999), Ma et al., Trends Biotechnol. 13:522-7 (1995); Ma et al.,
Plant Physiol. 109:341-6 (1995); Whitelam et al., Biochem. Soc. Trans. 22:940-944 (1994); u
NPUBEACHHbIE B JTHX NyONUKanusax ccbUIKM. Kakaplii M3 BBINIEYKA3aHHBIX HMCTOYHHKOB
MOJIHOCTBIO BKJIIOYEH B HACTOSALIMUI TOKYMEHT ITyTE€M CCBUIKH.

AHTHTENa, TPUMEHsIeMble B CIOCO0e HACTOAILIEro M300pEeTEeHHs], MOTYT CBS3bIBATHCS C
yengoBeueckuMm IMJI-23 B mwupokom wunTepBane addunnoctn (Kp). B mpenmoururensroM
BapUaHTe OCyLIecTBIeHHss MAb uenoBeka HEOOsI3aTENbHO MOXKET CBSI3bIBATBHCS C UEJIOBEYECKUM
WNJI-23 ¢ BeicokoW adduHHOCTRIO. Hampumep, mADb uenoBeka MOXET CBS3BIBATBCSA C
yenoseueckuM MJI-23 ¢ nokazarenem Kp, paBHbIM UM MEHBLIUM OKOJIO 10”7 M, Hanpumep, Oe3
orpanndenuii, 0,1-9,9 (wnu B 10OOOM MHTEPBAJIE, WK C JIFOOBIM 3HAYEHHUEM B HEM) X 107,107,
10'9, 10'10, 10“11, 10_12, 10’13, WJIH B TIOOOM MHTEpBaJje, WU ¢ JIFOObIM 3HAYEHHEM B HEM.

AdGuHHOCTP WM aBUOHOCTh AHTHUTENA JUII AHTUIEHA MOXKHO  OIPENeNsiTh
SKCIIEPUMEHTATIBHO JIFOOBIM mpuemiieMbiM criocodom (Cwm., Hampumep, Berzofsky, et al.,
"Antibody-Antigen Interactions,” in Fundamental Immunology, Paul, W. E., Ed., Raven Press:
New York, NY (1984); Kuby, Janis Immunology, W. H. Freeman and Company: New York, NY
(1992); a Takke cmocobamu, OMUCAHHBIMU B HACTOSIIEM AOKyMeHTe). M3mepenHast adh(UHHOCTD
KOHKPETHOTO B3aUMOJIEIICTBUSl AHTUTENO-AHTUI€H MOXKET H3MEHSATbCS B 3aBUCUMOCTU OT
U3MEPEHUs] B DPA3HBIX YCIOBUAX (Hampumep, KoHueHTpauun cojeir, pH). Takum obpazom,
u3Mepenus: ahpGUHHOCTH U IPYTHX MapaMeTpoB CBsi3bIBaHUS aHTUreHa (Hampumep, Kp, K,, Ky)
MPEANOYTUTENBHO BBIMOJHATD B CTaHJAPTU30BAHHBIX PACTBOpPAX AHTUTENA U AHTUIEHA, U B
CTaHIAPTH30BaHHOM Oydepe, TakoM Kak Oydep, ONMUCAHHBIN B HACTOSALIEM JOKYMEHTE.

MoJieKkyJ/ibl HyKJI€HHOBBIX KHCJOT

Hcnone3ys mNpUBENEHHY0 B HACTOALIEM JOKyMeHTe WH(OpPMAIMIO, Hampumep
HYKJIGOTHJIHbIE  TOCJIEZIOBATEIbHOCTH,  KOAupyloume 1o MeHbwedr wmepe  70-100%
HIOCJIEIOBATENIbHBIX aMUHOKUCIIOT TI0 MEHbLIeH Mepe OfHOW M3 BapuabenbHbIX oOsacteil min
CDR-o0nacreii jIerkoi WM TsSOKEJIOW IEMH, OMUCAHHBIX B HACTOSIIEM JOKYMEHTE, Hapsiay C
APYTHUMU TOCIEI0BATENbHOCTSIMHU, ONMUCAHHBIMU B HACTOSIIEM JOKYMEHTE, UX OINpeaeleHHbIX
(parMeHTOB, BapUAHTOB WJIU KOHCEHCYCHBIC TNOCJIEIOBATENbHOCTH, WJIN JENOHUPOBAHHBIH
BEKTOp, COJEp’KaIlMi IO MEHbLIeH Mepe OAHYy M3 3THUX I[IOCJIEAOBATEIbHOCTEH, MOJEKYIy
HYKJICMHOBOM KHCJIOTbI HACTOSIIEr0 W300peTeHUs, KOIUPYIOIIYI0 IO MEHbBLIEH Mepe OIHO
antuteno k MJI-23, MOKHO MOJNy4aTh COCOOaMH, ONMUCAHHBIMEA B HACTOSIIIEM JOKYMEHTE WJIH
W3BECTHBIMH CIIEIIHAJIICTAM B JTAHHOH 00JacTH.

MonekyJibl HyKJIEHHOBBIX KHUCIIOT HACTOSIIIEro u3odpererns MoryT uMmeTh ¢opmy PHK,
takoii kak MPHK, raPHK, TPHK wnu moboit npyroit ¢opmbl, nmm popmy JIHK, Brirouas Oe3
orpanndyenuii k/IHK u renomuyro JIHK, nmomydenHble myTeM KJIOHUPOBAHUs, MyTEM CHUHTE3a
wim moObix ux komOumHammii. JIHK Moxker OBITh TpPeXIENOYEHHOH, JBYXIEMOYEUHOM,
OITHOLIETIOYEeYHOU i KoMOuHUpoBaHHOH. JItoOast yacTe mo MeHblne mepe onuoit nern JIHK
wii PHK Moxer ObITh KOOUPYIOIIEH LeNblo, TakXKe HM3BECTHOM Kak NpsMas LeMb, WM
HEKOJMPYIOLIEH LIENbI0, TAK)KE HA3bIBAEMOI 00OPaTHOH LIEebIO.

BbII[eJ'IeHHbIe MOJICKYJIbl HYKJICMHOBBIX KHCJIOT, IIPUMEHSCMbBIC B criocode HAaCTOALIECTO
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N300peTeHNs, MOTYT BKJIIOYATh MOJIEKYJIbI HYKJIEHHOBBIX KHCIJIOT, COAEPIKAIINe OTKPBITYIO
pamky cuutbiBaHust (ORF), HeoOs3aTenbHO ¢ ogHMM mim Oosiee MHTPOHOB, Hampumep, Oe3
OTpaHMYEHUH, IS IO MEHbLIEH Mepe OAHOIO ONPEAENIEHHOr0 y4acTKa 10 MEHbIIEe Mepe OTHOM
CDR, Ttakoii kak CDR1, CDR2 w/mnmu CDR3 no meHblieil Mepe OIHON TSDKENOW ey WU
JerKOW  LenW,  MOJEKYyJbl  HYKJIEMHOBBIX  KHCJIOT,  COIAEp)Kallue  KOAUPYIOLIYIO
HOCJIEIOBATENbHOCTh st aHTurena k IMJI-23 unm BapmaGenbHOI 005acTH, M MOJIEKYJIBI
HYKJIEMHOBBIX KHCJIOT, KOTOPBIE COAEP:KAT MOCIEN0BATENbHOCTh HYKJIEOTHAOB, MO CYLIECTBY
OTJIMYAIOINYIOCS OT HYKJIEOTUIHBIX MMOCJIEI0BATEIbHOCTEH, ONMCAHHBIX BbIIIE, HO KOTOPas, TEM
HE MeHee, BCJIECTBUE BBIPOXKIEHHOCTH M'eHETHUECKOro KoJa KOAUPYET MO MEHbIIEH Mepe OHO
antureno k MJI-23, kak OMMCaHO B HACTOALIEM JAOKYMEHTE WM/MJIM WU3BECTHO CIIEI[HAUCTAM B
naHHOHN oOnactu. Pasymeercs, reHETUYECKH KOJ XOPOIIO M3BECTEH CHEHAINCTaM B JaHHOH
obnactu. CrenoBarenbHO, IUIsI CHenUanncTa OyneT CTaHTAPTHOW MNPOLEAYpOl Co3naHue
NOJOOHBIX BBIPOXKIEHHBIX BapUAHTOB HYKJIEMHOBBIX KHCJIOT, KOAMPYIOLIMX Crenu(uyHbe
antutena k WJI-23, mpumensiemple B crmoco0e Hacrosimero uzoOpereHus. Cm., Hampumep,
Ausubel, et al., Bpime. Takue BapHaHTBl HYKJIEHHOBBIX KHCJIOT BKJIIOYEHBI B HACTOSINEE
n3obperenne. He mmeromue OrpaHMYUTENBHOTO XapakTepa NMPUMEPhl BBIACICHHBIX MOJEKYJT
HYKJIEMHOBBIX KUCJIOT BKJIIOWAIOT HYKJIEMHOBBIE KHCIOTBI, KoAaupyrolue coorsercTBeHHO HC
CDR1, HC CDR2, HC CDR3, LC CDR1, LC CDR2 u LC CDR3.

Kak yka3aHO B HacTOsALIEM JOKYMEHTE, MOJIEKYJbl HYKJIEHHOBBIX KUCJOT, KOTOpbIE
cozepKaT HYKJIEHMHOBYIO KHCJIOTY, KOAHpyromyrw aHtureno k MJI-23, moryt Bkmouars Oe3
OTPaHUYEHUIl MOJIEKYJy, OTAENBbHO KOAUPYIOLIYIO AMUHOKHUCJIOTHYIO IOCJIEN0BATEIbHOCTD
¢dparmeHTa aHTUTENA, KOTUPYIOIIYIO ITOCIEA0BATENbHOCTD AJIs TIOJTHOPA3MEPHOTO aHTUTENA UITH
€ro y4acTka, KOAHPYIOLIYIO IOCIEA0BATENbHOCTh AJI aHTUTENA, (parMeHTa WM y4acTKa, a
TAK)Ke AOMOJHUTEIbHBIE MOCAEAOBATENbHOCTH, TAKHE KaK KOAUPYHOLIAas MOCIENOBATENIbHOCTD
[0 MEHbLIEH Mepe Al OJHOTO CUTHAJIBHOIO JMAEPHOrO WM CJIUTOrO MENTHAA NPU HAJIUYUU
WIM B OTCYTCTBHE BBILIEYKA3aHHBIX OMOJHUTEIbHBIX KOAMUPYIOIIUX MOCIEI0BATEIbHOCTEM,
TaKMX KaK MO MEHbLIell Mepe OIWH HWHTPOH, BMECTE C JOMOJHUTENbHBIMU HEKOIUPYIOIINMHU
NOCJIEIOBATEIbHOCTSIMY,  BKJIFOUAIOIIMMHU 0Oe3 OrpaHudeHuil Hekopumpyromue 5- u  3’-
NOCJIEIOBATEIbHOCTH, TAKHE KaK TPAHCKPHOUpPYEMble HETPAHCIUPYEMbIe TIOCIEIOBATENLHOCTH,
KOTOpbI€ Y4acTBYIOT B TpaHCcKpunuuu, npoueccunre MPHK, Bkirodast curnanel crutalicusra u
MOJIMAICHUITUPOBAHUST  (Hampumep, CBsi3biBaHWe pudocom U  crabmibHocTh  MPHK);
JOTIOJTHUTENIPHYIO KOJUPYIOLIYIO IOCIEA0BATENbHOCTb, KOTOpas KOAUPYET AONOJHUTENbHbIE
AMHHOKHUCJIOTBI, TaKW€ KaK aMHHOKHUCIOTBI, KOTOpble O0ECMeunBAIOT AONOJHUTEIbHYIO
($yHKIMOHATBHOCTD. Tak, KOAMPYIOLIAast aHTHUTEJO MOCIEAOBATENIbHOCTE MOXKET OBbITh CIIHTA C
MapKepHOI1 MOCNIeA0BaTENbHOCTBIO, TAKON KaK MOC/IEA0BAaTEeIbHOCTb, KOAUPYIOIIasi NENTH, YTO
o0JIerdaeT OUMCTKY CIUTOrO aHTHUTENA, COAEPIKAIIero (PparMeHT MIIM YIaCTOK aHTUTENA.

CenexTuBHasi ruOpuAM3ALMS TOJHHYKJIEOTHAOB € ONHCAHHBIM B HACTOSIIEM
AOKYMEHTe NOJIHHYKJIe0THAO0M

B cnocoGe Hacrosimero n300peTeHns MPUMEHSIOT BbIAEJIEHHbIE HYKJIEHHOBBIE KHUCIIOTBI,

KOTOpblE B YCJIOBUSIX CEJNEKTUBHOW rubpunmsanuu oOpasyloT THOPUAHBIM NOJMHYKJIECOTHN,
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ONMHCAHHBIA B HACTOSAIEM JAOKyMeHTe. Takum 00pa3oM, NOJUHYKJIEOTHIbI HACTOSIIErO
BapHaHTa OCYLISCTBJICHUS MOXHO TMPHUMEHSTb [JIsl BbIIEJCHHs, OOHAPYXKEHUS W/UH
KOJIMUECTBEHHOTO OINpENeSieHNs] HYKIEMHOBBIX KUCJIOT, COAEPIKAIUX TaKUe MOJUHYKICOTUbL.
Hampumep, TNOMUHYKJIEOTHABI HACTOALIETO HM300PETEHHMs] MOXHO  HCIOJIB30BaTh IS
UACHTU()UKALNH, BbIIEJIEHUS WM aMILUTU(UKAIUA YaCTUYHBIX W MOJHOPa3MEPHBIX KJIOHOB B
JEeTIOHUPOBAaHHOM OubNnoTeke. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHHUS IMOJUHYKICOTH/IbI
npeAcTaBysitoT coboii mocnenosarenbHocTn reHomHou JIHK wnm x/JIHK, BbimenenHbie win
UHBIM 00pa3zoM komiuieMeHTapHble K KJJHK w3 OMOMMOTEKM HYKJIEMHOBBIX KHCIIOT YeJIOBeKa
WJIH MJIEKOTIMTAIOLLETO.

bubmnoreka k/IHK mpeamodrutenbHO comepkUT 1o MeHblied  Mepe  80%
MOJTHOPA3MEPHBIX MOCNIEAOBATEILHOCTEH, OOJIee MPeaOYTUTENBHO MO MeHbIIelH Mepe 85% umu
90% MOJIHOPAa3MEPHBIX TOCIENOBATEIBHOCTEN 1, HAauOOJee MPEANOYTHTEIHHO, MO MEHbIIEH
Mepe 95% nonHopa3MepHbIX nocnenaoBareapbHocTell. bubmuorexku kJIHK MoxxHO HOpMaTH30BaTh
C LeNbl0  yBEJWYEHHWs]  MPEACTaBUTENbCTBA  pEAKUX  IociefoBarenbHocTedl. [l
MOCJENOBATEIbHOCTE €  HHU3KOM WM YMEPEHHOM  MAEHTUYHOCTBK)  OTHOCUTEJIBHO
KOMIUIEMEHTaPHBIX TIOCIEOBATEIbHOCTeH THOPUAN3AINIO OOBIMHO, HO HE HWCKIFOYUTENIBHO
OCYILECTBJISIIOT B YCJIOBUSAX HU3KOM WJIM YMEPEHHOM >KECTKOCTU. [Jisl MOCienoBaTeIbHOCTEN C
OoJbIIel MISHTUIHOCTBIO HeOOS3aTeNIbHO MPUMEHSIFOT YCIIOBHS CPEIHEH U BBICOKOW JKECTKOCTH.
VY CnoBHUsT HU3KOH JKECTKOCTH AOMYCKAIOT CEJIEKTUBHYIO THOPUAN3AIMIO TIOCIEA0BATENbHOCTEH C
YPOBHEM WAEHTUYHOCTH Okojio 70% W MOryT TPUMEHSTHCS JUISI HUASHTH(PUKALNUN
OPTOJIOTMYECKUX UJIH NMAapaJOrHYeCKUX MOCIEN0BATEIbHOCTEN.

Heobs13aTenbHo, MONMHYKJIEOTHIBI OyOyT KOAMPOBATH IO MEHBIIEH Mepe Y4acTOK
antutena. [lonuHykIeoTHABl OXBATHIBAIOT MOCIEAOBATENBbHOCTU HYKJIEOTUOB, KOTOPbIE MOXKHO
UCTIOJIb30BATh JJISl CEJIEKTUBHON TMOpUAN3ALMU C MOJUHYKJICOTHIOM, KOAUPYIOLUIMM aHTUTEJIO
Hacrosimero u3oOperenus. Cwm., Hampumep, Ausubel, Bbmme; Colligan, Bbime, Kaxgas
yOJIMKAIUs TIOJTHOCTBIO BKITIOYEHA B HACTOSIIUN JOKYMEHT MyTEM CChUIKH.

KoHcTpyupoBanue HyKJI€HHOBBIX KHCJIOT

Kak XOpoIlio u3BeCTHO CHEUAINCTaM B JaHHON OOJNACTH, BbIAEIEHHbIE HYKJIEUHOBBIE
KHCJIOTBI MOKHO TOJTy4aTh ¢ MOMOIIBIO (a) crmoco0oB pekomOuHaimy, (b) crmocoOoB cuHTeE3a, (C)
croco0oB ouncTku u/ni (d) ux coueTaHuii.

HyxnenHOBbIE KHUCJIOTBI MOTYT JUIsi yaoOCTBa COAepKaTh IMOCHIEAOBATEIHHOCTH,
JOTIOJTHUTEJIbHBIE K TOJIMHYKJIEOTHY HACTOsIIero u3odperenus. Hampumep, B HYKJIEHHOBYIO
KHCJIOTY MOKHO BCTPOUTD CAlT MHOKECTBEHHOT'O KJIOHUPOBAHHUS, COEPIKAIUN OUH WH Oojiee
CAlTOB SHIOHYKJICA3HOUW PECTPUKIUH, 4TOOBI OOJIErYuTh BbINEJIeHHE MOJUHyKIeoTuaa. Kpome
TOT0, MOKHO BCTPAaWBAaTh TPAHCIHUPYEMbIE MOCIENOBATEILHOCTH, YTOOBI OOIErYUTh BhIACICHUE
TPAHCIIMPOBAHHOTO TOJHHYKJIEOTHAA HacTosmero wu3o0perenus. K mpumepy, ynoOHBIM
CPEACTBOM OUYHCTKHU OE€JKOB HACTOSINEr0 M300pETeHHs CIIY)KUT BBEIEHUE MOCIEN0BATEIbHOCTH
Mapkepa rekcaructuianHa. HykienHoBas KHCIOTAa 10 HACTOSIIEMY H300pETEeHHIo, 3a
UCKJIFOUEHHEM KOIUPYIOIIEH MOCIe0BATENbHOCTH, MOXKET HEOOA3aTENbHO MPENCTABISATh COOOM

BCKTOp, aAanTtep HWINW JIMHKED MJi KJIOHHUPOBAHUA u/unu OKCIIPECCUU TIOJHUHYKJICOTHU A
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HACTOSIIIEr0 M300pEeTeHNsI.

B Takue kJIOHUPYIOLINE W/HITH 3KCIPECCHOHHBIE TIOCIEIOBATEIbBHOCTH MOYKHO JOOABJISITh
JOTIOJTHUTEIbHBIE — TIOCIENOBATEIbHOCTH, YTOOBI  ONTUMHU3MPOBATh WX (PYHKOHIO TIpU
KJIOHUPOBAHUHM W/WJIM OKCIPECCHH, CIIOCOOCTBOBATH BBINEICHUIO TOJUHYKJICOTHAA WJIH
YJIy4YUIUTh BBEICHHE MOJIMHYKIEOTHAAa B KJIEeTKy. Mcnonb3oBaHue BEKTOPOB KJIOHUPOBAHUS,
BEKTOPOB 3KCIPECCUHU, ATANTEPOB U JIMHKEPOB XOPOIIO H3BECTHO CHELMAJIUCTAM B AAHHOU
obsnactu. (Cwm., Hanpumep, Ausubel, Bbie; miu Sambrook, Beiie).

PexoMOMHAHTHBIE CMTOCOOBI KOHCTPYHPOBAHUS HYKJIEHHOBBIX KHCJIOT

Kommno3unuu BbIAENEHHBIX HYKJIEUHOBBIX KHUCJIOT, Takux kak PHK, x/IHK, renomuas
JJHK wnu mobas ux KOMOWHAIMS, MOKHO TMOJy4aTh W3 OHMOJOTMYECKHX WCTOYHHKOB C
MOMOIIBED JIFIOOOrO YHCIa CIOCOOOB KJIOHMPOBAHMS, H3BECTHBIX CIEIUAINCTAM B JAHHOM
obnmact. B HEKOTOpPBIX BapUaHTAX OCYINECTBJIEHUS Ui WIASHTH(PUKAIUU SKeJlaTeIbHOM
nocnenoearenbHocTd B Oubmmoreke kJIHK  wmm  renomnoit  JIHK — mcmonb3yror
OJIUTOHYKJICOTU/IHbIE 30HJbI, KOTOPbIE CEJIEKTHBHO THOPUAMZYIOTCS B JKECTKHX YCJIOBHUSIX C
NOJMHYKJIEOTHAAMH Hactosimero uszobperenusi. Broimenenne PHK u  koHCTpympoBaHue
o6nbmorek k/IHK 1 reHOMHBIX OMOIMOTEK XOPOIIO U3BECTHO CIEIMAIICTAM B TAaHHOW 00IacTH.
(Cwm., Harmpumep, Ausubel, Boite; umn Sambrook, Brie).

Cnoco0bl CKPpUHHHTA U Bbl/IeJIeHHS] HYKJI€HHOBBIX KHCJIOT

Cxpununr Oubmmorekun k/IHK wunmu renomuoit JJHK MOXXKHO MpPOBOIUTH C MOMOIIBIO
30HJA Ha OCHOBE TIOCJIEOBATEIbLHOCTH IIOJIMHYKJICOTHAA, MPUMEHSIeMOro B Crocode
HACTOALIETO M300pETeHHs], TAKOTO KaK OIMUCAHHBbIE B HACTOSIIEM JOKyMEHTE. 30HAbl MOXKHO
HCTIOJIB30BATh Uil ruOpuan3anuu ¢ nocienosarenbHocTsiMu reHomHon JIHK win k/IHK, 9yTo0sr
BBIIEJIATH TOMOJIOTMUYHBIE T€Hbl B T€X K€ CaMbIX WM pa3HbIX opraHu3zmax. CrneuuanucraM B
IaHHOUW 00JIaCTH MOJKHO OBITh MOHSITHO, YTO Ui aHAJIM3a MOYKHO HCIOJIB30BATH Pa3IMUHbIE
CTENEeHU >KECTKOCTH TMOPHIM3ALMK, U YTO JKECTKOH MOkeT ObITh mbo rudpuamsanys, Judo
cpena st OTMbIBKH. [10 Mepe TOro Kak yCjaoBUs THOPUAM3AIIMN CTAHOBSTCS OOJiee )KECTKUMH,
TpeOyemasi nnsi oOpa3oBaHUsl AyIUIEKCA CTEMEeHb KOMILJIEMEHTAPHOCTH MEXKIy 30HIOM H
MUIIEHBIO BO3pacTaeT. JKeCTKOCTh YCJIOBMI MOKHO KOHTPOJMPOBATH ONHMM WM Ooyiee U3
CIeNYIOIIUX TMapaMeTpoB. TeMmmeparypa, HOHHas cujga, pH W npUCYyTCTBHE YaCTUYHO
JIEHATYPHUPYIOIIEro PaCTBOPUTENS, Takoro kak (opmammn. Hampumep, >KeCTKOCTh YCIOBHIMA
rudpunuzaimu OOBIYHO U3MEHSIOT MyTeM CMEHBI MOJISIPHOCTH PACTBOPA PEAreHTOB, HANIPUMED,
MOCPEICTBOM W3MEHEHHUs KOHIeHTpauuu ¢opmamuaa B uHtepBaje or 0 mo 50%. Crenenb
KOMILJIEMEHTapHOCTH (MIeHTUYHOCTH MOCJIEIOBATEIBHOCTEH ), HeoOxoaumast TUTST
NETEKTUPYEMOTO CBSI3bIBAHUS, BApPbUPYET B COOTBETCTBHH CO JKECTKOCTBIO CpEeIbl s
ruOpuau3aluu W/HI Cpedbl Ui OTMBIBKA. ONTHUMalbHAs CTENeHb KOMILUIEMEHTAPHOCTH
cocrasysier 100%, umu ot 70% no 100%, vunu mroOol uHTEepBaJ, Wwin 3Ha4eHne B HeM. OIHAKO
clieyeT IOHUMaTh, 4TO HeOOJbINNE BapHALMK TOCIEIOBATEIbHOCTEH B 30HAAX W IpaiiMepax
BO3MOKHO KOMIIEHCHPOBATh MyTE€M YMEHBIIEHUSI CTPOTOCTU CPebl THOPUIN3ALNN U/ WU CPEIbI
ISl IPOMBIBAHUS.

Cnoco6sr ammmudpukanmu PHK win JIHK xoporio u3BecTHBI CrieuainucTaM B JaHHOH
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00JacTH W MOTYT TMPHUMEHSATHCS B COOTBETCTBUHU C HACTOALIUM H300peTeHHeM 0Oe3 JIMIIHUX
SKCIIEPUMEHTOB HAa OCHOBAHHMM NPEACTABICHHBIX B HACTOAILIEM MOKYMEHTE HHCTPYKLIHH U
PEKOMEHALIUMN.

UsBectable crocoObr amrmummdukanuu JIHK win PHK BrmrowaroT 0e3 orpaHuyeHuit
nojguMepasHyro LenHyro peakuuto (ITLP) u cBs3aHHBIE ¢ Hell mpouecchl aMIUMpUKALUHN (CM.,
Hanpumep, nareHTsl CIIIA Ne 4,683,195, 4,683,202, 4,800,159, 4,965,188, Beinanubie Mullis, et
al.; 4,795,699 u 4,921,794, Beimannbie Tabor, et al; 5,142,033, Bbimansbni Innis; 5,122,464,
BbimanHbiii Wilson, et al.; 5,091,310, Beimannsiii Innis; 5,066,584, sbimannbiii Gyllensten, et al;
4,889,818, soimannbiii Gelfand, et al; 4,994,370, eeimanubiii Silver, et al; 4,766,067, BbImaHHBII
Biswas; 4,656,134, sbimansbiii Ringold), u onocpenosannyro PHK amrmudukanuio, B KOTOPOH
UCTIONB3YIOT B KayecTBe MaTpuLbl Uit cuHTe3a apyxuenoudeunoi JIHK obparnyro PHK k
nocnenosarenbHocTU-Mummenn (marent CIIIA No 5,130,238, Beimannsii Malek, et al, ¢
ToproBeiM HazBaHneM NASBA), mojHOe conepkaHHe BCEX OTHX CCBUIOK BKIFOUYEHO B
HACTOSIIUI TOKYMEHT myTeM ccbutkd. (Cm., Harpumep, Ausubel, Beiue; nan Sambrook, Beime).

Hanpuwmep, TexHonoruto nonumepasuoit uenHo peakunu (I1LP) MoxHO Bcmonb30BaTh
Ui aMIUT(UKAMK TIOCIEAOBATEIbHOCTEN MOJMHYKJIEOTHIOB, MPUMEHSIEMbIX B CIocode 1o
HACTOSLIEMY U300pPETEHHIO, W CBSI3aHHBIX ¢ HUMHU T'€HOB MNpsMo u3 oudianorek reHomuou JIHK
wim kJAHK. TP u gpyrue crnocoObl amriu@uKamuy in vitro TakKe MOTYT MPUMEHSTHCS,
HampuMep, Il KJIOHMPOBAHUS IOCIENOBATEIbHOCTEH HYKJICOTHIOB, KOTUPYIOIIUX OEJKH,
KOTOpBbIe TPeOyeTCsl 3KCIPECCUPOBATh, C LENbI0 MPUTOTOBIIEHNUS 30HAOB HYKJIEHHOBBIX KHUCIOT
s oOHapykeHuss Hanumuus skenarenbHol MPHK B mpoGax, cekBeHHpOBaHHSI HYKJIEHHOBBIX
KHUCJIOT WM uHBIX Lened. IIpumepsl cmocoOoB, MOCTATOUYHbIE U YKA3aHHs CIEHaINCTaM B
naHHOH objactu crnocoboB aMruindUKaLKK in vitro, MO>kHO Haiitu B Berger, Bbiie, Sambrook,
Bbile, 1 Ausubel, Boiie, a Taxoke B Mullis, et al., materare CIIIA Ne 4,683,202 (1987); u Innis, et
al., PCR Protocols: a Guide to Methods and Applications, Eds., Academic Press Inc., San Diego,
CA (1990). Hwmeromuecss B mnpomaxke HabOpbl Ais  aMIUTUPHUKALMM  TEHOMHOMN
nocnenoBateibHOCTH [TL[P M3BeCTHBI crienuanrcTaM B JaHHOH obnactu. CM., Hanpumep, HaOOp
Advantage-GC Genomic PCR Kit (Clontech). Kpome Toro, BO3MOXXHO HCIIOJIb30BaHHE,
Hanpumep, Oenka 32 rena T4 (Boehringer Mannheim) st yBenudeHus BBIXOAA PEAKIHH TIPH
I[P amuHHEBIX (GParMEeHTOB.

CuHTeTHYecKHEe CNOCO0ObI KOHCTPYHPOBAHHS HYKJIEHHOBBIX KHCJIOT

BbleneHHbIE HYKJIEWHOBBIE KHCIIOTBI, NPUMEHsIEMble B CIIOCOOE€ IO HACTOSIIEMY
H300pETEHHIO, TAKXKE MOKHO IOJIy4aTh MPSMbIM XUMHUYECKHM CHHTE30M C ITOMOIIBIO HU3BECTHBIX
criocoboB (cm., Hampumep, Ausubel, et al., Bbime). XUMHYECKUM CHHTE30M OOBIMHO MOJYYAIOT
OJHOLIETIOYEYHBIN OJIMTOHYKJIEOTH/, KOTOPBIH MOKHO mpeoOpa3oBath B AByxuenodeunyro JTHK
nyTeM THOPHUAM3ALMK C KOMIUIEMEHTAPHOH IOCIIENOBATENbHOCTRIO JTHOO IMOJIMMEPU3ALUHN C
JIHK-nonumepa3oil ¥ OAMHOYHON LEeNb0 B KadecTBe MaTpuipl. CrnenuanucraM B JAaHHOU
oOmactu  wu3BecTHO, duro  xumuyecknid  cuHTes JIHK  moxer — orpaHuumBaThC
nocienoBaTenbHOCTAMU JnuHONH B 100 mim Oonee OCHOBaHUM, ONHAKO MOXXHO JIMTHPOBATh

KOPOTKHUE MOCJICAOBATCIIBHOCTH, ITOJy4Yast Oonee JJIMHHBIC MTOCJICA0BATCIIbHOCTH.
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KacceTnl pekoMOHMHAHTHOI KCNIPeccHU

B Hacrosimem u300peTeHHH NPUMEHSIOTCS KAacCeTbl PEKOMOMHAHTHON SKCIIPECCHUH,
cofepskallie HYKJIEMHOBYH KuUcCHoTy. IlocnenoBaTenpbHOCTb  HYKJIEOTHAOB, HAmlpuUMeEp
nocnenosaTenbHOCTh kK/IHK mnmu reHoMHYI0 MOCI€10BaTeNbHOCTD, KOAUPYIOIIYIO aHTUTENO AJIs
NPpUMEHEHHsT B  Ccrnoco0e  HacTosimeMy H300peTeHHIO, MOXKHO  HCIIONb30BaTh IS
KOHCTPYUPOBAHUSI KAacCeTbl PEKOMOWHAHTHOW SKCIPECCHH, KOTOPYKD MOXKHO BBOIUTH IO
MEHbLIEH Mepe B OJIHY XKeJlaeMyl0 KIIeTKy-Xxo3sinHa. Kaccera pekOMOMHAHTHON SKCIIPECCHH, KaK
NPAaBUIO, COAEPKHUT TMOJUHYKICOTHI, (YHKIIMOHAIBHO CBS3aHHBIA C  PEryJsTOPHBIMH
MOCJIEIOBATENIbHOCTIMU ~ MHULMAIIMM  TPAHCKPUIILIMM, KOTOPBbIE HAMpPABISAIOT TPAHCISILHIO
MOJIMHYKJIEOTHIA B MPEAHA3HAYEHHOHN NI Hee KJeTKe-Xo3siuHe. [ HanpaBiIeHUs! SKCIIPECCHH
HYKJICMHOBBIX KHCJIOT MOTYT MPUMEHATHCS KaK T'€TePOJIOTHYHBIC, TAK U HETeTePOJIOTHYHBIE (T. €.
SHAOTE€HHBIE) POMOTOPBI.

B HexkoTOpbIX BapuaHTaX OCYIIECTBJICHUs BblAENIEHHbIE HYKJIEUHOBbIE KHUCJOTHI,
KOTOpBIE CIIy>KaT B KaueCTBE IPOMOTOPA, IHXAHCEPA UIIN IPYTUX 3JIEMEHTOB, MOXHO BCTPaUBaTh
B COOTBETCTBYIOIIEE MOJOXEHHE (BbIIE, HUXKE WIM B MHTPOHE) HETETEPOJOTHMYHONH (POpMBI
NOJIMHYKJICOTHA 0 HACTOSIIEMY H300pPETEHUI0 TaKUM 00pa3oM, 4TOOBI CTHMYJIUPOBATh WIIH
MOJABIATh OKCIPECCUI0 TNOJUHyKJIeoTuaa. Hampumep, 5HIOTeHHblE MPOMOTOPBI MOKHO
M3MEHSTH N ViVO WJIH in Vitro myTeM MyTaLHH, AeJIeUN 1/ 3aMEHBL.

BeKTOopBI H KJIETKH-X0351€Ba

Hacrosimee nzoOpereHne TakKe OTHOCHUTCS K BEKTOpaM, KOTOpbIE BKIOYAOT B cebs
BbIJIEJICHHbIE MOJIEKYJIbl HYKJIEHHOBBIX KHCJOT, KJIETKaM-XO035€BaM, KOTOpPbIE IOJyYEHBI
crioco0amy TeHHON WHKEHEPUH ¢ PeKOMOMHAHTHBIMU BEKTOPAMM, U K MOJYYEHUIO 110 MEHbIIEH
mepe oxHoro antutena kK MJI-23 ¢ momoInblo peKOMOMHAHTHBIX CIIOCOOOB, KOTOPBIE XOPOLIO
U3BECTHBI B MaHHOH oOjactu. Cwm., Hampumep, Sambrook et al. Boime; Ausubel, et al., Bbie;
Kakaast MyOJIMKaLys TOJHOCTBIO BKIIFOUEHA B HACTOSIINI JOKYMEHT ITyTeM CCBUIKH.

[ToNMUHYKIEOTHABI MOXKHO HEOOs3aTeNbHO COEAMHATh C BEKTOPOM, COIEPIKALIIM
CEeJISKTHBHBIA Mapkep, IUIsl pa3MHOXKEHUsI B OpraHusMe-xossinHe. Kak mpaBuiio, miia3MHUIHBIN
BEKTOP BBOJSAT B OCA/IOK, TAKOH Kak ocanok (ocdara KaabIHsi, MM B KOMIUIEKC C 3apSKEHHBIM
munuaoM. Eciin B kadecTBe BEKTOpa HCIOJIB3YEOT BHPYC, €r0 MOXKHO YIaKOBBIBATh 1N VItro ¢
MOMOLIbIO MPUEMIIEMON YIaKOBOYHOM KJIETOYHOW JIMHUH, a 3aT€M BBOJAUTH BHYTPb KIJIETOK-
X0351€B.

Bcerasky JIHK HeoOxommmo (YHKIIMOHAJIBHO CBSI3bIBATH C MPUTOAHBIM IPOMOTOPOM.
OKCIPECCUOHHbIE KOHCTPYKTBHI JIONOJHUTENBHO COAEpKaT calTel [JJs UHULUALMH U
TEPMUHALIMH TPAHCKPHIILUH, & B TPAHCKPUOUPYEMOH OONacTH - CalT CBS3BIBAHUS PHUOOCOMBI
st Tpa”cnauny. Konupyromuii y4acTok 3pesblX TPAHCKPUITOB € 3KCIpeccuell KOHCTPYKTaMU
MPEANOYTUTENBHO COAEPKUT MHULIMUPYIOLTUI TPAHCIALMIO B Hayale U TEpPMUHUPYIOLINI KOJIOH
(mampumep, UAA, UGA wmu UAQG), HamiekamuMm o0pa3oM pacHoJIOKEHHBIM B KOHIIE
Tpanciupyemor MPHK, mpuuem 1 sKCHpeccHM KIETOK MIIEKONUTAKIIUX WIH 3YKAPUOT
npennoututenbHel UAA u UAG.

OKCIPECCHOHHBIE BEKTOPBI MPEATIOYTHTENIbHO, HO HEOOS3aTENIbHO BKIIIOYAIOT TIO
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MEHBIIeH Mepe OIWH CeJeKTHUBHBIM Mapkep. Takue Mapkepbl BKIIIOYAIOT, Hampumep, Oe3
OrpaHUYEHUH, reHsl ycToldnBocTH K Merorpekcary (MTX), nurunpodonarpenykrase (DHFR,
narentel CIJA Ne 4,399216; 4,634,665; 4,656,134; 4,956,288; 5,149,636, 5,179,017,
ammuuunHy, Heomununy (G418), mukodenonosoii kucinore niau rnyramuHcuHTeTase (GS)
(marentsr CITA Ne 5,122,464; 5,770,359; 5,827,739) nist KyJabTypbl 5yKapUOTUYECKHUX KIIETOK U
TeHbl YCTOHYMBOCTH K TETPALMKINHY WM AMIHLWIIMHY Ui KyJbTHBUpOBaHUS B F. coli u
Apyrux OakTepusx WIM NPOKapUOTax (BBIIEYKA3aHHbIE MATEHTHI IOJHOCTBIO BKJIOYEHbBI B
HACTOSIIUI JTOKYMEHT MyTeM CChUIKH). [IpUrofHbIe KyJNbTypaJibHbIE CPEAbl M YCJIOBHS IS
BBILIEYKA3aHHBIX KJIETOK-XO351€B HM3BECTHbI B JaHHOW obnactu. [lpuemiemble BEKTOPBI,
pa3yMeeTcsi, U3BECTHbI CIIELMAIMCTaM B TAHHOW 00sacTH. BBeneHne BEKTOPHOTO KOHCTPYKTA B
KJIETKY-XO35THHa MOYXHO OCYLIECTBJISITh MyTeM TpaHCHEKUUU MOCpeacTBoM ¢ocdara KaibIus,
DEAE-nekcTpana, KaTHOHHBIX JIMIUAOB, 3JEKTPONOPALMH, TPAHCAYKUMH, HH()EKIUU WIN
APYTUX HM3BECTHBIX CcrocoOoB. Takme cmocoObl OmMcaHbl B JaHHOW OOJacTH, HAmNpUMeEp, B
Sambrook, ynomsiayToe, rinasbl 1-4 u 16-18; Ausubel, ynomsinyToe, rnaser 1, 9, 13, 15, 16.

ITo MeHbIIEH Mepe OIHO aHTHTENO, MPUMEHSIEMOe B CIIOCOOe HACTOSLIEr0 N300pEeTEeHUs,
MOJKHO 3KCIIPECCHPOBaTh B MOAM(UINPOBAHHOH (opMme, TaKOH Kak TMOPUIHBIA O€NOK, U OHO
MOJKET BKJIFOYATh HE TOJBKO CUTHAJIBI CEKPELIMH, HO TaKXKe U AOMOJHHUTEIbHbIE reTePOIOrHIHbIE
¢yHkunonanpHble oOmacth. Hampumep, k N-KOHIY aHTUTENa MOXKHO 100aBiAThH 00JacTh
JOTIOJIHUTEBHBIX AMHUHOKHCIIOT, OCOOEHHO 3apsDKEHHbIE AMHHOKHCIOTBHI, JJIST TOBBILICHUS
CTa0MJIPHOCTH U TEPCUCTEHIIMH aHTUTENA B KJIETKE-XO3fMHE, a TAKXKe B XOJ€ OUHUCTKH WIH B
XOJle TOCNEAYIOINX MaHUNYJSIIUHA W XpaHeHus. Kpome TOro, k aHTUTENy HACTOSINEro
n300peTeHNs! ISl YIPOIIEHUs] OYMCTKA MOKHO J00aBJIATh NMENTUAHbIE 3BEHbs. Takue o0nacTu
MOJKHO YJaJIATh Nepes MoJyuyeHHeM aHTHTeNa UJIH 10 MEHbLIeH Mepe OJHOro ero (¢parmeHra.
Takue crmocoObl OmuMcaHbl B MHOTOYHMCIEHHBIX CTaHAAPTHBIX J1A0OPATOPHBIX PYKOBOACTBAX,
Hanpumep, Sambrook, ymomsinytoe, rnaBbl 17.29-17.42 u 18.1-18.74; Ausubel, ynomsiHyToO€,
raasel 16, 17 u 18.

Crenuanuctel B JaHHOH OOJIACTH 3HAIOT MHOMKECTBO 3KCIPECCHPYIOLINX CHCTEM,
JOOCTYIHBIX ISl SKCIPECCUN HYKJICMHOBOW KHCIOTBI, KOTUPYIOIIEH OejoK, MPUMEHSEMbI B
cnocobe Hacrosimero u3o0pereHus. B anbTepHATUBHOM  BapHaHTE  OCYLIECTBIICHHS
HYKJICHHOBBIE KHCJIOTBI MOJKHO S3KCIIPECCHPOBATh B KIETKE-XO3SIMHE MyTeM 3amycka (ImyTem
NPOLENYPBI) B KIIETKE-XO35IMHE, KOTOpasi conepkuT sHaorennyto JIHK, kopupyrommyro aHTHTENO.
Takme crocoOBl XOPOILIO M3BECTHBHI CHELUANINCTAM B JAHHOH 00JIaCTH, HaNpUMep, ONMHCAHBI B
nateHTax CIIIA Ne 5,580,734, 5,641,670, 5,733,746 u 5,733,761, MOMHOCTHIO BKJIFOUEHHBIX B
HACTOSIIIUI TOKYMEHT MyTEM CCHUIKH.

[IpuMepoM KIETOYHBIX KYJIbTYp, HCHOJB3YEMBIX MU TOJYYEHHs AaHTUTEN, UX
OTIPENEIEHHBIX YUYACTKOB MJI BAPHUAHTOB, SIBJISTFOTCS KJIETKH MIIEKOTTUTAOINUX. CHCTEMBI KJIETOK
MJIEKOIUTAIOLINX YacTO HCHOJB3YIOT B BUAE MOHOCIOEB KIIETOK, OJHAKO MOXKHO TaKXKe
UCTIONBb30BaTh CYCHEH3UH KJIETOK MIEKOIUTAONMNX MM OuopeakTopel. B maHHONH oOmactu
pa3paboTaHO HECKOJBKO NMPUEMIIEMBIX JIMHUI KJIETOK-XO035€B, CIHOCOOHBIX 3KCHPECCHPOBATH

WHTAKTHBIE TJIUKO3WINPOBaHHbBIE Oeky, B yacTHOCTH jnHNU Kjietok COS-1 (mampumep, ATCC
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CRL 1650), COS-7 (manpumep, ATCC CRL-1651), HEK293, BHK21 (manpumep, ATCC CRL-
10), CHO (nanmpumep, ATCC CRL 1610) u BSC-1 (manpumep, ATCC CRL-26), knerku Cos-7,
kietku CHO, knerku hep G2, xnerku P3X63Ag8.653, SP2/0-Agl4, 293, xnerku HelLa u T. 1,
HarpuMep, MPOU3BOACTBA AMEPUKAHCKOM KOJUIEKLIMM THIIOBBIX KyJbTYp, I MaHaccac, mraT
Bupmxunms, CHIA (www.atcc.org). [IpeanouTutenpHble KIETKH-XO035€Ba BKIFOYAIOT KIIETKU
AUM(OUIHOTO TIPOUCXOXKJIEHHs, Takue Kak MHeNIOMHble U JuMpomHble KieTku. boiee
NPEATIOYTUTENIbHBI KIIeTKU-x03sieBa P3X63Ag8.653 (katanoxubii Homep ATCC CRL-1580) u
kierkn SP2/0-Agl4 (xaranoxubsiii Homep ATCC CRL-1851). B oco0eHHO mpennouTUTeIbHOM
BapUAHTE OCYLICCTBICHHS pPEKOMOWHAHTHAS KJETKa TMPEACTaBIsIeT COOOW KIJIETKY JIMHUM
P3X63Ab8.653 nnu SP2/0-Agl4.

DKCIPECCHOHHBbIE BEKTOPBI JJIsl TAKUX KJIETOK MOTYT BKJKOYATh OAHY HJIH Ooyiee U3
CIEAYIOIIHNX IOCIENOBATEIbHOCTEH /ISl KOHTPOJISL SKCIPECCUHU, TaKUX Kak, 0e3 OrpaHuYeHui,
TOYKa Hayaja PEeIUIMKALWH, MPOMOTOp (HAIpHMep, MO3AHUE WIM paHHHE MpoMoTopel SV40,
npomotop CMV (matentsr CIITA Ne 5,168,062; 5,385,839), npomorop HSV tk, mpomotop pgk
(pochormuueparkunasza), npomorop EF-1-ampda (marenr CIIA Ne 5,266,491), mo meHbluei
Mepe OIMH MPOMOTOP YEJIOBEUECKOr0 MMMYHOTJIOOYJIMHA;, HXaHCEP W/WIN MHPOPMAIIMOHHbIE
CalThl JUIsl MIPOLIECCHHTA, TaKWe KaK CaWThl CBS3bIBAHUS pubocoM, caiitel criaiicmara PHK,
CalThI MONMAACHUINPOBAHUS (HapuMep, CalT npucoeanHeHust noau-A Gompimoro T-Ag SV40)
U TIOCIEeNOBATENbHOCTH TEPMHHATOPOB TpaHckpuniuu. Cwm., Hanpumep, Ausubel et al.,
ynomsiHyToe; Sambrook et al., ymomsHyToe. Iyl MPOAYKLUNN HYKJIEMHOBBIX KHCIOT WA OEJNKOB
HACTOSIIEr0 M300pETEeHHsI MCIIONB3YIOT U JPYrue W3BECTHBIE W/WUJIM IOCTABJSIEMbIE KIIETKH,
HalpuMep MO KaTajory «AMEpHKAaHCKas KOJUIEKLUS THIOBBIX KYJbTYP KJIETOYHBIX JIMHHH H
rubpunom» (Www.atcc.org), MO0 U3 APYruxX U3BECTHBIX WIIM KOMMEPUECKUX HCTOYHUKOB.

B cnydae wuCHONB30BaHUS SYKAPHOTHYECKUX KIETOK-XO35IeB B BEKTOP OOBIYHO
BCTPAUBAIOT MOCJIENOBATEIbHOCTH TOJUAACHWINPOBAHUS WM TEPMHHALUH TPAHCKPUIILIUH.
Hanmpumep, B KkadecTBe MOC/IEAOBATEIbHOCTH  TEPMHUHAIIMA  MOXKHO  HCIOJb30BaTh
NOCJIeIOBATEIbHOCTD MOJUAICHIITUPOBAHHS U3 TeHa ObIYbEr0 TOPMOHA pocTa. BO3MOXKHO Takike
no0aByieHHe TMOCIENOBATENbHOCTEH U1 TOYHOrO CIUIAHiCMHra TpaHckpunra. Ilpumepom
NOCJIEIOBATEIbHOCTU CIUIAMCUHTA CIy»KUT UHTpoH VP1 m3 SV40 (Sprague, et al., J. Virol.
45:773-781 (1983)). Kpome TOro, B BEKTOp MOKHO JOOABJISATH MOCIEAOBATEIHHOCTH T€HOB JIJIsI
KOHTPOJIS PETUTUKALINH B KJIETKE-XO035/MHE, M3BECTHBIE B TAHHON O0JIACTH.

Oumncrka anTHTENA

Antuteno k MJI-23 moxker ObITh BOCCTAHOBJIEHO M OYHIIEHO W3 PEKOMOWHAHTHBIX
KJIETOYHBIX KYJBTYp XOPOLIO HM3BECTHBIMH CIOCO0AMHM, BKJIIOYAIOIIMMH, ITOMHMO IPOYEro:
OYHCTKy Ha Oenke A, ocaxieHHe CynbhaToOM aMMOHHS WJIHM CIIUPTOM, 3KCTPArHpOBAaHUE
KHCJIOTOM, AaHWOHO- WJIM KAaTHOHOOOMEHHYK xpomartorpaduro, Xpomarorpaduro Ha
dochouemmonoze, rugpododuyro  xpomarorpaduro, adhduHHYIO ~ Xpomarorpaduro,
Xpomarorpaduo Ha THMAPOKCHIIATIATUTE U XpomaTorpaduio Ha JeKTuHe. {11 OYMCTKH MOKHO
TaK)kKe€ HCIIONBb30BaTh BBICOKOA((EKTUBHYIO SKUAKOCTHYK Xxpomarorpaduio (BOXKX). Cwm,

Hanpumep, Colligan, Current Protocols in Immunology, wnu Current Protocols in Protein
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Science, John Wiley & Sons, NY, NY, (1997-2001), nanpumep, rnassl 1, 4, 6, 8, 9, 10, npudem
Ka’k71asi MOJIHOCTBIO BKJIFOYEHA B HACTOSIIUN JOKYMEHT IyTEM CChUIKH.

AHTHTENA, IPUMEHSIEMBbIE B CIIOCOOE HACTOSINEro M300peTeHHNs], BKJIIOYAIOT OUUIIEHHbIE
€CTECTBEHHbIM IIyTeM MNPOAYKTHI, NPOAYKTHI XUMHUYECKOIO CUHTE3a U MPOAYKTHI, MOJy4daeMble
IpU MOMOILIM PEKOMOMHAHTHBIX TEXHOJIOTHH M3 3yKAapPUOTHYECKHX KJIETOK-X035€B, BKIIOYAs,
HanpuMep, KIETKU [APOXOKeH, BBICIIMX pPACTEHHUN, HACEKOMBIX M MIEKONMTAINUX. B
3aBHCHMOCTH OT XO35IMHA, MCHOJIb3YEMOro B Croco0e peKOMOMHAHTHOM MPOMYKLNH, aHTHTENO
MOXeT OBbIThb TJIMKO3MJIMPOBAHHBIM WJIM MOXKET OBITh HETJIMKO3WIMPOBAHHBIM, TPHYEM
TJIUKO3MJIUPOBAHHOE AHTUTENIO SIBJISIETCS MPEANOYTHTENbHBIM. Takue crnocoObl OMHCaHbI B
MHOTOYHCJICHHBIX CTAHAAPTHBIX JIA0OPATOPHBIX PYKOBOACTBAX, Hampumep Sambrook, BbIe,
pazmenbl 17.37-17.42; Ausubel, Beime, rmaser 10, 12, 13, 16, 18 u 20, Colligan, Protein Science,
BbILIE, TJ1aBbl 12-14, BCce MyOJMKALMU MOJHOCTBIO BKJIFOUEHBI B HACTOSIIUN JOKYMEHT MyTeM
CCBLIKU.

Anrturena k MJI-23.

Antuteno k MJI-23 nHacrositmero mu300peTeHMs] BKIIIOYAeT JIOO0H OeNoK WM MenTus,
COMep>KalllMil MONIEeKyJly, KOTOpas COAEpPKUT IO MeHblIeH Mepe y4acTOK MOJIEKYJIbI
UMMYHOTJIOOYJIMHA, TAaKyl0 Kak, 0e3 OrpaHWYeHH, N0 MEHbIIeH Mepe OIWH CBSI3bIBAFOIIMIA
muraHn ydactok (LBP), Ttakoi kak, 0e3 orpaHM4YeHHH, ONpeAessIoInas KOMILIEMEHTapHOCTh
obmacte (CDR) Tspkenmoit WM JIETKOHW LEeNMH, FJIM €€ CBS3BIBAIOINMNA JINTAHA Y4YacTOK,
BapuabenbHast 00JacTh TSDKEJION UM JIETKOH Liemnu, kapkacHasi obnacts (Hampumep, FR1, FR2,
FR3, FR4 unu ux gparMeHT, JOMOJHUTEIBHO HEOOSI3aTENbHO COAepIKale 10 MEHbIIeH Mepe
OJHY 3aMEHy, BCTaBKy WJM J€JIEeLHI0), KOHCTAaHTHas OONACTb TSDKENOW HIIM JIETKOH Lenu
(manmpumep, coxeprkaiiasi o MeHbliel Mepe onuH Cyl, mwapHupHYr0 001acTh 1, IMApPHUPHYIO
obnactp 2, mapHUpHy0 obnactsb 3, mapHupHyto obnactb 4, Cy2 wmm Cy3, uiam ux (parMeHt,
JOMOJHUTENIBHO HEOOs3aTeNbHO COAepIKallye 10 MEHbINeH Mepe OAHy 3aMeHy, BCTaBKy WM
JENEeHI0), WK JE0O0H MX y4acTOK, KOTOPbIH MOKHO BCTPOHUTH B AHTHTENO. AHTUTENIO MOXKET
BKJIFOYATh aHTHTENA JTF0OOT0 MIIEKOITUTAIOIIET 0, TAKOTO KaK, 03 OrpaHMYeHH, YeJIOBEK, MBbILIb,
KPOJIMK, KPBICA, TPBI3YH, MPUMAT, WIH JIOOYI0 UX KOMOMHAIIUIO U T. TI. WIH OBITh MOJYYEHO U3
HUX.

BrineneHHble aHTUTENa, MPUMEHSIEMbIE B CIIOCOO€ MO HACTOSIIEMY H300pPETEHUIO,
COJZIEp>KaT IMOCIEAOBATEIbHOCTY aMUHOKHCIIOT AHTUTEN, ONMCAHHBIX B HACTOALIEM AOKYMEHTE,
KOAUPYEeMble JIFOOBIM MPUEMJIEMBIM MOJUHYKJICOTHIOM, WIH JIF0O0Oe BBIACIEHHOE MM
nony4yeHHoe aHtuteno. IlpeanodTrurenbHO, 4YeNOBEYECKOE AaHTUTENO WM CBSI3bIBAIOLIMI
aHTUTEH (pparMeHT CBsi3bIBaeTCs ¢ 4yenoBedeckum MJI-23 u, Takum 0oOpa3oM, 4aCTUYHO WITH IO
CYLIECTBY HEHTPAIM3YET 10 MEHbLIEH Mepe OJUH BU OMOJIOTHYECKON aKTHBHOCTH 3TOTO OeJKa.
AHTUTENO, WM €ro OINpeAeNeHHbIH YyYacTOK, WJIM BapUaHT, KOTOpPble 4YaCTUYHO WM
NPEATIOUYTUTENBHO TI0 CYIIECTBY HEUTPAJHM3YIOT IO MEHbIIEH Mepe OOUH BUA OMOJIOTHYeCKOi
AaKTUBHOCTH IO MeHbLIeH Mepe onHoro Oenka uimm ¢pparmenta MJI-23, MoxeT cBs3bIBaTh OOk
Wi pparMeHT U, TaKuM 00pa3oM, HHIMOMPOBATh AKTUBHOCTH, OMOCPEIOBAHHbBIE CBA3BIBAHHEM

WNJI-23 ¢ peuenropom k MJI-23, unu ¢ apyrumu 3asucuMbiMu oT MJI-23 unu onocpenoBaHHbIe
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UM MeXaHH3MaMH. B KOHTeKCTe HaCTOsIEero JOKyMeHTa TEPMUH KHEUTpaNIU3YIOLee aHTUTEN0»
OTHOCUTCSI K QHTHUTENy, KOTOPOE€ MOXeT MHruOupoBarh 3aBucuMyro oT WJI-23 akTUBHOCTH Ha
okoo 20-120%, npeanouTuTesbHO MO MeHblel Mepe Ha okoso 10, 20, 30, 40, 50, 55, 60, 65,
70, 75, 80, 85, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100% unu Oonee, B 3aBUCUMOCTH OT
ciocoba ananmmza. CrnocobHocTh antuTena k MJI-23 unrunOuposarts 3aBucumyro ot HMJI-23
AKTUBHOCTb MPEANOYTUTEIbHO OLICHMBAIOT € TOMOIIBI0 IO MEHbLIEH Mepe OJHOro
npuemieMoro criocoba anHanmsza Genka MJI-23 wnum ero pernenrtopa, Kak ONMUCAHO B HACTOSLIEM
JIOKYMEHTE W/WJIM KaK M3BECTHO CIELUANMCTaM B JaHHOW oOnactu. YenoBeyeckoe aHTHTENO
MOJKET MPeNCcTaBysATh coboi antureno jrobdoro kiacca (IgG, IgA, IgM, IgE, IgD u 1. n.) wm
U30TUIA, W MOXKET COAepkaThb JIETKYH Ilenb Kanma win JsamMOna. B omgHOM BapuanTte
OCYIIECTBJIEHUS] UEJOBEYECKOE AHTUTENI0 COAEPKUT TSDKENYI0 LeNb WM  OINpeesIeHHbIH
¢dparment IgG, Hanpumep, o MeHbIuel Mepe onHoro u3 uzorunos IgGl, IgG2, 1gG3 wm 1gG4
(mampumep, y1, y2, y3, y4). AHTUTEeNa 3TOr0 THUMA MOXKHO TMOJy4aThb C HCIOJIb30BAHHEM
TPAHCT€HHOM MBIIIM WM JPYroro TPAaHCIE€HHOIO HE OTHOCSINErocs K  YeJlOBEKY
MJIEKOTIUTAIOLIEr0, COAEPIKALero TpaHCreHbl O MeHbIIeH Mepe OAHON 4elOBEYEeCKON JIErKoi
uernn (Hanpumep, IgG, IgA u IgM), kak OMUCaHO B HACTOSIIEM JOKYMEHTE H/MJIH KaK H3BECTHO
CTHeLIMAINCTaM B JAaHHOH obnactu. B apyrom BapmaHTe OCYIIECTBICHHS YeJIOBEYECKOE aHTHUTEIO
k WJI-23 conmepxut Tsxenyro uens IgG1 u nerkyro uens IgGl.

AHTHTENIO CBA3BIBAET MO MEHBLIEH Mepe OIHH OIpPENeNeHHbIN SMUTOI, CneuGUIHbIN K
no MeHbnel mepe onnomy Oenky WJI-23, ero cyObenunune, GpparMeHTy, y4acTKy WIH JIOOOM
ux koMmOuHaruu. [Io MeHbIIel Mepe OAWH SMUTON MOXET COAEPXKaTh MO MEHBIIEH Mepe OIHY
00J1acTh CBSA3BIBAHUS C AHTUTENIOM, KOTOpAasi COAEPIKUT 110 MEHbIIeH Mepe OfIMH y4acTOK Oerka,
IIPUYEM JTAHHBIN 3MUTOM NMPEATIOYTUTEIBbHO COAEPKUT 0 MEHbIIEH Mepe OJUH BHEKJIETOYHBII,
pPacTBOPUMBIH, TUAPOGUIBHBIHN, BHEITHUI UM LHUTOIIA3MATHUYECKUN Y4aCTOK Oerka.

ITo cymecTBy 4enoBeUeCKOe aHTUTENIO MIJIM AHTUT'€HCBSI3BIBAIOIIUI (PPArMEHT CONEPIKHUT
AHTUTCHCBS3BIBAIOLIYIO 00JIaCTh, KOTOpPasi CONEPKUT IO MEHbIIEH Mepe OIHY ONMPENesIoIy0
kommiemenTapHocTb obnacte (CDR1, CDR2 u CDR3) uenoBeka wiyd BapuaHT MO MEHbLICH
Mepe OJHOM BapradebHOW 00JacTH TSKEJION LENH U 110 MEHbIIEeH Mepe OIHON ONpenestoeit
komrmuieMeHTapHocTh obactu uenoBeka (CDR1, CDR2 u CDR3) wmiu BapuaHT 1Mo MeHbIIEH
Mepe omHOM BapuabenbHOU obactu jerkoi nemnu. [Tocnenosarensnoct CDR MOKHO mosy4ath
U3 TMOCJIEOBATEIbHOCTEH 3apObIIIEBON JTMHUN YEJIOBEKa, MJIH OHM MOTYT 00JafaTh OJIM3KUM
CXOZICTBOM C IOCJIE€0OBATEIbHOCTSIMU 3apOAbILIeBoi JUHUK. Hanpumep, MOXKHO HCIONb30BaTh
CDR wu3 cuHTeTHUECKOW OMONMOTEKH, MONTYUYEeHHONH M3 UCXOAHBIX HE OTHOCSIINXCS K YEJIOBEKY
CDR. Otu CDR wMoOXxHO 00pa3oBbpIBaTh W3 HCXOAHOH HE OTHOCALICHCS K YEJOBEKY
MOCJIEIOBATENbHOCTH IyT€M BCTPaWBaHUs KOHCEPBATHUBHBIX 3aMeH. B Jpyrom KOHKpETHOM
BapHaHTE OCYILECTBJIECHMs] AHTUTENO, UM AHTUT€HCBA3BIBAIOIINN Y4aCTOK, HJIM BAPUAHT MOXKET
UMETh AHTHIE€HCBS3BIBAIOLIYI0 OOJNACTh, KOTOpas COAEPIKUT MO MEHbIIEH Mepe ydacTOK IIO
menbineii mepe omHoii CDR nerkoit memu (T. e. CDR1, CDR2 w/mmu CDR3), umeromyro
AMHHOKHUCJIOTHYIO ITOCIIEA0BATENBbHOCTD, cooTBeTcTBY0mY0 CDR 1, 2 w/mmm 3.

Takue aHTHTENAa MOXKHO noJjiydatb MNYyTEM XHUMHUUYCCKOTO CBA3BIBAHUS Pa3JIMYHbIX



30

yuactkoB (Harmpumep, CDR, kapkacHOH 00sacTH) aHTHTENAa C MOMOIIBIO OOBIYHBIX CIIOCOOOB,
NOJIy4EHHUST M HKCIPECCHH MOJIEKYJIbl (T. €. OfHOH nuiH OoJiee) HyKJIENHOBON KHUCIOTBI, KOTOpast
KOAMPYET aHTHUTEJIO, C IOMOIIBIO OOBIYHBIX CIIOCOOOB TexHoymornu pekomouHanTHbIX JJHK mm
C TMIOMOIIBIO PYTOro MPUEMIEMOTro Crocoda.

