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KOMIIO3ULINA AHTU-A4B7 AHTUTEJA

POICTBEHHHE 3AABKU

DaHHasa 3asgBKa I[IpeTeHOYeT Ha IIpeuMylleCcTBa BpPeMeHHOM 3asiBKU
CIIA 61/585859, mnomauuou 12 guBapsa 2012 1., BpeMeHHOM 3asaBku CIA
61/550545, mnomaHHOM 24 okTabpa 2011 1. ¥ BpeMeHHOM 3asBkyu CIA
61/481533, mnomaHHOM 2 wMad 2011 1. CoIepxaHMe BHIIeyKa3aHHEX
3agBOK HACTOAMMM BKJIIOUEHE ClOOa B KaueCTBe CCHJIOK.

[IEPEUEHL IIOCJIEDOBATEJILHOCTEN

HacTosmas 3asgBka BKJoUaeT IlepeueHb IIOoCJeloBaTeJIbHOCTEMN,
KOTOpEM OBJI nomadH B ASCII-dpopMaTe Uepes cucTeMmy EFS-Web wu
HAaCTOAMMM LeJMKOM BKJIOUEeH B HACTOANMM IOOKYMEeHT B KauecTBe
CCHUJIKM. YKaszsaHHEM ASCII-JoKyMeHT, co3maHHeM 30 anpeng 2012 .,
MMeeT Ha3BaHMe 92596615.txt u pasmep 17024 Banrt.

MSBECTHHI YPOBEHL TEXHMKU

[lporpecc B OMOTEXHOJOIMM  CO3IOaJl BO3MOXHOCTU  IIOJIyUEeHUSA
PasJIMUHEX OeJIKOB, IIpeldHa3HaAUEeHHHX IJIS [IPMMeHeHUA B OQapMalleBTHUKE,
C MCIIOJIb30BaHMEM TEXHOJIOTUM peKoMOMHaHTHEX [JHK. IIOCKOJBKY ©OeJIKM
MenT foJiplme pasMeps U BoJiee CJIOXHHL, ueM TpadUuLVOHHEE
OpTraHM4YeCKMe ¥ HeOopTlaHWUeCKMre JeKapCTBEHHEE IpenapaTH (T.e.,
comepXxaT MHOTOUMCJIEHHHE QYyHKUMOHAaJIbHEIE TPYIHINHE B OOIOJIHEHME K
CJIOXHEIM TPexXMEePHHM CTPYKTYPpaM), COCTaBJIeHMe KOMIIOBUUNUM TaKUx
OeJIKOB CBS3aHO C OCcoOmMM HOpobjieMaMu. [IJsg Toro, 4UYTOOHE OeJloK
ocTaBaJica OMOJOTMUECKM aKTUBHEM, KOMIIO3MLMSA IJOJDKHA COXPAaHATH
KOHQOPMAalIMOHHYO LIEJIOCTHOCTD 1o MeHbIen Mepe KOpPOBOM
[IOCJIeIOBATEJIbHOCTY aMMHOKMCIIOT 0OeJika, B TO Xe CcaMoe BpeMd
3ammima s MHOT'OUMCJIEHHEE GYHKIIMOHAJIbLHEIE TPYIIIIH BeJika oT
oerpamalmvr. BeJIKM MOTYT MMETh HeIOCTAaTOUHYKR CTabMJIbHOCTB, WU
MOHOKJIOHAJIBHEIE W TIOJIMKJIOHAJIBHHE aHTUTeJla, B OCODOEHHOCTM, MOTYT
OHTBE OTHOCUTEJIBHO HecTabwuJbHEIMM (CM., Halop., Wang, et al., J.
Pharm Sci. 96:1-26 (2007)). UVmeercs OOJBIIOE UMCJIO BapMaHTOB
COoCTaBJIeHMSA KOMIIO3MIMM, ¥ HM OIOMH M3 IIOOXOOOB WMJIM CUCTEeM He
ABJIAETCH TIIPUTOOHBIM IJIA BCexX OeJIKOB. BHJIO OINMCAaHO HEeCKOJIBKO

bakTOpPOB, KOTOPHE HeOOXOIMMO YUMTHBATEL (CM., Hamop., Wang et



al.).

CTabuUJILHOCTE BeJsika MOXeET 3aBUCETH oT MHOT'OUMCJIEHHEIX
XapakKTepucTukKk. OQaKTUUeCKM, Jaxe B CcJydae OUMIIEHHHEX aHTUTeI,
CTPYKTYPH aHTUTEJ MOTYT OBTb TI'eTepOTeHHHMM, UTO IOINOJHUTEJBHO
YCJIIOXKHSAET COCTaBJIEHME KOMIIO3ULMM TaKMx cucrem. Kpome ToOrO,
SKCUUIIMEHTH, BKJIIOUAEMEIE B cocTaB KOMIIO 3ULIMM AHTUTEJ,
OPenrnouTUTeJIbHO MUHMMUBUPYOT JI0OOV MIOTeHUMAJILHENM MMMYHHBI OTBET.

B cilyuae aHTUTeJI, CcOXpaHeHMe KOHOPOPMALMOHHOM LeJIOCTHOCTU
ABJisseTca eme 0o0Jee BaxHEM. IlyTM »Oerpajaluy ©OeJIKOB MOTYT OHTbH
CBA3aHHE C XVMMUUECKOM HeCcTabMJIBHOCTBLI (T.e., C JIOOHM I[IpOlleCCOoM,
BRJIOUAIMM MOIMOUKalMI ©OeJika OyTeM o00pasoBaHMA MM paspeBa
CBA3U, IMIPUBOIOAMEIO K HOBOVM XMMMUECKOM CYMHOCTHM) WIM (U3UUeCKON
HeCcTabuJILHOCTBIO (T.e., M3MEeHeHM AMA CTPYKTYPH DeJika BoJiee
BHICOKOTO nop4anka) . XuMrueckasa HeCcTabUJILHOCTE opoaBJgeTcHd,
HalpyMep, B IeaMUOMPOBAHUM, WM30MepM3alluM, IUIPpoJM3e, OKUCIIeHUM,
bparMeHTalVK, BeTa-3JIMMUHVPOBAHUN TJIMKaHa W OVCYJIBEOUIHOM
obmMeHe. Odu3MUeckasd HeCTad®MJILHOCTEL MOXeT OBTHL BHEH3BaHa, HalIpUMeEpP,
oeHaTypaluuen, arperMpoBaHueEM, OpeluunmMTaurenn wWiIKM  aImcopdluuen.
UeTHpbMsa Haubojiee pacHpOCTPaHeHHEMM NOyTAMM »OeTpalalum Oejka
ABJATCA ¢parMeHTalMa, arperMpoBaHMe, IeaMUIOIMPOBaHME U OKMCIIEeHUE
Beska. IlOCHeOCTBMUS XUMUUECKOM WM (PUBUUECKON HecTabuJILHOCTH
TepalleBTUUeCKOoTo OeJika BRJIOUAKT YyMeHbleHVe 20OeKTMBHOM BBEIEHHOM
IOO3H, CHIXEHME Bes30IacHOCTH Tepalumn BCJIeOCTBUE, HalpuMep,
00BJIYUEHUS WM UMMYHOJIOTUMUYECKOM peakKTMBHOCTM, U OoJibllagd udacToTa
IPOMBBOACTBA M3—-3a KOPOTKOT'O CpOoKa XpaHeHUd.

Cymka BHMOpaxuBaHMeM ABJISETCS MeTOIMKOM, OBOHUHO MCIIOJNL3YyeMOM
IJII KOHCcepBalMM OeJIKOB; CYyIKa BHMOpaxXuBaHMeM IIpelHa3HaueHa OJId
yIoaJleHMs BOIOH U3 ©OeJIKOBHX IMIpelapaToB, OIpelcTaBJLRIMUX MHTepecC.
Cymka BHIMOPAaXMBAaHVEM nIn JIModUIM3aumg IpencTaBJIgeT cobomn
npoliecc, B  KOTOpPOM MaTepuall, KOTOPEM HeOoOXOOMMO  BHCYIMTL,
CHauaJla 3aMopaXxupBalnT, a 3aTeM Jiel WJIM 3BaMOPOXeHHHM pacTBOPUTEJb
YyIoaJgoT IOyTeM cCcydamMMaluM II00 BaKyyMOM. OKCLUMIMEHTHEH MOTYT OHTH
BKJIIOUEHH B KOMIIO3MIMIO IIepen JModmam3alumer OJA CcTaduamsalinm
OeJIKOB B IMIpollecce JMOOMUIAM3alUU U/WIK OJA YIIYUIeHUS CTabuIbHOCTH
KOMITIO 3ULINY JIMODUIIMBUPOBAHHEX 0OejikoB (Pikal M., Biopharm. 3(9)26-

30 (1990), m Arakawa et al. Pharm. Res. 8(3):285-291 (1991)).



HeckoJjibkOo NOyOaMKaluMy pacKpPpHBalT B 00mMeM pas3JIMUHEE CIOCOOH
JIeUeHUsa BOCHAaJIMTEJILHHX 0OO0JIe3HeM KUIMeUHUKa, U [OIpedyCcMaTpUBamnT
CXeMbl [OO3UPOBaHMA NIJid BBEeOeHMA Aal'eHTOB, I[pelHa3HaUeHHHX OJid
JleUueHM s BOCIAJUTEJILHOM OO0JIe3HM KMIleuHMKa. Hanpumep, WO 96/24673
packpeBaeT MyKO3aJlbHEE COCYIOMUCTHE anpeCCUHE n JleueHme
zaboJieBaHuM, aCCoOUMNPOBaHHBIX C PEKPYTMEHTOM JIeVMKOLNTOR B
KeJIYOOUHO-KMIIEUHEM TpakKT B pesyJbTaTe CBA3HBaAHMA JIEMKOLUTOB C
KJIeTKaMI, sKcOpeccupypommumMm  MAJCAM. US  2005/0095238 omnuchHBaeT
CIIOCOOH JIeueHUs DoJIe3HH, aCCOoLUMPOBaHHOM c VMHOUIIL Tpalmen
JIeVKOLIMTOB B MYyKOB3aJIbHYK TKaHb, U BBeIdeHMe UeJIOBeKYy 30beKTHMBHOTO
KOJIMYECTRBa UeJIOBEUEeCKOI'O WM I'yMaHU3MPOBAHHOTO MWMMYyHOTJIODYJIMHA
WM aHTUMIE€HCBA3HBaKIeI'o ¢parMeHTa, ofJjlalanlelo CHeUUMOUUHOCTHIO
CBASBIBAHMA C MHTeTpmHOM «d4B7. US 2005/0095238 [OOMNOJIHUTEJLHO
ONMCHBaeT pas3JIMUHEEe HOO3H (Hampumep, 0,15, npumepHo 0,5, IpUMepHO
1,0, mopumepHo 1,5 wimu nOpuMepHo 2,0 MI' KVMMyHOIUJIOOYJIMHaA WJIU
dparMeHTa Ha KI' BecCa TeJla) M Pa3JIMUHEE MHTEepBaJEl MeXOy IO3aMu
(7, 14, 21, 28, wmmm 30 gpgHel). OODHAKO, BHIIEeYKa3aHHHE IIATEHTH MU
nyOJInKaluum He PacCKpHBAKT KOHKpEeTHHE KOMIIO 3ULIUA aHTU—4pB7
aHTHTeJla WM KOHKPEeTHHEe IO3E UM PeXUME OO3UMPOBaHMA, OINMCAHHEE U
3a4aBJIdeMEEe B IOAaHHOM INOKyMeHTe. BaXHO OTMeTUTL, UTO BHIIeyKa3aHHEE

IIaTEeHTE He pPacCKpPHEBawRT KOMIIO3MINMN, OJO3E WM PEeXMMEI ITO3VMPOBAHNMA,

obecrieunuBanmme CIIOCOBOEHL JleueHu A (Moo TEepXIOeHHbE IO aHHBEMMA
KIIVMMHNUEe CKUX VICIIBEIT aHMIZ) ’ OIIMMCaHHEIE 1z 3adBJIdeMEBIEe B IOIaHHOM
OOKYMEHTE.

KoMIIo3mMIIMM aHTUTEJI I[I0 HaCToAmeMy MW300peTeHMi0 MOTyT OHTH
[IOJIE3HH [OJIA MHTUOMPOBAaHMA CBASBBAHUA JIEMKOLUMTOB C KJIEeTKaMu,
sKCIpeccupyiomyvyt MAJCAM, ¥ TeM CaMbeM CIOCOOBCTBOBATH JI€UEHMIO
BOCHAIUTEJIbHOY OOJIe3HM KMIeUuHVKa Yy [alneHToB. COOTBETCTBEHHO,
CyleCTBYEeT HacymHasa noTpeBHOCTE B onpenejleHUM TIPUTOIHEIX
IO3UMPOBOK ¥ PEXVMOB IOO3MPOBAaHMSA TaKMX COeOVMHEeHWM, U B pa3padoTke
KOMITIO 3UITUI, IpennouyTuTeJILHO, KOMITO 3ULIUN s BHY TPMBEHHOTO
BBelleHU4d, IO3BOJIAKMMUX  O0BecCleuuTs  CcTadbullbHHEE, TepareBTUUECKU
sbbekTUBHEE YPOBHM B KPOBU KOMIIOBUIMM aHTUTEJ Ha IIPOTSIXeHUU
OJUTEJILHOTO Iepuona BPpeMeHM, B CTabuUJIbHOM UM yIOoOHOMU dopMme.

CYIHOCTE M3OEPETEHNMA

MBO@peTeHI/Ie OTHOCUTCA K M,HeHTM(bMKaLH/H/I HeBOCCTaHaBJIMBaAKIEI o



caxapa ¥ IO MeHbeM Mepe OOHOM  aMMHOKMCJIIOTH, B KauecTBe
IPUTOIOHHEX  SKCLUUIMEHTOB MOJS COCTAaBJIEHMSA  KOMIIO3MLMM  aHTU—-ox4pR7
aHTUTEJI, HeCTabWJILHOCTbE KOTOPHX IOeJjlaeT WUX  BOCIPUMMUMBEMU K
oeaMUIOVPOBAaHND, OKMCJIEHNID, MB3OMEePpUBaLUM WU/UJIM  aTrpeTUpOBaHND.
Komniosuumsa yiydlmaeT CTabUIILHOCTE, YMeHbIlaeT obpaszopaHue
arperaToB ¥ @ 3aMemnideT Oerpalaluio  aHTUTeJla, BXOOAmeIro B - ee
cocTas.

TakuM oBOpa30M, B IIepPBOM acIllekTe, u300peTeHrMe OTHOCUTCHI K
CTabUJILHOM  KOMIIO UM, comepxamey CMeCch HeBOCCTaHaBJIMBAKIETO
caxapa, aHTu-odpB7 aHTHUTeJa ¥ IO MeHblley Mepe OOHOW CBOOOIHOM
AMMHOKMCJIOTH, IIpUUEeM MOJISPHOE COOTHOIIEHME HeBOCCTaHaBJIMBaKIMETI'O

caxapa K aHTu-o4pR7 aHTuUTelly (MOJIb:MOJIBE) WMMeeT 3HadeHMKe 0OoJiee

c00:1. KoMmmosmuumsa MoOXeT OBTb KUIKOM KOMIIO3MUMEM WM CYXOMu
KOMIIO 3ULIMEN (HanpuMep, JIMOOUIIN3UPOBAHHOM) . KoMmmosmimsa  MOXeT
TakKkxe COmepXaTh By bepHb areHT. B HEKOTOPHIX BapMaHTax

VCIIOJIHEHM A, HeBOCCTAaHAaBJIMBAKINMY caxap OpeIcTaBJigeT Cco0O0¥ MaHHUT,
copBuUT, caxaposzy, Tperajio3ly WM JOyKn KX KOMOMHALMD.

B HEeKOTOPHX BapMaHTax MCIOJIHEeHMs, CBOOOOHass aMMHOKMUCJIOTA
KOMIIO3ULIMKM HOpelcTaBJigeT CcoO00¥ IMCTUIMH, aJlaHMH, apIMHMH, TJIMLNWH,
TJIYTaMMHOBYK KUCJIOTY WM JKOYyID MX KOoMOMHauMbD. KOMIO3MLUMA MOXET
BKJIIOUATL OT HOpuMepHo 50 MM 1npo npuMmepHo 175 MM cBoBomHOM
AMUHOKMUCJIOTE . KoMIosmuumMsa MOXeT BKJOUYATE OT OpuMepHo 100 MM 1mo
npuMepHo 175 MM CcBOBOOHOM aMMHOKMCJIOTH. MOJIApHOE COOTHOIMEeHHUEe
CBOOOOHOM AaMMHOKMCJIOTE K aHTUTEJy MOXeT COCTAaBJATL II0 MeHbllek
Mepe 250:1.

KoMmosuiiMsa  MOXeT  TakKxe comepXaThb IIOBEPXHOCTHO-aKTUBHOE
BEelleCTEO. [IOBEPXHOCTHO-AaKTUBHOE  BEMEeCTBO  MOXeT TIpPedCcTaBJIATH
cobom mnojaucopdbar 20, noamucopbar 80, IIoJOKCaMep WIM JIoOYyID UX
KOMOMHALUIO .

B  HEKOTOPHX acleKkTax, KOMIIO3UILIMA MOXET MMHUMU3UPOBATH
VMMYHOTE€HHOCTE aHTU-x4pR7 aHTUTeJa.

KoMmosulins, HalpuMep, B BHCYMNEHHOM COCTOSHMM, MOXeT OHTH
CTabUJIbLHOM B TeUueHMe I[I0 MeHbllell Mepe Tpex MecdAunes npu 40°C, 75%
OTHOCUTEJILHOM BJaxHocTM (RH) .

B IOpyToM acIekKTe, KOMIO3MUMA ABJIAETCS JIUOOUIMIUPOBAHHOM U

COOEpPXUT OT IO MeHbIIeM Mepe IIpMMepHO 5% @mo npuMmepHo 10% aHTH-



adPB7 aHTHUTeNO Nepen Juobmmmzaumey. KoMmosmuUMsa MOXeT COOepXaThb IO

MeHBIIEV Mepe NPUMMEPHO 6% aHTu-o4dp7 aHTUTesla Hepel JUOdMIM3aluel.

KomMmriosuimsa MOXeT OLITh BOCCTAaHOBJIeHA nus JIMOQUIN3UPOBAHHOMN
KOMIIO 3UILIUNA (HampuMep, BOCCTAaHOBJIeHA o CcTabuILHOM KUIOKOM
KOMIIO 3UILINM) .

B IOpyroM acIlexkTe, n3obpeTeHMe OTHOCHUTCS K CTa®MJIbLHOM
KOMIIO3UIIMM, COOepXallel CcMeChk HeBOCCTaHaBJMBAKIEIO caxapa, aHTU-
adB7 aHTUTEJa M IO MeHbIeM Mepe OIOHOM CBOOOIHOM aMMHOKMCIIOTH,
opruyeM MOJIAPHOE COOTHOIeHMe HeBOCCTaHaBJIMBAKMEIO caxapa K aHTU-
x4R7 AHTUTEJY (MOJIB : MOJIB ) MeeT 3HaUeHHMe BoJiee 600:1 u
COOTHOIIEHNE cBOBOIHOM AMMHOKMCJIO TEI K aHTU-o4 37 AHTUTEIY
(MOJIB : MOJIB) MMeeT 3HaueHMe OoJjiee 250:1.

B OpyTroM achekTe, Hu300peTeHMEe OTHOCUTCHA K CTaOMIIBHOM XKUIOKOM
KOMIIO3UIIMM, COIepXame B BOIOHOM pacTBOPEe HeBOCCTaHaBJIMBAKIUMA
caxap, aHTU-o4B7 aHTUTeJI0O ¥ IO MeHbley Mepe OIHY CBOOOOHVIO
AMUHOKMCIIOTY , Toe  MOJIAPHOE COOTHOIEHMEe  HEeBOCCTaHaBJIMBAKIMETO
caxapa K aHTuM-o4pR7 aHTuTelly (MOJIb:MOJIBE) MMeeT 3HadeHMe 0OoJiee
c00:1. B eme OIOHOM acIlekTe, n3obpeTeHme KacaeTcd XUIKOM
KOMIIOBUILIUM, COIepXalel 10 MeHbIleld Mepe OT OpuMepHo 40 MI/MiI OO
npyumepHo 80 Mr/min aHTHU-04R7 aHTUTesla, [0 MeHBIIeM Mepe IPUMEPHO
50-175 MM omHOM WMJM HECKOJBLKUX aMMHOKMCIIOT M OT IIO MeHbIleM Mepe
NprYMepHO 6% OO IO MeHbllel Mepe HOpuMepHo 10% (Mmac./06.) caxapa.
Xmuokas KOMIIO3ULMA MOXeT TaKxke comepxaThk OydbepHHNM areHT. B
HEKOTOPHX BapMaHTax MCIOJHEHMS XUIOKasd KOMIIO3ULMA TaKXe CONEePXUT
XeJJaTUPYKRIUM aTeHT, B3auMONEeMCTBYKMIUNM C MeTajlJlaMM. B HeKOTOPHX
BapMaHTax VCIIOJIHEHU A, XUOKa S KOMITO 3UILIM A TaKxe CONEepPXUT
AHTUMOKCUIAHT .

B OpyroM achnekTe, M300peTeHMe OTHOCUTCS K XUIKOWM KOMIIO3UIIUN,
comepxamey 10 MeHbIel Mepe IpuMepHo 60 MT/Mia aHTH-o04PB7 anTuTena,
1o MeHbmeW Mepe nOpuMmepHo 10% (Mac./o06.) HeBOCCTAaHABJIMBAKIETO
caxapa M IO MeHblle¥ Mepe OpuMepHO 125 MM OIOHOM MM HECKOJBbKUX
CBOOOIOHEIX aMMHOKMCJIIOT .

B OpyroM acHnekTe, M300peTeHMe OTHOCUTCS K XUIKOWM KOMIIO3UILIUN,
comepxamey 10 MeHbIer Mepe IpuMepHo 60 MI/Min aHTu-o4dPB7 anTuTena,
o MeHbmer Mepe nOpuMmepHo 10% (Mac./06.) HeBOCCTaHaBJIMBAKIETO

caxapa ¥ IO MeHbIeM Mepe OpuMepHo 175 MM OOHOM WMJIM HECKOJIbKUX



CBOOOIHEX aMMHOKMCJIIOT

B eme OOHOM acIlieKkTe, u300peTeHMe TaKXe OTHOCUTCH K CYxXOHu,
HalpuMep, JIMO DUV 3UPOBAHHOM KOMIIO 3ULINN, comepxalmemn CMECH
HEeBOCCTAaHAaBJIMBAKIETO caxapa, aHTU-x4d 7 aHTuTeJa, TUCTUOMHAE,
aprMHMHa M noJmcopbara 80, IOe KOMIIOBMIMA HAXOOUTCS B TBepHoM
bopMe U MOJIAPHOE COOTHOIEHMEe HeBOCCTaHaBJIMBaKIEI'O caxapa K aHTU-
odB7 aHTUTeJy (MOJIb:MOJIb) MMeeT 3HaueHMe 0OoJjee 600:1.

B eme OIOHOM acriexkTe, nz3obpeTeHue OTHOCHUTCH K
JIMOQUIIN3UPOBAHHOM KOMIIO 3ULINN, comepxaiemn CMEeChb
HEBOCCTAaHAaBJIMBAKIETO caxapa, aHTU—-4d 7 aHTuresa, ITUCTUOMHAE,
aprMHMHa u nojgucopbarta 80. B 3TOM aclekTe, MOJAPHOE COOTHOIEHNE
HeBOCCTaHaBJIMBaKIEI'O caxapa k aHTu-odfB7 a”HTuTely  (MOJIb :MOJIb)
VMeeT 3HaueHue Oojiee 600:1. KpoMe TOTro, MOJIAPHOE COOTHOIEHME
apIrMHMHa K aHTU-x4B7 aHTUTeJly (MOJIb:MOJIB) B KOMIIO3UIIVM VMEET
3HaueHue OoJiee 250:1.

B IpyT oM acrexkTe, n3obpeTeHme OTHOCUTCH K criocofy
M3TOTOBJIEHVA  KOMIIO3ULIUN, OmMCcaHHOM B HacToAmeM u300peTeHuN,
BKJIIOUAKIEMY IIOOIOEPXaHME TeMIepaTypPH I[IPONyKTa HWKe TeMllepaTypH
KoJlarica IIpKM IIEPBUYHOM BHCYIIMBaHMM. CIOCOO MOXET TaKXe BKJIIUATH
cTamguio OTXUIa.

B onmHOM acrexkTe, u300peTeHMEe OTHOCUTCH K CIOCODYy JIeUueHUd
nauyeHTa, CTpalanmero OT BOCIaJIUTeJLHOM OO0JIe3HM KUIeUHMKa, TIOe
croco® BKJIOUAET cTammio BBeIeHMSA  I[IalMeHTy, cCTpamapmeMy  OT
BOCHAaJIUTEJILHOM foJIe3Hu KUIeuHUKa , TYMaHU3UPOBAHHOTO
VMMYHOTJIOOYJIMHA VI ero AHTUTeHCBA3HBaKIMero dbparmMmeHTa,
oBJajanmero CIeUMPUUHOCTBI CBA3HBAHUA C UYeJIOBEeUeCKMM WHTETPUHOM
adB7, TOoe TYMAHUBUPOBAHHENM MMMYyHOTJIOOVJIMH WMJIM aHTUIeHCB I3LBalmni
bparMeHT COIEepPXUT aHTUTeHCBA3HBaAKIYK OO0JJaCTk He-JYeJIOBEUEeCKOTO
IPOUCXOXIEeHUS M II0 MeHbllel Mepe YacTh aHTUTeJla UYeJIOBeuecKOoTo
IPOUCXOXIEHUI, OpUUYeM TyYMaHUMBUPOBAHHHY MMMYyHOIJIOOYJIMH WM eTo
AHTUTEeHCBA3HBaIMUY (parMeHT BBOIOAT I[IallMeHTY B COOTBETCTBUM CO
CIIeOynlIM  PEeXMMOM  OO3UPOBAHUA: (a) HavaJlkHag pnos3a 300 Mo
T'YMaHM3MPOBAHHOTO MMMYHOTJIOOYJIMHA WMJIM €TI0 aHTUIeHCBA3HEBaKIMeIo
dparMeHTa IOIyTeM BHYTPMBEHHOM MHOy3uM; (b) C nocjenyomer BTOpPOM
oo30M 300 MI TYyMaHM3VPOBAHHOTO MMMYHOTJIOOYJIMHA M ero

AHTHWT eHCBA3SEBAKIEI'O @parmeHTa ITyTEM BHyTpMBeHHOﬁ I/IH@_)YBI/H/I



IpUMEepHO  UYepes IOBe HeOeJduM IIocJie  HauvaJIbHOM  OO3H; (c) C
nocJjienywouen TpeTben oosom 300 MT TYMaHU3UPOBAHHOTO
VMMYyHOTJIOOYJIMHa WMJIM €70 aHTUIeHCBA3HBaKmeTro (QparMeHTa I[IYyTeM
BHYTPMBEHHOM MHOY3UM Uepes IIPMMEPHO MeCTh HelOeJb I[IOoCJie HadaJlbHOM
nos3e; (d) c noclaemnywoley UYeTBepTOM M Iocienywomumy pos3amu 300 MD
T'YMaHU3MPOBAHHOTO MMMYHOIJIOOYJIMHA WJM €TI0 aHTUIEHCRBA3HEBAKIETO
bparMeHTa NIyTeM BHYTPMBEHHOM MHQY3UM pPas B UeTHPe HeleJIM WM pas
B BOCEMb HeIeJlb rmocJjie TpeTbLeMn rnocjienoBaTeJIbHOM IO 3E
TYMaHU3UPOBAHHOTO aHTuTeJa Ipu HeoOXOOMMOCTHA ; Toe PEXVIM
OO3UPOBAHUSA BLI3LIBAET KJIMHUY e CKUM OTBET n/nnm KJIVMHUYUECKYIO
PEMMCCHI0O BOCIHaJMTEeJILHOM 0oJIe3HM KUIleuHMKa VY IDaluMeHTa; U TIOe
OOIIOJIHUTEJILHO T'YMaHV3UPOBAaHHBIM VIMMYHO TJIOOYJIMH W
AHTUTeHCBA3HBaIMUY (parMeHT ob6JadaeT CHeUMIMUHOCTBLI0 CBSA3HBaAHUA C
KoMILJIekKcoM od4dB7, nOpuueM aHTUTeHCBA3HBaKmas oOJIacTh COOEPXKUT TPU
rUllepBapuabesIbHEIX  yuacTKa (CDR1I, CDR2 wm CDR3) BaprabelbHOM
oBJlacTM JIETKOM lLelM U TpU TulepBapuabelIbHEX ydacTka (CDR1, CDR2
n CDR3) BapuabesbHOM  oBJjlacTu TAXEeJION — Lelu aMVHOKV CJIO THHEIX
I[IOCJIEDOBAaTEJIbHOCTEM, YyKasaHHBIX HWke: Jerkad uUens: CDR1 SEQ ID
NO:9, CDR2 SEQ ID NO:10, CDR3 SEQ ID NO:11; mTaxejsag uenb: CDRI1
SEQ ID NO:12, CDR2 SEQ ID NO:13, CDR3 SEQ ID NO:14.

B IpyroM acrnekxkTe, M300peTeHMe OTHOCUTCSA K PexuMy IO3UPOBaHMA
IJIS TepaleBTUUECKOTO JeueHMsa BOCHaJUTEeNbHOM OO0JIe3HM KUIeUHMUKa,
TIe pPexuM OO3MPOBaAHMSA  BKJIOUAET CTAOMO: BBeIeHUS IalMeHTy,
CTpalapnleMy oT BOCHAJIUTEJILHOM BoJie3HNU KUIeUHUKA,
TYMAaHUBUPOBAHHOTO UMMYHOIJIOOYJIMHA WM €TI0 aHTUTEeHCBA3LBBAIeTo
dpparmMeHTa, obJjajaniero CHelUMOUMUHOCTBED CBA3EBaAHUA C UYeJIOBEUeCKUM
MHTeTPUHOM o4p7, roe T'YMaHU3UPOBaHHLM VMMYHOTJIOOYJINH W
AHTUTEeHCBA3HBaLIMUY (parMeHT COHePXKUT aHTUMITeHCBA3HBAKIYyD 00JacTb
He-ueJIOBEUEeCKOTO IMIPOUCXOXIEHMA M IO MeHbIleM Mepe YacThk aHTuTeJa
YeJIOBeUeCcKOoT O IIPOUCXOXIEeHN, npuueMm TYMaHU3UPOBaHHEMN
VMMYHOTJIOOYJIMH  WJIU ero AHTUTEHCB A 3LBanmmi bparMeHT BBOIOAT
IalMeHTy B COOTBETCTBMM CO CJeIYRIMM PexXVMOM OO3MpOoBaHMA: (a)
HauvaJlbHag no3a 300 MI I'yMaHM3UMPOBAHHOTO MMMYyHOTIJIOOYJIMHa WMIM eTo
AHTUTEeHCBA3HBaKIETro O(parMeHTa OyTeM BHYTPUBEeHHOM MHOy3um; (b)) cC
nocJjienyiwouen BTOpPOM oosom 300 MT TYMaHU3UPOBAHHOTO

MMMYHOTJIOOYJIMHA MJin eTro AHTHT EHCBA3EBAKIIETI'O q_)paI‘MeHTa ITyTEM



BHYTPMBEHHOV MHOY3UM Uepes IIPMMEPHO IBe HeIeJu I[IocJie HadaJlbHOM
oo3H; (c) ¢ mocjgenyomey Tperbel poszoy 300 MIN I'yMaHM3UPOBAHHOTO
VMMYHOTIUIOOYJIMHa WJIM €TI0 aHTUIeHCBA3BBaler'o (parMeHTa IIyTeM
BHYTPMBEHHOM MHOY3UM Uepes IIPMMEPHO MeCTh HelOeJb I[IOoCJie HadaJlbHOM
nos3e; (d) c noclaemnywoley UYeTBepTOM M Iocienywomumy pos3amu 300 MD
TYMaHM3MPOBAHHOTO MMMYyHOIJIOOYJIMHA WM eI'0 aHTUIEeHCBA3HBaKIeI'o
bparMeHTa NIyTeM BHYTPMBEHHOM MHQY3UM pPas B UeTHPe HeleJIM WM pas
B BOCEMb HenoeJlb mocJe TpeTbLeMn rnocjienoBaTeJIbHOM OO 3E
T'YMaHM3UMPOBAHHOTO aHTUTeJa nopu HeOoBOXOOMMOCTH ; roe pPexmMm
OO3UPOBaAHUSA BEIBEIBAET KJIMHUY e CKUM OTBET n/nnm KJIMHUYECKYIO
PEMMCCHI0O BOCIHaJMTEeJILHOM 0oJIe3HM KUIleuHMKa VY IDaluMeHTa; U TIOe
OOIOJIHUTEJIbHO T'YMaHV3UPOBAaHHBIM VIMMYHO TJIOOYJIMH VI
AHTUTeHCBA3HBaIMUY (parMeHT ob6JadaeT CHeUMIMUHOCTBLI0 CBSA3HBaAHUA C
KOMILJIEKCOM o437, TMNpMUeM aHTUIeHCBA3HBawmadad oO0JIaCTb COIEPXUT TPU
rUllepBapuabesIbHEIX  yuacTKa (CDR1I, CDR2 wm CDR3) BaprabelbHOM
oBJlacTM JIETKOM lLelM U TpU TulepBapuabelIbHEX ydacTka (CDR1, CDR2
n CDR3) BapuabesbHOM  oBJjlacTu TAXEeJION — Lelu aMVHOKV CJIO THHEIX
I[IOCJIEDOBAaTEJIbHOCTEM, YyKasaHHBIX HWke: Jerkad uUens: CDR1 SEQ ID
NO:9, CDR2 SEQ ID NO:10, CDR3 SEQ ID NO:11; rsaxeJjasa uenb: CDRI1
SEQ ID NO:12, CDRZ2 SEQ ID NO:13, CDR3 SEQ ID NO:14.

B HEeKOTOPHX acleKTax CI0oCco0 JeueHMd KOMIO3ULMeN aHTU-x4B7
aHTuTeJa, oosa WIM PeXuM TO3UPOBaHUA MOTYT MUHUMUIUPOBATH
VMMYyHOT€HHOCTE aHTU-x4p7 aHTUTela.

[TallMeHT MOXEeT OeMOHCTPUMPORBATH OTCYTCTBME aIlekKBaTHOI'O OTBeTa,
IOTepld OTBeTa, WMIM OHTbL MHTOJIEPAHTHHM K JIeUEeHMIO I[IO MeHbIlel Mepe
OOHVM MMMYHOMONYJIATOPOM, AaHTAal'OHMCTOM (QaKTopa HeKpo3a OIyXOJHn-—
ajlpdpa (TNF-o) mIM MX KOMOMHALMAMM .

BocnanmmTesibH OOJI€3HL KUIIeUHMKAa MOXeT OHTL OoJie3Hb KpoHa wWiu
HecneuUMPUUeCcKUM HA3BeHHHM KOJMT. BochaluTeJibH 00JIe3HL KUIeUHMKA
MOXeT OHTL HecHeUMdMUeCcKMM SA3BEeHHBM KOJMTOM OT YMepeHHOM IO
TAXEeJION CTelleHVM aKTUMBHOCTHU.

PexyM IOBUPOBAHUA MOXET IIPUMBOIOMTL K 3BaXMUBIIEHUIO CIM3UCTON Y
NalMeHTOB, CTpamalMxX OT HEeCHelIMPUUeCKOT'O HA3BEHHOT'O KOJMTa OT
YMEPEHHOM IO TAXeJIOM CTelleHM aKTUMBHOCTHU.

[TauMeHT MOXeT paHee IIOoJIydyaThb JieueHMe BOCHaJMTeJIbHOM O0JIe3HU

KMIMIe4YHNMKa I1O0 MeHbIIeMn Mepe OIOHVM KOPTHMKROCTEPOMIOM. PexwumMm



OO3UPOBaAHMSA MOXET IIPUMBOOMTE K  YMEHBIIEHMD, [IpeKpalleHnn  WJIU
YMEHBIIEHVI U IIpeKpalleHUK IIPMMEHEHUSI KOPTUKOCTEepoMuIa IIallMeHTOM.

B HEeKOTOPHX aclekKTax, I'YMaHM3UPOBAHHEM MVMMYyHOTJIOOYJIVH WJIK
ero aHTUIeHCBA3HBalMIMM O(parMeHT BBOOAT B TOTOBOM JIEKAPCTBEHHOMU
bopmMe mHpM KOHIEeHTpauuy OoT npuMmepHo 1,0 wMr/mMia mo npuMmepHo 1,4
MT'/MJI. T'yMaHU3VPOBaHHEMN VIMMYHOTJIO Oy JIMH NI ero
AHTUTEeHCBA3HBaLMIMUY (parlMeHT MOXeT OHTL BBeIeH B BUIe TOTOBOM
JIeKapCTBEeHHOM (GOpMH NHpM OpuMepHOo 1,2 wMr/mi. ['YMaHU3UPOBAHHHIM
VMMYHOTJIOOYJIMH WMJIM aHTUTEHCBASHBAMMM (parMeHT MOXeT OBTL BBeleH
NalumMeHTy Ha OPpOTSXKeHMM OpuMepHo 30 MUHYT.

T'YMaHM3UPOBAHHEM MWMMYHOTJIOOYJIMH WMJIM €TI0 AaHTUIeHCBSI3LBAaMUi
bparMeHT MOXET OHITH BOCCTaHOBJIEH nus3 JIMOOUIN3UPOBAHHOMN
KOMITO 3ULIUMA .

T'YyMaHM3UPOBAHHEM MWMMYHOTJIOOYJIMH MJIM €70 aHTUIeHCBSI3HBAaMIUi
bparMeHT MOXeT OHTL BOCCTAHOBJIEH C IIOJIyUeHMeM CTabuJIbLHOM XUIOKOM
KOMITO 3ULIUMA .

B HEKOTOPHIX acrexKkTax, pexuM  ITO3MPOBAHMA He V3MEHSET
cooTHomeHrMe CD4 x CD8 B CIMHHOMOS3TOBOM XMUIKOCTM IIalMMEHTOR,
[IoJIyvyamlMx yKa3aHHOe JIeUueHUe.

[TauyeHT MOXeT OBTH oOcofo¥ B BO3pacTe 65 JeT MIM CcTaplle M He
Tpe®OoBaThH KaKOM-JIMOO KOPPEeKLUM peXuMa IO3UPOBAHMUM.