Crnemuduunoe antureno k HMJI-23 moxer coxmepkaTb MO MeHbIIEH Mepe OIHY U3
BapuabenbHbIX OOjacTell  TSDKENOH WM JIETKOH  IeMM, UMEIOIIYK  ONpeNeeHHYIO
AMUHOKHUCJIOTHYK)  IOCJIENOBaTeNbHOCTh. Hampumep, B  NpPEeANOYTUTENIBHOM  BapUaHTE
ocyuiecTBiieHUs: aHTUTeNo K MJI-23 comep:kut Mo MeHbleii Mepe onHy BapuadelbHy0 00acTh
TSDKEJION e , HeoOs3aTeIbHO UMEIOIYI0 aMUHOKHUCIOTHYIO niochenoBaTebHocTh SEQ ID NO:
106, w/unu mo MeHbIIeW Mepe OIHY BapHaleNbHYI0 00JacTh JIETKOW IenH, HeoOsS3aTeNbHO
UMEIOLIYI0 aMHHOKHUCIOTHYIO mnocnenosarenbHocTh SEQ ID NO: 116. AHTuTena, koropsble
CBSI3BIBAIOTCS ¢ 4ejioBeueckuM MJI-23 U KOTOpBIE COAEp:KaT OMNpenesieHHYK BapHaOelbHYIO
00J1acTh TSDKEJION WIIM JIETKOH LN, MOKHO TOJy4aTh MPUEMIIEMBIMH CIIOCOOAMH, TAKUMH KaK
cnoco0 ¢arosoro aucmes (Katsube, Y., et al., Int J Mol. Med., 1(5): 863-868 (1998)), wu
crioco0amu, B KOTOPBIX HCIIONB3YIOTCS TPAHCTEHHBIE KUBOTHBIE, M3BECTHBIMH CIELIUAHCTAM B
TaHHON 00JacTH W/WMIM ONHCAHHBIMU B HACTOALIEM AOKyMeHTe. Hampumep, TpaHCT€HHYIO
MBIIIb, CONEPKAINYIO (PYHKIHNOHAIBHO MEPECTPOSHHBIN TPAHCTEH TSIKENOH LIEMH YEIOBEUECKOTO
uMMyHornoOynuHa u TpaHcreH, conepkamuidi JIHK Jokyca nerkoil memw 4enoBeueCKOro
UMMYHOTJIOOYJIMHA, KOTOPBIH MOXKET MOABEPraTrbCsl (PYHKIMOHAIBHOW INEPeCcTpOiKe, MOXKHO
UMMYyHH3UpOBaTh denosedecknuM MJI-23 umm ero ¢gparmeHTOM, 9TOOBI BBI3BIBATH MPOIYKIIHIO
antuten. Ilpu ’kemaHMM MOXHO BBIIEJATH KJIETKH, NPOAYLUPYIOLIUE AaHTUTENA, U MOKHO
NOJIy4aTh THOPUAOMBI WM APYrHe MMMOPTAIM30BAHHBIE KJIETKU, NMPOAYLHPYIOIINE aHTHUTENA,
KaK OMMCAaHO B HACTOSINEM JOKYMEHTE W/WJIM M3BECTHO CIELHUANCTaM B JaHHOW obOnactu. B
aNbTEPHATUBHOM BAPUAHTE OCYILECTBIECHHUS AHTUTENO, ONpPENEJIeHHBIH y4aCTOK WM BAapPUAHT
MOKHO JKCIIPECCHPOBaTb B INPUEMJIEMON KJIETKE-XO35IMHE C TIOMOIUBIO KOAUPYHOLIEH
HYKJIEHHOBOM KHCIJIOTBI HJIU €€ y4acTKa.

Uzo0peTeHne Takke OTHOCHTCSI K AQHTUTENAM, AHTHUTCHCBS3bIBAIOINUM (pparMeHTam,
HersiM  UMMyHoriioOyimHa u - obmactsim  CDR,  copepskammM — aMHUHOKHCIOTHI B
MOCJIEI0BATENBHOCTH, MO CYIIECTBY COBIAAANOINEH C aMUHOKHCIOTHON IOCJIENOBAaTEIbHOCTBIO
aHTHUTeNa, OINHCAaHHOW B HacTosweM AokyMeHTe. [lpeamouTuTenpHO, Takue aHTUTENa WU
CBSI3bIBAIOIME AHTUIeH (PparMeHThl, U aHTUTENA, coaepkame Takue nenu uin oodiactu CDR,
MOTYT CBsI3bIBaTBCS C yenoedecknM MJI-23 ¢ Beicokoii adpuHHOCTRIO (Hampumep, ¢ Kp Menee
WO PABHOW OKOJIO 107 M). AMMHOKHUCIIOTHBIE TIOCJIENOBATEIBbHOCTH, IO CYIIECTBY
COBMAJAIOLIUE C MOCJIEeN0BATENIbHOCTSIMHY, ONMUCAHHBIMU B HACTOSALIEM JOKYMEHTE, BKIIIOUAIOT
NOCJIEIOBATENBHOCTH, COJep Kalllie KOHCEPBAaTUBHbIE AMUHOKHCIIOTHBIE 3aMEHBbI, a Takxke
Oeneuud W/ WM BCTaBKM aMHHOKUCIOT. KOHCEpBAaTMBHON aMUHOKHCJIOTHOW 3aMEHOH
HA3bIBAETCSI 3aMEHA NEPBOH aMHUHOKHCIOTHI HAa BTOPYK) aMHHOKHUCIOTY, (pU3MYECKue W/UIH
XUMHYECKHE  CBOMCTBa  KOTOpOH  (Hampumep,  3apsia,  CTPYKTypa,  IOJSIPHOCTD,
ruapopoOHOCTE/ TUAPOPUIBHOCTD)  CXOAHBI CO  CBOWCTBAMM  INEPBOH  aMHUHOKHCIIOTBI

KoHcepBaTHBHBIE 3aMEHBbI BKJIOYAOT 0€3 OrpaHWYeHUil 3aMeHy OJHOW aMMHOKHCIOTHI Ha
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apyryro B npeaenax cneayroummx rpymnm: gu3uH (K), apruaus (R) u ructuans (H); acnaprar (D)
u rnytamar (E); acnaparun (N), rnyramus (Q), cepuH (S), tpeonus (T), Tuposusr (Y), K, R, H,
D u E; ananun (A), Banun (V), neiitpn (L), uzonetinun (I), npomun (P), dpennnananun (F),
tpunrodan (W), mernornn (M), uucreus (C) u rmmmumH (G), FF WuY; C,SuT.

Koapl amuHokHCIOT

AMUHOKHCIIOTHI, cocTaBisitolnme aHturena k MJI-23 nHacTosiiero u3oOpeTeHus, 4acTo
obo3HavatoT abOpeBuarypamu. HanMeHOBaHNS aMMHOKHCIOT MOYKHO YKa3bIBaThb C ITOMOIIBIO
OIHOOYKBEHHOTO KOJIa aMHHOKHUCJIOTBI, TPEXOYKBEHHOTO KOZa, HAa3BaHUSl WM KOJOHA (-OB) U3
TPEX HYKJICOTHUIOB, YTO XOPOIIO U3BECTHO CIEMATUCTaM B AaHHOMH obnactu (cm. Alberts, B., et
al., Molecular Biology of The Cell, Third Ed., Garland Publishing, Inc., New York, 1994):

Tabmuna 19
O/IHOBYKBE TPEXBYKBEH- HA3BAHUE KOJIOH (-bI) 13 TPEX
H-HBIM KO/ HBIM KOJI HYKJIEOTHUJIOB
A Ala Aanun GCA, GCC, GCG, GCUu
C Cys Iucrenn UGC, UGU
D Asp AcnaparuHoBas GAC, GAU
KHCJIOTa
E Glu I'myramunoBas GAA, GAG
KHCJIOTa
F Phe denunanaHuy UuC, uuu
r Gly T nmunuu GGA, GGC, GGG, GGU
H His T'uctunun CAC, CAU
I Ile Hsoneiiinu AUA, AUC, AUU
K Lys JInzun AAA, AAG
L Leu Jletiuu UUA, UUG, CUA, CUC,
CugG, Cuu
M Met MeTHoHuH AUG
N Asn Acnaparux AAC, AAU
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P Pro IIponun CCA, CCC, CCG, CCU

Q Gln I'nyramun CAA, CAG

R Arg AprunuH AGA, AGG, CGA, CGC,
CGG, CGU

S Ser Cepun AGC, AGU, UCA, UCC,
UCG, UCU

T Thr Tpeonun ACA, ACC, ACG, ACU

\Y4 Val Bamuu GUA, GUC, GUG, GUU

w Trp Tpunrodan UGG

Y Tyr Tupozun UAC, UAU

Antureno x WJI-23, npumensemoe B crocobe HACTOSIIErO HM300PETEHUs, MOXKET
BKJIFOYATh ONHY WM Ooiee 3aMeH, Neleuuil win 1o0aBJI€HUH aMHHOKHCIOT BCIENCTBUE
€CTEeCTBEHHBIX MyTaLMi OO0 AeHCTBUI YeoBeKa, OIMCAHHBIX B HACTOSIIEM JIOKYMEHTE.

Uncno aMHMHOKHCIOTHBIX 3aMEH, KOTOpPO€ MOXKET NPOM3BECTH KBaJTM(DULIMPOBAHHBIHN
CIELIMAIUCT, 3aBUCUT OT MHOTUX (haKTOPOB, BKJIFOYAsl ONUCaHHbIE Bbie. BooOb1ie roBopsi, 4ucio
3aMeH, BCTAaBOK MJIM JA€JIeLUil aMUHOKUCIOT Jiroboro nanHHoro anturena k MJI-23, ¢parmenra
WM BapuaHTa Oyner coctaBisiTh He Oonee 40, 30, 20, 19, 18, 17, 16, 15, 14, 13, 12, 11, 10, 9, 8,
7,6,5,4, 3,2, 1, nanpumep 1-30, unm mo00i UHTEpBAJ, MM 3HAYCHUE B HEM, KaK YKa3aHO B
HACTOSALIEM TIOKYMEHTE.

Crenuanuctel B JaHHOH 00OJAacTM MOTYT HWACHTU(UIMPOBATH AMUHOKHCIOTHI B
cneunpuyaom antutene k WJI-23, kotopele HeoOXOmuMmbl Uit ero (PyHKIUH, HU3BECTHBIMHU
crnoco0amMu, TaKMMH KaK CalT-HampaBJICHHBIM MyTareHe3 WIM CKAaHUPYIOIIMHA aJlaHHHOM
myTareHe3 (Harmpumep, Ausubel, cm. Beime rasel 8, 15; Cunningham and Wells, Science 244:
1081-1085 (1989)). Ilocnennsisi mpoueAypa mpenanonaraer A00aBIeHWE TOYEUHBIX MyTalui
ajaHWHa B Ka&XJIOM OCTaTKe B MOJeKyJie. 3aTeM TMOJy4YeHHbIE MYTAHTHBIE MOJEKYJIbI
UCTIBITBIBAIOT Ha OMOJIOTHUECKYIO0 aKTHBHOCTD, TAKYIO Kak, 0€3 OrpaHMYEeHUs], 10 MEHbLIEH Mepe
OZlHAa aKTUBHOCTb NO Heutpanuszauuu WI-23. Kputuunsle 111 CBsA3bIBaHUs C AHTUTEIOM CaNThI
MOXHO TaKXe HWACHTUPUIMPOBATh MyTEM aHANM3a CTPYKTYPhl, HANpuMep MyTeM
KPUCTAJUTH3AIUH, SAEPHOTO MAarHUTHOTO pe3oHaHca win ¢oroaddunHoro medenus (Smith, et
al., J. Mol. Biol. 224: 899-904 (1992) u de Vos, et al., Science 255: 306-312 (1992)).

Antrrena k MJI-23 moryT BKJIOUaTh 0€3 OrpaHU4eHUl 10 MEHbLIEH Mepe OJUH YYaCTOK,
NOCJIEIOBATENIbHOCTh MM KOMOWHALIMIO, BBIOPAHHBIE W3 OT 5 IO BCEX IOCIEAOBATENbHBIX

aMUHOKMCIIOT, U3 IO MeHbIIeH Mepe oaHoi u3 nocnenosatenbHocten SEQ ID NO: 5, 20, 44, 50,
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56 u 73.

Antrrena x MJI-23 unm onpeneneHHble Y4aCTKU HIIM BapUAHTHI MOTYT BKJIOYATh Oe3
OrpaHHUYEHUIl TO MEHbBLIEH Mepe OAMH Yy4YacTOK, MOCJIEeNOBATENbHOCTb WM KOMOHMHALHUIO,
BbIOpaHHBIE U3 110 MEHbLIEH Mepe 3-5 MocienoBaTeNbHbIX AMUHOKHUCIIOT yKa3aHHbIX Bbie SEQ
ID NO; 5-17 nocnenoBaTelbHbIX aMUHOKHMCIOT yka3aHHbIX Bbiie SEQ ID NO, 5-10
MOCJIEIOBATENIbHBIX aMUHOKUCIIOT yka3zaHHbIX Bbime SEQ ID NO, 5-11 mocnemoBarenbHBIX
aMUHOKHCIIOT yKazaHHbIX Bbiie SEQ ID NO, 5-7 nocnenoBaTeabHbIX aMUHOKUCIOT YKa3aHHbIX
Boiie SEQ ID NO; 5-9 mocnenoBaTesnbHO PacIioNiOKEHHBIX aMUHOKUCIIOT YKA3aHHBIX BBILIE
SEQ ID NO.

AntuTeno k MJI-23 MoOxeT MONOJHUTETHEHO HEOOsI3aTeIbHO COAEPIKaTh TOJUIEITH]T U3
no MeHblned Mepe omHoit u3 70-100% w3 umcnma S5, 17, 10, 11, 7, 9, 119, umu 108
MOCJIEIOBATENbHBIX AMUHOKHUCIOT ¢ ykazaHHbIMH Bbiie SEQ ID NO. B onHom BapuanTte
OCYIIECTBIIEHUs] AMHHOKHCIIOTHAs TOCJIENOBATENIbHOCT LM WMMYHOIJIOOYJIMHA WM ee
yuacTok (Hampumep, BapuabenpHast oOmactb, CDR) mmeer mpentuunocth okosno 70-100%
(mampumep, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91,
92, 93, 94, 95, 96, 97, 98, 99, 100 wnu moOOW uWHTEpBaJ, WIM 3HAYEHHE B HEM) C
AMHHOKHCJIOTHON MOCJIEI0BATEIBHOCTBIO COOTBETCTBYIOIIEH LIENU MO MEHBIIEH Mepe OTHON U3
nocnenosatenbHocTeil SEQ ID NO, ykasanHeix Bbimie. Hamnpumep, aMHUHOKHCIOTHYIO
NOCJIEIOBATENIbHOCTh ~ BapuabenbHOH O00NacTH  JIETKOH Lemd  MOXKHO — CPaBHMBATH  C
MOCJIEIOBATENbHOCTEED €  yKazaHHbIMH Bbilie SEQ ID NO, wiu aMUHOKUCIOTHYIO
nocnenosaTenbHOCTe CDR3 Tspxenoll menu MOXKHO CpaBHMBATh C ykasaHHbIMU Bbilie SEQ ID
NO 70-100% wmpeHTUYHOCTH aMUHOKHUCIOT (Hampumep, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99,
100 wnu 00O MHTEPBA, WM 3HAYEHHE B HEM) TMPEANOUTUTENHFHO OMPENENSIOT ¢ MOMOLIBIO
NPUEMJIEMOTO KOMITBIOTEPHOTO aJITOPUTMA, H3BECTHOTO CHELUANINCTAM B JaHHON 00JIacTH.

«VmeHTUYHOCTBIO», KAaK M3BECTHO CIELMAaNCTaM B JaHHOW 00JacTH, Ha3bIBAETCS
COOTHOILIEHHE MEKAY ABYMs MU OoJjiee TMOJIMIENTUAHBIMU MOCIEI0BATEIbHOCTSMH, WIN JIBYMS
win 0oJiee MOJUHYKJICOTHIHBIMU TOCIEIOBATEIBHOCTSIMU, OINpPENENieMOe MyTeM CpPaBHEHHSI
STUX TOCJenoBaTebHOCTEH. B nmaHHON 00MacTu «MOEHTUYHOCTH» TaK)Ke O3HAYaeT CTENEHb
pPOACTBA MOCHENOBATENbHOCTEH  MeEXIy TMOJUNENTUIHBIMH WJIH  IOJHUHYKJIEOTHIHBIMU
MOCNIEIOBATENbHOCTSAMY,  KaK  OINpeNesieHO [0  COMOCTAaBJIEHUIO  IIeTOYeK  TaKuX
nocienoBatebHOCTeH. «IEeHTHYHOCTEY U «TOJ00ME» MOMKHO JIETKO MOJCUYUTATh MU3BECTHBIMHU
cniocobamu, BKJIrOUasi Oe3 orpaHudeHuil onucanHble B Computational Molecular Biology, Lesk,
A. M., ed., Oxford University Press, New York, 1988; Biocomputing: Informatics and Genome
Projects, Smith, D. W., ed., Academic Press, New York, 1993; Computer Analysis of Sequence
Data, Part I, Griffin, A. M., and Griffin, H. G., eds., Humana Press, New Jersey, 1994; Sequence
Analysis in Molecular Biology, von Heinje, G., Academic Press, 1987; u Sequence Analysis
Primer, Gribskov, M. and Devereux, J., eds., M Stockton Press, New York, 1991; u Carillo, H.,
and Lipman, D., Siam J. Applied Math., 48:1073 (1988). Kpome TOro, BbIpaKE€HHYIO B
NPOLEHTax  HWAEHTUYHOCTb  MOXKHO  IOJyd4aTb  HAa  OCHOBAHMM  COINOCTAaBJIEHHM

HOCJ'ICI[OBaTeJ'IbHOCTeI‘/'I AMUHOKHCJIOT U HYKJICOTUAOB, TCHEPUPOBAHHBIX C 3aJaHHbIMU IO
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yMO4YaHUO HacTpoiikamu kommnoneHTa AlignX B makere mporpamm Vector NTI Suite 8.0
(Informax, r. @penepuk, mrat Mapunenn, CIIIA).

IIpenmouTurenbHble CHOCOOBI  ONpENEeNeHUus MIASHTUYHOCTH MpPEOHAa3HAYEeHbl IS
CO3JIaHUsI HAUJIYYLIETr0 COOTBETCTBUS MEXIY TECTHPYEMBbIMHU MOCIEN0BATEIbHOCTAMU. CrIOCOOBI
ONpeAeNeHns] HMOSHTUYHOCTH U NomoOusi  CHCTEeMaTH3HUPOBAaHbI B OOIIENOCTYITHBIX
KOMITBIOTEPHBIX TporpamMmax. lIpennodruTesnbHble KOMIBIOTEPHBIE IMPOrPAMMHBIE CIOCOOBI
OIIpeAeNeHNs] MACHTUYHOCTH U MOJO0HS MEXAY IBYMS IOCJENOBATENbHOCTSMHI BKIIOYAOT 0e3
orpannuenuii maker nporpamm GCG (Devereux, J., et al., Nucleic Acids Research 12(1): 387
(1984)), BLASTP, BLASTN u FASTA (Atschul, S. F. et al., J. Molec. Biol. 215:403-410
(1990)). Iporpamma BLAST X obwmenocrymaa or NCBI u apyrux wucrounuko (BLAST
Manual, Altschul, S., et al., NCBINLM NIH Bethesda, Md. 20894: Altschul, S., et al., J. Mol.
Biol. 215:403-410 (1990). [lna ompeneneHus: MIEHTHYHOCTH TaKXK€ MOXKHO HCIOJIb30BAThH
XOpOLIO U3BECTHBIN anroputM Smith Waterman.

IIpennoururenbHble MapamMeTpbl CPAaBHEHHUS MOJMIENTUAHBIX MOCIE10BATENbHOCTEN
BKJIOYAIOT CJIEAYIOIIHE:

(1) Anroputm: Needleman and Wunsch, J. Mol Biol. 48: 443-453 (1970). Martpuua
cpasHenusi: BLOSSUMG62 u3 Hentikoff and Hentikoff, Proc. Natl. Acad. Sci., USA. 8§9:10915-
10919 (1992)

IMtpad 3a rm: 12

IMItpad 3a amuny mna: 4

IIporpamma, ucrnosnp3yemasi C JaHHBIMHU TapaMeTPaMM, HAXOAUTCS B OOIIEM JOCTYIIE KaK
nporpamMa «rama» oT Genetics Computer Group, Mbsaucon, mrar Buckoncun, CIIA.
VYka3aHHblE BbIIIE MApaMETPbl SBJAIOTCA [apaMeTpaMyd IO YMOJYAaHUIO Al CPaBHEHWM
HENTUIHBIX MOCIEA0BATENIbHOCTEH (C OTCYTCTBUEM IuTpada 3a KOHLEBBIE ISIIb).

IIpennoururenpHbple NapameTpel Ul  CPaBHEHUS IOJUHYKJICOTUAOB  BKJIHOYAIOT
cleAyroLye:

(1) Anropurm: Needleman and Wunsch, J. Mol Biol. 48:443-453 (1970)

Marpuua cpaBHeHus: conaaeHus=+10, HecoBnageHnne=0

IItpad 3a ram: 50

[Itpad 3a amuHy rna: 3

HoctynHo kak: mporpamma «rama» ot Genetics Computer Group, MbsaucoHn, mTar
Buckoncun, CIIIA. VkazaHHble Tapamerpbl SIBISIFOTCA MapaMeTpaMu IO YMOJYAHHUIO IS
CpPaBHEHUH MOCAEA0BATEIbHOCTEN HYKJICOTHAOB.

B kauectBe mpuMepa, TOJMHYKJICOTHAHAS IOCIENOBATEIBHOCT MOXKET OBITh
UACHTUYHOW Apyroil mnocjenoBaTeNbHOCTH, TO ecTb Ha 100% WAEHTHYHOHN, WM MOXKET
BKJIIOYaTh 710 ONPEIENIEHHOINO LEJOr0o YuCia W3MEHEHMH HYKJIEOTUOB I0 CPaBHEHUIO C
STAJIOHHOM TOCIIENOBATENbHOCTHIO. Takue M3MEHEHMs BBIOMPAIOT W3 TPYIIIBI, COCTOSIIEH W3
JeNEeLUY, 3aMEHbl, BKJIOYas TPAH3ULMIO M TPAHCBEPCHUIO, WM BCTABKM IO MEHbIIEH Mepe
OJIHOTO HYKJIEOTHJA, U IPU 3TOM H3MEHEHUs MOTyT MMeTh MeCTO B 5'- mnu 3'-KOHLIEBBIX

MOJIOKEHUSIX STaJOHHOM NOoCJCAOBATCIIBHOCTU HYKJIICOTUAOB, HUIIN FI[e-HI/I6y,I[b MEXKAY S5THUMU
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KOHIIEBBIMH ITOJIOXKEHHUSIMH, U MOTYT OBITh THOO PacCeSHHBIMH MMOOIUHOYKE CPENH HYKJICOTHIOB
B OTAJOHHON TMOCJIENOBATEIbHOCTH, JUOO OBITh COOpaHHBIMH B OOHY wWiH Oojee
NOCJIEIOBATENbHBIX TPYII B Tpeneiax STaJOHHON IOCIeAO0BaTeNbHOCTH. UMCIIO H3MEHEHHi
HYKJIEOTHJIOB ONPEAEISI0T YMHOXEHHEM OOIIero 4ucjia HYKJIEOTHAOB B IOCIEN0BATEIbHOCTH
Ha YHUCJIO, ONPEesAoLIee COOTBETCTBEHHBIN MPOLEHT WASHTUYHOCTH (roneseHHblid Ha 100), a
3aTeM BBIYHUTAIOT 3TOT PE3YJIbTAT U3 OOLIEro YUCa HYKJIEOTHIOB B IOCIE0BATEIbHOCTH, WIIH:

n.sub.n.ltorsim.x.sub.n -(x.sub.n.y),

rae n.sub.n - YKMCIO M3MEHEHHH HYKJIEOTHIOB, X.sub.n - ollnee 4MCIO HYKICOTHIOB B
MOCJIEIOBATEIPHOCTH, U Yy paBeH, Hanpumep, 0,70 nns 70%, 0,80 s 80%, 0,85 nnsa 85%, 0,90
st 90%, 0,95 mnst 95% u T. 1., U IPU ATOM JIFOOOM HeLeJbli pe3yIbTaT YMHOKEHHUS X.sub.n Ha
y OKPYIUISIIOT C YMEHBLICHHEM N0 ONMIKAHIIero LejIoro Yucia, MPEekIae YeM BBIUECTh €ro U3
x.sub.n.

UsMeneHust moMuHYKJIEOTUHOM nocneaoBaTenbHocTH, koaupyromen SEQ ID NO Beiie,
MOTYT CO37aBaTh HOHCEHC-, MHCCEHC-MyTallUd WM MyTalld CIBHUra PaMKH CUUTHIBAHHS B
JAHHOW KOTUPYIOLIEH MOCIeNOBATEIBHOCTH U TEM CAMbIM U3MEHSITh MOJIUIENTH, KOIHPYEMBbIi
MOJIMHYKJIGOTHIOM, TIOCJIE TAaKUX W3MEHEHUW. AHAJOTUYHBIM O0pa3oM, MOJHIENTHIHAS
MOCJIEIOBATEIBHOCTE ~ MOXKET  OBITh  WACHTUYHA  NPUBENCHHON  BBIIE  STaJOHHOU
nociienoBatebHOCTH SEQ ID NO Brimie, T. €. Ha 100% HMAeHTHYHON, MJIM MOJKET BKJIIOYATH B
ceOs1 10 ONPEAENICHHOrO LEJIOr0 YUC/ia U3MEHEHNH aMHUHOKUCIIOT O CPABHEHHIO C 3TaJOHHON
MIOCJIEIOBATEIbHOCTBIO TAKUM 00pa3oM, YTO MPOLEHT UAEHTHYHOCTH cocTaBisier MeHee 100%.
Takue wu3MeHeHHMs BbIOpaHBI W3 TPYMIbL, COCTOSINEH W3 JENeIHH, 3aMEeHbl, BKJIIOYas
KOHCEPBATUBHYI0 M HEKOHCEPBATHUBHYIO 3aMEHYy, WJIM BCTaBKH IO MEHbIIEH Mepe OIHOH
AMUHOKHCJIOTBL, U TIPU 3TOM H3MEHEHHs] MOTYT UMETh MECTO B IOJIOKEHUSX HAa aMHUHHOM HWJIH
KapOOKCHJIBHOM KOHIIE 3TAJOHHOW TMOJMIENTHIHON IOCIEeAOBATeIbHOCTH, WIN TAe-HUOYAb
MEKIY 3THMH KOHIIEBBIMH IOJIOKEHHSIMH, U MOTYT OBITb JIMOO PaCCESHHBIMH MOOJUHOYKE
CpeAy aMUHOKHCJIOT B 3TAJIOHHOW MOCIENOBATEIBHOCTH, JTHOO OBITH COOPAHHBIMU B OJHY WJIH
OoJsiee MOCIENOBATENBHBIX TPYMI B MpeaesiaX 3TaJOHHOW MOCIEeNOBaTENbHOCTH. HHCIO 3aMeH
AMUHOKHUCJIOT Il JaHHOrO % WIEHTHMYHOCTH ONPENeISIIOT yYMHOKEHHEM OOLIero 4ucia
aMuHOKHCIIOT B SEQ ID NO Bbille Ha YHCIEHHBIM MPOLEHT COOTBETCTBYIOIIECH MPOLEHTHOM
uneHTHIHOCTH (roneneHHblil Ha 100), a 3aTeM BBIMHUTAIOT 3TO MPOU3BEACHHUE M3 OOILIEro 4ucia
amuHOKUCIIOT B SEQ ID NO BbIIIe, uiu:

n.sub.a.ltorsim.x.sub.a - (x.sub.a.y),

rae n.sub.a npeacrasisier coO0H YHUCIO U3MEHEHUH aMUHOKHCIIOT, X.sub.a MpencTaBiseT
coboit obmee uncno amuaOkucaoT B SEQ ID NO, yka3aHHBIX BbIIIE, & Y COCTABIISIET, HATIPUMED,
0,70 nns 70%, 0,80 mns 80%, 0,85 mist 85% wu T. n., U mpu 3TOM JEOOOE HELeNoe HYUCTIO
NOJIy4eHHs X.sub.a 'y OKPYTIISIOT C YMEHBLIEHNEM 10 OJIFPKAMIIero Hejoro Yncia, MPekae YeM
BBIUECTD €r0 M3 X.Sub.a.

[Tpumepsl mocnenoBaTebHOCTEH BapradeabHBIX 00JacTel TSIKEIOW U JIETKOHW Iernei u
UX Vy4YacTKOB IIpefacTaBiieHbl B BblmleykasaHHbix SEQ ID NO. AmnTuTena HacTosliero

n300peTeHNs] WM UX OIpe[eNeHHble BapHaHTbl MOTYT COAEp)KaThb J000€ YHUCIO OCTATKOB
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CMEKHBIX AMUHOKHCIIOT U3 aHTHTENA HACTOSIIEr0 H300PETEeHNs, IPUYEM 3TO YUCIIO BBIOPAHO U3
rpynmnsl 1enbix uncen B uHtepsajie 10-100% ot uncna nocnenoBaTeabHbIX OCTATKOB B AHTUTEIE
k WJI-23. JlnuHa 7[aHHOM MOANOCAENOBATENBHOCTH MOCJIENOBATENbHBIX aMHUHOKHUCIIOT
HeoOs3aTeIbHO COCTABIISIET IO MeHblIel Mepe okoJo 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110,
120, 130, 140, 150, 160, 170, 180, 190, 200, 210, 220, 230, 240, 250 umu Oojiee AMUHOKHUCIIOT,
win  mo0OW MHTepBaJ, WIM 3HaueHHWe B HeM. Kpome TOro, KOJHMYECTBO TaKUX
HOATIOCIEIOBATEIBHOCTEH MOKET MPENCTaBIATh COOOH Jr000e Ienoe 4Yucio, BbIOpaHHOE u3
rpynnsl, cocrosmen usz 1-20, Hanpumep, no MeHbluel Mepe 2, 3, 4 wim S.

CoriacHo OmNpeneneHuro CIEUATUCTOB B JaHHOH 00JacTH, HACToslIee H300peTeHHe
BKJIFOYAE€T MO MEHbLICH Mepe OIHO OHOJOrMYeCKH AaKTHBHOE AaHTHUTENO HACTOSILETO
n3o0pereHusi. bBUONOrMYecKH AaKkTHBHBIE aHTHTENa OONAamar0T YIOENbHOH aKTUBHOCTBIO,
cocrapJsiroleit mo Mensbiueit mepe 20%, 30% umu 40%, 1 NPEanOYTUTENILHO TTO MEHbINIEH Mepe
50%, 60% wunu 70%, u HauboJjee NPeAnoYTUTEIHHO Mo MeHbInel Mepe 80%, 90% wmu 95-100%
win Oonee (Bkimowass Oe3 oOrpaHudeHHi BIUIOTH A0 10-KpaTHOTrO yBEJNWYEHHUS YAEIbHON
AKTUBHOCTH) OT aKTUBHOCTH HAaTHBHOTO (HECHHTETHYECKOTr0), SHAOTEHHOTO WM POACTBEHHOTO
eMy © wusBecTHOro anturena. CrnocoObl KayeCTBEHHOIO M KOJIMYECTBEHHOTO aHaJH3a
(epMEeHTaTUBHOW AaKTHBHOCTHM M  CyOCTPaTHOM CHeuu(UYHOCTH XOPOLIO  HM3BECTHBI
CTHEeLMAINCTaM B JAHHOM 00J1acTH.

B npyrom acmekre u300peTeHHE OTHOCHUTCS K YEJIOBEUECKMM AaHTHUTENaM U
AHTUTeHCBSA3BIBAIOIIMM (parMeHTaM, Kak OIMCAHO B HACTOSIIEM JOKYMEHTE, KOTOpbIe
MOIU(PHUIMPYIOT TYyTEM KOBAJIEHTHOIO TIPUCOEAMHEHHUs] OpPraHU4YecKod (PyHKLHMOHAIBbHOM
rpynmnel. Takas mopudukanus MO3BOJSAET CO3[AaTh AHTUTENO WM CBA3BIBAIOIIMNA AHTUIEH
(dparMeHT ¢ yay4IIeHHbIMH (papMaKOKHHETUYECKUMHU CBOWCTBAMM (HANpUMeEp, YBEIHUYEHHBIM
NEepHOAOM MOJYKU3HHU in Vivo B ChIBOPOTKE). B kauecTBe OpraHn4eckoi (yHKIHOHAIbHOU
IPYIIIBI MOKHO HCIIONB30BATh JIMHEHHYIO MM PA3BETBICHHYIO THAPOPMIBHYIO MOJUMEPHYIO
IPYIy, TPYIIy S>KAPHOH KHUCJIOTBI WM TPYINY CIOXKHOTO 3(HUpa >KUPHOH KHUCIOTHL. B
KOHKPETHBIX BAapUAHTaX OCYIIECTBJICHUS TMAPOQUIbHAS TOJMMEpHAs TIPYIIa MOXET HMETh
MOJIEKYJSIpHYIO Maccy oT okojio 800 nmo okomo 120 000 manmbTOH W NPEACTaBIATH COOOIM
MOJIUAIKAHTJIMKONb (HanpuMep, nonudTiieHrukob (I1917), monunponunenrivukons (IT1D0)),
YTJIEBOAHBIN MOJNUMEP, aMHHOKHUCIOTHBIN MOJMMEp W TOJUBUHWINUPOIUIAOH, a TIpyImna
JKUPHOU KUCIIOTBI WJIM TPYIIA CJIOKHOTO 3(prpa KUPHOH KUCIOTHI MOKET COIEPkKATh OT OKOJIO
BOCBMH JI0 OKOJIO COPOKa aTOMOB yIJIEpOAa.

MonuunrpoBaHHbIE aHTUTENIA 1 AHTHUTCHCBSI3bIBAIOLINE (PPArMEHTBI MOTYT COAEPIKATH
onHy wiu Ooyiee OpraHMYECKHUX 3BEHbEB, KOTOPBIE HMMEIOT TNPSMYI0 WIH  HENPSMYIO
KOBAJIEHTHYIO CBs3b C aHTUTeNoM. Kaknast opranndeckast pyHKLHNOHATIbHAS TPYIIA, CBsI3aHHAS
C AHTUTENIOM WM C AHTUTCHCBS3BIBAIOIIUM (PAarMEHTOM H300pETEHUs, MOKET HE3aBHCHMO
NPEACTABIATh COOOHM TuAPO(UIBHYIO MOJIMMEPHYIO TPYIIy, TPYNIY SKUPHOH KHUCIOTHI HIIU
TPYIIY CJIOXKHOTO 3(upa >XUPHOW KUCIOTHI. B KOHTEKCTE HACTOSIIEro AOKYMEHTa TEPMHH
«CKUpHasl KUCJIOTa» OXBATHIBAET OJHOOCHOBHBIE M JABYXOCHOBHBbIE KapOOHOBbIE KHCIIOTHL. B

KOHTEKCTC HACTOALICTO JOKYMCHTA TCPMHUH ((FI/II[pO(I)I/IJ'IbHaﬂ NOoJIMMEpHas rpynmna» o0o3HavaeT
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OpPTaHUYECKUH TOJIMMEp, OONamaroIui Jydield pacTBOPUMOCTBIO B BOJE, Y€M B OKTaHE.
Hanpuwmep, nonunmsuH nydine pacTBOpsieTCs B BOJE, YeM B OkTaHe. TakuM oOpa3oM, aHTHUTEIIO,
MOIU(PHUIMPOBAHHOE TyTEM KOBAJIEHTHOTO TPUCOEAMHEHHs IOJNWJIN3MHA, BKIIOYEHO B
nzo0perenne. I'uapodunbHble MONUMEPBI, NpUEMIIEMble U1 MOAMDUKALUU  AHTHUTEN
U300peTeHus, MOryT ObITh JMHEHHBIMU WM Pa3BETBJICHHbIMH, U BKJIIOYAIOT, HANpHMep,
nosmankaHriaukony (Hanpumep, 1317, MoHOMeTOKCcHuTonu3 THIEeHT UKo (MIIOT), T u T. ),
yriaeBoAbl (Hampumep, HEKCTPaH, LEJUII0JIO3y, OJMIocaxapuibl, IMOJNUCAXapuabl U T. IL.),
NOJIUMEPBI THAPOPUIBHBIX AMHHOKHUCIIOT (HATIPUMEp, TIOJIMIIU3KH, TIOJHAPTUHIH, OJHACapTaT
U T. ), OKCUIBI MOJHAJIKAHOB (HAMPUMEp, MOJUITHICHOKCHI, TIOJUITPOMUICHOKCH U T. 1) U
NOJUBUHWIMUPPONUAOH.  [mapoduibHbIl  mojauMep,  MOAM(DHUUPYIOIIUHA  AHTHUTEJO
n300peTeH s, MPEANOUTUTEIFHO UMEET MOJIEKYJISIPHYIO Maccy oT okosio 800 o okoso 150 000
JANbTOH, KaK OTAeNbHBINA (pparmeHT Moyekynbl. Hanpumep, [T 5000 11 [191 ¢ goo, TOE HIKHUIN
MHJIEKC O3HA4YaeT CPEOHIOK MOJIEKYJSIPHYIO Maccy MOoJIMMepa B AanbTOHaX. | mupoduibHas
MOJIMMEpHAs IPyMa MOXeT UMETh OT OJJHOTO 0 OKOJIO IIEeCTH 3aMEeCTUTEeNell - TPy alKuia,
KUPHOW KHCJIOTBI WM CJIOXHOTO 3(pupa >KUPHOW KHCIOTHL. [ HIpOouiIbHBIE MOTMMEPHI C
3aMEeLIA0IIEe TPYNnoH XUPHOW KHCIOTHI WIHM CIOXKHOTO 3(upa >KUPHOH KHUCIOTBI MOYHO
NoJy4aTh C NPUMEHEHHEM TMpHeMJIeMbIX crocoOoB. Hampumep, mnommmep, comep Kamquii
AMHUHOTPYIIIY, MOXET OBITh CBsI3aH C KapOOKCHIIATOM KUPHOW KHCIOTHI WJIH CIOKHOTO 3(pupa
JKUPHOW KHCJIOTBL, a AKTHUBHPOBAHHBIA KapOOKcwnaT (Hampumep, akTuBUpoBaHHbIH N, N-
KapOOHMIITUUMHIA30JI0M) Ha SKUPHOH KHCIIOTE WIN CIOXKHOM 3(Upe KUPHOH KHCIOTHI MOKET
OBITH CBSI3aH C TUIPOKCUIIBHON IPYMIION MoNuMepa.

JKupHble KHCIIOTHI U CJIOKHBIE 3(PUPBI JKUPHBIX KUCJIOT, MPUEMIIEMBbIE I MOJU(PUKALIIN
AHTUTEN M300pEeTeHUs, MOTyT ObITb HACHIIEHHbBIMU WM MOTYT COAEpKaTh ONHY wiu Oojee
HEHACBIIEHHbIX CBsA3ed. JKHUpHBIE KHUCIIOTBHI, TpHEeMJIeMble Uil MOAMGPUKALMU AHTHTEN IO
HACTOSIIEMY M300pPETeHHI0, BKIOYAKOT, Hanpumep, H-monekaHoat (Cjp, maypar), H-
terpanekanoat (Cy4, Mupucrar), H-oktanekanoat (Cig, cTreapar), H-3tiko3aHoat (C,g, apaxumar),
H-noko3anoat (Cp, Oerenar), H-TpuakoHtaHoat (Csp), H-TeTpakoHTaHoaT (Cyg), wyuc-A9-
oktanekanoat (Cis, onear), moaHoCTbIO yuc-AS,8,11,14-sliko3arerpaenoar (Cyo, apaxumoHar),
OKTaHAMKAPOOHOBYIO KHCIIOTY, TETPAACKAHIUKAPOOHOBYIO KHUCIIOTY, OKTaICKaHIUKAPOOHOBYIO
KHCJIOTY, JOKO3aHAMKApOOHOBYIO KHCJIOTY M T. NI. Ilpuemiemble ClOXKHbIE 3PUPBI JKHPHBIX
KHCJIOT BKJIFOYAKOT CJIOXKHBIE MOHO3()HPBI TUKapOOHOBBIX KHUCJIOT, COAEPIKALINE JIMHEHHYIO I
Pa3BETBIEHHYIO TPYIIy HU3IIEro ajkuja. ['pynmna HM3IIEro ajkujia MOXeT COAepKaTb OT
OJIHOTO /10 OKOJIO ABEHALIATH, MPEANOYTUTEIBbHO OT OAHOIO A0 OKOJIO LIECTH aTOMOB YTJIeposa.

MonupurpoBaHHbIE YEJNOBEYECKHE AHTUTENa M AHTUTCHCBS3BIBAIOIUE (PParMEHTHI
MOJKHO TIOJTy4YaTh € MOMOIIBIO MMPUEMIIEMOTO CIOC00a, HApUMep MyTeM PEaKUH C OXHUM HIIH
Oonee MOOUPUIMPYIOLIMMHU areHTaMH. B KOHTEKCTe HAaCTOSINEero MAOKYMEHTa TEePMHUH
«MOIM(MULIMPYIOIIUNA areHT» OTHOCUTCS K IPHEMIIEMOM OpPraHMYecKOW rpymme (Hampumep,
rUAPOPHIBHOMY TOJHMEPY, KHUPHOHW KHUCIOTE, CIOXKHOMY 3(HUPY KUPHOM KHUCIOTHI), KOTOpas
COMEPKUT AaKTUBUPYIOLIYIO TIpynmy. «AKTHUBUPYIOLIAs Tpynma» oO3Ha4aeT XUMHUYECKHM

¢parmMeHT WM (YHKIMOHAJNBHYIO TPYIMIy, KOTOpPble IpPH MOIXOASLINX YCIOBUSAX MOTYT
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BCTYIIaTh B PEAKIIUIO CO BTOPOH XUMHUYECKON I'PYIIION U MPH 3TOM 00pa30BBIBATh KOBAJIEHTHYIO
CBSI3b MEXAY MOAMDHUUMPYIOIIMM BELIECTBOM M BTOPOM XMMHYeCKOH rpynmoi. Hampumep, k
pearupyroLUuM ¢ aMIHOM aKTUBHUPYIOIIUM IPYIIIIAM OTHOCATCS 3JEKTPO(PUIbHBIE TPYIIIIbL, TAKHUe
KaKk TO3WIaT, Me3ujar, rajoreH (xymop, Opom, d¢rop, i#ox), crnoxksble >¢upbr N-
ruapokcucykmanmuamia (NHS) u T. m. AKTHBHpYOIIUE TPYyMIibl, CIIOCOOHBIE pearnpoBarhb €
THOJIAMH, BKIIFOYAIOT, HAIPUMEp, MAJEMMUA, HOAALETHI, aKPIIOIUI, AUCYJIb(GUABI MTUPUANIIA,
THON S5-THON-2-HUTpoOeH30iHoN kucnotel (TNB-tHonm) u 1. n. ®PyHKUMOHANBHAS TIpyImna
aNbIeruia MOXeT ObITh CBSI3aHA C AMHH- WJIU THAPA3UI-COAEPKALTUMH MOJIEKYJIaMHU, a TPyIna
a3ua MOXKET pearnpoBaTb C TpexBaJeHTHOW (ocdopHOl rpymmoii ¢ oOpa3oBaHueM
dbochopamupatabix Wi  pochopuMumHbIX CBszei. [Ipuemiiembie  CrocoObl  BBEIECHWS
AKTUBUPYIOIIUX TPYMNII B MOJIEKYJIBI HM3BECTHbI CIELUAINCTAM B JaHHOH oOmactu (cM.,
Hanpumep, Hermanson, G. T., Bioconjugate Techniques, Academic Press: San Diego, CA
(1996)). AxTuBHpYyrOLIas rpynmna MOXeT ObITb CBsi3aHA C OPraHMYECKOW Tpynroi (Hampumep,
rHAPOPHIIBHBIM TOJHMEPOM, KUPHOU KUCIOTOH, 3(UPOM JKUPHOH KHUCIIOTBI) MPSIMO HITH Yepes3
JUHKEPHOE 3BEHO, Hampumep aByxBajeHTHyI rpymmy C;-Cip, B KOTOpoH omamH wiu Oonee
aTOMOB YIJIEPOAA MOTYT 3aMeLIaThCs TeTEPOaTOMOM, TaKUM KakK KHCIOPOA, a30T WM cepa.
IIpuemnemMble TMHKEPHbIE 3BE€Hbsl BKIJIIOUAIOT, HAIIPUMeEp, TeTpasTuieHrnukonb, -(CHy)s-, -NH-
(CH2)6-NH-, '(CHZ)Z‘NH' u -CHz-O-CHz-CHz-O-CHz-CHz-O-CH-NH-. MOI[I/I(l)I/II_II/Ipy}OH_II/Ie
areHThl, KOTOpbIE CONEPKAT JIMHKEPHYIO (PYHKIMOHAIBHYI TPYMIy, MOXHO THOJy4YaTh,
HarpuMep, MyTeM peakiuu MOHO-Boc-anmkungunammuba (Hampumep, MOHO-Boc-3TunennuamuHa,
MOHO-Boc-nmuammuHorekcasa) ¢ SKUPHOM  KHMCJIOTOW B mpucytcTBuUM  1-3Tmi-3-(3-
aumeTtminamuHomnponmn)-kapoboauumuna (EDC) ¢ oOpa3zoBaHueM aMUIHOM CBS3M  MEXAY
CBOOOHBIM aMMHOM M KapOOKCHJIATOM >KMPHOH KHUCJIOTBHL 3aIlUTHYIO rpymnmny Boc MOKHO
yIajsiTh U3 MpoAykTa myteM oOpaboTku TpudTopykcychoit kucinoroir (TFA) ¢ oTkpbiruem
NEePBUYHOIO aMMHA, KOTOPBI MOXET ObITh CBSI3aH C APYIMM KapOOKCHJIATOM, KaK OIHCAaHO
BBbILIE, WJIH OH MOJKET BCTYNAaTh B PEAKIMIO C MAJEWHOBBIM AHTHIAPUIOM C 3aMBbIKAHUEM
MOJIY4€HHOTO MPOAYKTA B LIUKJI M MOJYYeHHEM aKTHBUPOBAHHOTO MAJIEMMHUTHOTO MPOU3BOTHOTO
xupHOU kucaotel (Cwm., Hampumep, Thompson, et al., WO 92/16221, comepskaHHe KOTOPBIX
TIOJTHOCTBIO BKJIFOUEHO B HACTOSLIHMIA JOKYMEHT IyTEM CCBIIKH).

MonupupoBaHHbIE AHTHTENa MOXKHO TOJIy4aTh MyTEM pEaKLUUH YeJOBEYECKOro
aHTHTENIa WM aHTUTCHCBS3BIBAIOINErO (pparmMeHTa ¢ MOoAupHUUHPYIOIMM areHToM. Hampumep,
opraHuydeckre (PyHKLIHOHAJIbHBIE IPYIIIbI MOTYT OBITH CBSI3aHBI C AHTUTEJIOM HECTEU(PHIHO K
CaiTy C TIOMOLIBIO PEArHPYIOIIEro ¢ AaMHHOM MOIU(UIIMPYIOLIETO areHTa, HalpyUMep CIOKHOTO
s¢upa NHS u 131", MonuduumpoBaHHbIe YeJIOBEYECKHE AHTUTENA HJIM AaHTUT€HCBS3bIBAIOIINE
(¢parMeHTbl MOXHO TakXe TIOJy4aTb IIyTeM BOCCTAHOBJICHUS OHCYJIb(UIAHBIX CBSI3Ei
(HarpuMep, BHYTPULIETIOUEYHBIX TUCYIb(QUIHBIX CBsI3€H) aHTUTENA WIIM AHTUT€HCBSI3bIBAIOLIETO
¢parmenta. BocCTaHOBIEHHOE AHTUTENO WM AHTUTEHCBS3BIBAOIIUN (parMeHT MOXKeT
BITOCJIEICTBHH B3aUMOJAEHCTBOBATh C PEArHPYIOIUM C THOJIOM MOAU(DHIUPYIOIIMM areHTOM C
NOJlydeHHeM  MOAM(ULMPOBAHHOIO  aHTUTEeNa  u3o0pereHms.  MoauduuupoBaHHBIE

YCJIOBCUCCKUEC AHTUTCIAa W CBA3BIBAOIINEC aHTHUI'CH (I)paFMeHTbI, COACPIKAIUE OPraHUYCCKOC
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3BEHO, KOTOPOE CBSI3aHO C OIPEeNIEHHBIMH yUaCTKaMH aHTHUTENIA 110 HACTOSIIEMY H300PETEHHIO,
MO>KHO TIOJIYYaTh C TIOMOIIBIO MPUEMIIEMBIX CIIOCOOOB, TakMX Kak oOpaTHbIil nporeomus (Fisch
et al., Bioconjugate Chem., 3: 147-153 (1992); Werlen et al., Bioconjugate Chem., 5: 411-417
(1994); Kumaran et al., Protein Sci. 6(10):2233-2241 (1997); Itoh et al., Bioorg. Chem., 24(1):
59-68 (1996); Capellas et al., Biotechnol. Bioeng., 56(4): 456-463 (1997)), a Takxke crnocoOos,
onucanHbix B Hermanson, G. T., Bioconjugate Techniques, Academic Press: San Diego, CA
(1996).

B cnocobe HacTosmiero n3o0peTeHns Takke MPUMEHSFOT KOMIO3UIHo antuten k WJI-
23, copepskallyl0 IO MEHbLIEH Mepe OAHO, IO MEHbLIEH Mepe ABa, IO MEHbIIEH Mepe TpH, N0
MEHBLIEH Mepe YeThIpe, 0 MEHbLIEH Mepe MsITh, O MEHbINEH Mepe LIeCTb WK 00oJiee aHTUTEN K
WNJI-23, kak OmMMCaHO B HACTOSILEM JOKYMEHTE W/MJIM HM3BECTHO CHENHAJINCTaM B JAaHHOH
00J1acTH, TPENCTABJIEHHBIX B BHIE HE BCTPEUAIOLICHCS B NMPUPOAE KOMITO3UIUH, CMECH MU
¢dopmbl.  Takue  KOMIO3HUIUH  TPEACTABISIFOT  COOOH  KOMITO3MLIMU  HENPUPOIHOTO
MIPOUCXOXKJIEHUs, COJIeprKalllie 10 MEHbLIeH Mepe OAUH WK ABa MOJHOPAa3MEPHBIX, HMEIOLIUX
C- w/mm N-KOHIEBYIO AENEeNHI0 BapUaHTa, TOMEHa, (parMeHTa MM OTNpEeNeSIeHHbIX BapHaHTa
AMHHOKHCJIOTHOH MOCIIENOBATENbHOCTH aHTHTeNa K MJI-23, BEIOpaHHOM U3 IPYMIIbI, COCTOSIIEN
u3 70-100% mocnenoBaTenbHbIX AMUHOKHCIOT ¢ yka3aHHbiMH Bbimie SEQ ID NO, wmm
OTIPENeNeHHBbIX UX (PparMeHTOB, JOMEHOB HJIM BapHaHTOB. lIpennouTurenbHblE KOMITO3ULIUH
antuten k WJI-23 BkmOYArOT MO MEHblLIEH Mepe OAWH WM JIBa MOJHOPAa3MEPHBIX BApPUAHTA,
¢parmMeHTa, TOMEHa WJIM BapuaHThl 1Mo MeHblnel mepe oxguoit CDR wumu LBP, comepskammimx
nocnenosaTenbHocTy anTutena k MJI-23, onucaHHOro B HacTOsIIIEM JOKyMEHTe, Hanpumep, 70-
100% BbiueykasanHbix nocienoBatenbHocTet SEQ ID NO, wiu ux onpeneneHHbIX
(¢parMeHToB, OMEHOB WM BapuaHTOB. IlpenmouTHTesbHbIE KOMIIO3ULUH AONOJHHUTEIBHO
conep:kat, Harpumep, 40-99% no menblie mepe onuoit u3 70-100% mnocnenoBaTenbHOCTEH C
ykasanHbiMu Bblle SEQ ID NO u T. a. wimm uX onpeneieHHbIX (parMeHTOB, JOMEHOB HIIH
BapUaHTOB. [IpOLIEHTHBIE JOJNM TAaKOW KOMIIO3MLUHU OMpPEAeNsioT 1O Macce, O00beMy,
KOHLIEHTPALUH, MOJIIPHOCTH WJIM MOJISJIBHOCTH B JKMIKHX MJIM CyXHUX PacTBOPax, CMeECsX,
CYCIIEH3USIX, SMYJIbCUSIX, YaCTULaX, MOPOLIKE MIN KOJUIOMAAX, KaK W3BECTHO CIHEIHAJINCTaM B
TaHHOM 00JIACTH MJTH OMHCAHO B HACTOSIIIEM JIOKYMEHTE.

Komno3uunu anture, cogepskaijyue J0N0JHHTE/bHbIE TepaANeBTHYECKH AKTHBHbIE
BellecTBa

KoMnosnuuu aHTUTEN, TPUMEHseMble B CIOCOOE HACTOSALIEro H300peTeHus,
HEeo0s13aTeIbHO MOTYT JIONOJHHUTENBHO COAEPKaTh 3PPEeKTHBHOE KOJMUECTBO MO MEHbIIEH Mepe
OJHOTO COEAMHEHUs] WJIM OeNKa, BBIOPAHHOIO W3 MO MEHbIIEH Mepe OIHOrO JIEKapCTBEHHOTO
cpenctBa (JIC) mporur wnapekuu, JIC mns cepaedno-cocynuctoit cucremsl (CCC), JIC mus
nentpanbHoi HepHOH cuctemel (LITHC), JIC nns aBronomHoi HepsHO# cuctembl (AHC), JIC
s aeixarensHoro Tpakra, JIC mms sxenymouno-kumewnoro tpakta (JKKT), ropmonansHOrO
JC, JIC nns OamaHca SKUOKOCTH WM JJIEKTPONHMTOB, remarojorudeckoro JIC,
nportusoonyxonesoro JIC, ummynomonynupytouiero JIC, JIC nns rnas, yweit unu Hoca, JIC nns

MecTHOro npumeHnenusi, nurarenbHoro JIC u 1. m. Takue fekapCTBEHHbIE CPEACTBA XOPOLIO
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W3BECTHBI CIIELIUAINCTAM B JAHHOH OOJIACTH, BKJIFOYAs COCTaBbl, MOKA3aHMsI, AO3bl M BBEICHHE
IUI KaKAOro mpexacraBieHHoro B HacrosimeM onucanuu JIC (cm., Hampumep, Nursing 2001
Handbook of Drugs, 21% edition, Springhouse Corp., Springhouse, PA, 2001; Health
Professional’s Drug Guide 2001, ed., Shannon, Wilson, Stang, Prentice-Hall, Inc, Upper Saddle
River, NJ; Pharmacotherapy Handbook, Wells et al., ed., Appleton & Lange, Stamford, CT,
Kakaast U3 MyOJIMKALUI MOJTHOCTBIO BKJIFOYEHA B HACTOSLIMH TOKYMEHT IyTeM CCBUIKH).

ITpuMepoM JIeKapCTBEHHBIX CPENCTB, KOTOPble MOXXHO KOMOMHHPOBATH C AHTHTEJNAMH
s crmocoba HAcToSIEero W300peTeHus], SBJSIeTCS MPOTHBOMH(EKIIMOHHOE JIEKapCTBEHHOE
CPEACTBO, KOTOPOE MOKET MPECTABISATh COOOI MO MEHbIIEH Mepe OTHO CPEICTBO, BHIOPAHHOE
U3  amMeOMIMIOB, WJM 1O MEHbIIEH Mepe OJHOr0 M3  MPOTHBOINPOTO30MHBIX,
NPOTHBOTEJIbMUHTHBIX, MPOTUBOTPHOKOBBIX, MPOTUBOMAISIPUNHBIX, MPOTUBOTYOEPKYJIE3HBIX
CPEACTB, WIM MO MEHbINEH Mepe OJHHM U3 MPOTHUBOJENPO3HBIX CPEACTB, AMUHOTJIMKO3UIOB,
NEHULWUINHOB,  11e()aJOCIOPUHOB,  TETPALMKINHOB, Cyib(poHAMHIOB, (PTOPXHHOIOHOB,
NPOTHBOBUPYCHBIX,  MAaKPOJHIHBIX  MPOTHBOMH(EKIMOHHBIX  CPEACTB W MPOYHX
NPOTHBOMH(EKIMOHHBIX cpencTB. I 'opmonanbHoe JIC MOXeT npencTaBisiTe COOOH MO MEHbINEH
Mepe OIHO CPENCTBO, BHIOPAHHOE M3 KOPTHUKOCTEPOHIIOB, aHAPOTEHOB, WM IO MEHbIIEH Mepe
OJTHOTO U3 aHAOOJIMUYECKUX CTEPOUIOB, 3CTPOr€HOB, WM IO MEHbIIEH Mepe OJTHO U3 NMPOTeCTHHA,
rOHaOTponuHa, aHtuauadernyeckoe JIC, mnmM mo MeHbIIEH Mepe OJHO U3 TIIFOKAroHa,
TUPEOHIHOTO TOPMOHA, aHTArOHUCTA THPEOHIHOTO FOPMOHA, FOpMOHa runogusa u nogo0HOro
naparropmony JIC. ITo meHbIneli Mepe onuH 1edajoCOpuH MOXKET MPEACTaBISATh COOOH Mo
MeHbLIEH Mepe OAWH, BbIOpaHHBIM H3 ULedakiopa, Ledanpokcuna, Leda3oguHa HATPUS,
uepanHupa, rugpoxyiopuna nedennma, uepuxkcuma, uedmerazona HaTpus, LePOHULUTA
Hatpus, nedonepazoHa HaTpus, LedoTakcuMa HaTpus, LedoreraHa AUHATPUA, LEe(POKCUTHHA
HaTpusi, nenoJOKCHMa MPOKCeTHa, nednposuia, uedprasuauma, nedrudyrena, negrusokcuma
HaTpus, e TpruakcoHa HaTpus, nedypokcuMa akceTuna, LedypokcruMa HaTpusi, THAPOXJIOPHIA
uedasekcruHa, MOHOruapara uedanekcuHa, nedppaanHa u jgopakapoeda.

ITo meHbLIeH Mepe OOUH KOPTHKOCTEPOHI MOXKET MPEACTABISATh COOOH MO MEHbLIeH
Mepe OIMH, BHIOpaHHBIA U3 OeTameTa3oHa, auerara Oeramera3oHa win ¢pocdara GetamerazoHa
Hatpusi, ¢ocdara OeramerasoHa HATpUs, KOPTU3OHA aleTata, MAEKCAMETa30Ha, alerara
nexcameTa3ona, pocdara qekcameTa3oHa HaTpus, anerara (uyIpoKOPTHU30HA, THAPOKOPTHU30HA,
arieraTa THIPOKOPTHU30HA, LHUIHMOHATA THUAPOKOPTHU30HA, (ocdara THAPOKOPTU3OHA HATPHS,
CYKLMHATa THIPOKOPTHU30HA HATPUS, METIJINPEAHU30JI0HA, Aalerata METHIINPEIHU30JI0Ha,
CYKLIMHATa METHIIPEAHU30JI0HA HATPHS, IPEIHU30JIOHA, alleTaTa MPEeIHU30JI0HA, TPEIHI30JI0HA
dochara Harpusi, TeOyTara MPENHU3OJOHA, NPEIHU3OHA, TPUAMIMHOJOHA, AaleTOHUIA
TPUAMLIMHOJIOHA W JHUalerara TpUaMOMHONOHA. [lo MeHbIedl Mepe OAMH aHAPOTeH WU
aHaOONMYECKUH CTEPOUT MOXKET MPEACTABIATh COOOH MO MEHbLIEH Mepe OAMH, BRIOPAHHBIN M3
naHasona, (QIFOOKCHMECTEPOHA, METHITECTOCTEPOHA, IeKaHOATa HAaHAPOJIOHA, (PEeHIPONHOHATA
HAHIPOJIOHA, TECTOCTEPOHA, LMIMOHATA TECTOCTEPOHA, SHAHTATAa TECTOCTEPOHA, MPOIHUOHATA
TECTOCTEPOHA M TECTOCTEPOHA B TPAHCAEPMAIbHOMN CUCTEME.

ITo meHbIIel Mepe ONMH UMMYHOMAETPECCAHT MOXKET MPENCTaBJIsITh COOOH MO MEHBIIEH
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Mepe OIWH, BBIOpPAHHBIH W3 a3aTHONpPHHA, Oa3mnMkcuMada, LUKIOCTIOPHHA, AAKJIN3ymada,
UMMyHoroOynuHa mumdounTtos, MypomoHada CD3, MukodeHnomsta Modernia, mukodeHnonsata
Mo(eTna THAPOXIIOPUAA, CHPOIUMYCa U TAKPOJINMYCa.

ITo meHblLIeH Mepe OAHO NMPOTHUBOMH(EKIIMOHHOE JIEKAPCTBEHHOE CPEICTBO MECTHOIO
JEMCTBUS MOJKET TMPEACTABIsITH COOOW MO MeHbLIEH Mepe ONHO CpPeACTBO, BBIOpAHHOE U3
alMKIIOBUpa, amdoTrepunrHa B, kxpema ¢ a3enanHOBOH KHUCIOTOH, OarmTpalHa, OyTOKOHA3051a
HUTpata, ¢ochara KIMHIAMHULMHA, KJIOTPUMA30jia, HUTpaTa S5KOHA30Ja, SPUTPOMHLUHA,
cyiabara TreHTAMUIMHA, KETOKOHA30ja, auerara MadeHuaa, MeTpoHHgaszosna (MEeCTHOTrO
AEeWCTBUS), HHUTpAaTa MHUKOHA30J1a, MYMNHMPOLWHA, Tuapoxiopuna HadtuduHa, cynbdara
HEOMUIIMHA, HHUTpodypa3oHa, HHUCTATUHA, CcyibdamuasuHa cepeOpa, THUAPOXJIOpHIA
TepOuHad¥HA, TEpKOHA30J1a, THAPOXJOPUIA TETPALMKINHA, THOKOHAa3oyma u TonHadrara. [lo
MeHbIIeH Mepe OHO JIEKAPCTBEHHOE CPENCTBO IMPOTHUB YECOTKH WM MEAUKYIULHUI MOXET
NPEACTABISTH COOOI MO MEHbIIEH Mepe OTHO CPEACTBO, BBHIOPAHHOE U3 KPOTAMUTOHA, JINH/IAHA,
nepMeTpuHa U nupeTpuHOB. Ilo MeHblIel Mepe OAWMH KOPTUKOCTEPOUZ [UIsl MECTHOIO
NPUMEHEHUST MOXET TNPEACTaBIATh COOOW 1O MEHbLIeH Mepe OIWH, BHIOPAHHBIA U3
aumnponuoHaTa OeTamerasoHa, Bajiepara OeTrameTa3oHa, MPOMNMHOHATa KiIoOeTas3osa, Ne30HUAA,
Ie30KCHUMETa30Ha, JAeKcaMeTa30Ha, docdara nekcaMeTa3oHa HaTpus, Auanerara audaopasoHa,
aneronuna (uyounHosnoHa, (uyouuHoHuna, (uypaHapeHonuna, (GIyTHKa30HA MPOIMUOHATA,
rajIOHN/A, THIPOKOPTHU30HA, alleTaTa THAPOKOPTU30HA, OyTHpaTa rHIpOKOPTH30HA, BajiepaTa
THIPOKOPTH30HA, (ypoaTa MOMETa30HA W aleToHuna TpuamnuHosnoHa (CM., Hampumep, CTp.
1098-1136 B Nursing 2001 Drug Handbook.)