KPATKOE OIIMCAHUE UEPTEXEN

dur. 1 npencrapjgeT cofBou n300paxeHnue HYKJIEOTUIOHOM
I[IOCJIEOOBATEJILHOCTHU (SEQ ID NO:1), KoOUpyIe  TSKeJIyiD lellb
TYMAaHUBUPOBAHHOTO aHTU-o4B7 UMMMyHOTJIOOYJIMHa ¥  pPacmudpoBaHHOM
AMMHOKMCJIOTHOM IIOCJIeIOBaTEeJIbLHOCTHM TsxeJiom uenm (SEQ ID NO:2).
HykJjeoTunHas  IOCJIEOOBaATEJLHOCTD COOEepPXUT CaMiTEl  KJIOHMPOBAHUI
(cTpouHHEe OYKBEH), IIOCJIENOBaATEJBEHOCTE Ko3aka (IpomnmMcHHEe OYKBH,
HykJeoTunel 18-23 SEQ ID NO:1) wu JMIOEpHYKR I[IOCJeIOBaTeJIbHOCTH
(cTpouHHEe OYKBH, HykJeoTunel 24-86 SEQ ID NO:1) Ha b5'-koHIe
TaXeJION LIenm. OTKpHTAa A pamMKa CUMTEBAaHUSA HYKJIEOTUIHOMN

[IOCJIeDOBaATEeJIbHOCTM BKJIOUAET HYKJIeoTUIH 24-1433 SEQ ID NO:1.

dur. 2 npencrapjgeT cobom n300paxeHne HYKJIEOTUIOHOM
[IOCJIeOOBATEJIbHOCTHU (SEQ ID NO:3), KoOupyomen  JeTKyl  lelb
TYMaHU3UPOBAHHOTO MMMYHOTJIOOYJIMHAE, Ha3EBaeMOI'O B OaHHOM

DOKYMEHTe BemoJm3yma, u pacmmbpoBaHHOM aMUHOKMCJIO THOM
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nmocJjlemoBatTeJibHoCTM (SEQ ID NO: 4) JerkoM Uenm. HykJIeoTHOIHAS
[IOCJIeIOBATEJILHOCTE COIEPXUT CalTh KJIOHUMPOBAHUA (CTPOUHHE OYKBH),
[IoCJIeOBaTeJIbHOCTE Ko3aka (NpornmMcHEHe OYKBH, HyKJeoTUIOH 18-23 SEQ
ID NO: 3) n JIMIOEPHYI rocJjienoBaTeJIbHOCTE (CTpPOUHHE OYKBHI,
HykJeoTuasl 24-80 SEQ ID NO:3) Ha 5'-koHlIe TaxejioM Lenr. OTKPHTAaS
paMKa CUMTEBAaHUA HYKJIEOTUIHOM [IOCJIeIOBATEeJIbHOCTHU BKJIOUaET

HyKJIeoTHunu 24-737 SEQ ID NO:3.

our. 3 n3obpaxaeT BHPpaBHUBAHUE AMMHOKMCJIO THEIX
nocjienoBaTeJbHOCTEe  (A) 3pesio TYMaHM3UPOBAHHOM JIETKOM  Lelu
(aMMHOKMCJIO TBL 20-238 SEQ ID NO:4) TYMaHU3UPOBAHHOTO

MMMyHOTIJIOOYJIMHa, Ha3HBaeMOI'0 B IaHHOM IOKYMeHTe BeXoJiM3ymad, u
(B) 3peson TYMaHU3UPOBAHHOW  JIeTKOU Lenm T'YMaHU3UPOBaHHOTO
MMMyHOTJIOOYJIMHAa, Ha3eBaeMOoI'0 B »TaHHOM »OOoKyMeHTe LDP-02 (SEQ 1ID
NO:5). (xacaresgbHo LDP-02, cM. WO 98/06248 m Feagan et al., N.
Eng. J. Med. 352:2499-2507 (2005). Feagan et al. ooucCHBawOT
KJIMHUUYECKNUE MUCCIIeOOBaHUA LDP-02, HO B nx cTarbe LDP-02
HaspBaeTcda MLNO2.) BrlpaBHMBaHME IIOKal3EBaeT, UTO aMUHOKMCIIOTHHE
[IOCJIEOOBATEJIBHOCTHA JIET'KEBIX lemnemn BemoJim3yMada u LDP-02
pazamMyanTca B HOJIOXKeHMAxX 114 m 115 3pefEx JIETKUX Lelel.

our. 4 nsobpaxaeT BHPaBHUBAHUE AMMHOKMCJIO THEIX
nocjiefoBaTeJIbHOCTEY (A) POINOBOM UeJIOBEUECKOM KOHCTaHTHOM o6JacTu
Kamrna-Jerkom  lLenu (SEQ ID NO:6) u (B) POIOBOM  MBIIMHOM
KOHCTAaHTHOM obJjlacTu Kanmna-Jerkon enm (SEQ ID NO:7) .
AMMHOKMCIIOTHEIe oCcTaTkM Thr m Val (Haxomsamuecsa B IHoJOXxeHMAX 114 mu
115 3pejyo¥ Jerko¥M Lenu BenoJusyMaba (aMMHOKMCJIOTH 133 m 134 SEQ
ID NO:4)) NOpPpUCYTCTBYIOT B KOHCTAHTHOM 006JacTM uUeJIOBeueCKOM Karlllla-—
JerKkou uenwu, TOT'Ia Kak aMMHOKMCJIOTHEEe ocTaTku Ala wm  Asp
(Haxonmamurecsa B HoJiokeHusax 114 um 115 3pesont Jerxkom unemnm LDP-02
(SEQ ID NO:5)) OpucyTCTBYIT B KOHCTAHTHOM OO8JIaCTM MBIIMHOM Kalllla-—
JIeTKOW Llenu.

dur. 5 mnpencraBageT coboM kKapTy BekTopa pLKTOK38D (Takxe
Has3pBaeMoro pTOK38MLNO2-TV), KOTOPHEM KOIMPYET TYMaHU3UPOBAHHYIO
TAXKEIJIYD Lelb M I'yMaHM3MPOBAHHYK Jielkylw ULenbk MLNO2 un gpisgeTcd
OPUTOOHEM IJIg [NIPOOYyLUMPOBaHMA BemoJiM3yMaba B kJjeTkax CHO (cwMm.
OyoarKaLuMeo [IaTeHTHOM 3Sageky CIIA N 2004/0033561 Al, KOoTOpad

pacKpeBaeT PLKTOK38. PLKTOK38D npencrapjfgeT cobon BapMaHT
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PLKTOK3S, B KOTOPOM CalTH PECTPUKLUH, YyKas3aHHEHEe Ha Kapre,
GIIaHKMPYT IIOCJEeOOBATEJILHOCTL, KOOMPYKIYH BapuabeslbHyl o0JIacThb
JeTrKoM lLenm) .

dur. oA nsobpaxaer [IPOTHOCTUUECKHKE MO e MU3MEeHeHMA
[IPOLIEHTHOT'O conepxaHmusAa MOHOMeDPa, M3MeHeHMA MIPOLLEHTHOTO
comepXaHMUsa aTrpelaTOB M WM3MeHeHUSd I[IPOLEeHTHOT'O COIepXaHusd IJIaBHOM
U300OPMEl JIMOOUIIMBUPOBAHHOY KOMIOBUIMUM aHTHU-x4R7. Momesn OCHOBAHH
Ha CTaTUCTUUYECKOM aHaJiM3e OaHHHX, [IpuBeleHHHX B Ilpumepe 1.
CpenHsasd JIMHMA IIOKa3HBAaeT pPe3yJbTAaTH OJIA TIPOTHOCTUUECKUX MOoIesien
M  BHENHMe JIMHMM I[OoKas3eeakT 95% IOOBepUTeJIbHEE IHOpenejisl  OJId
IPOTHOCTHUUECKUX  MOOeJIen. dur. 6B wuszo00paxaeT  aJlbTepHaTWBHEE
MOIeJI, OCHOBAHHHE Ha CTaTUCTUMUECKOM aHajJMu3e HaHHexX mig 40°C us
Tabmuu 1-3, BXOIHEMM IllapaMeTpaMy KOTOPHX ABJAKRTCA pH, MoJIgpHOe
COOTHOIIeHME caxap:0eJJoOK M MOJIAPHOE COOTHOIWEeHME apIMHUH:OEeJIOK.
CpenHsad JIMHMA IIOKa3HBaeT pPe3yJbTAaTH OJIA TIPOTHOCTUUECKUX MOIeJlen
M  BHeWHMe JIMHMM I[IOKa3HeakT 95% OOBepUTeJIbHEE IOpenejikl OJid
IIPOTHOCTUUECKUX MOOEJIeN.

dur. 7 wmzobOpaxaeT AaMUMHOKMCJIIOTHHE IIOCJIeIOBaTeJIbHOCTU  (A)
BapnabeslbHOM o0OO0JlacTM Kalla—-JIeTKOM LelM 3peJiolo UYeJIOBEUeCKOTO
GM607'CL aHTUTeJla WU (B) BapnabeJIbHOM 0OOJIaCTU  TSXEJIONM  Lelu
yejioBeUyeckoro 21/28'CL.

our. 8 npencrapJjfgerT coBon rpadmk, IIOKa3LBawnmui, uTo

CoIoepXaHlne TBepPOBIX BellleCTB n Harl'py3Ka BJIIMIAKT Ha BpeMAd

BHICYIIMBAHMSA  (UMCJIa Ha JMHMSX YKa3HBalT BPeMsa BHCYIIMBAHUSA B
MMHYTax) .
our. 9 npencrTaBJIgeT cobom  rTpaduk, IIOKa3LIB AN, yTo

BenmoJsm3ymMad He 3a0epXnBaeT HayaJo IPOABJIEHUSA KJIMHUYE CKUX
CUMIITOMOB 3KCIEPMMEHTAJIEHOTO ayTOMMMYHHOTO BDHIedajioMuelnTa (EAE)
[I0 CpaBHEHMI C KOHTpOJIeM II0 Iuiaueto. HaTanms3yMa® CymeCTBEHHO
(p<0,05) =zamepxrBaeT TIMPOABJIEHME KIMHMUECKUX CUMITOMOB EAE 10
CPpaBHEeHUID C KOHTPOJIeM II0 ILj1auefdo.

IOETAJIBHOE OIIMCAHME W30BPETEHNMA

VzobpeTeHMe OTHOCHUTCH K KOMIIO3MUMM, coOepXamel aHTUu-xdp7
aHTHUTeJa. KomMniozuuum MOTYT OBITH CMeC MU, coepXalMn
HeBOCCTaHaBJIMB AU caxap, aHTU-x4pR7 AHTUTEJIO " OIOHY I

HEeCKOJIBEKO CBOOOIHEIX AMMHOKIMCJIIOT, nprnmuyeM MOJIAPHOE COOTHOIIEHNME
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HEBOCCTAaHAaBJMBAKIIETO caxapa K aHTu-odB7 aHTUTeJly MMeeT 3HaueHUe
Bojiee 600 MOJIB HeBOCCTAaHAaBJIMEBAKIMM caxXap:l MOJb aHTU-x4pR7
aHTuTeJa. KOoMIO3MUMM MOTYT HaxXOOUTbLCHA B TBEpPOOM WM XUIOKOMU
dopme.

OnpepejsieHnA

TepMuH “papMalleBTHMUEeCKasd KOMIIO3MLIMA”Y OTHOCUTCH K IIpenapatTy,
comepxeMy aHTU-04R7 aHTHUTeJIO B (QopMe, IO3BoOJALmEN SOPOeKTUBHO
ofecrneumTs OUOJOTUUECKYK aKTMBHOCTL aHTUTeJa, M He coIepxamemn
OOIIOJIHUTEJILHEX KOMIIOHEHTOB, ABJIAKMIUXCS HeOIpueMJIeMO TOKCUUHBIMM
oJjsg cyObnLeKTa, KOTopoMy OyIeT BBOOMTLCS KOMIIOSUIIMA.

“CrabuJlbHOM” ABJAeTCHA KOMIIO3UIMA, B KOTOPOW coIepXameecs B
Hell aHTUTEeJIO B 3BHAUUTEJIBHOM CTeleHM COXPaHSeT CRBOK OQU3UUECKY
CTabUJILHOCTD n/nnm XYMAUECKYIO CTabuJILHOCTE /NI CBOK
BMOJIOTUUECKYIO aKTUBHOCTD opu XpaHeHUN . B OOHOM  acIllekTe,
KOMIIOBUIIMA B SHAUUTEJILHOM CTelleHM CcoXpaHdaeT CBO (QU3MUECKYyID U
XVUMMUECKYK CTabMJILHOCTEL, a TakXe CBOK OMOJOTHMUECKYK aKTUBHOCTH
Opu XpaHeHuM. Ilepron XpaHeHMsS OOHUHO BHOMpPanT Ha OCHOBAaHUU
openrnojlaraeMoIro CpoKa TOOHOCTHU KOMIIOBULIUNA . PasJnuHbe
aHaJIMTUUEeCKMEe MeTOIOMKM M3MEepeHMSa CTabuJIbHOCTM Oejika WM3BECTHEH
crieuuaJMcTaM UM PacCMOTpPeHH, HalpuMep, B Peptide and Protein Drug
Delivery, 247-301, Vincent Lee Ed., Marcel Dekker, Inc., New
York, N.Y., Pubs. (1991) um Jones, A. Adv. Drug Delivery Rev. 10:
29-90 (1993).

“eaMUIMPOBaHHOE” MOHOKJIOHAJILHOE aHTUTEeJIO IPpeldcTaBJjiseT cobol
aHTUTEJIO, B  KOTOPOM OIMH MJM HECKOJIbKO aclapalMHOBHX  MJIU
TJIY TaMMHOBEIX OCTaTKOB BLUIM  OePUBATUIUPOBAHEH, HanlpuMmep, oo
acrnaparmMHOBOM KMCJIOTH WM M30acllapalMHOBOM KMCJIOTH.

AHTUTEeJIO, VBOCIHPUMMUMBOE K HOeaMUIOVMPOBaHML”, [IpelcTaBJisgeT
cobomn aHTUTEJIO, BRJIOUAKILIEES OOVH WK HeCKOJIBKO OCTaTKOB,
DeMOHCTPUPYIIMX CKJIOHHOCTE K IeaMUIMPOBAHU.

AHTUTEJIO, “BOCIPUMMUMBOE K OKMCIeHUD”, IOIpeIOcTaBgeT cobon
aHTUTeJIO, BRJIOUAKIEES OIoVH WU HeCKOJIEKO OCTaTKOB,
IDeMOHCTPUPYIIMX CKJIOHHOCTE K OKMCJIEHU.

AuTHUTEJIO, “BOCIPUMMUMBOE K al'pel'MpoBaHun’, opencrTaejgeT
coBOoM aHTUTEJIO, KOTOpOoe IeMOHCTPpHUPYeT arpelMpoBaHMe C IpyTou

(IpyTuMM)  MOJIEKyJlaMM aHTuTeJla, ocobeHHO, IIPM BaMOpaXuBaHUM,
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HarpeBaHWM, BHCYIMBAHUM, BOCCTAHOBJIEHUU U/WIKM IIepeMellMBaHUMU .

AHTUTEJIO, “BOCIPUMMUMBOE K QparMeHTauusa”, NOpedcTaBJIgeT CoOoM
AHTUTEJIO, KOTOpOEe IeEMOHCTPUPYET pacllellJIeHMe Ha »OBa WM OoJblle
dparMeHTOR, HaIpPMMEpP, B CBOEM MapHMPHOMW oOOJIacTH.

“BOCCTaHOBUTEJNBHOE IeaMMAOMPOBaHME, OKMCIeHMe, aTlpeTlupOoBaHue
M QpparMeHTauusa” MCHOJIBE3YTCHA OJA O0O0O03HAUeHMA IIPeOOoTBpPalleHUA
WM CHUXeHUs (Hanopumep, mo 80%, 60%, 50%, 40%, 30%, 20% mum 10%)
BeJIMUVMHE  JTeaMUOUPOBaHUAI, arperMpoBaHMA MJIM  dparMeHTaluM  II0
CpaBHEeHND c MOHOKJIOHAJIbHEIM AHTUTEJIOM, IPUTOTOBJIEHHEM Ipu
OTJIMUHOM 3HaueHuMM pH miam B OpyroM Oydepe.

“Arperatr”, “Yarperar SEC (arperar, onpeneyIgeMEl MeTOIOM
PEeKCKIIIO3MOHHOM xpoMaTorpadpum) ” VI “pacTBOPUME arperatr”
OpencTaBJIgT coboM oT OoJjlee OOHOTO OO He 0OoJjlee »OecaTu OeJIKOB
/M PparMeHTOB aHTUTeJI, acCCOLUMPOBAHHHX OPpyT C IPYTOM IIYyTeM
KOBaJIEHTHHX VI VIOHHBIX VI TUIPODOOHKX B3auUMOIEeNCTBUN C
obpasopaHMeM 0oJiee KPYIHOTO OeJIKOBOTO Tela.

“HepaCTBOPUMEIM aTperaT” wiaM “yacTula” [OpelcTaBJgeT cobon
foJjiee mecaTu OeJIKOB U/UIM (parMeHTOB AaHTUTEJI, aCCOLUUMPOBAHHEX
OpyI C OpyI'oOM IIYTEeM KOBAJIEHTHEIX WJIM MOHHHX WM TUIPOOOOHHX
B3auUMOIEVCTBUNM C ofOpa3oBaHmMeM 0OoJee KPYIHOTO OeJIKOBOTO TeJla.

B wumcnojgp3yeMoM TYT 3HaueHMUHM, “OuoJoTrMUecKas aKTHMBHOCTHL”
MOHOKJIOHAJILHOT'O aHTUTeJIa OTHOCUTCHA K CIIOCOOHOCTU aHTUTeJIa
CBABEBATLCSA C AHTUTEHOM M IIPUMBOOMUTL K UM3MEPUMOMY OMOJIOTMUUECKOMY
OTBETY, KOTOPHM MOXeT OBTb M3MepeH 1in Vitro miaM 1in vivo. Takasga
AKTUBHOCTEL MOXET OBTL aHTAT'OHMCTHMUECKOM MJIM aTlOHUCTUUECKOM.

MoJekyJa KJIETOUHOM TIOBEPXHOCTH, “MHTerpuH «4dR7”, wnamu “odB77,
opencraBJgeT coboM TreTepoluMep oy Lenu (CD49D, ITGA4) u (7 uenu
(ITGB7) . Kaxnasa LIelb MOXeT bopMHPOBATE TeTepoOuMep C
aJlbTepHaTUBHOM I1eNbld MHTeTIpMHa, Cc obpas3oBaHueM o431 WMIN  oEP7.
YejioBeUeCKMEe TeHH o4 U P7 (GenBank (National Center for
Biotechnology Information, Bethesda, MD) RefSeq HoMepa H»oCTyIa
NM 000885 m NM 000889, cCoOOTBeTCTBEHHO) 3SKcIOpeccupyiorcas B u T
JuMpoMTaMM, B YaCTHOCTHM, JuMbpoumTamu namMaru CD4+. TUIMUHO IIJIA
MHOTHUX WHTETPUHOB, «4B7 MOXeT CyMeCTBOBaATh B COCTOSHUM IIOKOS WJIM
B AaKTUBMPOBAHHOM COCTOSHUMU. Juraunoer o4pB7  BRIOUAKLT MOJIEKYITY

anresmy COCYIOUCTEIX KJIETOK (VCAM) , OMBPOHEKTUMH ¥ MYyKO3aJIbHHM
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anpeccuH (MAdCAM, HanpmuMmep, MAJCAM-1).

B MCHOJB3YeMOM TYT 3HAUeHUM, UYeJIOBEeUeCKUM MMMYHOTJIOOYJIMH WJINU
ero AHTUTEeHCBA3HBAMNUM  dpaTlMeHT, obamanmuy  “CHeUMPUUHOCTEIO
CBA3BBAHMA C KOMILIeKCOM o4fB7”, cBaAs3mBaeTca ¢ «dpB7, HO He c wo4dpl
i oEB7.

B wucHonojgb3yeMoM TyT 3HadyeHUM, “UI0TOHMUUecCKad” KOMIIO3MULUA
MMeeT IIO CYIEeCTBY Takoe Xe OCMOTHUUYEeCKOe IaRJIeHUe, Kak WU
yeJIoOBeUeckasd KpPOBb. M30TOHMUECKME KOMIIO3IULIMKM OyOoyT OOBUHO MMeThb
OCMOTHUECKOEe HOabBJieHMe OT HOpuMepHOo 250 mo 350 mMOcM. VM30TOHMUHOCTBH
MOXeT OBTH M3MEepeHa, HalpuMep, [0 HOaBJIEHMK Ilapa WM C [IOMOIBI0
OCMOMEeTpa 3aMopaXuparmel'o TUIIA.

B ucnojgb3yeMoM TYT 3HaueHUM, “OydbepHHM areHT” OTHOCHUTCHS K
Bybepy, KOTOPHM MNPOTUBOOEMCTBYET M3MeHeHUAM PH B pesyabTaTe
BO3OEeNCTBUA KOHBOI'MPOBAaHHEIX KOMIIOHEHTOB KMCJIOTa-0OCHOBaHMIe .
BEybepHElM areHT MOXeT I[PUCYTCTBORATL B XMUIOKOW WM TBepIou
KOMIIO3ZUILIMKM IO M300peTeHM. BybepHHM areHT YyCTaHaBJIMBaeT BeJIUUMHY
pH koMmosmumMy B MHTepBajle OT IIpuMepHOo 5,0 @nmo mnpumMmepHo 7,5, OT
opuMepHo 5,5 no npmuMepHo 7,5, oT oOpuMepHO 6,0 OO IpMMepHO 6,5,
WY BeJIMUMHYy pH, paBHY IPUMEPHO 6,3. B OOHOM acleKTe, IIPUMEPE
OybepHEIX ar'eHTOB, KOTOPHEe OynoyT pelyiarpoBaTh BeJMuMHy pPH B
orarnasoHe 3HaueHur or 5,0 mo 7,5, BrkiaIouanT alleTaT, CyKIMHAT,

TJIOKOHAT, TUCTUOMH, LUuTpaT, dochar, MajgeaT, KakoamjaT, 2-[N-

MOPQOJIMHO ] TaHCYJIEPOHOBYIO KMCJIOTY (MES) , Buc (2-
TUIPOKCUBTUII) UMMHOTPUC [ TMOPOKCHUME TUII ] METAH (Bis-Tris), N-[2-
aleTaMmMuoo | —2-MMUHOIOIUYKCYCHYVYIO KMCJIOTY (ADA) , TN MIITJINIIMH n

opyrme Oydepel Ha OCHOBe OpraHMYecKMX KUCJIOT. B IpyroM acHoekTe,
OybepHEM aTeHT [0 HacCToAleMy MU300peTeHUID IIpedcTaBjigeT cobon
TUCTUOVH WMJIM LUTPaT.

“TUCTUIOIMHOBHM 0Oydep” mnOpencTaBisgeT coboy Oydep, coIepxammin
VIOHBEL TUCTHUIOVHA. I[IpUMEPH TUCTUIMHOBEX Oy(depOoB BKJKOUYAKT pPaCTBOPEH
TUCTUIOVHA xJjiopuna, TUCTUOMHA alerara, TUCTUIOVHA docdhara,
TUCTUOMHA CcyJbbaTa. IMCTUIVMHOBEM Oyvbep wmiau 0Oydep THUCcTUOIMH-HCIL
uMeeT pH npumepHo or 5,5 mo 6,5, npmmepsHo ot 6,1 mo 6,5, wm
npuMepHo pH 6, 3.

“Caxapun” B IOaHHOM OOKYMEHTe O3HauvaeT COelIMHeHMe, MMeKlee

obmywn ¢opMyJty (CH20)n, M ero OPOM3BOIHEE, BKJOUAS NMONocaxapumH,
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OMCaxXapumr, TpUCaxapuiL, IOJIMCaXapuOH, CaxapoCIMUpPTH,
BOCCTaHaBJMBAaKIMe caxapa, HeBOCCTaHaBJIMBaKmMe caxapa ¥ T.O. B
OIDHOM acIleKTe, MIPUMEPH CcaxapuIoB II0 HACTOdIleMy M300peTeHMUo
BKJIOUAT  TJIOKO3Y, caxaposy, Tperajosy, JIaKTO3Y, bpykrTO3Y,
MaJIbTO3Y, IOeKCTPpaH, SPUTPUT, TJIMIEepWH, apaduT, CUJIMUT, Copbur,

MaHHUT, MeJuduoszy, MeJUINTO3Y, padrHO3Y, MaHHOTPMUO3Y, CTaxnosy,

MaJlLTO3Y, JIaKTYyJIO3Y, MaJIb TYJIOBY, TJIOLIAT, MaJIbLTUT, JIAKTUT,
M30OMaJIbTYJIOBY UM T.o. Caxapun MoOXeT OBHTE JIMOINPOTEeKTaHTOM. B
IPpYyTOM acIrexTe, caxapun B DaHHOM OOKYMEeHTe o3HauvaeT

HeBOCCTaHaBJIMBaIUNY IMCaxapul, TakoM Kak caxaposa.
“IoBEPXHOCTHO-aKTUBHOE BemecTBO” B OaHHOM OOKYMEHTE
OTHOCUTCS K aTleHTy, KOTOPHM I[IOHWXKAET IIOBEPXHOCTHOE HaTIXeHUe
KUOIKOCTM. [IOBEPXHOCTHO-aAaKTMBHOE BEMEeCTBO MOXeT OHTb HEMOHHBEM
[TOBEPXHOCTHO-aKTMBHEM BEMECTBOM. B OIOHOM acriexkTe, MIPVIMEPH
[TIOBEPXHOCTHO—aKTMBHEIX BEMECTB B IOaHHOM  JOKYMeHTE BKJIOYAKT
nojmcopdarT (MOJIMOKCUB TUIIEHCOPOMTaHMOHOJIaypaT, HaIlpuMep,
nojmcopdaT 20 u nojmcopdar 80) ; TRITON (T-
OKTUJIQEHOKCUIIOJIMDS TOKCURTAHOJ, HEeMOHHHM IeTepreHT, Union Carbide,

nouyepHasa koMmrnaHuMsa Dow Chemical Co., Midland MI); @pmomeumjcyJjbdoar

HaTpuUsa (OCH) ; JaypuicyabbaT — HaTPHUS; HaTpUad  OKTUJITJIMKOS3UI ;
Jaypwuii-, MUPUCTUII-, JIMHOJIEMJI- WJIM CTeapwicylbdobeTamt; Jaypui-,
MUPUCTUII=, JIMHOJIEWJI- WJIM CTeapuICapKO3UH; JIMHOJIEWJI-, MUPUCTUII-
NI neTuibeTanH ; JlaypoaMUOonpoOIniI-, KOKaMUIOIPOIMII—,
JIMHOJIe aMUIOOIIPOIMII—, MUPUCTaMULOIPOIINII—, NaJMaMUIOONIPONIMUII-  WUJINU
M30CTeapaMUIOoNpPOonMiId®eTanH (HampumMmep, JIaypOoaMUIOOIIPOIINII) ;
MUPUCTaMUIOIPOINII—, HaJMaMUIOOIIPOIMII- W

M30CTeapaMMIOOIIPOIIMIIIVMME TMIIaMIH,; HATPMA METUMIIKOKOWMII— WMJIM IVMHaTpMA

MeTUJIOJIenIITaypaT; copOuUTaHMOHOIAJIBEMUTAT ; u cepusa MIPOIOYKTOB
MONAQUAT (Mona Industries, Inc., Paterson, N.J.);
MO TUIITJIMKOJIE  (PEG), TIOJUIIPONUIIEHTJIMKOJIb (PPG) m® CONOJMMEPEH
MIOJIOKCUB TUJIEH— Y TIOJIOKCUIIPOIUIIEHTJIMKOJI S (HanmpuMep, TJIOPOHUK
(Pluronics) /mojiokcamMep (Poloxamer), PF68 m T.m.); ™" T.Om. B

OPpYyT'OM  acCIIeKTe, [TOBEPXHOCTHO—-aKTUBHOE BEeIeCcTBO IpencTaBJISgeT
cobom nomucopbdat 80.
TepMuH “aHTUTeJIO” B OaAHHOM JOKYMEHTEe MCIOJIBE3YEeTCHd B CaMOM

IMpoKOM CMBICJIE U, foJiee KOHKPETHO, OXBaTEIBaeT IIOJIHOPpasMEepPHEIE
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MOHOKJIOHAJIb HEIE aHTUTeJa, VIMMYHO T'JI0 Oy JIVIHEL, [IOJIMKJIOHAJIbHEIE
aHTUTeJa, MyJIb TUCTIIEHIUPUUECKME aHTUTeJa (HanpuMep,
fbucrneunudpmueckKkme aHTUTeJa), o00pasoBaHHHE M3 IO MeHbIle Mepe OBYX
[IOJIHOPAa3MEPHEIX aHTUTeJI, HallpuMep, Kaxmoe K OTJUYHOMY aHTUIEeHY
WUIN  DIUTOIY, ¥V MHIOIMBUIOYAJIbHHE aHTUTeHCBA3HBaKIMe O(Gpal'MeHTH,
BKJiouasgs dAbs, sckFv, Fab, F(ab)'z, Fab', BkJouasg uUeJlOBeuecKlUe,
T'YMaHM3MPOBAHHEE M aHTUTeJla OT BUIOOB, He ABJIAKIMXCH UYeJIOBEKOM, U
pPexkoOMOMHAHTHHE aHTUTeHCBA3HBaKmMe (QOpPMH, TakMe Kak MOHOTeJla U
omaTeJa.

MoJISpHEIE KOJMUeCTBa WM COOTHOWMEeHUS aHTu-«4pR7 aHTHUTesa K
OIPYTMM 3KCUUIIMEHTAM, OIMCAaHHBEM B HOaHHOM OOKYMEHTe, pPaCCUMTHEBAT
Ha OCHOBE TIIPEenIIoJIOKEHMA O MNIpUOIM3UTEIBEHOM MOJIEKYJISPHOM Bece
anTuTeJa npuMmepHo 150000 pmaapToH. QaKTUUECKUM MOJIEKYJIAPHEI BecC
aHTuTeJla MoXeT oTJuuarbca oT 150000 @majbToOH, B 3aBUCHMMOCTM OT
aAMMHOKMCJIOTHOTO cocTaBa MJIM TOCTTPAHCHIALUMOHHOW  MOIUOUKALIUM,
HaopyMep, B 3aBUCUMMOCTM OT KJIETOUHOM JIMHMUM, MCIOJbL3yeMOM IJA
SKCHOpEeCcCUuM aHTuTesa. QPaKTUUeCKMM MOJIEKYJIAPHHM BeC aHTUTeJla MOXeT
HaxXxoOUTbECA B Ipemejiax 5% or 150000 masbToH.

TepMrH “UeJIOBeUeCKOe aHTUTEJIO” BKJUaeT aHTUTEJIO, CcolepxXallee
[IOCJIeIOBATEJIbHOCTE, BHIEJIEHHYIO ns3 [IOCJIEOOBATEJILHOCTHU
UeJIOBEUEeCKOT'O 3apOoNHIIEBOTO MMMYyHOIJIOOYJIMHa, TakKoe KaK aHTUTEeJIO,
IIOJIyUeHHOEe OT TPaHCTEeHHEX MBIIel, comepxallux IT'eHb UYeJIOBeUeCKOTO
MMMYHOTJIODYJIMHA (HanpuMep, XENOMOUSE TeHHO-MHXEeHEPHEIX MBI e
(Abgenix, Fremont, CA), HUMAB-MOUSE ®, KIRIN TC MOUSE™
TPAaHCXPOMOCOMHEX MuIey, KMMOUSE® (MEDAREX, Princeton, NJ)), ux
yeJIoBeUueckux OubiamoTexk GaroBOTO IOMCILJIes, KIeTOK UeJIOBeUeCKOM’
MMEJIOMEl MJIM UYeJIOBEeUeCKMX B-KJIETOK.

TepMrH “MOHOKJIOHAJIbLHOEe anTuTeso’”, B MCIIOJIbE 3y EMOM TYyT
3HAUEHWM, OTHOCHUTCH K aHTUTeJy, IIOJYYEeHHOMY W3 TIMONyJSlVM B
3HAUUTEJILHOM CTeleHM TOMOTEeHHHX aHTUTeJ, T.e., WHIMBUIYyAaJIbHBE
aHTHUTeJa, COCTaBJdKIMe IMIONYJLLMD, ABJISOTCAS UISHTUUYHEMY M/UJIINU

CBA3EBBaAaKLTCA C OIOHVMM ¥V TeM Xe 3SIIMTOIIOM, 3a MCKRJIIKYeHMeM BO3MOXHEIX

BapMmMaHTOB, KOTOPEHE MOTWYT BO3HIMKATBE Inpm IIpooyumMpOBaHMM
MOHOKJIOHAJIbHEIX aHTHTeJI, InpnyueM TaKve BapMaHTEH OOBIUHO
IIpMCyTCTBYROT B He3SHauUMTeJIbEHBEX KOJIMUYeCTBax. B oTJIinMure oT

IpeliapaToB ITOJIMKJIOHAaJIbB HEIX aHTrTes I, KOTOPHE TUIINMYHO BKJIKY AT
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pasHHE aHTHUTeJa, HalpaBJIEHHHE [IPOTUB PasHBX IETEPMMHAHTOB
(PIMTONOB) , T'Ie KaxXIoe MOHOKJIOHaJIbHOE aHTUTEJIO HallpaBJIEHO IIPOTHUB
OTHeJILHOTO IeTepMMHaHTa aHTuIeHa. OnpenejieHMe “MOHOKJIOHAJIBLHEIM”
YKasEBaeT Ha XapaKTep aHTHUTeJa KaK I[IOJYYeHHOTO OT B 3HaUMTeJILHOMU
CTeleHM TOMOTEHHOM IMIONYJIALUMM aHTUTeJI M He IOJDKHO MCTOJIKOBHBATLCSH
Kak Tpebypillee NIPpOOYyUMPOBaHMA aHTUTeJla KaKuMM—-JMOO  KOHKpPEeTHEM
crnocoftoM. Hampumep, MOHOKJIOHAJIBHHE aHTUTeJla OJIS MCIOJb30BaHUA B
COOTBETCTBMM C HacToAmMM mu300peTeHMeM MOTYT OBTE  IIOJIYyUeHEH
TUOPUOOMHEIM CIIOCOOOM, BIEepBHe onomucaHHeM Kohler et al., Nature,
256:495 (1975), wmiaM MOTYT OHTH IIOJIYUEHE MEeTOoOaMM pPeKOMOMHAaHTHEX
IOHK (cM., HamnpuMmep, HOaTeHT CIA N 4816567). “MOHOKJIOHAJBbHHE
aHTuTeJa” Takxe MOT'YT OHTB BHIOEJEHH M3 OUOJIMOTEKM (QaTOBHX
AHTUTEJI C MCIOJIb30BaHMEM MeTOIOMK, OIMCaHHEX, HalpuMep, Clackson
et al., Nature, 352:624-628 (1991) wmu Marks et al., J. Mol.
Biol., 222:581-597 (1991).

MOHOKJIOHAJIE HEIE aHTUTEeJIa 1o HaCTOAMeMy n300peTeHuo, B
YacTHOCTHM, BKJOUAT “XMMEepHHe” aHTMTeJla, B KOTOPHX UYacCTb TIXeJIOn
U/ WMan  JIeTKOM LenM MUISHTUYHa C WIM TOMOJIOTMUYHA COOTBETCTBYIOMIUM
[IOCJIeOOBRATEJIbHOCTAM aHTUTEeJI, IIOJIYUEHHHX OT KOHKPETHOTO BUIa WU
IpMHaOjexalMx K KOHKPEeTHOMY KJacCy WM IIOOKJIacCy aHTUTeJ, B TO
BpeMA KaK ocCTajlbHagd dYacTb Lelu (Lenen) UOeHTUYHa C  WIKu
TOMOJIOTHMUHA COOTBETCTBYKIEN [IoCcJIeOBaTEeJIbHOCTHU aHTUTeJ,
[IOJIYUEHHOM OT »OpyI'oT'o BUIa WM IIpMHaIJexamel kK IpyToMy KJaccy
WM TIoIKJIacCy aHTUTeJI, a TakXe O¢parMeHTHEH TakuUx aHTUTeJ, IIpHu
YCJIOBUM, UYTO OHM MIPOABJILKT XeJaTeJIbHYyKD OMOJOTMUEeCKYyl aKTMBHOCTB
(maTeHT CIIA N 4816567; m Morrison et al., Proc. Natl. Acad. Sci.
USA, 81:6851-6855 (1984)). XuMepHble aHTUTeJa, IpeldCcTaBJIAgKINe
MHTepeC II0 HacCTodAlleMy M300peTeHMK, BRJINYAKT “IpuMaTU3UpOBaHHBEe”
aHTUTeJa, comepxamme BapuabeJib HEl IOMEH AHTUT EHCB A3EB AKX
mocjienoBaTeJLHOCTEN, IIOJIYUEHHEM OT He  ABJAKIEeTIOCS UYeJIOBEKOM
opuMaTa (HaopyMep, MapTHIIKM, UYeJIoBeKooOpas3HoM 00e3bsSHH UM T.O.) U
IOCJIeIOBATEJILHOCTU UeJIOBeueCKOV KOHCTaHTHOM ofJacTu.

“AHTUT€HCBA3HBaKINeE bparMeHTE” TYMaHM3MPOBAHHOTO
VMMYHOTUIOOyYJIMHa, [PUTOTORBRJIEHHHE B KOMIO3MUMKM II0 M300peTeHun,
comepxaT IIO MeHbllell Mepe BapuabesJbHEE 00JAaCTM TIXeJION W/UIKn

Jerkon Uene aHTM-x4PB7 aHTUTeJa. Hamopumep, aHTUTEHCEI3HBAalMUNI
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bparMeHT BenoJm3yMaba COIOEpPXUT aMMHOKMCJIOTHEEe ocTaTku 20-131
[IOCJIeIOBATEJIbHOCTE TYMaHM3MPOBAHHOM JeTrkou lenu SEQ ID NO:4.
[IpyMepsl TaKMX aHTUTEeHCBA3HBaAKIUX (parMeHTOB BKJIOUAKT OQpalMeHTH
Fab, o¢parmMeHTH Fab', scFv u odoparmMeHTE F(ab')z IyMaHU3UPOBaAHHOI'O
MMMy HOTIJIOOYJIMHAE, M3BECTHEE crieumajiMcTaM. AHTUTEHCBA3HBAKIINE
dparMeHTH I'YMaHM3MPOBAHHOT'O MMMYyHOIJIOOYJIMHA I[1I0 M300peTeHMI MOTYT
OBITE [IOJIYYEHH oyTeM bepMeHTaTUBHOTO pacuenjeHns W
PEKOMOVMHAHTHEMM  MeTOIaMM. Hanpumep, TUOPOJINS maravHoM  WJu
[IelICMHOM MOXeT OHTH MCIOJIB30BaH OJIS I[IOJIydeHMsa QparlMeHTOB Fab wuim
F(ab'")2, cooTBeTCTBEHHO. AHTHUTeJIa MOIYT TakXe OHTH IIOJIyUYeHHE B
Pa3JIMUHEIX YKOPOUWEHHHX (QopMax C MCIOJb30BaHMeM I'€HOB aHTuUTeJla, B
KOTOpPHE OBUIM BBEIOEHH OIVMH WJIM HEeCKOJIBEKO TEPMUHUPYKRIMX KOILOHOB
JleBee IPUMPOIOHOTO CalTa TepMMHaluM. Hanopumep, pPeKOMOMHAaHTHHN
KOHCTPYKT, KOOUPYIMM TSXeJYD Lelb ¢parMeHTa F(ab')z:, MoxeT OHTH
CKOHCTPYMPOBaH TaKUM obpasomM, UTOOH OH BRJIOYAJ IOHK-
[IOCJIenOoBaTeJIbHOCTHY, kKonupyomue CHi IOOMeH M WNapHUPHY OOJIacThb
TOKeJIOM Lelu. B OOHOM aclekTe, aHTUITeHCBSA3HBaKIMe (QparMeHTH
VHIUOMPYIOT CBA3HBaHMEe MHTelprHa o437 ¢ OOHUM WM HEeCKOJIBKMMM U3
ero JIMI'aHOoB (HaIpMMep, MyKO3aJlbHEM anpeccuHoM MAJCAM (HamopuMmep,
MAdCAM-1), OOUOPOHEKTUHOM) .

T'nonposms AHTUTEJI rnarnanHoOM naer oBa UOEHTUUHEIX
AHTUIEeHCBA3HBAKIMX  (parMeHTa, HaseHBaeMux OparMeHTamMu  “Fab”,
KaxIOell U3 KOTOPEIX  MMeeT OnoVIH AHTUT eHCB A3HB aommi camT u
OCTaTOUHHM ¢parMeHT “Fc’”, HasBaHMe KOTOPOTO oOTofpaxaeT eTo
CIIOCOOHOCTE JIET'KO KpUCTaJM30oBaThCad. O0paboTka IIEICMHOM HOaeT
bparMeHT F(ab')2, KOTOPHM COOEPXUT IOBa AHTUIEeHCBA3HBAKMMUX CcalTa U
COXpPaHseT CIOCODHOCTE K IIEePEeKPEeCTHOMY CBSASEBAHMKD C aHTUIEHOM.

“EFv” 1npemncrTaBageT cobo  pparMeHT aHTHTeJa, COCTOAIMM U3
ovMepa OIHOTO BapuabeJJbHOTO IOOMeHa TSXeJIOM LelM ¥ OOHOTO
Bapra®elIbHOTO OOMEHa JIETKOM llelM C HEeKOBAaJIEHTHOM accolMaluel.

dparMeHT Fab TakXke COIEepPXUT KOHCTAHTHEM OOMEH JIETKOM LEeNu U
IIepBEM KOHCTAHTHHM nomMeH (CH1) Taxesgor uUenmu. OpaTMeHTH Fab'
OTJIMYATCA OT OGparMeHTOEB Fab npobaBjieHMEeM HEeCKOJIBKMX OCTaTKOB Ha
Kapbokcu-koHIe CHl-moMeHa TOKeJIOM — Lenu, BKJIOUAA  OOVH  WJINU
HeCKOJIbKO LMCTEMHOB M3 MapHMpPHOM oOJlacTM aHTUTeJla. Fab'-SH B

IOaHHOM HOOKyMeHTe o0o03HauaeT Fab', B KOTOpPOM LMCTEMHOBEM OCTAaTOK
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(ocTaTkM) KOHCTAHTHEIX IOOMEHOB HeCeT TIIO MeHbBIleM Mepe OIHY
CBODOIOHYIO TUOJILHYIO TPYIIny. F(ab')-bdparMeHTH AHTUTEJI
IIepBOHAYaJIbLHO TIOJIydajiM B BuIe Hap Fab'-bopar'MeHTOBR C MapHUPHBEMU
UMCTEMHaMM MexXxIOy HMMM. Takke WM3BECTHH JIpyIMe XUMUUeCKUe CBA3U
bparMeHTOB aHTUTE.

“OpHouenoueuHsle Fv” wmiam “scFv” ¢parMeHTEHL aHTUTEJ COLoepXaT
Vi M Vi OOMEHH aHTUTeJI, B KOTOPHX TaKue IOOMEeHH I[IPUCYTCTBYIOT B
OTHeJIbHOM IMOJUIENTUOHOM Lelu. B OIHOM acliekTe, IOOJUIENTUO Fv
OOTIOJIHUTEJILHO COHOEPXUT TIOJUIIENTUIHEM JIMHKep MexIOy IoMeHaMu Vu U
Vi, KOTOpHM ofecrneumMBaeT BO3MOXHOCTE OOpasOBaHMA XeJaTeJIbHOM IJid
CBA3HBaAHUSA aHTUTEeHa CTPYKTYPEH scFv. 0B30op scFv  mnpuBeneH
Pluckthun B The Pharmacology of Monoclonal Antibodies, vol. 113,
Rosenburg and Moore eds., Springer-Verlag, New York, pp. 269-315
(1994) .

Tepvuur “omarTesia” OTHOCUTCA K MaJEM QparMeHTaM aHTUTeJ C
OBYyMH AHTUTeHCB I 3HEB ally MU camTamm, conepXamym BaprabesIb HEM
TSOKeJBEM »OoMeH (Vy), COeIMHEeHHHM C BapMabOelIbHEM JIeTKMM ITOMEHOM
(Vi) B TOM Xe INoJMOeNTHuIHOM uLenu (Vy-Vy). Bjgaromapsa MCIIOJb30BaHUIO
JMHKEepa, CJIMIIKOM KOPOTKOTO s TOTO, YTOOH 00eCreunTs
BO3MOXHOCTEL CIapuBaHMA IOBYX IOOMEHOM OINHOM LelM, IOMEHH BHHYXIEHE
CllapMBaTLCHA C KOMILJIEMEHTapHHEMM »OOMeHaMM IpyToM LelM M CO3OaBaTh
IOBa AaHTUIEeHCBA3HBAaMMX calTa. [JuaTejla OIMCAaHHH ©OoJjlee MIOOPOOHO,
HanpvMmep, B EP 404097; WO 93/11161; wn Hollinger et al., Proc.
Natl. Acad. Sci. USA, 90:06444-6448 (1993).

“loJiHOpasMepHoOe aHTUTeJIO”  HOpelcTaBJISAET cobor  aHTUTEJIO,
comepxalee AaHTUTEeHCBA3HBAKIYK BapuabelbHyl 00JlacTb, a Takxe
KOHCTAHTHHEM »OOMeH JieTKoM unemnu (Cp) ¥ KOHCTAHTHHE IOOMEHH TIXeJION
unenyt, Cui, Cu2 ¥ Cu3s. KOHCTaAaHTHHE MHOOMEHH MOTYT OHTE KOHCTaHTHHEMU
IOMeHaMM HaTMBHOM IIOCJHIeOOBaTeJIEHOCTHU (HanlpuMep, KOHCTaHTHHMU
IOMeHaMV HaTHMBHOM MNOCJIENOBATEJILHOCTM UYeJIOBEeKa) WM BapMaHTaMM MX
AMMHOKMCJIO THOM IOCJIeNOBATEJBHOCTH ., B OINHOM acrnexkTe,
[IOJIHOpasMepHoOe AHTUTEJIO obiamaeT ONHOM W HeCKOJIbK/MA
SOOEKTOPHEMM QYHKIMAMA .

“BapMaHT AaMMHOKMCJIOTHOM IIOCJIeHOBATeJIbHOCTH”  aHTUTeJla IO
HacTodAlleMy  M300peTeHMI  O3HaudaerT AHTUTEJIO c AMMHOKMCJIO THOM

InocjienoBaTeJIbHOCTEIO, KOTOpad oTJIM4dYaeTCHd oT OCHOBHOTO THUIIa
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anTurejs. OOHUHO, BapMaHTH aMMHOKMCJIOTHHEX IIOCJIeOOBaTeJIbHOCTEN
OyoyT ofJjlagaThk IO MeHbIeM Mepe OpuMepHOo 70%, IO MeHbBIIEM Mepe
npuMepHo 80%, 1[I0 MeHbBIEM Mepe IOpuMepHO 85%, IO MeHbBIIeM Mepe
npuMepHo 90% WM O MeHBIIeM Mepe IIpuMepHO 95% rDoMoJioTuMM C
OCHOBHEIM TUIIOM QHTUTE . BapraHTH AMVHOKMCJIO THEIX

I0CJIeIOBATEJILHOCTEY UMET 3aMeleHmd, oeJlelirin U/ U agouumm B

OoIlpeneJIeHHEX ITOJIOXEHMAX B MJIn pPAOOM C AMMHOKMCJIO THOM
IIOCJIeIOBaTeJIbHOCTERIO OCHOBHOT'O THUIla aHTmuTeJI, HO COXpPaHAKRT
AHTVIT €eHCBA3BIBAaKIY AKTVMBHOCTE . BapMaHTBI B IIOCJIEeIOBATEJIbHOCTAX

KOHCTAHTHHEX oO6JacTel aHTUTeJla OyInoyT objlamlaTh MeHbmMM 20bekToM Ha
AHTUTEeHCBA3HBAKIMYK aKTUMBHOCTE, UyeM BapMaHTH B  BapuabeJIbHHX
oBJjacTHax. B BapuabenbHHEHX 00JIacTax, BapMaHTH  aMWMHOKMCJIIOTHEIX
IocJienoBaTeJbHOCTe OyOyT IO MeHBIleM Mepe Ha OpuMepHo 90%
TOMOJIOTMUYHE, II0 MeHbIel Mepe Ha IpuMepHO 95% TOMOJIOTMUHH, IIO
MeHblel Mepe Ha OpuMepHo 97% I'OMOJIOTMUHH, IIO0 MeHblIleM Mepe Ha
opuMepHo 98% TOMOJIOTMYHE MJIM II0 MeHbLIeM Mepe Ha IOpuMepHo 99%
TOMOJIOTMUYHEL OCHOBHOMY THWUIIY aHTHUTEJI.

“TomoJgioruga” OIIpPEeNeIgeTCH Kak [IPOLIEHTHOE comepXaHue B
BapMaHTe aMMHOKMCIIOTHOM IIOCJIeIOBAaTEeJIbHOCTU MIOEHTUYUHEX OCTaTKOB
[1I0CJIe BHPaBHUBaHMUA IIOCJIEeOOBaTEeJIbLHOCTM WM BBeIOeHUs I[IpoBeJsioB, IIpU
HeoOXOoOUMOCTHM, HOJIA OOCTWXEeHMS MaKCUMaJIbLHOTO IIPOLleHTa IT'OMOJIOTUMA.
CriocoBel M  KOMIIBITEPHHEE OporpaMMel  OJIA BHPABHUBAHUA  XOPOIO
VM3BECTHE CIelMaJIMCTaM.

“TepalleBTHUECKOE MOHOKJIOHAJILHOE aHTUTeJIO” NpencTaBjiseT cobol
AHTUTEJIO, WMCIOJBb3yeMOK IJIA Tepaluu deJioBeKa. TepaleBTUUECKNE
MOHOKJIOHAJIBHEIE aHTUTeJla, PAaCKPHTHE B ITaHHOM IOKYMeHTe, BKJIOUAKT
aHTU-x4B37 a”HTUTEeIa.

“BapmaHT TJIMKO3UIMPOBaHUA” aHTUTEeJa 1o HaCTOAIeMy
M300peTEeHUID O3HadaeT aHTUTEJIO C IPUCOeIMHEHHBEMM K HeMy OIHUM WU
HECKOJIBKMMM  yTJIEBOOHEIMM  Qpal'MeHTaMu, KOTOPHE  OTJMYAKTCHA OT
OOHOTO WJIM HECKOJBbKUX YIJIEBOIHHEHX (QpParMeHTOBR, I[IPUCOEIMHEHHBEX K
OCHOBHOMY TWUIIy AaHTUTEJ. I[IPUMEPH BapMaHTOR TUIMKO3WUJIMPOBAaHUA II0
HacTogleMy n300peTeHNIO BKJIOUAKT AHTUTEJIO c G1 M G2
ONINTOCaxapUIHOM CTPYKTYpoM, BMecTo GO oJIMTocaxapuMOHOM CTPYKTYPH,
OpucoenVHeHHOW K ero Fc-obJjlacTu, AaHTUTEeJO C OOHMM WIM IOBYMHA

YTUJIEBOIHEIMNU q)paI‘MeHTaMM, IIprnMcoeMHeHHEIMIM K OOHOM WJIN IBYyM €TI0
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JEeTKMM LelsaM, aHTUTeJIO, He MMepllee YIJIEBOIOB, IIPUCOeOMHEHHEX K
OOHOV WMJIM HOBYM TSXKEJIBEIM LelaM aHTuTesa, U T.O., W KOMOMHalUUU
V3MEHeH N ITJIMKO3UJIMPOBaHUA.

“ObbeKTOPHEE QYHKUMM” aHTUTeJla OTHOCATCH K TeM OUOJIOTMUeCKUM
AKTHMBHOCTAM, KOTOPEE [IPUNNCHBAKTC A Fc-obmacTu (Fc-obmacTu
HaTUBHOM [IOCJIeOOBATEJIEHOCTHA W Fc-obmacTtum BapMaHTa
AMMHOKMCJIOTHOM IIOCJIeNOBATEJbHOCTHY) aHTHUTeJa. IlpuMeps 5b0beKTOpPHBIX
OYHKLIMM aHTUTeJa BKJUAT CBA3BBaHMe Clg; KOMILJIEMEHT-3aBUCHMa S
UUTOTOKCUYHOCTE ; CBSA3BIBaHUE Fc-peuenropa; aHTUTEeJIO—3aBUCKMa A
KJIeTOUHO—-OIIOCpenoBaHHada LHMTOTOKCUUHOCTD (ADCC) ; baroumTos;
IOHMWXKaKMasas Peryjiaiusa PelelTOPOBR KJIETOUHOM MNOBEePXHOCTHM (HaopuMmep,
B-kJjieTOouHOTO pelentopa; BCR) u T.II.

B 3aBUCHUMOCTHU oT AMMHOKMCJIO THOM [IOCJIeDOBATEJIEHOCTHU
KOHCTAHTHOTO OOMEHa CBOMX TIKeJIHX Ilelel, I[IOJIHOpa3MepHEe aHTUTeJa
MOT'YT OETE OTHECEHH K pa3HBM “kJjaccaMm”. CymecTByeT I[IATb OCHOBHEX
KJIaCCOB IIOJIHOpAa3MepHEXx aHTuTesi: IgA, IgD, IgE, IgG m IgM, wu
HEeKOTOpHE U3 HMX  MOTYT OBITE OOIIOJIHUTEJIEHO pas3nejieHsl  Ha
“romkJjacce”  (M30TUIH) , HanopuMmep, IgGl, IgG2, IgG3, IgG4, IgA u
IgA2. KOHCTaHTHEE IOMEHH TAXKEJIOM Lelr, COOTBETCTBYKIME pPa3HBM
KJjlaccaM aHTUTeJI, Has3eHBawnTca o, O, €&, Y ¥ 1, COOTBETCTBEHHO.
CTPYKTYPH CyOBEeIVMHUL, M TPexXMepHBe KOHQUIYpaluM Pas3HEX KJacCoB
VIMMYyHOTIUIOOYJIMHOB XOPOIIO M3BECTHE.

“Wlerkue uenm” a”HTHUTeJ JOOOTO BUIA I[IO3BOHOUHHX MOI'YT OBTH
OTHECEHH K OIHOMY M3 IOBYX UeTKO pa3jiMuallMXCs THUIIOB, Ha3HBaeMbIX
Karlla (x) " JIaMOna (N), Ha OCHOBaHUMA aMMHOKMCJIO THEIX
IIOCJIENOBATENLHOCTEN MX KOHCTAHTHHX IOMEHOB.

“AHTUTEJIO-3aBUCKMasa KJIIeTOUYHO-OIIOCPpelOoBaHHad LUUTOTOKCUYHOCTE”
n “ADCC” OTHOCATCHA K KJeTOUHO-OIIOCPpelOoBaHHOM peaKlLuM, B KOTOPOMU
HeclleMpuueCcKre LUUTOTOKCUYHEIE KJIETKHU, BKCIIpeCCUpyrmme Fc-
PELEeNTOPH (FcRs) (HanpuMep, [IPUPOIOHEE KJIe TKU—Y OUNIIE (NK) ,
HeTpoduJIEL M MakKpodarM) paclo3HanT CBSA3aHHOE aHTHUTEJIO Ha KJIeTKe-
MUIIEHV WM 3aTeM BH3EBAT JIM3UC KIJIeTKU-MUIIEeHM . [lepBUUHEE KJIETKU,
Menumpykumre ADCC, NK-kJIeTKM, 3KCIpeccHupylT ToJiEkO FcyRIII, B TO
BpeMsa KakK MOHOLMTH 5SKchpeccupywoT FcyRI, FcyRII m FcyRIII.
Skcnpeccua FcR  Ha IeMaTONO®THUUECKMX  KJIeTKax CyMMMpOoBaHa B

Tabmauile 3 Ha cTpaHule 464 Ravetch and Kinet, Annu. Rev. Immunol
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9:457-92 (1991) . s OLIEHKU ADCC AKTUMBHOCTHA MOJIEKYJIEL,
opencTaBJgRmEer MHTepec, MoOXeT OBTL MpoBeleH 1Iin Vvitro aHalus
ADCC, TakKoOM kaK OIMCaHHHM B IaTeHTax CIIA NN 5500362 mam 5821337.
S0deKkTOpPHEIE KJETKM, [IPpUTOOHEE IJIA Takor'o aHaju3a, BKJIoYalnT
MOHOHYKJIeapHEe KJIETKM Iepudpepudeckom KpoBu (PBMC) u [IOIpPpUPOOHEE
KJIE TKM—yOUMIIEL (NK) . AJIb TEPHATUBHO WJIN OOIIOJIHUTEJILHO, ADCC
AKTMBHOCTL MOJIEKYJIH, TIIpedCcTaBJdKIeN MKHTepec, MOXeT OHBTH OlleHeHa
in Vvivo, HaIpuUMep, Ha XMBOTHOW MOOEJM, TaKoM KaK pacKpHTas B
Clynes et al. PNAS (USA) 95:652-656 (1998).

TepMmuHer “Fc-peuentop” wmam “FcR” wmcnoap3ywowTcd IOJI9 ONIMCAHUSA
pelLenTopa, KOTOPHM CBA3HEHBaeTCa C Fc-oBlacThild aHTUTeJa. B OIHOM
acrnekTe, FcR 1npencTaBJageT coboM IIOCJIeOoBaTesJIbHOCTE HATUBHOTO
yejioBeueckoro FcR. B IOpyroM acIlekTe, FcR mnpencraBageT cobon
pelLenTop, KOTOPHM CBA3HBaeT aHTUTeJ O IgG (raMMa-pelenTop) U
BKJIIOUAaEeT pelelTopr nonkjaccoB FcyRI, FcyRII m FcyRIII, BkIoUas
aJlJleJIbHEIE BapMaHTH UM aJIbTEPHATMBHO CIJIaICMPOBaHHHE (QOPMH TaKMUX
peuenTopob. Penentopu FcyRII BraouaionT FoyRITIA (“aKTUBUPYRMUN
peuentop”) u FcyRIIB (“uHTHMOMpyKmMUNM pelenTop’”), KOTOPHE MWMeET
CXOXUe aMVHOKMCJIO THEIE [IOCJIenOBaTEJIEHOCTH, pasanyanmnecsa
IpeyMylleCTBEeHHO B MX LUTOILJIa3MaTUUECKUX IOMeHax. AKTUBUPYMUN
peuentop FcyRIIA COIEPXUT UMMYHOPELEITOPHEM TUPO3UH-aKTUBUPYEMBIM
MOoTMB (ITAM) B CBOeM LMUTOILJIa3MaTHUUECKOM IOMeHe. VHIUOUPYOMUNA
peLenTop FcyRIIB COOEPXUT VIMMYHOP el el TOPHHM TUPO3UHOBHIMN
MHTUOMpywmMy MOTMB (ITIM) B CBOEeM LMTOIJIasMaTUMUeCKOM IOMeHe (CM.
0o630p B M.Daeron, Annu. Rev. Immunol. 15:203-234 (1997)). 0630p
FcRs mnpuBenmen Ravetch and Kinet, Annu. Rev. Immunol 9:457-92
(1991); Capel et al., Immunomethods 4:25-34 (1994); u de Haas et
al., J. Lab. Clin. Med. 126:33-41 (1995). Ipyrume FcRs, BrJoOUad
Te, KOTOpHe OyOoyT MOEeHTUOMUMPOBAHH B OyIOylleM, OXBadeHE B LOaHHOM
OOKyMeHTe TepMuHOM “FcR”. TepMMH Takxe BKJIOUAaeT HeOHaTaJlbHHM
peuentop, FcRn, oTBevawmuil 3a TepPeHOC MaTepMHCKMX I1gG 1uony
(Guyer et al., J. Immunol. 117:587 (1976) mu Kim et al., J.
Immunol. 24:249 (1994)).

TepMuH “runepBapuabelibHad o0JacTs’” IIpM  MCIOJBE30BaAHUM B
OaHHOM IJIOKYMEHTe OTHOCUTCH K aMMHOKMCJIOTHEIM OCTaTKaM aHTuUTesa,

OTBETCTBEHHEIM 3a CBA3BIBaHME AaHTHUI'€Ha. PMHepBapmaGeanaH ofJjlacThb
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OOBUHO COIEPXUT aMMHOKMCJIOTHEE OCTaTKM M3 “ydacTOK, OlIpelelISllun
KOMILIeMeHTapHoCcTs” wmim “CDR” (Hanpumep, ocratkm 24-34 (L1), 50-
56 (L2) m 89-97 (L3) B BapuabesJIJbHOM OOMeHe JeTKoM uenu um 31-35
(H1), 50-65 (H2) m 95-102 (H3) B BapuabeJbHOM IOMEHEe TIKeJION
nenu; Kabat et al., Sequences of Proteins of Immunological
Interest, b5th Ed. Public Health Service, National Institutes of
Health, Bethesda, Md. (1991)) W/ WU oCTaTKU nus
“runepBapuabenabHOM mHeTan” (HamopuMmep, ocTaTku 26-32 (L1), 50-52
(L2) m 91-96 (L3) B BapuabeJIbHOM IOMeHe JeI'KoM Lenun u 26-32
(H1), 53-55 (H2) m 96-101 (H3) B BaprabeJIbHOM IOMeHe TIKeJION
nenu; Chothia and Lesk J. Mol. Biol. 196:901-917 (1987)).
OcTaTkM “KapKacHOTO yuacTka” wmiaum “FR” nOpencTaBJILOT COOOM OCTAaTKU
BapruabeJJbHOT'O IOMeHa KpOoMe OCTaTKOB IMIepBapuadeslbHOM oO0JacTH,
KakK OHM OIpeleJleHH B IaHHOM OOKyMeHTe. IunepBapuabelibHas 00JIaCThb
i ee CDR MOTYT OHTEH IIepeHeCeHH M3 OIHOWM LelM aHTUTeJla B OpYyIyi
WM B IOpyTou 0OeJIok IJa OpuOaHua CHeUMOMUHOCTM  CBSS3HBAHUSA

aHTHI'eHa IIOJIYYeHHOMY (KOMHJ’IGKCHOMV) AHTHUTeJly WM CBAS3BBaKIeMy

DeJIky .

“'yMaHU3UpOBaHHEE” bOPMEL He-UeJIOBeUeCKUX (HanpuMep,
IpMHanjexamrux  I'PeI3YyHaM) AHTUTEJI [PedCTaBJIAKRT COOO0OM XMMepHHe
aHTuTeJa, KOTOPHE comepxaT MMHVMAJIbHYI [IOCJIeIOBATEeJIbHOCTE,
BHIOEJIEHHYID U3 He-UeJIOBEeUeCKOIT'O0 MMMYHOIJIOOYJIMHA . [Io ©oJblien

yacTy, TYMaHM3MPOBAHHEIE aHTUTEeJa NIPenNCcTaBJIAT cofol ueJIOBeUeCKUe
VIMMY HO T'JI0 O Y JIMHEL (AaHTUTEJIO-PEeLUUIMEeHT) , B KOTOPHX OCTATKM U3
TurepBapmuabeNbHOM 06JIaCTh pPeUUIIMeHTa SaMeHeHB Ha OCTaTKM U3
TurepBapmuabesIbHO oByacTu He ABJIANMETOC S YeJIOBEKOM BUIA
(aHTUTeJIO-O0HOP) , TAKOTO  KakK  MHIb, KpHICa, KPOJIMK WMJIM  He
ABJISIONNNC S YeJIOBEeKOM opuMaT, oBJamanmero xeJlaTeJILHO’
crienudUUHOCTED, addMHHOCTLI M CIOCOOHOCTHI. B HEKOTOPHX CJydasax,
OCTaTKM KapKacHOTO YyuacTka (FR) UeJIoBeUueCKOTO UMMYyHOTJIOByJMHAa
3aMeHSgIT Ha COOTBETCTBYKIMEe He-ueJIOBeuecCcKMre ocCTaTku. KpoMme ToOTO,
TYMaHU3UPOBAHHEE aHTUTeJla MOTYT CcoIepXaTh OCTaTKM, OTCYTCTBYIIME
B AHTUTeJIe-PelUlIMeHTe WJIM B aHTUTeJle-IoHope. TakuMe MOOMOUKALIMU
OCYMEeCTBIISIT s OOMOJIHUTEJILHOTO VIIYUIMeHH S XapaKTEePUCTUK
aHTuTeJa. B ofmeM, I'yMaHM3MPOBaHHOEe aHTUTeJIO OyIeT comepXaTb IIO

CylmecTBY BCe ns3 10 MeHbIIeN Mepe OIOHOTIO, TUIITNMYHO, IBYX
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BapuabesIbHHX OOMEHOB, B KOTOPHX BCe WM IO CYIecTBYy BcCe
TunepBapmradesibHEE neTJn COOTBETCTBYIT He-ueJIOBeUeCKOMYy
VMMYyHOTJIOOYJIMHY W BCe MM IO CYymecTBY Bce FR IOpuHamjiexar
IOCJIeIOBATEJILHOCT AM YeJIOBeuecKOoTo VMMYyHOTJIOOYJIMHA .
I'yMaHM3MPOBaHHOE AaHTUTeJIO, Heoba3aTelJIbHO, OyIOeT TakXe COIOepXaTb
10 MeHbIleM Mepe YacTb KOHCTaHTHOM o00JlacTM MMMyHOTJIoOyJmHa (Fc),
TUIIUYHO, yeJIOBeUeCcKOoTO VUMMYHOTJIOBYJIMHA . IONOJIHUTeJIbL HEIE
nogpo®HOCTM HOpuBeneHel B Jones et al., Nature 321:522-525 (1986);
Riechmann et al., Nature 332:323-329 (1988); u Presta, Curr. Op.
Struct. Biol. 2:593-596 (1992).

AuTHUTEeJO, “InomBepTHYyToe addMHHOMY CO3peBaHUD”, OpeIncTaBJisgeT
coBoM aHTUTEJIO C OIOHMM WJIM HEeCKOJLKUMMM M3IMEeHeHMAMM B OIOHOM WK
HEeCKOJIbKMX eT0o TIulepBapuabelIbHEX 00JacTax, KOTOophHe IIPMBOOAT K
yaydmeHuon addrMHHOCTM aHTUTeJa K  aHTUIeHy, 10 CpaBHEHUIO C
POIOINTEJIECKMUM aHTUTEJIOM, He MMellMM TaKoT'o M3MeHeHUMS (M3MeHeHUN) .
B omOHOM aclekTe, IIOIOBEepPrHYTHe addMHHOMY CO3PEeBaHMID aHTHUTeJa
ByoyT WMMeTb HaAHOMOJIAPHE WM »Oaxe [IMKOMOJIAPHHE addMHHOCTM K
AHTUTEeHY-MUIEHN . [IooBepI'HY THE addbmMHHOMY  CO3peBaHMI aHTUTeJa
IoJiydainT C I[IOMOIbI MOpolelyp, MW3BECTHHX cleluaaucTaM. Marks et
al. Bio/Technology 10:779-783 (1992) ONNCHBAaET addmHHOE
co3peBaHMe IIyTeM IepeMellMBaHMAg OOMeHOB VH wu VL. CIIyYuaMHuM
MyTareHes CDR ¥/MiIM KapKacCcHHX OCTAaTKOB onMcaH: Barbas et al.
Proc Nat. Acad. Sci, USA 91:3809-3813 (1994); Schier et al. Gene
169:147-155 (1995); Yelton et al. J. Immunol. 155:1994-2004
(1995); Jackson et al., J. Immunol. 154(7):3310-9 (1995); wu
Hawkins et al., J. Mol. Biol. 226:889-896 (1992).

“zosmpoBaHHOEe” AHTUTEJIO npencraiBJIsgeT cobom aHTUTEJIO,
KOTOpOe OBUIO MISHTUOUUIUPOBAHO ¥ OTIeJIeHO U/WIM BHIOEJIEHO U3
KOMIIOHEeHTa eTro IOIPpUMPOOHOTO OKpyXeHUSI. B omopeneljleHHHX BapMaHTax
VCIIOJIHEHM S, aHTuUTeJIo OymeT oummeHo (1) mo ©Oojiee 95% mMmac. 0Oedka,
IpM OompeleJleHMM II0 MeTony JloypMu, allbTepHaTMBHO, OoJjiee 99% wmac.,
(2) @mo cTemneHM, OOCTATOUHOM IJA IMOJYYeHMS IO MeHbmel Mepe 15
OCTaTKOB N-KOHIIeBOM WM BHYTpPEeHHEeN aMMHOKMCJIO THOM
IOCJIeIOBATEJILHOCTM C IIOMOMBI CeKBeHaTopa C BpalalmMMcsad CTakKaHOoM,
mwim  (3) IO TOMOT'E€HHOCTM IIpu olpenejyieHMr MeTonom IHOCH-IIAATY B

BOCCTaHaBJIMBaKIMX I HeBOCCTaHaBJIMBAaAKIMMX YCIIOBMAX C
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MCIIOJIE 30BaHUeEM OKpallMBaHMAa KyMacCu CUHVM W cepebpoM.
VsommporBaHHOE AHTUTEJIO BKJIOUAET AHTUTEJIO in situ B
PEeKOMOMHAHTHEX KJIeTKax, I[IOCKOJIBKY II10 MeHBIIeM Mepe OOMH KOMIIOHEHT
IPUPOOHOTO OKPYyXeHUd aHTHUTeJla He OyIeT IIpUCYTCTBOBaATbH. OOBUHO,
OIHaKO, W30JMPOBAHHOE AaHTUTEJIO IIO0JIydalT C IIOMOMLI0 II0 MeHbIeM
Mepe OIHOM CTaguM OUNCTKU.

“leueHue” OTHOCUTCH Kak K TepalleBTUUEeCKOMY, Tak u
OPpOOUIIAKTUUECKOMY JIEUEHMI0 WM [NpelOoXPaHUTeJIbHEM MepaM. OcoOH,
HyXOawnlrecs B JIeUeHUM, BKJOUAT TexX, KTO yXe OO0JIeH, a TaKxXe Tex,
KOMY HYXHO I[IPeHOoTBPaTUTEL OOJI€3HE WM €e peuuiaue. TakuMm obpasoM,
NauyeHT, OoIJjeXaluy JedeHuK 10 HacToAmleMy M300peTeHud, MOXEeT
MMEeThb YCTaHOBJIEHHHM OVarHO3 BoJIe3HU W MOXeT OBITE
NpenpaclloJIOXKeH WM BOCIPUMMUMB K 0OoJe3HM. TepMMHH “HauueHT” u
YcyOBeKT” B HacCTOAmMeM M300peTeHUM MCIIOJBE3YITCH B3aMMO3aMeHSIeMo .

AuTHUTEJIO, MCIIOJIE3YeMoe 0JId IIPUTOTOBRJIEHU S KOMIIO3ULINN,
ABJIAeTCHA IO CymMeCcTBY UYMCTEM M, XXeJlaTeJIbHO, B 3HaUUTEJILHOMU

CTelleHrM T'OMOI'©@€HHEM (T.e. He CoIepXallrM OeJIKOBEIX BaI‘pHBHeHMﬁ n

T.O.) . “lo cymecTBY  umcToe” aHTUTEeJIO O03HavaeT KOMIIO3MLMIO,
comepXallylo TIIO MeHbIleM Mepe IOpuMepHOo 90% Mac. aHTUTeJa, B

IepecyeTe Ha oO0mmm Bec Oejlka B KOMIOB3MUIMM, IO MEeHBIIEeW Mepe
opuMepHo 95% wmim 97% Mac. “B 3HaAUMTEJILHOM CTeleHM TOoMOT'eHHoe”

aHTUTeJIO O3HadvaeT KOMIIO3SMINMIO, comepxamyn 0OeJIoK, B KOTOpOﬁ I10

MeHbIIe  Mepe  IIPUMEPHO 99% wMac. Besika IOpencTaBJsgeT cobou
crieumpmuuecroe aHTUTEJIO, HallpuMep, aHTU-x4p37 aHTUTEJIO, B

lepecueTe Ha oOmu¥ Bec OeJiKa.

“KnmHMueckad peMmMccusa” B MCIOOJB3YEMOM TYT 3HaAUYeHMM IO
OTHOMEHNKD K cyfwekTaM C HeclelMpMUeCKM  S3BEHHHM  KOJIMTOM
OTHOCHUTCS K OLleHKe II0 IIOJIHOM mKajie Melo 2 WiIM MeHblle ©0aJlJIOB U
OTCYTCTBMI OIEHOK II0 MWHIOMBMIOYAJIBHHEM IIOOmMKaJlaM OoJjiee 1 ©Oajua.
“KimmHnueckas pemmccua’” OoJiesHM KpoHa OTHOCHTCS K OLleHKe IO KajJle
CDAI, paBHOM 150 0GaJjjiaM MJIM MeHBIe.

“KIIMHMY e CKUM orBeT”, B MCIIOJIE3YEMOM  TYT 3HaAUEeHUN, I10
OTHOMEHNK K CyOBeKTaM C HeCHeUMPUUEeCKMM  S3BEHHBEIM  KOJIMTOM,
OTHOCHUTCS K CHMXEHM IO II0 IIOJIHOM ImkaJjie MeMo Ha 3 uiau OoJibme 0allia
u Ha 30% oT 0GazsoBOM JIMHMM (MJIM IO YACTMUHOM mKaJle MelMo Ha 2 WIHu

BoJipme Oajyla M Ha 25% miam 6oJible OoT 6as0BOM JIMHUM, eCJIM OlleHKa
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10 TIIOJIHOM mKaJle Melo He TOpOoBOOMJIACH IIPM IIOCemeHMM Bpada) C
COTIPOBOXIOAKIYM CHIWXEHMEM IIO IIOHNIIKAaJIE PeKTaJIbHOT'O KPOBOTEUEeHMUS Ha
1 wiu OGoJjgpme OaJlJIOB MIM IO abCOJIOTHOM mKajle pPeKTaJIbHOTO
KpoBOTeueHMs Ha 1 wWiIM MeHbIle OaJijioB. “KiIMHMUeCKMM oOTBeT” B
MCIIOJIE3YEMOM TYT 3HaueHUM IIO OTHOIWEeHUK K CcyObeKTaM C OOJIE3HBI
KpoHa oTHocCKMTCA K CHWXeHMI©O Ha /70 ©OaJjiJloB WM OOJiblle OLIeHKM IIO
mraJie CDAI oT 6Gas3oBo¥ JMHMM (Hemejsa 0) .

“SaxmMBJIeHME ~CJIM3MCTOM” B MCIOJbL3YEeMOM TYT 3HAadYeHMM IIO
OTHOMEeHMIK K cyObeKkTaM C  HecHeluuMduuecKMM  SA3BeHHBEM  KOJMTOM
OTHOCHTCS K OlleHKe II0 BSHIOOCKOIMUEeCKOW nommkaJje 1 ©0ajul Win
MeHbIIe .

B MCHOOJIB3YyeMOM TYT 3SHaAUEHUH, “TepamneBTHMUecKkasd Heymauda”
OTHOCUTCH K yYXyOmeHUI  ©OOJIe3HH, HeoOXOOMMOCTM B  [IPUMEeHEeHUU
IpernapaToB HEOTJIOXKHOM TepalM WIM XUPYPTUUEeCKOM BMellaTeJIbCTBe
IOJI9 JIEUEHMS HECIeUMPUMUEeCKOTO SA3BeHHOTO KoJuTa wuianm OoJjie3HM KpoHa.
[IpemapaTE HEOTJIOXKHOM TepaluM OpedcTaBJglRT cobor Jiodoy HOBHM
JIEKapCTBEeHHHM IpelapaT wWixu Jiodoe yBeJMUeHMe HO3H IIpelaparTa
0asoBOM JIMHMM, HeOoOXOIVMMEE IJIS JeUeHMS HOBHX MM HeKYIMPOBAaHHEX
CUMMIITOMOB HeCHelUMIUUEeCKOTO HA3BEHHOT'O KOJIMTa wWiIu 06oJsiesHu KpoHa
(3a VCKJIIIOUEeHNEM IPOTHUBOOMAPEMHEIX CpencTs oJis OopbLOH c
XPOHUUECKOW Ouapeeu) .

KoMmiosuimm

Kak omnmMcaHO B HacTodmeM wM300peTeHUM, OBUIO OOHaApyXeHO, UTO
aHTU-x4B7 aHTUTeJla SABJISITCHS BHCOKOCTAOMIILHEIMM B CYXOM, HaIpUMep,
JIMOOUIN3UPOBAHHOMI, KOMIIO 3ULIUN C  WU3BOBTKOM (B mepecyeTe  Ha
MOJISPHOE KOJIMUECTBO) HEeBOCCTaHaBJMBaKIMeI'O caxXapa. B YaCTHOCTM, B
HacToAmeM m3o00peTeHMM  OBJIO IIOKa3aHo, UTO  JIMOQUIIMBUPOBAaHHEE
KOMIIO3UILIMKM, B KOTOPHX COOTHOIIEHME HEeBOCCTaHaBJIMBAKIETO caxapa K
aHTU-x4pR7 aHTUTEely (MOJIB : MOJIB ) MMeeT 2HaueHMe Oojee 600:1,
ABJIAITCA CTabMJILHEMM Ha OPOTIXKEeHMM IO MeHbIlel Mepe 2 JIeT.

HacTosmee wm300peTeHMe IpelyCMaTpMBaeT, B IIepBOM acIllekTe,
CTabuUIIBHY® KOMIIO3ULMIL aHTu-«4B7 aHTUTeJa. B OIHOM acIeKTe,
KOMIIOBUILIMA COOepXuT Oybep, I[IO0 MeHbBIel Mepe OIOMH CTabuian3aTop u
aHTUM-x437 aHTMUTeJIO. B OIOHOM acCIeKTe, CyXafd KOMIO3ULIMA COLEPXUT
OOMH WMJIM HEeCKOJIEKO HEeBOCCTaHaBJIMBAaKIMX CcaxapoB W aHTU-o4dp7

aHTUTEJIO, roe COOTHOIeHMe HeBOCCTaHaBJIMBaKIMeIl'oO CaXapa K aHTHU-
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o4BR7 aHTUTeJy (MOJIb:MOJIb) WMMeeT 3HaueHMe OoJjee 600:1. Kommnosmums
TakXe COOEPXUT ONOHY WM HECKOJIEKO CBODOIOHHX aMMHOKMCIIOT. OnHa
WM HECKOJIBKO aMMHOKMCJIOT MOT'yT TakKXe BECTYIaTb B poJu Oybepa. B
OOHOM acCIlleKTe, OIHa WJIM HECKOJIBKO aMMHOKMCIIOT MOTYT IelCTBOBAaThb
Kak crabuwiamsaTop. KoMIoOsuLMA MOXET HeoOA3aTeJIbHO OOIOJHUTEJBHO
comepXaThb IIO0 MeHblleM Mepe OIHO INOBEPXHOCTHO-aKTMBHOE BelleCTBO. B
OIOHOM BapMaHTe MCIOJIHEHUSA, KOMIIO3MLUMA SABJISeTCS CyXOoM, HalpuMmep,
JIVOOUINBUPOBAHHOMN . AHTUTEJIO B KOMIIO 3ULIUM MOXeT OBITE
[IOJIHOPA3MEPHEM aHTUTEJIOM WMJIM €TI0 aHTUIeHCBA3HBAKIVM (QpalMeHTOM,
TakuM kak o¢parmMeHT Fab, Fv, scFv, Fab' wiu F(ab'):.

Komrniosunumga MOXET comepXaThb JIOOHE XeJlaTeJlbHEE
HeBOCCTaHaBJMBaKwIMe caxapa. B OOHOM acllekTe, HeBOCCTaHaBJIMBaKIMe
caxapa, KOTOphEle MOI'yT OHTH WMCIIOJIE30BaHE B KOMIIO3MLMM, BKJIUAKT,
HallpUMep, MaHHUT, copbuT, caxaposy, Tperajosy, padmuHO3Y,
CTaxmosy, MeJMUUTO3Y, OeKCTpaH, MaJlbTUT, JaKTUT, W30MaJlbTyJIo3Y,
najlaTUHUT n 1754 KOMOMHALUNA . B IpyTOM acIleKTe,
HeBOCCTaHaBJMBaKIMMY  caxapaMu  ABJIAKTCA  caxaposa, Tperajosa,
MaHHUT ¥ CcopOuT. ADCOJITHOE KOJMUEeCTBO HeBOCCTaHaBJIMBaKIEIT'O
caxapa B KOMIO3MUMM He ABJAETCH KPUTUYHEM, HO COOTHOIEeHUE
HeBOCCTaHaBJMBaWIEeIo caxapa Kk aHTM-o4dB7 a"TuTesy  (MOJIb :MOJIb)
VMeeT 3HadueHue ©Oojee 400:1. B mOpyroM aclekTe, COOTHOIeHHMe
HeBOCCTaHaBJIMBaIeI'o caxapa K aHTu-odB7 aHTUTeJly  (MOJIb:MOJIb)
MMeeT 3HaueHMe II0 MeHblel Mepe mnpuMepHo 600:1; 1o MeHBIIEM Mepe
npuMepHo 625:1; 1o MeHbIeV Mepe OpuMepHo 650:1; 1o MeHBIIEM Mepe
npuMepHo 675:1, 1o MeHbmeW Mepe npuMepHo 700:1; 1o MeHBIIEM Mepe
npuMepHo 750:1, 1o MeHbmeW Mepe npuMepHo 800:1, 1o MeHBIIEM Mepe
npuMepHo 1000:1, mo MeHbBmeV Mepe OpuMmepHo 1200:1, 1m0 MeHbBIEN
Mepe nOpuMepHo 1400:1, 1o MeHBmeM Mepe nOpuMmepHo 1500:1, 1o
MeHbIIeV Mepe HOpuMepHo 1600:1, no MeHbBmeW Mepe npuMepHo 1700:1,
IO MeHbIeV Mepe npuMepHo 1800:1, mo MeHbmeM Mepe nOpuMmepHo 1900:1
WM IO  MeHBIeW  Mepe IIPUMEPHO 2000:1. B oBlmeM  ABJIAeTCHA
XKeJlaTeJIbHEM, UYTOOE HeBOCCTaHaBJAMBAKIMUI caxap NIpUCYTCTBOBaJll B
KOJIMYeCTBe, yMeHbllawmeM ofOpa3oBaHMe pPacTBOPUMEX alpelaToB B
XMUOKOV KOMIIO3MUMM, TaKoe Kak oOpasoBaHMe arperaToBR, MIPOUCXOoIOAlee
npu 3aMOpaXmUBaHUN u OoTTanBaHUM u/Uim BHICYIIMBaHUN 7

BOCCTAHOBJIEHUN . OTHOIIeHMEe HeBOCCTaHaBJIMBaKIEeI'0 caxapa K aHTuU-
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o437 aHTUTelly (MOJIB:MOJIB) BhHIle IIpuMepHO /730:1 MOXeT nmaeaTh
HEeMHOT'O CHIXEHHOe obpaszopaHue PacTBOPUMEIX arperaTos B
JINOQUIIMBMPOBAHHOM COCTOAHMM. BeCcoBOe OTHOIeHMe caxap:O0eJIOK MOXeT
MMeThL 3HaueHMe OoJjiee 1,5:1 (Mac./Mac.) . B IOpyroM acliekTe,
KOHLIEHTpallM HeBOCCTaHaBJIMBAKIEIO caxapa IOJd XUIOKUX (HallpuMep,
0O BHCYWMBAHMSA WM IIOCJIe BOCCTAHORBRJIEHMSA) KOMIIO3MUMY HaxXOOATCH B
ovaria30oHe 3HaueHuM oT npuMepHo 10 MM nmo npumepHo 1 M, HaIpuMmep,
oT npuMepHo 60 MM 1o nOpuMepHo 600 MM, nOpuMepHo 100 MM 1o
npuMepHo 450 MM, npumMmepHo 200 MM no npmuMepHo 350 MM, [IPUMMEpPHO
250 MM mo mnpumMmepHO 325 MM, @»mo npuMepHo 275 MM no npuMepHO 300
MM. B OpyI'OM acllekTe, KOJMUECTBO HEBOCCTAaHABJMBAKIEI'O caxapa B
CyxXOoM (HanpuMmep, JIUOOUIM3UPOBAHHOM) KOMIIO3UIIMY MMeeT 3HaueHUe B
nvarnasoHe oT nOpuMmepHo 40% 1nmo npuMmepHo 70%  (mMac./Mac. cyxon
KOMIIOBULMM) . B HOpyI'OM acllekTe, KOJUUYECTBO HeBOCCTaHaBJIMBAKIIEI'O
caxapa B cyxon (HanpuMep, JIMOOUIMZUPOBAHHOM) KOMIIO 3ULIUN
HaxXoOATCHA B OMala3oHe 3HaueHuMM oT nOpuMepHo 40% mo npuMepHo 60%,
oT mpuMepHO 45% mo npuMmepHo 55%, MIM nOpuMepHo 51% (Mmac./mMac.). B
IPYyTHUX aclekKTax, KOJIMUeCTBO HeBOCCTAaHAaBJMBAKIEI'O caxapa B CyxXOH,
(HanpuMmep, JIMOOUIN3UPOBAHHON ) KOMIIO 3ULIUN COCTaBJIgeT DoJiee
npumepHo 51%  (mMac./Mac. Cyxo¥M KOMIOBMLMM), KOTJa KOJUUECTBO
feJika cocTaBJfgeT OpuMepHo 31 % (Mac./Mac. CYxXOM KOMIIO3UMLWNM), WIN
MaCCOBOE€ OTHOWeHVe HeBOCCTaHaBJIMBaKIMeI'o caxapa K OeJIky B CyxXoM
KOMIIOBULIMKM MMeeT 3BHaueHre OoJiee IpuMepHo 1,6:1. B eme oOoHOM
acIleKTe, HEBOCCTaHAaRBJIMEaKIMM caxapoMm 0JId MCIIOJIE30BaHU A B
KOMIIOBULIMM SABJISETCH Caxapos3a.

Komriosuumsa MOXeT CoOepXaThb JoOyHn XKeJlaTeJIbHYH CBOOOOHYIO
aMUHOKMCJIOTY, KOTOopas MOXeT HaxXoOuTbcss B L-popMme, D-dpopme wmim
00N KeJlaTeJIbHOM CMecu Takux ¢GopM. B OIOHOM aclekTe, CBOOOIHHE
aMVUHOKWCJIOTHL, KOTOpPEHE MOTYT OBITE BKJIIOYEHEL B KOMIIO3ULINN,
BKJIOUAKT, HallpuMep, ITUMCTUOUH, aJlaHVH, apT'VHUH, TJIMLIVH,
JIyTaMMHOBYK KUCJIOTY, CEepMH, JIM3MH, TpulnTod®aH, BaJIMH, LUCTEUH U
X KOMOMHaLuuM. HeKOTOpHEe aMUHOKMCJIIOTEL MOTYT CTabuiIM3UpOBaTh
OeJIkM OT HOelpalaluM B IIpoLecce IIPOM3BONCTBA, IIpPM BHCYNMBaHUN,
IMobMIMBaLMKY  U/UIIY  XpaHeHuM, HaopuMmep, Ojaromaps oO0pa30BaHM
BOOOPOIOHHX CBS3elM, COJIEBHX MOCTMKOB, AaHTHMOKCHUIOAHTHEM CBOMCTBaM

MJinm I‘T/IILpO@O@HbIM B3aMMOIEMCTBUAM WJIIN ITyTEM NMCKIIIOUEHNVA W3 BeJIKOBOM
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IIOBEPXHOCTMU. AMMHOKMUCIIOTEH MOTYT JIelMCTBOBAThH KakK MOOUOMKATOPE
TOHMUYHOCTM WMJIM MOTYT BHBHBATH CHMXeHMEe BA3KOCTM KOMIO3MLIMM. B
IpyT'OM aclekKTe, CBOOOOHEIE AaMUHOKMCJIIOTE, Takue KakK TITUCTUOVMH U
APTMHMH, MOTYT HIOeMCTBOBaATb KakK KPUOIPOTEKTAHTH U JIMOIPOTEKTAaHTEH
M He KPUCTAJUIM3YITCH OIPpM JMOoOMIM3aluy B KadeCTBe KOMIIOHEHTOB
KOMIIO3ULIUN . CBOOOIOHEE  aMMHOKMCJIIOTEHL, TakMe KakKk IJIyTaMMHOBAasd
KMCJIOTa M TUCTUIMH, CaMM WMJIM B KOMOMHAlLMUM, MOTYT OeMCTBOBAThH Kak
BybepHEle aTeHTH B BOIHOM pacTBOpe B OMalasoHe 3HaueHum pH oT 5
no 7,5. B eme OOHOM acleKTe, KOMIO3UIMA COOEPXUT TUCTUIUH WU
TUCTUAOAMH M apTUHMH. B emle OIOHOM acleKTe, KOHIeHTpalusd CBOBOOIOHOM
AMMHOKMCJIOTE  IJIS  XMUIKMX  KOMIIO3MIMM  HaxXOOMUTCA B  OMalasoHe
3HaueHUM OT HOpuMmepHo 10 MM 1nmo npumepsHo 0,5 M, HamopuMmMep, OT
npuMepHo 15 MM npo npmMmepHo 300 MM, npummepHo 20 MM IO I[IPMMEPHO
200 MM mam nOpmMepHO 25 MM po npuMepHo 150 MM, oT npmMmepHo 50 MM
Wiy nOpuMepHo 125 MM. B eme OOHOM aclekKTe, KOJMUECTBO TUCTHUIMHA B
cyxomn (HammpuMep, JINOOUIN3UPOBAHHON ) KOMIIO3ULIMY  HaxXOIUTCS B
IrarasoHe 3BHaueHuM OT MNOpMMepHOo 1% mo npuMmepHo 10%  (mMac./mac.
CYXOM KOMIIOBUIMM) WMJIM OT IIpUMEepHO 3% IO OpuMepHO 6% (Mac./Mac.).
B HeKOTOPHX BapMaHTax MCIOJIHEHUS, KOJMUEeCTBO IMUCTUIMHaA B CYXOU
(HanpuMep, JIMOOUIN3UPOBAHHOM ) KOMIIO 3ULIUN CoCTaBJIdgeT DoJiee
nprMepHo 4% (Mac./Mac. CyxXoM KOMIOSMUMM), KOT'Da KOJIMUECTBO OejiKa
CoCTaBJIgIeT  IIPUMEPHO 31% (Mmac./mac. CYyXOoM  KOMIIOBUIIUN) W
MaccoBOe OTHOmeHMe THUCTUAMHa K OeJIky B CYXOW  KOMIIO3ULIUKU
CoCTaBJIgEeT BoJee IIPUMEPHO 0,15:1. B eme OOHOM  acIleKkTe,
KOJIMUECTBO apTMHMHAa B cyxon (HanipuMep, JIVOOUINBUPOBAHHOM)
KOMIIO3UIIMYM HaxXOOUTCHA B OMalasoHe 3HaueHMM OT HOpuMepHO 4% 1o

npuMepHo 20% (Mac./mMac. CYxOoM KOMIIO3UIMM) WMJIM OT HnpuMepHo 10% mo

npuMepHo 15% (mMac./Mac.). B HEeKOTOPHX BapMaHTax MCIOJIHEeHVS,
KOJIMYECTBO apIMHVHA B cyxon (HanpuMep, JIVOOUINBUPOBAHHOM)
KOMIIOB3ULUKX  COCTaBJigdeT ©OoJiee TIpuMepHOo 13% (mac./Mac. cyxomn

KOMIIOB3ULIUKM) , KOT'Ia KOJMUeCTBO OeJIka COCTaBJIAeT OT IMIpuMepHOo 31%
(Mac./Mac. Cyxol KOMIO3UIMM) WIM MaCCOBOEe OTHOmEeHMe apITMHMHA K
BeJIky B CYXOM KOMIIO3MUMKX MMeeT 3HaueHMe ©OoJiee npumepHo 0,4:1. B
BapMaHTax MCIOJHEHMS KOMOMHALMM aMUMHOKMCIIOT, TakKMxX KakK IUCTUINH
¥ apTMHMH, MOJIAPHOE COOTHOmeHMe ofmel aMMHOKMCIIOTEH K aHTUTeJy

MOXeT COCTaBJIATL I[IO MeHbllel Mepe 200:1, orT npmummepHo 200:1 @mo
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npuMepHo 500:1, miam no MeHbmer Mepe 400:1.