Komnosunuu anturen k MJI-23 MOryT HONOJHUTENBHO COAEPKATh MO MEHBIIEH Mepe
OJTHO M3 JIOOBIX MpUEMIIEMbIX 1 3(()EeKTUBHBIX KOTMYECTB KOMIO3ULIMH HITH (hapMarieBTHUECKON
KOMIIO3ULIMH, COAep Kallell Mo MeHblIell Mepe ogHo aHtuteno k MJI-23, koropoe npuBozAT B
KOHTAKT WJIN BBOAAT B KJIETKY, TKaHb, OpPTraH, )XMBOTHOMY HWJIH NAaLUEHTY, HY>KAAOIIEMYCsS B
TAKOM MOJYJHPOBAHUH, JICUCHHH WU TEPAIUH, JTOMOJHUTENBHO HEOOs3aTeNbHO ConepsKainei
10 MEHbIIEH Mepe OTHO CPEACTBO, BRIOPAHHOE M3 MO MeHbINeH Mepe ogHoro anraronucra ®HO
(mampumep, ©Oe3 OrpaHMYeHMN, XUMHYECKOro wiu OejkoBoro anrtaronucrta @PHO,
MOHOKJIOHAJIbHOTO WJIM TMOJIMKJIOHAIbHOrO anturena k ®HO wnm ¢parmeHTa, pacTBOPHMOTO
peuentopa @HO (Hanpumep, pSS, p70 nim p8S) mu PpparMeHTa, X CIUTHIX MOJUMIENTUIOB WIH
HU3KOMOJeKysipHoro anraronucra ®HO, nanpumep, ces3pBaromero @HO Genka I wmu 11
(TBP-1 wnmu TBP-II), Hepennmonmaba, wapmukcumada, stepHauenta, CDP-571, CDP-870,
adpemmmomaba, JeHeplenTa u T. I1.), mpoTuBopeBMarudeckoro JIC (Hampumep, MeTOTpeKcara,
aypaHopuHa, aypOTHOMNIIOKO3BI, Aa3aTHONPHHA, JTAHEPLENTA, 30JO0Ta-HATPHUS THUOMAJAaTa,
THJIPOKCUXJIOPOXHHA cynbdara, nedyHOMHITA, cyJib(hacaisuHa), UMMYHU3ALIHH,
UMMYHOIJIOOyJIMHAa, HMMYHOnenpeccanta (Hampumep, Oasmnmkcumaba, IHKJIOCTIOPHHA,
naknusymada), LUTOKMHA MM AHTarOHWCTa LUTOKMHA. He wuMeromue OrpaHuYUTENIbHOTO
XapakTepa MPUMepPbI TAKUX [IUTOKUHOB BKIIIOYAIOT Oe3 orpaHudeHuii modoi u3 or UJI-1 no NJI-
23 u pp. (mampumep, WJI-1, UJI-2 u 1. n.). Ilpuemnemble NO3HMPOBKH XOPOIIO H3BECTHBI

cnenuanuctaM B naHHoW oOmactu. Cwm., Hampumep, Wells et al., eds., Pharmacotherapy
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Handbook, ud Edition, Appleton and Lange, Stamford, CT (2000); PDR Pharmacopoeia,
Tarascon Pocket Pharmacopoeia 2000, Deluxe Edition, Tarascon Publishing, Loma Linda, CA
(2000), xasknast u3 MyONUKALUHN TOJTHOCTBHIO BKJIFOUEHA B HACTOSIINUN JOKYMEHT ITyTEM CCBLIKH.

CoenuHeHus, KOMIO3MLMU WM KoMOmHaumu anturen k MJI-23, npumensemsblie B
criocobe HacTOoSIIEero U300peTeH s, MOTYT AOIOJHUTEIBHO COAEPKaTh 110 MEHbLIEH Mepe OJHO
U3 JOOBIX NPUEMJIEMBbIX BCIIOMOTATENbHBIX BEIIECTB, TAaKHX Kak, 03 OrpaHUYeHHH,
paz0aBuTeNnb, CBA3yIOIEE BEINECTBO, cTaOmmu3arop, Oydepbl, conu, JUNOQPHIbHbIE
pacTBOPUTENH, KOHCEPBAaHT, AaAbIOBAaHT W T. 1. IlIpeanoyTUTeNbHBIMH  SIBISIFOTCS
(apMaleBTHUYECKH MPHEeMJIEMbIe BCITIOMOTaTeNIbHbIE BelecTBa. He mMeronue orpaHuYiTeIbHOTO
XapakTepa MPUMEPbl TAKHX CTEPWJIbHBIX PAaCTBOPOB M CIOCOOBI MX MPHUTOTOBJICHHUS XOPOLIO
W3BECTHBI CIIELMAIMCTAM B JAHHOH oOyacTh, Hanpumep, 0e3 orpaHuyeHui, onucansl B Gennaro,
Ed., Remington’s Pharmaceutical Sciences, 18® Edition, Mack Publishing Co. (Easton, PA)
1990. dapmaneBTHUECKH MPHEMIIEMbIE HOCUTEIH MOTYT OBITh BBIOpPAHBI OOBIYHBIM CITIOCOOOM,
UCXONs W3 TPUEMJIEMOCTH JJIsi IYyTH BBEIAEHHs, PACTBOPHUMOCTH W/WIU CTa0MIbBHOCTH
KOMITO3ULINH, cofeprkaiiei antureno k MJI-23, ¢parMeHT mim BapuaHT, KaK XOPOLIO U3BECTHO
CTHEeLUAINCTaM B JAHHOM 00JIACTH MJTH OMHCAHO B HACTOSIIIEM TOKYMEHTE.

dapmaneBTHUECKNE SKCLUUMUEHTb W JO0aBKH, HCIOJB3yeMble B IPENCTaBICHHON
KOMITO3UIIMH, BKJIIOYAIOT O3 orpaHuyeHud OeJNKH, NEeNTHUAbI, AMHHOKHCIOTBHL, JIUIMUABI U
yriaeBoas! (HampuMmep, caxapa, BKIIOYAask MOHOCAXApUABI, AU-, TPU-, TETPA- U OJUTOCAXaAPHUJIBL,
NPOM3BONHBIE CaxapoB, TaKW€ KaK albANThL, AJIbJAOHOBBIE KHCIOTBI, 3TepUPULIHPOBAHHbIE
caxapa U T. I, U NOJHCAaXapuAbl WU TOJUMEPHI CaXapoB), KOTOPbIE MOTYT IPUCYTCTBOBATH
OTAEIbHO UK B KOMOMHAIIUH, COCTABJISISI OTAEIBHO WM B koMOuHauuu 1-99,99% no macce win
no oowvemy. ITpumepnl OENKOBBIX 3KCLUIIHMEHTOB BKIIOYAIOT CHIBOPOTOUYHBIN albOYMHH, TaKOH
KaKk dYenoBe4ecKud cpiBOpoTouHbI anbOymuH (HSA), pekoMOWHAHTHBIN 4YeIOBeUeCKHi
anpOymun (rHA), xenatuH, Ka3eMH W T. I. TUNHYHbIE KOMIIOHEHTBI aMHHOKHCJIOT/aHTHTEI,
KOTOpPbIE MOTYT TAaK)K€ BBIOJHATh Oy(epHyr0 (YHKLHIO, BKIIOYAIOT aJaHUH, TJIHLWH, ApTHHUH,
OerauH, TUCTUAWH, TJYTAMHHOBYIK) KHCJIOTY, ACHAaparvuHOBYK) KHCJOTY, LHCTEHH, JIU3HH,
JeWIVH, W30JEHINH, BaJMH, METHOHMH, (QeHunananuH, acmapraMm wu T. 1. OnHOM
MPEANOYTUTENBHON aMUHOKUCIIOTOM ABJIAETCS TIIULIUH.

VYrieBoaHble SKCHUNHEHTBL, IPHEeMJIEMbIE Uil IPUMEHEHUST B U300PETEHNH, BKIIFOYAIOT,
HAIpuMep, MOHOCAaXapuabl, TaKue Kak (PyKTO3a, MaJbTO3a, rajakTo3a, IIFoKo3a, D-MaHHO3a,
copbo3a M T. I.; AMCAXapHIbl, TAKHE KaK JIAKTO3a, caxapos3a, Tperanosa, meuiodnosa u T. IL;
NOJICAaXapU/IbL, TaKUe Kak paduHO3a, METHINUTO3a, MAIBTOAEKCTPUHBL, IEKCTPAHBI, KpaXMaJbl 1
T. 1., ¥ aJBJWUTHI, TAKUE KaK MAHHHUT, KCHWJIHUT, MAJIbTHUT, JIAKTHT, KCUJHT, COPOUT (TIIFOLHT),
MHOUHO3HUT U T. M. lIpeAmnodTuTeNnbHbIMU YITIEBOMIHBIMU SKCLUIMUEHTAMH Uil IPUMEHEHHS B
HACTOSIIIEM M300PETEHNH SBISIIOTCS MAHHUT, TPeraios3a u paguHo3a.

Komnosnunu anturen k WJI-23 moryr Taxxke Biimoudarh B cebst Oydep mmm areHr,
perynupyromuii  pH, kak mnpaBwio, Oydep mnpencrapisier coOOH COJIb, MONYYEHHYIO W3
OpPTaHHYECKON KHUCIIOTHI HIJIM OCHOBaHUsA. PempeseHtaTnBHble Oy(eprpl BKIIOYAIOT COJNU

OpraHU4YEeCKUX KUCJIOT, TaKUE€ KaK COJIN JIMMOHHOM KHCJIOTHI, aCKOp6HHOBOﬁ KHCJIOTHI,
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TJIFOKOHOBOWM KHUCJIOTBI, YTOJIBHOW KHUCJIOTBI, BUHHOM KHCJIOTBI, SHTAPHOH KHUCJOTBI, YKCYCHOU
KHUCJIOTHI WK (praneBoit kuciotel;, Oydepsl Tpuc, rugpoxyopuna TpomeramuHa wiu ¢ocdara.
IIpennouturenbHbiMU OydepamMu sl UCTIONB30BAHUS B HACTOALIMX KOMIIO3MIIUSAX SIBJISIOTCS
COJIM OPTAaHUYECKUX KUCIIOT, TAKHE KaK LIUTpPAT.

Komnosumu anturen x MJI-23 MOryT HOMONHUTENBHO BKIIIOYATH B Ce0sl MOIUMEpHBIE
SKCLMITUEHTHI/A00ABKY, TaKHe KaK MOJMBHHIIIHPPOIHIOHBL, (HUKOUIbI (ITOJMMEpPHBIN caxap),
AeKCTpaThl (HaNpUMep, LHUKJIOAEKCTPHUHBI, TaKHe KaK 2-THIPOKCHIIPONIII-B-LUKIONEKCTPHH),
NOJIMSTUJICHTJIUKONM, ~ apOMAaTH3aTOPbl,  MPOTHBOMHUKPOOHBIE  areHThl,  MOACJIACTHTEIH,
AHTHOKCHJIAHTBI, AHTHCTATHYECKUE areHThl, MOBEPXHOCTHO-aKTHBHBIE BeLIECTBA (HATpUMeEp,
nonrcopOatel, Takue kak TBUH-20 u TBMH-80), mununet (Hanpumep, GochOTUIHIbL, KUPHBIE
KHCJIOTBI), CTEPOUABI (HAIIPUMED, XOJIECTEPHH) U XeaTupyromue areHTsl (Hanpumep, D/ATA).

OTU U JONOJHUTEIbHBIE U3BECTHBIE (papMalleBTUYECKHE SKCLUMUEHTHI H/HIH JTOOABKH,
IpueMiIeMble [JIl NPUMEHEHUs1 B koMnosuuusax anturen k MJI-23, ux y4acTkoB WM BapUaHTOB
B COOTBETCTBUU C HACTOSIIUM H300pETEHUEM, M3BECTHBI CIELMAINCTaM B JaHHOW obnactwy,
Hanpumep, nepeurciiedsl B Remington: The Science & Practice of Pharmacy, 19® ed., Williams
& Williams, (1995) u B Physician’s Desk Reference, 52" ed., Medical Economics, Montvale, NJ
(1998), conepkaHne KOTOPBIX MOJHOCTBIO BKJIOYEHO B HACTOSIIIUI JOKYMEHT IyTEM CCBHUIKH.
IIpennoyTUTENbHBIME MaTEPHAIAMH-HOCUTEIIMUA FJIM SKCHUIMUEHTAMH SIBIISIIOTCST  YIJIEBOZBI
(HarpuMep, caxapuabl U alnbIuThl) U Oydepbl (HarpuMep, IUTPAT) WIN TOJIUMEPHBIE areHThI.
ITprMepoM MOJIEKYIIBI-HOCUTEIISI SIBJIIETCS MYKOIIOJINCAXapU], THATyPOHOBAst KUCJIOTA, KOTOPYIO
MO>KHO HCIIOJIb30BaTh JUIs BHYTPUCYCTABHOT'O BBEIIEHIS.

Cocrasbl

Kak yka3aHO BbIlle, B HACTOAILIEM H300pPETEHMH MPEAJIOKEHbI CTAOMIIbHBIE COCTABBI,
KOTOpbIE MPEANOYTUTENBHO comepkat GocdarHblit Oydep ¢ HU3HONOrHIECKUM PACTBOPOM HJIH
BBIOPAaHHOW COJIBIO, a TAaKKe KOHCEPBUPOBAHHBIE PACTBOPBI M COCTABbI, COJEpIKALINE
KOHCEPBAHT, a TakKKe KOHCEPBUPOBAHHBIE COCTABbI JUIsi MHOTOKPATHOTO NPUMEHEHHS,
NPUTOAHbIE Ui (PapMALEBTHYECKOTO WJIM BETEPUHAPHOTO TNPUMEHEHUs, COAEepIKallue I1o
MeHbIllel Mepe omHO aHtuteno k WMJI-23 B ¢apmaneBTHYECKH MPHEMIIEMOM COCTaBe.
KoHcepBHpOBaHHBIE COCTaBBI COAEPIKAT MO MEHBbIICH Mepe ONWH KOHCEPBAHT, U3BECTHBIN MU
HeoO0s3aTeIbHO BBIOPAHHBIN M3 TPYMIIbI, COCTOSINEN M3 MO MEHbIIeH Mepe onHOro ¢eHona, M-
Kpe30Jia, M-Kpe30ja, O-Kpe3oja, XJIOPKpe3oJyia, OEH3UJIOBOro CrnupTa, (EHWIPTYTH HUTPHTA,
¢deHokcusTanoNa, popmarbaernaa, XIopOyTaHoIa, MarHus XJopuaa (HanpuMep, reKkcaruipara),
ankwinapadeHa (MeTWI-, 3THI-, TPONII-, OYTHJI- U T. I1.), OEH3AJKOHUS XJIOpUAA, OEH33TOHHMSI
XJIOpUAA, HATPUS NErHapoanerara U THMEpocaia, WIM UX CMecei B BOTHOM pa3basurene. Kak
W3BECTHO CIELHAINCTAM B JAaHHOH OOJNIACTH, MOJKHO HCIOJBb30BaTh JIOOYVIO NPUEMIIEMYIO
KOHIEHTPALUIO WA CMeCh, Takyio kak 0,001-5%, wnm nroOoi mHTepBaj, WM 3HAYEHHUE B HEM,
Hanpumep, 0e3 orpanuuenuii, 0,001, 0,003, 0,005, 0,009, 0,01, 0,02, 0,03, 0,05, 0,09, 0,1, 0,2,
0,3,04,0,5,0,6,0,7,08,09, 1,0, 1,1, 1,2, 1,3, 1,4, 1,5, 1,6, 1,7, 1,8, 1.9, 2,0, 2,1, 2,2, 2.3, 2.4,
2,5,2,6,27,28,29,3,0,3.1, 3,2,3,3,34, 3,5, 3,6, 3,7, 3,8,39,4,0,43, 45, 4,6,4,7, 4,8, 4,9,

Wi JI000W HWHTEpBaJ, WIM 3HAaUeHHe B HeM. He uMerolme OrpaHUYUTeNIbHOTO XapakTepa
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MPUMEPhI BKJIFOYAIOT OTCYTCTBHE KOHCepBaHTOB, 0,1-2% wm-kpesona (Hampumep, 0,2, 0,3, 0,4,
0,5, 0.9, 1,0%), 0,1-3% OGensunosoro crupra (Hanpumep, 0,5, 0,9, 1,1, 1,5, 1,9, 2,0, 2,5%),
0,001-0,5% Tumepocana (Hampumep, 0,005, 0,01%), 0,001-2,0% ¢enona (manpumep, 0,05, 0,25,
0,28, 0.5, 0,9, 1,0%), 0,0005-1,0% ankunmnapadena (-oB) (marmpumep, 0,00075, 0,0009, 0,001,
0,002, 0,005, 0,0075, 0,009, 0,01, 0,02, 0,05, 0,075, 0,09, 0,1, 0,2, 0,3, 0,5, 0,75, 0,9, 1,0%) u .
.

Kak ormeueHO Bbile, B crnocobe M300peTeHUs MPUMEHSIOT MPOMBILIJIEHHOE U3IeINHe,
coziepKalee yrmakoBOUHBIM MaTepuall U M0 MEHbLIeH Mepe OnuH (JIaKOH, COepIKALUil pacTBOP
10 MeHbIIeH Mepe ogHoro crenududeckoro anturenaa k MJI-23 ¢ npeanucanHbiMu Oydepamu
/WM KOHCEpPBAaHTAMH, HeOOs3aTelbHO B BOJHOM pa3baBuUTENe, TPUYEM YKa3aHHBIH
yIaKOBOUHBIM MaTepHas COAEPKUT ITUKETKY C YKa3aHHeM, UYTO TaKOM pacTBOP MOKHO XPaHUThb
B TeueHue nepuona 1, 2, 3, 4, 5, 6, 9, 12, 18, 20, 24, 30, 36, 40, 48, 54, 60, 66, 72 yacoB uau
noJbine. B m300peTeHnH MOMOIHUTENBHO MPUMEHSIOT MPOMBIIUICHHOE H3/EIHe, COoIeprKalee
YIIaKOBOYHBIA MaTepHal, MepBblil (GJakoH, coaepKamuil THOGUIN3HPOBAHHOE CrIeM(PUIHOE K
WNJI-23 anTHTENnO, W BTOPOH (prakoH, comepKaliuii BOMHBIA pa30aBUTENb, COCTOSINUN W3
npeanucaHHoro Oydepa WM KOHCEPBAaHTA, MPHUYEM YKa3aHHBIH YIAKOBOYHBIA MaTepHal
COIEPIKUT STUKETKY C MHCTPYKLHEH A MalUeHTa O TOM, Kak pa3BoauTh creruduunoe k WJI-
23 aHTUTENO B BOXHOM paszlaBuTesie ¢ 0Opa3OBaHHEM PACTBOPA, KOTOPBI MOXKHO XpPaHHUTh B
TE€YEHUE NEePUOJa B JBAALATh YEThIPEX 4aca WU AOJIbLIE.

Awntureno k MJI-23, npuMeHsieMoe B COOTBETCTBUU C HACTOSIIIMM H300pETEHHEM, MOYKHO
NPOAYLUPOBATh PEKOMOMHAHTHBIMH CIIOCOOAMH, B TOM YHUCIIE U3 KJIETKU MIIEKOTUTAIOIIErO U
TPAHCTE€HHBIX MPENapaToB, JUOO €ro MOXKHO OYMIIATh U3 APYIHMX OMOJIOTHYECKUX HCTOYHHKOB,
KaK OIMCAHO B HACTOSIIEM JOKYMEHTE WJIM KaK U3BECTHO CIELIUAINCTaM B JaHHOH 00acT.

Jnanazon kosnuuectBa aHturena k WJI-23 BkiIoudaeT KOJNUYECTBA, KOTOPBIE MOCIE
pasBeneHus: (IpU HCIIOJB30BAHUM BIIAKHON/CYXOH CHCTEMBbI) AOCTUTAKOT KOHLEHTPAUUH OT
okoJ10 1,0 Mxr/mi 10 okosio 1000 Mr/mi1, XOTs MEHbIIHE U OOJNbIINE KOHIEHTPALUH TPUEMIIEMbI
U 3aBUCAT OT IPEANOJIaraéMoN HeCylleil cpenbl Ui BBEIECHMs, HAlpUMEp COCTaBbl PacTBOpa
Pa3NIUYAOTCS IS CTOCOOOB C TPAHCAECPMANIBHBIM TUIACTHIPEM, BBEIEHHEM Yepe3 JIETKHe, uepes
CJIU3HUCTBIE OOOJIOYKH, HIIH OCMOTHYECKHM CIIOCOOOM, HJTH C TIOMOIIBIO MUKPOZ03aTOpa.

JIONOJTHUTEIBHO BOIHBIA pa30aBUTENb NPEANOYTHTEIBPHO HEOOS3aTENIbHO COAEPIKUT
(apManieBTHUECKH TMpHEMIIEMbIH KOHCepBaHT. [IpenmnouTHTe bHbIE KOHCEPBAHTHI BKIIFOYAIOT
TAKOBBbIE, BBIOPAHHBIE M3 TPYIIBI, COCTOSALIEH M3 (peHONa, M-Kpe3oja, M-Kpe3oja, O-Kpes3oJa,
XJIOpKpe30Jia, OSH3MIIOBOrO CUPTA, alKuinapadeHa (METWI-, STUI-, IPONMWI-, OyTWI- U T. 1),
OeH3anKOHUs XJopuaa, OEH33TOHMS XJIOPHIA, HATPHUs AETHApOALleTaTa U TUMEpOcaja, WU UX
cMmeceil. KoHIeHTpauy KOHCEpPBaHTa, MPUMEHSIEMON B COCTaBE, HOJDKHO OBITh TOCTATOYHO IS
o0ecrieueHns1 MPOTUBOMUKPOOHOTrO aeicTBus. Takas KOHLEHTpauus 3aBHCUT OT BBIOPAHHOTO
KOHCEPBAHTa, M KBATM(PUIIMPOBAHHBIN CIIEUANNCT B JAHHOHN 00jacTu 0e3 Tpyia onpenenser ee.

IIpenmouturenbHo B pa30aBUTENh MOXKHO HeoOs3aTenbHO A00aBIATH — pyrue
SKCLUMHEHTH, HAapHMep H30TOHWYECKHE areHThl, Oydeprl, aHTUOKCHIAHTBI M CPEICTBA,

YCUIIUBAOHUE KOHCEPBALIUIO. H3oTroHnueckue Ar€HThbl, TaKWUC€ KaK T[JIMLOCPUH, MMHUPOKO
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UCTIONB3YIOT B M3BECTHBIX KOHLEHTpauusx. st ynydmenus koHTpois pH mpenmodrurenbHO
no0aBysrOT pusnonornuecku npuemiembsiii Oydep. CocTaBel MOTYT OXBaThIBATh IIHPOKUIN
nuanasoH pH, takoi kak ot okoio pH 4 1o okosno pH 10, ¢ npeanoYTUTEIbHBIM HHTEPBAIOM OT
okosio pH 5 no okono pH 9 u Hanbonee npeanoututenbHo ot okojio pH 6,0 no okono pH 8,0.
CocTtaBbl HACTOALIETO U300pETEHUs MPEANOYTUTENbHO uMerT pH oT okono 6,8 mo okono 7,8.
ITpeanoururenbHele Oydepbl BKmouaoT (ocdarHeie Oydepsl, Hanbongee NPEINOYTUTEIHHO
docdar Hatpus, B yacTHOCTH ocdaTHO-coneBoit Oydep (PBS).

JUisi yMEHbIIEHUs] arperalid B COCTaBbl WM KOMIIO3MLMH MOXHO HeoOs3aTeIbHO
no0aBisiTh Apyrue no0aBKM, Takue Kak (papMaleBTUYECKH MPHEMIIEMbIe COJFOOUIM3ATOPSI,
Hanpumep TBUH-20 (mosmokcustuiieH (20) copOutanMmoHonaypart), TBHH-40 (TMOJMOKCHATUIIEH
(20) copbutanmoHonanbMuTar), TBUH-80 (monmokcusTHIeH (20) copOutanmoHnoonear), Pluronic
F68  (Onok-comonmmMeprl  TOJHMOKCUATHIEHA W TNOJHOKcumpornmiena) wu  [I9O0
(MONMMATUNCHIJIMKONb), WIM HEHOHHbIE IOBEPXHOCTHO-aKTUBHBIE BELIECTBA, TaKHWE Kak
nomucopbar 20 wmm 80, 6o momokcamep 184 wmm 188, mommonsr Pluronic®, mpyrue Giok-
comonuMepnl, U xejarupyromue BemiectBa, Takue kak DJATA u OI'TA. Otu nobaBku, B
YaCTHOCTH, HCIIOJNB3YIOT, €CIU JJI BBENEHHUs] COCTaBa INMPUMEHSIIOT HACOC WM IJIACTUKOBBIN
KOHTeliHep. Hamuume QapmaneBTHUECKH MPHEMIIEMOrO IMOBEPXHOCTHO-AKTHBHOTO BEIIECTBA
CHIDKAET CKIIOHHOCTB O€JKa K arperamuu.

CocTtaBbl MOXHO TMOJIyYaTh B CIIOCOOOM, BKJIFOYAIOIIMM CMEIIMBAHUE 110 MEHbIIEH Mepe
oxgHoro antutena k MJI-23 u koHCepBaHTa, BBIOPAHHOTO U3 IPYMIILL, COCTOALIEH U3 (peHona, M-
Kpe3oJia, M-Kpe3osa, O-Kpe3oJsa, XJOpKpe3osa, OSH3MIIOBOrO CIUpPTA, ajkuinapadeHa (MeTui-,
STWII-, TpOMMi-, OyTUI- U T. 1.), OEH3AJKOHHUS XJOpuAa, OEH33TOHUS XJIOpUZIA, HATPUSA
JeruapoaneraTa U TUMepocana, WIM HX cMmecell B BogHOM pasbaButene. CmemmBaHHE I10
MeHblIel mepe onHoro crneuupuuynoro k HWMJI-23 aHTMTENna M KOHCEpBAaHTA B BOJAHOM
paz0aBuTeNe OCYLIECTBIISIOT C TIOMOIIBIO CTAHAAPTHBIX MPOLENYP PACTBOPEHUS U CMELIMBAHMSL.
Hanpuwmep, st moyiyuyeHUs MPUEMIIEMOTO COCTaBa COENUHSIOT OTMEPEHHOE KOJMYECTBO IO
MeHbIllel Mepe omHoro creuupuyuHoro anturensa k HMIJI-23 B OydepHOoM pacTtBOpe C
HEOOXOIMMBIM KOHCEPBAHTOM B Oy(epHOM pacTBOpe B KOJIMYECTBAX, MOCTATOYHBIX IS
NoJiy4eHus: TpeOyeMbIX KOHLEHTpauwii Oeslka W KOHCepBaHTa. Bapuammm >TOro mpormecca
NOHSATHBI OOBIMHOMY CIIELMAMCTY B AaHHOH oOnactu. Hampumep, Uit ONTUMHU3ALNH C YIETOM
KOHLIEHTPALMK U TPUMEHSEMOro Crocoda BBENCHHS MOMKHO HM3MEHSATh Takhe (PakTOpbl, Kak
NOPSIIOK 100aBJIEHNsI KOMIIOHEHTOB, BHECEHHE JIOTIOJHUTEIBHBIX 100aBOK, TeMmepaTtypa u pH,
IPU KOTOPBIX MOJYYAKOT COCTAB.

CoctaBbl MOXHO TMpPENOCTaBIATh NAIMEHTaM B BHIAE MPO3PAYHBIX PACTBOPOB HIIU
IBOWHBIX  (PJIAKOHOB, BKIIOUAKOMHNX (PJIAKOH ¢ JTHOPHIN3UPOBAHHBIM  CIIEU(PHUECKUM
aatureniom k MJI-23, koTOopoe pa3BOAAT CONEPIKAIIUMKCA BO BTOPOM (PJIaKOHE BOJIOH,
KOHCEPBAHTOM W/WIHM OKCLUNHEHTAMH, NpeAanodTuTensHo (GocdarupiM  Oydepom n/mumm
(pU3NONOrHUECKUM pPacTBOPOM U BBIOpPAHHOW COJIBIO, B BOJHOM pasOasurene. JIuGo omun
¢aakoH ¢ pacTBopoMm, JuOO Ba (JIaKOHA C COCTABOM, MPEAINOJIAraloIUM CMEIINBAHUE, MOXHO

HUCIIOJIB30BATH MHOTOKPATHO, U UX AOCTATOYHO AJiI OAHOr0 MM HECKOJIbKHUX HHUKJIOB JICUCHUSA
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NanueHTa, 4to Oojee yao0HO MO CPAaBHEHHIO C CYIIECTBYIOLIUM B HACTOSINEE BPEMS PEXXUMOM
JIeUeHUsl.

Hacrosiiiue npoMBILITIEHHbIE U3AENUs UCHOJB3YIOT KaK JIs1 HEMEIJICHHOIO BBEIEHUS,
TaK U B T€YEHUE NepHOJa ABAJLATH YE€ThIPEX 4acoB Uu AoJjblle. COOTBETCTBEHHO, 3asBJICHHbIE
B HACTOSIIEM JOKYMEHTE€ IPOMBIIJIEHHbIE M3Jenus  O0ecrneuyuBaloT  3HAYUTEIbHbIE
npenMymecTsa Ui nauneHToB. CocTaBbl HACTOSINETO HM300pETeHHs HEOOS3aTeIbHO MOKHO
6e3omacHO XpaHUTh Ipu Temrepatype ot okoso 2°C no okono 40 °C, mpuuem Ouonormyeckas
AKTUBHOCThH O€JIKa COXPAHSETCs] B T€YEHHE MPOAOJIKUTENbHBIX MEPUOJOB BPEMEHH, B CBSI3U C
YeM Ha YIaKOBKE JOMYCKAETCsl 3TUKETKA, YKAa3bIBAIOLIAs, YTO PACTBOP MOKHO XPaHUTh W/HIIU
UCTIOJIB30BaTh B TedeHue nepuona 6, 12, 18, 24, 36, 48, 72, wnu 96 yacos, unu Oonee. [Tpu
UCTIONIb30BAHUM pa30aBHUTENsI ¢ KOHCEPBAHTOM Ha TAKOW ATHKETKE MOXKET OBbITh yKa3aH CPOK
rogHocTy 10 1-12 MecsiteB, moiyroaa, moyyTopa |/ vy ABYX JIeT.

PactBopel cnieunguunoro anrturena k MJI-23 MoxHO monydath crnocoOOM, KOTOPBIH
BKJIFOYAET CMEINMBAHUE I10 MEHbIIEH Mepe ONHOrO AaHTUTENa B BOAHOM pa3baBuTelne.
CwMmermnBaHue OCYIIECTBISIIOT C TOMOIIBIO OOBIYHBIX MPOLEAYP PACTBOPEHUS M CMEIINBAHMSL.
Hanpuwmep, 94To0bI MONYYUTh NPHEMIIEMbI pa30aBUTEb, OTMEPEHHOE KOJIUYECTBO O MEHBIIEH
Mepe OIHOTO aHTHUTENa B BOIE WMIH Oydepe COSAMHSIOT B KOJMYECTBAX, JOCTATOYHBIX IS
nojiy4eHus: TpeOyeMbIX KOHLEHTpauuii Oenka M HeoOs3aTeNbHO KOHCepBaHTa win Oydepa.
Bapuantel 3TOro cnoco0a MOHATHBI CHELHMANNCTy B HaHHOH oOnactu. Hampumep, nns
ONTUMH3ALMU C YIETOM KOHLEHTPALMU U MPUMEHSIEMOro crocoba BBEIEHHs] MOKHO M3MEHSITh
Takue (aKTOphl, KaK MOPsIOK A00aBIEHUs] KOMIIOHEHTOB, BHECEHHE JOMOJIHUTENBHBIX 100aBOK,
TeMIiepatrypa u pH, nmpu KOTOpPBIX NOMy4arOT COCTAB.

3asBleHHbIE TPOAYKTHI MOKHO IPEJOCTaBIATh CyOBEKTaM B BHAE IPO3PAUYHBIX
pacTBOpPOB MM JBYX (DJIAKOHOB, BKIJIIOYAKOMMX (DIAKOH C MO MEHbIIeH Mepe OIHUM
modunmsupoBaHHbM cnienuduuHbM kK MJI-23 aHTHTENI0M, KOTOPOE PasBOAST COAEPIKAIIUMCS
BO BTOpOM (pyiakoHe BOAHBIM paszdasureneMm. JIubo oxuH (JakoH € pacTBOpoM, JUOO aBa
(b1akoHa C COCTaBOM, MPEATNOJNIATAIONUM CMELIUBAHIE, MOJKHO HMCIIOJIB30BaTh MHOTOKPATHO, U
UX TOCTATOYHO Ui OJHOTO MJIM HECKOJBKUX LIMKJIOB JICYSHUS MALMEeHTa, YTO Oojee yaoOHO 1o
CPaBHEHHIO C CYLIECTBYIOIIUM B HACTOSLIEE BPEMsl PEKUMOM JICUEHUSI.

3asiBJI€HHbIE MPOAYKTHl MOXHO TIPEJOCTaBIATh MallUeHTaM He HampsMyl, a
MOCPEACTBOM IIOCTaBKU B aNTeKH, KIMHUKHU WIH APyrHe Takue YUYPeKACHHs] U OpraHu3aluu
NPO3payvHBIX PACTBOPOB WJIH JIBYX (DJIAKOHOB, COAEpKALINX (PJIAKOH C O MEHbBIIEH Mepe OJHIM
TOPUIN3UPOBAHHBIM criennpuIecknM aHTuTenoM k MJI-23, koTopoe pa3BomsT copepKaluMcst
BO BTOpOM (pJlakOHE BOAHBIM pa3baButeneM. B sToM ciydae o0beM MPO3PAavHOrO PacTBOpa
MOJKET COCTaBJIATb IO OJHOTO JIUTpAa WM JNaxke Oonbmuii oObeM, TeM caMbiM oOecreduBast
O0JBIION COCYJ, U3 KOTOPOTO B anTeKe WM KJIMHUKE MOXHO IO3MPOBATH MAJIBIMU MOPLUSIMH
pacTBOp MO MEHbLIEH Mepe OJTHOTO aHTUTEeJa, OJHOKPATHO WJIK MHOTOKPATHO, JJIsl EpeITuBaHus
BO (DJITAKOHBI MEHBILEr0 pa3Mepa U MPeIOCTABICHUS MOKYNaTeNsIM W/ TTAlIHEHTaM.

OOwenpuHsThIE YCTPOICTBA, CONEpKAIIUE CUCTEMBI C OJHUM (PJIAKOHOM, BKIIFOYAIOT

PYUKH-UHXXEKTOPBI AJIs TOCTaBKU pacTBopa, Takue kak BD Pens, BD Autojector®, Humaject®
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NovoPen®, B-D®Pen, AutoPen® u OptiPen®, GenotropinPen®, Genotronorm Pen®, Humatro
Pen®, Reco-Pen®, Roferon Pen®, Biojector®, [ject®, J-tip Needle-Free Injector®, Intraject®,
Medi-Ject®, Smartject®, Hanpumep, nmpousBonacTsa komnanuu Becton Dickensen (r. @pankinux
Jleitkc, Hero-/Ixepcu, CIIA, www.bectondickenson.com), Disetronic (r. bepraoopd,
[MIseiimapus, www.disetronic.com; Bioject, r. Iloptnenn, wrar Operon, CIHIA
(www.bioject.com); National Medical Products, Weston Medical (r. TIIutepbopo,
BenukoOpuranus, www.weston-medical.com), Medi-Ject Corp. (r. MuHHeamonuc, ImTat
Munnecora, CIIIA, www.mediject.com), u ogoOHble mpuemMiieMble yCcTpolicTBa. [Ipu3HaHHbBIE
YCTPOWCTBA, COMEpIKAIUE CUCTEMbI M3 IBYX (PJIAKOHOB, BKJIKOYAIOT TAKHE CHUCTEMbI LIMPHIA-
PYYKH JUIS pa3BEACHUs JTHOPUIN3HPOBAHHOIO JIEKAPCTBEHHOTO CPEACTBA B KAPTPUIKE IS
BBEJIEHUs] pa3BeleHHOro pactsopa, Hampumep HumatroPen®. Ilpumeps! npyrux npuemMieMbIx
YCTPOWCTB BKJIFOYAKOT MPEIBAPUTEIBHO 3aMOJHEHHbIE IITPULIBI, ABTOMHXEKTOPBI, O€3bITOJIbHBIE
WH)KEKTOPHI U O€3bIr0JIbHBIE HAOOPHI 1151 BHYTPUBEHHOTO BIIMBAHUSI.

IIpongykTel MOryT BKJIOUaTh B ceOsl ymakoBOYHBI Marepuai. B pononmHenue K
uHpopMaunu 1o TpeOOBAHUIO KOHTPOJIHUPYIOIIUX OPraHOB, HA YIIAKOBOYHOM MaTepHaje TaKxkKe
YKa3bIBAIOT YCJIOBHS, MPU KOTOPBIX MOXKHO HCIIOJB30BATh MPOAYKT. YTAKOBOYHBIA MaTepHal
HACTOSIIEr0 HM300PETEeHHs] COAEPIKUT, €CITU NPUMEHMMO, HWHCTPYKLUH [JIsI TALHUEHTa I10
pa3BeneHUI0 1O MeHblled Mepe oxpHoro aHTturena k HWMJI-23 B BomgHOM pasbaBurene ¢
MOJIyY€HUEM PACTBOpA, U IO UCIOJB30BAHUIO PAaCcTBOpa B TE€UEHHE Nepuona 2-24 4acoB WU
JOJbIIE B Clydae NBYX (PJIAKOHOB - BJIAXKHOTO/CyXOro, ¢ mpoayktoM. Jlns ogHOro ¢aakoHa ¢
NPOAYKTOM B BHJE PAcTBOPA, MPEABAPUTENBHO 3aIOJHEHHOTO IIIPULIA UM aBTOUHXEKTOPa Ha
YIIAKOBKE YKa3bIBAKOT, YTO TAKOH PAaCTBOP MOKHO UCIIOJIB30BATh B TEYEHHUE Nepuoaa 2-24 4acos
iy podbine. ITIponykTsl npeqHazHaueHbl sl UCTIONb30BAHUS YEJIOBEKOM B (papMalleBTHUECKUX
LEJIsAX.

CocraBbl, NpHUMeHseMble B CIOCOO€ HACTOSINEr0 H300pPETeHUs, MOXHO IIOJNy4aTh
crocoOOM, KOTOpPBIM BKJFOYaeT cMelnuBaHue aHTturena k WMJI-23 u BeiOpanHoro Oydepa,
npennoutuTesibHo  pocdarHoro Oydepa, comep:kamero (GU3UOJOTHYECKUA PACTBOP WM
BbIOpaHHyr0 conb. CwmemuBanue anturena k MJI-23 u Oydepa B BOomHOM paszdaBurese
OCYIIECTBIISIIOT € HCIOJb30BAHUEM CTAHAAPTHBIX IPOLEAYP PACTBOPEHUS U CMEIIHUBAHMUSL
Hanpuwmep, 94To0bI MONYyYUTh TPUEMIIEMBIH COCTAB, OTMEPEHHOE KOJIMYECTBO 10 MEHbINEH Mepe
OJTHOTO aHTHTENA B BOJE WM Oydepe COequHstoT ¢ TpedyeMbiM Oy(pepHbIM areHTOM B BOJE B
KOJIMYECTBAX, IOCTATOYHBIX ISl TOJy4YeHHsl TpeOyeMbIX KOHLEeHTpaumii Oenka u Oydepa.
Bapuantel 3TOro crnoco0a TOHATHBI CIELHMANNCTy B HaHHOH oOnactu. Hampumep, nns
ONTUMH3AIMU C YIETOM KOHLIEHTPALMH U MPUMEHSIEMOro crocoba BBEIEHHS MOKHO M3MEHSITh
Takne (HaKTOPBI, KaK MOPSIIOK J00aBJIEHUs] KOMIIOHEHTOB, BHECEHHE JTONOJHUTENBHBIX 100aBOK,
Temneparypa u pH, mpu KOTOPBIX MOJMYYarOT COCTAB.

B cniocobe n3obperenus: mpemmararoTcsi papMaleBTHYECKHE KOMIIO3HIINH, CONEepIKaIIe
pa3NUYHbIE COCTaBBI, TOJE3HbIE M NpPUEMIIEMble IJIi BBEIACHHS IALMEHTy, YEeJOBEKY WU
xkuBOoTHOMY. Takue QapmarieBTUYecKre KOMITO3ULUH IOJYYaroT C HUCHOJB30BAHMEM BOABI B

«CTAaHAAPTHOM COCTOSAHUU» B Ka4€CTBC paS6aBI/ITeJ'I$[, U IyTEM OOBIUHBIX CHOCO6OB, X0opouo
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U3BECTHBIX OOBIUHBIM CIIELHATUCTaM B JaHHOH oOmactu. Hampumep, cHadana MOXKHO
NPeaoCTaBUTh Oy(epHble KOMIIOHEHTHI, TAKHE KaK TUCTUAWH U TUCTHAWHA MOHOTUAPOXJIOPHIA
THApaT, C NOCIEAYIOLHNM A00aBIEHUEM MOAXOASALIEr0, HE KOHEYHOr0 Oo0beMa BOJIHOTO
pasbaBuTens, caxapo3bl M moaucopOarta-80 B «CTaHOAPTHOM COCTOSIHUM». 3aT€M MOXHO
n00aByATh BelAENeHHOe aHTuTeNno. Hakoner, o0bem (papmanieBTHUECKON KOMIO3ULIUU JAOBOISAT
10 TpeOyeMoro KOHEYHOro o0beMa B YCIOBHUSIX «CTaHAAPTHOTO COCTOSIHHS» NOOAaBJIEHHEM B
KadyecTBe pasdaButens Boxabl. CrHenuamucTel B JaHHOW OOJNACTH OHpeneNaT psii Ipyrux
CHIOCOOOB, MPUEMJIEMBIX TSI TOJYYeHHs (PapMaLEBTHUECKUX KOMIO3ULIUH.

dapmaneBTUYECKHE KOMIIO3ULMUA MOTYT MPENCTaBiATh COOOH BOIHBIE PAcTBOPBI HIIU
CYCIIEH3UH, CONIEprKallie YKA3aHHYI) MAacCy Ka)IOro KOMIIOHEHTA Ha eIUHHIY o0O0beMa BOIbI
WIN UMEIOIINE B «CTAHIAPTHOM COCTOSIHMMY yKazaHHbI pH. ITpu nCnonabp30BaHUM B HACTOSIIIEM
TOKYMEHTE TEPMUH «CTAaHOAPTHOE COCTOsTHUEY» o3HadaeT Temreparypy 25 °C £+ 2°C u naBneHue
1 armocdepa. TepMHH «CTaHTAPTHOE COCTOSHHE» HE HCIOJNB3YeTCsl B JAHHOW OONacTH IS
0o0O3HaueHHss ONHOrO NPHU3HAHHOIO Ha0opa TeMIeparyp WM JaBJICHHS, HO BMECTO 3TOrO
SBJIIETCSL  STAJOHHBIM COCTOSIHUEM, KOTOPOE OIpeneNseT TeMIepaTtypy ¢ JaBlieHHE,
YCTAHOBIIEHHBIE ISl OMHCAHUS PACTBOPA MJIHM CYCIIEH3UU C OIpPENEeNeHHOH KOMITO3WUIHMEH B
STAJIOHHBIX YCJIOBUSIX «CTAHAAPTHOTO COCTOSTHHS». JTO CBSI3aHO € TE€M, 4TO OOBEM pacTBOpa
YAaCTUYHO 3aBUCHUT OT TEMITEPATYphl U AaBieHusl. CrenuaiucTel B JaHHONH 00J1acTH MOHMYT, 4TO
(dapmareBTHYECKHE KOMITO3UIMY, 3KBHUBAJICHTHBIE OINUCAHHBIM B HACTOSIIEM JOKYMEHTE,
MO>KHO MPOAYLMPOBAThH MPH APYTUX 3HAUEHHSIX TEMIIEPaTypbl U JaBJIEHUA. JKBHUBAJIEHTHBI JIN
Takue (papManeBTUUYECKUE KOMITO3UIMM OIMCAHHBIM B HACTOSILIEM MAOKYMEHTE, ClenyeT
ONpeNeNATh B YCJIOBUSX «CTaHJAPTHOIO COCTOSHUS», OINPENENIEeHHBIX BbIlle (HAampuMep,
temneparypa 25 °C + 2°C u naBnenue 1 atmocdepa).

BaxxHO OTMETHTB, UTO Takue (hapMaLleBTHUECKHE KOMIO3UIMH MOTYT COAEPKATh MAacChI
KOMITOHEHTOB «OKOJIO» OIPEIeNIeHHOrO 3HaueHus (Hampumep, «okoio 0,53 mr L-ructunuHay)
Ha enuHMLy oObema (apMarleBTUYECKONH KOMIIO3MLMKM WM HMMeTh 3HaueHuss pH okono
ONpPEeNeNIeHHOr0 3Ha4YeHus. Macca KOMIIOHEHTAa, NPUCYTCTBYIOIIErO B (apMaleBTHYECKON
KOMITO3UIINH, WK 3HaueHre pH HaXOmUTCs «OKOJIO» JAHHOTO YHMCJICHHOTO 3HAYEHUs, €CIH
BBIEJICHHOE AaHTUTENIO, MPUCYTCTBYIOINEe B (apMaIleBTUYECKOH KOMITO3ULHHU, CIIOCOOHO
CBSI3BIBATBCS € TENTHUAHOM LEMbI0 MPH  HAXOXKISHHH  BbIIEJIEHHOTO AaHTHTENAa B
(apManeBTHUECKOW KOMIIO3WLUM WJHM IIOCJE€ YAAJICHHWS BBIICJICHHOTO aHTHTENAa W3
(dapmareBTHUECKOH KOMITO3ULMK (HAIIpUMEp, NpU pasBeneHnH). VHaue roBops, 3HAYEHHE,
TAKO€ KaK 3HAUYE€HHE MAacChl KOMIIOHEHTa WM 3HaueHue pH, COCTaBisSeT «OKOJO» 3aJaHHOTO
YHCJICHHOTO 3HAYEHUsI PH COXPAHEHUH U OOHAPYKEHUH aKTUBHOCTH CBSI3bIBAHUS BBIIECIECHHOTO
aHTHTEJIA TIOCIIe IOMEIEHHUS BBIACJICHHOTO aHTUTENA B (apMaLIEBTHUECKYI0 KOMITO3HLIHIO.

UroObl ompenenuthb, CBsI3bIBalOTCS Jiu crienuduunbie kK MJI-23 mAb ¢ aranormyHbIMH
WM OTIMYAOIIUMUCS 3MUTONAMH W/WMIM KOHKYPUPYIOT JIW OHHU APYr C APYrOM, HPOBOIST
aHaN3 KOHKYPEHTHOrO CBSI3bIBAHMA. AHTHTENAa HAHOCSAT MO OTHAENbHOCTH HA IUIAHIIETHI IS
HN®DA na tBepnoii ¢gase B Bune mokpbITHsi. J{00aBISIOT KOHKYypUpyoLmue mAb ¢ mocineayrommm

noOasneHrneM OUOTHHHINPOBAHHBIX hrlL-23. s MOJOXKHUTENbHOTO KOHTPOJSI B KayecTBE
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KOHKYpPHpPYOLEro mAb HCIONMb3yIOT TO ke MAb, YTO M 1S MOKPBITHA (KCAMOKOHKYPEHLIHS ).
CesspiBanne MJI-23 onpenessitoT ¢ NOMOILBIO CTPENTaBUANHA. JTU PE3yJIbTAaThl MOKA3bIBAIOT,
pacrio3HaroT 11 mAb nmogoOHbIe NIIM YaCTUYHO NepeKphIBatoLIecs snurons! Ha MJI-23.

OnuH acnekT crnocoda HACTOAIIEro U300peTeHHsI IPEAYCMaTPUBAET BBEIEHUE TTALIUEHTY
(bapMaLeBTHUECKON KOMITO3ULIUH, COAepIKalen

B omHOM BapuaHTe OCYLIECTBIICHHS (hapMaLeBTHUECKHX KOMIIO3UIMH KOHLEHTpPALHS
BBIZIEJICHHOTO aHTUTENIAa COCTABJISIET OT OKOJIo 77 mo okono 104 mMr Ha M (hapMarneBTHUECKON
KOMIIO3UIIMK. B 1apyrom BapuaHTe OCYINECTBJICHUS (papMaleBTUYECKHX Kommo3uuuii pH
COCTaBJISIET OT OKOJIO 5,5 1m0 oko10 6,5.

CraOunpHble MM KOHCEPBHUPOBAHHBIE COCTABbI MOXKHO TMPENOCTABISTH MAL[HEHTAM B
BUZIE MPO3PAYHBIX PACTBOPOB WM ABYX (PJIAKOHOB, CoAep:Kamux (hJIaKkoH ¢ N0 MEHbIIeH Mepe
ONHUM JHOQUIM3HPOBAHHBIM aHTHTENOM K MJI-23, kOTOpOoe pa3BOAAT COAEPIKALIUMHECS BO
BTOPOM (hJTaKOHE KOHCEPBAHTOM MM OyQEepOoM U SKCIHMITUEHTAMH B BOTHOM pasdasurene. JInbo
onuH (hIaKOH ¢ pacTBOpOM, OO ABa (hJIAKOHA C COCTABOM, MPEATOJIATaloliM CMEITUBaHUE,
MOKHO MCIIOJIb30BaTh MHOTOKPATHO, U MX JOCTATOYHO JUIsl OAHOTO WM HECKOJBKUX LMKJIOB
JIeUeHHs MalueHTa, 9To Oosiee yIoOHO MO CPAaBHEHHIO C CYIIECTBYIOIIUM B HACTOSINEE BPEMsI
PEKUMOM JIEUEHUSI.

C moMoIb0 IPyrux COCTaBOB WM CIOCO0OB crabmnm3auuu antuten Kk MJI-23 MoxHO
NoJyyaTb COJEp’Kalllee aHTUTENO CpPEeACTBO, OTJIMYHOE OT I[PO3padyHOro  pacTBopa
TMOGUIN3UPOBAHHOIO mopomka. K Hempo3pauHbIM — pacTBOpaM  OTHOCSITCSL  COCTAaBBbl,
Cofiep Kalllie B3BEIIEHHbIE YACTHILbI, INPHYEM YKa3aHHbIE YaCTHUIbl MPEACTaBISIIOT COOOM
KOMIIO3ULIMH, coaeprkamue antutesno k WMJI-23 B CTpykType C BapbUPYIOIUUM pa3MepoM, U
U3BECTHBI IIOJ] PA3MMYHBIMU HA3BAHUSAMM, TAKUMH Kak MHUKPOC(Epbl, MHUKPOYACTHUILIBI,
HAHOYACTUIIBI, HAHOC(HEPbI WM JUMOCOMBbI. Takue OTHOCHTENBHO OIHOPOAHBIE, MO CYINECTBY
ceprueckue, cocTaBbl B BUIE YACTHUL], COJEPIKAIINE AKTHBHOE BEIIECTBO, MOJKHO (POPMHPOBATH
NyTeM CBSI3bIBAHMS BOJHOW (Dasbl, comepskameil akTHBHOE BEIIECTBO U MOJIMMED, C HEBOIHOM
(ba3ol, ¢ MOCIeayIUM UCTTapEHUEM HEBOHOMN (a3bl U CAUSHUEM YaCTHIl U3 BOIHOM (a3bl, KaK
ommucaHo B mnareHTe CIITA Ne 4,589,330. Tlopuctble MHKpPOUACTHIBI MOXHO IOJy4aTb C
MIOMOIIBIO TIEPBOH (a3bl, COAEPIKALIEH aKTHBHOE BEINECTBO U IMOJUMEp, NUCIEPTHPOBAHHBIC B
HENpPEepPbIBHOM pacTBOpUTENE, U TOCPEACTBOM YJAJeHUs YKA3aHHOTO pacTBOPUTENs U3
CYCIIEH3UH CIIOCOOOM CyOJIMMAIMOHHON Cyliku OO0 pa30aBlieHus, SKCTPAKIIMUA U OCAKICHUSI,
kak onucaHo B mareHte CIIIA Ne 4,818,542, IIpennouTuTeNbHBIMU MOJUMEPAMHU ISl TaKUX
NpEenapaToB SIBISIOTCS €CTECTBEHHbIE MM CHHTETHYECKHE COMNOJIMMEpPBI, JIMOO MOJHUMEpHI,
BbIOpAaHHBIE W3 TPYIIBL, COCTOSIIEH M3 JKENATHHOBOTO arapa, Kpaxmana, apaOHMHOrajakTaHa,
anbOyMHHA, KOJUIAreHa, MOJUTIIUKOIeBONH KHUCIIOTHI, TOJUMOJIOUHOW KHCIOTHI, MIUKOIUA-L(-)-
JIAKTUA, TTOJU(3TICHIIOH-KAMPOJIAKTOHA), TTOJTH(3MCUIIOH-KapoakTOH-CO-MOJIOYHON KHCIIOTHI),
noJH(3NCHIIOH-KanponakToH-CO-rianko1eBoi KHCJIOTBHI), nonn(OeTa-ruapoKCUMACIISTHON
KHCJIOTBHI), MOJIU3TUIIEHOKCHUIA, MOJUATUIIEHA, noJH(aIKUII-2-IHAaHAKPUTIATa),
NOJH(TUIPOKCUITUIMETAKPHIIATA), MOJUAMMIOB, MOJIH(AMHUHOKHUCIOT), MONU(2-TUAPOKCHITUII-

DL-acnapramuna), nonu(ddupa MoueBuHbl), nonau(L-pennnananun/sTuneHraukosns/1,6-
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OUM30LMAHATIeKCaHa) M nonu(MeTHiMeTakpuiara). Haumbomee  mpeanouTHUTENbHBIMU
NOJIMMEPAMU  SIBJSIIOTCA NONMA(UPBI, TaKWe Kak TIOJUIVIMKOJIEBAs KHUCIOTA, IOJMMOJIOYHAS
KHCJIOTA, TIUKONMHUA-L(-)-TaKkTug, Monu(3ICIIOH-KAIPOIAKTOH), MOJIH(3NCHIOH-KAMPOJIaKTOH-
CO-monoyHast ~ KHCJIOTAa) U HOJH(SIICUJIOH-KanpojakToH-CO-rukoeBasi  KUCJIOTA).
PacTBopurenu, wucnonb3yeMble Ui PAacTBOPEHUs NOJMMEpa W/MIM aKTUBHOTO BELIECTBA,
BKJIFOYAIOT. BOAY, I'eKCcadTOPU3OMPONAHOJ, METHICHXJIOPU, TeTparuapodypaH, rekcan, OeH30.
WM TonyToparuapar rexcadropauerona. Ilpouece aucneprupoBaHusi comeprkaiiell akTHBHOE
BeIIecTBO (hasbl CO BTOPOI (ha30il MOXKET BKJIOYATh NMPHHYAUTENbHBIA MPOMYCK MepBoi (asbl
Yyepe3 OTBEPCTHE B COILIE JIst OOPa30BaHUs Karedlb.

CoctaBbl B BHIE CYXOro IMOPOLIKA MOXHO TMOJy4YaTb WHBIMU CHOCOOAMH TOMHMO
TMOPWIN3ALNY, HANPUMEP, IyTeM PaCIbUINTENIbHOW CYIIKH, 3KCTPAKLHUU PaCTBOPUTENS
UCHIApPEHHEM MU OCAKJEHUS KPUCTAJUIMYECKON KOMIIO3ULINY, 32 KOTOPBIMH CJIEAYIOT OfHA WU
HECKOJIbKO CTaJAMH yJajeHus BOJHOTO MM HEBOJHOro pacTBoputens. IlomyueHue mpemnaparta
aHTUTEJIA TIyTEeM PacClbUIMTENbHON cymku onrcaHo B mateHTe CIIIA Ne 6,019,968, Kommnosuunn
aHTHUTeJNa B BUJI€ CYXOro MOPOLIKA MOXKHO MOJNy4YaTh MyTeM PacHbUIMTENbHOMN CYLIKH PacTBOPOB
WIN CYCIIEH3WH aHTHTEeNa W HEeoOS3aTeNbHO SKCLUIHMEHTOB B PACTBOPUTENIE B YCIOBHSX,
00eCcTeunBaroIUX MOJTYYEHHE BIBIXAEMOr0 CYXOro IMOpOIIKa. PacTBOpUTENN MOTYT BKIJIIOYATh
NOJIIpHBIE COEAMHEHMs], Takhe Kak BOJa M OTaHOJ, KOTOpPblE€ MOKHO JIETKO BBICYLINBATh.
CTaOunpHOCTh QHTHUTENA MOKHO YCHJIUTH IIyTEM BBIMOJHEHUsS MPOLENYPhl PACHBbLUIMTEIbHOMN
CYLIKM B OTCYTCTBHHM KHCJIOPOAA, HAIpHUMep, MOA CJIOEM a30Ta WM C NPUMEHEHUEM a30Ta B
Ka4yeCTBE CYLIMJIBHOrO rasa. Jlpyroil OTHOCHUTEIBHO CYXOM COCTaB SBJSETCS OUCHEPCUEN
MHOeCTBa NephOpHUPOBAHHBIX MUKPOCTPYKTYP, AUCHEPTUPOBAHHBIX B CYCIEH3MOHHOHN Cpere,
OOBIMHO conepikalieil mporneuieHT ruapodTopankad, kak omucaHo B WO 99164109.
CTaOnnusupoBaHHbIE TUCIEPCHH MOKHO BBOJUTH B JIETKHE MAIIMEHTA C MOMOLIBIO HHIaJISTOPA
MepHbIX 1103. OOopynmoBaHue, HCHOJB3yeMOE JJsi  HPOMBIIUIEHHOTO  IPOWU3BOJCTBA
JIEKAPCTBEHHOTO CPENICTBA MyTEeM PaCIbUIMTENIbHOW CyIIKH, Beimyckaercs: Buchi Ltd. wiu Niro
Corp.

Antrreno k WJI-23 B cTaOMIbHBIX HJIM KOHCEPBHUPOBAHHBIX COCTaBAaX WM PacTBOPAX,
OMUCAHHBIX B HACTOALIEM JOKYMEHTE, B COOTBETCTBHUH C HACTOSIIIUM H300pETEHHEM MOXKHO
BBOJIUTh MALIMEHTY C TOMOIIBI PAa3HBIX CIIOCOOOB JOCTABKH, BKIJIFOYAsl TOAKOXKHYI WM
BHYTPUMBILIEUYHYIO HHBEKIHUIO;, TPAaHCAEpMalbHOE BBEAEHHE, BBEIAEHHE B JIETKHUE, uepe3
CIM3UCTYI0 00OJIOYKY, TMOCPENCTBOM HMMIUIAHTATa, OCMOTHYECKOTO J03aTOpa, KacCEeThl,
MHUKPOI03aTOpa WM JIPYTUX CHOCOOOB, MPU3HAHHBIX CHELMAINCTAMH B JAHHOH 00JacTH, Kak
XOpOLIO U3BECTHO B JAHHOH 00JIacTH.

TepaneBTH4Yeckoe NpUMeHeHHE

B Hacrosimem H300pETEHHMH TakXKe MPEIIOKEH Crocod MOAYISIUMUA WM JICYSHUS
1ICOpHas3a B KJIETKE, TKaHW, OPTaHe, y JKUBOTHOTO WJIM y MALUEHTa, U3BECTHBIN CHEeLUaNInucTam B
TaHHOM OOJIAaCTH WUTM OTMCAHHBIN B HACTOSINEM JOKYMEHTE, C IPUMEHEHHEM 110 MeHbIIEeH Mepe
ogHoro anrtutena k HMJI-23 HacTtosmero u300peTeHusi, HampUMep IyTeM BBENEHUS WM

MNPUBCACHNUS B KOHTAKT KJICTKHU, TKAHU, OpraHa, >XUBOTHOTO WJIM MNALMCHTA C TCPAINCBTUYCCKU
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3¢ PexTUBHBIM KOJTHUECTBOM crieruduyeckoro anturena k MJI-23.