Komriosuuma MoXeT HeOo0A3aTeJIbHO OOIIOJIHUTEJIBHO CcoepXaThb II0
MeHBIIEY Mepe OOHO I[OBEepPXHOCTHO-aKTMBHOE BEMeCcTBO. B oOHOM
acCIleKTe, IIOBEPXHOCTHO-aKTUBHEE BelleCTBa, KOTOPHE MOI'YyT OHTH
BKJIIOUEHH B  KOMIIO3MLUMK, BKJIOUYAKT, HallpUMep, nosgmcopbar 20,
nogucopbar 80, noJjgokcamMep (Pluronic®) u mx xoMOuHaumMm. B ciydae
ero IPUCYTCTBUSA, [IOBEPXHOCTHO-aKTHBHOE BEmeCTBO OOBIUHO
UCIIOJIE3YEeTCH B KOJIMUECTEE, KOTOpoOe YMeHBIIaeT ofbpa3oBaHue
HepacCTBOPMMEIX al'pel'aToB aHTUTeJa, HalpuMep, I[OIpM pas3JjiuBe BO
bJIaKOHH, 3aMOpaXMBaHUN, BHICYIIMBAHWY, JIMOQUIIM3aUUM n/nim
BOCCTaHORJIeHUM. KoOHIeHTpalMsa I[IOBEPXHOCTHO-aAKTMBHOI'O BelleCTBa,
Hallp¥Mep, B KOMIIO3MUWM OO BHCYWMBaHMA (HaAIpUMep, JMOOMIM3aln)
WV TIOCJIe BOCCTAHOBJIEHMSA, OOBYHO COCTaBJIAeT OT InpuMepHo 0,0001%
no npuMmepsHo 1,0%, orT npummepHo 0,01% no npumepsHo 0,1%, HalpumMmep,
npuMmepHo 0,02%, 0,03%, 0,04%, 0,05%, O0,06%, 0,07%, 0,08,% wmwm
0,09% (mac./006.), or 0,05% mo 0,07%, wm 0,06% (mac./o00.).
KonmnMuecTBO TMOBEepPXHOCTHO-aKTMBHOTO BelleCTBa, HalpuMep, B CyXOHu
(HanpuMep, JHOOMIM3UPOBAHHOM) KOMIO3MIMM, OOHUHO COCTARJIAET OT
npuMmepHo 0,01% npo npumepHo 3,0% (mac./mac.), or npuMmepHo 0,10%
oo npmMepHo 1,0%, Hanpumep, nOpuMepHo 0,15%, 0,20%, 0,25%, 0,30%,
0,35%, 0,40% um 0,50% (Mac./mMac.). B OpyroM acleKTe, MOJISPHOE
COOTHOIEHMEe I[IOBEPXHOCTHO-AKTMBHOE BeIEeCTBO:aHTUTEJIO COCTaBJIAET
IIPMMEDPHO 1:1. AuTm—od 37 aHTUTEJIO MOXeT IPUCYTCTBOBATH B
KOMIIOBULMM B JIOOOM XeJlaTeJIbHOM KOJIMUeCcTBe, IIpM YCJOBUM, UTO
COOTHOIIEHME HeBOCCTaHaBJMBaKIEI'O caxapa kK aHTu-odB7 a”HTuUTely
(MOJIb : MOJIB ) uMeeT 3HaUeHue BoJee IIPUMEPHO 600:1. OmHakKo,
KOMIIOBULIMA  MOXeT comepXaThb BEICOKYK  KOHLEeHTpaluuion  aHTu-o4fp’7/
aHTUTeJla. Hanopumep, XUIKMe KOMIIO3UIMM MOTYT COIOepXaTh 10 MeHbIeM
Mepe nOpuMepHo 10 Mr/mMi, IO MeHbIEW Mepe IpuMepHo 20 Mr/mj, II0
MeHbIey Mepe IpuMepHo 30 wMI/miI, IO MeHbIeW Mepe npuMepHo 40
MT'/MJI, TIO MeHbIlel Mepe nOpuMepHo 50 Mr/mMi, TI[O0 MeHbBIEeN Mepe
npyMepHo 60 MJI/MJI, TIO MeHbIeM Mepe npuMepHo 70 MT'/MJI, IO MeHbIIeNn
Mepe npuMmepHo 80 Mr/mMi, IO MeHbIEeV Mepe InpuMepHo 90 Mr/mj, 0
MeHbImey Mepe npuMepHo 100 wmr/mii, oT npumepHo 40 wmr/Mun @mo
npumepHo 80 wMr/min aHTH-o4PB7 aHTUTeNa, OpuMepHO 60 MI/MI aHTH-

adB7  aHTHTesa. CyxMe KOMIO3MUMM (HaOpUMep, JMOOUIM3NPOBaHHEE)
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MOTYT COIepXaTb II0 MeHBIel Mepe I[OIPpMMepHO 5%, IO MeHBIEW Mepe
npuMmepHo 10%, @O MeHBIEM Mepe OpuMepHO 15%, OO MeHbBIIEM Mepe
npuMepHo 20%, 1[I0 MeHBIEM Mepe IOIpMMepHO 25%, IO MeHbIIeM Mepe
npuMepHo 30%, wiaM OpuMepHo 31%, WM OpMMEPHO 32% aHTu-o4p7
aHTUTeJIa [0 Becy.

[Tpun HeOOXOOMMOCTHM, KOMIIO3BMUMA MOXET IOIOJIHUTEJILEHO comepXxaThb

XeJlaTUpPYyIomui areHT, B3aMMOI el CTBYIOMINNA c MeTaJjlaMu, "/
AHTUOKCHUIAHT, a TaKxe opyrue bapMalleBTUUECKHA [IpreMJIeMbIe
SKCLUUIIMEHTH . I[IpuronoHeEe xXeJlaTUupyrolime AT eHTEL oJis CBS3EHBAHUA
MeTaJlJIOB BKJIOUAT, Hallpumep, MeTWUJIaMUH, STUIJIEHIVAaMUH,
necheporcaMmy, TPUEHTUH, TUCTUOWH, MaJlaTHEIE, dbochoHaTHHE
COeIMHEeHNd, HalpuMmep, STUOPOHOBYI KUCJIOTY,
STUIIEHIVMAMUHTETPAYKCYCHYIO KHUCJIOTY (SO0TA) ,
STUIIEHTUIMKOJILTETPAYKCYCHYIO KUCIJIOTY (EGTA) u T.II. IIpuronHEE
AHTUMOKCUIAHTE  BKJIOUAKT, Halpumep, JIMOHHYI  KUCJIOTY, MOUEBVYIO
KMUCJIOTY, ACKOPOMHOBYK  KUCJIOTY, JIUTIOEBYK  KUCJIOTY, TJIYTaTUOH,

TOKOQEepOoJl, KapOTHH, JIMKOIIEH, LUWCTEVMH M T.II.

KoMriosuumusa MOXeT OBTb XKUOKOCTBI WMJIM TBEPOBEM BEIIECTBOM.
XKrokre KOMIIOBUMUMM MOTYT OBITE BOIHBEMKY pPacTBOpaMU WM CYCIIEH3UAMU,
IIPUTOTORJIEHHEIMM B I[IPUTOIOHOM BOIOHOM PacTBOPUTEJIEe, TaKOM KakK BoIa
WY BOOHO-OpTaHMueckKas CMeCb, Takad KaK BOIHO-CIMPTOBHE CMeCH.
Xuokme KOMIOBULMM MOTYT MMeTb PH oT npmMepHo 5,5 10 MOpMMepHO
7,5, orT npuMmepHo 6,0 po npumepHo 7,0 wmaum oT nOpumMmepHo 6,0 @mo
npuMepHo 6,5, Takue kxak nOpumepHo 6,0, 6,1, 6,2, 6,3, 6,4 wm
6,5. Xumkme KOMIO3ZMUUM MODYT OXJjaxXmaTbca (HalopuMmep, 2-8°C) wuum
s3aMopaXxmMBaThLCAa (Hampumep, nOpu -20°C wumm -80°C) miIg XpaHeHUd.
TBepOre KOMIIO3UMLIMM MOTYT OHBTE IIPUIOTOBJIEHHE JIOOBM [IPUIT'OIHBEM
crmocoboM M MOTYT MMeThb QOpMy, HalIpuMep, OpMKeTa WM IIOPOMKa.
TRBepIyld KOMIO3ULMIO TOTOBAT BHCYIMBaAHMEM XUIKOM KOMIO3ULMM, Kak
ONIMCaHO B HacTodAmeM WM300peTeHMM, HalpuMep, OyTeM JMOoOUIn3aluu,
PACIBUIMTEJILHOM CYIMKM, CYIIKM Ha BO3OyxXe B BuUIe ILJIEHKM (HaIpuMep,
I0JIS TpaHCcOepMaJIbHOM IOCTaBKM), CMEMNMBAHMA C JUIMOHOW SMYyJLCUEN U
BHICYIIMBaHMA B BuUOe cbhep OJI4 IepopaJibHOM IOOCTABKM WM ILJIeHKM OJIg
TpaHCOepMaJlbHOM  IOOCTaBKMU. B Tex ciaydvasax, KOT'Ia KOMIIO3ULUA
npencrTaBJIgeT cobon TBEPOYIO KOMIIO 3ULIMIO, OHa MOXeT VIMETH

BJIaTOCOIepXaHre He OoJjiee uUeM IIpuMepHO 5%, He OoJiee UeM NIPUMEPHO
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4,5%, He 0OoJiee uUeM IpuMepHO 4%, He O0OJlee UeM IIpPMMEpPHO 3,5%, He
BoJiee uUeM IIPMMEPHO 3%, He 0OO0Jiee UeM OpUMepPHO 2,5%, He 0o0Jiee UueM
IPUMEPHO 2%, He 0oJiee uUeM IHIpuMepHO 1,5%, He OoJiee UeM IIPMMEPHO
1%, waum OHTb IO CylleCTBy ©O0e3BOONHOM. TeBepArle KOMIIO3ULUM MOTYT
OLITL PacTBOPEeHH, T.&. BOCCTAHOBJIEHH, B IIPUIONHOM cCpele WK
pacTBOpUTEJe IOJA IOJIyYeHMS XUOKOCTHM, MPUIONHOM NIJiS BBeIOeHUA.
[IpUTOOHHE PaCTBOPUTENM IJIId BOCCTAHOBJIEHMSA TBEepIOM KOMIIOBUIIUU
BKJIOUAIT BOOY, W30TOHUUECKUN COJIEBOM pacTBop, Oybep, HaIpumep,
bocbaTHO-COJIEBOM oybdep, pPacTBoOpP PuHrTepa (c JIaKTO30M I
OeKCTPpO30M), MMHMMAJLHOM MNOOOepXMBaKImel Ccpelol, CIUPTOBO-BOIHHE
PACTBOPH, PAaCTBOP IHOEKCTPO3H ¥ T.H. KOJIMUECTBO PACTBOPUTENS MOXeT
ofecreuMBaTL TepaleBTUUECKY KOHIeHTpaluuik OeJjika BHIIe, pPaBHY WU
HIKe KOHIEHTpaluM OO BHCYMMBaHMA. B OOHOM acleKTe, KOHIEHTpaluusd
BOCCTAHOBJIEHOTO aHTHU-x4fB7 aHTUTeJa [pelcTaBRJgeT CcoboM Ty Xe
caMyl KOHIEeHTpalMril, UYTO KOHIEHTpalMsa KUOKOM KOMIO3ULUMM IIepen
BHICYIIMBAHVEM.

KoMmmozsuiisa  MoXeT  OHTH  CTepUJILHOM, M BTO MOXeT OHTH
OOCTUTHYTO B COOTBETCTBUU C M3BEeCTHEMM KBaJIUOUUMPOBAHHOMY
CllelMaJIMCTy MHOpolledypaMM IIOJIyUeHUS CTEepPWUJILHHX OdapMalleBTUUeCKUX
KOMIIO 3ULINM, OPUTONHEX  OJIZ  BBeOeHMUA  JIOOAM, 0O WIM  IOocJje
IPUTOTOBJIEHMSA KOMIIO3MUMM . KOMIO3ULMA MOXeT OBTH CTepuJIM30BaHa B
BUIE XKUOKOCTH, HalpuMep, nepen BLHICYNMBAHVEM  U/WUJIM  IIOCJe
BOCCTAHOBJIEHMA TINIyTeM OUIbLTpaluy  depes  MeJIKMe  IIOPH, oyTeMm
acenTruyeckoy o6paboTKM MWIM OYTeM BO3OEMCTBUA YJIbLTPadMoJIeTOBOT'O
U3JIyUYeHusa. PasMepH Oop OuJbTpa MOT'yT cocTaBJaaTe 0,1 MM mam 0,2
MKM IJIS  OQUIbTpaluuM MUKpoOOpTaHM3MoB wiamu oT 10 mo 20 HM 1J4
duIbTpalMy BUPYCHHX YacTHUll. AJbLTepHaTUMBHO WM HOOMNOJHUTEJLHO,
BEHICYIIEHHAs KOMIO3UIMA MOXeT OLBTL CTepuJIM30BaHa, HalpuMep, IyTeM
0oBNIydeHMs TaMMa-Mu3JIydeHueM. B OIHOM acleKTe, XUIKYKD KOMIIO3UILIU
anTu-o4p37 aHTUTEeIa CTEPUIIUZYIOT oyTeM buis Tpauumu nepen
BHICYIIMBaHVEM.

B o»OHOM acIekKTe, KOMIIO3ULIKA  ABJAeTCA  CTaOMJIBLHOM  IIpHU
XpaHeHUM. B »OpyTroM aclekTe, KOMIO3ULMA S[ABJISAeTCa CTabWMJIbLHOW IIpHU
XpaHeHUN B CYyXOM COCTOSHUU. CTabUJILHOCTE MOXeT OHTH
IpOTECTUPOBaHa IIyTeM OLeHKM QU3NUIeCKOM CTabUIIBHOCTM, XUMUUECKOU

CTabUIIBHOCTHU I/[/I/LJ'H/I BMOJIOTUUECKOM AKTVMBHOCTU aHTHnuTEeJIa B
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KOMIIO3UILIMM BO BpeMs OPUTOTORJIEHMS KOMIIO3MLMM, a TakXe IOoCie
XpaHeHMd I[IpM YKa3aHHHX TeMIepaTypax. OuauueckKas U/WIM XUMAUeCKasd
CTabMJIBHOCTE  XMUIOKOM  KOMIO3MUMM  MJM  BOCCTAHOBJIEHOTO CYyXOTO
[IopomKa MOXeT OBTH OlleHeHa KaueCTBEeHHO U/WIM KOJUUECTBEHHO
MHOXECTBOM  pPa3JIMUHBIX Ccriocofos (cMm., HallpuMep, Analytical
Techniques for Biopharmaceutical Development, Rodriguez-Diaz et
al. eds. Informa Healthcare (2005)), BkJOUasd OlleHKY OOpa30BaHUA
arperaToB (HalopuMep, C MCIOJB30BaAHMEM BSDKCKIIO3MOHHOM (MM TeJb-—
OB TpallMOHHOM)  XpoMaToTpadum xXpoMaTorpadusd (SEC), MaTpWUUHO-
AKTUBUPOBAaHHOM Jla3epHOoM neCOopPOLUMOHHOM/ MOHVBALIMOHHOM’
BPeMANpPOJIETHOM Macc-clekTpoMeTpun (MALDI-TOF MS), aHaJlUTUUECKOTO
VIBTPaAleHTPUDYTUPOBAHWS, CBeTopaccedaHusa (QOTOHHO-KOPPEeJIAlMOHHAaS
CIIEKTPOCKOIIMSA, IOMHaMUUeCKoe cCcBeTopaccesHue (DLS), MHOTOYIJIOBOE
JlasepHoe cBeTopaccesgHue (MALLS)), MUKPOCKONIMUECKOM BU3yaJIM3allulU
B IIOTOKE, nomcyueTa METOIOOM BJIEKTPOHHOTO VMIIenaHca
(KyJIbTEPOBCKMM) , 3aTeMHeHUS CBeTa WJIM C I[IOMOMBD IPYIMX CHUCTEM
nomcyeTa JacTUll B XUOKOCTH, nyTeM V3BMEpPeHN My THOCTH,
IeHTPpUOYyTUPOBaHVEM B TI'palMeHTe IJIOTHOCTM WU/WUIY IIyTeM BU3YaJIbHOTO
KOHTPOJIA); INIyTeM OLIEHKM TeTepOTeHHOCTHM 3apsala C MCIOJb30BaHUEM
KaTMOHOOOMEHHOM XxXpoMaTorpadmum (cM. Takxe Vlasak and Ionescu,
Curr. Pharm. Biotechnol. 9:468-481 (2008) wm Harris et al. J.
Chromatogr. B Biomed. Sci. Appl. 752:233-245 (2001)),

M3OBJIEKTPUUECKOTO (QOKYCUPOBAHUSA (IEF), HalpUMep, KaOuJIJISPHOM

MeTonmukM (cIEF), wniIm sJekTpodopes3a B KaIMJIJISAPHOM 30He; aHalmMs3a

AMMHOKOHIIEBHX MM KapOOKCUKOHIEBHX IIOCJeOoBaTeJIbHOCTEM; Macc-—
CIIEKTPOMETPUUECKOTO aHalrMz3a, aHajJguza MeTonoM HCH-ITIAAT' wiam SEC
(SKCKJIO3MOHHOM XpoMaToTpadumu) OJIsa CpPpaBHeHMS (parMeHTHMPOBAaHHBX,
VHTAaKTHEX ¥ MyJbTHMMEPHEX (T.e., IVMMEPHEX, TPUMMEPHEX U T.I.)
AHTUTEJI; T[EeNTUIHEX KapT (HaopuMep, TPUIITUUYECKUMX wiIn LYS-, wu

T.II.) 7 OLIeHKM OMOJIOTMUECKOM aKTMBHOCTM WMJIM AaHTUIEeHCBI3HBalIen

byHKRLIUM aHTUTeNa; u T.II. Buojsioruueckada aKTHMBHOCTb VI
AHTUIeHCBA3HBAaKIMe byHrUMM, HallpuMep, CBA3EBaHUE aHTU—4B7
aHTUTeJIa c¢ MAdJCAM (HanmpuMep, MAdCAM-1) WY  MHITUOMpOBaHUE

CBA3EBaHUA KJIETKY, SKCIpPecCcUpyKme uHTerpuH «dp7, c¢ MAdJCAM
(HanpuMmep, MAdCAM-1), HalpuMep, VIMMO OUJIM 3UPOBaHHEIM MAdCAM

(HanpuMep, MAdCAM-1), MOXeT OBTb OLleHeHa C  MCIOJIbB30BaHUEM
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Pa3JIMYHEIX MeTOINUK, OOCTYIIHEX  KBaJIMOUUMPOBAHHOMY  CIIeLUMaJIUCTy—
NIpakTuKy (cM., Hanp., Soler et al., J. Pharmacol. Exper. Ther.
330:864-875 (2009)). Vs3MepeHHMe BJaTrocoIepXaHUS CYXOWM KOMIIO3ULINNA
MOXEeT YKas3HBaTh BEPOATHOCTE IIPOTEeKaHMd XUMHUUECKOM MM (QU3NUeCKOM
merpalall KOMIIO3MLMM, IpuueM OOJbllasd BJIAXHOCTL BHI3HEBaeT O0oJee
CUJIBHYK IOerpafalyi.

CTabuJILHOCTD TBepnobasHOM KOMIIOBULIUM  MOXET Takxe OHITH
OlleHeHa KaueCTBEHHO W/WIX KOJMUECTBEHHO MHOXECTBOM pPa3JIMUHBIX
crioco6os, BKJIIOUASA  I[IpAMBEle  MCIEITaHWA, TakuMe KakK OolpeleJIeHUE
KpUCTaJIINUeCKOM CTPYKTYPH MEeTOIOM PEHTTeHOBCKOM TIOPOMKOBOM
omuopakuuu (XRPD); oLeHKa CTPpYKTYPH aHTUTeJla B TBEPOOM COCTOSHUU
C VCIIOJIb 30BaHMEM VHbpaKpacHOM CIIEKTPOCKOIINN C dypre-
npeobpasoBaHueM (FTIR); u WU3MepeHMe TepMMUECKUX [IepexXOlNOoB B
JINOQUIIMBMPOBAHHOM TBepPIOOM EBelleCTBe  (IJIaBJIeHMe, CTeKJIOBaHue WU
T.O.) C MCIOJb30BaHMeM IUddepeHUMAIbLHOM CKaHMPYKIeN KaJIOpUMeTPUN
(ICK, HanpumMmep, OJd OLEHKM OeHaTypaluuu), W HelpsaMbe MWCIHTaHUA,
Takye Kak M3MepeHMe BJIarocoIepXaHMsa C IIOMOWb TecTa KapJaa
dumepa, HallpuMep, OJIS  BKCTpaloJialMM  BEPOSATHOCTU  XUMMUUECKOM
HeCTabMJIILHOCTM BCJIEOCTBME IMIPOJM3a. lVaMepeHMe BJATOCONEPXaHUA
cyxon KOMIIO 3ULINU MOXET YKasEBaTh BEPOATHOCTE IpoTeKaHmAa
XUMUUECKOW WM OOUBMUeCKOM »eTpalaluM KOMIIOBMUMM, IpuueM OoJibliasd
BJIAXHOCTE BEH3HBaeT 0oJiee CUJIBHYK Oelpalallio.

CTabuUJILHOCTE MOXeT OBTL WM3MepeHa IIpK BHOPaHHOM TeMIepaType
0JIs BHIOPAHHOTO  IIepuola BpPEMEHN. B OOHOM  acCIleKTe, cyxasd
(HammpuMep, JUOOMIM3UPOBaHHASA) KOMIO3UIMA HABJIAETCA CTaOMILHOM IIpU
npumepHo 40°C, 75% RH, B TeueHMe I[IO MeHLIIENM Mepe M[IPMMEpHO 2-4
HemeJb, IIO MeHBIIEM Mepe I[IpPUMMEepHO 2 MecsdleB, I[I0 MeHbIle Mepe
OpUMepHO 3 MecsdlleB, II0 MeHbIle Mepe IIpMMEpPHO 6 MecHdleB, 0
MeHBIIEV Mepe IIpMMEpPHO 9 MecslleB, [0 MeHbIel Mepe OpuMepHOo 12
MecdleR WM TI[IO MeHBIleM Mepe OpuMepHO 18 Mecsauer. B IpyTroMm
aclieKTe, KOMIIO 3L A (xmMnorasa W cyxas (HanpumMmep,
JIMOOMIMBUPOBaHHAas) ), SBJISETCS CTabUJILHONM MpM IIpuMepHO 5°C un/miam
25°C m 60% RH B TeueHMe I[IO MeEHbIIEeM Mepe IPUMEPHO 3 MecdleB, IO
MeHBIIEV Mepe TIIPMMEepHO 6 MecHdleB, I[I0 MeHbIel Mepe IIpUMepHO 9
MecHdleB, IO MeHbIIel Mepe IMOIpuMepHO 12 MecsalekB, I[IO MeHBIIEM Mepe

IpUMepHO 18 MecHdleB, I[IO MeHBIIEM Mepe IIpMMepHO 24 MecHdleB, IO
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MeHbIIeV Mepe OpuMepHo 30 MecslebB, II0 MeHbBIEMW Mepe IIPMMEepHO 36
MecdleR WJIM TI[IO MeHbIleyM Mepe OpuMepHo 48 Mecsauee. B IOpyrom
acleKTe, KOMIIO3MLM A (xMOoradg W cyxasd (HampuMep,
JIMOOMIM3UPOBaHHAas) ), ABJgeTCcS CTabuiIbHOM IIpu OpuMmepHo -20°C B
TeueHMe IIO MeHbIeM Mepe IOIPYMMepHO 3 MecslleB, I[IO MeHBIEeM Mepe
IIpMMEPHO 6 MecslleB, II0 MeHBIlel Mepe I[IPUMepHO 9 MecdleB, IO
MeHbIIeV Mepe IOpMMepHOo 12 wMecsdleB, IIO MeHbIleM Mepe IIpuMepHo 18
MecHdleB, II0 MeHbIleM Mepe IOpuMepHO 24 MecsdlleB, IIO MeHbIleM Mepe
npuMepHo 30 wMecsdleB, IO MeHBIIEM Mepe IIPpMMepHO 36 MecsdleB, IIOo
MeHbIIeV Mepe IIpUMepHO 42 MecHdlleB MM 10 MeHBIeV Mepe IpUMMepHO 48
MecsalekB. KpomMe TOro, KMOKasa KOMIIO3MUMA MOXeT, B HEKOTOPHIX
BapuaHTax  MCIIOJIHEeHUHd, OBITE CTabMIBHOM  IOCJe 3aMOpaXMBaHNA
(Hampumep, no -80°C) u oTTaMBaHMA, TaKoI'O Kak, HalpuMep, IOocJe
1, 2 win 3 LUMKJIOB 3BaMOpPaXMBaHUSA U OTTaAUMBAHUA.

HecTa®MJIBEHOCTE MOXeT BRJIKUATH JioOOe OOHO WMJIM HECKOJIBKO U3
CJle IYIOMUX ABJIEHUN : arpernpoBaHue (HanpuMmep, HeKOBaJIeHTHOE

arperrmpoeaHre pPaCTBOPUMMEX BeEIIECTB (BHI3BAHHOE PMEpO@O@HHMM MJIn

3apA00BEMI BBaMMOHeﬁCTBMHMM), KOBaJIEHTHOE arpermpoeaHMe
PacTBOPHVMEIX BellleCTB (Hanpmmep, nepePpynnMpOBKa/nepeMeMMBaHme
HMCVHB@MHHHX CBHBQ%), arpermpoepaHue HepaCTBOPVIMBIX BelleCTB

(BEI3BAHHOE OeHaTypUPOBaHUEM BeJika Ha [IOBEPXHOCTAX pasoesa
KUIKOCTL/BO3OYX U XMIOKOCTL/TBepIoe BemecTBO)), IeaMUIVpPOBaHUe
(HanpuMep, IOeaMUIMpoBaHMe Asn), OKMUCJEHME (HapUMEpP, OKUCIIeHMe
Met), wu3oMepuzalMsa (HaopuMep, Hu3oMepuszaumus Asp), IOeHaTypalusd,
oTceueHUue/TUOPOIN3/dparMeHTal g (HanpuMep, bparMeHTalM4g
mapHUPHOM objacTtH) , oBpa3zoBaHue CYKUMHVMMIA, N-KOHIIEBOE
yIoJuHeHre, C-KOHIEeBOM IMNIPOLECCUHT, Pa3JMuMsa B IUIMKO3UJIVMPOBAHUM U
T.II.

CrabuibHasa KOMIIO 3LV A MOXeT criocoOCTBOBATH HU3KOM
MMMYHOT'€HHOCTH aHTU-x4p37 aHTuTeJa . MMMyHOT'eHHO€e aHTU-x4 37
AHTUTEJIO MOXET IIPMBOIMTE K OTBeTy C 0Opa30BaHMEM UYeJIOBEeUeCKUX
AQHTUTEJI T[IPOTUB UMMYHOTJIODYJIMHa UYeJloBeKa (HAHA) y  JIomer MM
IaluyMeHTOB. VY I[aluMeHTOB C Bos3HMKawpmyM HAHA-OTBeTOM Ha aHTU-x4p7
QHTUTEJIO MOT'yT HabJoOaTbCad HexXeJlaTeJIbHEEe 5BOOeKTH (HanpuMep,
peakuusa MecTa MHOY3UM) OpU JIeUeHUM WM aHTU-o4B7 aHTUTEeJIO MOXET

OHICTPO  BJIMMMHUPOBATHLCS, NOpuBond K 0oJiee HU3KOM HOo3e, UeM
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3allJlaHMpOBaHHasa OJjd JiedeHusa. B orTuere (Feagen et al. (2005) N.
Engl. J. Med. 352:2499-2507) © paHHUX MCCJEeOOBaAHUAX JI€UEeHNUH
aHTM-x4B37 aHTUTeJlaMM YyKas3BEBaJIOChk, UYTO UeJIOBeUeCKMe aHTUTeJa
IIPOTUME MMMYHOIUIOOYJIMHa UYeJloBekKa o0pas30BHBaJIMCE K HemeJie 8 y 443
[IOJIyYaBIUX JIeUeHMe [IalMeHTOB. AHTUTEJIO B IOaHHBX MCCIeIOBaHMAX
XPaHWJIOCEk B BMIEe XUIOKOCTM He COIepXaJio rnojmcopbarTa.

B HeKOTOpPHX BapMaHTax MCIOJHEHMSA, KOMIIO3MUMA YBEJINUMBATH
noJio HAHA-HeTaTMBHEIX IIalMeHTOB IO IIO0 MeHbmer Mepe 40%, 10
MeHbe Mepe 50%, 1o MeHbmeV Mepe 60%, 0o MeHbmeM Mepe 70%, 1o
MeHbIle Mepe 80% wmaM 1o MeHbmelV Mepe 90% NalMeHTOB II0 CPaBHEHUIO
Cc pe3yiabTaTaMu HAHA njag MeHee CTa®MJILHOM KOMIIOSUIIUM .

B HeKOTOpHX BapMaHTax MCIOJHeHW, KOMIIO3ULUMA  aHTUu-o4p’7/
aHTUTeJla comepxuT =250% TJUIaBHOM BapaXeHHOM M30dopMe, =55% TJlaBHOM
3apsSKeHHOM  M30QOPMEL MM OT 65 mo 70% TJaBHOM 3apaSXeHHOMU
n30pOpMEI. B Ipyrux aclekxkTax, CcTabuibHasd KOMIO3MIIMA aHTu-x4p7
aHTUTEeJIa CcomepxuT <45% KUCJOTHBEIX 3apAXEeHHHX MU30bOopM, <40%
KMCJIOTHEIX 3apsSKeHHHX ¥W30bopM, <30% KMUCIJIOTHHX BapIKeHHEX W30bopM
i oT 22 OO 28% KMUCJOTHHX WM300opM. B IOpyImMx aclekTax,
crTabuibHas KOMIIOBMLUMA aHTU-x4dR7 aHTHTeJla COHEepPXUT <25% OCHOBHEIX
nszodpopm, <20% oOCHOBHHX u30pop™M, <15% OCHOBHHX WMU30DOPM, IPUMEPHO
5% OCHOBHHX M300OpPM MM NIpUMepHO 10% OCHOBHEIX WM30dOopM. B oOIHOM
acrnexkTe, CTabuUJibHAS KOMIOBMUMUA aHTU-04B7 aHTUTesla COIepXuT =255%
TJlaBHOM M3000pMEI, <30% KUCIJIOTHEHX wM30hopM u/miam <20% OCHOBHEHX
n30QOopM, HaIpuMmep, IOpKM olIpelejieHMM I[I0 MeTony CEX. B 1»mpyroMm
acrexTe, CcTabujIbHAd KOMIO3ULIMA aHTH-04B7 aHTUTeJa comepxuT =509
TJlaBHOM M30hopMEl, <45 % KUCJIOTHHX M30bopM u/miaum <10% OCHOBHEHX
n30dopM, HaIpUMep, IIPU OoIpelelieHMM [0 MeTony cIlEF.

B HeKOTOpPHX acllekTax, CcyxXafd Teeplas KOMIO3MUMA aHTUu—x4pR7
aHTuTesa wMeeT <10% BJarocomepxaHmus, <5% BJaAaTOCOIEepPXaHUA WU
<2,5% BJarocomepXaHMa. BpeMs, HeoOXOIMMOE IJIS BOCCTaHOBJIEHUSA,
cocraBiygeT <60 MmHyT, <50 MuuyT win <40 MuHyT MM <30 MUHYT WM
<20 MUHYT.

ComepxaHMe MOHOMEPOB U/UJIM COIOepXaHMe arperaToB (HAIPVMEpP, B
BUIOe IOUMEPOB, TPHUMEPOB, TeTpaMepoB, IIeHTaMepOoB, OJIMI'OMEPOB WU
arperaTobB 0o0Jiee BECOKOTO NOpPAOKa), HalpuMep, B XUIKOM KOMIIO3ULUM

mjim B cyxoﬁ KOMIIOBULIMM [IOCJIe BOCCTAaHOBJIEHMSI, MOXeT OHTHb M3SMEPeHO
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MeTOooaMm1 SEC, MALDI-TOF MS, AHAJIMTUUYECKOT'O
YIbLTPaALeHTPUOYTUPOBaAHMUA, CBeTOpaccesaHusda (DLS i MALLS) MJIn
HaHOMAaCMTaOHEX M3MEepeHMuM, TaKuMx KaK aHallM3 TPpaeKTopuM HaHOUaCTMUIL
(NTA) (NanoSight Ltd., Wiltshire, UK) . PaspemeHue,
XapakTepmMsalMsa UM KOJMUeCTBEHHOe OllpelelieHMe alperaToB MOTYT OHTH
OCYIIECTBJIEHH PAOOM CIOCOO00B, BKJIKUAd yBeJIMUeHUMEe OJIMHE pa3nelieHusd
Ha KOJIOHKe mIJIS DKCKJIO3MOHHOM XpoMaTorpaduu, HaIpuMmep, IIyTeM
UCIIOJIL30BaHMA 0OoJlee IJIMHHOM KOJIOHKM WMJIM IIYyTeM II0CJIeOoBaTeJIbHOTO
IpUCcOoeOMHEeHMS BTOPOM MM OoJbmero uYacja SEC-KOJOHOK K MCXOIHOM
aHaJIUTUUIECKOM SEC-KOJIOHKE, OOIIOJIHEHME KOJIMUECTBEHHOT'O
OIIpenejyieHMd MOHOMepOoB MeTonmnoM SEC ceeTopaccedHMeM, WM IIYyTeM
ucrnoJgs30BaHua NTA.

B onmHOM BapMaHTe WMCIOJIHEHMSA, KOMIIO3MIMA aHTU-x4B7 aHTUTea
comepxuT =290% MOHOMEPHOTO aHTuTeJa, 295% MOHOMEPHOTO aHTUTela
mwimm oT 97 gpo 99% MOHOMEPHOTO aHTUTeJla. B »Opyr'oM BapuaHTe
VCIIOJIHEHN A, foJibllag YacThk MaTepualjla B KOMIO3MUMM  aHTU-o4[37
aHTHUTeJa HuMeeT cpelHul pamuyc <20 uMm, <15 uMm, <10 HM WIM OT
IIPMMEPHO 5 1O IpuMeEpHO 7 HM. B OIOHOM acleKTe, KOMIIO3ULUA aHTU—
adB7 aHTHMTesa comepxuT =280% IO KOJMUECTBY TIKEJION ILI0C JIeTKON
Lnener 1o pesyjabTaTaM OeJIKOBOTO aHajlM3a. B OIOHOM  acIlekTe,
npucyTcTByeT =290% TaxeJIoNM ILIOC JeTKOM Lelel. B IOpyroM aclekTe,
KOMIIOBMUMA aHTu-odR7 aHTuTesa comepxuT <10% arperatoB, <5%
arperatos, <2,5% arperaron, <1,5% arperator, <1,0% arperaToB WJH
<£0,5% arperatoB. B IpyroM aclekTe, cTabuibHad KOMIO3UUMSI aHTU-
adB7 aHTHMTeJla comepxuT =296% MoOHOMepoB u/miam <2,5% arperaTtoB. B
eme OIOHOM acIlIlekTe, cTabuibHaAg KOMIO3MUMSA aHTU-x4R7 aHTHUTeJa
CONEPXUT MPVMepPpHO 99% MOHOMEPOB WU/WIM IIpUMMepHO <1% arperaToB.

PasMepe dYacTwull, HaAIIpPUMEpP, al'peraToB WJIM HEepaCTBOPEHHOTO
SKCUUINIMEeHTa, HalpuMep, B BOCCTAHOBJIEHHOM KOMIO3UINWM, MOTYT OHBTH
V3MEPEHE METOIOM  3aTeMHeHUS CcBeTa (HanpuMep, cucreMa  IJIA
nmomcyeTa dYacTull B xuakocTu (HIAC) oémpmer Hach Ultra Analytics
(Grants Pass, OR)), MMUKPOCKOIMM, KYJBETEPOBCKMM CUETUMKOM WK
CHUCTeMOM’ Ha OCHOBE HudpoBOM (HanmpuMep, IIOTOUHOM)
MUKPOCKOIINUYECKOM BU3yaJM3alnu, Taxkom KakK MUKPOQJIIIOUIHA A
Busyamzauuga (MFI) o¢upMel Brightwell (Ottawa, CA) wWIM aHaJlM3aTop

YacTUl] FLOWCAM® Image brpMEL Fluid Imaging Technologies
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(Yarmouth, ME). B OOHOM acIllekTe, pa3Mep 4YacTHl, B IIpelapaTe aHTU-
o437 aHTUTeJla CcocTaBjideT HIpuMepHo 30 MKM, IIPMMEPHO 25 MKM,
npuMepHo 10 MKM, OPUMEPHO 5 MKM, IIPMMEPHO 2 MKM WiM 1 MKM WU
MeHblle. KogMueCcTBO dYacTMI B KOMIO3MLUMM aHTUTEJ] LOOJDKHO OHTH
MMHMMAaJIbHEM. B OIOHOM acleKTe, KOMIO3MUMA aHTU-x437 aHTUTeJa
comepxuT <6000 uyactuu =210 MM u/uamu <600 yacTUll IMaMeTpoM =225
MKM B onHoM pnose (US Pharmacopoeia Chp. 788, cnoco® mnomcueTa
MEeTOIOOM 3aTeMHeHMs CEBeTa; COCTaBJAEeT IIOJIOBMHY OT KOJMUECTRBA,
M3MEPEHHOTO MUKPOCKOIINYECKUMA criocobamm KOJIMYECTBEHHOTO
onpenejieHuUd) . B eme OOHOM acIleKTe, KOJIMYECTBO  YacTMl, Ha
MUJIJIMJIUTP, HalpuMep, OIpelelJIeHHOEe IIyTeM M3MepeHusa MeTonmom MFET, B
oo3e KOMIIO3UIMM aHTU-«dB7 aHTUTeJa, HalpuMep, BOCCTaHOBJIEHHOU
KOMIIOBULIMM, COCTapJjigeT oT npuMepHo 500 no npmmepHo 2000, mim oOT
npuMepHo 1000 mo mnpumepHo 3000, wacTtuy pasMmepoMmM 2-10 MKM Ha M,
oT npmMmepHo 50 mo mpuMepHo 350 wacTui, pazMepoM 210 MKM Ha M, OT
npmumepHo 0 nmo mpuMepHo 50 wacTuil pasMepoMm 225 MKM Ha MII.

B omHOM BapMaHTe MCIOJIHEHMS, KOMIO3MUUA aHTU-04dB7 aHTuTeJsa
nMeeT addMHHOCTE CBA3EBaHMA OT NOpuMepHO 60% nmo npmMepHo 140% OT
3HaUeHMAd IJIA 9STaJIOHHOTO CcTaHmapTa aHTu-o4pR7 aHTuTesla. B  OOHOM
acrnexkTe, aHTU-04B7 aHTUTEJIO B KOMIO3MUIMM, OIMCAHHOM B HaCTOAlleM
n300peTeHnr, CBS3HBaeTcd C o4R7, HamopuMmep, Ha KJeTke (W098/06248
i naTeHTt CIMA N 7147851), CO 3HauveHMEM, COCTaBJIAKIVM OT
npuMepHo 80% 1nmo mnpuMepHo 120% oOT 3HadueHMA OJIS STaJIOHHOTO
CTaHmapTa. B IpyI'OM BapMaHTe WCIOJIHEeHMSd, KOMIO3MUMSA aHTu-x4p7/
aHTUTeJla obJjamaeT CIOCOOHOCTLI MHIMOMPOBATE II0 MeHbmeM Mepe 50%
MM 1[I0 MeHblel Mepe 60% CBA3LHBaHMA KJETKH, SKCIIpeccupymen
uHTeTpuH 47, < MAJCAM? Hanpumep, MAJCAM-1, xumMepon MAJCAM-Ig
(cM. nyOaMkalMio I[DaTeHTHOM 3agBkm CIIA N 20070122404, rTme Takxe
[IpUBEeIEeHE [IPMMEPH DTAaJIOHHEX CTaHOapTOB) .

Kak OBJIO OTMEUEHO  BHIIE, 3aMoOpaXmMBaHMe  KOMIO3ULIUM 1S
CllelMaJIbHO IIpelycMaTpMBaeTCsd [0 HacCTodAlleMy MU300peTeHMO. Hence,
KOMIIOBULMA MOXeT OHTL tested for cTabUIIBHOCTE IIPU 3aMOpPaXuUBaHUU
U oTTaMBaHMe. COOTBETCTBEHHO, AaHTUTEJIO B XUIKOWM KOMIO3UIUK MOXeT
OBITE CTabuJIbH IIpM  3aMOpaXrMBaHUM UM OTTaMBaHMEe  KOMIIO3MLMA,
HallpuMep, aHTUTeJIO MOXeT OHTb cTabujbH after one, two, three,

fOU.]f, NaThs MM OOJIblle LMKJIEL BaMOpa)KI/IBaHMe/OTTaMBaHMe.
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B HEeKOTOPHX BapMaHTax MWCIOJHEeHMSI, KOMIIO3ULKA IIpelcTaBlideT
cofoM XMIOKYKHD KOMIO3UIMILD, COINepXallyld [0 MeHBIel Mepe OpuMepHO 50
MT /M1 go npuMmepHo 100 mr/min aHTHU-04R7 aHTHTesa, OybepHBEM areHT
(HampuMmep, TUCTMOMH) M IIO MeHBbIelM Mepe OpuMepHo 9% (mMac./mac.)
HeBOCCTaHaBJIMBaKIIeT'0 caxapa (HalpuMep, caxapos3H, Tperajio3b WK
MaHHMTa). B OIOHOM BapuaHTe MCIOJIHEeHMA, KOMIO3MUMA CONOEPXUT II0
MeHbIIel Mepe OT npuMepHo 50 1no npuMmepHo 80 wMr/mj, OpuMepHO 60
MT/MJI aHTH-04B7 aHTHTeJa, OydepHEM areHT (HaopuMmep, ITUCTUINH),
CBOBOOHYID AaMMHOKUCIIOTY (HalpuMep, apIMHMH) U II0 MeHbIlel Mepe
npumepHo 9% wmim  10%  (Mac./Mac.) HeBOCCTaHaBIMBAKIETO caxapa
(HallpuMep, CcaxapoO3b, Tperajio3H WM MaHHUTA) .

B OpyroM BapMaHTe MCIOJHEHWS, KOMIIO3UUMA COOEPXUT II0 MeHbIleM
Mepe OpuMepHo 60 MT/MI aHTU-x4BR7  aHTHUTesa, OybepHEM aTeHT

(HampuMep, TUCTUIOMH), CBOOOINHYID AaMMHOKMCIIOTY (HalmpuMep, apTMHUH)

M IO MeHbIlelr Mepe IpuMepHo 10% (Mac./Mac.) HEeBOCCTAaHAaBJIMBAKIETO
caxapa (HanpuMep, caxapoOs3H, TperaJjo3k WM MaHHUTa). B Takux

BapMaHTax MCIOJIHEHMS, KOHLeHTpaluusa Oydepa COCTABJAET OT IIPUMEPHO
15 mo mnpumMmepHOo 75 MM, OT IIpMMEPHO 25 Q0o IpMMepHO 65 MM, wiu
npuMepHo 50 wMM. KoHUeHTpauusa CBOOOOHOV aMMHOKMCIIOTEL COCTAaBJIAET
oT mnpmMmepHo 50 pmo npmMmepHo 250 MM, OT ODpuUMepHO 75 OO IPUMEPHO
200 MM, ot npmMmepHo 100 pmo npmmepHo 150 MM, wmiam OpumMepHO 125 MM.

B OoOHOM BapMaHTe MCIOJIHEeHMs, KOMIIOBMLMSA IpelcTaBJiseT cobon
CYXYI0 TBEPIOYIO KOMIIO 3ULIAIO (HanpuMep, JIMOQUIINBUPOBaHHYIO
KOMIIOBUILMI) , COHOEepXallyld CMeChb HEBOCCTaHaRBRJIMBaKIEIO caxapa, aHTU-
o437 aHTHUTeJla, IUCTUIOMHA, aplMHMHa M HOoJucopbara 80, M MOJIAPHOE
COOTHOIEHME HeBOCCTAaHaBJMBAaKIEI'O caxapa kK aHTu-odB7 a”HTuUuTely
(MOJIE : MOJIB) MMeeT 3HaueHMe Oojiee 600:1.

B IpyToM BapMaHTe MCIOJHEeHWUd, KOMIO3UIKA MpelcTaBiIgeT cobomn
CYXyl TBepOy aMOpOHYI KOMIIO3BMUMK (HallpUMep, JMOOMIM3NPOBAHHY
KOMIIOBULMID) , COHOepXallyld CMeChb HEBOCCTaHaBJMBaKIEeI'o caxapa, aHTU-
o437 aHTHUTeJla, IMCTUIOMHA, aplMHMHa M HooJucopbara 80, U MOJISAPHOE
COOTHOIEHMEe HeBOCCTaHaBJIMBaWIeI'o caxapa kK aHTu-odfB7 a”HTuTely
(MOJIb : MOJIB) MMeeT 3HaueHMe Oojiee 600:1.

B OIOHOM BapuaHTe VCIIOJIHEHW A, KOMIIO3ULIMA ABJISAETCH
JINOOUMIMBUPOBAHHOW  KOMIIO3UUMEN, comepXalleyl HeBOCCTaHaBJIMBAIUA

caxap, aHTu-o4p7 a”HTUTeJIO, IHUCTUIVH, apIMHMH ¥ noJjucopdar 80, u
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MOJISIPHOE COOTHOIIeHMe HeBOCCTaHaBJIMBaAKWeI'd caxapa K aHTu-o4dfp’/
AHTUTeJy (MOJIb:MOJIB) B KOMIIO3MLMM MMeeT 3HaueHue ©Oojiee 600:1.

B OHOM BapraHTe VICIIOJIHEHU A, KOMIIO3ULIMA ABJIAETCH
JINOOMIMBUPOBAHHOM  KOMIIO3ULMEN, comepXalleyl HeBOCCTaHaBJIMBAMIUN
caxap, aHTU-«dB7 a”HTHUTeJO, THUCTUIWH, apITMHMH ¥ nojmucopbdbar 80,
I'Ie MOJIIPHOE COOTHOIEHMe HeBOCCTaHaBJIMBAaKIeI'O caxapa K aHTu-odf7
aHTUTeJy (MOJIb:MOJIb) B KOMIIO3ULMM MMeeT =33HaueHMe ©0ojiee 600:1 m
MOJISIPHOE COOTHOIEHMEe apIMHMHa K aHTU-x4p37 a”HTUTely (MOJIb:MOJIb) B
KOMIIOBULMM MMeeT 3HaueHue Oojiee 250:1.

B OIHOM BapMaHTe MCIOJHEHMs, KOMIO3MIMA IIpelcTaBJIgeT cobomn
KUOKYO KOMIIOBWIMI ¥ COOEPXUT I10 MeHbIeV Mepe OIpVMepHo 60 MI/Mi
aHTM-04B7 aHTUTeJla, TI[IO MeHbIel Mepe OpuMepHo 10% (Mac./o00.)
HeBOCCTAaHAaBRIMBaKIMETO caxXapa ¥ IO MeHbIeM Mepe IIpuMepHo 125 MM
ONHOV MM HECKOJIEKMX CBOOOIHHX aMWMHOKMCJIIOT.

B OIDHOM BapMaHTe MCIOJHEHMS, KOMIO3MUMA IIpeIcTaBJIgeT cobomn
KUOKYO KOMIIOSWIIMI ¥ COOEPXUT I10 MeHbIeV Mepe OpuMepHo 60 MI/Mi
aHTM-04B7 aHTUTeJla, I[IO MeHbIel Mepe OpuMepHo 10% (Mac./o00.)
HeBOCCTAaHAaBJIMBaKIEeI'0 caxXapa M IO MeHbIlelM Mepe IOIpuMepHOo 175 MM
ONOHOV MJIM HECKOJIbEKUX CBOOOIHHX aMWMHOKMCJIIOT.

B oOnHOM BapMaHTe MCIOJIHEHMS, KOMIO3MUMA IIpeIcTaBJgeT coBou
KUIKYID KOMIIOBUIMIO M COIEPXUT OT MNpuMepHO 60 MI'/MJI mo npuMepHOo 80
MT'/MJIT  aHTU-x4B7 aHTHUTesa, OybepHBM areHT M IO MeHbIIel Mepe
npumepHo 10% (mac./Mac.) caxapa.

B OIHOM BapMaHTe MCIOJHEHMs, KOMIO3MIMA IpelcTaBJgeT cobomn
KUOKYO KOMIIOZULIMIO M COIOEPXMUT OT NpuMepHO 60 MI'/MiI Oo npuMepHo 80
MT'/MJI aHTU-04B7 aHTHUTesla, THUCTUOMH ¥ IO MeHBIel Mepe IIPVIMEPHO
10% (Mac./Mac.) caxapos3H.

B oOOHOM BapMaHTe MWCIOJHEeHUd, KOMIO3MUIUA JUOOUIMIUPOBaHa U
XpaHUTCS B BUIE Pas30BOM IOO3H B OIHOM OQJakoHe. OJIakKOH XeJaTeJIbHO
XPaHNUTCA [OpY OpYMepHOo 2-8°C 0O MOMEHTa BBeINEHMS HyXIaoleMyCcsS B
3TOM CYyOBeKTy. OJIakKOoH MOXeT, HalpuMep, OIPedCcTaBJIATE CcoOo¥ GJlakoH
Ha 20 mim 50 xy6.cM (HanpuMmep, mOJsa mos3b 60 Mr/mi) . OJIaKoH MOXeT
comepXaThb IO MeHbIeM Mepe OpuMepHo 120 M, 0O MeHBIIEW Mepe
npuMepHo 180 M, DO MeHBIIeV Mepe OpuMepHOo 240 M, O MeHBIIeN
Mepe HOpuMepHo 300 wMT', @O MeHBIIeM Mepe OpMMepHO 360 MID, 1O

MeHBIIeV Mepe OpuMepHO 540 MI' MM IO MeHbBIeM Mepe nOpuMmepHo 900 MT
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aHTU-x4p37 aHTUTeJa. B OIHOM acrexkTe, (QJaKOH COIOEPXUT IIPUMEPHO
300 Mr aHTM-04pB7 a”HTHUTEIA.

OnuH VIV HECKOJIBKO OPpYyTMX bapMalleBTUUECKU preMIIEMBIX
HOCUTEJIeM, DSKCLUUIMEHTOB WM CTabuUIM3aTOPOB, TakKMUX KaK OIMCAaHHHE
B Remington: The Science and Practice of Pharmacy, 21st Edition,
Hendrickson, R. Ed. (2005), mMoTyT OBTL BKJIOUEHH B KOMIIO3ULUM IIPU
YCJIOBUM, UTO OHM He OyIOyT OKalEBaTh HexeJaTeJbHOTO 5»dhdexTa  Ha
TpebyeMue XapaKTepUCTUKNU KOMIIO B3ULIUMN . [TpreMIIeMHE HOCUTEJHN,
SKCUUIIMEHTE VI CTabuIM3aTOPH ABJIAKTCSA HETOKCUUYHEMA oJjsa
PELUNIMEHTOB B MCIOJBb3YyEMEX I03ax WM KOHIEHTpalMAX M BKJIOUAT:
OOIOJIHUTEJIbHEE OydepHBle aTl'eHTEHE,; COPAaCTBOPUTEJM; aHTUMOKCHUIAHTEH,
BKJIOUAAd aCKOPOMHOBYK KMCJIOTY WM MEeTMOHWUH; XeJlaTUpyKlue aTreHTH,
TakMe kKak OIOTA; KOMIUJIEKCH MeTaJlJIOB (HaIpMMep, KOMILJIEKCH Zn-
BeJioK) ; fronerpanmupyeMHe [IOJIMMEPHI, TaxKue Kak OIS QUPEHL;
KOHCEPBaHTH,; U/MIM Ccojeobpasyllre NPOTUBOMOHE, TaKKe KakK HaTpUM.

o437 AHTHUTeJIa

AuTH-0(4B7 aHTuTesa, [IPUTOIHEE oJis VICIIOJIb 30BaHUA B
KOMIIOBULMAX, BKJOUAKT aHTUTEeJla U3 JIOOT0 XeJjlaTeJIbLHOT'O MCTOUHMUKA,
TAKOT'O KaK IIOJIHOCTBI UEJIOBEUECKME aHTUTeJla, MBIIMHEE aHTUTela,
KpOJIMULYM aHTuUTejla M T.II., U JIIOHe XeJjlaTeJlbHEle CKOHCTPYMPOBAaHHEE
aHTUTeJla, TaKMue KaK XMMEepHHE aHTUTeJla, I'yYMaHU3UPOBAaHHBE aHTUTeJla
M T.I. AHTHUTEeHCBA3HBallMe O(parMeHTEH JIOOHEX TaKKMX TUIIOB aHTUTE,
TakMe Kak ¢parMeHTH Fab, Fv, scFv, Fab' u F(ab'):, Takxe 4BJIA0TCSH
IPUTOOHEIMM OJISI MCIIOJIE30BaHMA B KOMIIO3UIIMAX .

AHTM-04R7 aHTUTEeJIO MOXEeT CBABEBATBHCA C SOUTOINOM Ha o4 Lenu
(HanpuMep, I'yMaHU3upoBaHHOTO MAb 21,6 (Bendig et al., mnarent CIA
N 5840299)), Ha pB7 uenm (Hanpumep, FIB504 miM I'yMaHM3UMPOBAHHOTO
IIPOM3BOOHOTO (HanpmuMep, Fong et al., nartenT CIA N 7528236)) wnim
C KOMOMHALMOHHBIM 32NMTOINOM, obpasyiommMca d htpekmnfnt accoumanmnm
nernn o4 c Uenso 7. B  oOHOM acrnexkTe, AHTUTEJIO CBS3HBAET
KOMOMHAILIMOHHEM SIOMTOII Ha KoMILJlekce o4B7, HO He CBA3HBAaEeT BSIUTOI
Ha o4 uenu wim 7 Lenou, ecJM ILely He acCCOUMMPOBAaHH JIpyI C
opyroMm. Accoumaumsa o4 MHTeI'pMHa C (7 MHTEeT'PMHOM MOXET CO3I0aBaTh
KOMOMHAaLIMOHHEIMN DIIUTOII HalpMMmep, B pesyJbTare COJIMXKEeHN A
BCJIeOCTBMe o00pasoBaHMA MOCTUKOBHX CBSA3eM OCTATKOB, PaCIIOJIOXEHHBIX

B ofoMx Lendax, KOTOpHe BMecTe o00pal’yilT SIUTOIN, WIXM B pes3yjbTaTe
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KOHQOPMAaLMOHHOTO OOHaXeHMs Ha OOHOM lelu, HalpuMmep, o4 Lenu
MHTeTPpMHa WM (7 LenouM MHTeIpPUHAa, BSIUTONHOTO CBA3HBAKIEIO CcanuTa,
KOTOPEM ABJIAETCHA HeOOCTYIIHEM  IJIA CBA3EBaHNA AHTUTEJIOM B
OTCYTCTBME COOTBETCTBYKIEI'O IIapTHepa MHTeI'pMHa WM 0e3 aKTUBaLUM
MHTeTpMHa. B OpyroM achekTe, aHTU-04p7 aHTUTeJIO CBA3HBaeT Kak o4
Lenb MHTeIpMHa, Tak u (7 Uenb MHTeIpMHaA M, TakuM o00pas3oM,
ABJIAeTCHA CHelUUMOUUeCKMM I[10 OTHOIEHMI® K MHTEIPMHOBOMY KOMILJIEKCY
x4R7. Taxkme aHTHUTeJla MOT'YT CBA3EBaTE o437, HO He CBA3HBaAKLT,
HanpvMmep, o4Rl u/uiIM He CBA3HBaLT ozR7. B OpyroM aclekTe, aHTU-
o437 aHTUTEJIO CBA3HBAETCH C TaKMM Xe WM I[I0 CYWeCTBY C TaKMUMM Xe
SOMTOIIOM, kak ¥ Act-1 a”HTureso (Lazarovits, A. I. et al., J.
Immunol., 133(4): 1857-1862 (1984), Schweighoffer et al., J.
Immunol., 151(2): 717-729, 1993; Bednarczvk et al., J. Biol.
Chem., 269 (11) : 8348-8354, 1994) . KjieTouHasa  JIMHMSA  MBIIMHOM
rubpunomMel  ACT-1, kKoTOopasd HONpomoyuupyeT  MBIIMHOE  MOHOKJIOHAJIbBHOE
aHTUTEJIO Act-1, OrLIa OellOHUpOoBaHa COTJIaCHO BynmanemTcroMy
OOTOBOPY 22 aBIycTa 2001 T., oT MMEeHMU bvpMel Millennium
Pharmaceuticals, Inc., 40 Landsdowne Street, Cambridge, Mass.
02139, U.S.A., B AMEpPUKaHCKOM KOJJIEKLUNA TUIIOBEIX KYJIbTYP
(American Type Culture Collection), 10801 University Boulevard,
Manassas, Va. 20110-2209, U.S.A., 0OO HOMepoM noctTyna PTA-3663.
B OIPpYyIT'OM acIieKTe, aHTu—-o4pB7 aHTUTEJIO opencraByigeT cobon
yeJIOBeUeCcKoe aHTUTeJio uian o477 cBasbBaommi 6eJIoK, B KOTOPOM
ucnoJabsyiorca CDR, OpedyCMOTpeHHBE B NOYOJIMKalMM I[IaTeHTHOM 3asaBKU
CIIA N 2010/0254975.

B onHOM acnekTe, aHTM-x4B7 aHTUTEJIO MUHIMUOUPYET CBSA3BBaHUE
ox4B7 Cc OIHMM WM HECKOJIBKMMM M3 eTl'o JIMTaHIOB (HanpuMep,
MyKO3aJIbHEM aIpeCcCUMHOM, HalpuMep, MAdJCAM (HanpmMmep, MAdJCAM-1),
PUOPOHEKTUHOM  U/UJIU COCYIOMCTHM ampecCcrUHOM (VCAM) ) . MAdJCAM
IpUMMaTOB ONMCaHH B Oyoaurauum PCT WO 96/24673, [OJIHOE ONMUCaHUe
KOTOPOM HACTOAMMM BKJIOUEHO B IaHHOE OIMCaHMe B KadeCTBe CCHUJIKHU.
B mpyroMm acrnekTe, aHTU-04(7 aHTUTEJIO MUHIUOMPYEeT CBA3BBaHMe o4B7
C MAdCAM (HanmpuMep, MAdCAM-1) u/Uim PMOPOHEKTHHOM Oes
MHIUOUPOBaHMA CcBA3bBaHMAa VCAM.

B omHOM acnekTe, aHTM-04pB7 aHTHUTeJla JA MCIOJbL30BaHUA B

KOMITOSMIIMAX npencTaBJIAKRT cobon I'YMaHNM3VPOBAHHEIE BapPIMaHTE
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MBITMHOT'O Act-1 aHTUTEeJAa. [TpUT O OHEIE CIIOCOOH! MOJIYUYEHU A
T'YMaHM3MPOBAHHEIX AaHTHUTEJIa XOPOIO M3BEeCTHH clelualucTaM. OOBUYHO,
I'YMaHM3UPOBaHHOE aHTM-04(37 aHTUTeJIoO COoIeT CoIepXaThb TAXeJYD
1lellb, KOoTopad BKJOUYaeT 3 TuUlepBapuabelIbHBEIX YydUyacTKa TIKeJION Lelu
(CDR - CDR1l, SEQ ID NO:8, CDR2, SEQ ID NO:29 m CDR3, SEQ 1ID
NO:10) wmpmmHOTO Act-1 aHTMTeJla ¥ [NOPUIONOHEE KapKacHEE YYaCTKU
YeJIOBEUEeCKOM TSIXKeJION lLellM; a Takxe COOepXuT JIeTKyl lelb, KoTopas
BKJIoUaeT 3 CDR Jerkom uemnm (CDR1, SEQ ID NO:11, CDR2, SEQ 1ID
NO:12 m CDR3, SEQ ID NO:13) wmpmmHOTO Act-1 aHTUTeJla M [OIPUTOIHHE
KapKacHHe YUYacCTKM UeJIoOBeuecKOoM JieTKoM lLenu. I'yMaHM3UPOBaHHOE
Act-1 aHTUTEeJ IO MOXeT CoIepXaThk JIKOEe T[IPUIONHHE UYeJIOBEeUeCcKHue
KapkKaCHHE YYaCTKM, BKJIUad KOHCEHCYCHBE KapKacCHHE YYaCTKM, C
AMMHOKMCJIOTHEIMM 3aMelleHMAMM wWiInM 6e3 HMX. Hamnopumep, OIOHa WK
HECKOJIBKO KapKaCHEX aMMHOKMCJIOT MOXeT OHTb 3aMeHeHa Ha JIpyIyo
aMMHOKMCJIOTY, TaKyKn KaK aMMHOKMCIIOTAa B COOTBETCTBYKIEM IIOJIOXKEHUN
MEIMHOTO Act-1 aHTHMTesa. UYeJloBeuecKas KOHCTaAHTHas oO0JacTk WMIM ee
4yacThb, B ClIydae I[IPUCYTCTBMSA, MOXeT OHTH BEHIEJIEHA M3 K- WIN A-
JeTKMX Uener u/mwin u3 y- (Hanpumep, v1, v2, v3, v4), n-, o-
(HanpuMep, ol, o2), O— WIM &-TSKeJEX leley 4UeJJoOBeUeCKMX aHTUTe,
BKJIOUAA  aJlJIeJIbHElE  BapMaHTH. KoHKpeTHHM BapuMaHT KOHCTAaHTHOMU
oBjacTy UIM ee UYacTel (HanpuMep, IgGl), MoxeT OHTbL BHOpaH C
HeJiblo peryaupoBaHusa sbbexkTopHOM dyHKUMM. Hanpumep, MyTHPOBaHHAaSd
KOHCTaHTHasa o0JlacTh (BapMaHT) MOXeT OBTL BKJIOUEHA B CJUTHNM OeJIOK
O0JI9 MMHUMMMU3ALWKM CBASHBaHMA ¢ Fc-pelenTopaMu /MM CIIOCOOHOCTU
dMKCHMPOBATL KOMILJIEMEHT (CcM., Hanp., Winter et al., GB 2209757 B;
Morrison et al., WO 89/07142; Morgan et al., WO 94/29351, Dec.
22, 1994). T'yMaHUBMPOBaHHBEE BapMaHTE Act-1 aHTHTeJsla OBUIM OIIMCAaHEL
B nyonukauyax PCT NN W098/06248 um WO07/61679, comepxaHue KOTOPBIX
HaCTOAMMM ILEJIMKOM BKJIIOUEHO B HOaHHOE OINMCaHMe B KadeCTBE CCHUIKMU.

B 1npyrom acnekTe, aHTU-x4p7 TyMaHM3MPOBAaHHHEE aHTUTeJa IJIA
MCIIOJIL30BAHMA B KOMIIO3ULUMKM coIepXaT BapuabelJIbHYID 00JIacTb TIXeJIon
LENY, BKJIOUAKIYKR aMUMHOKMCIIOTE 20-140 SEQ ID NO:2 m BapuabeJIbHYI
oBJjlacTh JIeTKOM LlelM, BKJIOUAKIYID aMMHOKMCJIOTH 20-131 SEQ ID NO:4
WV aMMHOKMCJIOTE 21-132 SEQ ID NO:5. Ilpy HeoOXOOMMOCTHM, MOXET
[IPUCYTCTBOBATH npuronHasa yeJioBeUeCKad KOHCTaHTHad oBJlacTb

(obitacTM) . Hamnpumep, TI'yMaHM3UPOBaAHHOEe aHTU-x4[B7 aHTUTEeJIO MOXeT
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BKJIOUATE TAXKEJIYKR ILelb, CcoOepXalylw aMvMHOKMCIOTH 20-470 SEQ 1ID
NO:2 m Jerkyp lLelb, COIepXallyl aMMHOKMCIIOTHE 21-239 SEQ ID NO:5.
B 1OpyroM IOpuMepe, I'yMaHU3MPOBaHHOe aHTHU-04B7 aHTUTEeJIO MOXeT
BKJIOUATE TAXKEJYKR Lelb, comepXallyl aMMHOKMCIIOTH 20-470 SEQ 1ID
NO:2 m JeTKyoL Lellb, COIOepXallyll aMMHOKMCIJIOTHEH 20-238 SEQ ID NO:4.
durypa 4 wu300paxaeT BHpaBHMBaHMKE, CpaBHUBaKIee TUIMUHEE JIeT'KUe
el UYeJIOBeUeCKMX aHTUTEJ C MBIIMHEIMM aHTUTEeJlaMM. BHpaBHMBaHUE
I[IOKasHBaeT, uTo T'YMaHU3MPOBaHHAa A Jerkasa Lelb BemoJmsyMaba
(HammpuMep, Chemical Abstract Service (CAS, American Chemical
Society) N perucrpauum 943609-66-3), C OBYMS MBIIMHBIMM OCTaTKaMM,
3aMeHeHHEMN Ha JeJIoBedueCcKue oCcTaTKu, ABJISETCSA BoJiee
yeJIOBeUeCKOM, uYeM JierkKasa Uens LDP-02 (durypa 3). Kpome TOTO,
LDP-02 COINEPXKUT cJjabo TUOIPOOOOHEN, TUOKUM aJlaHVH 114 "
TUOPOQUIIL HEM camnT (acnaprar 115), KOTOPHE 3aMeHEeHE] B
Benom3yMabe Ha cjlado ITUIPOOMIILHHY TUAOPOKCUII-CONepXallMii TpeOoHUH
114 m 1uOpodoOHEN, NOTEHIMAJLHO HalpaBJIEHHHM BOBHYTPb OCTaTOK
BaJivHa 115.

OONIOJIHNTEeJIbHEE 3aMelleHMa B IIOCJIeIOBATEJILHOCTM aHTHUTeJla MOI'YT
OHTL, HaOpMMep, MyTaluusaMM KapKaCHHX YUYaCTKOB TSIXeJIOM U JIeTKOoM
uener, TaKuMMM Kak MyTalusda M30JIeMlMHa Ha BaJiIMH B  IIOJIOXEHUU
ocraTrka 2 SEQ ID NO:14; wMyTaluMsa MeTHMOHMHAa Ha BaJIMH B IIOJIOXEHUU
ocrarka 4 SEQ ID NO:14; wMyTaluusa ajlaHMHa Ha TJIMIMH B IIOJIOXEeHUU
ocraTka 24 SEQ ID NO:15; wmMmyTaumMsa apI'MHMHa Ha JM3UMH B IIOJIOXEHUU
ocTaTka 38 SEQ ID NO:15; mMyTauusd ajlaHMHa Ha apIMHMH B IIOJIOXEHUU
ocrarka 40 SEQ ID NO:15; wmMyTaumMsga MeTMOHMHa Ha MI30JIeMUMH B
IIOJIOXEeHMM ocTaTka 48 SEQ ID NO:15; mMmyTaumsa M30JeMlMHa Ha JIeMLIMH
B IIOJIOXEHMM ocTaTka 69 SEQ ID NO:15; MyTaumda apI'MHMHa Ha BaJlMH B
IOJIOXeHUN ocTaTka 71 SEQ ID NO:15; MyTalMsa TPeOoHMHa Ha W30JeMluH
B IOJIOXKEeHMM ocTaTka /3 SEQ ID NO:15; wmam Jjodyin UMX KOMOMHALIMID, U
3aMemeHre CDR TsaxejioM uLenmu Ha CDR (CDR1, SEQ ID NO:8, CDR2, SEQ
ID NO:9 m CDR3, SEQ ID NO:10) wmpmmHOTO Act-1 a”HTHUTeJa; U
3aMemeHre CDR Jierxkom uenm Ha CDR  Jierxkom uenm (CDR1, SEQ 1ID
NO:11, CDR2, SEQ ID NO:12 m CDR3, SEQ ID NO:13) wmemmHOTO Act-1
aHTuTeJa.

B HeKOTOpPHX BapMaHTax MCIOJIHEHMHA, aHTU-x4f7 I'yMaHU3UPOBAaHHLIE

aHTHTeJla HOJIA MWMCIIOJIBE3OBaHMA B KOMIIOSHMLIMM CcCoOepXxaT BapmaéeﬂbHon
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obJlacTh TAXeJOoM Lienu, HuMelmyl OIpuMepHo 95%, 96%, 97%, 98% wum
99% MIOEHTUUYHOCTM IIOCJIeOOBATEJIbHOCTM C aMMHOKMcJoTamm 20-140 SEQ
ID NO:2, u BapuabesibHyI 00JacTb JETKOM ILely, MMeoIyln IIPMMEPHO
95%, 96%, 97%, 98% wmam 99% UISHTUUHOCTM IIOCJeIdOBaATEJILHOCTU C
aMmMHOKMcJoTaM 20-131 SEQ ID NO:4 wmiam amMmMHOKMcJOTaMu 21-132 SEQ
ID NO:5. UOeHTHMUHOCTL aMMHOKMUCIJIOTHOWM IIOCJIeIOBATEJILHOCTU MOXEeT
BBITE omnpeneJseHa c MCIIOJIb 30BaHMeM IIPUTOOHOTO aJITOPUTM
BHPABHUBAHUS IIOCJIeOoBaTeJIbHOCTEM, TaKoI'0 Kak cucTeMa Lasergene
(DNASTAR, Inc., Madison, Wis.), C HCHOOJL30BaHMEM IlapaMeTpPoOB IIO
YMOJIUAHUIO . B BapuaHTe  UCIOJHEeHUId, anTmu-o4p7 AHTUTEJIO  OJId
MCIIOJIL30BAHMSA B KOMIIO3UUMM IIpelcTaBijgeT cobol BemoJmayMmad (CAS,
American Chemical Society, W perucTpauum 943609-66-3).

Opyrmue o4B7 aHTUTeJla Takxke MOTYT OHTL MCIOJL30BAHEL B

KOMIIO3MIIMAX 17 pexrMax TJO3SMPOBaHMA, OIIMCaHHEIX B HaCTOAIeM

N300peTeHun. Hanopumep, o4 aHTUTeNa, ONIMCAaHHEE B us
2010/0254975 (Amgen, Inc.), LIeJIMKOM BKJIOUEHHOM B HacCToOdllee
n300peTeHNre B KauecTee CCHUIKHU, ABJIAITCA IPUTOIHEMA 0Jid

MCIIOJIL30BAHMA B KOMIIO3MIMAX M clIocofax JeueHMSa BOCIaJIUTeJILHOMN
BoJIe3HM KMIeUHMKa Yy JomeM.

AHTVM-X4PR7 aHTUTEJIO MOXeT OBTEH I[IOJIYYEHO IIyTeM DHKCIPeCCUn
IOCJIeIOBATEJILHOCTEY HYKJIEMHOBOM KUCJOTH, KOIMPYIMMUX KaxXOIylo lLelb
B XMBHX KJIETKax, HalpuMep, KJIeTKax B KyJIbType. Pa3JIMUHEE CUCTEMH
XO03AVH—-23KCIIPEeCCUOHHEM BEKTOP MOTYT BBITE VCIIOJIb 30 BAaHH nJIs
DKCIIPECCUM  MOJIEKYJI AHTUTEeJI 0 M300peTeHMD. Takue CHUCTEME
DKCIIPEeCCUM B XO34AMHe IIpelyCMaTpUMBalT HOCUTEJM, C IIOMOIMBI KOTOPHX
KOoIVpyKImMe TIIOCJIedoBaTeJIbLHOCTH, npeIcTaBJAKIIME MHTepec, MOTYT
OBITEL IIOJIYYUEHH, a 3aTeM OUMIeHb, HO Takxe OpelyCMaTpMBalT KJIETKU,
KOTOpHE MOTYT, IIpKM TpaHchopMallMM WM TPpaHCheKUIUM OIPUTOIHBMA
KOIVPYRIMVYMMY HYKJIEOTUIHEIMU I[IOCJIENOBATEJIBEHOCTAMM, BSKCIPECCHUPOBAaThH
anTu-o4B7 aHTMTEeJO Iin situ. OHM BKJIOYaLT, 0e3 OoTpaHnUYeHUl,
MUKPOOPTaHM3ME, TaKue Kak OaKTepumu (HanpuMep, E. coli, B.
subtilis), TpaHchOPMMPOBaHHEE pPekoMOMHaHTHOM IHK OakTepmnodara,
SKCIPEeCCHOHHEIMM BeKTopaMM IIJlasMuaoHov IOTHK wmiam  kocMmpgHOoW  IOHK,
conmepXxamyMn KoOupyolmme [IOCJIeIOBATEJIBHOCTHU aHTUTeJa; O OXKN
(HanipuMep, Saccharomyces, Pichia), TpaHChOOpPMUPOBaHHEE

peKOMGMHaHTHHMM OO OXXKEe BEIMI SKCIIPe CCMOHHEIMUA BeKTOpaMl1,
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ComepXalymMm Kogupyomme [IOCJIenOoBaTEeJIbHOCTHU aHTuTeJa; CUCTEMEI
KJIETOK HaCeKOMHBIX, VHQULIUPOBAHHEIX PeKOMOMHAaHTHEMU BUPY CHEIMIA
SKCIPeCCUOHHEIMU BeKTOpaMu (HanpuMep, 0aKyJIOBUPYCHEMU) ,
CoImepXalymMm Kooupymomme [IoCJIenoBaTeJIbHOCTHU aHTHuTeJa; CUCTEMEL
PacCTUTEJIBHEX KJEeTOK, MHOUMUMPOBAHHEIX PEeKOMOMHAHTHEIMY BUPYCHEMU
SKCIPEeCCUOHHEIMA BeKTOpaMu (HanpumMmep, BUPYC MOBauKM IIBETHOM
KalycTH, CaMV; BUPYC TadauHom MO3auKM, ™V) , MJIn
TPAaHCOOPMUPOBAHHEX PEKOMOMHAHTHEMM IIJIa3MUIOHBEIMY  BSKCIPECCUOHHBMA
BEKTOpaMu (HanpuMep, Ti-IrJjasMmMoH) , ComepXalymMmm KoOUpyomme
[IOCJIEOOBATEJIbBHOCTM aHTUTeJa;, WIM CUCTEeMHE KJIETOK MIEKOINUTAaKINMX
(HanpuMep, kJgeTkum COS, CHO, BHK, 293, 3T3, NSO), conmepxamue

peKOMGMHaHTHHe SKCIIPEeCCHMOHHEIE KOHCTPYKTEI, comepXxalre IIPOMOTOPEH,

IOJIyUYeHHHEe ns TeHOMa KJIETOK MJIEKOIU T AMMX (HampumMmep,
MEeTaJIJIOTUOHEMHOBHM  ITPOMOTOP) WIM Y3  BUPYCOB  MJIEKONMUTAMUX
(HampumMep, aIleHOBUPYCHHM  TIO3IHUM  IIPOMOTOP; IPOMOTOP  BUPYC
KOpoBLel ocne 7, 5K). HanpuMmep, KJIETKM MIEKONMUTAaMMX, Takue Kak

KJIEeTKM AWUHMKa KUTaMCcKoTo xoMauka (CHO), B coueTaHMM C BeKTOPOM,
TakuM  Kak TIPOMO TOPHEIA BJIEMEHT TJIaBHOTO IpeIpaHHeTo TeHa
YeJIOBEeUeCKOTO LUMTOMeTlaJlIoBUpyca, fABJIARTCA 50OeKTUMBHOM CHUCTEMOU
sKcnpeccun aHtuten (Foecking et al., Gene 45:101 (1986); Cockett
et al., Bio/Technology 8:2 (1990)).

B OakTepualIbHEIX CUCTEeMax, pPAO0 DKCIPECCHOHHHX BEeKTOPOB MOXET
OBITL TIPEenNouTUTEeJIbHO BHOpaH B 2aBUCUMMOCTM OT IIpennojlaraeMoTo
MCIIOJIb30BaHUSA BKCIPEeCCUPYEMOV MOJIeKYJIH aHTUTeJla. Hanpumep, ecyu
HYXHO NpOoOyLMPOBaTH BoJibmoe KOJIMUECTRBO TaKoToO Benka i
IOJIyUeHUs OoapMalleBTUUECKMX KOMIIO3UUMNM MOJIEKYJIEl aHTuTeJa, MOITyT
OBITEL  XeJlaTeJIbHEIMM  BEeKTOPH, HalpaBJdKIMe  BKCIPEeCCUID  BHCOKUX
YPOBHEV TIPOOYKTOB CJUTHX 0OeJIKOB, KOTOpHEe MOTYT OHTL JIeT'KO
ouumeHH. TakKye BeKTOPH BKJILUAKT, ©0e3 OoTpaHMUeHUM, BKCIPeCCUOHHEMN
BekTOop E. coli pUR278 (Ruther et al., EMBO J. 2:1791 (1983)), B
KOTOPOM  KOoIOMpyKlas IOCJIENOBATEJBHOCTE aHTUTeJIa  MOXeT OHITE
JIUTUpPOBaHa MHAOMBUIYaJILHO B BEeKTOP B paMKe C KOIUpPyKIEeEM o00JaCThIo
lac Z npnd nojydeHMs cJIuToro Oenka; BekTopH pIN (Inouye & Inouye,
Nucleic Acids Res. 13:3101-3109 (1985); Van Heeke & Schuster, J.
Biol. Chem. 24:5503-5509 (1989)); u mT.1n. BekxTopn PGEX Takxe

MOT'YT OBTB MCIOJIbL30BAHE OJI4 OKCIIPEeCCHNM UYWYyXEePOIOHEIX IIOJIMIIECIITMIOB B
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BUIOE CJIMTHX OeJIKOB C TJIyTaTHuoH-S-TpaHchdepaszon (GST). B obmewM,
TaKMe CJUTEEe OeJIKM ABJIATCAI PaCTBOPMMEIMKM UM MOTYT OHTBH JIETKO
OUMIIeHE M3 JIM3MPOBAHHEX KJIETOK IIYyTeM ancopblumMmM M CBA3HBAHMUA C
MaTpMULENM TJIYTAaTUMOH-aTlapO3HEX OYyCHMH C IIOCJeOyK el DJIoLMeN B
IPUCYTCTBUM CBOOOOHOTO IUIyTaTMOHa. BekKTopel pPGEX KOHCTPYUPYIOT
TakyM o00pas30M, UYTOOH OHM BKJOUAIM CalTH pacHellJIeHUa [IpOoTeasH
TpoMOVHa WM GdakTopa Xa, UTOOH KJIOHMPOBAHHHM I1eJIeBOM T'eHHBIM
OponykKT MOT OHBTBH OTHeJieH oT GST-dpparMeHTa.

B cucTeMax HaCEKOMHX, BHMPYC SAI0epHOT'O oJusapo3a Autographa
californica (ACNPV) VCIIOJNIbE 3YyeTC A B KauecTBe BEKTOpPa OJIA
SKCIPEeECCUM UYXepPOIHHX I'€HOB. BHMpyCc pacTeT B KJIeTkax Spodoptera
frugiperda. Komupylmas [OOCJIeOOBATENBHOCTE aHTUTEJa MOXeT OHTH
KJIOHMPpOBaHa MHIOMBMIOYAJIBHO B HeCylleCTBeHHBe 0O0JlacTu (HallpuMep,
T'eH I[IOJMBIOPMHA) BUpyCa M IOMelleHa IIOH KOHTPOJIE I[IpoMoTopa AcNPV
(HallpuMep, I[IOJUDOPMHOBOI'O IIpOMOTOpPRA) .

B kJleTkax-xo34eBax MIEKOIUTAKINUX MOXeT OBTb MCIIOJb30BaH pAaAn
SKCIPECCUOHHEX CHUCTEM Ha OCHOBe BMPYCOB. B Tex ciyuYadx, KoT'ma B
KauecTBe DKCIPECCUOHHOT'O BeKTOpa MCIIOJIL3YEeTCH aOoeHOBUpPYC,
KOoIMpyKllad IIOCJemOBAaTeJILHOCTE aHTUTeJa, IIpencTaBidpilad MKHTepecd,
MOXeT  OBTb JIMI'MPOBaHa C  Aal0eHOBMPYCHEM  KOMILJIEKCOM  KOHTPOJIA
TPAHCKPUIILNY/ TPaHCJISIUNA, Halpumep, [IO3OHUM I[IPOMOTOPOM u
TPEXKOMIIOHEHTHOW JIMIOEPHOM I[IOCJIEeNOBaATEeJIbHOCTEID. ITOT XUMEPHHI IT'eH
MOXeT OHTL BaTeM BCTAaBJIeH B TeHOM aleHOBUPYCa NIyTeM In VIitro Wiu
in vivo pexoMOMHalMM. BCTaBKa B HEeCYmEeCTBEHHYI O00JIaCTh BUPYCHOTO
TeHoMa (HamopuMmep, ob6jacTk El mam E3) OymeT OaBaTb pPeKOMOVHAaHTHHIM
BUPYC, KOTOPHM aBJIgeTcda KU3HECIIOCOOHEIM n criocobeH
BSKCIPECCUPOBATEL MOJIEKYJY AaHTUTeJla B MHOUUUMPOBAHHEX XO034eBax
(HanpuMep, cM. Logan & Shenk, Proc. Natl. Acad. Sci. USA 81:355-
359 (1984)). CneumdmMuecKMe MHULIMMPYIME CUTHAJH TakXe MOTYT OHTH
HeoOxoouMEl nOJid 20QeKTUMBHOM TPAaHCJHAUMM BCTABJIEHHEIX KOIUPYIIMUX
IOCJIENOBATEJBEHOCTEN aQHTUTeJIa. Taxue CUTHAJIEL BKJIOUYAOT
VHUIMUPYRMUY KOonoH ATG M OpuieTlapmMe K HeMy II0CJIeINOBaTEJIbHOCTHU.
Kpome TOTO, MHMUIMMPYKIMY KOIOOH -HOOJDKeH OHTBH COIJIaCOBaH C pPaMKOM
CUMTEBaHUA XeJlaTeJIbHOM KoOUpyKe [IOCJIeDOBaTEeJIbHOCTHU o4
ofecrieueHMs TPAaHCJALMM IIOJIHOM BCTaBKU. TakKe »DK30TeHHBE CUIHAJEH

KOHTPOJIA TPaHCIIAOVM WM VMHHMIOVMMPpYKIMe KOIOOHE MOI'YT VIMETE pPa3JIMYHOE
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IPOUCXOXIEeHMe, Kak OPMPOOHOE, TaK M CHUHTeTHMdecKoe. D2OOPeKTUMBHOCTDL
DKCIIPEeCCUM  MOXeT OBITE yCcuJieHa OyTeM  BKJIOUEHUS IPUTOOHEIX
DHXAHCEPHHX DSJIEMEHTOB TPAHCKPUIILMM, TEPMUHATOPOB TPAHCKPUIILNM U
T.I. (cmMm. Bittner et al., Methods 1in Enzymol. 153:51-544
(1987)) .