JIroboli crmoco® HacTosimero W300peTeHusT MOXeT BKJIOUaTh B ceOs  BBEICHHE
3¢ (}eKTUBHOrO KOJIUYECTBA KOMITO3ULMHM WM (papMaleBTUUECKOH KOMIO3HMLIUH, COAeprKalieh
antuteno k WJI-23, B kieTky, TKaHb, OpraH, >KUBOTHOMY WJIHM IALUEHTY, HYXXAAKOLIEMYCsl B
TAaKOM MOIYJHPOBAHUM, JICUCHHH WM Tepanuu. Takoil cmocod® MoxeT HeoOs3aTeabHO
JOMOJHUTEBHO BKIIFOYATh COBMECTHOE BBEICHUE MJIM IPUMEHEHNe KOMOMHUPOBAHHOMN Tepaniu
AJIS JIEYeHUsT TAaKUX 3a00JIeBaHUN WM PACCTPOMCTB, MPUYEM BBEACHUE YKA3aHHOTO IO MEHbIIEH
Mepe onHoro anrurena k MJI-23, ero onpeaeneHHOro y4acTka WJIM BapUaHTa, JOMOJHUTEIBHO
BKJIFOYAET BBEIEHHUE (IO, OJHOBPEMEHHO W/WJIM TMOCJE) MO MEHbIIeH Mepe OIHOTO CPEeNCTBa,
BBIOPAHHOTO M3 MO MeHblIei Mepe onHoro aHraronucra ®HO (mampumep, O6e3 orpaHuveHus,
XuMH4Yeckoro mwin OenkoBoro aHtaronncta ®HO, MOHOKJIOHAJBHOTO WJIM TMOJHKJIOHAJIBHOTO
aaturena k @HO wim ero ¢parmenra, pacrsopumoro peurenropa ®HO (mampumep, pSS, p70
wii p85) wmnm ero ¢parMeHTa, WX CIUTBHIX TMOJHUIENTUIOB, WIH HH3KOMOJIEKYJSIPHOTO
antaronncra ®HO, nanpumep ceszpiBaromero ®HO Genka [ win 11 (TBP-1 wiu TBP-II),
HepenuMonMaba, uHpmukcumada, stepHauenta (Enbrel™), anammmynaba (Humira™), CDP-
571, CDP-870, adpenumomaba, neHepuenTa u T. 1.), mpotuBopesmarudeckoro JIC (Hampumep,
METOTpeKcaTa, aypaHo(puHa, aypOTHOTIIOKO3bl, Aa3aTHONPUHA, 30J0Ta-HATPHs THUOMAJaTa,
THIPOKCUXJIOPOXUHA  cyjibdara,  sedyHOMUAA, cynabdacai3uHa),  MHOPEJIAKCAHTa,
Hapkotnyeckoro JIC, HectepoumHoro mporuBoBocnanutenbHoro mnpenapara (HCIIBII),
aHanpreruka, anecresupymwoouiero JIC, cematusnoro JIC, JIC mecTHOU aHecTe3uu, HEPBHO-
MBIIIEYHOrO  Onokaropa,  nporuBomMukpobnoro JIC  (Hampumep,  aMHHOINIMKO3UIA,
npotrusorpudkosoro JIC, nmporusonapasuraproro JIC, mporusoBupycHoro JIC, kapOanenema,
nedanocrnopuHa, (GTOPXUHOJIOHA, MAKPOJIMIA, NMEHULIMUIUINHA, CyJIb(pOHAMHUIA, TETPALMKIMHA,
apyroro mnpotuomukpodnoro JIC), mnporuBoncopuarnueckoro JIC, kopTHKocTepouna,
anabommyeckoro crepouna, JIC nist neuenus caxapHoro nuadera, MuHepana, nuerndeckoro JIC,
tupeounnHoro JIC, ButamuHa, ropmona peryssiuun Kajbuus, JIC nporus nuapeu, JIC npotus
kauutsi, nporusopBotHoro JIC, JIC mnpotuB s3Bbl, ciaburenbHoro JIC, aHTHKOAryJsiHTa,
SPUTPONOITHHA (HAMpUMep, 3ModTHHA anbda), ¢unrpacruma (Hanpumep, G-CSF, Neupogen),
caprpamoctuma (GM-CSF, Leukine), ”MMyHH3aLIM}, IMMYHOTJIOOYJIMHA, UMMYHOJEPECCAHTA
(Hampumep, Gasmnukcumada, LUKJIOCTIOPUHA, AAaKin3ymMada), TOPMOHA POCTA, 3aMECTUTENIbHOM
TOPMOHAJIBHOH Teparnuy, MOAYJSITOPa PELENTOPOB CTporeHa, Muapuaruka, JIC muxiomneruy,
ANKWIMPYIOIEr0 areHTa, aHTUMeTabonuTa, WHrHOUTOpa MHTO3a, panuodapMareBTUIeCKOro
JIC, antunenpeccanra, JIC mportus manun, anturncuxorudeckoro JIC, ankcnonuruyeckoro JIC,
cHorBopHoro JIC, cummatomumeruka, Bo3Oyxkpmatomero JIC, nonemeswna, takpuHa, JIC ms
JeYeHUsT acTMbl, OeTa-aroHHWCTa, CTEePOMAa Ul HWHrasILWH, HHTHOWTOpa JIEHKOTPHEHa,
METHJIKCAHTHHA, KPOMOJIMHA, aapeHaJMHA HJIM ero aHaiora, aopHasbl ambda (Pulmozyme),
LUTOKWHA WM AaHTArOHUCTAa IUTOKMHA. [lpuemiemble TO3UPOBKHM XOPOLIO H3BECTHBI
cneuyanucTtaM B paHHOM obmactu. Cwm., Hampumep, Wells et al., eds., Pharmacotherapy
Handbook, pnd Edition, Appleton and Lange, Stamford, CT (2000); PDR Pharmacopoeia,
Tarascon Pocket Pharmacopoeia 2000, Deluxe Edition, Tarascon Publishing, Loma Linda, CA
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(2000); Nursing 2001 Handbook of Drugs, 21% edition, Springhouse Corp., Springhouse, PA,
2001; Health Professional’s Drug Guide 2001, ed., Shannon, Wilson, Stang, Prentice-Hall, Inc,
Upper Saddle River, NJ, Bce U3 KOTOPBIX MOJTHOCTHIO BKJIFOUEHBI B HACTOSIIIHNI JTOKYMEHT IyTeM
CCBUIKH.

TepaneBTu4yeckHne cnocoObl JeUeHHs

Kak mnpaBmio, jedeHue mcopuasa OCYLIECTBISIOT IyTeM BBedeHHs 3(@dexkTuBHOro
KOJIMYeCTBAa WJIM A03bl komnosuuuu antutena k -WMJI-23, xoropas cymMMapHO B cpeaHeM
coAep>KUT OT Mo MeHbiueil Mepe okosno 0,01 nmo 500 mumnurpammo antutena k MJI-23 nHa
KWIOTPAMM MaccChl Tejla MAallMeHTa B OAHOM A03€ M, NPENNOYTUTENBHO, OT IO MEHbLIEH Mepe
okono 0,1 no 100 MunnurpaMMoOB aHTUTENIA HA KUJIOTPAMM MACChl Tejla MalMeHTa 3a OAHO WU
HECKOJIbKO BBEJEHHUH, B 3aBUCUMOCTH OT VYAEJbHOM aKTUBHOCTM AaKTUBHOI'O areHTa,
COAEpIKALIETOCST B KOMITO3ULUH. AJIBTEPHATUBHO, (P (EeKTUBHAS KOHLEHTPALUSI B CHIBOPOTKE
MokeT coctaBysiTh 0,1-5000 MKI/Mj ChIBOPOTKM 3a OOHO WM HECKOJBKO BBEIEHUH.
IIpuemnemble 10361 W3BECTHbI MEIULIMHCKUM CIIELUAINCTaM U, pa3yMeeTcs, 3aBUCIT OT
KOHKPETHOTO OOJIE3HEHHOTO COCTOSIHUSI, VIEIbHOH AKTUBHOCTH BBOJUMOH KOMIIO3HMLIUH H
KOHKPETHOIO MAaLMEHTa, MOJIy4aloLlero JiedeHHe. B HEKOTOpBIX ciydasx AJsl JOCTHXKEHUs
KEJIAeMOT0 TEPANeBTHYECKOrO0 KOJHYECTBA MOXKET IOHAJOOUTBHCS BBIMOJIHEHHE MOBTOPHOTO
BBEJIEHUS, T. €. IMOBTOPHBIX OT/JENbHbIX BBEACHUN KOHKPETHONH KOHTPOJIMPYEMOHl WM
U3MEPEHHON [03bl, NPUYEM OTHAEJbHble BBEACHMsI MOBTOPSIOT A0 IOCTHXKEHMs KeJlaeMOM
CYTOYHOM 103bI Witu 3(pdexra.

[IpenmouturenpHbIe 103bI MOTYT HeoOs3atenpbHO BKirouath 0,1, 0,2, 0,3, 0,4, 0,5, 0,6,
0,7,08,09,1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25,
26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51,
52,53, 54, 55, 56, 57, 58, 59, 60, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73,74, 75,76, 77, 78,
79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 w/mmm 100-500
MI/KT 3a BBEIEHHE, WM JIIOOOW HWHTepBaJ, 3HAYEHHE MJIM 4YacTb 3TOrO JUamna3oHa, JHOO
KOJIMYECTBO JJIA NOCTHXKEHUs1 B CbIBOpOTKe koHUeHTpauuu 0,1, 0,5, 0,9, 1,0, 1,1, 1,2, 1,5, 1,9,
2,0,25,29,3,0,3,5,3,9,4,0,45,49,5,0, 5,5, 5,9, 6,0, 6,5, 69,7,0,7,5, 7.9, 80, 8,5, 8.9, 9,0,
95,99, 10, 10,5, 10,9, 11, 11,5, 11,9, 20, 12,5, 12,9, 13,0, 13,5, 13,9, 14,0, 14,5, 4,9, 5,0, 5.5,
5.9,6,0,6,5,69,7,0,7,5,79, 8,0, 8,5, 8,9,9,0,9,5, 9,9, 10, 10,5, 10,9, 11, 11,5, 11,9, 12, 12,5,
12,9, 13,0, 13,5, 13,9, 14, 14,5, 15, 15,5, 15,9, 16, 16,5, 16,9, 17, 17,5, 17,9, 18, 18,5, 18,9, 19,
19,5, 19,9, 20, 20,5, 20,9, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75,
80, 85, 90, 96, 100, 200, 300, 400, 500, 600, 700, 800, 900, 1000, 1500, 2000, 2500, 3000, 3500,
4000, 4500 n/umm 5000 MKI/MIT CBIBOPOTKHU 32 OJHOKPATHOE WM MHOTOKPAaTHOE BBEIEHUE, HIIH
1000 HHTEpBaI, 3HAUEHUE MIIH YacTh 3TOT0 JUANA30HAa.

AJNBTEpHATUBHO, BBOAMMBIE 103bI MOTYT BAapbHUPOBATh B 3aBUCUMOCTH OT H3BECTHBIX
(akTOpoB, TakUX Kak (hapMaKOINHAMHUYECKHE TIOKA3aTeIN KOHKPETHOTIO areHTa, Crocod U MmyTh
€ro BBEIEHUS, BO3PACT, COCTOSHHE 3[0pPOBbs W Macca PELMIHMEHTa, NPUPOAA U CTENEHb
BBIPAKEHHOCTH CHMIITOMOB, THII COITYTCTBYIOLIETO JIEUEHHs], YaCTOTa BBEAECHUS M TPeOyeMblil

s¢pdexr. OOBIMHO m03a aKTHBHOrO HWHrpenueHrta cocrasysier oT okono 0,1 mo 100 mr Ha
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kwiorpamMmm maccel Tena. Kak mpasuno, or 0,1 no 50 u, mpeanmouturensHo, ot 0,1 mo 10
MUJUTUTPAMM Ha KHJIOTPaMM, 3a OJHO BBEACHHE WJIHM B JIGKAPCTBEHHOU (hOpMe C 3aMeIJICHHBIM
BBICBOOOKIeHHEM, OyneT 3pPeKTUBHO 1151 TOCTHIKEHUS JKeJIaeMbIX PE3YJIbTATOB.

B xauecTBe He HajararOIero OrpaHUYEHMs] NPUMEpPA, JICUCHHUE JIFOAEH WU KUBOTHBIX
MOXXHO TMPOBOJUTH B BHUJI€ OAHOKPATHOIO WJIM MEPUOAUYECKOrO BBEIEHHUS MO MEHbLIEH Mepe
OJTHOTO aHTUTEJA IO HacTosieMy u3o0pereHuto B 1o3e ot 0,1 no 100 mr/kr, Hanpumep, 0,5, 0,9,
1,0,1,1,1,5,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27, 28, 29, 30, 40, 45, 50, 60, 70, 80, 90 unu 100 Mr/Kr B CyTKH, IO MEHBIIEH Mepe B OJHHU U3
cyrok 1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27,
28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39 wnu 40, nu00, aIbTEPHATUBHO WJIU JAOTOJHUTENBHO,
Mo MEHbIIeH Mepe Ha ogHOM u3 Henenb 1, 2, 3,4,5,6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18,
19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44,
45, 46, 47, 48, 49, 50, 51 wnm 52, 1ub0, aNTbTEPHATUBHO WM AOTOJHUTENBHO, TIO MEHBIIIEH Mepe
BomuHronu3 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20, 1160 B 1r060M
WX COYETAHUH, C BBEJIEHUEM OJHOKPATHOU, WH(Y3NOHHOH MJIM TOBTOPHBIX J103.

JlekapcTBeHHbIe (HOPMBI (KOMIIO3UIHS), TNpPUEMJIEMble JJisi BHYTPEHHErO BBEICHUS,
00bHO comepikaT ot okoio 0,001 Mr mo okosno S00 Mr akTHBHOTO MHTPEIUEHTA HAa €IUHUILLY
Wi KOHTelHep. B 3Tux QapmaneBTUYeCKUX KOMITO3HMLUSAX AKTUBHBIA HHITPEIUEHT OOBIYHO
NPUCYTCTBYET B KojmuyecTBe OkojJo 0,5-99,999% wmacc. B pacdyere Ha OOWyI0 Maccy
KOMIO3ULINH.

JUis mapeHTepaibHOTO BBEIEHUSI aHTHUTENA JIEKAPCTBEHHAst (hOpMa MOXKET MPEICTaBIISTh
co0Ol pacTBOp, CYCIEH3UIO, 3MYJIbCHIO, YACTHULy, IOPOIIOK WJIN JHO(UIN3UPOBAHHBIN
MOpPOIIOK BMecTe C (hapMaleBTHUECKH MPUEMJIEMbIM HOCUTENIEM JUJIsl TapeHTEePabHOTO
BBEICHUsI WM OTAENbHO OT Hocurensd. IIpumepamu Takux HOCHUTENEH SBJSIFOTCA BOAA,
¢dusnonornueckuii  pacTBOp, pacTtBop PuHrepa, pacTBOp TIUIIOKO3BI M UYEJIOBEYECKHH
CBIBOPOTOUHBINH anbOymuH 1-10%. Kpome TOro, MOXKHO HMPUMEHSTb JIUIIOCOMBI U OE3BOIHBIE
cpenbl, HampuMmep Hejleryuume macnia. Hocutenb wiu JTHOPUIM3UPOBAHHBIA MOPOLIOK MOMKET
cozepskaTh JOOABKH, CIIOCOOCTBYIOIINE U30TOHMYHOCTH (HAITPUMED, XJIOPUI HATPUSI, MAHHUT) U
XUMHYECKOW CTa0mibHOCTH (Hampumep, Oydepbl u KoHcepBaHThI). COCTaB CTEPUIIM3YIOT
W3BECTHBIMH HJTH TIPUEMIIEMBIMH CIIOCOOaMU.

IMpuemnembie (apManeBTUYECKUE HOCUTENM OMNHCAHBI B TIOCIHETHEM U3JaHUH
Remington's Pharmaceutical Sciences, A. Osol, koTopoe siBisieTcsl CTaHJaPTHBIM HCTOYHUKOM
CCBUIOK B IAaHHOW O0JIaCTH.

AJbTepHATHBHBIE CIOCO0OBI BBEICHUS

B cooTBercTBUM ¢ HACTOSIIMM H300peTeHHWEM Ui BBeNeHUs (apMaleBTHUCCKH
s dexTuBHBIX KOnMuyecTB aHthTena K MJI-23 MOXHO NPUMEHSTh MHOXECTBO H3BECTHBIX U
pa3paboTaHHBIX CIMOCOOOB BenmeHus. Jlajgee oOmuCaHO BBENEHUE Uepe3 JIerKWe, OJHAKO B
COOTBETCTBHUH C HACTOSIINM H300pPETeHHEM TakKe MOXKHO TPUMEHSATb IPYTHe CIOCOOBI
BBEJICHUs, Jaroliue npuemiemble pe3yibTatbl. AHTturena k HWJI-23 no Hacrosmemy

H306p€TeHI/IIO MOXHO AOCTAaBJIATH B HOCUTECJIC B BHUAC pPaCTBOpPA, 5MYJIbCUH, KOJUJIOMAA WA
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CyCneH3uH, MO0 B BHJE CYXOro MOPOILIKA ¢ MPUMEHEHHEM JIF0OOro U3 MHOXKECTBA YCTPOICTB U
Croco0OB, TPUEMIIEMBIX U BBEACHUS IyTeM HHIALUNA WIH APYTUMH  criocodamu,
OIHCAaHHBIMH B HACTOSIIIEM JJOKYMEHTE WJIM U3BECTHBIMH CIIEL[HAJIICTAM B TaHHON 00JIacTH.

ITapenTepajibHBIE COCTABBI H BBeICHHE

CocraBbl Ul MaPEHTEPATBPHOIO BBEACHUS] MOTYT B KAueCTBE OOBIUHBIX 3KCLIUIHEHTOB
COZIepKaTh CTEPHIIBHYIO BOAY, (PU3MOJOTMYECKUil pacTBOp, MOJHAJKHJICHIJIUKOIH, TAKHE Kak
NOJIUATUIICHIJIUKONb,  Macja  PACTUTENBHOIO  IPOUCXOXKACHMs, TUAPOT€HU3UPOBAHHBIE
HadTamHbl U T. . BomHble WM MacisiHbIE CYCIIEH3WU JUIi MHBEKLUUH MOXKHO TOJy4YaTh C
HCIIOJIb30BAHUEM MMOAXOASIIET0 3MYJIbraTropa WIM YBIAXKHUTENS U CYCIEHIUPYIOLIErO areHTa
U3BECTHBIMH criocoOamu. JJi1 MHBEKIUI MOJKHO MUCIOJIb30BATh HETOKCHYHBIN, MPUTOIHBIA AJIS
HETepOPaIbHOTO BBEICHMS, Pa30aBISFOIIMN areHT, HApPUMEp BOIHBIA PACTBOpP, CTEPUIIBHBIMN
pacTBOp IUIsi MHBEKLUN WIM CYCIEH3UI0O B pacTBOpuTene. B kadecTBe NpUrogHON Hecyulien
Cpenbl WIH PACTBOPUTENSL AOMYyCTUMO MCMOJIB30BaTh BOAY, PaCcTBOp PuHrepa, M30TOHUYECKHI
pacTBOp M T. I.; B Ka4eCTBE OOBIYHOTO PACTBOPHTENS WM CYCHEHIUPYIOIIETO PAaCTBOPUTEI
MOXXHO HCIIOJIb30BaTh CTEPHJIBHOE Henerydee wmacyuo. /[l 3TOro MOXKHO HCMOJb30BaTh
HeJleTy4ee Macjo M KUPHYIO KHUCIOTY JIFOOOTrO BHUA, BKIIFOYAs MPUPOAHbBIE WIM CHHTETHYECKHUE
a00 TOJNYCHHTETUYECKHE JKUPHbIE Macjia WIM JKUPHBIE KHCJIOTBI, TNPUPOAHBIE MK
CHHTETHYECKHE JHOO MOJYCHHTETHYECKHE MOHO-, AW- WM Tpuriunepunbl. [lapertepanbHOoe
BBEJICHNE W3BECTHO B IaHHOW OOJIACTH M BKIFOUaeT Oe3 OrpaHHYeHUil OOIIETIPHHATHIE CPENCTBA
MHBEKLNH, MTHEBMATUYECKOe O€3bIrOJIbHOE MHBEKIIMOHHOE YCTPOHCTBO, OMMCAHHOE B IMATEHTE
CIOA Ne 5,851,198, u nasepusblii mepdoparop, onucanHelii B nmarente CIIA Ne 5,839,446,
MOJIHOCTBIO BKJIFOUEHHBIE B HACTOSALIUNU JOKYMEHT IIyTE€M CCBUIKH.

AJIbTepHATHBHBIE CIOCO0bI JOCTABKH

H30o0peTeHne NONMOJHUTEIBHO OTHOCUTCS K BBeleHHIO aHturena k MJI-23 myrtem
MAapEeHTEPAIBHOIO, TMOAKOKHOIO, BHYTPUMBIILIEYHOrO, BHYTPUBEHHOI'O, BHYTPHUCYCTaBHOIO,
BHYTPUOPOHXHAJIBHOTO, BHYTPHOPIOLIHOTO, HMHTPAKAIICYJISIPHOTO, BHYTPUXPSALIEBOTO,
BHYTPUIIOJOCTHOIO, =~ BHYTPHUYPEBHOIO,  BHYTPHMO3)XEYKOBOIO,  BHYTPUKEIYIOYKOBOIO,
BHYTPUKHUIIEYHOIO,  MHTPALEPBHUKAIBHOIO,  BHYTPUIKEIYJOYHOIO,  BHYTPUIIEHYEHOYHOTO,
MHTPAaMUOKAPAUAJIBHOIO,  BHYTPUKOCTHOIO,  BHYTPUTA30BOrO,  HMHTPANEpPUKAPAUATIBHOIO,
WHTPaNEepPUTOHEATIbHOTO, UHTPAIUJIEBPAIILHOIO, B MPEACTATENBHYIO >Kelle3y, BHYTPHJIETOYHOTO,
UHTPAapEKTAIBbHOIO, HUHTPapEeHAJIBHOTO, UHTPapEeTUHAIBHOIO, WHTPAaCIUHAJIBHOIO,
WHTPACUHOBUAJIBHOIO, BHYTPUIPYIHOIO, BHYyTPUMATOYHOIO, BHYTPUITY3bIPHOTO, B IOPAXKEHHBIE
TKaHH,  OOJIOCHOTO,  BarMHaJbHOTO,  PEKTAJbHOrO,  OYKKAJIbHOTO,  TMOABS3BIYHOIO,
MHTPAHA3AJbHOTO WM YpeCcKOXHOro BBeneHus. Kommnoszuuumro anturena k HMJI-23 moxHO
TOTOBUTh JUIsI TNPUMEHEHHs] TMapeHTepalbHbIM (TIOAKOXKHBIM, BHYTPHUMBIIIEYHBIM  HJIH
BHYTPUBEHHBIM) WJIHM JIOOBIM JIPYTMM CIIOCOOOM BBEINEHUs, B YaCTHOCTH, B (OpMeE KUIKUX
pPacTBOPOB WJIM CYCIEH3HH, AN NPUMEHEHHs] BarrMHAJbHBIM WM PEKTAJIbHBIM CIIOCOOOM
BBEJICHUS, B YACTHOCTH, B MITKMX (opMax, Takux Kak, Oe3 OrpaHHYEHUH, KpeMbl H
CYIINO3UTOPUH, JUIA TPAHCOYKKAJIbHOTO WJIM TOABA3BIYHOTO BBEACHMs, Harpumep, Oe3

orpaHuueHuil, B popme TabIETOK UM KaICyJl, UM I MHTPAaHA3aJbHOTO BBEACHUS, HAIPUMED,
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0e3 orpaHuueHuil, B (opMe MOPOLIKOB, Kameiab B HOC WIM a3po30ied, jmbo B BHIE
OTIpeNeNIeHHBIX areHTOB;, WM Ul BBEISHHs TPAHCAEPMAJIbHO, HampuMmep, 0e3 OorpaHHYEHHH, B
BUJIE CUCTEM JIOCTaBKU B Treljie, Ma3H, JIOCbOHE, CYCIEH3UU WU IUIACTBIpE C XUMHYECKUMHU
YCKOPHUTEISIMH, TAKUMHU KaK JUMETUJICYNb(GOKCHN, JUO0 IJIs1 MOAM(UKALUN CTPYKTYPbI KOXKH,
100 JUTsl MOBBILIEHNs] KOHLIEHTPALIUH JIEKAPCTBEHHOIO CPECTBA B TPAHCAEPMAIBHOM IIJIACThIPE
(Junginger, et al. In "Drug Permeation Enhancement";Hsieh, D. S., Eds., pp. 59-90 (Marcel
Dekker, Inc. New York 1994, nyOnmukanus MOJHOCTBIO BKJIFOUEHA B HACTOSIIUN JOKYMEHT
NyTeM CCBUIKH), WJIH C OKUCIIOLIUMH areHTaMH, KOTOpbIe OOJIerdar0T HaHEeCEHHE COCTAaBOB,
coaepauux Oenaku u nentuael, Ha Koxxy (WO 98/53847), unu ¢ npuMeHEeHHUEM 3JIEKTPUIECKOTO
MOJIS 11 CO3JJaHUSI BPEMEHHBIX TPAeKTOPUN JOCTaBKH, HAIIPUMEp, IIyTEM 3JIEKTPONOPALMH, UIH
IUTs1 yCKOPEHUs IBUKEHUS 3aPsDKEHHBIX JIEKAPCTBEHHBIX CPEICTB Uepe3 KOXKy, HalpuMep, MyTem
noHodopesa, MM TPUMEHEHHUS YIbTPa3Byka, Hampumep coHodopesa (marentel CIIIA Ne
4,309,989 u 4,767,402) (mpuBeACHHBIC BBIIE MyOJUKALIMH U MATEHTHI IOJHOCTHIO BKIIFOUYEHBI B
HACTOSIIIUI TOKYMEHT IyTE€M CCBUIKH).

Cnoco0 nmpoaaxu H/MJH pacnpocTpaHeHust

H300peTeHne TOMOTHUTENIBHO OTHOCHUTCSI K CIIOCOOY MPOAAXKH /WM PacTpOCTPaAHEHHUS
yTBepkaeHHOro (YpaBieHneM N0 CAHUTAPHOMY Hal30py 3a KA4€CTBOM IMUIIEBBIX MTPOAYKTOB U
menukamMeHToB CIIIA wiM 3>KBHUBAJICEHTHBIMH OpraHaMy APYTHX CTpaH) (papManeBTHUYECKOTO
MpPOAyKTa, coaepskamero antuteno k MJI-23, Takoe kak aHTUTENO, ONMHUCAHHOE B HACTOSILIEM
IOKYMEHTE, HampuMmep, rycesbkymMad, BKIIOUAIOIIEMY peKJiamMy, CTUMYJIMPOBAHHUE W/WIH WHOE
OCBElIEHHe B CBA3U ¢ npojaxkeil rycenpkymaba (Tremfya®) mnpeBOCXOACTBO KOHEUHBIX
KJIMHUYECKUX pe3yJbTaTOB Ha Hexene 44 w/uinm Ha Hepjese IOCJIE Havyana HENpEepPbhIBHOTO
neueHus anturenaoM k MJI-23 mo cpaBHEHMIO ¢ KOHEUHBIMHM KJIMHUYECKUMH Pe3yJbTaTaMH Ha
Henene 44 w/wunu Ha Hepene 48 mocie Havana HENPEPHIBHOTO JICYEHMS CEKyKHHyMaOOM y
MOJIy4aBUINX JIEUYEHUE MALIMEHTOB C ICOPUA30M.

[IpuBeneHHOE BBILIE OMUCAHME W300pPETEHHs] MO CYIIECTBY  JIOMOJHUTENBHO
pa3bACHSETCS Aajiee ¢ OMOIIBIO MPUMEPOB, KOTOPbIE MPECTABIEHbI B KAUECTBE UJUIIOCTPALIUH
U HE SBISIFOTCS OrPAaHMYHMBAOINUMH. JIONMOJHHUTENbHBIE MOAPOOHOCTH  W300pETEHHs
WUIIOCTPUPYIOT ~CIEAYIOLUMH HIDKE HE HMEIIUMH OrPaHHYMTEIbHOIO XapaKkTepamu
npumMepamu. OnHcaHue BCeX UTAT B CeU(PUKALUHN TPSMO BKJIIOUEHO B HACTOSIIIIHNA JOKYMEHT
MyTEM CCBLIKH.

IIpumep 1: MHOroueHTpPOBOE PAHAOMU3HPOBAHHOE JABOIHOE CJIenoe HCCJIeJ0BaAHHE
¢pa3br 3 no cpaBHurtenbHoil ouneHke 3¢dexTuHocTy CNTO 1959 (rycenbkymada) u
CeKYKHHYMa0a NpH JieYeHHH YMEePEeHHOI 0 H TS:KeJI0ro O0JIsIKOBHAHOIO0 copHuasa

Jl13aitH uccnenoBaHus:;

PannomusupoBaHHOE BOITHOE ClIENIOe MHOTOLIEHTPOBOE KOHTPOJIUPYEMOE MO AKTUBHOMY
npenapaty CpaBHEHHs HccienoBaHue (assl 3 y CyOBEKTOB € YMEPEHHBIM WM TSDKEIIbIM
ONAIIKOBUIAHBIM MCOPHA30M C 2 MapauleJbHBIMHU TPYINaMH JedeHus: rycenbkymad 100 mr u
cexyknHyma0o 300 mr.

Panpgomuszanust: Oputo  3amaHupoBaHo, 4yTo Ha Hepene O mnpubnusurensHo 1040
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OynyT
pPaHIOMU3UPOBaHbI B cOOTHOIIEHUH 1:1 B 1 U3 2 rpynm Ha OCHOBAaHUH OJIOUHOW paHIOMM3ALUU

CyOBEKTOB, VYIOBJIETBOPSIIOIINX BCEM KPUTEPHSM BKJIIOYEHHS U HCKJIIOYECHUS,
co cTpaTudUKaLyel o UCCIIeNOBATENBCKOMY LIEHTPY:

rpymnna I (n=520): rycenpkymab 100 mr n/k Ha Hepessix 0, 4, 12, 20 u 3atem 1 p/8 HA 1o
Henenu 44;

rpynmna II (n=520): cexykunymad 300 mr n/k Ha Hexensix O, 1, 2, 3, 4 u 3arem 1 p/4 Hx 0o
Henenu 44.

JUTUTENTbHOCTD JICUEHUS/ IITUTEebHOCTD uccnenoBanus: Henenst 44 Oblia CpOKOM BH3HTA
IUTsl BBEICHUSI TIOCIENHEN O3bI;, 32 CyObeKTaMu HAOIONANu B TedeHHe eme 12 Hemesb mocie
Henenn 44 C TOCIEOHUM BU3UTOM JUI OLEHKH Oe30macHOCTH Ha Henene 56. OkoHYaHue

HCCICOOBAHUSA ONPEACIIAIN KaK BPEMs, KOTda HOCJ'IGI[HI/II\/'I Cy6’beKT BBITNTOJIHWJI BU3UT Ha HEACJIC

56. B stom uccnenoBanuu Obuta 1 O0kupoBka 6a3el nanHbix (DBL) Ha Henene 56.

Cxema uccieqoBaHMs IOKa3aHa HIbKE, B Ta0nuIe 4.

Tabauua 4
O0mui 0030p UCCJIEAOBAHUS

Panpomusanus

Hepeas I'yceabkymad 100 mr n/k (n=520) Caykynnymad 300 mr n/k (n=520)

0 I'ycenpkymal (omgaa wunbekmmst 100 | Cexykunymad (nBe mabekunu 150 mr)
mr+mianedo (ogHa UHBEKLINS)

1 [Tnanebo (nBe MHBEKIINN) Cexykxunymab (nBe uabekuuu 150 mr)

2 ITnanebo (nBe MHBEKIUH) Cexyxunyma0 (nBe uabekuuu 150 mr)

3 ITnanebo (nBe MHBEKIUN) Cexyxunyma0 (nBe uabekuuu 150 mr)

4 I'ycenbkymad (omna wmebekimsa 100 | Cexyknnymad (nBe nabekuuu 150 mr)
Mr+mianedo (o1Ha HHBEKLIU)

8 [Tnauebo (nBe MHBEKIUH) Cexykunymab (nBe uabekuuu 150 mr)

12 I'ycenpkymad (omgna wunbekmus 100 | CexykuHymad (nBe uHbekuuu 150 mr)
mr+manedo (OaHa UHBEKIINS )

16 [Tnauebo (nBe HHBEKINH) Cexykxunymab (nBe uabekuuu 150 mr)

20 I'ycenpkymad (omgaa wunbekmust 100 | Cexykunymad (nBe uabekuuu 150 mr)
mr+manedo (OaHa UHBEKIINS)

24 [Tnauebo (nBe MHBEKINH) Cexyxunymab (nBe uabekunu 150 mr)

28 I'ycenpkymald (omgaa wunbekims 100 | Cexykunymad (nBe uabekunu 150 mr)
mr+mianedo (ogHa UHBEKLINS)

32 [Tnanebo (nBe MHBEKINH) Cexyxunymab (nBe uabekunu 150 mr)

36 I'ycenpkymald (omgna wunbekimss 100 | Cexykunymad (nBe uHbekuuu 150 mr)
mr+mianedo (OgHa UHBEKLINS)
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40 [Tnauebo (nBe MHBEKIUH) Cexyxunymab (nBe uabekuuu 150 mr)

44 I'ycenpkymald (omgna wunbekimss 100 | Cexykunymad (nBe uHbekunu 150 mr)

mr+mianedo (0gHa UHBEKLINS)

48 IlepBUYHBIN OKUAEMBIN PE3YJILTAT

56 bnokupoBka 0a3bl JAHHBIX

Breibopka mnst  mepBuyHOoro aHanmmsa  3¢gdexruBHoctn:  IlepBuuHblil  aHANM3
3¢ PexTUBHOCTH BKJIFOYAN BCEX PAaHIOMHM3HUPOBAHHBIX CYOBEKTOB B COOTBETCTBHH C
Ha3HauYEHHBIM CyOBeKTaM Ha Henene 0 JiedYeHneM, He3aBUCUMO OT (PAKTUYECKOrO MOJy4EeHHOTO
UMH JIeYeHHUs. OTO Takke HasblBarOT mnonyssinueii mojHoro ananmza (FAS). TMomymsiuro
NIOJTHOTO aHAJIHM3a TAKXKe MCTIOIb30BAIIH IS BCEX AOMOJHUTEIbHBIX aHATN30B (P EKTUBHOCTH.

OCHOBHOW KOHEYHBII MOKa3aTejb. A0S CyOBEeKTOB, nocturumx orsera PASI 90 Ha
Henene 48 (xkputepuii He MeHblIed S((QEKTUBHOCTH C TMOCIEAYIOIIUM KPUTEpUEM
MPEBOCXOJICTBA)

OcHOBHBIE BTOpPHYHBIE TIOKa3aTenn J(PQPEKTUBHOCTH: B JAHHOM HCCIEIOBAHHU
y4acCTBOBAJIM 6 OCHOBHBIX BTOPUYHBIX MOKa3aTesen 3pPeKTHBHOCTH

Honst cyowvekToB, nocturmux oreera PASI 75 kak Ha Henmene 12, Tak u Ha Henene 48
(xpuTepuii He MeHbIIEH 3(PPEKTUBHOCTH € TIOCIEAYIOLINM KPUTEPHEM ITPEBOCXOJICTBA)

Hons cyowekroB, nocrturmux orsera PASI 90 Ha Henene 12 (kxpurepuii HE MeHbIIEH
s¢pdexTuBHOCTH)

Hons cyowexroB, nocturmux orsera PASI 75 nHa Henene 12 (kputepuil He MeHbLIeH
s¢pdexTuBHOCTH)

Hons cyOowekToB, nocturmmx orsera PASI 100 Ha nenene 48 (xputepuii He MeHbLISH
3¢ (}EeKTUBHOCTH € MOCIEIYIOUUM KPUTEPUEM MPEBOCXOACTBA)

Honst cyObekToB, nocturmux Oaja yctpaneHus 3abosnesanus no IGA (0) Ha Henene 48
(xpuTepuii He MeHbIIEH H(PPEKTUBHOCTH € TOCIEAYIOLUINM KPUTEPHEM MTPEBOCXOICTBA)

Jlonst cyOBbeKTOB, HOCTUTIINX Oajia ycTpaHeHus: 3a0oneBanus (0) WM CBEIEHHS €ro K
muHnMyMy (1) mo IGA Ha venene 48 (kputepuil He MeHblLIeH 3(H(HEKTUBHOCTH C TOCIEAYIOLIUM
KPUTEPHEM IPEBOCXOCTBA)

ITopor orcedenus mo He MeHbIIeH 3G PeKTHBHOCTH OBbLI yCTaHOBJIEH Ha ypoBHE 10% miis
BCEX KOHEYHBIX NTOKA3aTeNen.

Jnst KOoHTpoJst o0med 4acToThl OmuOOK 1 THma OBLIO YCTAHOBIEHO, YTO MEPBHYHBIC
aHamM3bl M OCHOBHBIE BTOPHYHBIC AHAIMU3Bl OYAyT MpPOTECTUPOBaHBI B (PUKCHPOBAHHOM
NOCJIEIOBATEIbHOCTH B COOTBETCTBHU C TOPSAKOM, IMPHUBEOCHHBIM BbIIE. Takum oOpaszom,
NepPBbIii OCHOBHOHM BTOPHYHBIA KOHEUHBIH IMOKa3aTelb OyAET MPOBEPEH TOJBKO B TOM CIIy4ae,
€CIIH OCHOBHOH KOHEYHBIH IOKa3aTelb ObUI IOJIOKUTENBHBIM, W TOCIEAYIOLINH KOHEYHBIH
nokasatenb(-u) Oymer TpOBEpeH TOJbKO B TOM Cly4ae, €CIU MPENbIAYIINA KOHEYHBIH
MIOKa3aTeNb B MOCIE0BATEIBHOCTH ObUT TIOJIOKHUTEIbHBIM.

ITnanupyemslii 00BEM M MOIIHOCTb BBIOOPKH: B OOINEH CIOXKHOCTH OXHJIAJIOCh, YTO

npubnusutensHo 1040 cyOBEKTOB, pPaHAOMHU3UPOBAHHBIX B COOTHOWEHWHM 1:1, mO3BOJAT
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OOHAPY>KUTh Pa3IMYUs MEXy TPYIION TyceabKyMada U rpymIoi cekykKuHyMaba ¢ o MeHbLIeH
Mmepe 92% wmomHocThI0 111 foau otBeToB PASI 90 Ha Henene 48 mpu 2-CTOPOHHEM YpPOBHE
3HaunmoctH 0,05. Ilpennonoxenus 06 oObemMe BHIOOPKH U pacyeTbl MOLITHOCTH, OCHOBAHHbIE Ha
OaHHBIX U3 wHccaenoBaHuil rycenbkymaba CNTO1959PS0O3001 u CNTO1959PS0O3002 u
uccienosanusx cekyknunymada ¢assl 3 (ERASURE u FIXTURE), Obutn cienyromumu:

Honsa oreetoB PASI 90 Ha Hemene 48 cocrasmsna or 70% no 80% B rpymnme
rycenbkymada u ot 60% no 70% B rpymnmne cekykuHymada.

Ha ocHOBaHMYM NPUBEICHHBIX BBILIE JOMYIICHHUH, 3AITAHUPOBAHHOTO 00beMa BBIOOPKH U
nopora OTceueHus: He MeHblnell 3¢dexkruBHocTH 10% MOIMHOCTH NI JEMOHCTpALMHM HE
MeHblIed 3¢dekTuBHOCTH 11 OCHOBHOrO KoHeuHoro mnokaszareiss PASI 90 nHa nemene 48
cocTaBuT > 99%.

I'maBHast (-bie) wenb(-u):

I'maBHast 1enb 3aKJIFOYAETCsl B OLIEHKE 3(P(PEKTUBHOCTH TycenbkyMaba B CPaBHEHHHU C
CEeKYKMHYMaOOM TIpU JIEYEHUH CYOBEKTOB C YMEPEHHBIM WU TSDKEJIbIM OJISIIKOBUIHBIM
NICOPHA30OM.

KpaTkuii 0030p 0CHOBHBIX pe3yJibTATOB

CNTO1959PS0O3009 mpexncrasyisier CcoOOW paHAOMHU3HPOBAHHOE JBOWHOE CJIETIOE
MHOTOLIEHTPOBOE KOHTPOJIHUPYEMOE MO aKTUBHOMY TIpernapaTy CpaBHEHUs uccienoBanue (assr 3
Ha CyOBeKTax ¢ OJIAIIKOBHIHBIM IICOPHA30M YMEPEHHON H TSXKEJION CTETIEHH, ONPeNesieMbIM I10
IGA > 3, PASI > 12, ¢ npuneuenneMm cyOrexToB ¢ BSA ne menee 10%, koTOpbIe MOIyYaiu
CHUCTEMHYIO Tepanui wWid (OTOTepanuio WM ObUIM KaHIUAATAaMH Ha €€ IOJIy4YeHHe.
brnokupoBka 0a3bpl HaHHBIX BKJIIO4YaeT B ceOs BCe HaHHbIe 1O Hemenu SO g BCEX
PaHAOMHM3HPOBAHHBIX CYyOBEKTOB.

Bcero mposemn ckpunuHr 1200 cyObekToB, u3 KOTOphIX 1048 CyOBexTOB
PaHIOMHU3MPOBAIM B TPYIIIbI JieUueHHsl ryceibkymadbom (n=534) unu cekykunymadbom (n=514).
Uccnenosanne mposoamnu B 141 nenrpax B 9 crpanax: Ascrtpanuu, Kanane, UYewickoit
PecnyOnuke, ®@pannyu, I'epmanun, Benrpun, Ionbie, Mcnanun u CIIA. I'pynnsl nedeHus
ObuUTM  XOpOIIO COAJAHCHPOBAHBI MO MCXOAHBIM JeMOrpadUYecKUM XapaKTepUCTHKAM U
XapaKTEePUCTUKAM ICOpUa3a. BoNbUIMHCTBO CyOBEKTOB OBUIM MPEACTABUTENSIMH €BPOIIEOUTHON
pacsl (93,4%) u myxkckoro mona (67,5%). Mennannbiii BO3pacT coctabisiy 46,0 JeT, a cpemHsis
UCXOJIHAsi Macca Tena coctanisiia 89,2 kr (nmpunokenue 1). Tpu cyObpekTa, paHIOMU3UPOBAHHBIE
B IPYNIY CEKyKHHYMada, He MOJydYad KaKoro-jJudo HMCCIENyEeMOro areHTa W3-3a HapyIueHUs
KPUTEpHsI PETUCTPALIMUA B MCCIENOBAHUU. JTHU 3 CyObeKkTa ObUIM BKIJIFOYEHBI BO BCE AHAJIU3BI
3(PeKTUBHOCTH, HO UCKJTFOYEHBI 13 aHAJTN30B OE30MaCHOCTH.

HcxonHble XapakTepUCTHKU 3a00JIeBaHUS B TPyNINax JIEYEHUs IO CYINECTBY ObUIH
conocraBuMbl. MennanHnasi NPOAOJDKUTENBHOCTh Mcopuasa cocrasuia 16,1 ner. MeauanHbIi
MPOLIEHT TMOpa)keHHOH momanan mnoeepxHocTu Tena (BSA) cocraemsin 20,0, a mMenmaHHBIHI
unnekc PASI cocrasnsin 18,0. Kpome toro, 76,1% cyOwexktoB umenun IGA=3, u 23,8%
CyOBEKTOB UMENH TsDKeJoe 3a00JeBaHue, onpenenseMoe rno ucxonHomy oamny IGA, pasaomy 4

(mpunosxenue 2).
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Jonu cyObeKTOB, MONYYAOIIUX TMPENbIAYyILINe BUIABI Tepanmuyd W3 KaXKIOH KaTeropuu
npeabI Aymux JICKAPCTBEHHBIX CPEACTB JICUCHUA IICOpHa3sa, OBLIM COIIOCTABUMBIMU MECXKOY
rpynmamu Jiedenus. B uenom, 51,8% panee monydanu ¢ororepanuro, 53,7% paHee mosydaiu
cucTeMHyro Tepanuio u 29,1% panee monmyuanu Ouonormdeckyro tepanuro. B nemnom, 37,1%
CyOBEKTOB paHee He IMOJydaJd HeOHMOJOrMYeCKYI CHCTEMHYI0O U OHOJOTHYECKYI0 TEeparuio
(mpunoxxenue 3).

OcHOBHbIE UCXOAHBIE JHeMorpaduuecKkue IaHHbIe, XapaKTEePUCTUKH IICOpHa3a U

NPEAIIECTBYIOIIHE JIEKAPCTBEHHBIE CPEACTBA/BUABI TEPAIMU TICOpHAa3a PUBEAEHbI B Tabmwuie 1.

Tabmuua 1. CBomHble AaHHBIE TO BAKHBIM HCXOJHBIM JE€MOTPapUUYECKUM ITOKA3aATeIsIM,
XapaKTepUCTUKAM IICOpHUa3a U paHee HMCIOJIb3YEMbIM JIEKAPCTBEHHBIM CPEACTBAM M BHIAM

TEparu rncopurasa 1o KareropusaM JICKAapCTBCHHBIX CPEACTB

I'ycenpkymad  Cekykunymad Hroro
[Momynsauust aHamu3a: CyOBEKTHI IMOMYJISALUN 534 514 1048
MIOJIHOT'O aHAJIHM3a
Macca tena (kr) (cpemHsisi) 89,3 89,1 89,2
XapakTepuUCTUKH I1ICOpHa3a
BSA (cpennee 3nauenme) 23,7 24,5 24,1
Ouenka PASI (0-72) (cpenssis) 20,0 20,1 20,0
bann IGA
Jlerkoe (2) 0 0.2% 0,1%
Ymepennoe (3) 76,2% 76,1% 76,1%
Tsoxenoe (4) 23,8% 23,7% 23,8%
[Ipenpinyinye JEeKapCTBEHHbIE CPEACTBA U
BUJIbI TEPAITUH [ICOpHA3a
®ororepanusi (PUVA umu UVB) 52.6% 50,.9% 51,8%
Hebuomornueckue CUCTEMHBIE npenapaTsl 51,7% 55.8% 53,7%
Buonpemnapatst 29.2% 29,0% 29.1%
He nmonyuaBmme paHee HEOMONIOTHYECKHE 38,6% 35,6% 37,1%

CHUCTEMHBIE U OMOJIOTHYECKHUE npenaparbl

5,1% cyObekToB B rpymme rycenbkymada u 9,3% cyOBEKTOB B rpymme CeKyKnHymada
MPEeKpaTUIN MPUMEHEHHe HCCIenyeMoro areHra no Hemenn 44. Hambosee 4acTol MpUYUHON
NIpeKpaleHus] MPUMEHEHHsI HCCIeNyeMoro areira Opuio HeOnaromnpusitHoe siBienue (1,7%) u

otka3 cyosekta (1,3%) B rpymnme rycenbkymada u oTkas cyowekra (3,7%) u HeOmaronpusTHbIE
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ssneHus (2,1%) B rpynne cekykuHymaba (mpuioskeHue 4).

OcHoBHbBIe KOHEYHbIe NoKa3aTe 1 3(PPeKTHBHOCTH

B rpynne, nonyuasiueii rycenpkyma0, nocruranu orsera PASI 90 Ha nenene 48 (84,5%)
3HAUUTEIBHO OOJIee BBICOKHE TOJIH CyOBEKTOB, YeM B TpyIne, nojy4asiiei mianedo (70,0%) (p-

sHauenue < 0,001) (tabauua 2).
Ta6auna 2. Yuciao nanuenTos ¢ oreeroM PASI 90 Ha Henesie 48 (aHAIN3 NPEeBOCXOACTBA);

nomnyJasiuus motHoro aHaausa (ucciaexosanue CNTO1959PS03009)

I'ycenbkymab Cexykunymad
IMonynsauus aHanu3a: MOMYJIALUSA
MIOJIHOTO aHan3a 534 514
ITaneHTel ¢ OTBETOM Ha JIEUEHUE
PASI 90 451 (84,5%) 360 (70,0%)
Paznuuns mexny nedenusimu (95%
/) 14,2%, (9.6%. 18.8%)
P-3Hauenue < 0,001

IIpumeuanue 1: Paznmuus mexny nedenussMu u 95% JIM paccuuTthiBaid ¢ KOppEeKLHeN Ha
UCCJIeIOBATENIbCKUHN LEHTP (00beIMHEHHBIC JaHHBIE) C UCTIOIh30BaHHEM BecoB MH.
IIpumeuanne 2: P-3HaueHue ObUIO OCHOBaHO Ha Kpurepuu xu-kBaapatr CMH co

cTpaTuduKanmel o UCCIeN0OBATEIbCKOMY LIEHTPY (0OBbeIUHEHHBIC JTaHHBIE).

I'J1aBHBIe BTOPHYHbIE KOHEUYHbIE oKa3aTeu 3 GeKTHBHOCTH

I'ycenbkymal He siBysieTcsi MeHee 3(PQEeKTHBHBIM MO CPAaBHEHHIO C CEKyKHHYMaboM B
OTHOIIEHUU A0JH CyOBbeKTOB, KOoTophie nocturnu orBera PASI 75 kak Ha Henene 12, Tak U Ha
Henene 48 [84,6% (rycempkymad) mpotus 80,2% (cexykunymad), A1 95% (-0,2%, 8,9%); p <
0,001] (mpunoxeHue 6), OMHAKO, XOTS OJISi OTBETOB B IPYIINe ryceibkymMada Obljia YUCIEHHO
BBILIIE, YEM B IPYIIE CeKyKuHyMada, KpUTEepHid MPEeBOCXONCTBA He ObLT JocToBepHBIM (p=0,062)
(mpunoxxenue 7). Takum o0Opasom, H3-3a YCJIOBHS, YTO TNEPBUYHBIC AHAIM3BI U TJIABHBIC
BTOPUYHBIE aHAJIHM3bl OYAYT NPOTECTHPOBAHbI B (PUKCHUPOBAHHOW MOCIENOBATEIBHOCTU IS
KOHTPOJIs 001l 4acTOThI OIIMOOK THUNA 1, p-3HAYEeHUs], IPUBEACHHBIC Il OCTAIBHBIX INIABHBIX
BTOPUYHBIX KOHEYHBIX TIOKa3aTeNeH, CYNTAIOTCS] HOMUHAJIBHBIML.

He menbmast 3¢ ¢pexkTUBHOCTD, onpeaensiemMas Mo A0je CyOBEKTOB, KOTOpPbIE JOCTHUIIIH
oreera PASI 90 Ha Henmene 12, He Opuia mpomeMoHcTpupoBaHa [69,1% (rycenmbkymymad) mo
cpaBHeHHto ¢ 76,1% (cexykunymad); AN 95% (-12,2%, -1,7%); p=0,127] (npunoxenue 8).

I'ycenpkymal siBsieTcst He MeHee 3()(EeKTHBHBIM MO CPABHEHHIO C CEKYKHMHYMaOOM IpHU
OLIEHKe MO Jaojie CyOBekToB, Kotopele aocturiu orBera PASI 75 na nemene 12 [89,3%
(rycenpkymab) npotus 91,6% (cexykunymab); 11 95% (-6,0%, 1,2%); p < 0,001] (mpunoxenne
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9.

Hons cydwvektoB, nocturmux orsera PASI 100 Ha Henene 48, Obuia 3HAYUTENILHO BbIIIE
B Ipymre rycenbkymada 1Mo CpaBHEHHIO C Irpynmoi cekykuHymada [58,2% (rycempkymald) u
48,4% (cexykunyma0); p=0,001)] (mpunoxenue 10).

Honst cyObeKTOB, NOCTUIIIMX OLEHKH ycTpaHeHus 3aboneBanus (0) mo IGA Ha Hemene
48, OblIa 3HAYUTENIBHO BBILIE B CPYIIE I'ycenbkyMada 1o CpaBHEHHUIO ¢ TPYNIIO CeKyKHHyMaba
[62,2% (rycenpkymab) u 50,4% (cexykunymad); p < 0,001] (mpunoxenue 11).

Jonst cyObeKTOB, JNOCTHIIIUX OLICHKH ycTpaHeHus 3aboneBanust (0) win cBeAeHHS K
muHumyMy (1) mo IGA Ha Henene 48, Obuta 3HAYUTEIBHO BBIIIE B IPYyMIE TyceabKymada 1o
CpaBHEHUIO C rpymnmnoi cekykuHymaba [85,0% (rycempkymad) u 74,9% (cekykunymad), p <
0,001] (mpunosxenue 12).

JApyrue KoHe4YHblIe MoKa3aTeau 3P(PeKTUBHOCTH

Hons cyopexToB, nocturimux orsera PASI 90 Ha npoTsikKeHUU BCeX 7 BUSHTOB C HEIEU
24 no Henenu 48, ObUTa 3HAYUTEIHPHO BBIIIE B CPYIIE rycebkymMada Mo CpaBHEHHIO ¢ TPYIIION
cekyknnymada [71,0% (rycenpkymald) u 61,5% (cexykurymad); p < 0,001] (mpunoxenne 13).

3aBucumocts 0TBeTOB 10 IGA u PASI ot Bpemenu

Homu cybbektoB, nocturiux orsera PASI 90, PASI 100, 6anna IGA no ycrpanenuto (0)
u 6ama IGA mo ycrpanenuro (0) wiu cBeneHuo k MuHUMyMy (1) 3a0oneBaHust B IEPHOA C
Henenu | o Henenu 48 0600menHo npencTaBieHbl HA Pur. 1 Hipke (CM. Takke npuiIokeHus 14
u 15).

OTU KpuUBble TMOAYEPKUBAIOT pPA3IM4UUsA B JOJE€ M COXPAaHEHUM OTBETa C TEUYEHUEM
BpPEMEHHU MeXNy rycenbkymadbom u cekyknnymadbom. Ha manemn PASI 90 ¢urypei, Hanpumep,
NIOKA3aHO, YTO OTBETHl HAYMHAIOTCS NMPH OOOMX BUAAX JieueHHs Ha 2 W 3 Hememsix. Mexay
Henensmu 3 u 12 mons orBeroB PASI 90 y cexkyknHymaba BbIlie, yeMm y rycembkymaba. Ha
Henensax 16 u 20 oba nekapCTBEHHBIX CPEACTBA JEMOHCTPUPYIOT CXOXKYIO 10JE0 oTBeToB PASI
90, u nonst orBeroB PASI 90 y rycenbkymaba BbIllie, 4eM B Cly4ae CeKyKuHymada mpu BCeX
Bu3nTax ¢ Hexenu 24 no Henenu 48. Kpusas nonu orBetoB PASI 90 y rycenpkymada qocturaer
miaro Ha Henmene 28, u 3arem uactora 3(¢EeKTOB ocTaercs CTaObwibHON 10 Hemenu 48,
Hanpotus, kpusasi nmonu orBetoB PASI 90 y cekyknHymMaba BBIXOAWT Ha IJIATO paHbINE, HA
Henene 20, u nonst orBeToB PASI 3atem ycroitunBo cHmkaercs ¢ Henenu 20 no Hepenu 48. s
Apyrux 3 KOHEUHbIX MOKasareleil xapaktep aoJeil orBeToB cxoneH ¢ PASI 90, xors umeercs
BapHuabETbHOCTh 1O BPEMEHU BBIXOJA JOJU OTBETOB HA IUJIATO, U IO BH3UTaM, NMPH KOTOPBIX
NPOMCXOOUT TEPEXo] OT Ooyiee BBICOKMX [IOJIEH OTBETa Ha CEKYKMHYMad K Ooliee BBICOKHM
JOJISIM OTBETa Ha ryceiibkymMad.

be3onacHocTh

besonacHOCTh OLiEHMBANU CpeAu BCEX PAaHAOMM3UPOBAHHBIX U MOJY4YaBLIMX JIeUEHHE
CyOBEKTOB, KOTOPBIE MOJIYYIIIN MO MEHbIIeH Mepe | 103y uccieayeMoro areHra (YaCTUIHO WU
MIOJTHOCTBIO) B COOTBETCTBHH € (PAKTHUECKUM JIEYEHUEM, TTOJyUEHHBIM BO BPEMS UCCIIEAOBAHUS,
HE3aBUCUMO OT JIEYEHHs, HAa3HAUYEHHOIO BO BpeMs pPaHAOMM3ALMHU. OJTO TaKXe Ha3bIBAIOT

rpynmnoi mns aHanuza Oe3zomacHOCTH. OCHOBHBIE CBsI3aHHbIE C O€30MACHOCTBIO SIBJICHHS



npUBeAEHbI B TabmuIe 3.

Tabmuma 3. OcHOBHBIE CBsi3aHHbIE C OE€30MACHOCTBIO SIBJIEHUS, IOJy4YaBIINE JIEUEHHE

CYOBEKTBI
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[Monynsuus ananusa: rpymnmna ajs aHajinu3a
Oe3omacHOCTH

CpenHsist pOOIIKUTEIbHOCTD
NOCJIEAYIOLIEero HAOM0IeH!Us (HeAeIH)

Cpennuii ypoBeHb BO3ICHCTBHS
(KOJMYECTBO BBENEHMHN )

CpenHee KOIUYECTBO MOJNYUYEHHBIX
I/IH"beKLII/Iﬁ AKTHUBHOI'O BEIIECTBA

CyOBeKTbl, MPeKpaTHBIINE PUMEHEHUE
HCCIIeAyeMOro areHTa us-3a 1 umm donee

HeOJIaronpHuATHBIX SBJICHUH

Cybmwektol ¢ 1 mu 6oree:
HebnaronpusitHele siBIEHUS
Cepbe3Hble HEOIArONPUSATHBIE SBICHHS
OO6ume nadpexm
HNndexaun, Tpeyromue geueHus
CepbesHble HHPEKIUH

3510Ka4ecTBEHHOE HOBOOOPa30BaHUE
NMSC

IIpouue 310KkaueCTBEHHBIE
HOBOOOpPa30BaHHUs

MACE®

MpIciu 0 CaMOYOHUICTBE MITH
CYyHIUIAIBHOE TOBEIEHHE

BocnanurensHoe 3a0oneBanue
KI/IH_Ie"IHI/IKad

AHadunakTHdecKas: peakius win
p€aKLyAa, HalIOMUHAOasa
CBIBOPOTOUHYIO OOJIe3Hb, HA aKTUBHBIT
HCCIIEyEMbIN areHT

ISR Ha aKTHBHBII MCCIIENYEMBbIii ar€HT"

OO011ee KOIUYECTBO UHBLEKI[AI AKTUBHOTO
areHra
AxrtuBHbIe nHBEKIUHU ¢ ISR

I'ycenpkymad

534
54,90
14,65

6.8

10 (1,9%)

416 (77.9%)
33 (6,2%)
313 (58.6%)
118 (22,1%)
6 (1,1%)
7(1,3%)
6 (1,1%)

1 (0,2%)

0
8 (1.5%)

0

13 (2,4%)
3644

19 (0,5%)

CekykuHymab
511

53,67
14,41

28.8

12 (2.3%)

417 (81,6%)
37 (7.2%)
331 (64.8%)
147 (28,8%)
5(1,.0%)
4 (0,8%)
2 (0.4%)
2 (0.4%)

1 (0,2%)
8 (1,6%)

3 (0,6%)

0

20 (3.9%)
14722

63 (0,4%)

. VYunuteiBain BCE BBCACHUA, HE3aBUCUMO OT TOrO, ABJIAJINMCH OHU HHBCKIHMAMH aKTHBHOI'O

arc¢Hra Ujin HHbCKIIUAMUA rmaue6o. Ka>1<):[oe BBCACHUC BKJIIOYACT B cebs JABC MHBCKIIUH.
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b

MACE: wuccnenoBarens cooOmmn O HecMepTesbHOM HH(papkre wmuokapaa (MI),
HECMEPTEJIbHOM MHCYJIBTE I CMEPTH HU3-32 CePIeYHO-COCYAUCTOro sBIeHus. OnuH ciaydai
uHcynpTa (IIT: ocTpoe HapyumieHHe MO3roBOTO KpOBOOOpAlleHHus) HaONIoJanud B TPYIIe

CeKyKuHyMala.

¢ JlaHHBIE O CYMLUIATBHBIX MBICIISIX U MOBEAEHUH COOUPAIIH ¢ MCTIOIB30BAHUEM SJIEKTPOHHOMN
IIKaJbl OLIEHKH BBIPAXXEHHOCTH CYHLIMAANbHbIX TeHAeHuuil KomymOuiickoro yHuBepcurera
(eC-SSRS) Ha muaHOBBIX BM3MTax. Eciu HeOMaronpusiTHbe SIBIEHUS, CBS3aHHbIE C
CYULIMIAJbHBIMH MBICIISIMU U TIOBEJCHUEM, TIPOM3OILIN BHE BU3UTA B PAMKAX HUCCIIEIOBAHMS,

onu ObLTH 3apeructpupoBanbl B HA snextponHoit uctopuu 6one3nu (eCRF).

d
IIpennouturensubie nposiieHus: IBD: Bonesnr Kpona m BocmanmrenbHOE 3a00jieBaHUE

KHUINCYHUKA

“ISR: peakLuy B MECTE UHBEKIIMU

Honst cyObekToB, nepeHecnx 1 wim Oojiee HEONArONPUSITHBIX SIBJICHUH, OTHECEHHBIX
uccuenosareiaeM K HHQEeKIHusaM, Oblta HUKE B IPYIIIIE IycelbkyMada Mo CpaBHEHUIO C TPYIION
cekyknHymada (58,6% [313/534] B rpynme rycenpkymaba, 64,8% [331/511] B rpynme
cekyknHymada) (mpuoxkenue 19).

Haubonee pacnpocrpanennbiMu uHbpekmmsiMu  Opmn [T Hazodapurrur [21,9%
(rycenpkymab) mo cpaBHeHMIO ¢ 24,5% (cexyknHymal)] M MH(pEKIUN BEPXHUX IbIXATEIbHbIX
nyteit [15,5% (rycenbkymal) no cpaBHeHHto ¢ 18,0% (cexykunyma0)].

Otnenbubie IIT, npeacraBnsromue TrpuOKOBbIE WHGEKLIUH, OTME4YeHHble y >2%
cyObekToB, BKIOUYanu B ceds nepmoduruto crombl (1,1% npotus 3,1%), kaHIUAO3 POTOBOIL
nojiocta (0,9 mpotus 2,2%) u ByJnbBOBaruHaibHbI Kanauno3 (0,9 mporus 2,5%) B rpymmax
rycenbkymada v ceKykuHymaoda.

Bce cepbesHble nHbEKIUN ObUTH €IUHUYHBIMU CIIY4asiMH B 00€UX TpyMIax JICYSHUs, U
HU B OIHOH W3 TPYIII JIEYeHHUs] He ObLJIO OTMEYEHO 3aKOHOMEPHOCTH HJTH TeHIEHIMU. Bo Bpemst
UCCIIEIOBaHU He OBUIO 3aperucTpUpOBAaHO CIY4YaeB AKTUBHOIO TyOepKyJyie3a WM
OMNIOPTYHUCTHYECKNX MHPeKuni (nmpunoskenue 21).

Bcero B rpymme rycenpkymada ormedeHo 3 ciydasi 0a3aJbHOKJIETOYHOW KapILUHOMBI
(BCC) (0,6%) mo cpasrenuto ¢ 2 cnydasmu BCC (0,4%) B rpymnme cekykuHymaa.