KpomMe TOT'O, MOXeT OHITE BH@paH mTaMM KIIETKM—-XO3A4AMHa, KOTOpHﬁ

MOIYJINPYeEeT 3KCIIPECCUR BCTaBJIEHHOM [I0CJIenOBaTEeJIEHOCTU W
MOOUOUUUPYET n [IPOLECCHUPYET T eHHHM IPOOYKT KOHKPETHEM
XeJlaTeJIbHEIM oBpasoM. Taxue MOIMPUKALN (HanpumMep,

TJIMKO3UIMPOBAaHME) ¥ TIIPOLEeCCHUHI (HalpMuMep, paclerJieHre) OeJIKOBHX
NIPOOYKTORB MOTYT OBTH BaXHBE IJS OQYHKUMOHMPOBaHMA OeJika. PasHEe
KJIETKM—-X039€eBa MMEDT XapaKTepHHEe u ClleumdpuuecKre  MeXaHM3ME
NOCTTPAHCIALMOHHOTO TMIPOLEeCCHMHTa UM MoOudMKallMM OeJIKOB U T eHHBIX
OPOOYKTOB. IIpUTOOHEE KJIETOUHHE JIMHUM WJIM CHUCTEME XO3deB MOTYT
OBITH BEIOpPAHEL IOJIs obecrieueHmn s IpaBUJILHOM MOIOIMPUKALIA u
IpolleCCHHTa BKCIPeCCHUPOBAHHOTO UyXeponHoTo ©Oejka. C 2TOM LeJbl
MOTYT OBITH MCIIOJIB 30BAHH DYKAPUOTUUECKNUE KJIETKM—-X0349€eBa,
ofllamawpiiMe KJETOUHEMM MeXaHu3MaMM OJIA HaIJleXaller'o IIpolleCCHUHTA
IIEPBUUHOTO TPaHCKPUIITE, TJIMKO3UIUPOBaHU A nu bochopuMpoOBaHUA
TeHHOTO IIponyKTa. TaKMe KJIEeTKM-XO03deBa MIEKONUTAKINX BKJIIOUAT,
Be3 oTpaHMUeHUlM, KJIeTKM AMUHMKA KUTaMCcKOoTo xXomsuka (CHO), NSO,
Hela, VERY, T1[OUkM HOBOPOXIEeHHOTO xXoMfaka (BHK), mnoukum oO0e3bsaHH
(C0Ss), MDCK, 293, 3T3, WI38, YeJIOBEUECKOM IIOYEUHOKJIETOUHOM
KaplUMHOME (Hamnpumep, Hep G2), KJIEeTOUHHEe JIMHUM pPaka MOJIOUHOM
XeJlesH, TakMe KakK, Hamopumep, BT483, Hs578T, HTB2, BT20 m T47D, u
KJIeTOoUuHAasa JIMHMSA HOPMAaJIbHOM MOJIOUHOM XeJle3hH, Takas Kak, HalpuMmep,
CRL7030 m Hsb78Bst.

MexaHM3MEL TJIMKO3UJIMPOBaHU A Pa3HBIX TUIIOB KJIETOK MOTYT
OpOoOyUMpPOBaATE aHTUTEJIa C COoCTaBaMM TUIMKOSWIMPOBAHWA, OTJIMNUHBIMA
OT IOPpYyIMX TUIIOB KJIETOK, WIM 0e3 ITUIMKOSWIMPOBAaHMA, KaK B Ciydae
DaKTepHraJIbHEX KJIETOK. B OIOHOM aclekTe, TUIIaMU KIETOK, IPUITOIHBMA
oJjidg IpOoyLUMPOBaHUA aHTU-x4 37 aHTUTEJ, ABJIATCSA KJIETKU
MJIEeKOIMTalmMx, TakMe KkKak NSO wmim kJjJeTku CHO. B oOIHOM aclekTe,
KJIETKMA MJIEKOIIUT AKMMX MOTYT BKJIOUATH oejieln bepmeHTa,
yYacTBRyoIero B KJIETOUHOM MeTaboImusmMe, n DK30TeHHBM TeH,

HpeHCTaBHHDMMﬁ nmHTEepecC, MOXeT OBITE @yHKHMOHaHBHO CBA3aH C
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3aMelannrM  GepMeHTOM, HalpuMep, B KOHCTPYKTE MWMIM BeKTOope IOJ4g
BBEeIOEeHUSA B KJIETKHU, HallpuMmep, [IyTeM TpaHchopMallum WJIN
TpaHchekMM . KOHCTPYKT MM BEKTOP C HSK30T'€HHBEM T'€HOM CO3maeT OJd
KJIETOK—-XO38eB KOHCTPYKTa WM BeKTOpa CeJIEKUMOHHOe IIpeuMyleCcTBO,
CIIOCOOCTRYyKIIES NIpOoOyLUMPOBaHMIO [IOJIUIIenTULa, KOOMPYEMPHP
BDK30TEeHHEM T'€HOM. B oOoHOM BapMaHTe MCIIOJIHEHUSA, rkjgeTku CHO
npencraBJygioT codom kJeTku DG44 (Chasin and Urlaub (1980) PNAS
USA 77:4216), BRJIDUAKIIME oeJiel o W MHaAKTUBALMII TeHa
ourugpodoslaTpeykKTass. B OpyI'OM EBapMaHTe WCIOJIHEeHMHA, kKiaeTku CHO
npencTaBJIgnT cobom KJIIETKU CHO K1, BKJIDUAKINME OeJiellrn WJIn
VHaAKTUBALUWKD T'eHa IJIYTaMUMHCHMHTAask (CM., HalopuMep, oOaTeHTH CHIA NN
5122464 mymm 5827739).

TBeane KOMIIO 3L

TBepOwe KOMIIO 3ULIUNA 1o n300pEeTEHNO OBBIUHO MOJIyJamT
BHICYNIMBAHMEM XUIOKOM KOMIIO3MLIMUM. MoxeT OHTb MCIOJNLE30BaH JIoOOM
IPUTOIHEM crioco6 BEICYIIMBAaHMSA, TaKoM Kak JmModuiIM3aluusa MM
PacHeUIMTEeJIbHAd CyllKa. JIMopuiamMzaumsa NpelyCMaTpUMBaeT 3aMOopaXMBaHMeE
KUIOKOM KOMIIO 3ULIUM, OBOBUYHO B KOHTelHepe, KOTOPHM bynmeT
MCIIOJIE30BATLECA IJIS XPaHEeHMSd, TPaHCIOPTUPOBKM U paclIpOoCTpaHeHUs
KOMIOBULIMM (Hamopumep, oJjgakoH) (cM., HamopuMmep, Gatlin and Nail B

Protein Purification Process Engineering, ed. Roger G. Harrison,

Marcel Dekker Inc., 317-367 (1994)) . ITocae 3aMOpaXmMBaHMAa
KOMIIO3ULIUN, aTMochepHoOe OaBJieHUE CHMXAIT u TeMIlepaTypy
PEeTYIIUPYIOT TaK/M oBpasoM, UTOOH 0BeClIeunThb yoaJjieHre
3aMOPOXEHHOTO pPacTBOPUTEJIA, HalpuMep, IOyTeM CcyoOauMaluuu. OTa

CTalm4d IIpouecca HMO@MHMBaHMH MHOT'IDa Ha3bBaeTCA II€ePBVMYHEM
BEICYIIMBaHMEM. HpM HeoOXOoOMMOCTH, TeMIlepaTypra MOXeT OBITL 3aTeM
IIOOHATAa IOJId yYoaJIeHnA Kakoro-Jymnbo pacTerOpPMUTEIIA, oCcTapmerocda
CBA3aHHBEM C cyxoﬁ KOMHOSMHMeﬁ, IIyTeM MCIlapeHMA. JTa CTaln4d
IIpouecca HMO@MHMS&HMM VMHOT'Ia HaSHBaeTCHd BTOPMUYHEIM BEICYIMBaHMEM.

B Tex ciayuasax, KOoT'Ja KOMIIO3MIUMSA »OOCTUIJIA XKeJlaTeJIbHOM CTelleHU

CyXOCTH, mpoliecc BHICYIIMBAaHMUSA 3aBeplmaeTcs u KOHTelHepH
TepMeTHU3yIoT . T'OTOBYIO TBepIyIio KOMIIO 3ULINIO MHOTOa Ha3HBAaT
“IMOOMIMBUPOBaHHOM KoMmosuumen” wuian “cyxapem” (cake). Ilpouecc

JIMOQUIIN 3 a LI MOXeT OHTH InpoBelieH C MCIIOJIESOBaHMEM JIIOOTO

IPUTONHOTO OBOpyIoBaHMsa. [IpuTonHoe oOOPYyHNOBaHME IJd JMOQUIM3ALUNU
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ABJIAETCS OOCTYIIHEM M3 pPAla KOMMEPUECKMX MCTOUHMKOB (Hampumep, SP
Scientific, Stone Ridge, NY).

PasjMUHEe [IPUTOIHEE allapaTh MOTYT OBTH MCIIOJb3OBAHE IJIS
BLICYIIMBAHWSA KMOKMX KOMIIOSULUM [JIS TIIOJIyUeHUS TBepHo (Hanpumep,
JIVO QMM 3UPOBAHHOM ) KOMITO 3UIIUM . OBBIUHO, KBaJIUOUIMPOBAHHEE
CHelMaJUCTH B OAHHOM OOJIACTM TexXHUKM [IOJIYyUailnT JIMOOUIUM3VPOBaHHEE
KOMIIOSMUMM [OYTEeM MCIOJb30BaHMA IDEepMETUUHOM  KaMeph, MMeome
MOJIKM, Ha KOTOPHX pasMemanT (QJaKOHE C KMOKOM KOMIO3MUMEN oIS
BLHICYyIIMBaHMA . TeMrIepaTypa IIOJIOK, a TakKke CKOPOCTb OXJIaXIeHUS U
HarpeBaHUsa, MOTYT KOHTPOJMPOBATLCS, TaK Xe KaK M IaBJIeHMe BHYTPHU
KaMepe. ClemyeT IIOHMMaTh, UTO pas3JIMUuHEe I[apaMeTpH I[Ipollecca,
ONMCaHHBEIE B HACTOAmMEM M300peTeHuMr, OTHOCATCS K  I[polleccaM,
OCYIeCTBJISEeMEM C MCIOJb30BaHMEM DSTOTO TUIla alllapaToB. PANOBHE
CHIeMaIUCTE pm HEOOXOOMMOCTHU MOTYT JIETKO amarnTrUpoOBaTh
rnapaMeTpH, OIMCAHHLHE B HaCTOAmMeM KW300peTeHrMu, K IOPpYTMM TUllaM
annapaToB IJId BHCYMMBAHMA .

[IpUTOOHLHE TeMIepaTypH U BeJIMUMHA BaKyyMa [JIS IIePBUYHOTO U
BTOPUUHOTO BHCYMMBAHMSA MOTYT OHBTL JIETKO OIpemeJleHH  PSIOBEM
CreluMaJucToM. B ofmeM, KOMIOSMIMID 3aMOPaXxuBaioT I[IPY TeMlIepaType
npumMepHo -30°C wmiam uHmwxe, Takoi kak -40°C wmum -50°C. CkopoCTb
OXJIAXIEeHMS MOXeT BJIMATHL Ha KOJMUECTBO M pasMepH KPUCTAJJIOB JbIa
B MaTpuile. I[lepBUUHOE BHCYMMBaHME OOHUHO [POBONAT IIPM TeMIepaType
Ha npmMepHo 10°C, mnpumepHo 20°C, mnpmMmepHo 30°C, npumepHo 40°C
uiIy  OprMepHo 50°C  BoIIe TeMIepaTyph  3aMopaxuMBaHMSA. B OOHOM
aclieKkTe, YCJOBUS I[IE€PBUYHOTO BHCYNMBAHMUA MOTYT OHTHL YCTaHOBJIEHH
IJ1g TNonmepXkaHrsa aHTU-o4B7 a”HTHTesla HMKe TeMIepaTyps CTeKJIOBaHUS
UM TeMIIepaTyph KoJUlalca KOMIOSMLUMM. BBIIE TeMIepaTyph KoJularca,
aMopbHasa 3aMOpOXeHHasd MaTpulla MOXKeTh Teub (KoJUIalICHMpOBaTh), B
pesyJbTaTe uYero MOJIEKYJH O0eJlka MOTYT He OBTb OKPYXEHH XeCTKOM
TBEPOOM MaTpULEeNd ¥ MOJIEKYJIH OeJjlka MOTYT He OBTb CTaOMJIbHEIMU B
KOJLIJIAIICUMPOBAHHOM MaTpuile. Takke, KOMIOSUIMIO MOXET OHTL TPYIHO
MOJIHOCTHI BHICYIIMTH B Cjydyae KoJulanca. IllojJlydyaeMele [OPU STOM OoJiee
BLICOKME KOJMUECTBa BJATrYM B KOMIO3UWIUM MOTYT I[IPUBOOMTL K OoJjee
BLICOKMM CKOpPOCTSIM merpanalum beJka " YMEHbIIeHUU
NPOIOJIKATEJLHOCTY BpPEMeHM, B TeueHMe KOTOPOTO JMOOMIMIUPOBAHHEIM

IIpOoOoOyKT MOXeT XPaHNUTBECA o CHIMXEHNMA ero KauecTBa IO
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HellpreMJIEMOTI'O YPOBHA. B OIOIHOM acllexKTe, TeMIIepaTypy ITOJIOK n
ITaBJIEHME B KaMepe BH@MpaDT OJIA TIOOOEePXaHMA TeMIIepaTypPHE IIPOOYKT
HIKe TeMIIepaTypPH KoJlallCa IIpY II€ePBMYHOM BEICYIVMBAHINMN. TeMnepaTypa
CTEeKJIOBaHMA BaMOpoerHOﬁ KOMITIO SULINM MOXeT OBITH MsMepeHa

crmocof®aMy, WMB3BECTHEIMM CIelrajJucTaM, HalpuMmep, IubbepeHLMalbHOMU

CKaHupywmey kajopuMmeTpuey (ICK). TemIepaTypa KoJJalca MOXeT OHTH
M3MepeHa CHOCOGaMM, M3BeCTHEIMN ClielraJiMcTaM, HalliprMep,
MVKPOCKOIINNA C BEIMOPaXMBaHMEM XMHKOﬁ @aBH. CooTHOImeHnE

HeBOCCTaHaBJMBaKIEIO caxapa K ©0Oellky (MOJb:MOJIB) WM KOJUUYeCTBa
IPYyTUX  KOMIIOHEHTOB  KOMIIO3UIMMKM OyIOyT BJIMATL Ha  TeMIepaTypy
CTeKJIOBaHMA U TeMllepaTypy KoJulalca. B  HeKOTOPHX BapMaHTax
WCIIOJIHEHU A, TeMIepaTypa CTeKJIOBaHMA IOJS KOMIIO3ULMM aHTUTeja 47
cocTaBJgeT oOT OpuMepHo -35°C mo npmMmepHo -10°C, OT I[IPMMEPHO -
35°C pmo mpumepHo -25°C, maM oT mnpuMmepHo —-35°C mo mpumepHo -29°C.
B OpyToM BapMaHTe WMCIOJIHEHMHA, TeMllepaTypa CTeKJIOBaHMUSA KOMIIO3UILIUNA
auTuTesa «4B7 cocTaBigeT IIpMMepHO -29°C. B HEKOTOPHX BapMaHTax
WCIIOJIHEHU S, TeMIepaTypa CTeKJIOBaHMsA KOMIIO3ULUMM aHTuTeja o4dpR7
cocraBggeT InpmMmepHo -30°C, mpumMmepHo -31°C, npumepHo -32°C,
npumMepHo -33°C, mnpumepHo -34°C, npuMepHO -35°C MM HOPUMEPHO —
36°C. B HEKOTOPHIX BapraHTax MWCIOJHEeHUs, TemIepaTypa KoJjarca
KOMIIO3ULUMM aHTuTejla «4B7 cocTaBjageT oT OpuMepHo -30°C  mo
npuMmepuo 0°C, oT npumepHo -28°C mo npuMepHo -25°C, MM OT
npuMepHo -20°C pmo mpuMepHo -10°C. B OgpyroM BapMaHTe WCIIOJHEHNS,
TeMIlepaTypa KoJIjIarnca KOMIIO 3ULIUM aHTuTeJa adB7 cocTaBJIgeT
npuMepHo -26°C. He xejlad OTPaHUUMBATLCH KaKOM-JIMOO KOHKPETHOM
TeopMueMr, YyKaxeM, UTO UYeM BHIIe CKOPOCThL HaTrpeBa, TeM BHIe OyOeT
TeMIlepaTypa KoJulalca OpoAOyKTa. IlepBMUHasd CTaOMsa BHCYNMUBAHUA
MOXeT YIaJIdThk IO MeHbmeM Mepe 50%, 10 MeHbmeM wMmepe 60%, 10
MeHbme¥ Mepe 70% wmam OoJiblle pPacTBOPUTEJA. B OIHOM acIllekTe,
IepBUYHAS CTaOMsa BHCYMMBaHUA YyIOajsdeT O0oJjee 80% pacTBOPUTEJIS U3
KOMITOB3ULIUM aHTUu-x4d7 aHTUTela.

[lepBMYHOE  BHCYNMBaHME 3aBUMCUT OT TeMINepaTypH IIOJIOK U
DaBJIEHUSA. YCJIOBMSA IIE€PBUUHOTO BHCYIMBAHUSA MOTYT OHTE OIpeleJIeHE
SMIMPUUECKM IIyTeM IIPpOBEeleHMA JMOOUIM3alMM I[IPM Pas3HHX IapaMeTpax
nopoliecca. IlepBMUHOEe BHCYNMBaHME TakXe MOXeT OHTbH MaTeMaTUueCKU

CMOIDEeJIMPOBAHO Ha OCHOBe TeMIlepaTyph IIponoyKTa. YPaBHEHMA MaCCoO—- U
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Terionepenaun (Milton, et al. (1997) PDA J of Pharm Sci & Tech,
51: 7-16), B coueTaHMM CO 3HaHMeM 3HaueHuM Rp u Kv, T[I03BOJISET
IIOHATEL KOMOMHALMID ¥ B3aMMOIEMCTBME BXOIHHX IIe€pPeMeHHHX, BKJIOUAaMd
BXOIOHHEE IIepeMeHHBEe I[Ipollecca, TakKue Kak TeMlepaTypa I[IOJIOK U
oaBJieHMe, U IIepeMeHHEEe KOMIIO3MLMM, BXOOAlMe B 3HaueHMe Rp. Takue
MOOeJiM  MOTYT [IOMOUYb OIpelelJInThb rnapaMeTpHl, KOTOPHE IOOJIKHEL
VICIIOJIL30BATLCH oJjsa oBbecrnieueHn s 20PeKTUBHOTO npolecca, Ha
OCHOBAHUM OTPaHMUEHMM, HakJaIHBaeMHX Ha TeMIepaTypy OIpodyKTa

TeMHepaTypof/I KoJIjlarca "M NPOUM3BOIUTEJIEBHOCTEI OOOPYIOBaHMUA.

dm _A,(P,~P)

dt Rp InPo= -6144,96/T,

YpaBHeHUe 1 YpaBHeHUe 2

Q4 K,(T,-T) 490 _ gy m

dt dt dt
YpaBHeHUe 3 YpaBHeHUe 4
YpaBHeHMe 1 CBA3HBAET CKOPOCTH CyOJIMMallU (dm/dt) npu

[IEPBUMUHOM BHCYIIMBaAHUKM C IJIOWAOBI BHYTPEHHETO IIOINEPEeUYHOI'0 CeUeHUd
KOHTelVHepa (Ap), IOaBJeHMeM IHapa Jbna (Po), naBjeHMe B kKaMepe (Pc¢)
¥  HOPMMPOBAHHEIM IIO ILJIOWAaOM  COIIPOTHUBJIEHUSA MaCCOIIepeHOCY  IJid
OpukeTa M OpoOKM (Rp). P, Ha MOBEPXHOCTM pas3lela CcyOJMMalUMM MOXeT
OHTL oOlpeleJleHO M3 YpaBHeHMA 2, TIe P, OTHOCUTCS K TeMIepaType
JbIOa [OpOoOyKTa Ha IIOBEPXHOCTM  paznela cybamuMalum, KOoTopasd
IpUHUMaeTCa OpubIM3UTEJILHO PaBHOM TeMIepaType nOpoaykra (Tp),
KOTOPYK MOXHO WM3MEPUTH C IIOMOIBI TepMOIlapel Ha »OHe OQJakoHa, WK
MOXeT OHTL OolIpenejieHa U3 IIPUMBEIOeHHEIX BHIIe YPaBHEHUM IocJe
ompelleJIeHMC BCeX OCTaJIbHHX I[IepeMeHHEX. YPaBHEeHMe 3 CBSA3BBaAET
CKOPOCTB TeIlJIollepemaurs OT IIOJIKM K @JlakoHaM, Ine A, oOo3Haudaer
momane dijakoHa, Ky 0003HauvaeT KOBOOULUMEHT Telljiolepenmaun GJIakKoHa,
Ts oO0OO03HauaeT TeMIepaTypy IoJaku, u T, o0003HauaeT TeMIepaTypy
nponyKTa. YpaBHeHME 4 CBA3HBAET YpaBHEeHMSA TEeIrJIo— n
MaccoliepeHoca, rme AHs ofo3HadvaeT TellJIOTY CyOJIUMMAallM.

Kak BMOHO U3 YypPaBHeHUNM »OJA IIepPBMUHOTO BHCYIMBAaHMA, Ha

CKOPOCTBL cy®amuMalmMy — MOTYT BJIMATDL TeMIIepaTypa IIOJIKU (Ts),
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TeMIlepaTypa nponykTa (Tp), HaBJeHMe B Kamepe (P¢), CONPOTHUBIIEHUE
MacconepeHocy OpukeTa (Rp) M kon0duLMeHT Teluliollepenada (Ky) .

HeoBa3aTeJIbHOM CTaIMel I[IOCJe 3aMOopaXWMBaHUA M IIepell IIePBUUHBEM
BHICYIIMBAHMEM ABJIAETCS OTXMUI'. Ha DTOM CcTaluKM TeMllepaTypa IIOJIKU
JquodmiIMzaTopa IMIOOHMMAIT BHIIe TeMIepaTyphl CTEKJIOBaHMSA KOMIIO3ZULIUN
Ha KOPOTKMM TIIepuol BpPeMeHM, HalpuMep, IpuMMepHO 2-6 Yacos,
npuMepHo 3-5 uyacoB, WM OpuMepHO 4 UYaca, TI[OCJe UYero TeMIepaTypy
IIOJIKM CHOBa CHIWKAKLT OO 3HaueHUd HWKe TeMIepaTypH CTeKJIOBaHUSA
KOMIIOZULIMK . OTXUI MOXeT OHTL MCIIOJL30BaAH MOJA KPUCTAJIM3alun
HanoJIHUTeJIe M IJa o0pasoBaHuA 0OoJjiee KpPYNHHX, 0o0Jiee OIHOPOIHEBIX
KpUCTAJIJIOB JbIa. IIpouecc OTXUTA  MOXeT BJIVATEH Ha BpeMsa
BOCCTAHOBJIEHUS, I[OCKOJIBEKY TIOOBEPTHYTEM OTXUIY BHCYMEHHEM OpUKEeT
MeeT OOJBNYH IJIOManb I[IOBEepPXHOCTM, UeM BHCYMEHHHM  OpUKeT,
KOTOPEM He OBJI [IOOBEPTHYT OTKUTY. CTaiusa OTXMIa KOMIIO3ULIUU
anTuTeJa o477 MOXeT [OPOBOIOIMTLCHA IIPM TeMIepaType OT IIPUMEPHO -
30°C pmo mpumepHo -10°C, wmam oT mnpuMmepHo -25°C mo mpmmepHo —-15°C.
B OIHOM acHeKTe, TeMIepaTypa OTXMIa KOMIO3MUMM aHTuTeda «dp7
cocTaBygeT npuMmepHo —-20°C.

BTOpMUHOE BHCYWMBaHMe OOBUHO IIPOBOOAT I[IPM TeMIepaType BHIIE
TEMIIepaTypPH 3aMOpaXMBaHMA XUIKOM KOMIO3MLIMM. HanpuMmep, BTOPUUHOE
BEICYIIMBAHME MOXeT OBTbL [NPOBEeIeHO MNpu OpuMepHo 10°C, HOpUMEepHO
20°C, mpuMmepHo 30°C, npumepHo 40°C wmiam npuMepHo 50°C. B onHom
acrexkTe, TeMlIepaTypa BTOPUUHOTO BHCYMMBAHUA IIpelcTaBJisgeT coboM
TeMIepaTypy OKpyXawie Cpentl, HalpuMep, 20-30°C. Bpemsa
BTOPMYHOTO BHCYMMBAHUA IOJDKHO OHTH JOCTATOUHHM IJIS YMEeHbIIeHMUS
KOJIMYECTRBO BJarm no <5%.

B IpyIToM aclleKkTe, LIMKJII JIMO(]}MJIMS&LLMM BRJIOUaAeT 3aMOpaXlMBaHUE

npu nOpuMmepHo —-45°C, OTXUI IIPpU  IPUMEPHO -20°C, IIOBTOPHOE
s3aMopaxmMBaHre IOpY IOpuMepHO —-45°C, T[epBUUHOE BHCYMMBAHWU IIPU
[IPMMEDPHO -24°C wm 150 MmmmMTOpRpP (0,02 klla) M  BTOPUUYHOE

BLICYIIMBaHME [IpY OpuMepHo 27°C m 150 MMILUIMTOPP.

Rp 3aBMCUT OT CcomepXaHMs TBEepPOHX BelleCTB B 3aMOPOXeHHOM DP u
OT TEeIJIOBOM IpenwcTopuM DP  (CcTaiuM 3aMOpaXmMBaHMA, OTXUTaA U
[IOBTOPHOTO 3aMopaXubBaHMUA), KOTOPHE BIMAKT Ha IIOPUCTYR CTPYKTYPY
OpukeTa. TellsioBasa I[IPEOHCTOPMA MOXET TaKXe BJMATE Ha CTaIUo

BTOPMYHOI'O BEHICYHNMBaAaHMA, KOI'IOIa QoJibllad ILJIomalb TIOBEPXHOCTM MOXeET
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criocobcTBOBATEL HOecopbumm BOome (Pikal, et al. (1990) 1Int. J.
Pharm., 60: 203-217). IlapaMeTpaMu IIpollecca, KOTOPHE IIOJIE3HO
KOHTPOJIMPOBATL Ha CTaIMAX IIEePBUYHOM U BTOPUYHOM JIMOOMIM3BALUN,
MOTYT OBTBH TeMIepaTypa I[IOJKM M HOaBJIeHMe B KaMepe Ha KaxXIou
CTaIuY LMKJIa BHCYIMBaHMA.

[lpy MacmTabupoBaHUM, 3arpyska CyOJIMMALMOHHOM  CYIMJIKM U
comepxaHre TBepIHX BelleCTB MOI'YT BJMATL Ha LUUKII BHCYNMBAHUS.
BpeMs IIepBMUHOTO  BHCYMNMBAHMSA MOXEeT 3aBUCEeThL OT COIepXaHUs
TBEPIOHX BEmecTB B KOMIO3MLUMM. Ilpu ©OoJiee BEHCOKOM COIepXaHuM
TBepIOHX BellecTB, HalpuMep, KoI'ma ofmas KOHLEeHTpalusa TBepObX
BEMeCTB (9KCLUUIIMEHTOBR u/WUiau  0OeJika) HaxXoOUTCH, HanlpuMmep, B
oMamnasoHe 3HaueHui Oojee 10 % Mac./o6. wmiam dojee 15 % mac./o00.,
OTJIMUYafAChL Ha BeJuumHy oT 5H0 mpmo 100% oT KOMIO3ULMM, BpPeMHd
BHICYIIMBAHMSA KOTOPEIX OBJIO OIpenelieHO, BpeMs BLHCYIMBAHMUA MOXeT
MeHATbLCA. HanopuMmep, KOMIIO3MIMA C BHCOKMM COIepXaHMeM TBEePOBEX
BemeCcTB MOXeT MMeTh OoJibllee BpeMsa BHCYMMBaAHMA, UYeM KOMIO3ULMUA C
HM3KMM CcoIepXaHMeM TBEepPOHEX  BelecTB. B HeKOTOPHX BapuaHTax
VICIIOJIHEHU A, IPOLIEHT 3aTrpy3KK CcyOaIMMallMOHHOM CYWMJIIKN 1o

IIPOMI3BOONTEIJIEHOCTHM MOXeT MSMEHATBECA B IMaliasoOHe 3HAUEeHUM oT

opuMepHo 25 mo npmuMepHo 100%. Ilpm  OGoJjiblieM %  3arpy3KM 11O
[IPOMBBOOUTEJILHOCTH, BpEeMAa [IEPBUYUHOTO BHICYIIMBAHUA MOXET

YBeJIMUMBATLECA OO 2 Ppa3 I[IO CPaBHEHMI C MeHbIIMM $% 3arpy3KM IO
[IPOU3BOIOUTEJILHOCTHA .« PasHulla MeXIy BpeMeHaM IIEPBUYHOTO
BHICYMIMBaHMA TIIPM PAa3HEX % 3arpy3KM BoO3pacTaeT C yBeJIMUeHMNEM
comepXaHmsa TBEPOBIX BEMEeCTB. B OIOHOM  BapMuaHTe MCIIOJIHEHMU A,
comepXaHre TBepPOEX BEMEeCTB COCTaBJIdeT MeHee 20-25% um 3Barpys3ka
HaxXoOMUTCd B IOMalrasoHe 3HauveHuy 25-100%.

PasmMep ©QJakoHa MOXeT OHTE BHOpaAH Ha OCHOBaHUM ILJIOMAann
IIOBEPXHOCTH, KoTopasd OyIeT KOHTaKTMPOBATL C IIOJIKOM M BakyyMa BO
BpeMsa JIMOQUIMBAlIUMA. BpemMs  BECYNMBaHMA OPAMO IPOINOPLMOHAJIBEHO
BHICOTE  CJIOA, nosToOMy pasMep QijaxkoHa MOXeT OHTHL BHOpPaH Ha
OCHOBAHMM BECOTH CJIOA 0Ocalka, KoTopad OyIoeT olIpenejieHa Kak
pa3zyMHas. O@®JakoH C OoJblled BeJIMUMHOM OTHOMEeHMI OMaMeTpa kK obbeMy
MOXeT ofecneuMBaTh OOJBMUM KOHTAKT C TIOJKOM nOJaa 5»0QPeKTUBHOM

TellJIoliepenadn Ha PO TAXEHNNM IHMKJIa J'H/IO(]_)I/IJ'H/IBB.LH/H/I . Paz®aBJIeHHEMN

pacTBoOp aHTUTeJsla B OOJILIIOM O0O0BbeMe XUIOKOCTM I[IoTpedbyeT OOJIBIIero
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BpPEMEHM MJIS BHCYNIMBaHMA. HeoOxommMmo oOeclneumMThs 0OaJlaHC Mexny
pasMepoM (QJakKoHa M O0OBEeMOM KOMIIO3MLIMM, IIOTOMY UTO  (QJIAKOHE
foJiplIeT0 pa3Mepa MOT'YT TpeboraThb OOJBIMX 3aTpaT [IPM XpaHeHUuM u
TPaHCIOPTUPOBKE U MMelT OOJIbllee COOTHOIEHMEe IIYCTOTO IIPOCTPaHCTBa
K KOMIIO3MUUKY ¥ MOTYT YBeJUUUBATEL OOJIKO KOMIO3UINUNM, IIOIOBEPXEHHYIO
paspylnuTeJIbHEM  50beKkTaM BJjlal'M IOpU OOJITOCPOYHOM XpaHeHuu. IJid
nos3sl 300 MI', KOMIO3MUMSA aHTU-04B7 aHTHUTeJla MOXeT MMETH OOBEM
nepen JuodMIMszaumMer, paBHBEM 3 MJI, 5 wmia, 6 wi, 10 myia, 20 mia, 50
M i 100 M. B oOgHOM acrnekTe, pas3Mep OoJlakoHa cocTaBJyggeT 20 M
nys 60 Mr/Mi pacTBOopa npu mose 300 wmr.

[TocJe JIModUIM3aLmm, GJIAKOH  MOXET OBITH TepMeTU3UPOBaH,
HaopyMep, 3akKpHT OpobkoM, 10O BaKyyMoM. AJILTePHATMBHO, IIepen
TepMeTH3aluMelrl BO O(GJIaKOH MOXeT OHTL BIYIIEH T'a3, HalpuMep, CyxXou
BO3OYyX WJIM a30T. B Tex ciaydYasax, KoT'ga CcymecTByeT pobiieMa
OKWCJIEHUNH, ras, 3alycKaeMbsll B KaMepy  JMOoQUIM3alun, MOXeT
BKJIOUATL T'a3, KOTOPHM 3aMeljigeT WM OpeloTBpallaeT OKMKCJIeHUe
JIMOQUMIIM3VMPOBAHHOTO TIPOOyKTa. B OIOHOM acllekTe, T'a3 IIpPelCTaBJIgeT
cobom OeCKMCJIOPONOHHEM T'a3, HalpuMep, as30T, WIM MHEepPTHHM Tas,
HaopuMep, TeJun, HeoH, aproH, KPUITOH WJIM KCeHOH. B 1Opyrowm
acreKkTe, TI'a3 OpedcTaBJgeT coBOoM a30T MM apIloOH.

B HeKOTOPHIX BapMaHTaxX MCIOJIHEHMSA, OOBEeM KOMIO3MUMM aHTU—x4pR7
aHTUTeJIa Iepen JuodmIMsalumer [gBJISeTCS TakKuM Xe, Kak UM of0bweM
BOCCTAaHOBJIEHOTO pPacTBOpa IIlepel BBeOeHMeM. HamnpuMmep, KOMIO3ULNSA,
MMeBIMasa Iepen JModuiIm3aumeyrt odweM OpuMepHo 5,5 wmiI, wMoxeT OHTH
BOCCTAaHORBJIEHAa IO obwreMa, pPaBHOTO IIPUMEPHO 5,5 wi, nyTeM
npmubaBJIeHMAI TaKOoT'o KOJMYeCcTBa XKMIOKOCTM, HalpuUMep, BOOE WU
COJIEBOTO  pacTBOpa, KOTOpOe  YUMTHRBAET oBBeM  CYXUX TBEePILX
BeMeCcTB. B IOpyI'MX BapMaHTax MWMCIOJIHEHMA, MOXeT OHTH XeJlaTeJlbHBEM
JIMOOUMIIM3VPOBAThE KOMIIO3UIIMKD aHTHU-x4B37 aHTuUTesa B o0o0BbeMe, OTJIMUYHOM
oT obbeMa BOCCTAHOBJIEHOT'O PpacTBopa. HanpuMmep, KOMIIO3UIIMA aHTU-—
odR7 aHTMTeJa MOTYT OHTH JMOQMIM3MPOBaHa B BuUIe pas30aBJIEHHOTO
pacTrBOpa, Hamnpumep, 0,25x, 0,5x wmum 0, 75x, M BOCCTaHOBJIeHa IO 1x
nIyTeM NpMOaBJIEHMS MEHBIIETO KOJMUECTBa XUIKOCTHM, HalpuMep, Ha 75%
MeHbIle, HaIIOJIOBUHY MJIN Ha 25% MeHbIle, yeM obweM Iepen
JmnodmIMzaumeri. B BapMaHTe MCIOJIHeHMHA, nDoza 300 Mr MoxeT OHTBH

IModMIMBsMpoBaHa B BuOe pacTeopa 30 MI/MJII aHTUTesa B 5% caxapose
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M BOCCTAHOBJIeHa IO pacTeopa 60 wMr/miu auTuTeJa B 10% caxapose.
AJIbTEPHATURHO, JIMOQUIM3MPOBaHHASA KOMIO3ULUMKA aHTU-x437 aHTUTeJa
MOXeT OHETB BOCCTAHOBJIeHa IO 0OoJjlee paszsbaBJIeHHOI'O pacTBoOpa, uYeM
KOMIIO3ULUKSA Iepel JroduiImnsanmei.

JleueHre KOMIIO3MUMEN aHTUTeJa

B oOHOM acrliekTe, Uu300peTeHUe IIpenycMaTpuUBaeT CIOCOD JieueHUd
BoJIe3HM MM  PacCTpOMCTBAa N cyObBeKTa, B KJTIOY A 10 BBeIleHME
CYOBEeKTY KOMIIO3MUIMM aHTU-0dB7 aHTHTeJla, OIMCAaHHOM B HaCTOAmeM
N300peTeHnM, B KOJIMUUEeCTBe, 5HSOOEeKTUMBHOM IJIS JeueHMd OOJIE3HU WU
paccTpoMicTBa, HalpuMep, VYV Jooel. UYeJloBek MOXeT OBHTL B3POCJIEM
(HanpuMep, 18 JleT miamM cTaplie), IIOOPOCTKOM MM peOeHKOM. UYeJloOBek
MOXeT OHTB o0coBoM B BO3pacTe 65 JeT MM cCTapme. B oTjanuMe OT
aJlb TEPHATUMBHEIX TepaleBTUUECKMX PeXVMOB IO3MPOBaHMA, UYEeJIOBEK B
BOo3pacTe 65 JeT wWiIM CTapme He TpedyeT KakoM-Jubo MOIUOUKAILIUU
pexrMa OO3UMPOBaHMA, OIMCAHHOTO B HACTOAMEM M300peTeHUM, U eMy
MOXeT OBTB BBeIOeHa OOBUYHAaA  KOMIIO3ULMA aHTu-odp7/ aHTUTEeNa,
ONMCaHHasa B HaCTOAlleM M300peTeHUN.

CyOBeKT MOXeT OeMOHCTPHPOBATE OTCYTCTBME aleKBaTHOT'O OTBeTa,
[IOTepK OTBeTa WM HEIepeHOCUMOCTL JIeUeHUMA MWMMYHOMOIYJIATOPOM,
aHTarouucroM TNF-o wmiam wmx xoMOMHaumMaMM. IllallMeHT MOXeT paHee
noJjiyuyaTh JeueHMe BOCHaJMTeJIbHOM OO0JIe3HM KUIIeUuHMKa I[I0 MeHbIeM
Mepe OIOHUM KOPTUKOCTEPOULOM (HanpuMep, IIPEOHMU30HOM) .
HeamekBaTHHEM OTBET Ha KOPTUKOCTEPOUIE OTHOCHUTCS K IIpU3HAKAM U
CUMIITOMaM IIEPCUCTEHTHO aKTUBHOM (GopMel OOJI€3HM BOIPEeKM aHaMHe3y
[I0 MeHblle¥ Mepe OIHOM 4-HeOeJIbHOM CXeMbl MHIYKLIUN, KOoTOopad
BKJIOUAET SKBMBAJIEHT OO3H IIpedHM30Ha 30 MI' B IeHb IIepopaJibHO B
TedyeHMe 2 HemeJlb WJIM BHYTPMBEHHO B TeueHMe 1 Hejeau. IloTepsd
OTBeTa Ha KOPTUKOCTEPOUIH OTHOCUTCHA K IOBYM HeyIauHHM IIOINHTKAaM
CHUBUTH KOPTUKOCTEPOUIE oo YPOBHSA HIDKE COOTBETCTRBYKIETO
SKBUBAJIEHTY IO 3H npenHn:30Ha 10 MT B OeHb nepopaljibHO.
HemmepeHOCHMMOCTB KOPTUKOCTEPOULOR BKJIIOUAET aHaMHes CHUHIpOMA

KymmHra, OMTeOHeHMM/OMTeOHOpOSa, T'nIIepIJIMKeMNN , ©eCCOHHUIIEL M/MHM

VHOEKLIUA .
MMy HOMOOYJIATOP MOXeT OHTE, HalpuMmep, a3aTUOIIPUHOM
nepopalibHo, O0-MEePKaIlTOIIyPMHOM WM  MEeTOTPEeKCaTOM. HeamexBaTH

orTBeT Ha VIMMYHOMOIIYJIATOP OTHOCHUTCA K I[IprMsHakKaM CHMIITOMaM
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[IePCUCTEHTHO AaKTUBHOM OO0OJIe3HM BOIPEeKM aHaMHes3y II0 MeHbIlelM Mepe
OOHOM 8-HeIeJIbHOM CXEeMH WMJIM a3aTUOolpMHa IIepopalbHOo (21,5 Mmr/kr),
6-MepKalToIyprHa (20,75 MI'/KT) NI MeTOTpeKcaTa (212,5
MT/HeIeJo) . HernepeHOCUMOCTE VIMMYHOMOLOYJIATOP BKJIOUAET, Bes
OTPaHMUYEHUl, TOMHOTY/pPBOTY, OOJIb B XMBOTE, I[aHKpPeaTUT, aHOMaJUU
byHKUMOHAJBLHOM MOPOOH IIeueHU (LFT), JIMMQOOIIeHUID, TeHeTUUEeCKYIO
MyTaluio THUONYypUMHMeTuJITpaHcbepass (TPMT) u/uiv MHOEKIIUO.