B rpynme rycenpkymaba 3aperucTpUpOBaHBI IBa Ciydash KOXKHOHM TUIOCKOKJIETOYHOM
KapuuHOMBI 1 | ciy4aii 6one3nu boysHa.

Y omHOro cyOwpekTa B TIpymne TIycelbKymMada IUArHOCTUPOBAIM HHBA3HBHYIO
IPOTOKOBYIO KapLMHOMY MOJIOUYHOW »KeJie3bl. Y OIHOro CyOBeKTa B TPyIe CEeKyKHMHymada
IUAarHOCTHPOBAIN HEMENKOKJIETOUHBIH paK JIETKOTO, a y APYroro cyObeKkTa JUarHOCTUPOBAIN
rpuOOBUIHBIA MUKO3.

B obmieit cnokHOCTH ¥ 3 CYOBEKTOB B TPYIIIE CEKYKHHYMaba OTMeueH ciiydail 0oyie3HH

KpoHna, BocnanurensHoro 3adonesanus kummeuynnka (B3K) wim konura:
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Y onnoro cyOwekra auarHoctupoBaiu cepbe3noe HA - Gonesnp Kpona. DToT cyOBEeKT
HOJIY4YMIT 5 3aTJIAHUPOBAHHBIX 103 UCCIIEYEMOro areHTa.

JBa cyObekTa coobmmiu o HecepbesnoM HA - B3K.

Onun cyobekt ¢ xponnueckuM B3K B aHaMHe3e, He BBIIBIIEHHbIM Ha CKPUHUHTE, ObLI
PaHAOMM3MPOBAH M TOJNYYHJ 5 [03 HMCCIEAYEeMOro areHTa, Npexae 4YeM BBeneHHe ObuIo
IpeKpaIleHo ocie NoATBepskaeHus konmnuTta KpoHa.

VY Broporo cyOwekra, NMpUOIM3UTENBHO 4epe3 MeCsl Mocjie 3aBeplieHust 44 Henenb
JCUYCHUS, OTMEYCHBI CHUMIITOMBI, KOTOPBIC YKa3bIBaJId Ha 60.]163Hb KpOHa, U BIIOCJICACTBUU
Oone3nb KpoHa Oblia monTeepskaeHa.

AHaJIU3 MALMEHTOB ¢ NICOPUATUYECKUM apTputoM (PsA)

B anoctepropHBIX aHAIM3aX U3yHYaIH TMOATPYIIY MALUEHTOB, KOTOPbIE CAMU COOOIIMITH
o ncopuatudeckom aptpute (PsA). Jlnsa stoii moarpynmbl PSA paccuuTanu paziudusi MEKIy
neueHnssMA B 95% noseputenbHbiii nHTepBat (M) Ilponyck maHHBIX CUHTAIN OTCYTCTBHUEM
oteeta. Kak s¢dexruBHOCTD, Tak 1 6€30MaCHOCTb OLIEHUBAIHN A0 Hexenu S56. B menom, rpymisl
neuenusi [GUS (n =5 34), SEC (n=514)] Obutu cOMOCTaBUMBI HAa UICXOIHOM YpOBHE: Macca 89 K,
24% mnuowanb MOBEPXHOCTH Tella ¢ Mcopua3oM M odmas oueHka uccienosateneM (IGA) kak
ymepenHass (76%) wim Tsokenas (24%). JlaHHbIe XapaKTePUCTHKU OBUTH aHAJOTHYHBI
XapaKTePUCTUKAM MOATPYII ¢ caMoCTosITeNbHO ykazaHHbIM PsA [GUS (n=97), SEC (n=79)]. B
o0mell monmyJsIiMM OCHOBHOM KOHEYHBIM mokaszarenb 1o orsety PASI 90 nHa menene 48 Obun
nocturayT y 84,5% mnaunentros B rpynne GUS no cpaBHenuto ¢ 70,0% mnauueHTOB B TpyIIe
SEC (p < 0,001). Pe3ynpTaThl 1O nepBOMY IJIABHOMY BTOPHYHOMY KOHEUHOMY IOKa3aTEo
(monst marmentoB ¢ orBetoM PASI 75 xak Ha 12-ii Henene, Tak U Ha 48-1 Henese) MoKa3aIu He
MeHbIyio 3¢gdextuBHOcTh B rpynne GUS no cpasrenuto ¢ SEC (GUS - 84,6% nporus SEC -
80,2% maruenTos, p < 0,001), HO mpeBocxoACTBO He ObUIO TpoaeMoHCTpupoBaHo (p=0,062).
Cpenu namueHToB ¢ PSA OCHOBHOM KOHEe4YHbIH nokasatenb - oTBeT PASI 90 Ha 48 Henene - Obun
nocturHyT y 82,5% mnauuenrtos rpynmnbsl GUS no cpaBaenuto ¢ 63,3% naruentos rpymnmnsl SEC
(paznuuue mexnay nedenusmu 19,2% [95% JAN=5,0, 33,4]). Kak BO BCcell momyysuuu, TaKk U B
NOATPYIIE TMALKUEHTOB C MakcuMaibHas nojisi orBeToB PASI 90 Obuia mocTUrHYTa MeEXIy
HenensiMu 16 u 24 1t o0ouX JIEKapCTBEHHBIX CPEACTB. Y manueHToB, nmonydasmux GUS, stor
OTBET COXpaHsuics J0 Hexenu 48, Torma kak y mnanueHtos, mnonydasiiux SEC,
MPOAEMOHCTPUPOBAHO CHIDKEHUE JIOJNM OTBeTOB ¢ Henmenun 24 mo 48. HeOmarompusiTHble
SIBJIEHUs, HaONMIOaeMble y BCEH MOMYyJISLNM, KaK MPAaBUJIO, COOTBETCTBOBAIN YCTAHOBIEHHBIM
npodusim 6e3onacHoctu it GUS u SEC. Pesynbprathl mo 6€30MacHOCTH y MAIMEHTOB ¢ PSA
COTJIACOBBIBAIUCH C pe3yJbTaTaMHu JJisi Bcell mnonynsauuu. B moarpymnme namueHToB C
camocTosiTeNlbHO yka3aHHbIM PsA B uccienosanuu ECLIPSE GUS nmponemonctpuposaHa 6oee
BBICOKAsI JOJNTOCpOUYHasi >(PQPEeKTUBHOCT M COXpaHeHue orBera mo cpaBHeHmoo ¢ SEC mpwu
JeueHnH OJIAIIKOBUIAHOTO TICOpHa3a CPeAHEH WM TSDKEJIOH CTENeHM, YTO COTNIACYeTCsl CO BCeil
UCCIIeyeMOI MomyJIsinueli ¢ OJAIIKOBUIHBIM IICOPHA3OM.

AHaJU3 110 KBaPTIISIM MacChl TeJia

Hauabie 00 3)PEeKTUBHOCTH MPOAHAIM3UPOBAIA MO KBAPTUJISIM HMCXOIHBIX 3HAYEHUN
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maccel Tenna (Q1, <74 xr; Q2, > 74 u < 87 kr; Q3, > 87 u < 100 xr; Q4, > 100 Kr) U KaTeropusim
UMT (sopma, < 25 kr/m°; u36bITouHas Macca Tena > 25 u < 30 kr/m’; oxupenne, > 30 kr/m’). B
5TOM aroCTEPHOPHOM aHaju3€ OLEHHWBAIH 3(PPEKTHMBHOCTb MO KBAPTWIAM HCXOIHOH MacChl
Tena u kareropusiM uHaekca maccel Tena (MMT). lng yuactus B UCCIENOBAaHUM OTPaHUYEHUIN
IO Macce Tesia He ObLIO.

Pesynbratel npencrasiensl B Tabiaunax 12-16 Hioke. IIpomyiieHHble HaHHBIE CHUTAIH
OTCYTCTBHEM OTBETAa IOCJIE MNPUMEHEHHs MNpaBUJl HEyJayHOro JjedeHus. JloaM NalueHTOB,
nocturatommx oreera PASI 90 na Henmene 48 B rpymmax ryceibkymada M CeKykuHymada,
COOTBETCTBEHHO, OBLIM CIEAYIOIIUMU: MO KBAPTUJISIM UCXOAHOW Macchl Tena: Ql, 86,7% mo
cpaBHenuto ¢ 75,6% (11,1% [0,9%-21,3%]); Q2, 89,1% mno cpasrenuro ¢ 73,0% (16,0% [6,0%-
26,0%]); Q3, 80,3% 1o cpaBuenuto ¢ 71,0% (9,3% [-1,9%-20,6%]); Q4, 82,1% no cpaBHEHHIO C
61.3% (20,9% [9.,4%-32,3%]); no xareropusim UMT: nopma, 88,1% mno cpaBHeHHo ¢ 75,2%
(12,8% [2,2%-23,5%]); n3bbiTouHast macca tena, 84,1% mo cpaBaenuto ¢ 73,4% (10,6% [1,6%-
19,7%]); oxxupenue, 82,5% mno cpaBHeHmoo ¢ 653% (17,2% [8,8%-25,6%]) (mpoueHTHas
pasuuna [95% JIH1]). Otu pe3ynbTaThl COTNIACYIOTCS ¢ OCHOBHBIM KOHEYHBIM MoKasaresieM PASI
90 Ha Hemene 48 BO Bcel mccaenyemol momyssinuu (rycenbkymad, 84,5% 1o CpaBHEHUIO ¢
70,0% y cexykunrymada [14,2% (9,2%-19,2%)]). AHanoruuHble pe3yabTaThl HAOIIOAAIH BO BCEX
KBapTWISIX Macchl Tena u kareropusix UMT s orseroB PASIT00, IGAO u IGAO/1, mpuuem Bce
YHCIICHHbIE PA3IMYus MEXY JISUeHUsIMHU ObUIH B TOJIB3Y I'ycesnbkymada. B 3akimroueHne MOXHO
OTMETUTb, YTO MO KBAapTHJIAIM HCXOAHBIX 3HAueHUN Macchl Tena u kareropusm HMMT nons
0TBETOB C 3(()EeKTUBHBIM MCXOAOM Ha Henene 48 OblIa YMCIEHHO YCTOMYMBO BBILIE B IPYIIIE
rycenbKymada 1o CpaBHEHMIO C CEKYKHHYMaOOM IpH JIEYEHUH I1COpHa3a CPeIHe MM TKeNOoH
CTETEHH.

AHanu3 1o NJIOImAAAM NOBEPXHOCTH TeJia

Kak mokazano B Tabmuue 17, mo komrnonentam PASI - momansM moBepXHOCTH Tena,
BKJIFOYAsi TOJIOBY M LICKO, TYJIOBHUINE, a TAK)KE€ BEPXHUE W HUKHHE KOHEYHOCTH, Tycelbkymad
NPOEMOHCTPUPOBaAT 0OJiee BBICOKHE YHCICHHbIE YPOBHH 3(P(PEKTUBHOCTH MO CPABHEHHUIO C
CEeKYKHMHYMaOOM /10 Henenu 48 mpu JICYEHUU TICOpUasa CpelHed M TSDKENOH cremeHu. Takke
OLIEHUBAJIM yJyullleHHe No KomroHeHTamM PASI - njomaasm noBepXHOCTH Teja, BKJHOYAs
rOJIOBY U II€H0, TYJIOBHUIIE, a TAK)KE BEPXHHE U HIDKHUE KOHEUHOCTH. [Iponyck naHHBIX cUUTAIH
OTCYTCTBHEM OTBETA.

Ha nenene 48 uncneHHO OOJbIINE AONH MALMEHTOB JOCTHIAIN YIYYIIEHUs (yIydlIeHne
Ha 100% wu ynyumenne Ha > 90%) mpU HCIIONB30BAaHMU TycelbkyMada MO CPaBHEHHUIO C
UCTIOIb30BAaHUEM CeKYKHHYyMa0a B TuiaHe KOMIOoHeHTOB PASI st ronoBel U eu, TyJIOBUINA, a
TaK)ke BEPXHUX U HUKHUX KOHeuHocTew (Tabmuma 17).

Amnajins reorpaduuecknx 00JIaCTEN IPOUCX OKIEHUS NTALIMEHTOB

ITarmentoB u3 Cesepuoit Amepuxku (CLIA, Kanama, n=391), Bocrounoit EBporsr
(Hewckas Pecniybnuka, Benrpus, ITonbma; n=338), 3anannoii Esponsl (@pannus, I'epmanus,
Ucnanns; n=248) u Asctpanuu (n=71) B rpymnmsl, nojiydaBuive ryceapbkymad B mposze 100 mr

nonkoxHo (1/kx) Ha Henene 0, 4, 12, 3arem kaxzabie 8 Henenb (n=534), wiu cekyknunymada B 103
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300 mr Ha Hepmene O, 1, 2, 3, 4, 3atem kaxkaeie 4 Hegenu (n=514), B 00oux ciydasix 10 HeOEIH
44. OCHOBHBIM KOHEYHBIM IMOKa3aTejieM Oblia H0Js marueHToB, nocturimmx orseta PASI 90 Ha
Henene 48. [Iponyck TaHHBIX CUUTAIN OTCYTCTBUEM OTBETA.

Kax nokazano B Tabmuue 18, He3aBUCHMO OT reorpauueckoro peruoHa Jojsi OTBETOB
PASI 90 mnpu neueHuu rycenbkymaOoM Ha Henene 48 Obula BbIlIE O CPAaBHEHUIO C
CEeKyKMHYMaOOM MpH JICYEHUH TICOpPHa3a CpeaHel WM TSDKEJIOW CTerneHH. AHaIM3bl HOATPYIII
1o reorpagpuuecKkoOMy peruoHy rnokasajiu Oosee BbICOKYO oo oTBeToB PASI 90 y mauueHToB,
NOJIy4aBILIUX JICYCHUE T'yCEebKyMaOOM, MO CPABHEHHIO C MA[EHTaMH, MOJYYaBIIUMHU JICUSHHE
CeKyKHMHyMa0OoM, BO Bcex pernonax: CeepHast Amepuka (ryceiabkymad 78,9% B CpaBHEHUH C
cekykuHymabom 60,4%); Bocrounas Epoma (rycempkymad 90,6% B cpaBHEHMH C
cekykuHymabom 76,0%); 3amamnas EBpoma (rycempkyma® 82,9% B cpaBHEHMH C
cekyknHymMadom 74,8%); u ABctpanus (rycenbkymad 91,4% B cpaBHEHHH C CEKYKHHYMaOOM
77,8%) (Tabnmua 18).

Hpumep 2. Ouenka BnusHus aedenus: anturenamu Kk UI-23 u aaturenamu x UI-17A
Ha MOMYJISIUY UMMYHHBIX KJIETOK B Koxke U Ha yposHU WJI-17F u MJI-22 B cbiBOpOTKE

OO6pasup! Onoricuu Koxku nojy4aiu Ha Henelsix 0, 4 u 24. Ilpodunu sKkCripeccuu TeHOB
KOKM TOJydYaju Juid LenbHOro Owmomrara mocpencrBoM cekBennposanuss PHK (RNAseq).
CocraB T-kneTok onpenensim MmocpeacTBOM MMMYHO(PEHOTUITMPOBAHUS KIIETOYHBIX CYCHEH3HUIM
U3 IMCCOLMMPOBAHHBIX OMONTATOB C MUCIOJIb30BAHUEM MPOTOYHON LIUTOMETPUU B COYETAHUU C
HECMEIIEHHBIM KJIACTEPHbIM aHanu3oM. ChIBOpOTKY cobmpanu Ha Hen. 0, 4, 24 u 48 nu
aHAJIU3UPOBAINA C MOMOUIBIO CBEPXUYBCTBUTENBHBIX MUMMYHOJOTHYECKUX aHAJIW30B HA YPOBHU
WJI-17a, UJI-17f, NJI-22, WUJI-23 u Oera-nedensuna-2 (BD-2). Kpome Toro, B mopaskeHHbIX
y4acTKax Koxu u3Mepsiu koauuectsa T-knerox CD4" u CD8™.

Pesyromameot

CoiBopotounsle koHueHTpauuu UJI-17a, WI-17F u WI-22 camxanuce Ha Hepensix 4, 24
u 48 nocne nevyeHus ryceirbkymabom. Hamportus, edyeHue CeKyKMHyMaOOM CHUXKAJIO YPOBHH
NJI-17F wmenee s¢pdexruBHo, yem rycenmbkymad (p < 0,0001, Bce cpoku), U HE OKa3bIBAJIO
BaustHUsL Ha ypoau WJI-22 (ypoHu cBoGomubix UJI-17A B xoropre SEC HEBO3MOXKHO OBLIO
U3MEPUTH UCTIONIb3yeMbIM aHan30M). COOTBETCTBEHHO, Ha 4, 24 u 48 Hemensx HaOIIOIANIOCH
Oonpiee CHWKeHHWe KoHUeHTpanumu B ceiBoporke WJI-17F u WJI-22 npu BBepeHuu
ryceibkymada mo CpaBHEHHIO C BBEIEHUEM CEeKYKHHyMala.

CHmxenue ypoHeil BD-2, Ounomapkepa, B BBICOKOH CTENEHH KOPPENUPYIOIIETO C
BOCMAJICHHEM KOXXH, ObUIO Oojee CHIIBHBIM B Cilydae MPHMEHEHHs 3CeKyKHMHymada IO
CPaBHEHUIO C MPUMEHEHHeM rycenbkymada Ha Henmesne 4 (p < 0,0001) u ObLIO TakUM ke Ha
Henene 24; omHako ypoBeHb BD-2 yBenmumuBancs B rpynme cekykKuHymada, HO OCTaBaJCs
CHIDKEHHBIM B TpyImme rycenbkymada Ha Hemene 48 (p < 0,05), Tak 4TO NMpH HCIONIb30BAHUH
rycenpkymaba mnpoucxonuio Oonee CHilbHOE CHIKeHue ypoBHs BD-2 mo cpaBHeHHIO €
CeKyKnHyMaOoMm Ha Hezene 48. Hopmanmusauust TpaHCKPUIIIMOHHBIX U3MEHEHUN B KOXe Oblia
Oonee BBIPAXKEHHOW B TpyIMIe, MONy4yaBIlel CEKyKHHymMad, IO CPaBHEHUIO C TPYIIOWH,

ToJTy4aBIIeil ryceiapkymad, Ha Henene 4, HO SKBUBaJIEHTHOU Ha Hexene 24. Hopmanmsaiwms B
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KOXke yBenmuueHHoW skcrpeccuu renos MJI-17A, MJI-22 u WMJI-23 Oputa comocTaBUMOH mpu
obomux Bupmax yedeHuss Ha Henemsix 4 u 24, torma kak skcrpeccust MJI-23R 3HaumrensHO
CHIDKAJIaCh MPUMEHEHUH IycenbkyMada B Bune Mmonorepanuu (p < 0,01). Ha 24 venene neueHus
urcno T-knerok CD4" u CD8" B mopaskeHHbIX yUaCTKaX KOKH YMEHbIIAJIOCh B OOEUX TPyIMax.
Onnako no cpasHenuto ¢ TRM CD8+ (CD3+, CD8+, CD103+ wunu CD49at+) cHmxanach
OTHOCHUTEJIbHO HCXOJHOTO YPOBHS NPU IMPUMEHEHHH Tycenbkymada (p=0,036), HoO He CHMXKAIACh
Ipyu TNPUMEHEHUH CeKykuHymaOa. YweHbieHue kommuectBa TRM MJI-17A+/CD8+ B
MOBPEXKAEHHON KO)XK€ TMPH  pasHbIX BHJAX JIeYeHWs He pa3nuyanock. Hamportus,
pacnpoctpaHeHHOCTD perynsatopubix T-kierok (Treg) (FoxP3+, CD25+, MJI-17A-) Obuia Bbile
B rpymme rycenbkymata Ha Hepene 24 (p=0,042).

brio nokasaHo, 4TO reHbl, BXOASIINE B COCTaB TPAHCKPUNTOMA IICOpUa3a, B TOM UHUCIIE
red NJI-23R, nyume Hopmanuzosate no GUS, uem no SEC.

IToBbIIeHHas 3KCIIpeccysl B OBPEXASHHON IICOPUA30M KOKE IPYIIbl [€HOB, CBA3aHHBIX
C aCCOLMMPOBAHHBIMU CO CIM3UCTON MHBapuaHTHBIMU T-kierkamu (MAIT) (Bkirouas UJI-23R),
Ha Heznese 24 Oblia yuine HopManu3oBaHa o ganHbiM GUS, yem no nanubim SEC.

Ha nenene 24 pacnpoctpaneHHocTh kietok mamsatu (TRM) CD8+ (CD3+, CD8+,
CD103+ w/mnmu CD49at), pe3suCTeHTHBIX K TKaHSIM, CHUXKAJACh OTHOCHUTENBHO HCXOIHOTO
ypoBHsI B mopakeHHOM Mecte npu jedeHnn GUS (p < 0,05), HO He CHWXKanach NMpH JEUSCHUH
SEC. Pacnpocrpanennocts peryistopabix T-knerok (Treg) (CD3+, FoxP3+,CD25+IL17A-)
osuta Beite B rpynme GUS, yem B rpynne SEC, Ha 24-i1 nenene (p < 0,05).

Ananu3 anturennpexacrasomux kietok (APC) WJI-23+ mokasan, 4To JEHAPHUTHBIE
kietku (DC) CD14+CD64+otBeuanu 3a Oonbiuyo 4dacth 3kcrpeccun MJI-23 B mopaskeHHOM
ncopuasom koke. Jkcnancus T-kierok CD4 accounnposanach ¢ OTHOCUTENbHBIM YBEJIUYEHUEM
kiaerok He-TRM  (CD103-CD49a). Oxcnancusi T-xinerok CDS8  accoummpoBanach ¢
OTHOCHUTENbHBIM MOBbIeHHeM pacnpoctpaneHHoct TRM  (CD103+w/mmu  CDA49at).
3HauuTenbHOE yBenuueHue konnuectsa TRM- u He-TRM- knerok CD8 u ne-TRM- knerok CD4
npu ncopuase. Koxxuesie He-TRM- knetku CD4+ u TRM-knetku CD8+ BHOCAT OCHOBHOM BKJIaA
B npoxnykuuio MJI-17A npu ncopuase (Ha HICXOAHOM YpOBHE). PacnpocTpaHEeHHOCTDb MOMYJISIIUH
Treg cpenn T-kiI€TOK 3HAYUTENBHO NOBBIMIEHA B MOPAXXEHHBIX IICOPHUA30M ydacTkax. bpuio
BbIIBJIEHO 2 pasnuuHbix kiactepa Treg: omun WJI-17A+u omun HNJI-17A-N. IlospimeHHast
yactora skcnpeccun MJI-17A B cyOnonymsinusax T-keTok B MOpaKEHHOH M HE MOpakeHHOH
koxe. T-knerkn CD4+, nponyumpyromue WUJI-17A, npencrasnsiim co0Ooii rnaBHbIM 00pa3oM He-
TRM T-knerku CD8+, npoayuupyromue MJI-17A, npencrasnstomue coO0i r1aBHbBIM 00pa3om
TRM. Treg BHOCAT BKJIaA B HU3KUI ypoBeHb dkcnpeccuu MJI-17A B nopaxxeHHO!N ncopuazoM
koke. bonee 3HaunMoe cHukeHue pacrpoctpaHeHHOCTH TRM cpenu T-knerok CD8+ B otser
Ha BBEIEHHE T'ycelbKymMada IO CpPaBHEHHIO C CEeKyKMHymMaOoM B Koropre Ha 24 Hexene.
Otnuunii mo pacnpoctpaneHHOCTH TRM cpenn cyOnonynsauuu T-knerok CD4+ B oTBeT Ha
BBEJIeHUE TycelibkyMada MO CPaBHEHHIO C CEKYKMHyYMaOoM Ha 24-ii Hezielle HE OOHApYKEHO.
Paznuuusa B cybnonymsinusax He-TRM CD4+ unu He-TRM CD8+ T-kierok Mexay rpynmnamu

JeueHus rycenbkyMaboM mim cekykuHymaOom Ha 24 Henene. Yposenb MJI-17a cymecTBeHHO
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CHIDKAJICS B TpyIe rycenbkymada (n3mepenue B koropre SEC OCIOXKHAIOCH HECTIOCOOHOCTBIO
aHamuza auddepenuuposars B rpynmne SEC cesazannsiii UJI-17A u cBobonusiii MJI-17A, 4o
npuBoauio K ysenudeHuto yposHs WMJI-17A). IlosbimenHass yacrora skcrnpeccun MJI-17A B
kietkax TRM CD8 B mopaxeHHON KOXX€ Ha UCXOIHOM YPOBHE, IO-BUIUMOMY, CBsI3aHa C
orcyrcTBueM noctikeHus PASI > 90 na Hemene 48 (He3aBUCHMMO OT rpymnmsl jieueHus). Ha
UCXOIHOM YPOBHE B HETTOBPEKAEHHOH KOXKE CXOHOT0 XapakTepa He HaOJI0alH.

Ha @wur. 2 noka3zan mnan uccnenosanust ECIPSE no 48-it nenenu u 00pasipbl, B3sIThIE TSI
JOTIOJIHUTEIBHBIX ~UCCeAoBaHuil  OuomapkepoB. OOpas3ibl KPOBH Ui  JOMOJIHUTEIHHOTO
UCCIIEIOBAHHS  CHIBOPOTOYHBIX OEJKOBBIX OHOMAapkepoB Opaium y BCEX YYaCTHUKOB
uccnenoBanus Ha 0, 4, 24 u 48 nHemensx. OOpasubl KOXKH, BKJIFOYAs Mapy M3 HEMOPAKEHHOT'O
ydacTKa KOKM U TMOPaKEHHOIO ydacTka KOKH Ha Hepnene 0, a Takke MOPaK€HHBIX Y4YaCTKOB
KOXXM Ha Henmemsix 4 u 24, cobupanu y moarpynmbsl cyobekToB (19 momyuaBmmx GUS u 16
nojy4aBmux SEC) 1y JOMONHUTENPHOTO HUCCIENOBAHHS TPAHCKPUIITOMHBIX OHOMapKepOB
koku. OtaenpHO, 00pasubl KOXKHM, BKJIOYAs Mapy M3 HEMOPAKEHHOIO YYacTKa KOXH H
MOpPaXEHHOI'0 y4acTKa KO>kKM Ha Hepene 0, a Takke MOPa’keHHBIX Y4aCTKOB KOKU Ha HeJelsiX 4 u
24, cobupamu y apyroi moarpymmbsl cyorekToB (11 monyuasmmx GUS u 9 monyuasmmx SEC)
IUISL TOTIOJTHUTEBHOTO UMMYHO()EHOTHITUPOBAHUS UMMYHHBIX KJIETOK.

Kak noka3ano Ha @ur. 3, nosbiieHHble ypoBHU MJI-17F B CBIBOPOTKE KPOBU MALIUEHTOB
C TICOPHMA30M CHIDKAIUCh NMpH OOOMX BUAAX JIEYeHUs, npudeM Oonee ObIcTpoe W Oobliee
CHIDKEHHE BbI3bIBAN rycenbkymad. Ilo cpaBHEHHIO €O 370pOBBIM KOHTposneM (n=25) vy
NAlMEeHTOB C TICOPHA30M HAOMIONAIHMCh TOBBIIEHHbIE ypoBHH MJI-22 B CBIBOPOTKE KpOBHU
(n=200), 1 oHu ObLTH MOBBILIEHHI B 5,2 pa3a, p < 0,0001. CHmkenne nossiteHHOro yposHst MJI-
17F B CbIBOPOTKE KpOBU OBbUIO CHJIbHEe B oOpasuax rpymmbl rycenbkymaba (n=100), mo
CpaBHEHMIO ¢ oOpasuamMu rpymmbl cekykunymada (n=100) mpu Bcex BU3UTAX Mocje 4 HeOeNu: B
2,26 pasza o cpaBHeHuro ¢ 1,12 pasa, p <0,0001 na nHenene 4; B 5,32 pasza no cpaBHeHuto ¢ 2,31
pas, p <0,0001 Ha Henene 24; u B 5,28 paza no cpaBHeHHUIO ¢ 2,33 pas, p < 0,0001 Ha Henene 48;
NJI-17F B CBIBOPOTKE KPOBU MAIMEHTOB, MOJYYABLINX I'YCETbKYMad, HOPMAaJIU30BAJIU 10 YPOBHS
310POBBIX KOHTPOJIBHBIX UCTBITYeMbIX Ha 24-i1 u 48-i1 Henensx. CpenHeKkBagpaTUIHbIE CPEIHUE
3HAUEHUS: CpeNHEKBaJIpaTU4YHble cpenHue 3HaueHus; JIM: = noBepuTenbHbII MHTEpBAL.
CpennexBanpaTtuunble cpenHue 3HaueHuss u 95% JIM paccuuThiBaim Ha OCHOBaHUU
JorapupMUYecKu MpeoOpa3oBaHHONH KOHLEHTPALMH C MPUMEHEHHEM MOJENN CO CMEIIaHHBIMU
s¢dexkTamu ¢ MOBTOPHBIMUA U3MEPEHUSIMH, B KOTOPOH JieueHHe (TycebkyMal U CEKYKUHYMal) U
BusuTel (Hemenu O, 4, 24 u 48) mpencrasnsroT cobol PpukcupoBaHHbIE YPPEKTHl, a CyOBEKT
MpeCTaBiIsieT CO00H cyuaiHbiil 3G GeKT.

Kak nokasano Ha @ur. 4, noseleHHble ypoBHU HMJI-22 B CBIBOPOTKE KPOBU MALIUEHTOB C
IICOPHA30M CHIDKQJINCh TP OOOHMX BHAAX JIEUEHUs, mpuueM Oojee ObicTpoe u Ooubliee
CHIDKEHHE BbI3bIBAN rycenbkymad. Ilo cpaBHeHHMIO CO 310pOBBIM KOHTposeM (n=25) y
NAMEeHTOB C IICOPHAa30oM Halmonaiuch mnosbimieHHble ypoBHM MJI-17F B ChHIBOPOTKE KpOBHU
(n=200), u onm Obun moBeiIeHbI B 6,0 pasa, p < 0,0001. CHmwxkenue ypoBHs WJI-22 B

CBIBOPOTKE KpOBH OBLIO BBIIIE NPU BBeAeHHM Tycenbkymaba (n=100) mo cpaBHEHHIO ¢



69

BBeZeHUeM cekyknHyMaba (n=100) npu Bcex mocemeHusix mnocie 4 Hepenu: B 1,74 pas nmpoTus
1,28 pas, p=0,057 na Henene 4, B 2,79 pasa no cpaBHenuro ¢ 1,25 pas, p <0,0001 na nenene 24,
B 2,85 pasa no cpaBHeHuo ¢ 1,24 pasa, p < 0,0001 na nenene 48.

CpenHekBasipaTU4YHbIE CpPEJHHE 3HAUYEHUS. CPEIHEKBAAPATHYHBIE CPEIHHE 3HAUYEHUS,
J: = noseputenpHblii uHTepBan CpenHekBaapaTHuUHblE cpenHue 3HadeHus u 95% JIU
pacCUMTHIBAIM HA OCHOBAaHMM JIOTapUPMHUYECKH NPeoOpa3sOBaHHOH KOHLEHTpPALMU C
NPUMEHEHHEM MOJIENIN CO CMEIIaHHbIMU 3((eKTaMu C MOBTOPHBIMH M3MEPEHHSMH, B KOTOPOH
nedenue (rycenbkymad u cekykunymad) v Busuthl (Henesu O, 4, 24 u 48) npencTaBisitoT coOoi
¢ukcupoBaHHbIe 3P PEKThI, a CYOBEKT MPEACTABISAET COOO0M ciydaiHbii 3(dekr.

Kak nokazano Ha @ur. 5, noBblmeHHbIE YpOBHU OeTa-nedensuna-2 (BD-2) B CbIBOpOTKE
KPOBU TIPU TICOpUA3€ CHIDKAIUCh NMPH OOOMX BHUIAX JICUEHHs, MPU 3TOM Oojiee OBICTpoOE
YMEHbLICHHEe ObLIO OTMEYEHO NPU HCIOJIB30BAHWU CEKYKMHYMaba, HO ¢ Ooyiee yCTOHYHBBIM
YMEHBLICHUEM TIPU HCIONB30BaHUM rycenbkymada. [To cpaBHEHHMIO CO 3OPOBBIM KOHTPOJIEM
(n=25) y mamnuweHTOB C TMCOPHA30M HAOIONANUCH TMOBBIMIEHHbIE YpoBHH BD-2 B ChIBOpOTKE
kpoBu (n=200), koTopele ObUIM MOBBIIIEHBI B > 32 pasa, p <0,0001. CHmxenue BD-2 B
CBIBOPOTKE KPOBH ObUIO OoJee BBIPAKEHHBIM MPU MCIIONB30BAaHUH ceKyknHyMmada (n=100), uem
rycenpkymaba (n=100) (8 13,1 pa3 mporus 5,0 pa3, p < 0,0001) ma 4-ii Hemene u ObLIO
skBHUBaJIeHTHHIM (B 18,4 pa3 mo cpasHenmto ¢ 17,3 pas, p=0,99) Ha 24 Henene, HO COOTHOLIEHNE
Obuto obpatHbM (B 18,9 pas mpu BBemeHuH rycenpkymaba mo cpaBHeHuro ¢ 13,7 pas mpu
BBEICHUHU cekyknHyMmaba, p < 0,05) na 48 nenene.

CpenHekBaspaTU4YHblE CpPEJHHE 3HAUEHUS: CPEIHEKBAAPATHUYHBIE CPEIHHE 3HAUYEHUS,
JU:. = nosepurenpHblii HHTepBan. CpenHekBaapaTHuHble cpeAaHue 3HadeHus u 95% JIU
paccuMThIBaIM HAa OCHOBAaHUHU Jorapudmuyecku IpeoOpa3sOBaHHOM KOHLEHTpPALUU C
NPUMEHEHHEM MOJIENIN CO CMEIIaHHbIMU 3((eKTaMu C MOBTOPHBIMH M3MEPEHHSMH, B KOTOPOH
nedenue (rycenpkyMad u cekykuHymaO) u Busuthl (Hepenu 0, 4, 24 u 48) npencraBisiror coOoi
¢dukcupoBaHHbie 3P PEKThI, a CYOBEKT MpeacTapisier codoit ciydannbiii 3pdexr.

Kak nokazano va @ur. 6, noArpyImnna HHAYLUPOBAHHBIX T€HOB B MOPAXKEHHON IICOPUA30M
KOXKE JIydllle HOPMAJM30BaJaCh Ha Henxene 24 mpu HCIOJNB30BAHHM TyCelibKymada, d4em
cekyknHyma0a. KonmnuecTBeHHOE 3HaU€HHE SKCIPECCHH T'€HOB B WHIMBUAYAJIBHBIX 00Opaslax
Ouroncuy KOXH BBIMUCISUTN Kak Jiorapupmudeckn(log2) npeodpazoBaHHOE YHUCIO TPAHCKPHIITOB
Ha wmuwumoH (TPM) mo RNA-Seq. [duddepeHuunanbHYyr0 SKCIPECCHIO TEHOB MEKIY
noBpexxnenHoit koxkeit (LS) u nHemoBpexxneHHou koked (NL) B HMCXOOHOM COCTOSIHUH
BBIUUCISUTM KakK JiorapuMU4eckn mNpeoOpa3oBaHHBIE COOTHOLIEHHsS HAa OCHOBE MapHOro t-
KpuTepus y 35 MaLueHTOB ¢ Mcopua3oM. 1655 reHOB UMesH MOBBILIEHHYIO 3KCIpeccuro B LS ¢
KPaTHOCTBIO HM3MEHeHus > 1,5 u oxxumaemoii noneit noxsbix otkioneHuit (FDR) < 0,05.
HuddepenunanbHyro sKcnpeccuro reHoB B LS B orBer Ha sieyeHwe Ha Henene 4 u 24
paccunuThiBa Kak log2-mpeoOpa3oBaHHOE COOTHOLIEHHE C WCIHOJIb30BAHUEM MOJAEIH CO
cMelaHHbIMH 3((eKkTaMu ¢ TOBTOPHBIMU H3MEPEHUSIMH, TAe JieueHue (rycenpkymad u
CeKyknHyMa0) u Bu3UTH (Hemenu 4 u 24) npencraBisioT coOol (ukcupoBaHHbIE 3(PPEKTH,

CcyOBeKT mpencrasisier coboi caydaitHeiii s dekr, a quddepeHnranbHas SKCIPeccust TeHOB B
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HCXOJTHOM COCTOSIHUH (MEXy TIOBPEKAECHHON KOXKeH 1 HeTIOBPEXIEHHON KOXKEH) MPeNCTaBseT
coboii koBapuaty. 11 JAHHOTO reHa MPOLIEHTHOE YJIyYIIeHHe B OTBET Ha JICYEHHE NIPU JTaHHOM
BU3UTE PACCUUTHIBAIN KaK OTPHUIATEIbHOE OTHOIIEHHE |0g2-npeodbpa3oBaHHOIO OTHOLIEHUS AJIs
oreera B LS k log2-npeobpazoBanHoMy oTHOWEHNIO pasHocTy Mexxkay LS u NL Ha ucxogHom
ypoBHe. Cpenu 1655 reHOB, st KOTOpBIX HaOMONajach MOBBbILEHHas 3kcmpeccus B LS B
ucxonHoM coctostauu, 328 (19,8%) umenu Gosee CHIIbHOE yayYIIEHHE B OTBET Ha T'yCeIbKyMao,
yeM Ha CeKyKuHyMad Ha 24 Henene, 4To ompenesuioch kak >50% yiydinieHwe B OTBET Ha
rycenpkymad u >25% pasnauuue B YIYYLICHHMH MEXIY TyCelbkyMaOboM M CEeKyKHHyMaOoMm.
Csernio-cepble JTMHUM TPEACTABJIAIOT UHAMBHAYaJbHbIE TEHbL, a TOJCTas YepHas JHHUS
npeacTasisier codoit cpenumii% ynydenus cpenu 328 reHoB B OTBET Ha rycenbkymad (126%)
1O CpaBHEHHIO C cekykuHyMabom (76%). GUS: rycenpkymad, SEC: cexykunymad

Kak nokasaHo Ha Qur. 7, B NOPaKEHHON ICOPHA30M KOXKE IOBBILICHHAs 3KCIPECCUsi
I'PYNIbl T€HOB, CBSI3aHHBIX C ACCOLIMUPOBAHHBIMU CO CIM3UCTON WHBAapUaHTHbIMHU T-KieTkamu
(MAIT), Ha 24-ii Henmene Jydlle HOPMAaJHM30Bajach IIOA JAEHCTBHEM TycelbKymada IO
CpaBHEHHIO ¢ ceKyKuHyMabom. CBeTiio-cepbIMu JTUHUAMU 0003Ha4YeHbI oTAenbHble reHsl. GUS:
rycenpkymad, SEC: cexykuaymao.

Ilcopua3 mpexacrasisier cobol 3a0ojeBaHUe, 3aBHCUMOE OT T-KJIETOK, MPU KOTOPOM
Haxopsmuecss B Koxke T-KJIeTkH, MpOoayLHPYIOIHE MHO)KECTBO BOCHAIUTENbHBIX LIUTOKHUHOB,
KaK CYUTAIOT, WIPalOT BaXKHYIO POJb B PEryJsLUM BOCMHAJIUTENBHOIO MMMYHHOI'O OTBETA,
KOTOPBIM MPUBOJAUT K aKTUBALIMK U Nposndepalui KepaTHHOLUTOB U B UTOTE K THIIEPKEPaTo3y,
SpUTEME U LIENYLIEHUIO, KOTOPBIE SIBJIAIOTCA OTJINYUTEIbHBIMU IPU3HAKAMH BOCIHATIECHUS KOXU
npu ncopuasze. (CuuTaercs, 4YTO BOCHAIUTENbHble T-KJI€TKM KOXH U JPYTUX TKaHEH
skcnpeccupyroT peuentop MJI-23R u 3aBucar B mane ummyHonaroreHHoctu ot WJI-23. Jlnsa
Jy4LIero TOHMMAaHHUsS MeXaHW3Ma JIEHCTBUS TycelbkymMada aBTOPbI M300pEeTeHHs CTPEMHIINCH
OXapaxkTepu3oBaTh T-KJIETKH KOXU TNPH MCOpHa3e MOCPEACTBOM HMMYHO()EHOTHITHPOBAHUS
KJIETOYHBIX CYCIEH3MI M3 ITUCCOLMUPOBAHHBIX OMONTATOB CIIOCOOOM MPOTOYHOM LIUTOMETPHH.
[Tpu KCTIONIB30BAaHUH STOTO MOAXOAA ObUIO MOKA3aHO, YTO PACIPOCTPAHEHHOCTh HAXOASIINXCS B
koke T-xinerok mamsitu (TRM) tuma CD8+ B moBpexneHHON Koxe Ha 24-i Hepiese CHIDKaIach
IO CPAaBHEHHIO ¢ UCXOAHBIMH ypoBHsiMU B rpymnmne GUS (p=0,036), HO He CHMXKaach B TPyIIIe
CeKyKHHyMa0a. DTO TMpPUBOAUT K MOBBIMEHHOW pacrpocTpaHerHoct TRM CD8 B rpymme

CeKyKHMHyMada Mo CpaBHEHHIO ¢ TPYIION rycenbkyMada Ha 24-ii Henene (p=0,0048).

Tabnuua 20
CBoanbie nanabie o P-3nauyenusm. Yacrora serpeuaemoctu TRM CDS8 cpean T-kierok
CD3
Jleuenne Henens P-3nauenne
['ycenpkymad Henens 0-NL no cpaBHeHuto ¢ Heneneii 0-L 0,021683
['ycenpkymad Henensa 0-NL no cpaBHeHuto ¢ Henenei 4 0,028696
['ycenpkymad Henensa 0-NL no cpaBHeHuto ¢ Heneneil 24 0,83748
['ycenpkymad Henens 0-L no cpasHeHuto ¢ Heneneu 4 0,909182
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['ycenpkymad Henens 0-L mo cpaBHenuro ¢ Hexenen 24 0,035655
['ycenpkymad Henens 4 no cpaBHeHUro ¢ Henenel 24 0,046409
Cexykunymad Henens 0-NL no cpaBHeHuto ¢ Heneneit 0-L 0,800505
Cexykunymad Henenst 0-NL no cpaBHeHMIO ¢ Henenen 4 0,18244
CexykuHymab Henens 0-NL no cpaBHeHHIO ¢ Henenel 24 0,300364
CexykuHymad Henens 0-L no cpaBHeHUto ¢ Henenel 4 0,278196
Cekykunymad Henens 0-L mo cpaBHeHuro ¢ Henenei 24 0,432394
CexykuHymad Henens 4 no cpaBHeHuUro ¢ Hepeneit 24 0,762684
Jleuenne Hepensn P-3nauenne

['ycenpkymald Mo CpaBHEHHIO C

CEKyKHHYMaOOM 0-NL 0,048327
['ycenpkymal Mo CpaBHEHHIO C 0-L 0,961635
CEeKYKHMHYMaOOM

['ycenpkymal Mo CpaBHEHHIO C

CEeKyKHHYMaOOM 4 0,196808
['ycenpkymal Mo CpaBHEHHIO C 24 0,004842
CEeKYKHMHYMaOOM

Kak nokaszano Ha @ur. 8, pacrnpoctpaneHHocTb TRM CD8 B mopaskeHHON Icopuasom
KO)K€ CHW)Kallachb IO JeHCTBHEM rycenbkymada, HO He CHIDKalach TIOA JAEHCTBUEM
cekyknHymaba Ha 24-ii Henmene. OmpeneneHue xapakTepucTUK T-KJIETOK MNOpaskeHHON
NICOPMA30M KOXKH MPOBOJMIIN MOCPENCTBOM MMMYHO(DEHOTHUITMPOBAHUS KJIETOUHOHM CYCIIEH3UH,
NOJIYYEeHHOH W3 AMCCOLMMpOBaHHOrO Owuonrata. [lo CpaBHEHHIO C HCXOOHBIM YpPOBHEM
HOpa)XeHHOH KoxH pacnpoctpaneHHocTs TRM CD8 (CD3+, CD8+, CD103+ n/unu CD49a+) Ha
24-i1 Hepese CHIDKaNAch B rpymme ryceiapkymada (n=11, p < 0,05), HO He CHMIKaNach B IpyIIe
cekyknHymaba (n=9). CraTHCTUYEeCKUH aHajJu3 MPOBOAWIM C TIOMOIIBIO MPOrPAMMHOTIO
obecnieuernsi SAS 9.4 ¢ UCTIONB30BAHUEM JUTMTEIBHON HETNPEPbIBHONH MOIENN PErpeccud, Te
OTBETOM CYHTAJIA OTJIMYHE OT MOPAKEHHSI HA UCXOHOM YPOBHE, IPOTHO3UPYIOIIUM (PaKTOPOM -
NOpa’KE€HHE Ha MCXOIHOM YPOBHE, CIIOCO0 JICYCHHS U HEeINemo - (PakTOpamMH, ONpeAessIFoIIUMU
B3aUMOJEHiCTBHE MEXIy crocoOoM nedeHus u Hepeneil, a AR1 paccmarpuBamu B KauecTBe
KoBapuathl. JIaHHbIE HAHOCHJIM Ha rpaduK Kak U3MEHEHHE OTHOCHTEIBHO MCXOMHOTO YPOBHS
MOpakeHUsi C HCIOJb30BAaHMEM METOJa HAMMEHBUIMX KBaapaToB u 95% nosepurenbHOro
UHTEpBaja.

Taxxe Obuto ormedeHo, uyro WMJI-23 oka3bIBaeT aHTArOHUCTUYECKOE [EHCTBHE Ha
¢byskuro peryiasitopHbix T-kietok (Treg). Coolmianock, 4To ypoBeHb Treg B KPOBU M KOXKe
IpU TICOpPHAa3e IOBBILIIEH, HO UX (YHKIHMOHAJIBHOCTh HapylieHa. J[Jisi Jydinero MmOHUMaHHS
MeXaHU3Ma NEHCTBHS rycelbKymMalda aBTOPBI M300pETEHHs CTPEMIJIMCh OXapakTepu3oBaTh 1 -
KJIETKH KOXXH TP NICOpHa3e MOCPEICTBOM HMMYHO(DEHOTUITUPOBAHUS KJIETOYHBIX CYCIIEH3UN U3

IUCCOLMUPOBAHHBIX OMONTATOB CIIOCOOOM MPOTOYHOW LUTOMETpUH. MCrmonb3ys 3TOT HOBBIN
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NOJXO/, aBTOPbI M300peTeHus IMoKa3anu, 4To pacrnpoctpaneHHocTh Treg (CD3+, FoxP3+,
CD25+) B rpynne GUS Ha 24 Henmene coxXpaHsulaCh OTHOCHUTEIBHO MCXOXHOTO ypoBHs. [lns
CpaBHEHMs B IPYIIIE, NOJIyYaBLIeH ceKykKuHyMa0, ypoBHU Treg Ha 24-i1 Henene ObUIM CHUKEHBI
IO CpaBHEHUIO ¢ uUcXoaHbIM ypoBHeM (p=0,00013). Taxum ob6pazom, GUS Obin crnocoGeH
NOJJEPKUBATb OTHOCUTEIBHYIO PACIPOCTPaHEHHOCTD Treg B TeueHue Kypca JeUeHHUsI.

Tabmmua 21
Csoanrblie nanublie o P-3nauenunsm. Yacrora Bcrpeuaemoctu Treg cpean T-kaeroxk CD3

Oo6padoTka Henens P-3nauenne
['ycenbkymad Henens O-NL no cpaBHenuto ¢ Hepeneit 0-L 0,00704
['ycenpkymad Henenst 0-NL o cpaBHeHuto ¢ Heneneil 4 0,055978
['ycenpkymad Henenst 0-NL o cpaBHeHuto ¢ Hepeneil 24 0,065898
['ycenpkymad Henens 0-L mo cpaBHeHuto ¢ Heneneit 4 0,408284
['ycenpkymad Henens 0-L mo cpaBHeHUto ¢ Heneneit 24 0,36752
['ycenpkymad Henenst 4 no cpaBHeHUIO ¢ Henenel 24 0,94038
CexykuHymad Henenst 0-NL no cpaBHeHuto ¢ Hepeneii 0-L 8,3E-06
Cexykunymad Henens O-NL no cpaBHeHuto ¢ Henenel 4 0,029787
Cexykunymad Henens O-NL no cpaBHeHuto ¢ Henenei 24 0,457042
Cexykunymad Henens 0-L no cpaBHeHuUro ¢ Heneneit 4 0,011765
CexykuHymad Henens 0-L no cpaBHeHuto ¢ Heneneit 24 0,000126
Cexykunymad Henens 4 no cpaBHeHMIO C Henenel 24 0,146146

OopaboTka Henens P-3nauenne

['ycenbkymal B CpaBHEHHH C

CEKYKHHYMaOOM 0-NL 0,346175
['ycenbkymal B CpaBHEHHH C

CEeKyKHHYMaOOM 0-L 0,161581
['ycenpkymal B CpaBHEHHH C

CEeKyKUHYMaOOM 4 0,636662
['ycenpkymal B CpaBHEHHH C 24 0,059004
CEeKYKHMHYMaOOM

Kak nmokazano Ha @wur. 9, pacnipocTpaHeHHOCTh peryiaTopHbix T-kinerok (Treg) Ha 24-it
Henesne Obula CHIDKEHA B TPYININE CEeKyKMHymMa0a, HO HE CHH)KEHa B TIPyMIE TycelbKymala.
Omnpenenenne XapakTepUCTUK T-KJIETOK B TOPAKEHHOH IICOPHA30OM KOXe CIocoOoM
UMMYHO(EHOTUITUPOBAHMS KJIETOK KOXKM IOKA3aJo, 4To Ha 24-U Hemene pacnpOCTPaHEHHOCTh
Treg B monynsinuu B rpynme rycenbkymaba (n=11) coxpaHsngach Ha UCXOIHOM YpPOBHE, a B

rpymnmne cekykuHymada Obuta cHmkeHa (n=9, p < 0,001). CraTuctudeckuii aHaau3 MPOBOIUIHN C
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MIOMOIIBIO MTPOrpaMMHOro odecriedeHnst SAS 9.4 ¢ UCNOIB30BAHNEM JITUTEIBHON HEMPEPbIBHON
MOJZIEJIM PErpeccuu, IAe€ OTBETOM CUUTAIN OTJIMYME OT IMOPAaKEHUs HAa MCXOJHOM YpOBHE,
MPOTHO3UPYIOMHUM (PAKTOPOM - MOPAKEHHE HA UCXOIHOM YPOBHE, CIIOCOO JIEUEHHs U HENElO -
¢dakxTopamu, ONpenessIOIMMHI B3aUMOEHCTBHE MEXKIY CIIOCOOOM JiedeHus: U Henenei, a AR1
paccMaTpuBald B KadecTBe KoBapuarbl. [laHHble HaHOCHIM Ha TpaduK Kak H3MEHEHHe
OTHOCHUTENIBHO HCXOJHOTO YPOBHS MOPAXKEHHs] C HCIOJAb30BAHHEM METOa HAMMEHbIINX
KBaapaToB U 95% NOBEPUTEIHHOIO HHTEPBAJIA.

JInst ydinero MoHMMAaHUsT MeXaHu3Ma aencTsus rycenbkymada (GUS) (toprosas mapka
TREMFYA) aBTOpel H300peTEHHsI CTPEMIUIUCh OXapaKTepU30BaTh T-KIETKH KOXH TpPU
ncopuase NIOCPENCTBOM UMMYHO(EHOTUITUPOBAHHS KJIETOYHBIX CycrneH3ui u3
JTUCCOLMUPOBAHHBIX OUONTATOB CITOCOOOM MPOTOUHOM HUTOMETpUH. IIpH NCTIOIB30BAHUH STOTO
noaxona ObUIO TMOKa3aHO, YTO Ha 24-i Hepmesje OTHOIIEHHE MOMYJSIUH Treg K MOMmyJsuuu
pe3uneHTHbIX TKaHeBbIX T-kierok nmamsta (TRM) CD8+ B mopaskeHHOH ncopuazom Koxke ObLIo
BBILIE B IPYIMIE rycenbkymMada Mo CpaBHEHHUIO ¢ TPYMIIOH, monydasiiel Omokupyromee mAb k
NJI-17A, 1. e. cexykuaymad (COSENTYX) (p=0,006).

Tabnuma 22

Ceoanbie nannbie no P-3nayenusam. Ornomenne Treg k TRM CDS8
OO6padoTka Henens P-3nauenne
['ycenpkymad Henens 0-NL no cpaBHeHuto ¢ Heneneit 0-L 0,617381
['ycenpkymad Henensa 0-NL no cpaBHeHuIO ¢ Hexnenei 4 0,770112
['ycenpkymad Henensa 0-NL no cpaBHeHuto ¢ Henenei 24 0,085235
['ycenpkymad Henens 0-L no cpaBHeHuto ¢ Henenei 4 0,835498
['ycenpkymad Henens 0-L o cpaBHeHuto ¢ Heneneit 24 0,217772
['ycenpkymad Henens 4 no cpaBHeHuro ¢ Henenei 24 0,150912
CexykuHymad Henens 0-NL no cpaBHenuto ¢ Heneneii 0-L 0,061484
Cekykunymad Henens O-NL no cpaBHeHUIO ¢ Henene 4 0,594812
Cexykunymad Henenst 0-NL o cpaBHeHuto ¢ Hepeneil 24 0,993097
CexykuHymad Henens 0-L o cpaBHeHuto ¢ Henenei 4 0,176379
CexykuHymad Henens 0-L o cpaBHeHuto ¢ Heneneit 24 0,060335
CexykuHymad Henens 4 no cpaBHeHUIO ¢ Henenel 24 0,588851
Oo6paboTka Henensn P-3Hauenue

['ycenpkymal B CpaBHEHHH C

CEeKyKHHYMaOOM 0-NL 0,247194
['ycenpkymal B CpaBHEHHHU C 0-L 0,729469
CEeKYKMHYMaOoM

['ycenpkymal B CpaBHEHHHU C 4 0,379056
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CEeKYKHMHYMaOOM
['ycenpkymal B CpaBHEHHHU C 24 0,006053

CEeKYKMHYMaOoM

Kak nmokazano Ha @ur. 10, Ha 24-ii Hemene HaOMOAAETCS MOBBIIIEHHAS OTHOCUTENIbHAS
pacnpoCTpaHeHHOCTh peryaTopHbix T-knerok (Treg) mo OTHOWIEHHMIO K PE3HACHTHBIM
TkaneBbM T-kjetkam namsiti (TRM) CD8+ B rpynme rycenbkymaba 1o CpaBHEHHUIO C TPYIION
cekyknHymaba. OnpezneneHne XapakTepUCTHK T-KJIETOK CmocoOOM MMMYHO(EHOTHITHPOBAHUS
KJIETOK KOKU ITOKAa3aJo, 4TO Ha 24-i Hexene oTHouleHue nomyssinuu Treg k nomymsinuu TRM
CD8 6bu10 BhIIIE B rpymme rycenpbkymada (n=11), uem B rpynme cexykuaymada (n=9, p < 0,01).
CraTtucTudeckuii aHaJu3 MPOBOIWIM C TOMOIIBI MporpaMMHOro odecriedenuss SAS 9.4 ¢
HCIIOJIb30BAHUEM JJTUTENBHON HEMPEPBIBHON MOJENN PErpeccui, I/ie OTBETOM CUUTANIN OTINYNE
OT TMOPaYKEHUsI HA UCXOIHOM YPOBHE, POTHO3UPYIOIUM (PAKTOPOM - MOPAKEHHUE HA HCXOTHOM
YPOBHE, CTIOCO0 JICUEHHs] U HEHeNo - (PakTopamMu, ONPEeNesIOIUMHI B3aUMONEHCTBHE MEXKIY
cnocobom JeueHns u Hepmeneil, a AR paccmarpuBamy B KadecTBe KoBapHaThl. JlaHHBIE
HAHOCWJIM Ha TpauK Kak HM3MEHEHHE OTHOCHUTEIbHO HCXOMHOTO YPOBHS TOPAKEHUS C
HCIOJIb30BAHNEM METO/1a HAMMEHBIINX KBapaToB U 95% NOBEPUTENBbHOTO HHTEPBAA.

IIpunoxenne
IIpunoxenne 1. Cpognas uHpopmauus o gemorpaguuecKHX H  HCXOAHBIX

xapakrepuctukax. [llonyasiuust nosHoro ananuza (ucciaegopanue CNTO1959PS03009)

I'ycenbkymad 100 CexykuHymad

M 300 mr Hroro
IMonynsiiust aHanM3a: MOMYJISALHS
MIOJIHOTO aHAJIN3a 534 514 1048
Bospacr, ner
N 534 514 1048
Cpennee (Ctann. OTKIL.) 46,3 (13,67) 45,3 (13,57) 45,8 (13,63)
MenuaHHOE 3HAYEHIE 47,0 44,0 46,0
Junama3on (18; 87) (18; 76) (18; 87)
Hurepsan 1Q (37,0; 56,0) (35,0; 55,0) (36,0; 55,0)
<45 ner 226 (42,3%) 262 (51,0%) 488 (46,6%)
> 45 u <65 ner 254 (47,6%) 207 (40,3%) 461 (44,0%)
> 65 ner 54 (10,1%) 45 (8,8%) 99 (9.4%)

Iloxn
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Ipunoxenne 1.

CBoanas

uHpopmamus o

AeMorpapu4ecKnux

H HCXOJHBIX

xapakrepuctukax. [lonyasiuust nosHoro ananuza (ucciaegopanue CNTO1959PS03009)

N
KeHIMHbI

My>kunHbI

Paca

N

AMepHuKaHCKUEe WHAEHIbl WU

abopureHbl AJISICKU

Asnartsl

Uepnble nin adpoaMeprUKaHIIbI

AbGopureHbl

OCTPOBOB Wi

THUXOOKCAHCKUX OCTPOBOB

EBponeonnbt

Hpyrue

KombunuposanHas

OTHUYECKas MPUHAAJTIC)KHOCTD

N
Hcnansl
JIATHHOAMEPUKAHIIBI
He HCTIaHIbI
JATHHOAMEPUKAHIIBI
He coobiieno

HeussecTHO

Macca tena, Kr
N
Cpennee (Ctana. oTKIL.)
MenuaHHOE 3HaUECHUE

Junana3on

T"aBaiickux

I'ycenpkymad 100 CexykuHymad
MI 300 mr Hroro
534 514 1048
169 (31,6%) 172 (33,5%) 341 (32,5%)
365 (68,4%) 342 (66,5%) 707 (67,5%)
534 514 1048
2 (0,4%) 2 (0,4%) 4 (0,4%)
18 (3.4%) 12 (2,3%) 30 (2,9%)
5 (0,9%) 11 (2,1%) 16 (1,5%)
0 3 (0,6%) 3 (0.3%)
499 (93,4%) 480 (93,4%) 979 (93.4%)
6 (1,1%) 6 (1,2%) 12 (1,1%)
4 (0,7%) 0 4 (0,4%)
534 514 1048
27 (5,1%) 36 (7,0%) 63 (6.0%)
502 (94,0%) 472 (91,8%) 974 (92,9%)
5(0.9%) 4 (0,8%) 9 (0,.9%)
0 2 (0,4%) 2 (0,2%)
534 512 1046
89,31 (22,953) 89,13 (20,212) 89,23 (21,645)
87,60 87,00 87,00
(42,4; 201,1) (42,8; 177,6) (42,4; 201,1)
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Ipunoxenne 1.