B omHOM acrnekTe, CyOBEeKT MOXeT IeMOHCTPUPOBATE OTCYTCTBME
agekBaTHOT'O OTBeTa C IOTepeM OTBeTa WMJIM HEeIepPeHOCHMMOCTBIO JIeUeHUSI
aHTaroHucToM OHO-o. AHTaroHmMcT OHO-o (pakTop HekKpo3a ONyXOoJIU-o),
HalpuMep, npelCcTaBJIgEeT cobom areHT, KOTOPHM MHTUOUPYET
BMOJIOTMUYECKYK aKTMBHOCTE OHO-o M, [OpPennouTUMTeJIbHO, CBAS3HBAET
O®HO-o, TakoM KakK MOHOKJIOHAJIbHOe aHTUTeJIOo, HalpuMmep, PEMMKEN
(mHQIIMKCUMab) , XYMUPA (amanmmymad), CUM3UA (ueproam3zymad [IeroJd),
CVMIIOHM (roauMyMatd) WIXM LUPKYJIMPYNUM PelLelTOPHBEM CJAUTEM ©0eJIoK,
TakoM kKak OHEPEJI (»TaHeplelT). HeaOeKBaTHEM OTBET Ha AaHTATOHUCT
OHO-& OTHOCHUTCHA K IIpM3HakaM M CHUMITOMaM IIe€pPCUCTEHTHO aKTUMBHOMU
bopMEl OOJIE3HM BOIPEKM aHaMHe3y II0 MeHLIIeM Mepe OIHOM 4-HemeJlbHOM
CXeMBl MHOYKLUMM MHQIMKCHUMaOJIM 5 MI'/KI BHYTpuBeHHO (IV), 2 HOBH C
IPOMEXYyTKOM IIO MeHbIeM Mepe 2 HemeJqu; onHa 80 MI HDOIOKOXHad Io3a
ananumyMaba, C 1nociyenyomed omHoM 40 MI' I0O30¥ C IIPOMEXYyTKOM B IIO
MeHbIIeY Mepe @OBe Hejeiau; wixu 400 MDD IIOOKOXHO lLepTojmn3yMaba
nmeroJjla, 2 IOO3H C IIPOMEXYyTKOM B IIO MeHbIIeM Mepe 2 HemeJin. IlloTeps
oTBeTa Ha aHTaroHucT OHO-x OTHOCHUTCHA K PelUuMIMBY CUMITOMOB Ha
cTamuy HODOOOEepXMBaKIMeI'o IO3MPOBaHMA IIOCJe paHee OOCTUIHYTOTO
KJIMHNUUECKOTI'O sbderTa. HenepeHoCHUMOCTE aHTaroOHMUCTAa OHO-«
BRJIIOUaeT, ©Oes orpaHMUeHMM, peakliM, acCOLUMMPOBAHHHE C UHOY3Mel,
oeMreJIMHM3alluo, 3aCTOVHYIO cepledHyio HEOOCTaTOUHOCTD n/nnm
MHOEKLINIO .

[loTepsa nommepXaHMad PEMUCCHUM, B MCIOJBb3YEMOM TYT 3HAUEHUM IJIA
CyDBEKTOBR C HeCHelIMOUMUEeCKMM  S3BEHHHEM  KOJIMTOM, OTHOCUTCH K
YBeJIMUeHMIO OlLIeHKM II0 mkKajle Melo Ha II0 MeHbllel Mepe 3 0Oajjla u
OlleHKe II0 MOOMOMUMPOBAHHOM Imkajle Baron, paBHOM II0 MeHLBIIEM Mepe
2.

B IpyroM acrekTe, HacTodllee U30OpeTeHue IIpelyCcMaTpUBaeT

KOMIIOBULUNM  aHTU-x437 aHTUTEJ, KOTOPHE (1) MOTYT CBA3HBATH
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UHTeTPpUH o4B7 in vitro m/mam in vivo; M (2) MOTYT MOOYJUMPOBATH
AKTMBHOCTE WM OQYHKLMI MHTerpuHa odB7, Takyw Kak (a) OoyHKUUS
CBA3BBaHMA (HaIpUMep, CIOCOOHOCTL WMHTeI'pMHa o4B7 CBA3BBaATHCHA C
MAdCAM (Hanpumep, MAdJCAM-1), O¢udpoHeKTMHOM u/miam VCAM-1) u/uim
(b) odyHKUMA MHOMIbTPALUM JIEMKOUMTOBR, BKJIOUAS PEKPYTMEHT W/Wiu
HaKOIUJIeHUe JIeVKOLUUTOB B TKaHAX (HanpuMmep, CIIOCOOHOCTB
MHTUOMPOBATE MUTPALMI JIEeMKOLUMTOB K KUIIeUHOM MyKO3aJIbHOM TKaHU) .
B omHOM BapmaHTe MCIOJIHEeHUHd, AHTUTEJIO B  KOMIIO3MLIMM MOXeT
CBSA3HBATH VHTeTPUH o4 N MOXeT MHIUOMPOBATH CBSA3BIBAHNE
MHTeTrprHa «4B7 C OODHMM WMJIM HECKOJIBKMMUM U3 eI'0 JIMI'aHOOB
(HanpuMep, MAdJCAM (Hanpumep, MAdJCAM-1), VCAM-1, OQuUOPOHEKTHH),
TeM CaMBEIM MVHTUOMPYS MHOMIBTPAalM TKaHeM JeUKoUMTaMM (BKJIoUasd
PEeKPYTMEeHT W/MUJIM HaKOIJIeHMe JIeMKOLMTOB B TKaHAX). B OpyTroM
BapuaHTe MCIOJIHEHWS, AaHTUTEJIO B KOMIO3MUUM MOXeT CBA3HBATH
MHTeTIprMH o4pB7 ©n  MOXeT CeJIEKTMBHO  MHIUOMPOBATH CBA3HBaHNKE
MHTeTprHa «4B7 C OOHMM WMJIM HECKOJIBKMMKM U3 eI'0 JIMI'aHOOB
(HanpuMep, MAJCAM (Hanpumep, MAJCAM-1), VCAM-1, OQuUOPOHEKTHH),
TeM CaMBEIM MHIUMOMPYS MHOMIBETPALUMK TKaHeM JeMKoUMTaMM (BKJIOUad
PEKPYTMEHT n/Uim HaKOILJIeHUe JIEVIKOLUTOB B TKaHAX) . Takue
KOMIIO 3ULIUA aHTU—4BR7 QHTUTEJI  MOTyT MHIUOMPOBATH KJIETOUHYI
aIre3M KJIETOK, HecymMx MHTeIpuH o437, C KJIeTKaMiM COCYOUCTOI'O
SHOOTEJMA B MyKO3aJIbHEIX TKaHAX, BKJIOUAA KUIEUHMK—-ACCOLMMPOBAaHHEE
TKaHV, JUMOOMIOHEIE OpPTaHH WJIM JIeMKOUUTH (0ocoBeHHO  JIMMOOLMTH,
TakuMe kKak T- win B-kJjeTku) Iin vitro m/miam in vivo. B eme oOOHOM
BapMaHTe WCIIOJIHEHM S, KOMIIO3MUMA aHTU-04dB7 a”HTuTesla IO HacCTOoAlleMy
n300peTeHUn MOXeT MHIMOMPOBRATHL B3aumMmomencTBue «4R7 ¢ MAJCAM
(HanpyiMep, MAdCAM-1) u/unn OUOPOHEeKTMHOM. B eme OOHOM BapuaHTe
VCIIOJIHEHW S, KOMIIO 3L A aHTU—4B7 aHTuTeJa 1o HacToAleMy
n300peTeHUn MOXeT CeJIeKTMBHO MHIMOMPOBATH B3amMomeMVcTBue o437 cC
MAdCAM (Hanpumep, MAdCAM-1) u/uiamu ©(MUOPOHEKTMHOM, Halpumep, 0e3
MHTUOMPOBAHUSA B3auMonemcTeusa o477 with VCAM.

KoMrosuumm aHTr-odR7 aHTHUTeJI IO HACTOANEeMYy M300peTeHMI MOTYT

OHITL MCIOJIB30BAHEL MOJIS MOIYJIMPOBAHMSA  (HANpUMEp, MWHIUOMPOBAHMS
(YMeHBIIEHM S  WJIM  [OPeIOoTBPAlleHM) ) OYHKLIMM  CBASHBAHUS  U/WIK
byHKLMM VHOUIIE TPaLINNA JIEMKOLNTOB (HanpuMmep, JIVMOOLINTOB,

MOHOLIMTOB) VHTeTPUHA odp7. Hanpumep, T'YMaHU3UMPOBAaHHEE
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VIMMYHOTJIO OV JIMHE, MHTUOMpPYIIME CBA3BBaHUE MHTeTpuHa  odB7 c
JIMTaHIOM (T.e., OOHUM  WJIU HEeCKOJIbKMUMM JIUTaHgaMm) , MOTYT

BBOOUTLCA B COOTBETCTBUM  CO CIIOCODOOM  JIEUEeHUHA zaboJieBaHMM,

aCCOLMMPOBaHHEX C MH@MHpraHMeﬁ JIEVMKOLIMTORB (HaHpMMep,
ﬂMM@OHMTOB, MOHOILIMTOB) B TKaHM (BKIIIOUA S PEKPpYTMEHT M/MHM
HaKOIIJIEHNME JIEMKOLNTOB B TKaHHX), B JaCTHOCTHU, B TKaHI,

DKCIpeccupyomre MoJekysly MAdCAM (Hanpumep, MAJCAM-1).

S30peKTUMBHOE KOJMUECTBO KOMIO3MUMM aHTU-x4R7 aHTHUTeJla IO
HacToAmeMy M300peTeHUD (T.e., OOHOTO WMJIM HEeCKOJIBKUX) BBOIAT
VHOMBUOYYMY (HaOopuMep, MIEKOOMTaKIeMy, TaKoMy KaK UeJIOBeK WU
OpyTon  OpuMaT) C UeJbl  JIeYeHusd Takom  BOoJIe3HU. Hampumep,
BOCIaJUTEJIbHEIe  OOJIe3HH, BKJIOUad  OOJIe3HWU, aCCoOUMMPOBaHHEE C
VMHOUIIL Tpaluuey JIeMKOoUMTaMM KeJIYIOUHO-KMIeuHOT'O TpaKTa (BKJOUAM
KUMEUHUK-aCCOUUMPOBAHHEM SHOOTEJUV), IpyIMe MyKoO3aJIbHBEEe TKaHU
WV TKaHW, BKCIpeccHupyrmmre MoJiekyJsly MAJCAM (HanpuMmep, MAJCAM-1)
(HanmpuMep, KUIIEUHMK—aCCOLUMVMPOBaAHHEE  TKaHU, TakKyue KaK BeHYJIH
CODCTBEHHOM IIJIACTMHKM TOHKOM M TOJICTOM KMIIKM; ¥ MOJIOUHOM XeJle3H
(HanpuMep, MOJIOUHOM XeJIe3HE B IIepuon JaKTaluuu) ), MOXHO JIeUMThL B
COOTBETCTBMM CO CIOCOOOM IIO HacCToflleMy Mu300peTeHMI. AHAJIOTUMUHO,
VHIVBUOYYM, MUMewomui ©0o0Jie3Hb, AaCCOLUMMPOBAHHYK C MHOQWIIBLTpalMen
JIeVKOLKMTOB B TKaHM B pel3yJjbTaTe CBABHBBAHUA JIEMKOUMTOB C KJIEeTKaMM
(HanpuMep, DSHIOTEIMaJIbHEIMM KJIeTKaMM), DSKcOpeccupywomyuMy MAJCAM
(HanpuMep, MAdJCAM-1), MOXeT IOJy4YaTh JiIeueHMe B COOTBETCTBUM C
HacToAIMM M300peTeHNEM.

B omHOM BapmMaHTe MCIOJIHEeHUA, O0JIe3HM, KOTOPHE MOXHO JIeUUTh,
COOTBETCTBEHHO BKJIOUAT BOCHAJIUTeJIbHYyl O00Jie3Hb KulleuHMKa (BBK),
Takyln KakK HeclIelUMPUUeCKMM SA3BEHHBEM KOJUT, O0oJe3Hb KpoHa, WMIeuT,
TJIOTEHOBYIO BoJIe3HE, HETPOIIMYUECKYIO CIpy, SHTepOonaTuo,

aCCOLIMMPOBaAHHYIO C CepPOHel'aTHMBHEIMM apTpollaTrMAMI, MMKpOCKOHquCKMﬁ

2NNz KOJLIJIaT€HOBHM roJmT, SOSMHO@MHBHHﬁ I'aCTpPOSHTEPUT I
peBepByapHHﬁ mijienT, BO3HUKAIMUN 10 CJIe IIPOKTOKROJISKTOMUNA u
mJjie0aHaJIEHOT'O aHacToMO3a. [lpenrnouyTmuresibHO, BOCIIaJIMTEJIEHaAd
OOoJIe3Hb KHUIIIEeYHMKAa npeocraBjidaeT cobom OOoJIe3Hb Kpora I

HecneuM@uUUecKuM HA3BeHHHM KOJUT. HecneluduueckuM S3BEeHHBM KOJIUT
MOXET OHITE oT YMEepeHHOM oo T SXKEeJION aKTUBHOM bopMEL

HecneuM@MHGCKOPO A3BEHHOTI'O KOJIMTa. JleueHMe MOXeT IIPMBOIOINTE K
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3aXMBJIEHUID CJIM3UCTOM Yy I[HalMeHTOB, CcTpaJallMxX OT YMepeHHOM IO
T SXKEeJION aKTUBHOM GOpMBEI  HecIelUudUuUuecKoI'O A3BEHHOTO KOJIUTA .
JleueHMrMe MOXeT TakXe IIPUBOOUTE K YMEHBIIEHUMID, IIpeKpalleHun WK
YMEHBIIEHVID U IIpekKpalleHUI IIPUMMEHEHUSI KOPTUKOCTepouIa IIalMeHTOM.
ODpyruMm  OO0JIe3HAMM, KOTOPHE MOXHO JIeUMTh C MCIOJIb30BaHMEM
KOMIIOBULUNY I[IO M300peTeHMD, ABJIATCA  [IaHKpeaTUT U MHCYJIMH-
3aBUCUMBIM caxapHeM nuaber. Coofmajiock, uYuTo MAJCAM (HanpuMmep,
MAdJCAM-1) SKCIIPEeCCUpPYyeTCcs HeKOTOPHMM COCyOaMM B 5SK30KPUMHHOM
IIOIKEJIYOOUHOM XkeJiese NOD (He cCcTpalallrx OXUPeHMeM OruabeTrnuecKUX)
MEIIEM, a Taxkxe from BALB/c¢ mu SJL Mommen. CoobmaJjioch, yTo
sKcnpeccus  MAJCAM-1 VHOYLIUPYETCH Ha DHIOTEJINN BOCIIAJIEHHHX
OCTPOBKOB [IOIXEJIYDOUHOM XeJle 3Bl NOD-MbBIIM, u MAJCAM-1 OBLII
[IpeuMyIeCTBEHHBM anpeCcCHHOM, DK CIIPECCUPYEMEIM SHIOTEJIMEM
ocTpoBKOB NOD Ha paHHMX CcTaamuax uHcyJauTa (Hanninen, A., et al.,
J. Clin. Invest., 92: 2509-2515 (1993)). Jleuenue NOD-MbIImem cC
MCIoJib30BaHMeM aHTu-MAdCAM (HanpmMmep, aHTU-MAACAM-1) wmim a”HTu—-{37
aHTUTEeJI MpeloTBpamalio pas3BuUTue nuabera (Yang et al., Diabetes,
46:1542-1547 (1997)) . Kpome TOTO, HabJlInnaJjloCh HaKOILJIeHue
JIMMOOLIMTOB, BKCIpeccupyiommux «o4p7 B ocrTpoBkax, u MAdCAM-1 Ow
3adeiCTBOBaH B CBA3HBAHUM KJIEeTOK JMMOOME uYepe3s odB7 c cocymaMu
BOCIAJIEHHHX OCTpPOBKOB (Hanninen, A., et al., J. Clin. Invest.,

92: 2509-2515 (1993)) maM C XKeJYOOUYHO-KMIIEUHHM TpPaKTOM B JMMOOMe

u3 KJeTokK MaHTuu (Geissmann et al., Am. J. Pathol., 153:1701-
1705 (1998)).
[TprMe pE BOCIIaJIMTeJIbHEX BoJie3Hel, aCCOLMMPOBAaHHBIX C

MyKO3aJIbHEIM/ TKaHSAMM, KOTOPHE MOXHO JIEUUTE C MCIOJBb30BaHUEM
KOMIIOBULMU II0 M300pPeTEeH K, BKIUAKT XOJEeUUCTUT, XOoJaHIuT (Adams
and FEksteen Nature Reviews 6:244-251 (2006) Grant et al.,
Hepatology 33:1065-1072 (2001)), HalpuMep, TIepPBUYUHHM
CKJIEPO3UPYKIUN XOJIaHTUT, ©OoJie3Hb bBexdyeTa, HalIpuUMep, KUIeUHUKA
WM TIEPUXOJIAHTUT (KeJJUHEM [IPOTOK M OKpyXawnlmas TKaHb I[IedeHUu) U
BoJie3HE "TpaHCIJIaHTaT I[IPpOTUME XO034uHa" (HalopuMmep, B XeJyIOUdHO-—
KMIIEUHOM TpakTe (HalpuMep, I[I0CJe TpaHCIlaHTaluuy KOCTHOI'O MO3Ta)
(Petrovic et al. Blood 103:1542-1547 (2004)). Kaxk BMIHO IpH
BoJiesHu KpoHa, BOCHaJleHMe UYacTO BHXOIUT 3a OpeleslH MyKOo3aJIbHOM

IIOBEPXHOCTM, COOTBETCTBEHHO, BOCIIPDMVMUYMBEMIM K JI€EUEHMIO MOIT'YT OBITH
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XPOHUUEeCKME BOCIHaJIUTEJILHEIE BoJie3HH, Takue Kak CapKonnos,
XPOHUUECKUN TacTpPUT, HaOpuMep, ayTOMMMyHHHM TacTpuT (Katakai et
al., Int. Immunol., 14:167-175 (2002)) wu z»gpyIue UIMUOIIATUUECKUE
COCTOAHUA.

lzo00peTeHNne TaKxe OTHOCUTCH K CIIoCcofty VMHIVOMPOBaHMA
MHOWUIIBE Tpaluy JieMKoUMTaMM MyKO3aJIbHOM TKaHM. J300peTeHMe TakKxe
OTHOCUTCS K CIHocofy JiedeHMsa paka (Hanpumep, odB7-TIOJOXUTENIbHASA
OIlyXOJIb, Takad Kak JuMpoMa) . IpyIMe IOpUMEPH BOCIaJIUTEJIbHBIX
BoJiesHelM, acCCOUUMPOBAHHHX C MyKO3aJIbHEMM TKaHAMM, KOTOPHE MOXHO
JEUNThb C MWCIOJIE30BaHUMEM KOMIIO3MUMM I[IO0 M300pPEeTeHUI, BKJIOYAKT
MacTUT (MOJIOUHOM XeJIe3H) UM CUHIOPOM pa3dpaXeHHOTO KUIeUHMKA.

Bojesnu VI [IaTOIT'€HH, BTUOJIOTUN KOTOPEIX 3alefCTRYIT
B3auMonercTBue MAJCAM (Hanpumep, MAJCAM-1) ¢ odR7, MOXHO JEUUTLH
aHTU—-o4p37 AHTUTEJIOM B KOMITOBULIMAX , OTIMCAaHHHX B  HaACTOAIEM
n30bpeTeHun. IIpUMepH Takux OoJie3HeM BKJNUAT VMMYyHOIeOUUVTHHE
paccTpoMCcTBa, TakMe KaK BHB3BaHHHE BUPYC MMMyHOOedUIMTa UYeJIOBeKa
(cM., Hanpumep, W02008140602).

Komnosuumio 110 M300peTeHU BBOOAT B 200eKTHMBHOM KOJIMUECTEBE,
VHIVOUPpYOIIMM CBA3HBaHME MHTeI'pMHa o4B7 ¢ ero JmMraHgoM. 4
Tepannyu, 30PeKTUBHOE KOJMUECTBO OyIeT OOCTaTOUHEM IJIA HOOCTIKEHMUI
XKeJlaTeJIbHOTO TepalleBTUUeCKOTO (BRJWUAad OpodmilakTUueckult) sbbexTa
(TaxkuMm Kak KOJIMYEeCTEBO, OOCTaTOUHOE 0JI4 YMEHbBIIeHU D VI
npenoTBpaleHmns VHTEeTPUH x4 R7-MeIunpyeMoTro CBSA3BBIBAHUSA n/
nepemauyy CHUIHaJIOB, TeM CaMbBM MVHIMOMPYS anlesuio WM MHOQUIIETPAaLU
JIEMKOLMTOB M/WUJIM aCCOLUUMPOBAHHEE KJIETOUHEHE OTBETH) . O3SbberkTMBHOE
KOJIMYECTBO  aHTU-4pR7 aHTUTeJa, HalpuMep, 50PeKTUBHEIM  TUTP,
OOCTATOUHEM MJIS TOONepXaHMsS HaCHIEeHWa, HalpuMep, HeWTpalus3aluu,
vHTeTprHa 437, MOXeT MHIYIMPOBATH KJIMHUUECKUY  OTBeT WM
PEMUCCHUR BOCTIAJIUTEJILHOM BoJIe3HU KUIIEUHUKA . KoMniozsuumsa 1o

MBO@peTeHMD MOXeT OBTE BBelleHa B BUIE paBOBOﬁ IOJO3EI WJIM KpPaTHEX

no3. Jo3MpoBKa MOXeT OHTbL onpenejieHa crnocofamy, U3BeCTHHEMA
crielMaucTaM, u MOXeT 3aBUCETE, HalprMep, oT BO3pacTa
UMHIMBUOYYMa, BOCHPUUMUUBOCTH, TOJIEPAHTHOCTU u oBmero

CaMOUyBCTBMA. Hpmmepm CXeM BBeleHIMA BKJIIKYWAT MeCTHHEe IIYyTH, TaKHue
KaK Ha3aJIbHOe WJIM NVMHIT'aJIAIMOHHOE WJIM TpaHCIOepMaJIbBHOE BBEeIeHlEe,

SHTepaJIbLHEE IIyTH1, Takrve Kak uepes IIMTaTeJIEHYIO pr@Ky MJin
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CYHNIOBUTOPUM, U TapeHTepallbHEHEe IIyTH, TaKue KaK BHYTPUBEHHOE,
BHY TPUMBIIEUHOE, IIOOKOXHOE, MHTpaapTepuallbHOE,
MHTpAallepUTOHeaJIbHOE WMJIM MHTpPaBUTpeaJiIbHOEe  BBeIeHMe. [IpUTOIOHHEE
IO3H aHTHTeJla MOTYT COCTaBJIATL OT npuMmepHo 0,1 Mr/xKr Beca TeJa
no npuMmepHo 10,0 MI'/KI' Beca Tejla 3a OIOHO BBeIeHUMe, HaIpuMep, OT
NpYMEepHO 2 MI'/KTD OO MOIPMMEPHO 7 MI'/KD, OT IIPpUMMEPHO 3 MI'/KI HO
NpyYMEepHO 6 MIT/KD' WM OT IOpuMepHo 3,5 no npumepHo 5 Mr/xr. B
KOHKPETHHX  BapMaHTax  MCIOJHEeHUS, BRBOOMMAasA  Oo3a cocTaBJIgeT
npumepHo 0,3 wmr/xr, npumepHo 0,5 wmMr/xr, nOpumepHo 1 Mr/kr,
NpYMEPHO 2 MI'/KI', IpMMepHO 3 MI'/KT, OpUMepHO 4 MIT'/KI, IpUMMEepHO 5
MI'/KT', TIpMMepHO 6 MI'/KT, TIpMMEepHO 7 MI'/KT, TIpMMEpHO 8 MI/KT,
NpyYMepHO 9 MI/KT WM OpuMepHo 10 MIT'/KT.

T'oToBada JiekapcTBeHHas ¢opMa, HaIpuMep, [ocjle pa30aBJieHusa
BOCCTAHOBJIEHOTO aHTu-x4B7 aHTuTeJa (HalpuMep, B CHUCTeMe IJiAd
MHQY3UMM C COJIEBEIM pPacTBOPOM MIM 5% IeKCTpOo30M) MOXEeT UMEeThH
KOHIEHTpauuio MIJig BBeOeHus oT InpuMmepHo 0,5 MmMr/Min mo npuMepHo 5
M /M. ToToBasg JekapCTBeHHas (GopMa MOXET MMEeTb KOHIIEHTPAalLMi OT
npyumepHo 1,0 mr/min mo npuMmepHo 1,4 wmr/mi, or npuMepHo 1,0 M/l
no npmuMmepHo 1,3 wmMr/mia, oT npuMepHo 1,0 Mr/mi no OpuMepHo 1,2
M /My, oT npuMmepHo 1,0 mo npumepHo 1,1 wmr/miu, oT opuMepHo 1,1
MI'/MJI 0O IOpuMepHO 1,4 Mr/mj, oOT OpuMepHo 1,1 MI'/MJI OO I[IPVMEPHO
1,3 wMmr/mi, oT npumepHo 1,1 wM°/mia go OpuMepHo 1,2 MI/MiI, OT
npruMepHo 1,2 Mr/Mi mo npuMmepHo 1,4 Mr/mMi, oT OpuMepHO 1,2 MI/mi
o Op¥MepHO 1,3 MI'/MJI WMIM OT OpuMepHo 1,3 Mr/Miu no npumepHo 1,4
M /M. T'oToBasg JiekapCTBeHHas (GopMa MOXeT WMEeTb KOHIIEHTPAIIUO
npumepsHo 0,6 wmr/mia, 0,8 wmr/mia, 1,0 mr/mia, 1,1 MT/MiI, OPUMEPHO
1,2 mMr/mi, nOpuMmepHo 1,3 wMmr/mi, OpwMmepHo 1,4 Mr/mi, OpuMepHo 1,5
MT'/MJI, OpuMepHO 1,6 Mr/mji, OpuMepHo 1,8 Mr/mi, WM OpuMepHo 2,0
MT/MJI. B OODHOM BapMaHTe MCIOJIHeHMd, ofmasd »Jo3a cocTaBjdgeT 180
MI'. B IOpyTOM BapMaHTe MCIOJIHeHMdA, ofmasd IJo3a cocTaBjsgeT 300 wmr.
Ooza 300 M1 a”HTM-0d4pB7 aHTHMTesla MOXeT OHTE paszbabBjeHa 250 wi
COJIEBOTO pacTBOpa WM 5% pacTBoOpa OeKCTPO3E IJIS BBEeleHUd.

B HEeKOTOPHX acleKTaxXx, pPeXyM IO3UpPpOBaHMA uMeeT »OBe OGasH,
VMHIOYKIMOHHYID (asy ¥ HOoomepXxuBalmyn ¢asy. B uMHOYKUMOHHOM Odas3e,
AHTUTEJIO WJIM €TI0 aHTUIEeHCBA3HBaKIUY QparMeHT BBOIAT CIOCOOOM,

OHICTPO oObecHneumBawiM 20PeKTUBHOE KOJMUECTBO aHTUTeJla WIKM eI'0



63

AHTUTEeHCBSABHBAKMETO OQpaTlMeHTa, NIPUIOOHOEe IJIA OIpelelIeHHHX ILleJjlel,
TaKMxX KaK MHIOIYLUMPOBaHME MMMYyHHOMW TOJIEPAHTHOCTU K aHTUTEJY WK
ero AHTUTeHCBA3EBaKleMy bparmMeHTy WK s VMHIOYIVPOBAHUSA
KJIMHUYECKOTO oTBeTa M  OOJIeTUeHUd CUMIITOMOB BOCHaJIUTEeJILHON
BoJle3HM KUIleuHMKa. llallMeHTy MOXeT OBTbL [IpoBeleHa MHOYKIVMOHHAMA
baza JleueHMs IIpM eI'0 HadaJIbHOM JieueHUM aHTU-04(B7 aHTUTeJIOM, IIPU
JleueHUM IIocJle IJIMTEeJNIbHOTO IIepepHBa B Tepaluu, Haopumep, O0oJee
Tpex MecsleB, ©OoJjlee UeTHpex MecsleB, 0OoJlee mecTr MecdleB, OoJee
OeBATM MecHdleB, 0oJiee OIHOTO ToHa, O00Jiee BOCEeMHaIllaTU MeCsleB
i O6oJiee OBYyX JIET I[IOCJe TepanuMu aHTUu-o4p7 aHTUTeJIOM, WJIM BO
BpeMsa HOOoOIepXxuBakmey Gasel Tepaluy aHTU-0437 aHTUTEJIOM, eCJu
HabJmomaeTcsd BO3BpAaT CHUMITOMOB BOCHAJIMTENILHOM OOJI€3HU KUIIEeUHUKE,
HanpuMep, PeUuuIuB U3 peMUccum O00JIe3HM. B HeKOTOPHX BapMaHTax
VCIIOJIHEHU A, PEeXUMM MUHIOYKIMOHHOM (as3k IIPUBOOAUT K ©OoJlee BHCOKOMY
3HaUeHMI CpelHel MMHMMAJIEHOM OCTaTOUHOWM KOHIeHTpalluM, HalpuMep,
KOHILEHTpallMM HENOCPeICTBEHHO Iepel BBeIeHMeM CJelykmel OO3H, UeM
cpenHsas MMHVMaJIbHa S ocTaTodHas KOHIIeHTpalusg B COCTOSHUU
PaBRHOBeCUS B CHIBOPOTKE, NoOIepXrBaeMas Ha OPOTIXKEHUN
IOOOEXVBAKIEeT0 pPexXxyMa .

B nopnmepxuBawmenn 6daze, aHTUTEJO WM eT'0 aHTUITEHCBS3HBAIUA
bparmMeHT BBOOAT cCIocobOoM, ofeclHeurBamwlMM [IPOLOJDKEHME OTBeTa,
OOCTUTHYTOTO IIPY MHIYKUIMOHHOM TepalMM, CO CTabWJIbHEM YPOBHEM
aHTUTeJla WIM eT0 aHTUTeHCBABHBawmero odparMeHTa. [IOOIepXVBaKMUA
pexmuM  MOXeT IpeloTBpamaTh BO3BPAT CHUMIITOMOB WIM  PeLuuIuB
BOCIIAJIMTEJIbHOM OOoJIe3HM KUIlleuHMKa. loOJepXUBallMM pPeXxuM MOXeT
ofecrneuMBaTL yIOOOCTBO @OJIA IallMeHTa, HalpuMep, OPeACTaBJIAThE cobomn
IPOCTOM pPEeXUM OO3UPOBAHMA UMM Tped®oBaThk HeUaCTHX I[10€300K IJ4g
JledeHMsa. B HeKOTOPHX BapMaHTaxX MWCIOJHEeHMVA, DONOepXKMBAKIUN pPEeXVM
MOXeT BKJIOUYATH BBeIeHUe aHTu-o4p37 aHTUTEeJa W ero
AHTUTEeHCBSABHBAKMETO O(paTMeHTa, HalpMMep, B KOMIO3UIMWM, OIMCAHHOM
B HacTodAmeM M300peTeHMM, B COOTBETCTBUM CO CTpaTeIlMrel, BHOpPaHHOMU
13  TPYyIH, cocToAmer M3  HU3KMX 003, HeuacTOTO BBeIeHUd,
CaMOBBEIeHMSa M KOMOMHalMM JIOOHX BHIIEIIEPEeUMCIIEHHEX SJIEMEHTOR.

B OoOHOM BapMaHTe MCIIOJIHEHMSA, HaIpVMep, BO BpPeMi MHIYKIMOHHOM
basw Tepanony, PEeXMM HOO3UPOBaAHMA IpelycMaTpuBaeT 20OPeKTUBHOE

KOJIMYeCTBO aHTI/I—O(4B7 aHTHTeJIla WM aHTUMI'eHCBA3EBaKIeI'o q_)pal"MeHTa
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B KOMIIO 3UILINN, ONMCaHHOM B HacTodleM n300peTeHn, 0Jia
VMHIOIYUVPOBAHUSA  PEMUCCHM  BOCHAJIUTEeJLHOU BOJIE3HM  KUIIeUHUKa VY
nauyeHTa. B HEeKOTOPHX BapmaHTax VICIIOJIHEHU A, sbbexTHUBHOE
KOJIMYEeCTBO aHTU—4B7 aHTUTEeJa ABJIAETCH DOCTaTOUYHEM s
OOCTWXEeHNS CpelHel MMHUMMAaJILHOM OCTAaTOWUHOM KOHIeHTpaluuu aHTu-odp7
aHTHTEJa OT MNPMMEPHO 5 MKT/MI OO npuMepHo 60 MKT/MJI, OT MIPMMEPHO
15 wMxr/M1I pgo InpuMepHo 45 MKT/MII, oOT nOpuMepHo 20 MKT/MI IO
npuMepHo 30 MKT/MJI, WIM OT MNOPUMepHO 25 MKT/MJI IO NOpuMepHO 35
MKT/MJI K KOHIY WVHIYKIMOHHOM Gasbl. [IPpOIOJIXMTEJbHOCTE MHIOYKIIMOHHOM
basH MOXeT COCTaBJIATE I[IPUMEPHO YeTHpe HeOeju, I[IPMUMMepHO IIAThb
HelleJlb, I[IPMMEPHO WeCThb Helellb, IIPMMEPHO CeMb HelelJlb WM [IPUMEPHO
BOCEMb HelleJlb JIedeHMsaA. B HeKOTOPHX BapMaHTax MCIOJIHEHUA, CXeMa
VMHIOYKIWM MOXET MCIOJB30BaTh CTpaTerui, BHOpaHHYKD W3 TPYIIIH,
COCTOAMEN M3 BHCOKOM NO3H, YaCcTOTO BEBeleHMSA UM KOMOMHAIMM BEICOKOM
afelcls u JacToTo BBeOeHUsd aHTu-o4p7 aHTHUTeJla VIV ero
AHTUTEeHCBSA3HBAKMETO O(paTMeHTa, HalpMMep, B KOMIO3UUIMWM, OIMCAHHOM
B HacTodmeM WM300peTeHMM. VHOYKUMOHHASA HDO3a MOXeT OBThL BBeleHa
OOVMH pas WM MHOXEeCTBO pas, cocTaBJidlllee HECKOJBKO  I03,
HanpuMep, IO MeHbIeM Mepe IOBe »103H. Ha OpoTaXeHUM MHIOYKIMOHHON
dase, ODo3a MOXET BBOOUTHLCA Ppa3 B IOeHb, UYepes OeHb, IOBa pas3a B
HeIleJllo, pas3 B HemeJilo, pa3 B HecATb OHEM, pa3 B IOBe HeIeJM WK
pras B TpM HeleJiM. B HEKOTOPHX BapMaHTax WMCIOJHEeHMHA, MHIYKLUMOHHASA
I003a BBOOMTCA B II€PBHEe OBe HeOeJM Tepanuu aHTU-x4B7 aHTuTeJoM. B
OIOHOM BapMaHTe MCIOJIHEeHUMS, MHOYKIMOHHAasd Io03a MOXeT OHTH BBeIeHa
OOVH pa3 IIpM Hadajle JieueHMsa (OeHb 0) M OOMH pas3 IIPUMEPHO UYepes
OBe HeleJM IIOCJle Hadajla JiedeHMA. B OpyI'oM BapMaHTe MCIOJIHEHUId,
OIPOOOJIKUTEJILHOCTE MHAOYKIMOHHOM Gas3s CcocTaBJIgeT mMeCcTh HeleJb. B
IPpyTOM BapuaHTe MCIOJHEHUS, OPOOOJIKMTEJILHOCTE MHIOYKIMOHHOM (asH
COCTAaBJIAET MeCTb HeleJlb, M MHOXeCTBO MHAOYKIMOHHEX OO3 BBOIWTCH B
TeUeHMe IIepPBHX OBYX HeIelb.

B HEKOTOPHX BapMaHTax MCIOJHeHMVdA, HalpuMep, OIpKM HaudajJe
JledeHMsa MallMeHTa C TAIXeJIOM BOCHaJMTENIbHOM OOJIe3HBK KUMeUHUKA
(HanipuMep, IalMEeHTOBR c HeyHOadHOM aHTU-OHOX Tepalmnewn) ,
VMHIOYKUVMOHHad Gasa HDOJDKHa MMeTh OOJIBIYID IIPONOJIXUTEJIEHOCTE, UYeM VY
IaleHTOB CO CJiabol uIM yMepeHHOM ¢opmoy OoJjie3HM. B HEKOTOPEHIX

BapMmaHTaX MCIIOJIHEeHMA, VHIOYKIMVMOHHAA (1)8.38. OJIg TalMeHTa C TIReJION
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BOJIe3HBI MOXEeT MMEeTH MNPONOJIKUMTEJIEHOCTE, COCTAaBJIAKIYI II0 MeHbIeM
Mepe 6 HeIeJlb, I[IO MeHbIeM Mepe 8 HemeJb, IO MeHbmen wMepe 10
HeneJib, IO MeHblleM Mepe 12 Helellb MM IO MeHbIleM Mepe 14 Hemelb.
B omHOM BapMaHTe MCIIOJIHEHMU S, MHIOYKUMOHHEM peXuM IO3UPOBaAHMUA IJIS
nauMeHTa C TaXeJio¥ ©OoJIe3HBI MOXeT BRJOUYATh »0O3y B Hepejo O
(HauaJio JiedeHMd), IOO3Y B HeleJo 2 UM »HO3y B Hemejo 6. B IOpyrom
BapMaHTe MCIOJIHEeHMS, WMHIOYKIMOHHBM PpPeXyM TO3UPOBAHMA IJIA IallMeHTa
c TaxeJioM OO0JIe3HBID MOXEeT BKJUATL 103y B Hememo 0 (Hauajo
JeueHMd), IOO3Yy B HeIeJo 2, O3y B HeleJllo 6 M Imo3y B Hepmejmo 10.

B oIOHOM BapMaHTe MCIOJIHEHWS, HallpuMep, Ha  TIIPOTSIXEeHUU
nogmepXuBawmer a3kl Tepaluy, pPeXuM »OO3UMPOBaHUA MHNOOLEPXMBAET
CpeIHIK MVHUMAaJIbEHYIO OCTaTOUHY KOHLeHTpPalV B COCTOSHUU
paBHOBeCUSA B CEIBOPOTKE, HallpUMep, KOHLeHTpalM IjiaTo
HelOCPeACTBEeHHO Iepel BBeIeHMeM CJledyklel IO3H, OT IIPMMEpPHO 5 1o
npyMepHo 25 MKT/MJI, OT IpuMMepHOo 7 1no npuMmepHo 20 MKT/MI, OT
npyMepHo 5 mo mpuMepsHo 10 MrT/MiI, oT npuMmepHo 10 mo mpumepHo 20
MKT/MJI, OT mOpuMepHO 15 nmo mnpuMepHo 25 MKI'/MI MM OT IIPUMEPHO 9
no npuMepHo 13 MKD/MI aHTHM-04B7 aHTHUTesla. B  OpyroM BapHuaHTe
VCIIOJIHEHU T, PEXVM OO3MPOBaHNA HallpUMep, Ha OPOTIXKEeHUNU
nogmepXxuBawley ¢as3w Tepaluy, IOONePXMBaeT CPeOHK MUHUMAJbLHYIO
OCTaTOUHYK KOHLEHTpalMl B COCTOAHMM PaBHOBECHA B CEHBOPOTKE OT
npuMepHo 20 mo npumepHo 30 MKT/MII, OT HOpuMepHO 20 mO IpuUMepHO 55
MKT'/MJI, OT npuMepHo 30 mo mnpuMepHo 45 MKT/MJI, OT IpuMepHOo 45 1@mo
npyMepHo 55 MKTD/MI MaIM oT ImpuMepHo 35 1nmo npuMmepHo 40 MKT/MII
aHTU-x4B37 a”HTHUTEeIa.

Do3a MOoxeT OHTH BBeleHa pas3 B HelOeJwo, pa3 B 2 HeOeJu, pas3 B
3 Henmeynu, pa3 B 4 HemeJlb, pa3 B 6 HeleJlb, pa3 B 8 HeOeJlb WIM pas
B 10 Hepmess. Bojiee BHCOkagd WM 00Jlee YacToe BBeIOeHMe IO3H,
HallpyMMep, pas3 B HeleJlk, pas3 B 2 HeOeJM, pa3 B 3 HeleJlu WM pas B
4 Henmeynu, MOXeT OHTH I[IOJI€3HEM OJIS MHOYLUVMPOBAHUA  PEMUCCUU
akTUMBHOM  GQopMEI OOJIe3HM WM  IOJ4 JiedeHMsa  HOBOTO IallMeHTa,
HallpyMep, IJISA MHOYLUVMPOBAHMA TOJEPaHTHOCTM K aHTU-04B7 aHTUTely.
MeHbmlad yacTOTa BBeleHUS O3, HalpuMep, pas3 B 4 Hemeiau, pas B 5
HelleJlb, pa3 B 6 HenmeJib, pa3 B 8 Hemejgb wWin pa3 B 10 Hemeds,
MOXeT OBTbH I[IOJIe3HOM NIJI HNOPpOodMIIaKTMUeCKOM Tepaluy, HalpuMep, IJs

InogomepXaHrAad peMMmMCcCHUM Yy IlalllMeHTa C XpOHMT{eCKOﬁ foJiesHBI. B omHOM
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aclleKkTe, CXeMa JIeUeHMsa [pedycMaTpuBaeT IIpOoBelleHUe JIeUdeHMA B IeHb
0, HNpMMEepHO B HeleJo 2, I[IPMMEPHO B HeNeJn 6 M uepes Kaxibe 4 uim
8 HeIeJlb rocJie 3TOTO. B OOHOM BapuaHTe VCIIOJIHEHW A,
NOOOEePXMBAIIMY pPeXyM BKJIOUaeT BBeleHMe OO3H pa3 B 8 Helejb. B
BapMaHTe MCIIOJIHEeHMA, KoIma I[alMeHT Ha IIoOIepXMUBakllleM pexrMe C
BBeleHMeM O3B pa3 B BOCEMb HeOeJlb, MWCIHTHEBaeT BO3BpaT ONHOTO
MM  HECKOJIBKMX CHUMIITOMOB OOJIE3HM, HalpuMep, MMeeT pPeuuius,
JyacToTa BBeleHMd HOO3 MOXeT OHTh yBeJIMUeHa, HalpuMep, OO pas3a B 4
HelleJu.

Do3a wMoxeT OHTBH BBeIOeHa I[allMeHTy B TeueHMe IIpuMepHO 20
MUHYT, TIpUMepHO 25 MMHYT, OpuMepHo 30 MMHYT, OPMMEPHO 35 MMHYT
i npvMepHo 40 MMHYT.

PexyM IDO3UPOBaHUSA MOXeT OBTL ONTHMM3UMPOBAH -IJIS WHIOYKLIUN
KJIMHUYECKOT'O oTBeTa " KIVMHWYECKOY  peMMUMCCHUU BOCHAJIUTEeJILHON
DOJIE3HM KMIIeUHMKa Y I[allMeHTa. B HeKOTOPHX BapMaHTaxX WCIIOJIHEHU,
pexrMM  OO3MPOBaHUA He N3MeHdgeT COOTHOIEeHMEe CDh4 K CD8 B
CIIMHHOMO3TOROM XMIKOCTHU [ALMEHTOR, IIOJyUJYaklUX JIeUdeHNe.