CBoanas

uHpopmamus o

aemMorpagpuuecKkux

H HCXOJHBIX

xapakrepuctukax. [lonyasiuust nosHoro ananuza (ucciaegopanue CNTO1959PS03009)

I'ycenpkymad 100 CexykuHymad
MI 300 mr Hroro
Wurepsan 1Q (73,10; 101,30)  (75,00; 100,00)  (74,00; 100,60)
<90 kr 297 (55,6%) 292 (57,0%) 589 (56,3%)
> 90 kr 237 (44,4%) 220 (43,0%) 457 (43,7%)
Pocr, cm

N 533 511 1044
Cpennee (Ctana. oTKIL.) 172.9 (10,27) 172,3 (9,63) 172,6 (9,96)
MennaHHOe 3HAUYEHNE 173,0 172,5 172,8
Jnana3on (149; 198) (143; 205) (143; 205)
Wnrepsan 1Q (166,0; 180,0) (165.1; 179,0) (165,2; 180,0)

2
WNunekc maccrl Tena (Kr/m”)

N 533 511 1044
Cpennee (Ctana. oTki.) 29,8 (7,10) 30,0 (6,33) 29,9 (6,73)
MenuaHHOE 3HAYEHIE 28,4 29,2 28,8
Huamna3oH (16; 70) (16; 65) (16;70)
Unrepran 1Q (25,0; 33,4) (25,5; 33.,6) (25,15 33,6)
Hopma < 25 kr/m’ 134 (25,1%) 109 (21,3%) 243 (23,3%)

Hz30bITounas macca tena > 25 u

<30 xr/m°

Oxwupenne > 30 Kr/M°

176 (33,0%)
223 (41,8%)

177 (34,6%)
225 (44,0%)

353 (33.8%)
448 (42.9%)

O6o3Hauenust: [Q=MeXKBapTHIIbHBIN

[TSIDEMO1.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSIDEMO1.SAS]
230CT2018, 12:56

IIpunoxenune 2. CpoaHble AaHHBIE 0 KJIMHHYECKHX XAPAKTEPUCTHKAX 3a00JieBaHHsI
(mcopua3a) Ha MCXOQHOM YPOBHE; TMONYJALHS TMOJHOr0 aHaau3a (Hccael0BaHHe

CNTO1959PS03009)

I'ycenbkymad  Cekykurymad

100 mr 300 mr Hroro
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Hpunoxenne 1. Cpoanas wuHpopmammus o

aemMorpagpuuecKkux

HCXOJHBIX

xapakrepuctukax. [lonyasiuust nosHoro ananuza (ucciaegopanue CNTO1959PS03009)

I'ycenpkymad 100 CexykuHymad
M 300 mr Hroro
ITonynAuus aHamu3a: MOMyJISILUSA MOJHOTO
aHamm3a 534 514 1048
ITponomKUTENBHOCTD 3aboneBaHMsI
TcopuasoM (Jiet)

N 534 514 1048
Cpennee (Ctana. oTKIL.) 18,5 (12,16) 18,3 (12,67) 18,4 (12,41)
MenuanHoe 3HaueHue 17,0 15,7 16,1
Junama3on (1; 60) (1; 68) (1, 68)
Hurepsan 1Q (9,0, 27,0) (9,0; 25,0) (9,0; 26,0)

ITponomKUTENEHOCTD 3a00neBaHMs
TICOpPHa3oM (JieT)

N 534 514 1048
<15 ner 222 (41,6%) 239 (46,5%) 461 (44,0%)
> 15 ner 312 (58.4%) 275 (53,5%) 587 (56,0%)

Bo3zpact Ha MOMEHT NTOCTaHOBKHU AMAarHo3a
(et)

N 534 514 1048
Cpennee (Ctana. oTKIL.) 27,9 (14,72) 27,1 (15,05) 27,5 (14,88)
MenuaHHOE 3HAUYEHIE 26,0 25,0 25,0
Junama3on (0; 84) (0; 76) (0; 84)
Hurepsan 1Q (16,0; 38,0) (16,0; 37,0) (16,05 37,0)

Bospact Ha MOMEHT NMOCTAHOBKHU AHAarHO3a
(et)

N 534 514 1048
<25 ner 253 (47.4%) 255 (49,6%) 508 (48,5%)
> 25 ner 281 (52,6%) 259 (50,4%) 540 (51,5%)
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Ipunoxenne 1. Cpognas

uHpopmamuss o0 AeMorpapuyecKHx

H

HCXOJHBIX

xapakrepuctukax. [lonyasiuust nosHoro ananuza (ucciaegopanue CNTO1959PS03009)

IIcopuatuveckuii apTpur
N
Ha
Her

BSA (%)
N
Cpennee (Ctana. oTKIL.)
MeaunaHHOe 3HaYEHUE
Junana3on

Wnrepsan 1Q

BSA
N
<20%
> 20%

bann IGA
N
Ycrpanenue (0)
Ceenenne xk MuaMMyMY (1)
Jlerkoe (2)
Ywmepennoe (3)

Tsoxenoe (4)

bamn IGA
N
<4

bannbhas ouenka PASI (0-72)

437 (81,8%)

534
23,7 (12.,85)
20,0
(10; 86)
(14.0; 29,0)

534
249 (46,6%)
285 (53.4%)

534
0
0
0
407 (76.2%)
127 (23.8%)

534
407 (76,2%)
127 (23.8%)

435 (84,6%)

514
24,5 (14.59)
20,0
(105 95)
(15,05 30,0)

514
240 (46,7%)
274 (53,3%)

514
0
0
1 (0,2%)
391 (76.1%)
122 (23,7%)

514
392 (76,3%)
122 (23,7%)

I'ycenpkymad 100 CexykuHymad
MI 300 mr Hroro
534 514 1048
97 (18,2%) 79 (15,4%) 176 (16,8%)

872 (83.2%)

1048
24,1 (13,73)
20,0
(10; 95)
(15,05 29,0)

1048
489 (46,7%)
559 (53,3%)

1048
0
0
1(0,1%)
798 (76.1%)
249 (23.8%)

1048
799 (76.2%)
249 (23,8%)
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IIpunoxenne 1. Cpognas uHpopmauus o gemorpaguuecKMXx H  HCXOAHBIX

xapakrepuctukax. [lonyasiuust nosHoro ananuza (ucciaegopanue CNTO1959PS03009)

I'ycenpkymad 100 CexykuHymad

M 300 mr Hroro
N 534 514 1048
Cpennee (Ctana. oTKI.) 20,0 (7,38) 20,1 (7,63) 20,0 (7,50)
MenuaHHOE 3HAUYEHHE 18,0 17,8 18,0
JuanaszoH (12; 59) (5; 65) (5;65)
Hnrepsan IQ (15,0; 22.,4) (15,25 22,2) (15,1;22,3)
bannbnas ouenka PASI
N 534 514 1048
<20 344 (64,4%) 326 (63,4%) 670 (63,9%)
> 20 190 (35,6%) 188 (36,6%) 378 (36,1%)

O6o3Hauenust: IQ=MeXKBapTHIIbHBIA HHTEPBAJ

[TSIDEMO4.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSIDEMO04.SAS]

230CT2018, 12:56

IIpunoxenne 3. CpoaHass uHpoOpMALMsA O paHee HCNOJb3YeMbIX JIEKAPCTBEHHbIX
CpeacTBAX M BHAAX TepanuH MO KaTeropusiM JIEKAPCTBEHHbIX CPeACTB; MOMYJIsILHS

nosaHoro anaausa (uccaenopanue CNTO1959PS03009)

I'ycenpky- Cexkykuny
mab 100 -ma6 300  Hroro

M MI
IMonynsanus aHanu3a: MOMyJISLUS OJHOTO aHAIM3a 534 514 1048
MecTHBIE areHThI
N 531 514 1045
Hukorma He UCIIONIB30BAINCH 22 (4,1%) 34 (6,6%) 56 (5,4%)
509 480 989

Hcnonb3oBanuch
(95,9%) (93.,4%) (94,6%)

®dororepanusi (PUVA umun UVB)
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N 534 513
253 252
Huxkorna He nucnosib30Banuch
(47.4%)  (49,1%)
281 261
Hcnonp3oBanuch
(52,6%)  (50.9%)
Hebuonornyeckoe  cucremunoe  cpenctso  (PUVA,
METOTPEKCAT, MHUKJIOCIIOPUH, AaI[UTPETHUH, AlPEMHUIACT
WIH TOGaUTHHUO)
N 534 514
258 227
Hukorna He uCnosib30Baanuch
(48,3%)  (44,2%)
276 287
> 1 Tepanun
(51,7%)  (55.8%)
126 132
> 2 Tepanuit
(23,6%)  (25.7%)
53
> 3 Tepanuit 46 (8,6%)
(10,3%)
> 4 Tepanuii 10 (1,9%) 4 (0,8%)
buonpenapats! (3Tanepuent, nHGIMKCHMa0, anedaLent,
s¢anuzymad, yCTEKUHYMa0, OpuakuHyMmao,
UKCEKH3yMao, agamumMymao, Oponanymao,
TWIAPaKH3yMad Win pu3aHKku3ymMad)
N 534 514
378 365
Huxkorna He UCnosib30BajucCh
(70,8%)  (71,0%)
156 149
Hcnone3zoBanucey
(29.2%)  (29,0%)
Hebuonornyeckre CUCTEMHbBIE HITH OUOTPenapaThl
N 534 514
206 183
Huxkorna He nucnosib30Baiuch
(38,6%)  (35.,6%)
Hcnonp3oBanuch 328 331

1047
505
(48.2%)
542
(51.8%)

1048
485
(46,3%)
563
(53.7%)
258
(24,6%)

99 (9.4%)

14 (1,3%)

1048
743
(70,9%)
305
(29,1%)

1048
389
(37.1%)
659
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(61.4%)  (64.4%)  (62,9%)

Anturensubiii  arentr mnpotuB DPHO-o (sTaHepuenr,

uHpKcUMab, axarumMymao)

N 534 514 1048
452 429 881
Huxkorza He UCIOIb30BAINCH
(84,6%)  (83.5%) (84,1%)
82 85 167

HUcnonp3oBanuceh
(15,4%) (16,5%) (15,9%)

Wurnburopsr WJI-12/23 (ycrexkunymad, OpuakuHymad,

TUJIpaKu3yMad, pu3aHKU3yMao)

N 534 514 1048
489 470 959
Hukorna He HCOJIB30BAIUCH
(91,6%) (91,4%) (91,5%)
Hcnons3oBanuch 45 (8,4%) 44 (8,6%) 89 (8,5%)
HNuruburopsr NJI-17 (uxkcekusymad, 6ponanymad)
N 534 514 1048
465 445 910
Hukorna He UCIIOIB30BAIUCh
(87,1%) (86,6%) (86,8%)
69 69 138

IToCTOSIHHO MCTIOIB3YIOTCS
(12,9%)  (13,4%)  (13,2%)

[TSICMO1A.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSICMO1A.SAS]

230CT2018, 12:57

IIpunoxenue 4 Curyauusi c¢ JiedeHueM 10 44 Heaeu; MOMYJsSIUHS MOJHOr0 AHAJIH3A

(uccaenobanue CNTO1959PS03009)

I'ycenbky Cexykuny
mab 100 mr Mab 300 mr Hrtoro

HOHy.]'IHLII/IH aHaJIu3a. TMOMyJiAus

[IOJIHOTO aHAJIU3a 534 514 1048
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IIpunoxenne 4 Curyauusi c¢ JiedeHueM 10 44 HeAe/u; MOMYJsSIUHS MOJHOr0 AHAJIH3A

(uccaepoanue CNTO1959PS03009)

I'ycenbky Cexykuny
mab 100 mr Mab 300 mr Hroro
Hccnenyemoe JIeYeHHe
MpeKpaLieHo 27 (5,1%) 48 (9,3%) 75 (7,2%)
IIpuunnHa npekpalieHus
HeGnaronpusiTHoe siBleHue 9 (1,7%) 11 (2,1%) 20 (1,9%)
Yxynienue ncopuasa 1(0,2%) 1(0,2%) 2 (0,.2%)
Hpyroe HeOJIaronpusiTHOE
SIBJICHHE 8(1,5%) 10 (1,9%) 18 (1,7%)
CmepTh 0 0 0
OrcyrcTBue 3pdexTuBHOCTH 2 (0,4%) 7 (1,4%) 9 (0,9%)
HeBo3MOKxHOCTD
MOCJIEAYIOIIETO HAOIO ICHHSI 2 (0,4%) 2 (0,4%) 4 (0,4%)
HecobGmonenne cxemel npuema
HCCJIEyEMOTO TIpenapara 2(0,4%) 2 (0,2%)
’KanoObl Ha Ka4eCTBO MPOAYKTA 0 0 0
IIpexpamenne  UCCIEAOBAHUS
CIIOHCOPOM 0 0 0
3aKpbITHE CIIOHCOPOM IIEHTpPa
NIPOBENIEHUs UCCIIEOBAHUS 0 0 0
IIpexparienue y4acCTHsI
CyOBEeKTOM 7 (1,3%) 19 (3,7%) 26 (2,5%)
bepemenHocTh 1 (0,2%) 1 (0,2%) 2 (0,2%)
Hapymenne nporokosna 2 (0,4%) 6 (1,2%) 8 (0.8%)
IIpouee 2 (0,4%) 2 (0,4%) 4 (0,4%)
[TSIDSO02.RTF]

[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSIDS02.SAS]

230CT2018, 12:56

[punoxenue S. CBoAHbBIE JAHHBIE M0 BO3eliCTBHIO HCCJIEIYEeMOro areHTa 10 44 Hexenu;

rpynna anaau3a 6esonacHoctu (ucciaexopanne CNTO1959PS03009)

I'ycenbkymad 100

mr

Cexykunymab 300

mr
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IIpunoxenne 4 Curyauusi c¢ JiedeHueM 10 44 HeAe/u; MOMYJsSIUHS MOJHOr0 AHAJIH3A

(uccaepoanue CNTO1959PS03009)

[lonynsauus a”anusa: rpynmna s

aHanm3a 0e30MacHOCTH

OO0wee YHCJIIO MOJTYYEHHBIX
MHBEKLUNA aKTUBHOTO Tpernapara
N
Cpennee (Ctana. oTKIL.)
MeaunaHHOe 3HaYEHUE

Juana3on

Obwee YHCIIO MOJTYYeHHBIX

MHBEKLUN aKTUBHOTO Tpernapara

Nele I e " I \ e e

e e e e T e Y e T e T
0 N O R WN = O

I'ycenbky Cexykuny
mab 100 mr Mab 300 mr Hroro
534 511
534 511
6.8 (0,86) 28.8 (4,18)
7,0 30,0
(1;9) (2;30)
4 (0,7%) 0
6 (1,1%) 2 (0,4%)
3 (0,6%) 0
3 (0,6%) 0
7 (1,3%) 0
9 (1,7%) 2 (0,4%)
499 (93,4%) 0
2 (0,4%) 1 (0,2%)
1 (0,2%) 0
0 4 (0,8%)
0 0
0 4 (0,8%)
0 0
0 4 (0,8%)
0 0
0 5(1,0%)
0 0
0 6 (1,2%)



84

IIpunoxenne 4 Curyauusi c¢ JiedeHueM 10 44 HeAe/u; MOMYJsSIUHS MOJHOr0 AHAJIH3A

(uccaepoanue CNTO1959PS03009)

I'ycenbky Cexykuny
mab 100 mr Mab 300 mr Hroro
19 0 0
20 0 3 (0,6%)
21 0 0
22 0 3 (0,6%)
23 0 0
24 0 1 (0,2%)
25 0 0
26 0 3 (0,6%)
27 0 0
28 0 26 (5.1%)
29 0 0
30 0 447 (87,5%)
OOwrast mo3a UCCIenyeMoro areHTa,
Mr
N 534 511
Cpennee (Ctana. oTki.) 682.4 (86,14) 4321,5 (627,48)
MennuaHHOe 3HaUeHue 700,0 4500,0
Jnama3oH (100; 900) (300; 4500)

[TSIEXO1.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSIEX01.SAS]
230CT2018, 12:58

P peKTHBHOCTH

IIpunoxenue 6. Yncjao nauuentos ¢ orserom PASI 75 kak Ha Henese 12, Tak u HA HeJeJie
48 (aHanu3 Ha He MeHbIIYI0 J3(QQeKTHBHOCTB); MNOMYJSIHUSI MOJHOr0 AHAJIH3A

(uccaepoanue CNTO1959PS03009)

I'ycenbkymad 100

Mr Cexykunymab 300 mr

HOHYJ'IHI_II/IH aHaJIu3a. TOIYJIAIUA

[IOJIHOTO aHAJIU3a 534 514
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IIpunoxenue 6. Yucjao nauuentos ¢ orserom PASI 75 kak Ha Henese 12, Tak ¥ Ha HejeJie
48 (aHanu3 Ha He MeHbIIYI0 J3((eKTHBHOCTb); MNOMYJSIIUSI MOJHOr0 AHAJIH3A

(uccaepoanue CNTO1959PS03009)

I'ycenbkymad 100

Mr Cexykunymab 300 mr
ITanieHTHl C OTBETOM HaA JIeUEHUE
PASI 75 452 (84,6%) 412 (80,2%)
Paznuuue wmexay —Jie4eHUSIMHU
(95% AN) 4,3%, (-0,2%, 8,9%)
P-3nauenue < 0,001

Ilpumeuanue 1. Pasnuums Mexay JIe4EHUSIMM pACcCUUTBIBAIIM C IONPABKOM Ha
UCCIIEIOBATEIbCKIH LEHTP (OOBENNHEHHbIE JaHHBIE), HCIIONb3Ys B3BEIIEHHbIE 3HaUeHnst MH,
a 95% /I paccuMThIBaIM C TONPABKOM HAa HCCIEAOBATENbCKUN HEeHTp (0OBennHEHHbIE
JaHHbIE), UCTIONB3Ys B3BeIeHHbIe 3HaueHnst MH meronom Muertunena u HypmuHeHna.

IIpumeuanne 2. P-3naueHue Obuto OCHOBaHO Ha l-ctoponHem Z-kpurepuun MH, ¢

TIOTPABKON HA UCCIIENOBATENIbCKUH LIEHTP (0O beAMHEHHHBIE TaHHBIE).

[TEFPASIO3A.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TEFPASIO3A.SAS]
230CT2018, 13:06

[punoxenne 7. Yncao nauuenTos ¢ orserom PASI 75 kak Ha Heneste 12, Tak 1 HA HeaeJie

48 (aHa)JM3 NPeBOCXOACTBA); MOMYJSIIUS  TMOJIHONO aHaau3a  (HCCJIeI0BaHHe

CNTO1959PS03009)

I'ycenbkymad 100 Cekykunymab 300
Mr Mr
Ilonynauus aHanmu3a: NOMyJSALAA
MOJIHOTO aHAJIN3a 534 514
ITauueHTel ¢ OTBETOM Ha JIEUYECHHE
PASI 75 452 (84,6%) 412 (80,2%)

PaSJ'II/ILII/IH Memy JICUCHUSIMU
(95% JIH) 4.3%, (0,1%, 8,5%)

P-3nauenue 0,062
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[Ipumeuanue 1. Paznuune mexny neueHusmu u 95% JI paccuuThIBaIn C MOMpPaBKON
Ha UCCIIENIOBATENbCKUHN LEHTP (0ObeAMHEHHbIE TaHHbIE), NCTIONb3Ys B3BeleHHble MH.
IIpumeuanue 2. P-3HaueHue ObLIO OCHOBAHO HAa 1-CTOPOHHEM KPUTEPUU XU-KBaapaT

CMH co crparudukanmeii o uccienoBaTeIbckoMy HeHTPY (00beIMHEHHbIE TaHHbBIE).

[TEFPASIO3B.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TEFPASIO3B.SAS]
230CT2018, 13:06

punoxenue 8. Yncjao naunentos ¢ orserom PASI 90 Ha Henene 12 (aHAIHU3 He MeHbLIEH

3¢ ¢exTUBHOCTH); Momyasiuus NOJHOro anaau3a (uccaegopanue CNTO1959PS03009)

I'ycenbkymad 100 Cekykunymab 300
Mr Mr
IMonynsauus aHanu3a: MOMyJALUA
MIOJIHOTO aHau3a 534 514
ITauneHTel ¢ OTBETOM Ha JICUYECHHE
PASI 90 369 (69,1%) 391 (76,1%)
Paznuuue Mexnay — JI€YEHUSMH -7,0%, (-12,2%, -
(95% AN) 1,7%)
P-3nauenune 0,127

Ilpumevanue 1. Pasnuunme Mexay JI€YEHMsMHM pAacCUMTBIBAIM C MOMNPABKOW Ha
MCCIIeNOBATEIbCKUIN LIeHTP (OObEeANHEHHBIE TAaHHbIE), UCTIONB3Ys B3BEIIEHHbIe 3HaueHnss MH,
a 95% /I paccuuThIBaIM C TMOMNPABKOM HA HCCIEAOBATENbCKUN IeHTp (OOBenUHEHHbIE
JaHHBIE), UCTIONB3Ys B3BeIleHHble 3HaueHnss MH metonom Muertunena u HypmuHena.

[Mpumeuyanue 2. P-3HaueHne ObUIO OCHOBaHO Ha l-cTopoHHem Z-kpurepuun MH ¢

MOMPABKOW Ha UCCIIEIOBATENbCKUI LIEHTp (0ObeTMHEHHBIE TaHHBIE).

[TEFPASIO4A.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TEFPASIO4A.SAS]
230CT2018, 13:10

IIpunoxenue 9. Ynco nauueHtos ¢ orserom PASI 75 Ha Hepene 12 (aHAaIM3 He MeHbLIEH

3¢ ¢exTHBHOCTH); MOMyasiuus NOJHOro aHaau3a (uccaegopanue CNTO1959PS03009)

I'ycenbkymad 100 mr Cexykunymab 300 mr

Ilonynsauus aHanus3a: MOMYJALUSA
534 514

IMOJIHOI'O aHaJIn3a
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ITanmeHTel ¢ OTBETOM Ha JIeYEeHUE

477 (89,3%) 471 (91,6%)
PASI75

Paznuune mexny neuerusimu (95%

A1)

P-3nauenue < 0,001

-2,3%, (-6,0%, 1,2%)

Ilpumeuanue 1. Pasnuuume Mexay JIeYEHUSIMM pPacCUUTBHIBAIM C  IONPABKOM  HA
UCCIIeIOBATEIbCKII LEeHTP (OOBeIMHEHHbIE JaHHbIE), MCIONb3Ys B3BEIICHHbIe 3HaueHus MH,
a 95% /I paccuumThIBaIM C TMOMNPABKOM HA HCCIEAOBATENBLCKUN IEHTp (0OBenUHEHHbIE
JaHHBIE), UCTIONB3Ys B3BeleHHble 3HaueHnss MH metonom Muertunena u HypmuHeHna.

[Tpumeuanne 2. P-3HaueHne ObUIO OCHOBAaHO Ha 1-cTopoHHeM Z-kputepun MH ¢ momnpaskoii

Ha UCCIIeIOBATENbCKUN EeHTP (00 beAMHEHHBIE TAHHBIE).

[TEFPASIOSA.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TEFPASIO5A.SAS]
230CT2018, 13:13

IIpunoxenne 10. Yucao nauuentoB ¢ orserom PASI 100 Ha Hepene 48 (anaaus

NPeBOCX0ACTBA); MOMYJISALHSA NOJHOro anaausa (uccaegopanue CNTO1959PS03009)

I'ycenbkymad 100 mr Cexykunymab 300 mr
IMonynAuus aHanmus3a: MOMyJSILMA
534 514
MIOJTHOTO aHaJIN3a
ITanieHTHl ¢ OTBETOM Ha JIEUECHHE
311 (58,2%) 249 (48,4%)

PASI 100

Paznuumsa mexnay neuenusimu (95%

A1)

P-3Hauenue 0,001

9.7%. (4,.2%, 15,1%)

Ipumeuanue 1. Paznmuume mexny nedeHusMu u 95% JIM paccuuThIBadM C TMOMpPaBKOW HA
UCCIIeIOBATEIbCKIH LEeHTP (00 BeIMHEHHBIE JAHHBIE), UCIIONb3Ys B3BemeHHble MH.
IIpumeuanne 2. P-3HaueHme ObpUIO OCHOBaHO Ha Kpurepun Xwu-kBagpatr CMH,

cTpaTH(PULIPOBAHHOM I10 HCCIIEIOBATENBCKUM LIEHTpaM (OObEANHEHHBIE TaHHBIE).

[TEFPASIO6B.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TEFPASIO6B.SAS]
230CT2018, 13:17
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11. Yucao cyObekToB ¢ ouleHKOH ycTpaHeHHsi 3a0oneBanusi (0) mo IGA Ha Hegene 48

(ananu3 NPeBOCX0CTBA); MOMY IS MOJIHOTO aHaJIHu3a (uccegoBaHue
CNTO1959PS03009)
I'ycenbkymab 100 Cexykunyma6b 300
MT Mr

HOHyJIﬂLII/Iﬂ aHajiu3a: TMOIyJIALUA

[IOJIHOTO aHaJInu3a 534 514

CyOBeKTbl C OLEHKOH YCTpaHEHHUs

3abonesanus (0) IGA 332 (62,2%) 259 (50,4%)
Pazmuune mexny nedenusmu (95% 11,6%, (6,2%,
JAN) 17,1%)
P-3nauenue < 0,001

[Ipumeuanue 1. Paznuune mexny neuenusmu u 95% JIM paccuuTeiBaiau ¢ MOMPABKOM
Ha MCCIIENIOBATENbCKUH LEHTp (0ObeAMHEHHBIE TaHHbBIE), CTIONb3YS B3BeleHHble MH.
IIpumeuanne 2: P-3HaueHne ObUIO OCHOBaHO Ha Kputepun Xwu-kBaapar CMH,

cTpaTH(GULIPOBAHHOM I10 HCCIIEOBATENBCKUM LIEHTpaM (0ObEeAMHEHHBIE TaHHbIE).

[TEFIGAO1B.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TEFIGAO1B.SAS]

230CT2018, 13:20

|2. Yncs1o cy0beKToB ¢ oleHKOH ycTpaHeHus 3a0oiepanus (0) MK cBeeHHsI K MUHUMYMY
(1) mo IGA Ha Heaene 48 (aHaNW3 NPEBOCXOACTBA); MOMYJISIUS MOJHOI0 AHAJM3A
(uccaexoanue CNTO1959PS03009)

I'ycenbkymad Cexykunymab
100 mr 300 mr
[Tonynsauuss aHanu3a: MOMYJSIHA TOJHOTO 534 514
aHaIM3a
CyOBEeKTBI € OLIGHKOH  yCTpaHEHUs
3aboneBanmst (0) wiM  CBeNEHUS K 454 (85,0%) 385 (74,9%)
muHIMyMy (1) mo IGA
Paznuune mexxny nedenusimu (95% JIN) 2,7%, (5,3%,
14,0%)

P-3nauenue < 0,001
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[Ipumeuanue 1. Paznuune mexny neueHusmu u 95% JIM paccuuThIBaiIn ¢ MOMpPaBKON
Ha UCCIIENIOBATENbCKUHN LEHTP (0ObeAMHEHHbIE TaHHbIE), NCTIONb3Ys B3BeleHHble MH.

IIpumeuanne 2. P-3HaueHue Obul0 OCHOBaHO Ha kputepuu Xwu-kBaapar CMH,
cTpaT(GULIPOBAHHOM I10 HCCIIENOBATENBCKUM LIEHTpaM (OObEANMHEHHBIE TaHHbIE).

[TEFIGAO2B.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TEFIGA02B.SAS]
230CT2018, 13:24

Hpunoxenune 13. Uncao cyonexkron, nocrurmux orsera PASI 90 npu Bcex 7 Bu3MTAaX €
Heneau 24 no Heaean 48 (aHANIU3 NMPEBOCXOACTBA); MOMYJISALHS MOJHOTO

anaauza (uccaegopanue CNTO1959PS03009)

I'ycenbkymad Cekykunymab 300
100 mr MT
Ilonynmauus  aHanusa: MONYJIALINA
534 514
MMOJIHOT'O aHaIM3a
ITaninenTe! ¢ orBeTOM Ha jeuenue PASI
379 (71,0%) 316 (61,5%)
90
Paznmuune mexnay neueHusimu (95% 9,8%, (4,6%,
AH) 14,9%)
P-3nauenue < 0,001

IIpumeuanue 1. Paznuune mexny neueHusmu u 95% JIW paccuuTbiBaau ¢ NOMPaBKOM
Ha UCCIIeIOBATEIbCKHUN LEHTP (00BbEeIMHEHHbIE TaHHbIE), HCIONb3Ysl B3BemeHHble MH.
ITpumeuanne 2. P-3HaueHwe ObuUTO OCHOBaHO Ha Kpurepun Xu-keaapar CMH,

cTpaTi(PULHUPOBAHHOM IO HCCIIEIOBATENbCKUM IIEHTPaM (0ObeIMHEHHBIE TaHHbIE).

[TEFPASI10B.RTF]
[CNTO1959\PSO3009\DBR_WEEK_ 056\RE_WEEK_056_CSR\PROD\TEFPASI10B.SAS]
230CT2018, 13:28

Hpunoxenue 14. Ceoannie fanHbie o orBetamM PASI BiuioTh 10 Hexenru 56, no Bu3uTaAM;

nomnyJisiuusi noJtHoro aHaausa (ucciaegosanue CNTO1959PS03009)

I'ycenbkymad 100 mr Cexykuaymab 300 mr
Ionymsauus aHaJIA3a!
MOMNyJISILUS MIOJIHOTO 534 514
aHanmusa

Henensa 1



N

100%-e ynyuienue
VY ay4qwenue > 90%
VYay4qwenue > 75%

Y ayumenue > 50%

Henensa 2

N

100%-e ynyuineHue
VY ayuwenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 3

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 4

N

100%-e ynyuineHue
VY nyuwmenue > 90%
Ynyumenue > 75%

VY ayuwenue > 50%

Henens 8

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henensa 12

90

534
0
0
11 (2,1%)
57 (10,7%)

534
1 (0,2%)
6 (1,1%)
34 (6,4%)
165 (30.9%)

534
9 (1,7%)
30 (5.6%)

104 (19,5%)

301 (56,4%)

534
22 (4,1%)
70 (13,1%)
210 (39.3%)
392 (73,4%)

534
107 (20,0%)
260 (48,7%)
408 (76.4%)
509 (95.3%)

514
0
0
9 (1,8%)
66 (12,8%)

514
3 (0,6%)
14 (2,7%)
59 (11.5%)
216 (42.0%)

514
8 (1,6%)
44 (8,6%)
146 (28,4%)
344 (66,9%)

514
26 (5.1%)
112 (21.8%)
258 (50.2%)
439 (85.4%)

514
140 (27,2%)
319 (62,1%)
443 (86.2%)
498 (96.9%)



N

100%-e ynyuienue
VY ay4qwenue > 90%
VYay4qwenue > 75%

Y ayumenue > 50%

Henens 16

N

100%-e ynyuineHue
VY ayuwenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 20

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 24

N

100%-e ynyuineHue
VY nyuwmenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 28

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henensa 32

91

534
202 (37.8%)
369 (69.1%)
477 (89,3%)
517 (96.8%)

534
255 (47.8%)
419 (78.5%)
495 (92,7%)
521 (97.6%)

534
274 (51,3%)
428 (80,1%)
500 (93.6%)
521 (97.6%)

534
292 (54,7%)
444 (83,1%)
503 (94.2%)
522 (97.8%)

534
305 (57.1%)
456 (85.4%)
502 (94,0%)
519 (97.2%)

514
216 (42,0%)
391 (76,1%)
471 (91,6%)
494 (96,1%)

514
237 (46,1%)
409 (79.6%)
477 (92.8%)
495 (96.3%)

514
250 (48.6%)
417 (81,1%)
475 (92,4%)
489 (95.1%)

514
259 (50.4%)
402 (78.2%)
464 (90,3%)
478 (93.0%)

514
262 (51,0%)
397 (77.2%)
464 (90,3%)
478 (93,0%)



N

100%-e ynyuienue
VY ay4qwenue > 90%
VYay4qwenue > 75%

Y ayumenue > 50%

Henens 36

N

100%-e ynyuineHue
VY ayuwenue > 90%

VYnyumenue > 75%

VY ayuwenue > 50%

Henens 40

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 44

N

100%-e ynyuineHue
VY nyuwmenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 48

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henensa 56

92

534
307 (57.5%)
453 (84.8%)
502 (94,0%)
518 (97.0%)

534
313 (58.6%)
451 (84,5%)
500 (93.6%)
519 (97.2%)

534
311 (58.2%)
452 (84,6%)
496 (92,9%)
512 (95.9%)

534
313 (58.6%)
449 (84,1%)
493 (92,3%)
503 (94.2%)

534
311 (58.2%)
451 (84,5%)
492 (92,1%)
502 (94,0%)

514
258 (50.2%)
398 (77,4%)
459 (89.3%)
478 (93.0%)

514
257 (50,0%)
389 (75,7%)
447 (87.0%)
474 (92,2%)

514
250 (48.6%)
379 (73.,7%)
441 (85.8%)
467 (90.9%)

514
254 (49,4%)
373 (72,6%)
438 (85.2%)
470 (91.4%)

514
249 (48.4%)
360 (70,0%)
429 (83.5%)
459 (89.3%)
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N 534 514

100%-e yny4ienue 269 (50,4%) 139 (27,0%)
Y ayumenue > 90% 413 (77,3%) 264 (51,4%)
Y ayumenue > 75% 470 (88,0%) 362 (70,4%)

VY nyumenue > 50%

486 (91,0%)

422 (82,1%)

[TEFPASI13A.RTF]
[CNTO1959\PSO3009\DBR_WEEK_ 056\RE_WEEK_056_CSR\PROD\TEFPASI13A.SAS]
230CT2018, 13:29

IIpunoxenue 15. CBoaHble JaHHbIE MAIMEHTOB C OTBETOM Ha JiedeHHe no AaHHBIM IGA

a0 HemeJgun S6 1m0 BH3HTaAM;

CNTO1959PS03009)

nmonmyJasalus

MNOJIHOI'0  aHAJIM3a

Ilonynauus aHanu3a: NOMyJSILUS

I'ycenbkymad 100 mr

Cexykunymab 300 mr

534 514
MIOJTHOTO aHaJIH3a
Henens 1
N 534 514
Hznedenwne (0) cornacuo IGA 0 0
Wsneuenne (0) mnm MUHUMAaJIbHAsS
18 (3,4%) 13 (2,5%)
akTuBHOCTH (1) cornmacuo IGA
Jlerkast CTeneHb WK YJydIlIeHHUE
145 (27,2%) 176 (34,2%)
(£2) cornacuo IGA
Henens 2
N 534 514
Wzneuenwne (0) cormacuo IGA 1 (0,2%) 4 (0,8%)
Uzneuenne (0) wim MUHUMaJbHAS
66 (12,4%) 104 (20,2%)

akTuBHOCTH (1) cormacuo IGA
Jlerkasi CTemeHb WU YJy4LICHUE

(X2) cornmacuo IGA

Henensa 3
N

289 (54.1%)

534

328 (63.8%)

514

(uccaenoBaHue



Uzneuenwne (0) cormacuo IGA
Uzneuenne (0) wim MUHHMaJIbHAS
akTuBHOCTH (1) cormacuo IGA

Jlerkass creneHp WM yJy4dlIeHUE

(X2) cornmacuo IGA

Henens 4

N

Uzneuenue (0) cormacuo IGA
Uzneuenue (0) wium MUHHMaJIbHAS
akTuBHOCTH (1) cormacuo IGA

Jlerkass creneHp WM yJIy4lLIEHUE

(X2) cornmacuo IGA

Henens 8

N

Wzneuenwne (0) cormacuo IGA
Wzneuenne (0) wim MUHHMaJIbHAsS
akTuBHOCTH (1) cormacuo IGA

Jlerkasi cremeHb WJIH YJIy4dLICHUEC

(22) cornmacuo IGA

Henens 12

N

Uzneuenue (0) cormacuo IGA
Uzneuenne (0) wim MUHHMAJIbHAS
akTuBHOCTH (1) cormacuo IGA

Jlerkas creneHp WM yJIy4dlIEHUE

(X2) cornmacuo IGA

Henens 16

N

Uzneuenwne (0) cormacuo IGA
Wzneuenne (0) wim MUHHMaJIbHAsS

akTuBHOCTH (1) cormacuo IGA
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14 (2,6%)

145 (27,2%)

402 (75,3%)

534
36 (6,7%)

236 (44,2%)

457 (85,6%)

534
156 (29.2%)

409 (76,6%)

514 (96.,3%)

534
247 (46.,3%)

457 (85.,6%)

517 (96.8%)

534
296 (55.4%)

463 (86,7%)

17 (3.3%)

205 (39.9%)

424 (82,5%)

514
50 (9.7%)

305 (59.3%)

474 (92,2%)

514
184 (35.8%)

429 (83,5%)

495 (96.3%)

514
258 (50.2%)

444 (86.4%)

490 (95.3%)

514
275 (53.5%)

445 (86,6%)



Jlerkass creneHp WM yJy4dlLIeHUE

(X2) cornmacuo IGA

Henemns 20

N

Hzneuenne (0) cornacuo IGA
Uzneuenne (0) wim MUHUMAaJIbHAS
akTuBHOCTH (1) cormacuo IGA

Jlerkass cremeHp WM yJIy4dlIeHUE

(X2) cornacuo IGA

Henens 24

N

Wzneuenwne (0) cormacuo IGA
Uzneuenne (0) wim MUHHMaJIbHAS
akTuBHOCTH (1) cormacuo IGA

Jlerkass creneHp WM yJy4dlIeHUE

(X2) cornmacuo IGA

Henens 28

N

Hzneuenne (0) cornacuo IGA
Uzneuenue (0) wium MUHHMAJbHAS
aktTuBHOCTH (1) cormacuo IGA
Jlerkast cremneHb WM yJy4dIlEHHE

(X2) cornacuo IGA

Henens 32

N

Wzneuenwne (0) cormacuo IGA
Wzneuenne (0) wim MUHHMaJbHAS
akTuBHOCTH (1) cormacuo IGA
Jlerkasi CTeneHb WM YJy4LICHHE

(X2) cornmacuo IGA

95

517 (96.8%)

534
304 (56.9%)

469 (87.8%)

509 (95.3%)

534
326 (61,0%)

473 (88,6%)

514 (96.3%)

534
332 (62,2%)

469 (87.8%)

510 (95.5%)

534
337 (63.1%)

473 (88,6%)

510 (95.5%)

487 (94,7%)

514
277 (53.9%)

440 (85,6%)

479 (93.2%)

514
288 (56.0%)

425 (82,7%)

471 (91,6%)

514
289 (56.2%)

426 (82,9%)

467 (90,.9%)

514
280 (54.5%)

419 (81.5%)

465 (90,5%)



Henens 36

N

Wzneuenne (0) cormacuo IGA
Wzneuenne (0) wim MUHHMAaJbHAs
akTuBHOCTH (1) cormacuo IGA
Jlerkast CTemeHb WIN YIy4IIeHHE

(£2) cornacuo IGA

Henens 40

N

Uzneuenue (0) cormacuo IGA
Uzneuenne (0) wim MUHHMaJIbHAS
akTuBHOCTH (1) cormacuo IGA

Jlerkass creneHp WM yJy4dlLIeHUE

(£2) cornmacuo IGA

Henens 44

N

Uzneuenne (0) cormacuo IGA
Wzneuenne (0) mnm MUHUMAaJIbHAsS
akTuBHOCTH (1) cormacuo IGA

Jlerkasi creneHp WM yIy4lLIEHUE

(<2) cornacuo IGA

Henens 48

N

Wzneuenue (0) cormacuo IGA
Uzneuenne (0) wim MUHHMaJIbHAS
akTuBHOCTH (1) cormacuo IGA
Jlerkasi CTemeHb WU YJy4LICHUE

(X2) cornmacuo IGA

Henensa 56
N

Uzneuenne (0) cormacuo IGA

96

534
324 (60,7%)

462 (86,5%)

510 (95.5%)

534
337 (63.1%)

461 (86.3%)

500 (93.6%)

534
332 (62.2%)

459 (86,0%)

493 (92,3%)

534
332 (62.2%)

454 (85.0%)

495 (92,7%)

534
290 (54.3%)

514
276 (53.7%)

409 (79.6%)

457 (88.9%)

514
269 (52.3%)

401 (78.0%)

452 (87.9%)

514
267 (51,9%)

393 (76.5%)

450 (87,5%)

514
259 (50.4%)

385 (74.9%)

446 (86.8%)

514
151 (29,4%)
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Uzneuenne (0) wim MUHHMaJIbHAS

421 (78.8%) 299 (58,2%)
akTuBHOCTH (1) cormacuo IGA
Jlerkast CTemeHb WIN YIyYIICHHE
467 (87,5%) 392 (76,3%)
(X2) cornmacuo IGA
[TEFIGAOSA.RTF]

[CNTO1959\PSO3009\DBR_WEEK _056\RE_WEEK_056_CSR\PROD\TEFIGAO5A.SAS]
230CT2018, 13:28

Be3onmacHocTh

16. Yncio cy0beKTOB, CO CBA3AHHBIMHU € JieYeHHEM HeOJIaronpUsiITHBIMH SIBJICHUSIMH 10
HeJeJH S6 Mo CHCTEeMHO-OPraHHBIM KJIACCAM M NpPeANnOYTHTEJbHbIM TepMuHaM; ['pynna

AJs1 aHaausa 6ezonacHoct (Mccaegoanue CNTO1959PS03009)

I'ycenbkymad 100 Cekykunymab 300
MI Mr
[lonynauus aHanusa: rpynna as
g by 534 511

aHam3a 0e30macHOCTH

Cpenusis MPOAOJDKUTETHHOCTh

TIOCJIEAYIOLIETO HaAOJIIO IEHUST 54,90 53,67
(Henemnm)

Cpennuii  ypoBeHb  BO3AEHCTBUS

14,65 14,41
(KOJTMUEeCTBO BBEICHUI)
CyOmbextoi ¢ 1 umu 6onee HA: 416 (77,9%) 417 (81,6%)
CucTeMHO-OpraHHbIH Ki1acc
[IpennodturensHbI TEPMUH
Hudexun u uHBa3 UM 310 (58,1%) 324 (63,4%)
Hasodapunrur 118 (22,1%) 125 (24,5%)
UHpekunss BEpXHUX MbIXATENbHBIX
. 83 (15,5%) 92 (18,0%)

nyTei
dapuHruT 24 (4,5%) 22 (4,3%)
['punn 20 (3,7%) 13 (2,5%)



bponxur

['epniec mosiocTu pra

Hudexius MOueBbIBOISIINX Ty TEH
["acTposHTEpUT

Cunycur

BupycHslii racTpOSHTEPUT

Punut

BupycHass  uH}pexkuuss  BepXHHUX
JbIXaTEJIbHbIX MyTEH

DONNMUKYJIUT

Tonzunnut

Hepmodurus CTombI

UHpekuns KexyI0YHO-KHUIIEUHOTO
TpakTa

Kannunos nonoctu pra

Abcuecc 3yba

Nudexuus 3yda
BynbBOBarnHanbHbINA KaHAUI03
OcTpelii CHHYCUT

Lenmromut

KoHbrOHKTUBUT

WHbexiyst abIXxaTeabHbIX MyTei
Pa3zHouBeTHbIN nUIIan

BupycHass wuHbekuus KeayaodHO-
KHILIEYHOTO TPaKTa

[IepuopgonTuUT

[THeBMOHUSA

Luctur

Undekuns yxa

XennKoOaKTepHBINA TaCTPUT

Sumenb

Jlapunrur

JloxanuzoBanHas nHpEKIUs

Otur cpennero yxa
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17 (3,2%)
11 (2,1%)
11 (2,1%)
10 (1,9%)
10 (1,9%)
9 (1,7%)
9 (1,7%)

9 (1,7%)

8 (1.5%)
7 (1,3%)
6 (1,1%)

5(0,9%)

5(0,9%)
5(0,9%)
5(0,9%)
5(0,9%)
4 (0,7%)
4 (0,7%)
4 (0,7%)
4 (0,7%)
4(0,7%)

3 (0,6%)

3 (0,6%)
3 (0,6%)
2 (0,4%)
2 (0,4%)
2 (0,4%)
2 (0,4%)
2 (0,4%)
2 (0,4%)
2 (0,4%)

15 (2,9%)
14 (2,7%)
11 (2.2%)
9 (1,8%)
12 (2,3%)
8 (1,6%)
13 (2.5%)

8 (1,6%)

10 (2,0%)
15 (2.9%)
16 (3.1%)

0

11 (2,2%)
3 (0,6%)
2 (0,4%)
13 (2.5%)
0
3 (0,6%)
17 (3,3%)
2 (0,4%)
5(1,0%)

1 (0,2%)

5(1,0%)
6 (1,.2%)
2 (0,4%)
5(1,0%)
0
8 (1,6%)
2 (0,4%)
1 (0,2%)
6 (1,2%)
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Nudexuns NOCJIEONEPALIMOHHOM
paHbl

Kannnnos koxxu

[TaxOBBII 1EPMAaTOMUKO3
PaneBast nndexuus
AxaponepMaTuT

AHanpHBIH abcrece

Hudexuus aHanbHOM QUCTYIIBI
ANMeHaumuT

WH(peKunoHHbIH apTpUT
bakrepuanbHbIil pUHUT
bakTepuanbHbIi BYyJIbBOBArHHUT
KannunosHas napexums
bakTrepruanbHbIil KOHBEOHKTUBUT
HudexunoHHbIi nepMaTUT
['unonepManbHbBIN 1epMaTUT
[{UBEPTUKYJIUT

DHTEpPOOHO3

Posxucroe Bocnanenue
['pubxoBas koxxHas HHPEKIUs
PypyHKy

["anrpena

HepcuHNO3HBIN raCTPOIHTEPUT
['enuTanbHbIN reprnec

['uHrUBUT

Hmneruro

JlabupuHTHT

Mactur

HasanpHbli1 repniec

OmnosichiBarOIIHi reprec c
NOpakeHUeM IJ1a3

[Taponuxus

[TepuroH3mILIApHBII adcuecc

[InnoHupanbpHas kucra

[Tnonepmus

2 (0,4%)

2 (0,4%)
2 (0,4%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

0

3 (0,6%)

4 (0,8%)

1 (0,2%)

2 (0,4%)
0

S O o o o O O

2 (0,4%)
0
3 (0,6%)
0
0
0
2 (0,4%)
0
0
3 (0,6%)
2 (0,4%)
4 (0,8%)
0
0
1 (0,2%)

0

2 (0,4%)
0
0
0
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CanbmoHeme3 1 (0,2%)
Cencuc 1 (0,2%)
bakrepuanpHas HHpEKLINSA KOKU 1(0.2%)
bakrepuanbHass WHQEKIHST BEPXHUX

. 1 (0,2%) 0
IBIXATEeNIbHBIX MyTeH
baxTepuanpHas uHpexms

. 1 (0,2%) 0

MOYEBBIBOJSLINX MyTEH
BupycHblii papuHruT 1 (0,2%) 0
AbGcuecc 0 1 (0,2%)
AGc1iecc KOHEUHOCTH 0 1(0,2%)
AHTyISpHBIA XEUTUT 0 3 (0,6%)
[enmtonuT B MecTe BBEACHUS 0 1 (0,2%)
bakrepuanbHbIil BATMHO3 0 1 (0,2%)
Kanguno3Hbiii OagaHuT 0 2 (0,4%)
NH(pekunoHHbIH BONABIPD 0 1(0,2%)
[epmaroduTus TyIOBHUIIA 0 2 (0,4%)
Bbynnesnoe nummneruro 0 1 (0,2%)
Hepmarodurtos 0 1 (0,2%)
MIMIieTHrMHO3HAas SK3eMa 0 1(0,2%)
Hudexunonnas sx3zema 0 2 (0,4%)
Abcriecc maxoBoii 00aacTu 0 1 (0,2%)
XenukobakTepHast MH( KLU 0 1 (0,2%)
[IpocToii repmec 0 1 (0,2%)
OmnosichIBarOIIMii Tepriec 0 4 (0,8%)
Heiipobopenuos 0 1 (0,2%)
OHUXOMUKO3 0 1 (0,2%)
OTtuT HapyXHOTO yXa 0 3 (0,6%)
OcTpblii OTUT CPEAHETO yXa 0 1 (0,2%)
[lepnananbHas CTPENTOKOKKOBAsI
UHpEKIH 0 H02%)
[TapaTron3mmnur 0 1 (0,2%)
CTpenTOKOKKOBBIN (papuHTUT 0 4 (0,8%)
MapUHrOTOH3UJLTUT 0 1 (0,2%)
[Tyabmut 3y0a 0 2 (0,4%)
[Tuenonedpur 0 1 (0,2%)



PecniupaTopHO-CHHIIUTHATIbHAS
BUpPYCHAsI HH(EKIIH

BupycHas uHQpEKIUs AbIXaTeNbHBIX
nyTeu

CuanoaneHur

UHdexms MsIrkux TkaHei
CradunokokkoBasi HHQEKIHs KOXKU
[TonkoxHbIi abcuecc
TpaxeoOpoHXUT

BarunanpHast uHpeKIus

BynbBOBarnHanbHbIN MUKO3

HapyiieHust co CTOpOHBI CKEJETHO-
MBILIEYHON 15
COEJIMHUTENbHOTKAaHHON CUCTEM

ApTtpanrus

bonb B ciune

Muanrus

MpIedHo-cKeneTHast 00Jb

[IcopuaTuyeckas apTponaTus

OcreoapTpur

OnyxaHue cycrasa

Tenpgonur

MpIiieuHbIe Cra3Mbl

bonb B ee

CycCTaBHOM BBITIOT

bonb B kOHEUHOCTH

MpbIedHO-CKeIeTHast 00Jb B Ipyau

[TomomBeHHbIN pacuut

bonb B NO3BOHOYHUKE

Aptput

Xonaponarus

DHTe30MmaTus

JK30CTO3

dubpomuanrus

bonu B maxy
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o O O o o o O

98 (18.4%)

30 (5.6%)
29 (5.4%)
11(2,1%)
7 (1,3%)
7 (1,3%)
6 (1,1%)
5 (0,9%)
5 (0,9%)
4(0,7%)
4.(0,7%)
3 (0,6%)
3 (0,6%)
2 (0,4%)
2 (0,4%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
3 (0,6%)
2 (0,4%)
1 (0,2%)
2 (0,4%)
2 (0,4%)

93 (18.2%)

25 (4,9%)
18 (3,5%)
7 (1,4%)
7 (1,4%)
3 (0,6%)
4(0,8%)
3 (0,6%)
2 (0,4%)
5 (1,0%)
5 (1,0%)
1(0,2%)
6 (1,2%)
2 (0.4%)
0
3 (0,6%)
1 (0,2%)
0

0
0
0

1 (0,2%)



[erenepanust ME3KIIO3BOHKOBOI'O
JUCKA
CKOBaHHOCTb CyCTaBa

Hanps>keHHOCTb MBILIIL]

MuogacunanbHbIi Oonesoi
CHHAPOM
Cunnpom MOpaXkeHUs

BpaILaTEeIbHON MaHKEThI
OcTteoapTpuT MO3BOHOYHUKA
CuHOBHANbHAS KUCTA
CuHOBHUT

CuHApPOM LIEeNKaroLIero najbla

bypcur

PeGepHblii XOHIPHT

bonb B Goky

Hapymenue MEKIIO3BOHKOBOIO
JUCKa

[IpoTpy3ust MEKMO3BOHKOBOTO TUCKA

KocTHO-MblIIIeuHast CKOBAHHOCTh

Ocreonenust

[IepuapTpur

Cakpounenr

CTeHO3 CITMHOMO3rOBOTO KaHaja

Crnongunonucres

Cungpom BUCOYHO-
HIDKHEYEJIFOCTHOTO CyCTaBa

CTeHO3UPYIOMHI TEHIOBATHHUT

Hapymenuss co CTOpPOHBI HEPBHOMU
CUCTEMBI

["onoBHas 6onb

Himuac

Murpens

['unecre3us

[TapecTesus

[IpenoOMopoUHOE COCTOSTHIE
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1 (0,2%)

1 (0,2%)
1 (0,2%)

1(0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

0

0

0

S ©O o o o o O

79 (14,8%)

49 (9.2%)
8 (1.5%)
6 (1,1%)
3 (0,6%)
3 (0,6%)
2 (0,4%)

0

1 (0,2%)
0

0

2 (0,4%)

3 (0,6%)
0
0
0
3 (0,6%)
1 (0,2%)
1 (0,2%)

3 (0,6%)

2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0.2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)
1 (0,2%)
71 (13.9%)

48 (9.4%)
6 (1,.2%)
4 (0,8%)
2 (0,4%)

0
1 (0,2%)
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Adonus 1 (0,2%)
O1mymeHue xoKeHUs 1(0,2%)
CHUHIPOM 3amsiICTHOTO KaHasia 1(0,2%) 2 (0,4%)
[lefino-nieueBoi CUHAPOM 1(0,2%) 0
KnacrepHast ronosHas 60b 1(0,2%) 0
Hapymenne BHUMaHus 1 (0,2%) 0
[TocTypanbHOE TOJOBOKPYKEHHE 1 (0,2%) 0
Jlnzecre3ust 1(0,2%) 1(0,2%)
Hespanrus Tpou4HOro Hepsa 1 (0,2%) 0
['unepcresus 1(0,2%) 0
VYxynmenue namsta 1(0,2%) 0
CrnaBneHue HepBa 1(0,2%) 0
CuHAPOM IpyIIEBUIHOMN MBIIILIBI 1 (0,2%) 0
WHpapKT CIHHHOTO MO3ra 1 (0,2%) 0
CruHanbHast MEHUHT€aIbHAST KUCTA 1(0,2%) 0
O6mopok 1 (0,2%) 4 (0,8%)
[ConoBHast 60JIb HATIPSKEHUS 1(0,2%) 0
Tpemop 1 (0,2%) 0
CTeHO3 MO3BOHOYHOU apTepUu 1 (0,2%) 0
[ToBpexxneHue Oesoro BerecTsa 1 (0,2%) 0
[lepeOpanbHast kKucta 0 1 (0,2%)
Octpoe  HapymieHHE  MO3TOBOTO
KPOBOOOpaIIeHH s 0 H(0.2%)
["onoBokpyskeHue 0 5(1,0%)
Jlncres3ust 0 1(0,2%)
[Tapanuy nuieBoro Hepsa 0 1(0,2%)
Tuckom@opT B royioBe 0 1(0,2%)
Jleraprus 0 1(0,2%)
Hespanrus 0 3 (0,6%)
[Tepudeprueckas HeBpoOmaTHsI 0 1(0,2%)
[TocTrepneruueckas HeBpalrus 0 1(0,2%)
[TocrTpaBmaTudeckas rOJIOBHAsI
o 0 1 (0,2%)
Hapymenus co CTOPOHBI

78 (14,6%) 77 (15,1%)

JKETYy JOYHO-KUIICYHOI'O TpaKTa
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[uapes 27 (5.1%) 20 (3.9%)
bonu B BepxHeil yacTH KUBOTA 10 (1,9%) 7 (1,4%)
[actpossodareanbras pedrokcHas 7 (13%) 8 (1.6%)
Oone3Hb

boxab B 06nacTu »xuBOTA 6 (1,1%) 7 (1,4%)
Tomnora 6 (1,1%) 8 (1,6%)
PBota 6 (1,1%) 2 (0,4%)
3yOHas 60J1b 5(0,9%) 4 (0,8%)
3amop 3 (0,6%) 4 (0,8%)
DHTEPUT 3 (0,6%) 0
Merteopusm 3 (0,6%) 1(0,2%)
[acTpur 3 (0,6%) 2 (0,4%)
3yOHoii kapuec 2 (0,4%) 0
Yacrtele nedexarmu 2 (0,4%) 1(0,2%)
[Iynounas rpeixka 2 (0,4%) 1(0,2%)
HuckomdopT B 00J1aCTH KUBOTA 1(0,2%) 1(0,2%)
B3nyTue xxuBota 1(0,2%) 0
bomnu B HUKHEH YacTH JKUBOTA 1(0,2%) 0
AHanbHBIE TPEIIUHBI 1(0,2%) 0
AHanbHas pucryna 1(0,2%) 0
MUKpPOCKONMHUYECKUH KOJIUT 1 (0,2%) 0
JABEPTUKYJ KULIEUHBIH 1 (0,2%) 0
CyxocCTb BO pTY 1 (0,2%) 0
Jucnencus 1 (0,2%) 2 (0,4%)
["noccur 1(0,2%) 0
["emaToxe3us 1(0,2%) 1(0,2%)
['emoppounaanbHOe KPOBOU3IHSIHNAE 1 (0,2%) 0
[emoppoit 1(0,2%) 2 (0,4%)
['unepxnopruapus 1 (0,2%) 0
[TaxoBas rpeika 1(0,2%) 0
Cungpom pa3aIpaskeHHOTO

1 (0,2%) 1 (0,2%)
KHILIEYHUKA
[Tonumn TONCTOrO KUIIEUHUKA 1 (0,2%) 1 (0,2%)
Jlelikomiakusi pOTOBOM MOJIOCTH 1(0,2%) 0

Cnau3ucTolii CTYN 1 (0,2%) 0
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Ortex neda 1 (0,2%)
PekTajIbHBIA HOJINII 1(0,2%)
['pboka OprOIIHOM MOJOCTH 0 1(0.2%)
AHanbHBIN 311 0 1(0,2%)
AdrosHast si3Ba 0 8 (1,6%)
ArnukasbHas rpaHyjemMa 0 1 (0,2%)
CuHIPOM XKKEHUS BO PTY 0 1 (0,2%)
XpOoHHUECKUHN TracTpUT 0 1 (0,2%)
Komur 0 1(0,2%)
bonesns Kpona 0 1(0,2%)
Hucdarus 0 3(0,6%)
[Tumesoe oTpaBieHne 0 2 (0,4%)
DyHKLIHUOHAIBHOE HAapyLIEHHE CO
CTOPOHBI  JKEJyJ0YHO-KHUIIEYHOI O 0 1(0,2%)
TpaKTa
KpoBoTreuenue u3 necHsl 0 1(0,2%)
Atpodust necHsr 0 1 (0,2%)
['pbIka MUIIEBOHOTO OTBEPCTHUS 0 1(0,.2%)
BocnanurensHoe 3aboneBaHue
0 2 (0,4%)

KHILIEYHUKA
OnuHodarus 0 2 (0,4%)
Brusinue Ha 3yObl 0 1(0,2%)
Hapyiienuss co CTOPOHBI KOXH M

5 76 (14,2%) 92 (18,0%)
MOJIKO’KHOW TKaHH
3yn 17 (3,2%) 12 (2,3%)
AkHe 4 (0,7%) 3 (0,6%)
Hepmarut 4 (0,7%) 7 (1,4%)
KonTakTHbIl nepMaTuT 4 (0,7%) 8 (1,6%)
JK3ema 4 (0,7%) 7 (1,4%)
[Icopuas 4 (0,7%) 11 (2,2%)
[lopaxeHue K0xu 3 (0,6%) 2 (0,4%)
Kpanusuuua 3 (0,6%) 9 (1,8%)
AKTUHUYECKHI KEPATO3 2 (0,4%) 2 (0,4%)
Anonenus 2 (0,4%) 4 (0,8%)

Bonabips 2 (0,4%) 0
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XpoHuyeckass  KOXHAsi ~ KpacHas

2 (0,4%) 0
BOJIYaHKa
MenukamMeHTO3Hasi ChIMb 2 (0,4%) 1(0,2%)
CyxOCTb KOXHU 2 (0,4%) 3 (0,6%)
AcreaTo3Hast K3eMa 2 (0,4%) 2 (0,4%)
['unepkepatos 2 (0,4%) 0
[Tanyna 2 (0,4%) 1(0,2%)
Peakiust pOTOUYBCTBUTEIBHOCTH 2 (0,4%) 0
[TonumopdHeIii poTonepmMaTos 2 (0,4%) 0
['eHepanu3oBaHHbBIN 3y 2 (0,4%) 2 (0,4%)
ChImib 2 (0,4%) 1 (0,2%)
Orex KBunke 1(0,2%) 0
Kodeitabie msiTHa 1 (0,2%) 2 (0,4%)
Kucra xoxn 1(0,2%) 3(0,6%)
ATOonUuecKkuil 1epMaTUT 1(0,2%) 1(0,2%)
dputema 1 (0,2%) 2 (0,4%)
Bpacranue HOrTS 1(0,2%) 0
Bpacranue Bosoc 1 (0,2%) 0
Omnpenoctb 1(0,2%) 8 (1,6%)
JIlenTuro 1(0,2%) 0
Munust 1 (0,2%) 0
[ToTHHI2 1 (0,2%) 1(0,2%)
Hounast noTimBOCTS 1(0,2%) 1(0,2%)
Onuxonus 1 (0,2%) 1(0,2%)
[lepuopanbHblii fepMaTUT 1 (0,2%) 0
[Tutupuas 1 (0,2%) 0
Po3oBbIit mutupuas 1(0,2%) 0
KopenonoOHasi chimb 1(0,2%) 0
CeIinb nmamnyJie3Hast 1 (0,2%) 2 (0,4%)
Posarea 1(0,2%) 0
CebopeiiHblii tepMaTUT 1 (0,2%) 8 (1,6%)
O1mymeHune xKeHUs KOKU 1(0,2%) 0
Mlenymenue Koxu 1(0,2%) 0
SI3Ba KOXH 1(0,2%) 1(0,2%)

ConHeuHbI 1epMaTUT 1 (0,2%) 0
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Anonenmpyroiee pyoreBaHue 0 1 (0,2%)
Anneprudeckuil AepMaTUT 0 1(0,.2%)
Huddysnas anonerus 0 1 (0,2%)
[uruaporudeckas sK3emMa 0 2 (0,4%)
MoHeToBHIHAS SK3EMa 0 1(0,2%)
Becnymku 0 1(0,2%)
AHOMaJbHast CKOPOCTBb POCTa BOJIOC 0 1 (0,2%)
Hepmartur pyk 0 1(0,2%)
[Cuneprunpos 0 1 (0,2%)
MnunonaTtuyeckasi KparmMBHULIA 0 1(0,2%)
[IpnoOpeTeHHblil  3KCHONUATHBHBIHN

0 1 (0,2%)
KepaToJn3
BonocsiHoit kepaTo3 0 1 (0,2%)
MukcounHast KUcTa 0 1(0,2%)
Heitponepmarur 0 3(0,6%)
doronepmaros 0 1(0,2%)
3y anjaeprudecKkuii 0 1 (0,2%)
ChInb MakyJio-mnamnyJjie3Has 0 1 (0,2%)
Tpewune! kKOxKU 0 3(0,6%)
AHOMaJbHas TEKCTypa KOXKHU 0 1(0.2%)
3aCTONHBIIN IepMaTUT 0 1(0,2%)
KommpeccrnoHHas kparuBHHULIA 0 1 (0,2%)
Hapymienuss co CTOPOHBI OPraHOB
ObIXaHWs, TPYAHOW KIETKH U 59 (11,0%) 59 (11,5%)
CPeAOCTeHHs
Kamensb 20 (3,7%) 21 (4,1%)
bonb B porornorke 12 (2,2%) 11 (2,2%)
3a5m0KeHHOCTh HOCa 7 (1,3%) 6 (1,2%)
Punopes 6 (1,1%) 9(1,8%)
PunuT annepruueckuii 4 (0,7%) 0
3a7105K€HHOCTD Ta3yX 4 (0,7%) 3(0,6%)
Huchonns 2 (0,4%) 0
Onpinka 2 (0,4%) 2 (0,4%)
[IpoayKkTUBHBIN Kaleab 2 (0,4%) 1(0,2%)

Actma 1 (0,2%) 3 (0,6%)
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Karap 1(0,2%) 0
Cyxoe ropso 1 (0,2%) 0
Onpnuka npu Gu3nyeckoi Harpy3Ke 1(0.2%) 0
HocoBoe kpoBoTeueHue 1(0,2%) 0
UnuTepcTuimanbHoe  3a0oneBaHue
1 (0,2%) 0
JIETKUX
HocoBas kucra 1 (0,2%) 0
HocoBrble mouIb! 1(0,2%) 0
Huckompoptr B OTOTJIOTOYHOM
bop P 1 (0,2%) 0
obnactu
AcnupaniioHHast THEBMOHMUS 1(0,2%) 0
Hapymenne co CTOPOHBI
Py P 1 (0,2%) 0
NBIXATEJIbHON CUCTEMBI
YuxaHue 1 (0,2%) 0
3a10:X€HHOCTh BEPXHUX
1 (0,2%) 0
I bIXaTEJIbHbIX MyTEH
[uneprpodust aneHOUIOB 0 1 (0,2%)
AcTMaTU4ecKuil KpU3uc 0 1(0,.2%)
['uneppeakTHBHOCTH OPOHXOB 0 1(0.2%)
XpoHnueckas 00CTpyKTUBHAS
0 1 (0,2%)
0OJIE3Hb JIETKUX
3a7105KeHHOCTh HUKHAX
0 1 (0,2%)
JbIXaTEJbHbIX MyTeH
SI3Ba HOCaA 0 1(0,2%)
Jlerounast sMOo0Just 0 1(0,2%)
CuHIpOM arHo3 BO CHE 0 1 (0,2%)
Paznpaxenue B ropie 0 2 (0,4%)
OOune HapylIeHHs U COCTOSIHHS B
56 (10,5%) 58 (11,4%)
MeCTe BBEICHUs IperapaTa
YTomiisieMocThb 10 (1,9%) 7 (1,4%)
Dputema B MECTE HHBEKLINH 10 (1,9%) 7 (1,4%)
['emaTOMa B MeCTE UHBEKIINU 6 (1,1%) 5(1,0%)
boss B MecTe HHBEKITUHN 6 (1,1%) 7 (1,4%)
3ya B MECT€ UHBEKLIUU 5 (0,9%) 0

Hexapauanbhaast 605b B Tpyau 5 (0,9%) 6 (1,2%)



['uneprepmust

Orex nepudepudeckuii
[‘punnononoOHoe 3aboneBanue
CuHSIK B MECTe€ HHBEKLIUU
[IpumyxaocTh B MECTE HHBEKIIMU
HeGnaronmpusitHas  peakuust  Ha
JIEKapCTBEHHOE CPEICTBO

Actenus

Kucra

VYIIJIOTHEHHE B MECTE HHBEKIINHA
Kanpuunos

bonb B obnactu rpyau

Orek nuna

OOmee yxynmenue (GUINIECKOTO
COCTOSIHUS

['eHepanu30BaHHbIN OTEK

['ppokeBas Oonb

BrinmoreBaHune B MecTe HHbEKLIUU

KpoBousnusiHue B MeCTe HHBEKLIUH

Orek B MeCTe MHBEKIUH

CrInb B MeCTE HHBEKIMU

Henomoranue

bonb

bonesnenHocts

Kcepos

[Tonmpbltneunast 6onb

Tuckom@opT B rpyau

TuckomdpopT

CHuxeHHas MIEPEHOCUMOCTD
(u3nUecKuX Harpy30K

Owmymenue o3H00a

Bocnanenne B MmecTe HHbEKLIUU

[IoBpexnenue, CBSI3aHHOE c
YCTPOHCTBOM

Y3en
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5(0,9%)
4 (0,7%)
3 (0,6%)
3 (0,6%)
3 (0,6%)

2 (0,4%)

2 (0,4%)
2 (0,4%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1(0,2%)
1(0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

0

0

0

6 (1,2%)
4 (0,8%)
5(1,0%)
2 (0,4%)
1 (0,2%)

0

2 (0,4%)
1 (0,2%)
0
0
1 (0,.2%)
0

0

2 (0,4%)
2 (0,4%)
0
0
0
0
2 (0,4%)
1 (0,.2%)

1 (0,2%)
2 (0,4%)

1 (0,2%)

2 (0,4%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
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[IpunyxmnocTe 0 1(0,2%)
KpoBousnusinue B MecTe npokoia

0 1 (0,2%)
cocyna
TpaBMbl, OTpaBIEHHS U OCJIOKHEHHS

56 (10,5%) 54 (10,6%)

nponenyp
Pa3psiB 7 (1,3%) 6 (1,2%)
PactsixeHue CBSI30K 5 (0,9%) 4 (0,8%)
Bonb BO Bpemst mporienypsl 4 (0,7%) 1 (0,2%)
VY kajieHue 4IeHUCTOHOTUM 3 (0,6%) 0
Konty3us 3 (0,6%) 8 (1,6%)
[ToBpexxaeHne KOHEYHOCTEH 3 (0,6%) 1(0,2%)
YKyC 4JI€HUCTOHOTOrO 2 (0,4%) 1 (0,2%)
[Iepenom pyku 2 (0,4%) 1 (0,2%)
CwMmereHue cycraBsa 2 (0,4%) 0
Pa3pbIB cBs3KH 2 (0,4%) 1(0,2%)
[loBpexxneHne MeHUCKa 2 (0,4%) 1(0,2%)
PacTskeHne MBIy 2 (0,4%) 6 (1,2%)
[Tepenom pebpa 2 (0,4%) 2 (0,4%)
[Tepenom 3y0a 2 (0,4%) 1(0,2%)
[ToBpexnenue 3yda 2 (0,4%) 0
Pana 2 (0,4%) 0
[lapanuna, HaHECEHHAs! > KUBOTHBIM 1 (0,2%) 0
Tpasma aprepun 1(0,2%) 0
TpaBma rpynHO# KjieTku 1 (0,2%) 0
[Tepenom KIFOUHUIIBI 1(0,2%) 0
Cotpsicenue 1(0,2%) 0
UepenHO-MO3roBasi TpaBMa 1(0,2%) 1(0,2%)
DIEKTPUIECKUN OKOT 1 (0,2%) 0
[Iepenom cTomel 1(0,2%) 1(0,2%)
MuopoaHoe Teno B riasy 1 (0,2%) 0
[loBpexxneHue cycraBa 1(0,2%) 1(0,2%)
[lepenosuposka 1 (0,2%) 0
[IpouenypHas runepreH3us 1(0,.2%) 0
[Iepenom ny4yeBoOi KOCTH 1(0,2%) 1(0,2%)

CcaguHa KOXKH 1(0,2%) 5(1,0%)



[Iepenom uepena

[ToBpexneHne nO3BOHOUHUKA
Tepmuueckuii oxor

AnOBUTHIN YKYC

Yumb koctu

HeynauHoe BoccTaHoBIeHHE 3yOOB
CcanguHa yxa

DMUKOHIUIIUT

Yumb rnasza

[Tepenom meliku OenpeHHON KOCTH
TpaBma HeOa

[TocTtnpouenypHas nuapes
[TocTrpaBmMaTuueckuil LIEHHBINA
CUH/IPOM

[ToBpexaeHne MITKUX TKaHEN
Pa3peiB cyxoxxunus

[Iepenom BepxHEN KOHEUHOCTH
[Iepenom 3amsAcTes

JIaboparopHble uccnenoBaHus
[IoBbiieHuE
alaHMHAMHUHOTpaHCchepassl

[IoBbieHUE
acrmapraTaMUHOTpaHC(epasbl

[ToBbiIEHHOE apTepuajbHOE
JaBJIeHUE

[ToBbieHHBINH OMITUPYOUH B KPOBH

[loBbllIeHHas TIIOKO3a B KPOBU

CHmwkenue amrmutyasl  T-3yOma

3JIEKTPOKAPAUOTPAMMEBI
[IoBrIEHHBIN (bexaabHbIHI
KAJIBIIPOTEKTUH
[loBbllIeHHBIE MEYEHOYHBIE
(dbepMeHTbI

[IoBpIIIEHHBIE YPOBHU TPAaHCAMHUHA3
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1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
0

o O o o o o O

<

o o O

0
37 (6,9%)

15 (2,8%)

10 (1,9%)

6 (1,1%)

3 (0,6%)
2 (0,4%)

2 (0,4%)

2 (0,4%)

2 (0,4%)

2 (0,4%)

4 (0,8%)
0
2 (0,4%)
1 (0,2%)
1 (0,2%)
3 (0,6%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,.2%)

1 (0,2%)

2 (0,4%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
32 (6.3%)

10 (2,0%)

6 (1.2%)

4 (0,8%)

0
1 (0,2%)

0

3 (0,6%)

2 (0,4%)



CHIKEHHOE COZepIKaHUE JKelie3a B
KpOBH

[IoBbIlIEHHBIH ypOBEHb C-
peakTUBHOTrO Oenka

UuBepcus T-3ybua Ha
3JIEKTPOKapANOrpaMMme

AHOManusi penosspusaluyu  cepaua
Ha 3JIEKTPOKapAHUOrpaMMe
[ToBbIIIeHHBIE (YHKIIMOHAJIbHBIE
NeUYEeHOYHbIE TPOOBI

CHkeHHBbIH ypOBeHb (EeppUTHHA B
CBIBOPOTKE

[IoBrineHHas Macca

[IoBBIIEHHBIN YpPOBEHb LIEJIOYHOU
docdarasza B kpoBH

[IoBbIIEHHBIN YPOBEHb
KpeaTnHpocHOKUHA3EI B KPOBU

[IoBBIIIEHHBIN KPEATUHUH B KPOBU

[IoBpineHHoe CHUCTOJIMYECKOE
apTepHalibHOE aBJICHNE

[loBbllIEHHBIE  TPUINULEPUAbI B
KpOBHU

AHOMaHs KOPOHApHOW apTepuu Ha
KOMITBIOTEPHON TOMOTpamMme

AHoMmainbHas (paxiusi BIOpoca

CHuxeHHOe KOJIN4YECTBO
HelTpoduiIos

CkppITast KpOBb

CHuxeHHoe KOJIN4YECTBO
TPOMOOLIUTOB

Anomanus Ha Y3U nedenu

CHuxeHue Macchl Tena

CHuxeHue KOIU4YeCcTBa JIEHKOLUTOB

Hapywenus co CTOPOHEI

KPOBE€HOCHBIX COCYyIOB
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1 (0,2%)

1 (0,2%)

1(0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)

0

33 (6.2%)

0
1 (0,2%)

2 (0,4%)

1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)

1(0,2%)

1 (0,2%)

2 (0,4%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
2 (0,4%)
1 (0,2%)

33 (6.5%)



['uneprensus

['unepronnueckuit kpus
OKKJIFO3UOHHOE 3aboneBaHue
nepudpepuIeckux apTepuil
AHeBpU3Ma a0PTHI

ApTepuockiiepos

['emaToma

[Ipunusel

['unorensus

Bapuko3Hoe pacimupenue BeH

Pa3pbiB BEHBI

Tpomb03 riry0oKkux BeH

Jlnacronuueckasi THIIEPTEH3Us

[Iokpacnenue

JIlumdarugecknii oTek

OprocraTudeckasi THIIOTEH3Us

3aboneBanue nepupepuIecKux
COCYJIOB

DneOuT NOBEpXHOCTHBIX BEH

[{oOpokauecTBeHHbIE,
3JI0KaY€CTBEHHbIE U HEYTOUHEHHBIE
HOBOOOpa3oBaHUs (BKJFOYAst KUCTBI
Y TIOJIUIIBI)

[Tanunnoma xoxu

MenaHouuTapHblii HEBYC

basanbHOKJIETOUHAS KapLIUHOMA

[Inockoknerounast KapuuHOMa KOXH

AKpoxopioH

AHOTeHHUTaJIbHBIE OOPOIABKU

bonesnp boysna

AnieHoMa TOJICTOM KHUILIKH

JlncrnacTu4ecKkuii HEByC

dubdbpoma

MuBa3uBHas NPOTOKOBAsk KapLITHOMA

MOJIOYHOH >KeJIe3bl
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22 (4,1%)
2 (0,4%)

2 (0,4%)

1(0,2%)
1(0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
0

o o o O

24 (4,5%)

6 (1,1%)
5(0,9%)
3 (0,6%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

22 (4.3%)
0

0

1 (0,2%)
2 (0,4%)
2 (0,4%)
0
0
1 (0,.2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
19 (3,7%)

3 (0,6%)

4 (0,8%)

2 (0,4%)
0

0
0
0
1 (0,2%)

2 (0,4%)
0

0



JIunoma

[Iporokosas aZIeHOKapLUHOMa
MOAKETY TOYHOM JKEJe3bl
['emanrunoma

AHrnoOMHOIUIIOMA TOYKU
['puboBHIHBIIT MHKO3
HemenkokneTouHbIN pak JIErKoro
Cebopeiinblii kepaTo3

Jlelilomnoma MaTku

PaccTpolicTBa nCUXUKHU

TpeBoxkHOCTB

Henpeccus

becconnuna

CyuuuaanbHble MbICIH

Ankoroiausm

[Torpanuunoe paccTpOMCTBO
JUYHOCTH

[lenpeccuBHOE HacTpOeHUE

Peakuus B BUge TOCKH

[IcuxoTuueckue paccTponcTBa

becnokolicTBo

PacctpolicTBo cHa

Ctpecc

Hapymenue ajanranuu c
JeNpPeCCUBHBIM HACTPOEHUEM

Y MBILIIEHHOE YIEHOBPEIUTENbCTBO

Pa3znpaxutrenbHOCTD

[Icuxuyeckoe pacCTpONCTBO

CmMeranHoe TPEBOKHOE u
JeNPECCUBHOE PacCTPONCTBO

[lannueckas ataka

CezonHoe apdexTuBHOE
PaccTpONCTBO

[TombiTka camoyOuiicTBa
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1 (0,2%)

0

S ©O o o O

0
24 (4,5%)
8 (1,5%)
5 (0,9%)
4.(0,7%)
3 (0,6%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

0

1 (0,2%)
1 (0,2%)

1(0,2%)
1(0,2%)
1(0,2%)
1(0,2%)
2 (0,4%)
2 (0.4%)

27 (5,3%)
9 (1,8%)
4.(0,8%)
7 (1,4%)
3 (0,6%)

0

0
1(0,2%)
0
0
0
0
2 (0,4%)
1(0,2%)

1 (0,.2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)



Hapymenuss co cropoHsl oOMeHa
BELLIECTB U MUTAHUs
['unepriukemus
['unepaununemus

AHOMaJbHast IOTeps Beca
CHukeHMe anmneTuTa

CaxapHblii quader

[Tonarpa

["'emoxpomaTo3
['unepxonecrepunemus
['unepxanuemus
[uneprpurnunepuneMus
['unepypukemus

['unokanuemust

[ToBbIIIEHHBIN aNIIETUT
HM30bITOuHAs Macca Tena
Caxapwubrii quader 2 Tumna

Hernnparauus

HeanexBaTHBIN KOHTPOJIb CaXapHOIO
nuadera

Hapymenue  TONEPAHTHOCTH K
TJIOKO3€

['uneproMouuCTENHEMHUS

['unornukemus

['unonarpaemus

[Tonununcus

Caxapwubrii quadet 1 Tuna

Heduuut Butamunaa D

Hapymenust co cTOpoHbI cepana

Taxukapaus

DuOpHLISILHS IPeICcepanii

bnokana Hoxku nyuka [ 'uca cnesa

YuameHnHoe cepauneOueHmne

CTeHO3 aopTajpHOrO KjanaHa

bnoxana Hoxku nyuka I'uca cripasa
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22 (4,1%)

9 (1,7%)
3 (0,6%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
0

o o o o O

0
20 (3.7%)
5(0,9%)
4 (0,7%)
3 (0,6%)
2 (0,4%)
1 (0,2%)
1 (0,2%)

16 (3.1%)

1(0,2%)
0
0
2 (0,4%)
3 (0,6%)
2 (0,4%)
0
0
1(0,2%)
0
0
2 (0.4%)
1(0,2%)
0
2 (0.4%)
1(0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
11 (2,2%)
1 (0.2%)
2 (0,4%)
0

0
0
0



OxKkJ1r031s1 KOPOHAPHOMN apTepUu
Hedext BHYTPHIKEITYy 1OYKOBON
POBOJUMOCTH
CunycoBasi Opagukapaus
Hamxenynouxosast Taxukapaus
KenmynoukoBast 5KCTPacUCTONA
Cunnpom Bonbda-ITapkuncoHa-
VYaiita

Tpombo03 npencepauii

[lonnas aATPUOBEHTPUKYJIAPHAs
Omokana
ATPHOBEHTPUKYJISIPHAS Onokana

MEePBON CTENEHU
PaccTpoiicTBa CO CTOPOHBI cepaLa
3acTolinas cepaevHast
HEI0CTaTOYHOCTh
Hmemudeckasi Oonie3Hb cepana
DKCTPACUCTOJIBI
Jlnnaranys 1eBoro xenynodka
CunycoBasi TaxuKapaus
Hapywenuss co CTOpOHBI OprasHa
3peHus
Karapakra
Annepruueckuii KOHbFOHKTUBUT
Cunzapom cyxoro riasa
bredapur
Karapaxra cyOkancysipHast
Xanasuon
KoHblOKTHBaNIbHOE KPOBOU3JIMSIHYE
['unepemust KOHbIOHKTHBBI
[TnabeTnueckasi pETUHOMATHUS
DTIUCKJIepUT
Orek rnasa
[IpunyxnocTs rinasa

[ mayxoma

116

1 (0,2%)
1 (0,2%)

1 (0,2%)
1(0,2%)
1(0,2%)

1 (0,2%)

0

o o O O

18 (3.4%)

5(0,9%)
3 (0,6%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

0
1 (0,2%)

1 (0,2%)

2 (0,4%)
1 (0,2%)
1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
2 (0,4%)

17 (3,3%)

2 (0,4%)
3 (0,6%)
2 (0,4%)
4 (0,8%)
0
0
1 (0,2%)
0

S O o O O



MakynsipHblil Gudpo3
['unepemus rnasa

['uneprensus rnasa
[lerenepanus ceTyaTku
OtcnoeHne CTEKJIOBUIHOTO Tela
bredpapocnazm

JK3eMa BeK

Brinenenus u3 rnas

Muonus

HeonnHakoBOCTb 3paukoB
CHuxeHHas OCTpOTa 3peHUs
Hapymenuss co CTOpOHBI Oprasa
ciyxa v JaOupuHTa

Bepturo

bonb B yxe

Cepnast mpoOka

Dputema CIIiyXOBOro Mpoxoaa

MuckomdopT B yxe

YHoM 3y1

[Iym B ymax

OnHOCTOPOHHSSA TIIyX0Ta

CTeHo3 CciyX0BOro Mpoxoaa

Tyroyxoctb

Brinor u3 cpeagnero yxa

Hapymenus co CTOPOHBI
KPOBEHOCHOW ®  JUM(aTUIeCcKOn
CUCTEMBI

JTumdanenonarus

Anemust

JlelikoumTo3

TpomOonuroneHust

Hetitpodumus

[TanuuTonenus

DPUTPOIICHUs

JleltixoneHus
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1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)

1(0,2%)
0

0
0
0
0
0

13 (2,4%)

7 (1,3%)
3 (0,6%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
0

0
0
0
10 (1,.9%)

3 (0,6%)
2 (0,4%)
2 (0,4%)
2 (0,4%)
1 (0,2%)
1 (0,2%)

0

0

S O o O O

1(0,2%)
1 (0,2%)
1(0,2%)
1(0,2%)
1(0,2%)
2 (0,4%)

13 (2.5%)

6 (1,.2%)
3 (0,6%)
0

0

0

0
1 (0,2%)
1 (0.2%)
1 (0,2%)

1(0,2%)
1(0,2%)

9 (1,8%)

2 (0,4%)
0

oS o o O

1 (0,2%)
1 (0,2%)



JIumdonenus

Heitrponenus

Hapywenus co CTOPOHEI
pPENpONYKTUBHOM  CHUCTEMBI U
MOJIOYHBIX XKeJe3

Hducmenopes

Kucra 6apTonMHOBOM Jkene3bl
JloOpokavyecTBEeHHAsT  TUIEPILIA3HsI
MPEACTATEbHON JKeJIE3bI

Kucra Mono4HOM xene3bl

O0bvemMHOe 0Opa3oBaHUE MOJIOYHOM
Kenesbl

DHIOMETPUO3

DpeKTWIbHAs TUCHYHKIUS
Bapuxkouene

[IpnoGpeTenHblit HprumMo3
DHIOMETPUATIbBHOE PACCTPONCTBO
[Ipocraromeranus
BynbBoBaruHanmpHas CyxocTh
BynbpBoBarnHanpHOE BOCHATIEHUE
BynbBOBaruHanbpHbIN 3y7
Hapylenust co CTOPOHBI MEYEHU U
JKETYEBBIBOSAIINX MTyTeH

Creato3 neyeHu

Kenunas konauka

Xonenurunas

OcTpblIii XOIETUCTUT

XosaHrur

XonenucTur

JlekapcTBeHHOE MIOBPEXKIECHUE
nevyeHu

[Tonun >xenuHOro Mmy3bIps
['emaromeranus

Kenryxa
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9 (1,7%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
0

o o o O O

7 (1,3%)

3 (0,6%)
2 (0,4%)
2 (0,4%)
1 (0,2%)
0
0

2 (0,4%)
4 (0,8%)

12 (2,3%)

1 (0,2%)
0

2 (0,4%)

0

1 (0,2%)

1 (0,2%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
2 (0,4%)

10 (2,0%)

5(1,0%)
0

3 (0,6%)
0

1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)



Hapyienust co cTopoHbl UMMYHHOM
CUCTEMBI

Ce3oHHas anneprus

Anneprusi Ha yKyC 4JI€HHUCTOHOIOrO
['MnepuyBCTBUTEIBHOCTD K
JIEKapCTBEHHBIM IIpenapaTamM
AHadunakTHYeCcKast peaKius
HapyimeHuss co CTOpPOHBI THOYEK U
MOUEBBIBOJALIEN CUCTEMBI
[ToyeuHokameHHast OOJIE3Hb

OcTtpoe noBpekaeHNe TOUeK
['ematypus

HeunH(eKIMOHHBIH IUCTUT
['mroxo3ypus

Henep:xanue

Keronypus

Jlelikourypus

MMnepaTusHbIe MO3bIBbBI K
MOUEHCITYCKAHHIO

[Tonnakuypus

BpoxneHHble, CeMelHbIe 51
reHETUYEeCKUE HapyLIeHUs

[lepmonnnas kucra

['unpouene

DHIOKPUHHbBIE PaCCTPONCTBA

['uneptupeos

['unotupeos

AHJpOreHHHasi HeJOCTATOYHOCTh

AyTOUMMYHHBIH THPEOUAUT

bepemeHHOCTS, MOCJIEPOAOBOU
nepuon u NEPpUHATAJIbHBIC
COCTOsIHUA

bepemenHocTh

HezannanupoBanHast O€peMEHHOCTb

CoumanbHble 00CTOSITENBLCTBA
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6 (1,1%)

4 (0,7%)
1 (0,2%)

1(0,2%)
0
6 (1,1%)

4(0,7%)

1 (0,2%)

1 (0,2%)
0

o O o O

2 (0,4%)

1 (0,2%)
1 (0,2%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
0
0

1 (0,2%)

1 (0,2%)

0
1 (0,2%)

9 (1,8%)

6 (1,2%)
2 (0,4%)

0
1 (0,2%)
8 (1,6%)

2 (0,4%)
1 (0,2%)
0
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

2 (0,4%)

0

3 (0,6%)
1 (0,.2%)
0
1 (0,2%)
1 (0,2%)

3 (0,6%)

2 (0,4%)

1 (0,2%)
2 (0,4%)
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bepemenHocTs NapTHEpPLIN 1 (0.2%) 2 (0,4%)
[Ipobnembl ¢ MPOIyKTOM 0 3(0,6%)
CwMmeleHre ycTpoiicTsa 0 1 (0,2%)
Ocnabnenue ycTpoicTBa 0 1 (0,2%)
[TomyTHEeHHEe MaTepuaa ycTponcTBa 0 1 (0,2%)
Xupyprudeckue W MEIULHMHCKUE

0 1 (0,2%)
NPOLIEAYPBI
AmmnyTauus maibna 0 1(0,2%)

Ob6o3Hauenus: HA=neOnaronpusiTHOE SIBIEHUE, CPEIl. = CPEIHEE.
[Mpumeuyanne. CyOBEKTOB, MEPEHECIINX JIFOOOE KOHKPETHOE SIBJIEHUE, YUYUTBIBAIOT
TOJIbKO OJTMH Pa3 HE3aBHCHMO OT KOJIMYECTBA CIy4aeB, KOrNa OHU (PAKTHUYECKU MEPEHECITH 3TO

spieHne. HeGnaronpustHele siBiIeHUs 3aKkonupoBaHbl ¢ momoinbio MedDRA, Bepcust 21.0.

[TSFAEO1.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFAEQO1.SAS]
230CT2018, 12:58

17. Uncno cy0beKToB, CO CBSI3AHHBIMH € JIEYEHHEM CepPbe3HbIMH HeKeJaTeJlbHbIMH
SIBJICHHSIMH 10 HeAeau 56, mo KJjaccaM CHCTeM OpPraHoB H NpeANno4YTHTEJbHbIM

TePpMHUHAaM; rpynmna aJs aHaau3a 6ezonacuoctu (ucciaegosanue CNTO1959PS03009)

I'ycenbkymab 100 Cexykunyma6b 300
MT Mr

[lonymsauus ananusa: rpynmna anus

aHaymm3a 0€30MacHOCTH 534 511
Cpennsis POJOKUTETBHOCTD

MOCIIEAYIOIIETO HaOJIIOIeHUsT

(Henmenm) 54,90 53,67
CpenHee  ypoBE€Hb  BO3IEHCTBUSA

(KONMUEeCTBO BBEICHUIN) 14,65 14,41
CyOnextsl ¢ 1 unmu 6onee CHA: 33 (6,2%) 37 (7,2%)

CucTeMHO-OpraHHbIH KJ1acc

[IpennodrurensHbI TEPMUH



Hudexun 1 uHBa3 UM

ANMeHauuT

Lemmomur

JlaOupunTHT

[IneBMOHUS

Abcuecc KOHEUHOCTH
Hetipobopennos

[Tuenonedpur

TpaBMBI, OTpaBIIEHHS U OCJIOKHEHHSI
nponenyp

[Iepenom KarOUULIBI

Pa3psiB cBsA3KH

[IoBpexxnenue meHucka

[Iepenom uepena

[Tepenom metiku O6enpa

[Iepenom cromel

Pa3peiB cyxoxxunus

[Iepenom BepxHEH KOHEUHOCTH
Hapymenuss co CTOpOHBI OpraHOB
AbIXaHUS, TPYAHOH KJIETKU U
CPeAOCTEeHUs

HuTepcTunnanbHast JIEro4Hast
Ooe3Hb

Hocosas kucra

Hocosrele nonumnel

AcrnupalnoHHasi THEBMOHHUS

Jlerounast sMOomHs

Hapymenust co cTOpoHbI cepana

DubprIIAIMS IpeacepaAnii

OxkJ1r031s1 KOPOHAPHOMN apTepuu

Cunnpom Bonbga-ITapkuncona-
Yainita

[Tonnas aTPUOBEHTPUKYIISIPHAS
Onokana
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4 (0,7%)
1 (0,2%)
1 (0,2%)
1(0,2%)
1(0,2%)

0

0

0

4 (0,7%)

1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
0

0
0
0

4(0,7%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
0
3 (0,6%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

5 (1,0%)
0
1(0,2%)
0
1(0,2%)
1 (0,2%)
1(0,2%)
1(0,2%)

4 (0,8%)
0
0
0
0
1 (0,2%)
1 (0,2%)

1 (0,2%)
1 (0,2%)

1 (0,2%)

S O o O

1 (0,2%)

3 (0,6%)

1 (0,2%)
0

1 (0,2%)



3acTolinas cepaevHast
HE0CTaTOYHOCTh
Hapywenus co CTOPOHEI

JKeJTy I0YHO-KULIEYHOTO TPAKTa
3amnop

Jlelikomnakusi pOTOBOH MOJOCTU
[IynoBuHHast rppika

bonesns Kpona

["'emoppoit

Hapywmenuss co CTOPOHBI KOXH H
MOAKOKHON TKaHU

XpoHuyeckass  KOXHasi ~ KpacHas
BOJIYAHKA

MennkaMeHTO3Has ChIIb
KopenonobHnas ceinb

[Icopuas

OOue HapylIeHHss U COCTOSIHHS B
MeCTe BBEIEHUs IIpenapaTa

OOfmee yxynmenue (QUINIECKOrO
COCTOSIHUS

bone B rpynHOH  KieTke, He
CBSI3aHHAs C CepALEM

Bonb B obnactu rpyau

CHmxeHHas NEPEHOCUMOCTD
(pu3NYeCKUX HArPy30K

HapyiieHust co CTOPOHBI MEUY€HU U
JKEJTUEBBIBOAIINX MyTel

OcTpbIii XOIETUCTUT

Xonenurunas

XoneuucTur

JlekapcTBeHHOE MIOBPEXKIECHUE
nevyeHu

HapyieHnust co CTOpOHBI CKEJNETHO-
MBIIIEYHOH U COEIUHUTEJIBHO-

TKAHHOU CUCTEM
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3 (0,6%)
1(0,2%)
1(0,2%)
1 (0,2%)
0
0

3 (0,6%)

1 (0,2%)

1 (0,2%)

1 (0,2%)

0

2 (0,4%)

1 (0,2%)

1(0,2%)
0

2 (0,4%)

1 (0,2%)

1 (0,2%)
0

2 (0,4%)

1 (0,2%)
2 (0,4%)
0
0
0
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)

3 (0,6%)

1 (0,2%)
1 (0,2%)

1 (0,2%)
3 (0,6%)
0
1 (0,2%)

1 (0,2%)

1 (0,2%)

5(1,0%)



OcreoapTpur

Cunnpom MOPAKEHUS
BpaILATEIbHON MaHKEThI
[IpoTpy3ust MEXIO3BOHKOBOIO IUCKA
CTeHo3 CIIMHOMO3rOBOIO KaHaja
OcreoapTpuT MO3BOHOUHUKA
Hapymenus co CTOPOHBI
pPENpOAYKTUBHOM  CHUCTEMBIl U
MOJIOYHBIX XKeJe3

Kucra 6apToNMHOBOM Jkene3bl
DHIOMETPUO3

JloOpokadecTBEeHHAsT  TUIEPILIA3HS
MIPENCTATEIbHON Kee3bl
[Ipoctaromeranus

Hapywenus co CTOPOHBI
KPOBEHOCHBIX COCY/IOB
ApTrepuockiepos

['unorensus

Tpomb03 riy0okux BeH

Hapywmenuss co CTOpOHBI OprasHa
3peHus

MaxyJsipHblit Gpubpo3
JTaGopatopHble UCCIenOBaHUS
AHOMaNus pernoysipu3aluy  cepara
Ha 3JIEKTPOKapAHOrpaMMe
ToOpokauecTBEeHHbIE,
3JI0KaY€CTBEHHbIE U HEYTOUHEHHbBIE
HOBOOOpa30BaHMs (BKJIFOUAsT KHUCTHI
U TIOJIUTIBI)

MHBa3uBHas MPOTOKOBAs KapLHOMa
MOJIOYHOH K€JIE3bI
HeMenkoKIeTOUHBIN pak JIErKOro
Hapymenuss co CTOpPOHBI HEPBHOMU
CUCTEMBI

["onoBHas 6ob
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1 (0,2%)

1 (0,2%)
0
0
0

2 (0,4%)
1 (0,2%)
1 (0,2%)

2 (0,4%)

1 (0,2%)

1 (0,2%)
0

1(0,2%)
1(0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
0

1 (0,2%)
1 (0,2%)

1 (0,2%)

0
2 (0,4%)
1 (0,2%)
1 (0,2%)

2 (0,4%)
0
0

1 (0,2%)
1 (0,2%)

1 (0,2%)
0
0

1 (0,2%)

1 (0,2%)

0
1 (0,2%)

1 (0,2%)
0
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Octpoe  HapylleHHE  MO3TOBOIO

KpOBOOOpaIIeHust

O6mopok

PaccTporicTBa ncuxuku
TpeBoxHOCTB

[Henpeccus

CwMmernanHoOe TPEBOXKHOE u

JETPECCUBHOE PACCTPOICTBO
HapyiieHuss cO CTOPOHBI MOYEK |
MOYEBBIBOISIIIENH CHCTEMBI
OcTtpoe noBpekaeHrne TOUeK
[ToueunokamenHasi O0OJIE€3HDb
Hapyuienust co CTOpOHBI HMMYHHOI
CHCTEMBbI
AHapuUIaKTONIHAS PEAKLIHsI
Xupyprudeckue ¢  MEIULUHCKHE
pOoLEAyPHI

AmmnyTanus nanpLa

0
1 (0,2%)
1(0,2%)
0

1 (0,2%)
1 (0,2%)
0

0

1 (0,2%)
1 (0,2%)
2 (0,4%)
1 (0,2%)
1 (0,2%)

1 (0,2%)
2 (0,4%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)

1 (0,2%)
1 (0,2%)

Ob6o3Hauenus:: HA=neOnaronpusiTHOE SIBJIEHUE, CPEIl. = CPEAHEE.
[Ipumeuanne. CyOBEKTOB, NEpeHECIIUX JHO0Oe KOHKPETHOE SIBJIEHHE, YYHUTHIBAIOT

TOJIBKO OAUH pa3 HE3AaBUCHUMO OT KOJIMYECTBA CJIy4a€B, KOria OHU (1)aKTI/ILIeCKI/I MEPEHECTIN 3TO

sBneHne. HeOnaronpustHele siBeHNs 3aK0oaupoBansl ¢ momornsio MedDRA, Bepcus 21.0.

[TSFAE(04.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFAE04.SAS]
230CT2018, 12:58

18. YUuciao cy0beKToB, €O CBSI3AHHBIMH C JIEYEHHEM HEXKeJATeJIbHbIMU SIBJICHUSIMH,
NPUBOASIIIHUMH K NPEKPAIIEHUI0 BBEJEHHSI HCCJEAYeMOro areHra, mo Hegeaw 44, mo

KJjJaccaM CHCTEM OpPraHoB H MNpPEANOYTHTC/IbHBIM TEPMHUHAM: rpynmna aJjda aHajJau3a

0e3onacHocTH (Mccaegopanue CNTO1959PS03009)

I'ycenbkymad 100

Mmr

Cexkykunymab 300

Mr

[lonynauus aHanusa: rpynna ajs

aHajan3a 0e30MmacHOCTH

534

511



Cpennsis MPOAOJLKUTEIIBHOCTD
MOCJIEAYIOLIETO HaOJII0 IeHUs
(Henemnm)

CpenHuii  ypoBeHb  BO3AEHCTBHUS

(KOJTMUECTBO BBEICHUIN)

CyObexktot ¢ 1 wumu Oomee HA,
MPUBOAAIIIUMU K MPEKPaICHUIO

MMPUMEHCHUA UCCIIENYEMOI'0 arc¢HTa

CucTeMHO-OpraHHbIH Kj1acc

[IpennoururensHbIN TEPMUH

{oOpokauecTBeHHbIE,
3JI0KaY€CTBEHHbIE U HEYTOUHEHHbBIE
HOBOOOpa30BaHMs (BKJIFOUAsT KHUCTHI
Y TIOJIUTIBI)

[Inockoknerounast KapuuHOMa KOXKH
bonesns boysna

MHBa3uBHAs NPOTOKOBAsi KAPLIUHOMA
MOJIOYHOM JK€NEe3bl

[‘puboBUAHBII MUKO3
HemenkokneTouHbIN pak JIETKOro

Hapywienuss co CTOPOHBI KOXH M
MOAKOKHON TKaHU

MenukaMeHTO3Has ChIIb

[Icopuas

KopenonoOHast cbinb

Makynonamnyie3Has ChIllb

Hapywenus co CTOPOHBI
JKEJTy I0YHO-KULIEYHOT 0 TPaKTa

MUKpPOCKONUYECKUI KOJIUT

bonesnp Kpona
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54,90

14,65

10 (1,.9%)

4 (0,7%)

2 (0,4%)
1 (0,2%)

1 (0,2%)

0
0

3 (0,6%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
0

1 (0,2%)

1 (0,2%)
0

53,67

14,41

12 (2,3%)

2 (0,4%)

0

1(0,2%)
1(0,2%)

2 (0,4%)

0

1 (0,2%)
0

1 (0,2%)

2 (0,4%)

0
1 (0,2%)



BocnanurensHoe 3aboneBanue
KHUIIISCYHHUKA
JIaboparopHble uccaenoBaHus

[IoBpIIEHHBIE YPOBHU TPAaHCAMHUHA3

CHuxeHHOe KOJIMYECTBO
TPOMOOLIUTOB

bepemMeHHOCT®D, MOCJIEPOAOBOM
nepuon u MEPUHATAJIbHBIC
COCTOsIHUA

bepemenHOCTD

HapyiieHust co CTOPOHBI MeuYeHU U
JKETYEBBIBOJSIIIINX TTyTeH
JlekapcTBeHHOE MIOBPEXKIECHUE
TeYeHU

Hudexun u uHBa3 UM

Abcrecc KOHEYHOCTH

Hapymenuss co CTOpPOHBI HEPBHOMU
CUCTEMBI

Octpoe  HapylLleHHE  MO3TOBOIO
KpOBOOOpaIieHus

Hapymenus co CTOPOHBI
KPOBEHOCHBIX COCY [T

Tpomb03 riy0okux BeH
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1 (0,2%)
1 (0,2%)

1(0,2%)

1 (0,2%)

0

0

1 (0,2%)

1 (0,2%)
0

1 (0,2%)

1(0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)

1(0,2%)

Ob6o3Hauenus:: HAA=HeOnaronpusiTHOE SIBJIEHHUE, CPEIl. = CPEIHEE.
[Mpumeuyanne. CyOBEKTOB, MEPEHECIINX JIOOOE KOHKPETHOE SIBJIEHUE, YUYUTBIBAIOT

TOJIbKO OAWH pa3 HE3aBUCHUMO OT KOJIMYECTBA CJIyHdacB, KOrla OHU q)aKTI/ILIeCKI/I MEPEHECIIU 3TO

sreHre. HeOnaronpusTHele siBieHUs 3aKonupoBansl ¢ momombsio MedDRA, Bepcust 21.0.

[TSFAEOS5.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFAEQ5.SAS]
230CT2018, 12:58

IIpunoxenue 19. Uucno cy0beKTOB, €O CBSI3AHHBIMH C JiedeHHeM HH(EKIHSIMHU 10 HeleJIH

56, Mmoo KjiaccaMm CHCTEM OPraHoB U NMPEANOYUTUTEJIbHBIM TEPMHUHAM; Ipynna AJd aHAJINn3a

0esonacHoctH (Mccaegopanue CNTO1959PS03009)

I'ycenpkymad 100 mr

Cexykunymab 300 mr




Ilonynauus ananusa: rpynmna ajs

aHajan3a 0e30MMacHOCTH

Cpenusis IIPOAOJKUTENBHOCTD
MIOCJIEYOLIETO HaOJTF0 IeHusT
(Hemesm)

Cpennuii  ypoBeHb BO3NEHCTBUS

(KOTMUEeCTBO BBEICHUIN)

Cybbektst ¢ 1 wimu  Oonee

UHQPEKIISIMH:

CucreMHO-OpraHHbIN KJacc

IIpennodTurensHbIN TEPMUH

HNudexun u uHBaznu
Hazodapunrur

WHpexuns BEpXHUX IbIXaTEIbHBIX
nyTeu

DapuHruT

I'punn

bponxur

I'epnec nosnoctu pra

HNHpexius MOYEBBIBOISAIINX MyTEH
I'acTtposHTEpUT

Cunycur

BupycHblil racTpoSHTEpUT
BupycHass  umHpEKkuMs  BepxXHUX
JbIXaTEJIbHbIX MyTeHl

DonnuKyIuT

Punur

Tonsumnmur

JepModuTHS CTOMBI
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534

54,90

14,65

313 (58.6%)

308 (57.7%)
117 (21,9%)

83 (15.5%)

24 (4,5%)
20 (3,7%)
17 (3.2%)
11 (2,1%)
11 (2,1%)
10 (1,9%)
10 (1,.9%)
9 (1,7%)

9 (1,7%)

8 (1.5%)
8 (1.5%)
7 (1,3%)
6 (1,1%)

511

53,67

14,41

331 (64.8%)

323 (63.2%)
125 (24,5%)

92 (18.0%)

22 (4,3%)
13 (2,5%)
15 (2,.9%)
14 (2,7%)
11 (2,2%)
9 (1,8%)
12 (2,3%)
8 (1,6%)

8 (1.6%)

9 (1,8%)
13 (2.5%)
15 (2.9%)
16 (3.1%)
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WHpexuns >xexyI04HO-KUIIETHOTO

5(0,9%) 0
TpakTa
Kanaunos nonoctu pra 5 (0,9%) 11 (2,2%)
Abcnecc 3yda 5(0,9%) 3(0,6%)
Wnpexuus 3yda 5(0,9%) 2 (0,4%)
BynpBoBarvHaabHBIN KaHIUA03 5(0,9%) 13 (2,5%)
OcTpblif CUHYCUT 4 (0,7%) 0
Lemmoaur 4 (0,7%) 3 (0,6%)
KOHBIOHKTHBUT 4 (0,7%) 16 (3,1%)
HNHuexius npxaTeapbHbIX MyTeH 4 (0,7%) 2 (0,4%)
PasHouBeTHBINA JIUIIAi 4 (0,7%) 5(1,0%)
BupycHblii racTpo3HTEpUT 3 (0,6%) 1(0,2%)
Ilepuogontur 3 (0,6%) 4 (0,8%)
ITaeBMOHMS 3 (0,6%) 6 (1,2%)
IMuctur 2 (0,4%) 2 (0,4%)
HNudexmus yxa 2 (0,4%) 5(1,0%)
XenukoOaKTepHBII racTpUT 2 (0,4%) 0
Jlapunarur 2 (0,4%) 2 (0,4%)
JlokanuzoBaHHast HHPEKLIUS 2 (0,4%) 1(0,2%)
Otut cpennero yxa 2 (0,4%) 6 (1,2%)
Wndexnus  mocieoneparnuoHHOM

2 (0,4%) 0
paHbI
Kannunos xoxu 2 (0,4%) 3(0,6%)
ITaxoBBIT TEPMATOMUKO3 2 (0,4%) 4 (0,8%)
PaneBast undexiwist 2 (0,4%) 1(0,2%)
AHanbHBIH adcuecc 1 (0,2%) 0
Wndexkuns anaapHON GUCTYIIBI 1 (0,2%) 0
Annengunur 1(0,2%) 0
WHpeKkunoHHBIN apTPUT 1 (0,2%) 0
bakrepuanbHbIil pUHUT 1 (0,2%) 0
bakrepuanbpHblil ByJbBOBATUHUT 1 (0.2%) 0
Kannunosnas nadpeckms 1(0,2%) 0
bakTepuanbHblli KOHBEOHKTUBUT 1(0,2%) 0
HNHpexmoHHbIi nepMaTuT 1(0,2%) 2 (0,4%)

I'mnonepmanbHbIi AepMaTUT 1 (0,2%) 0



JIMBEPTUKYIIUT

OHTepobnos

Posxucroe Bocnanenue
DypyHKy

I'anrpena

HepcuHno3HbIi racTpO3HTEPUT
I'enutanbHbBIN reprnec
I'maruBuT

Hamenb

Hmneruro

JlaGupuHTHT

Mactur

HocoBoii repnec
OnosichIBarOLIUMA reprec
NopakeHHeM IJ1a3
[Taponuxus
ITepuroH3muIApHBII adcuecc
IInonepmus

CanpMmoHnennes

Cencuc

bakrepuanpHas nHpEKUUs KOXH

bakrepuanpHast MHPEKINS BEPXHUX

N bIXaTEJbHBIX MyTeH

bakrepuanpHas uHpEKIHsI

MOUYEBBIBOIISIINX MyTeH
BupycHbiii papuHruT
Abcnece

Abcrecc KOHEUHOCTH
AxaponepmaTut
AHTYISpHBIN XEeHIUT
IennmtonuT B MecTe BBEACHUS
bakrepuanbpHblil BATHHO3
Kannuno3ueiii 6anaHuT
HNH}eKImoHHbIH BOIIBIPD

Hepmatodpurus TyJIOBUIIA
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1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1(0,2%)
1(0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1(0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
0

o O o O O o o O

2 (0,4%)

3 (0,6%)
2 (0,4%)
8 (1,6%)
4 (0,8%)
0
0
1 (0,.2%)

0

2 (0,4%)
0

o O o O

0
1 (0,2%)
1 (0,2%)
2 (0,4%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
2 (0,4%)



bynne3noe umneruro
HNmneturunosnas sk3ema
WHpexunonHas sx3ema

Abcuecc naxosoii obnactu
XenmukoOakTepHast HHPEKIHs
IIpocroii repnec

OmnosicpIBaroLIuii reprec
Hetipobopennos

OHUXOMHKO3

OTut HapyKHOTO yxa

OcTpblil OTUT CpenHero yxa
[lepnananbHasi  CTPENTOKOKKOBAsS
UHpEKIH

[Taparon3uminur

CTpenToKOKKOBBIH (hapHHTHUT
DapUHrOTOH3UJUIUT

ITynenur 3yba

ITuenonedpur
PecniupaTopHO-cHHIIUTHATIBHAS
BUpPYCHasl HH(EKIH

BupycHas nH(pekuus abxaTenbHbIX
nyTen

HNupexius MArkux TKaHekh
CradpunokokkoBast THPEKIUS KOKH
IMonkoxHbIH abcuecc
TpaxeoOpoHxHT

BarunanbHast nunpexus
BynbBoBarnHanbHbIN MUKO3
Hapymenust co CTOpOHBI OpPraHoB
OBIXaHUS, TPYAHOH KJIETKH U
CpenOCTeHUs

Kamens

bonb B porornorke

Punopes

3a10KEHHOCTb HOCA
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o O O o O O O o o o o

<

o OO o o O

o O o O o O

12 (2,2%)

5(0,9%)
3 (0,6%)
2 (0,4%)
1 (0,2%)

1 (0,2%)
1 (0,2%)
2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
4 (0,8%)
1 (0,2%)
1 (0,2%)
3 (0,6%)
1 (0,.2%)

1 (0,2%)

1 (0,2%)
4 (0,8%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
3 (0,6%)
2 (0,4%)
1 (0,2%)
2 (0,4%)
2 (0,4%)

11 (2,2%)

1 (0,2%)

3 (0,6%)

5(1,0%)
0



AcnHpalvOHHasl THEBMOHUS
Hapywenne co CTOPOHBI
I bIXaTEJIbHON CUCTEMBI

sI3Ba HOCA

3a105)KEHHOCTh HOCOBBIX MA3yX
Hapymenus co CTOPOHBI
JKEJTy IOYHO-KUIIIEYHOTO TPaKTa
Huapes

DHTEepUT

3yOHoI Kapuec

AdTo3Has s3Ba

AmnuKajgbHas TPaHyjeMa

OO0mue HapylmeHuss U COCTOSTHUS B
MeCTe BBEICHUs Ipernapara
I'punmononoOHoe 3aboneBaHue
I'uneprepmust

VY3en

JloOpokayecTBeHHBIE,
3JI0KQYE€CTBEHHbIE U HEYTOUHEHHbBIE
HOBOOOpa30oBaHUs (BKJIIOYAs KHCThI
Y TIOJIHIIBI)

[Tanunnoma koxu
AHOTreHuTaIbHbIE OOPOIABKHU
Hapyiennsi co CTOPOHBI KOXH H
MOAKOKHOW TKaHU

AKHe

Omnpenoctb

Onuxonus

S3Ba KOXH

JlepMainibHast KucTa

IIcopuas

Bpoxnennsie, CeMelHbIE 15
TreHETUUECKUE HapYLICHUs

JepmounnHas Kucrta
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1 (0,2%)
1 (0,2%)

0

7 (1,3%)

3 (0,6%)
3 (0,6%)
1 (0,2%)
0
0

5(0,9%)

3 (0,6%)
2 (0,4%)
0

4 (0,7%)

3 (0,6%)
1 (0,2%)

4.(0,7%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,.2%)
0
0

1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)

3 (0,6%)

0

0

0
2 (0,4%)
1 (0,.2%)

8 (1.6%)

5(1,0%)
2 (0,4%)
1 (0,2%)

2 (0,4%)

2 (0,4%)
0

10 (2,0%)

0
7 (1,4%)
0
1 (0,2%)
1 (0,2%)
1 (0,2%)

0



Hapyenus co CTOPOHBI
PENpPOAYKTUBHOMN CUCTEMBl U
MOJIOYHBIX Keje3

Kucra GapTonnHOBOM Kene3bl
Hapymenust co cTopoHBl Oprasa
3peHust

brepapur

PaccrpolicTBa HEpBHOIN CUCTEMBI
IMocTrepnernueckasi HEBpaITUst
Hapymenust co CTOpOHBI TMOYEK H
MOYEBBIBOISALIEH CUCTEMBI
HeuHpeKMOHHBI UCTUT
Hapywenus co CTOPOHBI
KPOBEHOCHBIX COCYIOB

@1ebUT NOBEPXHOCTHBIX BEH
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1 (0,2%)

1 (0,2%)

0

2 (0,4%)

2 (0,4%)
1 (0,2%)
1 (0,2%)

1 (0,.2%)
1 (0,.2%)
1 (0,2%)

1 (0,2%)

Ob6o3Hauenus: CpenH. = cpeHee 3HAUEHUE.
ITpumeuanne. CyObeKkTOB, epeHecnX F000e KOHKPETHOE SBJIEHHE, YIUTHIBAIOT TOJIBKO OUH

pa3 HE3aBHUCUMO OT KOJHUYECTBa CJIyHacB, KOrJa OHU q)aKTI/ILIeCKI/I NEPEHECTIN 3TO SBJICHHUEC.

HebnaronpusitHele siBneHus 3akoauposanbl ¢ momotisto MedDRA, Bepcus 21.0.

[TSFINFEO1.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFINFEO1.SAS]
230CT2018, 12:59

20. Yuciao cy0bekToB, €O CBSI3AHHBIMH € JledyeHHeM HH(EeKIUsIMH, TPedynIHuMH
NepopPATbHOI0 HJIH NAPEHTePAJIbHOI0 BBeIeHUsI AHTHMHKPOOHBIX CPeACTB, 10 Heaeau S6,

mo KJjiaccamM CHCTEM OPraHoB H MNPEANOYTHUTEC/IbHBIM TEPMHHaM; rpynmna aJjisg aHajJau3a

0e3onacHoctH (Mccaegopanue CNTO1959PS03009)

[lonynauus aHanusa: rpynna A

a”ajau3a 0e30mMacHOCTH

Cpennsis MPOAOJLKUTENBHOCTD
MIOCJIEAYIOLIETO HaOJIr0 IeHus

(Henemnm)

I'ycenbkymad 100 Cekykunymab 300
Mr MT
534 511
54,90 53,67



CpenHuii  ypoBE€Hb  BO3IEHCTBUSA

(KONMUeCTBO BBEICHUIN)

Cyobektst ¢ 1  wumm  Oonee
nHpeKuusIMH, TpeOyroImuMH

JICUCHUA

CucTeMHO-OpraHHbIHN KJ1acc

[IpennoururenbHbI TEPMUH

Hudexun v uHBa3 UM

Huadekuus BepXHUX IbIXaTEIbHBIX
nyTen

bponxur

®apuHruT

Hazodapunrur

Hudexius MOueBbIBOISIINX My TEH

Tonzummut

Lemmomur

Cunycur

AbGcuecc 3yda

Uupekuus 3yda

OcTprlii CHHYCUT

['punn

[ITHeBMOHMS

Mudexuus nprxaTeapbHbIX MyTeH

Bupychas UHpEKIUs  BEPXHHUX
JbIXaTEJIbHbIX MyTeHl

D ONNUKYJIUT

["acTposHTEpUT

JlokanuzoBanHas nHpEKIU

[IepnonoHTUT

Uudexuns NOCJIEONEePALIMIOHHOM

paHbl
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14,65

118 (22,1%)

116 (21,7%)
19 (3.6%)

14 (2.6%)
13 (2.4%)
11 (2,1%)
9 (1,7%)
5(0,9%)
4 (0,7%)
4 (0,7%)
4(0,7%)
4(0,7%)
3 (0,6%)
3 (0,6%)
3 (0,6%)
3 (0,6%)

3 (0,6%)

2 (0,4%)
2 (0,4%)
2 (0,4%)
2 (0,4%)

2 (0,4%)

14,41

147 (28.8%)

139 (27,2%)
28 (5.5%)

12 (2,3%)
10 (2.0%)
12 (2,3%)
9 (1,8%)
13 (2,5%)
3 (0,6%)
4 (0.8%)
3 (0,6%)
1 (0,2%)
0
2 (0,4%)
6 (1,.2%)
0

1 (0,2%)

3 (0,6%)
0

1 (0,2%)

2 (0,4%)

0



PaneBas nndexms

WH(peKunoHHbIH apTpUT

bakrepuanbHbI pUHUT

bakTepuanpHbIl ByJIbBOBArMHUT

bakTepuanbHbIil KOHBIOHKTUBUT

[{uctur

['unonepmManbHbIN 1epMaTUT

[uBepTUKYIUT

Uudekuus yxa

Posxucroe Bocnanenue

HepcuHNO3HBIN FraCTPO3IHTEPUT

['uHrHBUT

XennKoOaKTepHBINA TaCTPUT

Sumenb

HMmneruro

Jlapunrur

Mactur

OnosiciBarO M reprec c
NOpaX€HUEM IJ1a3

Kannunos nonoctu pra

Otur cpenHero yxa

[Taponuxus

[TepuroH3MILIAPHBIN adciecc

[Inonepmus

CanbmoHennes

Cencuc

baxrepuanpHast HHGEKLINS KOKU

bakrepuanpHas WHQEKIHS BEPXHUX
I BIXaTEJbHBIX MyTeHl

bakrepuanpHas UHPEK LS
MOUEBbIBOJALINX MyTeH

BupycHerii papusrur

Abcuecc

Afcriecc KOHEYHOCTH

[{enmtonuT B MeCTe BBEACHUS

134

2 (0,4%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1(0,2%)
1(0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
1(0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)

1 (0,2%)
0
0
0

S O o O O

2 (0,4%)
0

2 (0,4%)

4 (0,8%)
0
0

2 (0,4%)
0

2 (0,4%)

2 (0,4%)

1 (0,2%)
0

0

1 (0,2%)

6 (1.2%)

1 (0,2%)
0

S O o O

0

0
1 (0,2%)
1 (0,2%)
1 (0,2%)
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MH(peKkunoHHbIH BOIABIPD

bynnesnoe numneruro

Konbronktusur

MH(peKkunoHHbIH epMaTuT

PypyHKyT

BupycHslii racTpOSHTEPUT

BupycHblil racTposHTEpUT

Abcuecc naxoBoi odnactu

XenukobakTepHast MH( KLU

OnosiceiBaromuii repriec

Hetipobopennos

OcTprlif OTUT CpPEeHErO yXa

[lepunananbHas CTPENTOKOKKOBas
UHpEKIHs

[TapaTon3umaur

@DapUHIUT CTPENTOKOKKOBBIN

®apUHrOTOH3UILTUAT

[Tynenut 3yba

[Tuenonedpur

PecninpaTopHO-CHHIIUTHATIbHAS
BUpYCHast HH}peKuus

Punut

NH(pekuus MIrkux TKaHei

CradunokokkoBasi HHQEKIH KOXKU

[TonxosxHbIil abciece

TpaxeoOpoHXUT

BarunanpHast uHpeKIus

BynbBOBarnHanbHbIN KaHAU03

Hapywenuss co CTOPOHBI KOXH H
MOAKOKHO! TKaHU

AxHe

Omnpenoctb

A3Ba xoxH

Kucra xoxu

[Icopuas

o O O O O O o o o o o O

o O O o o o o

o O o o o o O

3 (0,6%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
0
0

1(0,2%)
1(0,2%)
5 (1,0%)
1(0,2%)
1(0,2%)
1(0,2%)
1 (0,2%)
1(0,2%)
1(0,2%)
1(0,2%)
1(0,2%)
1(0,2%)

1 (0,2%)

1 (0,2%)
3 (0,6%)
1 (0,2%)
1 (0,2%)
1 (0,2%)

1 (0,2%)

1 (0,2%)
1 (0,2%)
1 (0,2%)
2 (0,4%)
1 (0,.2%)
1 (0,2%)
1 (0,2%)

4 (0,8%)

0
1 (0,2%)
1 (0,2%)
1 (0,2%)
1 (0,2%)



136

Hapywenus co CTOPOHBI
1(0,2%) 1 (0,2%)
YKEJTy TOYHO-KUIIIEYHOTO TPAKTa
Huapes 1(0,2%) 0
AnukanbHas rpaHyJjiema 0 1(0.2%)
OO0mmue HapylIeHUs: U COCTOSHUS B
1 (0,2%) 1 (0,2%)
MeCTe BBE/ICHUs IperapaTa
["punnononodHoe 3a00eBanme 1 (0,2%) 0
['uneprepmus 0 1 (0,2%)
Hapywenus co CTOPOHBI
pPENpOAYKTUBHOM  CHUCTEMBI U 1 (0,2%) 0
MOJIOYHBIX KeJe3
Kucra 0apTONMHOBOM Kee3bl 1(0,2%) 0
Hapymenuss co CTOpPOHBI OpPraHOB
IObIXaHWs, TPYAHOW KIETKH U 1 (0,2%) 4 (0,8%)
CPenOCTeHUs
AcnupaliioHHast THEBMOHUS 1(0,2%) 0
sI3Ba HOCA 0 1(0,2%)
boinb B poTornorke 0 3 (0,6%)
Hapymenusi co CTOpPOHBI TOYEK H
0 1 (0,2%)
MOUEBBIBOJSLIEH CUCTEMBI
HenH(peKIMOHHBIN IUCTUT 0 1(0,2%)
Hapymenus co CTOPOHBI
Py P 0 1 (0,2%)
KPOBEHOCHBIX COCYIOB
D eOUT MOBEPXHOCTHBIX BEH 0 1 (0,2%)

Ob6o3Hauenusi: CpenH. = cperHee 3HAUEHUE.
[Tpumeuyanne. CyOBEKTOB, MEPEHECIINX JIOOOE KOHKPETHOE SIBJIEHUE, YYUTHIBAIOT
TOJIBKO OJTUH Pa3 HE3aBHCHUMO OT KOJIMYECTBA CIy4aeB, KOrNa OHU (PAKTHUYECKU MEPEHECITH 3TO

spreHne. HeOnaronpustHele siBieHUs 3aKkonupoBansl ¢ nomombio MedDRA, Bepcust 21.0.

[TSFINFEO3.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFINFE(03.SAS]
230CT2018, 12:59

IIpunoxenne 21. Yucao cy0ObexkToB, €O CBSI3AHHBIMH € Je4YeHHEM Cepbe3HbIMHU
HHpeKuusIMH A0 HeAeau 56, mo KJaccaM CHCTEM OPraHoB H MNPeANnOYTHUTEJIbHbIM

TePpMHHAM; rpynmna aJjs anajau3a 6ezonacuoctu (ucciaegopanue CNTO1959PS03009)




Ilonynauus ananu3a: rpynmna ajs

aHajan3a 0e30IMacHOCTH

Cpenmsist POIOJKUTEBHOCTh
MIOCJIEYIOLIETO HaOJTF0 IeHusT
(Henmesn)

Cpennuii ypoBeHb BO3NEUCTBUS

(KONTMUEeCTBO BBEICHUIN)

Cybbektst ¢ 1 wmmum  Oonee

CCPBbE3HbIMU I/IH(I)CKI_II/IﬂMI/I

CucreMHO-OpraHHbIN KJacc

IIpennodTurenbHbIN TEPMUH

HNudexun u uHBaznu

AnneHaunur

Lemmomur

JlabupuHTHT

ITHeBMOHUS

AGcIecc KOHEYHOCTH
Hetipobopennos

[Muenonedpur

Hapywenus co CTOPOHBI
PENPONYKTUBHON  CHUCTEMBI U
MOJIOYHBIX KeJe3

Kucra GapTONMHOBOM Kee3bl
Hapymenusi co CTOpOHBI OpPraHOB
ObIXaHUs, TPYOHOU  KIETKH U
CPenOCTeHUS

ACHI/IpaI_II/IOHHaﬂ ITHEBMOHMUA
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I'ycenbkymad 100 mr Cexykunymab 300 mr
534 511
54,90 53,67
14,65 14,41
6 (1,1%) 5(1,0%)
4.(0,7%) 5 (1,0%)

1(0,2%) 0
1(0,2%) 1 (0,2%)
1(0,2%) 0
1(0,2%) 1 (0,2%)
0 1 (0,2%)
0 1 (0,2%)
0 1 (0,2%)
1(0,2%) 0
1(0,2%) 0
1(0,.2%) 0
1(0,2%) 0
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Obo3nauenus: CpenH. = cpeHee 3HAUEHUE.
ITpumedanne. CyOBeKTOB, MepEeHECIIUX JFO00e KOHKPETHOE SIBJICHNE, YIUTBIBAIOT TOJBKO OIUH
pa3 HEe3aBHUCHMO OT KOJIMYECTBA CIIy4aeB, KOrna OHM (PaKTHYECKH NEpPEeHeCIH 3TO SIBJICHUE.

HeGnaronpusitHeie siBneHus 3akoauposanbl ¢ moMoibio MedDRA, Bepcus 21.0.

[TSFINFEO2.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFINFEO2.SAS]
230CT2018, 12:59

[punoxenune 22. Yuciao cy0beKTOB, CO CBA3AHHBIMHU € JIEYEHHEM HeEXKeJIATeIbHBIMHU
SIBJICHHSIMH TICOpHAa3a A0 HeaeqH 56, Mo KaTeropusiMv TEPMHHOB HHKHEro YpPOBHS

MedDRA; rpynna ajas anaausa 0esonacHoctu (ucciaegosanune CNTO1959PS03009)

I'ycenbkymab 100 mr Cexykunymab 300 mr
Ilonynauus ananusa: rpynmna ans
534 511
aHanmm3a 0€30MacHOCTH
Cpennsist POJOJKUTEIBHOCTD
MOCJIEAYIOLIETO HaOIIO e HUsT 54,90 53,67
(Henemnm)
CpenHuii  ypoBeHb BO3JEUCTBUS
14,65 14,41
(KoNM4ecTBO BBEIEHUIN)
Cybbexktet ¢ 1 wunm Oonee HA
4 (0,7%) 11(2,2%)
ncopuasa
Kareropust TepMHHOB  HHKHETO
YPOBHs
Vxynmenne unu - ycyryOieHue
4 (0,7%) 11(2,2%)

ncopuasa
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Obo3Hauenusi: HA=HexenarenpHOe SIBJICHUE, CPell. = CpeaHee.
ITpumeuanne. CyObeKkTOB, epeHecIInX 000e KOHKPETHOE SIBJICHHUE, YIUTHIBAIOT TOJIBKO OAMH
pa3 HEe3aBHUCHMO OT KOJIMYECTBA CIIy4aeB, KOrna OHM (PaKTHYECKH NEpPEeHeCIH 3TO SIBJICHUE.

HeGnaronpusitHeie siBneHus 3akoauposanbl ¢ moMoibio MedDRA, Bepcus 21.0.

[TSFAEO8.RTF]
[CNTO1959\PSO3009N\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFAE08.SAS]
230CT2018, 12:59

Ipunoxenue 23. CBoaHbIe AaHHBIE MO PeAKLHUsIM B MecTe HHbEKI[UH 10 HeAeau S6, mo
uHTeHCHUBHOCTSIM; [lonyuaBmne JiedeHHe CyObeKTbI MO KOJHYECTBY MOJYYEHHBIX

HHBbEeKUUH uccjeayemoro arenra (uccaegopanue CNTO1959PS03009)

Hubpeknuu Hubeknuu HNubeknuu
mianedo rycenbkymada CeKyKHnHyMada
Ilonymauus ananusa: Ilomydasiune
JeYeHHe CyOBEKTBl MO KOJHYECTBY
5 534 534 511

MOJTy Y€ HHBIX WHBEKLIVHA
UCCJIEyeMOTr0 areHTa
CpenHee KOIMYECTBO UHBEKIUI 22,5 6.8 28.8
Cybwexktst ¢ 1 wmm  Oonee

20 (3,7%) 13 (2,4%) 20 (3,9%)
peaKLHsIMU B MECTE UHBEKIHH
OO6111e€ KOJIMYECTBO HHBEKIIHIMA 11998 3644 14722
HNHbEKIIMM C peakiusiMH B MECTE

32 (0,3%) 19 (0,5%) 63 (0,4%)
UHBEKLIH
Jlerkas 30 (0,3%) 19 (0,5%) 55 (0,4%)
Cpennsis 2 (<0,1%) 0 8 (0,1%)
Tspxenas 0 0 0

[TSFIRO1.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFIR01.SAS]
230CT2018, 12:59
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IIpunoxenne 24. CeoaHass uH(popManus MO peaKUUsiM HA MecTe HHbeKLIHMHU 10 Heaeau S6
MO0 KJIACCAM CHCTEM OPraHOB H NPEANOYTHTEJbHbIM TEPMHHAM; MOJYy4YaBIIHE JIeYEHHE

Cy0ObeKThI M0 KOJHYECTBY MOJYUYEHHBIX HHbEKLHI HCCJe1yeMOoro areHra (uccjeaoBaHue

CNTO1959PS03009)

Habexinu Hnabvexunu Nubvexuyu
mtanebo rycenpkymada CeKykKuHymada

[Monynsauus aHaNM3a: MOJy4YaBIIUE JIEYCHNE
CYOBEKTBI 1O KOJMYECTBY IOJYYEHHBIX 534 534 511
WHBEKLUNA UCCIENYEMOro areHTa
CpenHee KOMMYECTBO UHBEKIUI 22.5 6.8 28,8
OO0wee KONMUYECTBO HHBEKIHH 11998 3644 14722
HNabekuuu ¢ peakuusMi B MECTE HHBEKLIUN 32 (0,3%) 19 (0,5%) 63 (0,4%)
CyOpexTel ¢ 1 wiu Oonee peakuusiMH B

20 (3,7%) 13 (2,4%) 20 (3,.9%)
MECTe UHBEKLIUN
CucreMHO-OpraHHbIN KJacc
[IpennoyTurenpHbIN TEPMUH
OOure HapylIeHHS U COCTOSIHUSI B MECTe

20 (3,7%) 13 (2,4%) 20 (3,.9%)
BBEJICHUS Tpernapara
Dpurema B MECTe HHbEKIIUU 8 (1,5%) 6 (1,1%) 7 (1,4%)
3y B MeCTE€ UHBEKIUU 3 (0,6%) 4 (0,7%) 0
I'emaToMa B MeCTE UHBEKIINU 3 (0,6%) 3(0,6%) 5 (1,0%)
[IpunmyxyocTe B MECTE UHBEKIIUH 3 (0,6%) 3(0,6%) 1(0,2%)
Bonb B MecTe HHBEKIIUU 5 (0,9%) 2 (0,4%) 6 (1,2%)
BhINIOT B MEeCTE UHBEKLIUU 0 1(0,2%) 0
YnoTHeHHE B MeCTe HHBEKITUN 2 (0,4%) 1 (0,2%) 0
ChIlb B MECTE UHBEKIIUHU 0 1(0,2%) 0
CHUHSIK B MECTE UHBEKIINU 3 (0,6%) 0 2 (0,4%)
KpoBousnusiHue B MECTE HHBEKLIUU 1(0,2%) 0 2 (0,4%)
BocnaneHnue B MecTe HHBEKIIMHI 0 0 1(0,2%)
Otek B MeCTe UHBEKIUH 1(0,2%) 0 2 (0,4%)
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[TSFIRO2.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFIR02.SAS]
230CT2018, 12:59

Ipunoxenne 25. KonmnuecTBo cyObekToB ¢ 1 miau 0Gojiee 3MH300aMH CyHUIHIAJIBHBIX
MbICJIeH HJIH CYMIUAAJIBHOIO MOBEAEHUS] OT MCXOAHOI0 YPOBHS 10 Heaeau S6; rpynma

aas ananusa 6esonacHoct (uccaegopanue CNTO1959PS03009)

I'ycenbkymad 100 Cekykunymab 300

Mr Mr
Ilonynaumss aHanmu3a: rpynmna [Js  aHaius3a
534 511

6e3omacHocTH
CyununanbHble MBICTH W MTOBEICHHE 8 (1,5%) 8 (1,6%)
CyununanpHasi MbICIIU 5 (0,9%) 4 (0,8%)
1 - >xenaHue ymepeThb 2 (0,4%) 3(0,6%)
2 - HEKOHKPETHblE aKTHBHbIE CYHIHIAJIbHBIC

1(0,2%) 1 (0,2%)
MBICJTH
3 - aKTUBHOE BBIHAILIMBAaHUE UAEH CaMOYOHICTBa
nro0biMu criocobamu (Oe3 1uiaHa) Oe3 HamepeHus 1(0,2%) 0
NENCTBOBATD
4 - aKkTUBHOE BBIHAIIMBAHUE UJIEH CAaMOyOMICTBA C
HEKOTOPbIM  HaMEpEeHHEeM  JIeHCTBOBaTh,  0e3 0 0
ocodoro miana
5 - aKTUBHOE BBIHAIIMBAHHUE HIEH CAMOYOHUIICTBa C

0 0

KOHKPETHBIM IJIAHOM U HAMEPCHUEM

CyununanbHO€E MOBEEHUE 3 (0,6%) 4 (0,8%)
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6 - INOATOTOBUTCJIBHBIC HeﬁCTBHﬂ I IIOBCACHHUEC

7 - OTMEHEHHas IIONbITKA

8 - mpepBaHHAsI MOMBITKA

0 - HepaTasbHAS MOMbBITKA CAMOYOUINCTBA

10 - coBepieHHOE CaMOYOHICTBO

1 (0,2%)

1 (0,2%)

1 (0,.2%)

0

1 (0,2%)

2 (0,4%)

0

IMpumeuanue 1. Kaxxaplii CyOBEKT YYUTHIBAETCS B MPHUBEIESHHON BbIIE TAOIHIIE TOJIBKO OIUH

pa3 Ha ocHOBaHMHM HambOojee Tspkenoro Oamta eC-SSRS mocne onpeneneHuss HCXOTHOTO

YPOBHSL.

IIpumeuanue 2. Kateropun CynuuaaabHbIX MBICJIEH WIN MOBEACHUS, CYULUIAIBHBIX MBICIIEH U

CYHMIMIAJILHOTO MoBeaeHus: ocHoBaHbl Ha €C-SSRS u HAL

IMpumedanue 3. bamibel ot 1 1o 9 ocHoBanbI TOIBKO HAa e€C-SSRS, 6e3 yuera HA. Cosepiuernoe

camoybwmiicTBO cBsizaHo ¢ HAL.

[TSFECSSRSO1.RTF]

[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PROD\TSFECSSRSO1.SAS]

230CT2018, 13:02

CBoniHBIE JaHHBIE O MAIMEHTAX C MCOPUATHYECKHUM apTPUTOM (PSA) B JIOMNNOJIHCHHE K

ncopuasy:

Tab6auna S. TEFPASI13A_PSA: Csoanble ganHble o orseram PASI BnuioTs 10 Henen

56, no Bu3uTaAM; Momysius MOJHOro anaauza (uccaegosanne CNTO1959PS03009)

I'ycenpkymad 100 mr

Cexykunymab 300 mr

INonymsnus IIOJIHOTO

aHanuza ¢ PSA 97
Henens 1

N 97
100%-e yny4ienue 0
VYayumenue > 90% 0
VYayumenue > 75% 0
VYayumenue > 50% 6 (6,2%)

Henensa 2

79

79

5(6,3%)



N

100%-e ynyuienue
VY ay4qwenue > 90%
VYay4qwenue > 75%

Y ayumenue > 50%

Henensa 3

N

100%-e ynyuineHue
VY ayuwenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 4

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 8

N

100%-e ynyuineHue
VY nyuwmenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 12

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henensa 16
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97
1 (1,0%)
1 (1,0%)
2 (2,1%)
28 (28,9%)

97
3(3.1%)
8 (8.2%)

20 (20,6%)
46 (47,4%)

97

6 (6.2%)
14 (14.4%)
33 (34,0%)
68 (70,1%)

97
17 (17,5%)
41 (42,3%)
71 (73,2%)
92 (94.8%)

97
37 (38,1%)
69 (71,1%)
89 (91.8%)
96 (99.0%)

79
1(1,3%)
1(1,3%)
5(6,3%)

28 (35,4%)

79
1(1,3%)
5(6,3%)

13 (16,5%)
47 (59.5%)

79
3 (3.8%)
7 (8,9%)
30 (38.0%)
60 (75.9%)

79
19 (24,1%)
44 (55,7%)
64 (81.0%)
77 (97,5%)

79
31 (39.2%)
57 (72,2%)
72 (91,1%)
76 (96,2%)



N

100%-e ynyuienue
VY ay4qwenue > 90%
VYay4qwenue > 75%

Y ayumenue > 50%

Henens 20

N

100%-e ynyuineHue
VY ayuwenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 24

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 28

N

100%-e ynyuineHue
VY nyuwmenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 32

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henensa 36
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97
42 (43,3%)
70 (72,2%)
91 (93.8%)
95 (97.9%)

97
47 (48,5%)
74 (76,3%)
89 (91.8%)
95 (97.9%)

97
56 (57.7%)
76 (78,4%)
92 (94.8%)
95 (97.9%)

97
53 (54.6%)
80 (82,5%)
89 (91.8%)
94 (96.9%)

97
53 (54.6%)
80 (82.5%)
92 (94.8%)
95 (97.9%)

79
37 (46.8%)
59 (74, 7%)
74 (93, 7%)
76 (96.2%)

79
43 (54.,4%)
60 (75.9%)
71 (89.9%)
74 (93.,7%)

79
36 (45.6%)
59 (74.7%)
70 (88,6%)
71 (89,9%)

79
38 (48.1%)
61 (77,2%)
72 (91,1%)
72 (91,1%)

79
38 (48.1%)
58 (73.4%)
68 (86.1%)
72 (91,1%)



N

100%-e ynyuienue
VY ay4qwenue > 90%

VYayumenue > 75%

Y ayumenue > 50%

Henens 40

N

100%-e ynyuineHue
VY ayuwenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 44

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 48

N

100%-e ynyuineHue
VY nyumenue > 90%

VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 56

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%
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97
54 (55.7%)
78 (80,4%)
92 (94.8%)
94 (96,9%)

97
53 (54.6%)
79 (81,4%)
90 (92.8%)
95 (97.9%)

97
55 (56.,7%)
79 (81,4%)
91 (93.8%)
95 (97.9%)

97
55 (56,7%)
80 (82,5%)
93 (95.9%)
95 (97.9%)

97
39 (40,2%)
66 (68.0%)
81 (83.5%)
87 (89.,7%)

79
36 (45.6%)
59 (74, 7%)
68 (86,1%)
71 (89,9%)

79
36 (45.6%)
56 (70.9%)
67 (84.8%)
69 (87.3%)

79
34 (43.,0%)
55 (69.6%)
68 (86,1%)
70 (88,6%)

79
35 (44.3%)
50 (63.3%)
65 (82.3%)
68 (86.1%)

79
24 (30,4%)
33 (41.8%)
50 (63.3%)
61 (77.2%)
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[TEFPASI13A.RTF]
[CNTO1959\PSO3009\DBR_WEEK 056\RE_WEEK 056_CSR\PDEV\TEFPASI13A_PSA.S
AS] 07DEC2018, 18:12

Ta6auua 6. TSICM01A_PSA: CpoaHble AaHHBIE 0 PaHee HCMOJIb3YEeMbIX JIEKAPCTBEHHBIX
CpeacTBAX H BHAAX TEPANHH IMCOPHA3A MO0 KAaTeropusiM JeKaAPCTBEHHBIX CPeICTB;

nonmyJsiuusi NoJiHoro anaiausa (ucciaegopanue CNTO1959PS03009)

I'ycenpkym CekykuHyma

Hroro
a6 100 mr 6 300 mr
ITonynsuus nonHoro aHanusa ¢ PSA 97 79 176
MecTHBIE areHThI
N 97 79 176
Hukorna He UCIIONIB30BAIUCH 3(3.1%) 6 (7,6%) 9 (5,1%)
167
Hcnonb3oBanuce 94 (96,9%) 73 (92,4%)
(94,9%)
®ororepanusi (PUVA umun UVB)
N 97 78 175
82
Huxorna He UCIIOIb30BAINCH 40(41,2%) 42 (53.8%)
(46,9%)
93
HUcnons3oBanuch 57 (58,8%) 36 (46,2%)
(53,1%)
Hebuonornyeckoe cucremuoe cpenctso (PUVA,
METOTpPEKCAT, LUKJIOCTIOPHH, alUTPETHH,
anpeMuIacT Wik ToQauuTHHNO)
N 97 79 176
44
Huxorna He UCIIOIL30BAINCH 26 (26,8%) 18 (22,8%)
(25,0%)
132
> 1 Tepanuu 71(73,2%) 61 (77,2%)
(75,0%)
74
> 2 Tepanuii 41 (42,3%) 33 (41,8%)

(42,0%)



> 3 Tepanuit
> 4 Tepanuii
buonpenapatel

anedarent,

OpuakuHyMao,

(aranepuent,

sdanuzyma,

UKCEKH3yMao,
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nHpIMKCUMAO,
YCTEeKUHYyMa0,

amamumMymao,

Opomanymad, TunapakusyMad win pusaHkuzymad)

N

Huxkorna He UCIIOJIL30BAIUCH

Hcnonb3oBanucsh

Hebnonornyeckne cucreMHble Wi OHOTIpenapaTsl

N

Huxkorna He UCIIOIB30BAIIUCH

Hcnonp3oBanucoh

AHTUTENBHBIA

Arc¢HT

uHbpMKcuMab, anarumMymad)

N

Huxkorna He UCIIOJIL30BAIUCH

Hcnonb3oBanucsh

HNHrunburopst

WJI-12/23

DHO-o

(sTanepuenr,

(ycreknaymao,

OpuakuHyMaO, THIIpaKu3yMal, pu3aHKu3yMad)

N

Huxkorna He UCIIOIB30BAIUCH

18 (18,6%)

3(3.,1%)

97

56 (57.7%)

41 (42,3%)

97

19 (19,6%)

78 (80,4%)

97

67 (69,1%)

30 (30.9%)

97

85 (87.,6%)

17 (21,5%)

1 (1,3%)

79

45 (57,0%)

34 (43.0%)

79

11 (13,9%)

68 (86.,1%)

79

54 (68.4%)

25 (31,6%)

79

66 (83.5%)

35
(19.9%)
4 (2,3%)

176
101
(57.4%)
75
(42,6%)

176
30
(17.0%)
146
(83,0%)

176
121
(68.8%)
55
(31.3%)

176
151
(85.8%)
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25
Hcnonb30BanCh 12 (12.4%) 13 (16,5%)
(14.2%)
WNuruburopsr NJI-17 (uxcexusymad, 6ponaaymad)
N 97 79 176
145
Huxorpma He UCIONIB30BAIHCH 81(83,5%) 64 (81,0%)
(82,4%)
31
Hcrnonb30Bauch 16 (16,5%) 15 (19,0%)
(17,6%)
[TSICMO1A .RTF]

[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PDEV\TSICM0O1A_PSA.SA
S] 07DEC2018, 18:00

Tabnauna 7. TSIDEMO1_PSA: CpoaHble gaHHbIe 0 AeMOrpauyecKHX H HCXOAHBIX

XapaKkTepPUCTHKAX; MOMYJSIUA MoJaHOro ananau3a (ucciaexosanue CNTO1959PS03009)

I'ycenbkymad 100 CexykuHymad

Hroro
Mr 300 mr

IlonynAuust MOJHOrO aHaau3a C
PSA 97 79 176
Bospacr, ner
N 97 79 176
Cpennee (Ctana. oTKIL.) 50,7 (12,01) 46,9 (14,04) 49,0 (13,06)
MenuaHHOE 3HaYEHUE 52,0 47,0 48,5
Jnanazon (20, 77) (20; 74) (20; 77)
Hnrepran 1Q (41,0; 59,0) (35,0; 59,0) (40,0; 59,0)
<45 ner 29 (29,9%) 38 (48,1%) 67 (38,1%)
> 45 u <65 ner 53 (54,6%) 33 (41,8%) 86 (48,9%)
> 65 ner 15 (15,5%) 8 (10,1%) 23 (13,1%)
ITon
N 97 79 176
KeHimunbl 30 (30,9%) 33 (41.8%) 63 (35.8%)
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My KUUHBI 67 (69,1%)
Paca
N 97
AMepHuKaHCKUE  MHIAEHLBI  WIH
abopureHbl AJsiCKu 0
A3uaThl 2 (2,1%)
Uepnble win adhpoaMepUKaHIIbI 2(2,1%)
EBponeonnbt 91 (93,8%)
Hpyrue 2(2,1%)
DTHUYECKAs! PUHAJIEKHOCTD
N 97
HcnaHup! uim JaTHHOAMEPUKAHLIBI 4 (4,1%)
He HCTIaHLIBI 158)05

93 (95,.9%)
JATHHOAMEPUKAHLIBI
Macca tena, Kr
N 97
Cpennee (Ctana. oTKIL.) 89,20 (21,231)
MennaHHOe 3HaUeHue 89,00
Jlnama3oH (50,0; 158,9)
Hurepsan 1Q (73,50; 100,00)
<90 kr 52 (53,6%)
> 90 kr 45 (46,4%)
Pocr, cm
N 97
Cpennee (Ctana. oTKIL.) 174,1 (10,05)
MenuanHoe 3HaueHUe 1744
Junana3on (152;192)
Hurepsan 1Q (168,0; 182,8)

2
Hunekc maccol Tena (Kr/m”)

N 97

46 (58.,2%)

79
1(1.3%)

3 (3.8%)
0
75 (94,9%)
0

79
4 (5,1%)

75 (94.,9%)

79
87,96 (21,376)
85,10
(53,8; 177,6)
(73,005 98,30)
47 (59.,5%)
32 (40,5%)

79
171,5 (8,79)
172,0
(148; 196)
(165,1; 177,0)

79

113 (64.2%)

176

1 (0,6%)

5(2,8%)
2 (1,1%)
166 (94,3%)
2 (1,1%)

176
8 (4.5%)

168 (95,5%)

176
88,64 (21,244)
86,75
(50,0; 177.6)
(73.,25; 100,00)
99 (56.3%)
77 (43.8%)

176
172,9 (9,57)
173.0
(148; 196)
(167.0; 179,0)

176



Cpennee (Ctana. oTKIL.)

Menuannoe 3HaueHue

Junana3on
Hurepsan 1Q

Hopma < 25 kr/m’

U30biTounas macca tena > 25 u <

30 kr/m”

Oxwupenne > 30 Kr/m>
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29,3 (6,04)
28,4
(17; 48)
(25.4;32.3)
20 (20,6%)

41 (42,3%)

36 (37,1%)

29,8 (6.81)
28,8
(205 65)
(25,1; 33,2)
18 (22,8%)

24 (30,4%)

37 (46.8%)

29,6 (6,38)
28,7
(17; 65)
(25,2; 32,8)
38 (21,6%)

65 (36,9%)

73 (41,5%)

O6o3Hauenus: [Q=MeXKBapTHIIbHBIH HHTEPBAJ

[TSIDEMO1.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PDEV\TSIDEMO1_PSA.SA
S] 07DEC2018, 17:53

Taboauua 8. TEFPASI13A PSA: Csoanbie naHHbie mo oTrBeraMm PASI BnuioTh 10 Henen

56, no BU3MTAM; MONMyJIsILUsI MOJIHOTO aHAIM3a (ccaegosanne CNTO1959PS03009)

Ionymsuus IIOJIHOTO

a"Hayimmza ¢ PSA

Henens 1

N

100%-e ynyuiienue
VY ayuwmenue > 90%

VYnyumenue > 75%

VY ayuwmenue > 50%

Henens 2

N

100%-e ynyuinenue
VYnyumenue > 90%
VYayumenue > 75%

VYayummenue > 50%

Henensa 3
N

I'ycenbkymad 100 mr Cexykunymab 300 mr
97 79
97 79
0 0
0 0
0 0
6 (6.2%) 5(6,3%)
97 79
1 (1,0%) 1(1.3%)
1 (1,0%) 1(1.3%)
2 (2,1%) 5(6,3%)
28 (28.9%) 28 (35.4%)
97 79



100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 4

N

100%-e ynyuineHue
VY nyumenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 8

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 12

N

100%-e ynyuiienue
Ynyumenue > 90%
VY ayuwmenue > 75%

VY ayuwenue > 50%

Henens 16

N

100%-e ynyuineHue
VYnyumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henensa 20
N
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3(3.1%)
8 (8.2%)
20 (20,6%)
46 (47,4%)

97
6 (6,2%)
14 (14,4%)
33 (34,0%)
68 (70,1%)

97
17 (17,5%)
41 (42,3%)
71 (73,2%)
92 (94.8%)

97
37 (38,1%)
69 (71,1%)
89 (91.8%)
96 (99.0%)

97
42 (43.3%)
70 (72,2%)
91 (93.8%)
95 (97.9%)

97

1(1,3%)
5(6,3%)
13 (16,5%)
47 (59,5%)

79
3 (3.8%)
7 (8,9%)
30 (38.0%)
60 (75.9%)

79
19 (24,1%)
44 (55,7%)
64 (81.0%)
77 (97,5%)

79
31 (39.2%)
57 (72,2%)
72 (91,1%)
76 (96,2%)

79
37 (46.8%)
59 (74.7%)
74 (93, 7%)
76 (96,2%)

79



100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 24

N

100%-e ynyuineHue
VY nyumenue > 90%
VY ayuwenue > 75%

VY ayuwenue > 50%

Henens 28

N

100%-e ynyuineHue
VYayumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henens 32

N

100%-e ynyuiienue
Ynyumenue > 90%

VY nyumenue > 75%

VY ayuwenue > 50%

Henens 36

N

100%-e ynyuineHue
VYnyumenue > 90%
VYayumenue > 75%

VYayumenue > 50%

Henensa 40
N
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47 (48,5%)
74 (76,3%)
89 (91.8%)
95 (97.9%)

97
56 (57, 7%)
76 (78,4%)
92 (94.8%)
95 (97.9%)

97
53 (54.6%)
80 (82,5%)
89 (91.8%)
94 (96.9%)

97
53 (54,6%)
80 (82,5%)
92 (94.8%)
95 (97.9%)

97
54 (55.7%)
78 (80,4%)
92 (94.8%)
94 (96.9%)

97

43 (54.,4%)
60 (75.9%)
71 (89,9%)
74 (93, 7%)

79
36 (45.6%)
59 (74.7%)
70 (88.,6%)
71 (89.9%)

79
38 (48.1%)
61 (77.2%)
72 (91,1%)
72 (91,1%)

79
38 (48,1%)
58 (73.4%)
68 (86,1%)
72 (91,1%)

79
36 (45.6%)
59 (74.7%)
68 (86.1%)
71 (89,9%)

79
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100%-e yny4inenue 53 (54,6%) 36 (45,6%)
VYayumenue > 90% 79 (81,4%) 56 (70,9%)
VYayumenue > 75% 90 (92,8%) 67 (84,8%)
VYayumenue > 50% 95 (97,9%) 69 (87,3%)
Henens 44

N 97 79
100%-e yny4inenue 55 (56,7%) 34 (43,0%)
Y ayumenue > 90% 79 (81,4%) 55 (69,6%)
Yayumenue > 75% 91 (93.8%) 68 (86,1%)
VYnyumenue > 50% 95 (97.9%) 70 (88,6%)
Henens 48

N 97 79
100%-e yny4ienue 55 (56,7%) 35 (44.3%)
Y ayumenue > 90% 80 (82,5%) 50 (63,3%)
Yayumenue > 75% 93 (95.9%) 65 (82,3%)
VYayumenue > 50% 95 (97,9%) 68 (86,1%)
Henens 56

N 97 79
100%-e ynyuimeHue 39 (40,2%) 24 (30,4%)
Ynyumenue > 90% 66 (68,0%) 33 (41,8%)
Y ayuimenue > 75% 81 (83,5%) 50 (63,3%)
VYnyumenue > 50% 87 (89,7%) 61 (77,2%)

[TEFPASI13A.RTF]

[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PDEV\TEFPASI13A_PSA.S
AS] 07DEC2018, 18:12

Tadauuma 9. TSFAE PSA: UYmucio cy0beKTOB €O CBSI3AHHBIMH € JIeYeHHEM

He0JIaronpusITHBIMH SIBJICHUSIMH, 10 Heaeau 56; Yucao cyobexkToB ¢ PSA B rpynne ags

aHaau3a 0ezonacHoctu (ucciaegosanue CNTO1959PS03009)

I'ycenbkymad 100 mr Cexykunymab 300 mr




I'pynma nns aHann3a 6€30MacHOCTH,
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97 79
c PSA
Cpenusis MPOIOJIKUTETBHOCTD
MIOCJIEYOLIETO HaOJIIOIeHUS 55,36 52,68
(Hemesm)
Cpennuii  ypoBeHb BO3NEHCTBUS
14,76 14,13
(KOTMUEeCTBO BBEICHUIN)
Cybmbextsl ¢ 1 wu 6onee HA 73 (75.3%) 67 (84,8%)
Cybmnekrsl ¢ 1 wiu 6onee CHA 3(3.1%) 11 (13,9%)
Cybvexktel ¢ 1 wumm Oomee HA,
BEIyIIUMHU K MpEKPaIIeHUIO 1 (1,0%) 3 (3.8%)
NPUMEHEHUsT UCCIIEyeMOro areHTa
Cybbektst ¢ 1 wmimum  Oonee
54 (55,7%) 54 (68.,4%)
UHQEKIUAMU
Cybpektet ¢ 1 wmmm  Oonee
0 2 (2,5%)

CCPbE3HbIMU I/IH(i)eKL[I/ISIMI/I

Ob6o3Hauenus: HAA=HeOnaronpusiTHOE SIBJIEHUE, CPEIl. = CPEIHEE.
[Tpumeuanne. CyObeKTOB, epeHecIInX JI000e KOHKPETHOE SBJICHHE, YYUTHIBAIOT TOJIBKO OTMH
pa3 HE3aBHUCUMO OT KOJMYECTBA CIY4aeB, KOrna OHHM (PAKTHYECKU MEPEHECIH 3TO SIBJICHHE.

HebnaronpusitHele siBIeHUs 3aKoaupoBanbl ¢ momoubto MedDRA, Bepcust 21.0.

[TSFAEO1.RTF]
[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PDEV\TSFAE_PSA.SAS]
07DEC2018, 12:37

Tabauna 10. TSIDEMO04 PSA: CsoaHble JaHHBbIE 0 KJIMHHYECKHX XAPAKTEPHCTHKAX
3a0oneBaHusi (mCopua3a) HAa MCXOAHOM YPOBHe; MOMYJSINUSI TMOJHOI0 AHAJIU3a

(uccaepoanue CNTO1959PS03009)
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CexykuHymad
I'ycenpkymad 100 mr Uroro
300 mr

IlonynAauus nDOJHOrO aHaiIu3a C 97 = 176
PSA
IIpoaomKUTENBHOCTD rcopuasa
(yeT)
N 97 79 176
Cpennee (Ctana. oTKIL.) 21,9 (11,25) 20,0 (13,46) 21,1 (12,29)
MenuaHHOE 3HaYEHUE 21,0 17,0 20,0
Jnanazon (1; 48) (1,57) (1,57)
Hurepsan 1Q (14,7, 27,0) (10,05 28,0) (12,05 27.5)
IIponomKuTENbHOCTD rcopuasa
(et)
N 97 79 176
<15 ner 25 (25.8%) 31(39.2%) 56 (31.8%)
> 15 ner 72 (74,2%) 48 (60.8%) 120 (68.2%)
Bo3pact Ha MOMEHT NOCTaHOBKU
nuarsosa (Jier)
N 97 79 176
Cpennee (Ctann. OTKIL.) 28,9 (13,37) 26,9 (13,28) 28,0 (13,33)
MenuanHoe 3HaueHUe 27,0 25,0 27,0
Junama3on (5;67) (6;61) (5;67)
Wnrepran 1Q (18,0; 37,0) (16,0; 34,0) (17.5; 36,0)
Bo3pact Ha MOMEHT MNOCTaHOBKHU
auarHosa (Jiet)
N 97 79 176
<25 nmer 40 (41,2%) 36 (45,6%) 76 (43,2%)
> 25 ner 57 (58.8%) 43 (54.4%) 100 (56,8%)
IIcopnaTuyeckuii apTpuT
N 97 79 176



a
Her

BSA (%)

N

Cpennee (Ctana. oTKI.)
MenuaHHOe 3HaUEHUE
Huana3on

Hnrepsan 1Q

BSA
N

< 20%
> 20%

bann PASI

N

Ycrpanenue (0)

Ceenenne x MuHUMYMY (1)
Jlerxoe (2)

Ywmepennoe (3)

Tspxenoe (4)

Bann PASI
N
<4

bannbhas ouenka PASI (0-72)

N

Cpennee (Ctana. oTKIL.)
MeaunaHHOE 3HaYEHNE
Jwnana3on

Hurepsan 1Q
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97 (100,0%)
0

97
27,3 (13,16)
23,0
(10; 74)
(17,05 36,0)

97
26 (26,8%)
71 (73,2%)

97

0

0

0
69 (71,1%)
28 (28,9%)

97
69 (71,1%)
28 (28,9%)

97
21,6 (8.29)
18.8
(12; 59)
(15,7; 25,5)

79 (100,0%)
0

79
25,0(13,29)
21,0
(105 68)
(15,05 32,0)

79
36 (45.6%)
43 (54.,4%)

79

0

0

0
57 (72.2%)
22 (27.8%)

79
57 (72,2%)
22 (27.8%)

79
20,2 (7,03)
18.0
(12; 50)
(16,05 22,0)

176 (100,0%)
0

176
26,3 (13,24)
23,0
(10;74)
(16.5; 34.5)

176
62 (35.2%)
114 (64.8%)

176
0
0
0
126 (71,6%)
50 (28.4%)

176
126 (71,6%)
50 (28.,4%)

176
21,0 (7,76)
18.6
(12; 59)
(15,9; 24,3)
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bamnnuast orienka PASI

N 97 79 176
<20 53 (54.6%) 51 (64.6%) 104 (59,1%)
> 20 44 (45,4%) 28 (35.,4%) 72 (40,9%)
O6o03Hauenust: [Q=MeXKBapTUIbHBIN HHTEPBAI

[TSIDEMO4.RTF]

[CNTO1959\PSO3009\DBR_WEEK_056\RE_WEEK_056_CSR\PDEV\TSIDEM04_PSA.SA
S] 07DEC2018, 17:53

Ta6auua 11. TEFFECACY _PSA: _

Koneunslii nokasarenp
I'ycenpkymad 100 mr
s exTruBHOCTH

PASI 90 na HEJZIEJIE 48 84,5% (451/534)

- Ilcopuatudeckuii apTpur 82,5% (80/97)

PASI 75 na HEJIEJIE 12 11
HE/IEJIE 48

84,6% (452/534)

- Ilcopnarnyeckuii apTput 90,7% (88/97)

PASI 90 na HEJIEJIE 12 69.1% (369/534)

- Ilcopuatuyeckuii apTpur 71,1% (69/97)

PASI 75 na HEJIEJIE 12 89.,3% (477/534)

- Ilcopuatuyeckuii apTpur 91.8% (89/97)

PASI 100 na HEJIEJIE 48 58.2% (311/534)

Cexykunymad
Paznocte  95% AU
300 mr
70,0% 9.2,
14,4
(360/514) 19.6)
(5.0,
63.3% (50/79) 19,2
33.4)
80,2% (_0537
4,5
(412/514) 9.3)
(0.3,
78,5% (62/79) 12,2
24.1)
76,1% 7 (_12959 -
(391/514) 1,4)
(-15.5,
72,2% (57/79) -1
13,5)
91,6% (_6a0,
-2,3
(471/514) 1.4)
(_8’9,
91,1% (72/79) 0,6
10,1)
48,4% (3.6,
9.8
(249/514) 16,0)



- IIcopuaTuyeckuii apTpuT

IGA 0 na HEJIEJIE 48

- IIcopuaTuyeckuii apTpuT

IGA 0/1 na HEJIEJIE 48

- IIcopunaTuyeckuii apTpuT

158

56,7% (55/97)

62.2% (332/534)

58.8% (57/97)

85.0% (454/534)

88.7% (86/97)

44,3% (35/79)

50.,4%
(259/514)

45,6% (36/79)

74.9%
(385/514)

73.4% (58/79)

12,4

11,8

13,2

10,1

15,2

(_3’5a
28.3)

(5.6,
17.9)
(-2.7,
29.1)

(5.1,
15.1)
(2.5,
28.,0)

[TEFFECACY_PSA.RTF]
[CNTO1959\PSO3009\DBR_WEEK 056\RE_WEEK 056 _CSR\PDEV\TEFFECACY_PSA.S

PASI 90/PASI 100 u IGA 0/1. pacipenefieHHbIe 110 KBAPTUISAM MaCChl

Tabauua 12. PASI 90 Ha Henese 48 mo KBapTUJISIM MAacCChI TeJia

Karerop I'yceabkymad 100 Cexkykunymad 300 Paznuume HuxkHuii
HSl MACChI MT Mr MeXKIY npeaeJ
(xr) JIeYeHUSIMH
<=74 86,7% (124/143) 75,6% (93/123) 11,1% 0.9%
>74-<=87 89,1% (106/119) 73,0% (103/141) 16,0% 6,0%
>87- 80,3% (106/132) 71,0% (88/124) 9.3% -1,.9%
<=100
>100 82,1% (115/140) 61,3% (76/124) 20,9% 9.4%
Tabauua 13. PASI 100 Ha Henesie 48 mo KBApTHJIAM MACCHI TeJia
Karteropus I'ycenbkymaté 100 Cexkykumnymad Paznuune  Hwuxuumii
maccel (Kr) Mr 300 mr MEKAY npeaena
JIeYeHUSIMH
<=74 58.,7% (84/143) 56,1% (69/123) 2,6% -10,0%
>74-<=87 66,4% (79/119) 51,8% (73/141) 14,6% 2,0%
>87-<=100 59,1% (78/132) 47,6% (59/124) 11,5% -1,4%
>100 50,0% (70/140) 38,7% (48/124) 11,3% -1,4%

Tabauua 14. IGA 0/1 Ha Henesie 48 M0 KBAPTHJISAM MacChl TeJia

AS] 08DEC2018, 10:03

Bepxuui
npeaeJt

21.3%
26,0%
20,6%

32.3%

Bepxuun
npeaeJ

15.3%
27.2%
24.,4%
24.0%
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Kareropus I'yceabkymad Cexkykunnymad Paznuuue mexay Huxuauit  Bepxumuid

Maccsl (Kr) 100 mr 300 mr JIe4YEHUSIMH npeaesa npezaeJ

<=74 84.,6% 78,0% (96/123) 6,6% -3,6% 16,7%
(121/143)

>74-<=87 89,9% 78,7% 11,2% 1,8% 20,6%
(107/119) (111/141)

>87-<=100 83.3% 80,6% 2, 7% -7,5% 12,9%
(110/132) (100/124)

>100 82,9% 62,9% (78/124) 20,0% 8,6% 31,3%
(116/140)

Tabauua 15. IGA 0 Ha Henese 48 M0 KBaPTUJISAM Macchl TeJIa
Kareropus I'ycenbkymaé Cexykunyma6  Paznuume  Hwxkuauii  Bepxuwuii
Maccol (Kr) 100 mr 300 mr MeXKAY npeaeJ npeaeJ
JIeYeHUSIMH

<=74 61,5% (88/143) 58,5% (72/123)  3,0% -9,6% 15,6%

>74-<=87 71,4% (85/119) 53,9% (76/141)  17.5% 5.2% 29.9%

>87-<=100 61.,4% (81/132) 50,0% (62/124)  11,4% -1,5% 24.2%

>100 55.7% (78/140) 39,5% (49/124)  16,2% 3.5% 28,.9%

ITpumeuanue. B rpynne, nmonyuasmueir 300 mMr cekykuHymada ObLIo 1Ba manueHTta Oe3

TaHHBIX 00 MCXOAHOHN Macce Tena, TaK YTO B TPYIIIE, MMOJydaBIlell CeKyKHHyMal, MmepeuncieHbl

TOJIBKO 512 marnueHToB BMecTO 514 nmaieHToB.
Ta6auua 16. IGA0/1 no kateropusim HMT

Hcxoanbin NUMT I 'yceabkymabd Cexkyknnyma0
rpymna 1 100 mr 300 mr

Hopwma (< 25) 85.8% (115/134) 77,1% (84/109)
H30bITounast macca Tena 86,9% (153/176)  81,9% (145/177)
(>=25u<30)

Osxupenue (>= 30) 83,0% (185/223) 69,3% (156/225)

Paszimune Hwuxnuii Bepxuui
MeKAY npeaea mpeae
JICYeHUSIMH

8.8% -1.9% 19.4%
5.0% -3.1% 13,1%
13,6% 5.4% 21.9%

[Mpumeuanue. B rpynme, monyuasimedi 100 mr rycenpkymaba, Obul OOMH MAaMeHT Oe3

HCXOOHBbIX HAaHHBIX O POCTE, TaK YTO B BBIIICYKA3aHHOM aHAJIM3€ MEPECUUCICHBI TOJBKO 533

nanueHTa, a He 534 manuenta. B rpynmne, nonydasmeit 300 Mr cekykuHymada, Opu10 TOIBKO 511

NannueHTOB C AaHHBIMU 00 HCXOOAHOM POCTE, TaK YTO TaK YTO B BBIHICYKA3aHHOM aHAJU3E

nepevyucaeHsl TobKO 511 manueHToB, a He 514 nanueHToB.

Taoauna 17. CBoaublie AaHHbIE 00 mMOKOMIIOHeHTHBIX oTBeTax PASI Ha Henese 48

I'ycenbkyma6 100 mr Cexkykunyma6 300 mr
Bces ananusupyemas rpynmna, n 534 514
TI'onosa u miest, n 499 481
100%-e ynyumenue, n (%) 399 (80,0) 360 (74.8)
> 90% ynyuamenue, n (%) 424 (85,0) 371 (77,1)
Tynosue, n 512 494
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100%-e ynyumenue, n (%) 432 (84,4) 384 (77,7)
> 90% ynyuamenue, n (%) 444 (86,7) 395 (80,0)
Bepxnue koHeyHOCTH, N 532 510
100%-e ynyuamenue, n (%) 422 (79,3) 322 (63,1)
> 90% ynyumenue, n (%) 435 (81,8) 341 (66,9)
HuxHye KOHEYHOCTH, n 534 513
100%-e ynyumenue, n (%) 400 (74.,9) 315(61,4)
> 90% ynyumenue, n (%) 433 (81,1) 343 (66,9)

Ta6auua 18. [Jdonss maumentroB, gocturaromux orBera PASI 90 nHa Hemene 48 ¢

npumeHeHueMm rycejabkymada (GUS) miam cekykunymabda (SEC) nmo reorpaduueckum

peruoHam
CesepHas BocTtounas 3anagnas ABcTpanusi Oo0mee
AmMepuka Espona Espona 3HAYeHHE
GUS | SEC | GUS | SEC | GUS | SEC | GUS | SEC | GUS | SEC
100 300 100 300 100 300 100 300 100 300
Mr mr mr mr mr mr mr Mr mr mr

Pangomus | 199 192 171 167 129 119 35 36 534 514

VUPOBaHH

ble

NaLUeHT

BI, N

UYucno 157 116 155 127 107 89 32 28 451 360

nauueHTo | (78,9) | (60.4) | (90.6) | (76,0) | (82,9) | (74.8) | (91.4) | (77.8) | (84.5) | (70.0)

B c

OTBETOM

PASI 90,

n (%)
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OOPMYJIA U30BPETEHMUSI

1. Croco0 nedeHus ncopuasa y MalueHTa, BKIIOYAINN BBEACHHE MAIUSHTY aHTUTENa
k WMJI-23 B KIMHUYECKH MONTBEPKIEHHOM O€30MacHOM U KJIMHUYECKH MONTBEP KIEHHOM
s¢pexTuBHOM KonmuecTse, npuuem antuteno Kk WJI-23 copmepxkut BapuabenpHyr0 00jacTb
JIETKOM 1lemu M BapualeNbHY0 O0NacTh TSDKENOW LEMH, MpUYeM YKasaHHas BapuaOenbHas
00J1aCTh JIETKOH LIeTTH CONEPIKUT:

AMHHOKHUCJIOTHYIO TIOCJIEIOBATENbHOCTD OMPEASSIIOEel KOMILUIEMEHTapHOCTh 00J1acTH
nerkoit nerm 1 (CDRL1) SEQ ID NO:50;

aMUHOKHCIIOTHYIO mocienosatenbHocTh CDRL2 SEQ ID NO:56; u

aMUHOKHCIIOTHYIO mocieaosarenbHocTe CDRL3 SEQ ID NO:73,

npuYeM yKa3aHHas BapuadesibHast 001aCTh TSXKENOH e CONEPIKUT:

AMUHOKHCJIOTHYEO TOCJIEIOBATENIbHOCTD OINpPENesIsFoIedl KOMIUIEMEHTAPHOCTh 00J1acTu
Tspxenoit nerm | (CDRH1) SEQ ID NO:5;

aMUHOKHCIIOTHYIO nocneaoBarenbHocTh CDRH2 SEQ ID NO:20; u

aMUHOKHCIIOTHYIO0 TocnenoatenbHocTe CDRH3 SEQ ID NO: 44, npuuem mauueHT
noiay4daer jedeHue anturenom k HMJI-23 B TeyeHue mno MeHbluel mepe 44 Henmenb s
IeMOHCTpanuu 0ojiee BBICOKON 3(P(PEKTUBHOCTU TO KJIMHUYECKOMY KOHEYHOMY TMOKA3aTENIo
TICOpHUa3a Mo CPABHEHHIO C MALMEHTOM, TIOJYYaBIINM aHTUTEIO0 CEKYKHHYMa0.

2. Cnocob mo m. 1, B KOTOPOM KIMHMYECKHH KOHEUHBIH IOKa3aTenb IIcopuas3a

>
NpeACTaBIsieT COOON MHIEKC IUIOMAAN MOBEPXHOCTH rcopuasa u crenenu Tspkectu (PASI) 90,
PASI100, obmyro ouenky uccienosarenem (IGA) 0 w/unm IGA 1.

3. Cnocob mo 1. 2, B KOTOPOM KJIMHUYECKHH KOHEUHBIH MOKa3aTesb ICOpHa3a U3MEPSIIOT
yepes 44 v/unu 48 Hexenb Mociie Havaja JieueHus antutesnom k MJI-23.

4. Crioco0 1o 1. 3, B KOTOPOM KJIMHHYECKHH KOHEYHBIH MMOKA3aTeNb IICOpUa3a H3MEPSIOT
yepes 48 Hexesb ociie Havyaa jJeueHus: anturesnom k MJI-23.

5. Cnocob mo m. 1, B kotopom antureno k MJI-23 BBO#AT B Ha4albHOW 103€, yepes3 4
HeZeNH MOCTIe Ha4YaJIbHOM 103bl U KaxKple 8 HeAeNnb M0Cie BBEAEHUs NO3bl Ha 4-11 Hepene.

5. Cnocob no m. 1, B KOTOPOM aHTHUTEJIO CEeKYKMHYMad BBOIST B HAYAJIbHOW J103€, uepes
1 Henmemo mocye Ha4dalbHOW AO3BI, 4Yepe3 2 HeAeNH IOCie HaydajlbHOW NO3bl, 4epe3 3 HeAenu
NOCJI€ HAa4aJlbHOM NO3blL, 4epe3 4 HeAenu IOCJe HadaJbHOM 03Bl U KaXIble 4 HeAenu IMocie
BBEJICHUs 103bI Ha 4-11 Henene.

6. Criocob o 1. 1, B kotopom antureno k MJI-23 seogsar B nosze 100 mr.

7. Cnocob mo m. 6, B koropoM aHtuteno k MJI-23 sensercss Oe3omacHbIM U
3¢ (eKTUBHBIM JIeYeHHEM IIcopua3a B OOJACTH Teja MAalHeHTa, BBIOPAHHOW W3 TPYIIIH,
COCTOSALIEH U3 BOJIOCUCTOM YaCTH I'OJIOBBL, HOTTEH, PYK U CTYITHEH.

8. Cmocob mo m. 6, B koropoMm antureno k MJI-23 mpucyrcTByeT B KOMITO3HIIHHY,
conepskamert 100 mr/mn antutena; 7,9% (macc./00.) caxapossl, 4,0 MM ructuauHa, 6,9 MM L-
THCTHIMHA MOHOruapoxyopuna Monoruapara; 0,053% (macc./06.) momucopbata 80 B
dapmarieBTUYECKOH KOMIIO3MLMM;, TpHUYeM pa3OaBUTENb MpPENCTaBiseT CcoOOH Boay B

CTaHAApPTHOM COCTOsIHHUU.
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9. Cnocob mo m. 8, NOMONHUTENIHHO BKIIIOYANOIIWN BBEAEHHE MALMEHTY OJHOTO HIIH
OoJee NONOTHUTENBHBIX JIEKAPCTBEHHBIX CPEACTB, NPUMEHSIEMBbIX IS JIEUEHUs ICOpUasa.

10. Criocob o 1. 9, B KOTOPOM AOIOJHHUTEIbHOE JIEKAPCTBEHHOE CPEIACTBO BBHIOPAHO U3
IPYNIbl, COCTOALIEH U3. HMMMYHOJENPECCAHTOB, HECTEPOUAHBIX MPOTHUBOBOCHAIUTEIbHBIX
npenapatos (HIIBII), merorpekcara (MTX), aHTUTEN K MOBEPXHOCTHOMY Mapkepy B-kierok,
aatuten k CD20, purykcumaba, narnduropos ®HO, KOPTHKOCTEPOHIOB U KOCTUMYJIUPYIOIINX
MOAU(PUKATOPOB.

11. Cnoco6 mo m. 1, B kotopom antureno k MJI-23 sBnsiercs 3QQEKTUBHBIM IS
YMEHbBIIEHUsI CHMIITOMA [ICOpHa3a y MalyueHTa, UHAYKIMH KIMHUYECKOTO OTBETa, UHAYKLMH WU
NOAACPKAHUS KIIMHUYECKOW PEMHCCUU, MHTMOMPOBAHUS MPOTPECCUPOBaHUS 3a00JIeBaHUS T
UHTUOMPOBAHUS OCJIOKHEHHSI 3a00JIEBaHMS Y TIAITEHTA.

12. Cnoco® mo 1. 1, B KOTOPOM MalMEHTa JiedaT OT MCOpHas3a OT YMEPEHHON 0 TSDKEION
CTETEeHH.

13. Cnoco® mo m. 1, AONMOJHUTENBHO BKIFOYAKOIIUN CTaIUI0 TPEKPALICHUs JICYCHUS
NAalMeHTa, paHee IMOJIyYaBLIEro JIEYeHHEe IO MEHbLIeH Mepe ONHON H030i CeKyKHmHymada, |
NPUHATHS PEIISHHS O JICUEHUH MAIlUEeHTa I'yCeIbKyMaOoM.

14. Criocob o m. 13, TOMONHUTENBHO BKJIIOYAOIINN CTAMI0 U3MEPEHUs] KIIMHUYECKOTO
KOHe4HOTro nokaszarens ricopuasza PASIO0, PASI100, IGA 0 w/umu IGA 1 Ha 44 w/unu 48 Henene
nocjie Hauyaja JIeUeHUs], NIPEeKpalleHus JIeUeHUs MallleHTa, paHee MOJy4yaBLIero Mo MeHbIel
Mepe OfHY 103y CeKYKHHyMala, U JIeUeHHs AlMEeHTa I'yCelbKyMaOoM.

15. Cnocob mo m. 1, B KOTOPOM y NarueHTa ncopuaTudeckuil apTpur.

16. Cnioco0 nedeHus ncopuasa y NaryeHTa, BKIIOYAOIINUN BBEACHUE MTALIMEHTy aHTUTeNa
k WI-23 B kIMHUYECKH NOATBEP)KAEHHOM O€30IMaCHOM U KIMHMYECKH MOATBEP KIECHHOM
s¢dexTuBHOM KonuuecTBe, npuueM antureno k MJI-23 copmepxur BapuabenbHyr 007acTh
JIETKOM LIenmH ¢ aMHHOKUCIOTHOH mocnenoBareabHOCThi0 SEQ ID NO: 116 u BapuabenbHyr0
00JacTh TSDKEJION LEMU ¢ aMUHOKHUCIOTHOH nocienoBatenbHocThio SEQ ID NO: 106, npudem
MaLMUEeHT MOoJy4aeT JieueHue anturesom k MJI-23 B TeueHue no meHbluel mepe 44 Henenb s
aeMoHcTpauuu Oosiee BBICOKOH 3()P(HEKTHBHOCTH MO KJIMHUYECKOMY KOHEYHOMY IOKa3aTelto
NICOpHa3a MO CPABHEHHIO C MAIIMEHTOM, ITOJTYYaBUINM aHTHTEIO CEKYKUHYMAO.

17. Cnoco6 mo m. 16, B KOTOPOM KIMHUYECKUI KOHEYHBIH IOKa3aTesb ICcopuasa
npencrasisier codoit PASI90, PAST100, IGA 0 u/umu IGA 1.

18. Cnoco6 mo m. 17, B KOTOpPOM KJIMHHUYECKUH KOHEYHBIN IOKa3aTelb ICopHasa
u3MepsIoT uepe3 44 w/unu 48 Henenb MOCye Havyaa jiedeHus: antureom k MJI-23.

19. Cnoco6 mo m. 18, B KOTOpPOM KIMHUYECKHI KOHEYHBIH IOKa3aTelb Icoprasa
U3MEPSIIOT uepe3 48 Henelb Mmocie Havaja JiedeHus anturenom k MJI-23.

20. Cnocob no n. 16, B kotopom antuteno k MJI-23 BBoxAT B HauaibHOH n03€, yepes 4
HEZ MU M0CJIe HA4YaJIbHOM 103kl U KaxKAble 8 HEAeNb [10CJIe BBEAEHUs NO3bl HA 4-11 Hepene.

21. Crnocob no m. 16, B KOTOPOM aHTHTENO CEKyKHMHyMad BBOASIT B HAYaJbHOU IO3€,
yepe3 | Hemenmoo Mocjae Ha4aJIbHOM J03bI, U€pe3 2 HeNeNH IOCJIE€ HadajJbHOW AO03bI, 4epe3 3

HeZleNn MOoCJie HauYajJbHOW NI03bI, uepe3 4 Helenu Mocje HadaldbHOW 03Bl U KaXJbple 4 Heaenu
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NIOCJI€ BBEACHU 03Bl HA 4-11 Henene.

22. Cnocob mo 1. 16, B koropom antureno k MJI-23 BBogsat B nosze 100 mr.

23. Cnocob6 mo m. 22, B kxoropom anHtureno k HMJI-23 saBnsercs Oe3omacHbIM U
3¢ (eKTUBHBIM JIeYeHHEM IIcopuasa B OOJACTH Tejla MAlMeHTa, BBHIOPAHHOW W3 TPYIIIH,
COCTOSIIIEH U3 BOJIOCUCTON YaCTHU TOJIOBbI, HOITEH, PyK U CTYITHEM.

24. Cnocob mo m. 22, B koropoMm antutesno kK MJI-23 mpucyTcTByeT B KOMITO3HMLIUH,
comepxauieit 100 mr/mn anturena; 7,9% (macc./00.) caxapossl, 4,0 MM ructunuHa, 6,9 MM L-
THCTHIMHA MOHOTHapoxyopuna Monoruapara; 0,053% (macc./06.) momucopbata 80 B
(apMaleBTHYECKOW KOMIIO3MIMK, TNpHYeM pa3OaBUTENb MpencTaBisieT coOOW BOOy B
CTaHIaPTHOM COCTOSIHHH.

25. Crocob mo 1. 24, AONOJHHUTENBHO BKJFOYAKOLIUI BBEICHUE MAIMEHTY OJHOTO WU
OoJiee TONOTHUTENBHBIX JIEKAPCTBEHHBIX CPEACTB, MPUMEHSIEMBbIX JJIsI JISUEHUs ICOpHasa.

26. Crocod 1o 1. 25, B KOTOPOM JIOTIOJIHUTENIbHOE JIEKAPCTBEHHOE CPEICTBO BHIOPAHO U3
IPYNIbl, COCTOSALIEH U3. HMMMYHOJENPECCAHTOB, HECTEPOUIHBIX MPOTHUBOBOCHAIUTEIbHBIX
npenapatos (HIIBII), merorpekcara (MTX), aHTHTEN K MOBEPXHOCTHOMY Mapkepy B-kierok,
aaruren k CD20, purykcumaba, naruoutopoB @®HO, KOPTHKOCTEPOUIOB M KOCTUMYJIHPYOLITUX
MOIU(PHUKATOPOB.

27. Cnocob mo m. 16, B kotopoM antuteno k MJI-23 sBusercsa s3pdexTuBHBIM s
YMEHBIIIEHUs] CUMIITOMA [ICOpHa3a y NalueHTa, UHAYKIMH KIMHUYECKOTO OTBETa, UHAYKLMH WU
NOAAEPKAaHUST KIIMHUYECKOW PEMHCCUH, MHTMOMPOBAHUS MPOTPECCUPOBAHMS 3a00JIEBaHUS WUIIH
UHTUOUPOBAHUS OCJIOXKHEHHSI 3a00JI€BaHMS Y MALIEHTA.

28. Cnocob mo m. 16, B KOTOPOM MAaIlMeHTa JieyaT OT IICOpUasa OT YMEPEHHOH a0
TSKEJION CTEIEeHHU.

29. Crioco® mo m. 16, JOMOSHUTENBHO BKIIOYANOLUIMNA CTAAHMIO MPEKPALICHUs JICUSHUS
NAlMeHTa, paHee IMOJIyYaBLIero JieYeHHe MO MEHbIIelH Mepe OXHOW N030M CeKkykuHymaba, u
NPUHSATHS PELISHHS O JICUSHUH MAIlMeHTa I'yCeIbKyMadoM.

30. Crioco0 mo m. 29, ONONHUTEIBHO BKJIOYAIOIINH CTAIUI0 H3MEPEHHS KIIMHUYECKOTO
KOHeuHOro nokaszatens rncopuasa PASIO0, PASI100, IGA O w/unu IGA 1 Ha 44 wu/unu 48 Henene
rocjie Hauaja JIeUeHUs], MPeKpalleHus JIeeHUs] MalllieHTa, paHee MOJy4YaBLIero Mo MeHbIIeH
Mepe OIHY 103y CEeKyKHHyMala, U JICYeHHs AlIMEeHTA IyCeIbKyMadoMm.

31. Ciocob mo m. 16, B KOTOPOM y MallEeHTa IICOPUATHYECKUI apTPUT.

32. Cnocob neuyeHus ONSIIKOBUAHOIO IICOpHA3a CPEOHEH W TSDKENOW CTeNeHdu Y
B3pOCJIOTO TMAIMEeHTa, KOTOpBIM sBJsieTcs KaHAMAATOM [JJIsl CHUCTEeMHON Tepanuud WU
doroTepanuu, BKIOYAIONINN BBeAeHHWE mMmanueHTy aHtutena k WJI-23 B kiuHUYeCcKu
NOATBEPKIEHHOM O€30MacHOM M KIMHMYECKH IMOATBEPKACHHOM 3((EKTUBHOM KOJIUYECTBE,
NpUYEeM aHTHUTENO COAEPKUT BapHaOeNbHYI0 OONacTh JIETKOW LEMd C aMHHOKHCIOTHOH
nocienosarenbHocThio SEQ ID NO: 116 u BapualenbHyr0 00NacTh TSKEIOH LENMU C
aMUHOKHCIIOTHOM mocnenoBaTenbHOCThI0 SEQ ID NO: 106, npuuem nosa cocrasnsier 100 wmr,
KOTOPYKO BBOIAT MyTE€M MOAKOKHOW HMHBbEKLMU Ha Henene O, Hexene 4 U 3aTeM Kaxzable 8

HEACIIb, 1 AHTUTEJIO MPUCYTCTBYET B KOHLUCHTpALlUN 100 mr/mn B NpeaABaApUTECIIbHO 3aIIOJTHEHHOM
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OITHOKPATHOH 0300 mmpuie, conepskamiem 7,9% (mac./o0) caxapossl, 4,0 MM ructunusa, 6,9
MM L-rucrununa moHoruapoxiopuna moHoruapara;, 0,053% (macc./06.) monmcopOara 80, u
pa30aBuTENb MPENCTaBIsAeT COOOH BOAY B CTAHAAPTHOM COCTOSIHUH, IPUYEM IMALUEHT IOTy4aeT
neuenue anruresoM k MJI-23 B TeueHne no MeHblIeit Mmepe 44 Henenb Al AeMOHCTpauuu dojee
BBICOKOH 3(p(PEeKTUBHOCTH MO KIMHUYECKOMY KOHEYHOMY ITOKA3aTeN0 IICOpHas3a Mo CPaBHEHUIO
C TALMEHTOM, IMOJyYaBLIMM AaHTUTEJIO CEeKyKMHyMad, NpuUYeM KJINHHYECKUH KOHEUHBIH
HOKasaTelb rcoprasa BeIOpaH u3 rpymnmsl, cocrosmei n3 PASIO0, PASI100, IGA 0 u IGA 1.

33. Cnoco0 mpomaxku W/ PaclpOCTPAHEHHUS] YTBEPXKIAEHHOro (hapMareBTHYECKOIro
npenapara, conepxamero anrurteno k MJI-23, Bximodamomuil  pekiaMmy MOpeBOCXOACTBA
pe3yJbTaTOB IO KIMHUYECKOMY KOHEYHOMY TIOKa3aTenr0 Ha 44-i Henene MOcCiae Hadaja
HEMpepbIBHOIO JieueHus: aHTutenom k WJI-23 B cpaBHeHUHU ¢ pe3ynbTaTamMu MO KIMHUYECKOMY
KOHEYHOMY IIOKa3aTenr0 Ha 44-ii Hejene IMOCHe Hayalda HENPEPBIBHOIO  JICYEHUs
CeKyKHHyMaOoM, npuueM aHtureno k MJI-23 conepxur BapuabenpHy0 00JacTh JIETKOW LIENH C
aMUHOKUCJIOTHOH mocienoBarebHOCTEI0 SEQ ID NO: 116 u BapuabenbHYHO 001acTh TSKEON
LIeNU ¢ AMUHOKHUCJIOTHOH nocienoBaTeabHocThio SEQ ID NO: 106.

ITo noBepenHocTn



568751

1/9

OUI 1

% OTBETUBLLUX

g

P

<

FO Wo§ oo

= W W

Bu3nTbl B pamkax uccneaoBanus (Hegens)



2/9

OUI. 2

Mycenbkyma6 100 mr n/k (n=520)

3WK$>§Q§¥§®N$}§® 4
%

g“@.\Q~§“ﬁ».»»\sw&ssw.».»»Qw.»»\sssQssw»w.*v,wwﬁaww«ﬁwww,‘m‘»m‘*.ww.»m 3 -.-..M\ﬁmmmmmmnj

Caykyunyma6 300 mr n/k (n = 520)

e A e 3 $ ¥ B $ ¥ $ ¥ ¥ $ Fowipnnd
Hegena # ¥ & % & 3 i 3 R &8 RS W A e 48 H§
{&i} = paHpoMu3auus & = rycenbkymab (onHa uHbekyws 100 Mr) + nnauebo (0fHa UHbeKLMs)
DBL= briokupoBka 6asbl AaHHbIX X =nnauebo (aBe nHbeKLum)

PE = 0CHOBHOW KOHeuHbIA nokasatens ¥ Cekykunymab (nge uHbekumn 150 mr)

OUr. 3

CHwxenve yposHei MIT-17F B CLIBOPOTKE NpW NEYEHNM

KoHu. (nr/mn, cpeaHeksappatiiHoe cpegHee aHadenue v O 95%)

¢ He 20
Hepens

Las
&5
gy
Lol
&

@ TycerbkymaG M TycenbkyMab 25 370pOBbIi KOHTPOMb



3/9

OUr. 4

CHwkeHue ypoBHen WJ1-22 B CbIBOPOTKE Npu NiEYEHUN

2

146G 280 3¢

Hepens

KoHu. (nr/mn, cpeaHekBagpaTuiHoe cpepHee sHaveHue n U 95%)

58

P
Do



4/9

QUL 5

.
e
;5
-
oot

2

RUEY

a2
(o]
p
(o]
&

Henens

KoHu,. (nr/mn, cpegHekBagpaTuyHoe cpepHee 3HayeHve u M 95%)

@ Tycennkymat M Cekykunymab 23 370p0BbIH KOHTPONb



5/9

OUT. 6

W NCOPMa3oM Koxe ny4llie HopManu3osanach

~

YacTb MHOYLMPOBAHHbIX FEHOB B NOPEXEHHO

YeM npu nomotyy SEC

Ha 24 Hepene npu noMowy GUS

0

4

ToH

2 OiMHeHERdD OU $7

s

SR

s
£3

s

oH eH suUHaMNALA 9,




6/9

OUI. 7

MoBbilieHHan akenpeccus rpynnbl reHoB MAIT-KNeToK B MOPaXeHHON NCOPUA3OM KOXe nyuLle
HopManusoBanach Ha Heaene 24 npu nomowwm GUS, yem npu nomouy SEC

e
o CCR4
Eﬁ A CCRS
S + D7
g1 X D28
£ IZ':.”
: & cme
g v IFNG
E B L1ZREN
N iL18RAR
& .
= & LR
£ & LR
g o
§ I TGA4
2 B FLRB1
= ass PTPRC
B SLAMFY
w TRAY12




719

OUI. 8

YactoTta BcTpedaemoct TRM
CD8 cpeau T-knetok CD3

WameHeHve ¢ Hepgenu 0-L

Hepens



8/9

OUT. 9

Trag
Hepens

{03

S

g @ ] #% 55 e 45 5]
EC O S T - A S A< T o+ R
4 3 £ ek Pes

-0 ULATOH 3 SUHSHOWE|



9/9

®UI. 10

CooTHoLleHue obLero
yncna Treg Kk TRM CD8

f{

MNameHeHne ¢ Hepenu O-L

Henensa



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