B HEKOTOPHIX acrexkTax, CToMKasd KJIMH/YeCKasa peMmnccud,
HallpuMep, KJIMHNYEeCKaAa peMmnccud, KoTOpad coxXpaHsaeTCcd Ha
IPOTSXEeHNM II0 MeHblleV Mepe IOBYX, IIO0 MeHBIIell Mepe Tpex, IO
MeHbIIe Mepe UeTHpex I[IOCEeMeHUN Jedamero Bpada Ha [IpOTSXeHUU
Ieprolla BPeMeHM MeCThb MeCAleR WM OOMH IO IIOCJe Hauajla JieueHud,
MOXeT OBTH HOOCTUIHYTAa IIPU OINTHMM3UPOBAHHOM PEXMME IO3UPOBAHUA.

B HeKOTOPHX acleKTax, CTOMKMM KIMHMUECKMM OTBeT, HalpuMep,
KIIMHMYUECKNIM OTBET, COXPaHAKMNUMCA Ha OPOTIXKeHMM I10 MeHbllel Mepe 6
MecHdlleB, IO MeHbIleM Mepe 9 MecdleB, I[IO MeHBIeV Mepe ToHa IIocje
HadaJla JiedeHWs, MOXeT OHBTb NOCTHUIHYT IIPpM OITUMUIMPOBAHHOM pPeXuMme
0O3UPOBaHUA.

B oOoHOM BapMaHTe MCIOJIHEHWS, pPeXuM LO3UPOBaHUS BKJIOUAET
HavaJlbHy© pnos3y 300 wMI, BTOpyK IOCIelNoBaTellbHYy® no3y 300 wMr
[IPUMEPHO  dUepe3  IOBe HelleJln  IIOCJe HadaJIbLHOM  OO3H, TPEeThIo
mocjienoBaTeJIbHYD Ho3y 300 MI' uepe3 IPMMEPHO WeCThb HeleJlb IIoCie
HadaJIbHOM HO3H, C I[OCJelyKlel UYeTBepTOoM U [OCJeIyKIVMM JO3aMU
300 Mr paszs B UeTHpe HeOeJlM WJIM pa3 B BOCEMb HeIeJlb IIOCJIe TpeTbey
IIOCJIENOBATEJIBHOM HOO3H.

B HeKOTOpPHIX BapMmaHTax MCIIOJIHEHUHI, criocot JieueHusa, nDO3a WU
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PEXVM IOO3UPOBAHMA YMEHBIIAKT BepPOATHOCTL pPa3BUTUA Yy [IalMeHTa
HAHA-oTBeTa Ha aHTU-04pR7 aHTHUTeJiO. Paszsurtme HAHA, Halpumep,
n3MepdaeMoe II0 aHTUTeJlaM, PeaKTUMBHEM K aHTU-x4pB7 aHTUTeJly, MOXET
YBEJIMYNTDH KJIMPEHC aHTU-4pB7 aHTuTeNa, HallpuMep, CHUBUTH
KOHLIEHTpaluild B CHBOPOTKe aHTU-04(37 aHTUTesa, HalpUMep, YMEHbBIUTH
uncIJo aHTu-o4d7 aHTUTeJl, CBA3aHHEIX C MHTeI'pMHOM &4(7, TeM CcaMbM
cHMXxasa 20OeKTMBHOCTEL JeueHMsa. B HeKOTOPHX BapMaHTax WCIIOJIHEHUSH,
0JId OpenoTBpalleHrs HAHA, DauMeHTa MOXHO JIEUUMTH II0 CXEeMe MHIYKLUU
C THocjenynmyM IIOONePXMBAKIMM pPeXVMOM. B HeKOTOPHX BapMaHTax
WCIOJIHEHU A, MeXOy CXeMOoV MHIYKIMM ¥ [IOIOOepXMBAKIMM PEeXVMOM
OTCYTCTBYET IIepepeB. B HeKOTOPHX BapMaHTax WCIOJIHEeHUSI, CXeMa
VMHOYKUMM BKJIOYAET BBeleHMe IlalMeHTy MHOXeCcTBa 03 aHTu-odf’7
aHTuTeJa. IJjga OpenoTBpalleHrsa HAHA, »DauMeHTa MOXHO JI€UMTE C
BLHICOKOM HauvaJIbHOM OO30M, HalpuMep, I[I0 MeHbmel Mepe 1,5 MID/KID, IO
MeHbIIe Mepe 2 MI'/KT, I[I0 MeHbmeV Mepe 2,5 MI'/KT, IO MeHBLIIEW Mepe
3 Mr/xr, o MeHbIEeV Mepe 5 MI/KI, IO MeHbel Mepe 8 MI'/KT, IO
MeHbmey Mepe 10 MT/KD MM OT IIPUMMEPHO 2 IO NPUMEPHO 6 MI'/KT, WU
C dYacCTelMM HayvaJIbHBEIMM BBeIeHMAMM, HaIpUMep, I[IPUMEPHO pa3 B
HelleJlo, [IPMMEPHO pas3 B IOBe HeOeJM WM [IPMMEPHO pa3 B TpKM HeIOeJu,
CTaHOaAapTHOM HOBHE [NOpM Hadajle Tepaluu aHTU-x437 aHTUTeJIOM. B
HEeKOTOPHX BapMaHTax MWCIIOJHEeHUA, CIOCO0 JieueHud IIOoOOepXUBaeT II0
MeHbe Mepe 30%, 0o MeHbmen Mepe 40%, no MeHbmer Mepe 50%, 10
MeHbIIe Mepe 60%, 0o MeHbmeV Mepe 70%, 0o MeHbmer Mepe 80%, 10
MeHbIme Mepe 90% wmiIM 100 MeHbmeV Mepe 95% mnaimveHToB B HAHA-
OTpULIATEJILHOM COCTOSHMM. B IOpyI'MxX BapMaHTax MCIOJHeHUs, CIoco0
JleueHMsa IOoLOIepXMBaeT IHauueHTH B HAHA-oTpuLATeJJELHOM COCTOSHUM B
TeUeHMe 110 MeHbIleV Mepe 6 HeOeJb, IO MeHbmeln Mepe 10 Hemesb, TIO
MeHbIIe Mepe 15 Henmesgb, T[IO MeHBIEW Mepe MeCcTU MecHleB, IO
MeHbIIe Mepe 1 ToHa, IO MeHbBIeV Mepe 2 JIeT WIM Ha OPOTSKEeHUU
eprola IIPOBeNeHMsa TepalluM. B HEeKOTOPHX BapuaHTax MWCIIOJIHeHUSd,
DalMeHTH WJIM I[I0 MeHblel wMepe 30%, 1o MeHbmerm wMepe 40%, 1o
MeHbIeV Mepe 50% MM 0O MeHbIle Mepe 60% DalMeHTOB, Y KOTOPHX
pasBuBaeTca HAHA, COXpaHAT HY3KMNM TUTP, Hanopumep, <125, aHTH-
x4 R7 aHTHUTeJa . B BapMaHTe VCIIOJIHEHNU A, crioco® JIeueHu A
IOOOEePXMBAET IIO MeHblleM Mepe 70% naumeHToB B HAHA-oTpHLIATEJIEHOM

COCTOSHUM B TeueHMe II0 MeHbIlell Mepe 12 HemeJsb [IOCJe HaudajJa
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TepaluM aHTU-04(37 aHTUTeJIOM.

KoMmriosuumsa  MOXET OBITE BBelleHa  MHIVWBUIOYYMY (HampuMep,
4YeJIOBeKy) caMmMa Io cefe MWIM B COUYETaHMM C OPpyTMM aTl'€HTOM.
KoMmriozuuma no m300peTeHM MOXeT OBTh BBeleHa IO, ONHOBPEMEHHO C,
WM IIOCJIe BBeOEeHMA OONOJIHMTEJILHOTO aleHTa. B  OIOHOM BapMaHTe
VCIIOJIHEHM S BBOIAT HECKOJILKO KOMIIOBMUUMM, MHIMOUPYKIUX CBA3HBaHUE
MHTeTprHa o«4B7 Cc ero JuraHmaMiM. B TakoM BapMaHe MCIOJHEHUS MOXET

OBITE BBeIeH al'eHT, HallpryiMep, MOHOKJIOHaJIEHOe aHTUTeJIO, TaKoe Kak

aHTM-MAdCAM (HanpuMep, aHTM-MAdCAM-1) VI aHTu-VCAM-1
MOHOKJIOHAJIBHOE AHTUTEJIO. B OIpYyTOM BapuaHTe VICIIOJIHEHU A,
OOIIOJIHUT €JIb HEI arTeHT MHTUOUPYEeT CBA3EBaHUE JIEMKOLITOB c

SHOOTENMAJIbHEIM JIMTaHOOM B IIyTH, OTJMYHOM OT noyTu odp7. Takon
areHT MOXeT MHIMOUPOBATEH CBA3HBaHMKE, HAIPUMep, XeMOKMHOBOTO (C-C
MOTHUE) pelenTopa 9 (CCR9) —sKCIpeccUpyRIMx JIMMOOLIMTOB
DKCIPEeCCUPOBAHHEIM  TUMYyCOM  XeMOKMHOM (TECK  wam CCL25) VI
aATeHTOM, KOTOPHM TIPensaTCTBYeT CRBA3HBaHMO LFA-1 C MOJIeKyJIOM
MeXKJIeTOUHOM anresum (ICAM). Hampumep, B HOOIOJIHEHMEe K KOMIIO3ULUU
10 HacToOdgleMy N300peTeHNO BBOOAT aHTu-TECK MJin aHnTu-CCR9
AHTUTEJIO VIV VHIUOUTOP MaJion MOJIEKY JIBL CCR9, TakKou Kak
VMHIMOUTOPEHL, PaCKpPEITEE B nyoamMKaumax PCT W003/099773 VI

W004/046092, W aHTu-ICAM-1 AHTUTEJIO W OJIMTOHYKJIEOTHU,

[IpeloTBpallallyii BKCIIPEeCCU ICAM. B ele OIOHOM BapMaHTe
VCIIOJIHEeHM A, HOHOHHMT@HBHH% AKTMBHEI MHT'peIeHT (HaHpMMep,
IIPOTUBOBOCIIAJIUTEJIEHOE coenMHeHNe, Takoe Kak cyJybbacanasuH,
asaTUOoIIpVH, 6—MepKaHTOHprH, IIPOTMBOBOCIIAJIMTEJIE HEIE CpencTrBa,
conepxalmme 5-aMMHOCaIMLIUIIOBYI KMUCJIOTY, opyroe HeCTepOoMuIoHOE
IIPOTUEBOBOCIIAJIUTEJIEHOE coenMHEHNe, CTepOUIHOE

IPOTUBOBOCIAJIMTEJILHOH COeOMHEHVE WM aHTUOMOTUKM, KOTOPHE OOBUHO
BBOOAT IJid OopwkOH ¢ BEK (HanpuMep, LIUIPOQIIOKCALMH, MEeTPOHMIA3O0J)
WM OpyToM OUMOJIOTMUEeCKUM aTeHT (HalpuMmep, aHTaroHucTH OHO-ajbbda)
MOXeT OHTBE BBeIeH B COUETaHMM C KOMIIO3MLUMENW IO HaCTOAMEeMYy
M300peTeHUD.

B BapMaHTe VCIIOJIHEHW A, nosa COBMECTHO BBOIOVMOTI'O
JIEKapCTBEHHOTO npernapaTa MOXeT CHUXATLCHA Cco BpeMeHeM  Ha
IPOTSIXKEeHNM IIepuoma JiedeHMs C TI[IOMOUWBID KOMIIO3MUMM, CoIepXallel

aHTM-x4B37 aHTHUTeJsiO. HamnpuMmep, IDaLMEHT, KOTOPOTO JiedaT CTepOMIOM
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(HanpuMep, IpenHM30HOM, IpenHU30JIOHOM) B Hauvajle WIM Iepen
JleueHMeM KOMIIO3ulUMer aHTu-odR7 a”HTuTesa, OyIeT CJeloBaThk CXeMe
co CHIMXeHMeM IOO3H CcTepouIa HauuMHasg C 6 HemeJb JledeHUd
KoMIosulMern aHTu-odR7 aHTUTesla. Jo3a cTepoula OyOeT yMeHbIIeHa Ha
IIPUMEpPHO 25% Ha OpoTaXeHMM 4-8 HeOeJb I[IOCJe Hauvajla CHWXeHMI, IO
50% uepes mnpuMepHO 8-12 HenmeJib U 75% depes NpuMepHO 12-16 HeneJb
YMEHBIIEeHMS IO3H BO BpeMd JIeUeHMS KOMIIOBULMeM aHTu-odR7 aHTuTesa.
B oIHOM acllekTe, uepes3 IPpUMepHO 16-24 HeneJb JIeUeHMS KOMIIO3ULUEN
aHTu-x4B7 aHTHUTeJa, Io03a CTepoMuIa MOXeT OBTL OTMEeHeHa. B OpyTroM
npuMepe, malueHT, KOTOPOTO Jeuar IIPOTUBOBOCIIAJIUTEJIbL HEIM
coeIuMHeHMEeM, TaKMM Kak 6-MepKalToIypuH, B Hauvajle MM Iepeqn
JleueHMeM KoMIlo3uuuelr aHTu-o4dB7 a"nTmuTesa, OyIeT CJIedOoBaThb CXeMe C
YMeHbIIeHeM O3 IM[IPOTUMBOBOCIAJIUTENLHOTO COeIMHEeHMI, aHaJJOTMUHOMN
cxeMe yMeHBIIeHVS OO3H CcTepouia, OIMCAHHOM BHIIE.

B oIHOM BapuaHTe MCIOJIHEeHMdA, cCcHoco® BKJOUaeT BBeIdeHUe
naumveHTy 200eKTMBHOTO KOJMUEeCTBa KOMIO3ULMM II0 M300peTeHUD. ECiMU
KOMIIOBUILIMA  HaxXOOUTCHA B  TBepOon  dopMme, HaopuMep, B CYyXOM
COCTOAHUM, IIpPOllecC BBeIeHMSI MOXeT BKJIOUATL CTaIMD IIpeBpaleHmusd
KOMIIOBUIIMM B XKUIKOE COCTOAHMEe. B OIHOM acleKTe, Ccyxafd KOMIIO3MLMA
MOXeT OBTE BOCCTAHOBJIEHA, HaIpUMEP, XUIKOCTBHI, KakK OIIMCAaHO BHIIE,
0JIs MCIIOJIb30BaHMA B VMHBEKLNN, HallpuMep, BHYTPMBEHHOM,
BHYTPUMBIIEUHON WJIM IIOIOKOXHOM MHBEKLUMM. B IPpyT'OM acliekTe, TBepHas
WM CyXas KOMIIO3MUMSA MOXeT OHBTh BBeleHa MECTHO, HalpuMep, B BuUIe
IJIACTHPS, KpPeMa, adpo30Jd WM CYIIO3UTOPHUL.

V306peTeHre TakXxe OTHOCUTCA K CcHocofy JeueHUs OOJIe3HU,
acCcolMUPOBaHHOM c VMHOUIIL Tpaliueln JIeMKOLUUTaMmn TKaHel,
DKCIPecCCUpyrRmMx MoJiekyJsly MAdCAM  (Hanpmumep, MAdJCAM-1). Croocob
BKJIIOUAET BBeldeHMe HyXIaloleMycsd B STOM HalreHTY 520PeKTUBHOTO
KOJIMYeCTBa KOMIIO3MUUM aHTHU-x4p7 aHTHUTeJla [0 u300peTeHMHO. B
BapMaHTe WCIIOJIHEHU L, OoJIe3Hb IpencTaBjigeT cobom OOJIe3Hb
"TPaHCIJIAHTAT OPOTUB X03AMHA". B HeKOTOPHX BapuaHTax MCIOJHeHUd,
BOJIe3HB IpencraBJisgeT cobon BOJIEe3HE, aACCOLMUPOBaHHY c
VHOUIIL Tpalmusg JIEVMKOLMTaMn TKaHeM B pe3yJbTaTre CBA3HBAHUA
JIEMKOLIMTOB, DKCIPEeCCUPYIMNX VHTEeTPUH oxdpR7, c KUIIEeUHNK —
aCCOUMUPOBaHHEM SHIOTEJNM, SKCIpeCcCUpy mMM  MoJiekyJyly  MAJCAM

(HanpuMep, MAdCAM-1). B @»OpyI'MxX BapuaHTax MCIOJIHEHUSA, OOJIe3Hb
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opencraBJgeT coboy TacTpUT (HalpUMep, SO3UHOOMJIILHEM TacCTPUT WK
ayYTOMMMYHHEM TaCTPUT), IIaHKpeaTUT WIM MHCYJIMH-3aBUCHUMHM CaxapHBN
orader. B IOpyrux BapMaHTax MCIOJIHEHUA, OOJIe3HL IIpencTaBJigeT
coboM XOJIEUUCTUT, XOJAHTUT WM [IePUXOJIaHTUT.

MzobpeTeHre TaKXe OTHOCUTCS K CNocoBy JleueHMS BOCIAJIUTeJILHOM
OoJIe3HbE KMIIeUHMKa Yy IalMeHTa. B OOHOM BapMaHTe MUCIOJIHEHUI,
crioco® BKJIOUAET BBeOeHMe ralumMeHTy 20OeKTUMBHOTO KOJIMUeCTRBa
KOMIIOBULUNM  aHTU—-x4d 7 aHTHUTEeJla IO M30D0peTeHub. B  HeKOTOPEHIX
BapraHTax VCIIOJIHEHN A, BOCIaJIUTeJIbHad OoJIe3HBb KUIIEUHMKA
opencraBJgeT coOoM HecHeUMdruuecKM fA3BeHHBM KOJUT MM ©OoJIe3Hb
KpoHa. B [OpyrMx BapMaHTax MCIOJIHEHMSA, BOCHaJUMTeJibHasa ©OOJIe3Hb
KUIIeUHMKa I[OpedcTaBJgeT coboM ITJITeHOBYID 0oJie3Hb, SHTepolaTHo,
ACCOLMMPOBAHHYID C CepOHeTaTHMBHHEIMKY apTPOIaTUAMM, MMKPOCKOIMUECKUN
MM KOJIJIATEHOBHM KOJIMT, TacTPORHTepUT (HalpuMep, S03UMHOOMIILHEM
TaCTPORHTEPUT) WIM PEe3ePBYAPHHMN WIIEUT.

B HEeKOTOPEBIX BapMaHTax WCIIOJIHEHU L, JleueHue aHTU-x4p37
AHTUTEJIOM He M3MeHdaeT COOTHOIEHN A CD4:CD8 JIMMOOLIUTOB .
CoorHomeHnusa CD4:CD8 wmMoryT OBTH WU3MEPEHH B  KpPOBHU, acnmupare
JIMMpaTUUeCKMUX Y3JIOB M CIMHHOMOZ3TOBOM XMIKOCTM (CMX). COOTHOIMEeHMS

CD4+:CD8+ JmMmpoumTor B CMX 3I0POBHX 0COO TUIMUHO MMEKT 3HadyeHMA

BoJiblle  WJIM  paBHBE  IIPUMEPHO 1 (Svenningsson et al., J.
Neuroimmunol. 1995;63:39-46; Svenningsson et al., Ann Neurol.
1993; 34:155-161). VMMyHOMOOYJIATOPR MOXeT M3IMEHATHL COOTHOIeHMe

CD4:CD8 mo 3HaueHUM MeHee 1.

HpOLAB]lHJ'IeHHBIe ns3ngejinidg

B IOpyToM acliekTe, HM300peTeHMe MIpencTaBjgeT cobo¥ wusanesne,
comepxamee bapMalleBTHUUECKYIO KOMIIO 3UIIMIO infe) HaCTOAmeMy
nzobpeTeHnn, ¥ IOIpelyCcMaTpMBaeT MHCTPYKIMM 10 eTO0 MCIOJb30BaHNO.
V3pgeave  COIOEPXUT KOHTeMHep. I[IpUTOAHHE  KOHTEWHepH  BRJOUADT,
HamnpuMmep, OYTHUIKM,  GJIaKoHH  (HaopuMep, OByxXKaMepHHe  (GJIaKOHH,
bJIakoH XKMIOKOM KOMIIOBWIMM C UTDJIOM wuiIu ©6e3 Hee, GJakoH TBepIOU
KOMIIO3UIIMKM C GJIAKOHOM XUIKOCTHU MJIA BOCCTAHOBJIeHMS WM 0Oe3 HeTro U
C umJou wmim ©6e3 Hee), MOPUIH (TakMe Kak JIBYXKaMepHHe MIIPUIH,
IpelBapuUTesIbHO HaIllOJIHEeHHBe MIIPHULL) ¥ OpoOupku. KOoHTeMHep MOXeT
OHTEL COOPMOBAH M3 Pa3JIMUHHX MaTepuaJioB, TaKMxX KaK CTeKJIO, MeTaJll

MJinm IJIaCTUK . KOHTeﬁHep COIOEepPXnT KOMIIO SUIIMIO, a APJIEIK Ha
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KOHTeﬁHepe MJin aCCOHMMpOBaHHHﬁ C HMM MOXeT COIOepXaTb YKa3aHMA IIO
MCIIOJIE3OBaHMIO. B IpyI'oM BaplMaHTe MWMCIIOJIHEHNMA, KOMIIO3SMIIMA MOXeT
OHITL IIOOTOTORJIEHA OJIA CaMOBBeIeHUA M/MHM CoOImepXaTbk MHCTPYRINM
IOJIA CaMOBBEeIIE€HNMA. B OIOIHOM acllerTe, KOHTeﬁHep, conepxamwﬁ
KOMIIO3MIIMIO, MOXeT OHITH @ﬂaKOHOM OJIA OIOHOPpasOBOI'O MCIIOJIBE3SOBAHMA.

B IpyroM acliekTe, KOHTelMHep, COoOepXamui KOMIO3MIMIO, MOXeT OBTb

bJIaKOHOM OJi1s MHOTOPasoBOTO MCIIOJIL30BAaHMA, I103BOJIAIMMM
OCVYIEeCTBJIATH MIOBTOPHOE BBeIleHNe (HanpuMep, 2-6 BBeIIeHUIN)
KOMIIO 3UILINM, HalprMep, c MCIIOJIL 30BaHMeM HEeCKOJIbKUX infe)eJanzai

BOCCTAHORBJIEHOV KOMIIOZMILIMM. M3ODejiMe MOXeT OOIIOJIHUTEJILHO BKJIINUATLH
IpyITre MaTepHralikl, XKeJaTeJlbHEHEe C KOMMEepUeCKOM M II0JIb30BaTeJIbCKOM
TOUEK 3peHMd, BKIUad Opyrue Oybepd, paszdbaBuTenn, OUIILTPE, WIJIH,
MIOPULE M BKJIAOBMNKM B VYIAKOBKM C MHCTPYKUMAMM II0O TIIPUMEHEeHUK, Kak
YKasaHoO B NpelHOVIIEM pasnejie.

KimmHruecCckre aHaJIM3BE M aHaJlM3 KauecCTBa

B IpyroM  aclekTe, n300peTeHre  IIpenycMaTpMBaeT  CIOCOO

OoIlpeneJIeHrMA COOTBEeTCTBUA @apMaHeBTquCKOﬁ KOMIIO 3ULIMEeN CTaHIOapTaM

KauecTBa nponyKTa. Crioco® MOXeT BKJIIOUATH OLIeHKY
JIMOQUIN3UPOBAHHOMN bapMalLleBTHMUECKOM KOMIIO 3ULIUN (HanpuMep,
TYyMaHU3UPOBAHHOT'O aHTU-x4p37 a"HTuTesa) , BKJIIOU ALY OCMOTP

KOMIIOBULMM  OJI4  OLEHKM  BHEWHeI'O  BuUIOa, onpenejyieHre  BpPEeMeHU
BOCCTAHOBJIEHU A, onpenejyieHMe  BJarocomepXaHUsa  JUOOUIM3UPOBaHHOM
KOMIIO3UIINY, WM3MEepeHMVe arperaToB B JIMOOUIMIUPOBAHHOM KOMIIO3ULNUM,
u3MepeHre oO¢parMeHTauuM, MU3MepeHMe OKMUCJIeHMVS/meaMUINpOBaHUS U,
HeoBsA3aTeJIbHO, OlleHKY OMOJIOTUMUECKOM aKTUBHOCTU U »bOeKTMBHOCTH,
roe OOCTIXEHHUE npenBapuTeJILHO onpeneJieHHHX CTaHOaApTOB
OEMOHCTPUPYET, YTO IPOOYKT IIOKa3aH IJfA KIMHUUYECKOI'O IIPVMMEHEHUS.
[lpueMJIeMEHEe YPOBHM KauecCcTBa BKJOUAT BJaXHoCTL <5,0%, BpeMms
BOCCTaHOBJeHVsa <40 MMHYT, 3HaueHre pPH BOCCTAHOBJIEHHOW XUIKOCTH,
paBHOe 6,3%0,3, KOHIeHTpalMo aHTUTeja oT 54,0 mo 66,0 wMr/mi,
comepxaHve TJlaBHOM wm30dbopMel 255, 0% mpu onpemejeHuu MeTomoMm CEX
(KaTMOHOOOMEHHOW XpoMaToTrpadmm), comepxaHme MoHOMep 296,0% npwu
onpenejyieHun MEeTOIOM SEC (K CKIIIO3VOHHON XpoMaToIrpadumn) ,
comepXxaHue BEICOKOMOJIEKYJIAPHEIX BEIIECTB (arperaToB) <2,5%,
comepxanve H+L unener =290% npum omnpeneneduu wmetomoM ICH-TIAAT,

mokaszaTesM anresmu B Ipenesax 60-140% oT »TaJIOHHOT'O CTaHIapTa.
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MBO@peTeHT/Ie MOXHO DoJiee IIOJIHO IIOHATEB CcoO CCHUJIKOM Ha
IIpMBeIIeHHEEe IaJjlee IIPVIMEPH. OOoHaKO, OHM He OOJDKHE MCTOJIKOBEBATHLCHA
KakK OT'paHMUYMBaKIME odweM MSO@peTeHMH . Bce JIMTepaTypPHEIE u
ITaTeHTHEIe MCTOUHMKM LHeJIMKOM BKJIIIOUEHE B HaCcTO Amun OJOKRYMEHT B
KaueCTBe CCEUJIOK.

PASPAEOTKA TMPOTOKOJIA TTPUI'OTOBJIEHVA KOMIIOSHUIIVIN

A. PacTBOp aHTHU-x4[p7 a”HTHUTEeIa

ByTEUIKM C 3aMOPOXEHHHEM BHCOKOKOHIEHTPUPOBAHHEM IIpelapaToM
aHTU-x4p37 aHTUTeJIa (BegoJsmzyMabd, 50 MM THMCTHIMHAE, 125 MM
apruuuHa, 0,06% noamucopdar 80, pH 6,3) oTTamBalT IIPM KOMHATHOM
TeMIIepaType B TeudeHre 16-24 yacorB. OTTadgHHHEe OYTHUIKM CJIVMBAKOT B
CMEeCUTEJILHEM COCYI M3 HepXaBeklel cTaly M IepeMemMBalnT. Illpenapar
3aTeM paszbaBiagoT OydepoMm nuga paszsbarieHuda A (50 MM rmMcTHMOmMHa, 125
MM  apTMHMHAE, 0,06% nommcopbaTa 80, PH ©,3) oo 80 mr/mi
BenoJn3zyMaba ¥ IepeMemlMrBanT. S3aTeM OpubaiBJIART Ccaxapo3ly IIYyTeM
pasbarjieHrda IpelapaTa 0OybepoM nOjasa pasdbarjeHuda B, comepxalyMm
caxaposy (50 MM rucTtunmHa, 125 MM apruHmHa, 40% caxaposw, 0,06%
nosmcopbara 80, pH 6,3). Ha »TOoM cCcTamguM OpeHdapaT pa30aBiigoT
aHTM-04B7 aHTHUTesla OO XUIKOM KoMIosuumm ¢ 60 Mr/Mi Bemosmsymaba,
50 MM TMCTUIOVHA, 125 MM apTrMHMHE, 10% caxaposH, 0,006%
noygmcopbara 80, pH 6, 3.

B. Jimodpunmzaumsa

Xmuokov koMmosuuMer aHTu-odR7 aHTUTeJla C KOHIeHTpaumenm 60
Mr/mMiI B 50 MM TmMcTHMIMHa, 125 MM apruHubHa, 0,060% nosgmcopdara 80,
10% caxapose, pH 6,3, 3adoJIHAKT CTeKJAHHHe QJakoHE Ha 20 M 10
5,52 w™Mn Ha QJakoH U TOpoOKM YyCTaHaABJIMBAKLT B IIOJIOXeHMe IJIS
Juodpminmzanmm. OIaKOHE YCTaHaBIMBAKLT B JMOOMIM3aTOPR Ha IIOJKU C
3amaHHOM TeMIIepaTypor  IPUMEPHO 20°C. [Tocye 3arpy3KM  BCeX
GJIaKOHOB ¥ 3aKpHBaHMA IOBEpPIEH, TeMIepaTypy IIOJIOK CHMWXART IJId
3aMOpaXxmMBaHUA pPacTBOpa O NpuMepHO -45°C. Uepes 3 UacoB IIpU BTON
TeMIepaType, TeMIepaTypy I[IOJIOK OOBHmalT no -20°C [mJjsg oTxura.
[locJjie oTXMI'a B TEUEHMEe UEeTHpPeX YacCoB, TeMIepaTypy I[IOJIOK IIOHWXKAKT
IJIA IOBTOPHOTO 3aMOpakuMBaHMA pacTBopa OHo npuMepHo -45°C. Tlocie
YPaBHOBEMMBaHUA bJIaKOHOB npu STOM TeMIIepaType nu3 KaMepPH
OTKauMpawT BO3OyxX. Korma pasjeHue pocturaer 150 wmTopp (0,02

klla) 1 TeMIIepaTypy ITOJIOK ITIOCTEIIEHHO ITIOBHIIAIOT 0o TeMIIepaTyPE



73

[IEPBUYHOTO BEICYIIMBAaHMSA, paBHOM IIPMMEPHO -24°C. [lepBUUHOE
BHICyIIMBaHME IIPOBOOMTCA OO Tex Iop, noka m3  (QJIAaKoOHOB  He
CyOIMMUPYETCSA BeCh KPUCTAJIMUECKMM Jen. 3aTeM TeMIepaTypy I[I0JIOK
NOBRIIAKT HO 27°C mId BTOPUMUHOTO BHCYIMBAHMA B TeueHMe 16 UYacoB,
okKa BJIQXHOCTB JIMOQUIIN3UPOBAHHOM KOMIIO 3ULIUN He OOCTUTHET
3HaueHMd MeHee TINpUOIM3UTENBHO 2,5%. Ilocjie 3BaBepleHuSI BTOPUUHOTO
BHICYMIMBAaHMSA, KaMepy 3aloJIHART Trasz3oofpasHEM a30TOM OO OOCTMXEeHWUS
IDaBJIEHUS OKpyXawnmel cpelbl. OJaKOHH 3aKpPHBaT NPpoBKaMM M BHEHMMAIT
n3 JuodmiamzaTopa.

C. XpaHeHMe U MNCIOJBb30BaHUE JMOQUIIM3VPOBAHHOTO aHTU—4pR7
aHTUTeJa

OJIaKOHE C JIMODMIIMBUPOBAHHEM aHTU-4[37 aHTUTeJIOM XPpaHaT [OIpU -
70°C, -20°C, 2-8°C wm 25°C Ha MNPOTAKEHUM KeJlaTeJILHEX I[IE€PUOLOB
BpEMEHN . llepen VICIIOJIL 30BaHUEM, GJIaKoH YPaBHOBENMBAKT npu
KOMHATHOM TeMIepaType. 3aTeM coIepXkxumoe ¢QJjlakKoHa BOCCTaHaBJIMBAT
C TIOMOULK WIpHIila, comepxamero BOIOY NOJIA MHBEKLUN (“"WEI) c
UCIOJIb30BaHMeM MIVIE kaJaubpa 21G. KoJaMuecTBO BOIH IJS MVHBEKIIUM
ompeneJyigT TakKuM o00pasoM, UTOOH KOHEUHHM o0BeM BOCCTAHOBJIEHOTO
pacTBOpa aHTHUTeJla OBJI paBeH 00BeMy pacTBopa Iepel JIModmuam3aluen.
IOng BeJIMUMHH oOBeMa IIepel JMobuIMBalMeN, paBHOM 5,52 wMi,
nIpubaBJIAT 4,8 MJT BOIEL oJis UHBEKLUN . dJ1aKoOH OCTOPOXHO
IepeMelmrBaloT C IIOMOMBID BUXPEBOM MemaJKM, a 3aTeM BHISPXMBAT B
TeueHre 10-30 MMHYT OJI9 BOCCTAHOBJIEHMSA KOMIIO3MLMM, IIOCJIe UYeIo
pPacTBOpP aHTHUTeJla HabupanT B mINpULl WM OpubaBJISKT B MEMOK IJIA
BHYTpUBeHHOM (IV) MHOY3IUM MIalUeHTY.

WIJIOCTPATVBHHE IIPVME PH

Ipumep 1

CpaBHMTeJ’IBHBIe IODaHHEIEe IIJIA TIepEMEeHHOI'O COIEpPXaHMA CcCaXapa WU

AMMHOKMCJIIOT (%) B JMOQUIM3VMPOBAHHEIX KOMIIO3UIMAX

Boula paspaboTaHa cxXeMa SKCIepMMeHTa C LeJbo M3yueHud sbhbexTa
U3MEeHEeHMS MOJISPHOTO COOTHOMEeHMS caxapa (caxapo3H M MaHHUTa) K
OeJIky, MOJISPHOTO COOTHOIMEeHMe apIMHMHaA K OeJIKy U MOJIAPHOTO
KOoJIMUeCcTBa IMCTUIMHAOBOTO Oydepa. MWM3IBECTHO, UTO TITUCTUIOMH U
APTMHMH He KPUCTAJUIM3YITCS B Opollecce JMOOMAM3AallMM, UYUTO mOejaeT
UX IOTeHUMaAJbHHEMMY KPUO— MM JIMONPOTeKTaHTaMM. [IOMemainT  BO

bjjakoHsl Ha 5 ™M1 no 1,5 M KOMIOBULNUM, JMUMOOUIMBUPYIT IIPU
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[IEPBUUHOB BEICYIIMBAaHUA npu -30°C, 150 MTopp n BTOPUUHOM
BocymmBauvu mnpu 20°C, 150 MmTopp. CTabMiIbHOCTL JIMOOMUIMIVPOBAHHEIX
KOMIIO3UIMM, BOCCTAHOBJIEHHHX =IO 1,5 MJI OCJe XpaHeHMS B pPasHBEX

YCJIOBUAX, OpuBeneHa B Tabimuax 1-3 (08beIMHAKOIMX Pe3yJIbTaTH IBYX

SKCIIEPUMEHTOB 0JId 60 MT'/MJI) . durypa 6A nsobpaxaeT
IIPOTHOCTUUECKUE MO eJIn M3MeHeHN A IIPOLLEHTHOTO ConepXaHus
MOHOMEDPA, IIPOLIEHTHOTO comepXaHusa arperaTosB 17 IPOLIEHTHOTO

comepXaHMa ITJIaBHOM M300OPMEL HJIA XpaHeHud npu 40°C ¢ MEeHIOIMMUCSA
sHaveHuAMM PH ¥ MOJIAPHOTO COOTHOIEHMA caxapa U aplMHMHAE.
CTabMILHOCTE KOMIIOBMLMM ObUla Hawjydllell OpM  HM3KOM PH M BEICOKOM
MOJIAPHOM COOTHOIIEHUN (caxap + APTMHNH) K BeJIKy . Tpu
UCCJIeNOBAHHEX MOJISPHHX KOJMUECTBax IMCTUIOMHA, OH He BJIMAJI Ha
CTabMJILHOCTE KOMIO3ULMM. BcCce KOMIOSMUMM MUMEJIM BJIAXHOCTL IIPU
XpaHeHun 1-2%.
Tabmuua 1
MsMeHeHMre MPOLEHTHOTO CONepXaHMda MOHOMEpa B YCJOBMAX XPaHCHUS
npu 5°C, 25°C/60% RH (OoTHOCUTEeJILHOM BjaxHocTu) u 40°C/75% RH B
TeueHMe 3 MecHdleB. IIPOLEeHTHOe coIepkaHre MOHOMepa M3Mep A

MEeTOINOM BSKCKJIIO3MOHHOM xXpoMaTorpadum (SEC) .

Q

% MOHOMepa II0 MeTonmy SEC

KoMmosuLmsa . 25°C 40°C
5°C
60 MT/MJI BemoJsiMsyMaba + £=0 60%RH 75% RH
3 Mec.
3 Mec. 3 Mec.

25 MM TMcTMIVHa, /5 MM apIMHMHAE,

2% caxaposH, 0,05% nojgmcopbara 80,(98,1 (98,1 97,8 96,5
pH 6,3

25 MM TMcTMIVMHa, /5 MM apIrMHMHAE,
% caxapo3s3H, 0,05% nommcopbara 80,(98,0 (98,2 98, 0 97,5
pH 6,9

50 MM TmMcTMIMHa, 125 MM apIrMHMHE,

2% caxaposw, 0,05% nosmcopbara 80,(98,0 (98,3 98,1 97,4
pH 6,7

50 MM ruMcTMIMHa, 125 MM apIruMHUHE,

Q

% caxapo3s3d, 0,05% nomucopbara 80,(98,0 (98,3 98,1 97,4
pPH 6,9
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50 MM rmmMcTMIOMHa, 125 MM apIrMHUHE,
6% caxaposw, 1,5% wmanHuTa, 0,06%|98,7 (98,4 98,4 98, 1

nojmucopBara 80, pH 6,3

50 MM rmMcTMOMHa, 125 MM apIrMHUHE,

9% caxaposw, 0,06% nommcopbara 80,(98,7 (98,3 98,1 98, 3
pPH 6,3
Tabauua 2

MsMeHeHMd MPOLEHTHOTO COIepXaHMa arperaToB NpKM XpaHeHunr nopu 5°C,
25°C/60% RH u 40°C/75% RH B TeueHMe 3 MecHdleB. IIpPOLEHTHOE

comepXxaHVe MOHOMepa M3MEepaIM MeTOIOM SKCKIIO3MOHHOM XpoMaToTpaduu

(SEC) .
% arperaToB 1o MeTony SEC
KoMIosmnums . 25°C 40°C
60 Mr/mMyI BemoJiMsyMada + £t=0 > C 60%RH 75% RH
3 Mec.
3 MecC. 3 Mec.
25 MM r1mHMcTMIMHa, /5 MM apIrMHMHAE,
2% caxaposs, 0,05% nosmcopbara 80,(0,42 |0,53 0,89 1,99
pPH 6,3
25 MM r1tuHMcTHMOVMHa, /5 MM apIrMHMUHE,
4% caxapos3w, 0,05% nommucopbara 80,|0,41 |0,51 0,62 1,15
pPH 6,9
50 MM rmMcTMIMHa, 125 MM apIrMHMHE,
% caxapo3s3H, 0,05% nojgmucopbara 80,(0,42 (0,47 0,60 1,23
pH 6,7
50 MM rmmMcTMIMHa, 125 MM apIrMHMHE,
4% caxapose, 0,05% nommcopbara 80,|0,36 (0,44 0,52 0,82
pH 6,9
50 MM TmmMcTMIMHa, 125 MM apI'MHUHE,
6% caxaposw, 1,5% wmanHHMTa, 0,06%|0,53 |0,49 0,51 0,56
nosmcopbaTra 80, pH 6,3
50 MM rmmMcTMIMHa, 125 MM apIrMHUHE,
9% caxapoz3sw, 0,06% nommcopbara 80,|0,51 |0,51 0,59 0,56
pPH 6,3
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Tabmmnua 3
VM3MeHeHMVS MPOLEHTHOTO COIepXKaHMS TJIABHOM M300OPME B YCJIOBUSAX
xpaHeuusa npu 5°C, 25°C/60% RH m 40°C/75% RH B TeueHre 3 MeCHIEB.

TUlaBHY MB3000pMYy U3MEPAIM METOIOM KaTMOHOOOMEHHOM XpoMaTorpadum

(CEX) .
% TJIaBHOM MB30OOPMEl 10 METOIY
CEX
Kommiosuumg - -
60 Mr/miI Bemosmsymata + 5°C 2o c e
£=0 60%RH 75% RH
3 mMec.
3 Mec. 3 Mec.

25 MM 1mMcTMIVMHa, /5 MM apIrMHMHAE,
2% caxaposH, 0,05% nojgmcopbara 80,(70,5 |68,8 67,4 66,3
pH 6,3
25 MM THMcTMIVMHa, /5 MM apIrMHMHAE,

% caxapo3H, 0,05% nommucopbara 80,|70,8 |98,9 68,0 67,7
pH 6,9
50 MM rmmMcTMIOMHa, 125 MM apIrMHUHE,
2% caxaposs, 0,05% nosmucopbara 80,(70,5 (68,9 67,8 66,5
pH 6,7
50 MM rmMcTMOMHa, 125 MM apIrMHUHE,
4% caxapoz3H, 0,05% nomucopbara 80,|70,6 |68,9 68,0 67,4
pPH 6,9
50 MM rmcTMOMHa, 125 MM aprMHMHE,

6% caxaposH, 1,5% wmaHHuMTa, 0,06%|69,6 |69,5 09,3 67,4
nosmmcopbara 80, pH 6,3
50 MM TmMcTMIMHa, 125 MM apruMHMHAE,

9% caxapozsw, 0,06% nommcopbara 80,|69,5 (69,3 69, 2 68,1
pH 6,3

dur. 6A wu300paxaeT IMIPOTHOCTUUYECKME MOIOEeJIM, OCHOBaHHHE Ha
CTAaTUCTUUECKOM aHaJM3e OaHHexX g 40°C wms Tabmmu 1-3. Momesb
M3MEHEHMI TIIPOLEHTHOTO COIOepXaHMsa MOHOMepa 3a Mecdau npu 40°C,
OIIpeleJIEHHOTO MEeTOINOM aHaJm3a SEC, onmMcHBaeTcd ypaBHeHMeM -—3,10
+ (0,3860) *pH + 0,000516* ( (uncJyo MoJIel caxapa+tumcio  MoJen
apTMHMHA) /UMCJIO MoJieM ©Oejka)). Momesnb M3MeHeHWY IIPOLEHTHOTO

CoepXaHMAd arperaToeB 3a MecCcdl IIpH 4OOC, oripengeJIeHHOT'O MeTOIOM
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aHaim3a SEC, wumeer BUO 2,43 - (0,263)*pH - 0,000787* ( (uncjo
MOJIeM caxapa+umMcio MoJieM apIMHMHA)/UMCJIO MoJied Oejka)). Momeb
VM3MeHEeH M IIPOLIEHTHOTO COoIOepXaHMA TJIaBHOM M30QOPMH 3a MecCcHdl Ipu

40°C, ompemesileHHOTO METOIOM aHasm3a CEX, wumMeer Bumg -2,54 +

(0,109) *pH - 0,00130* ( (umcJio MoOJIeM caxapa+umncio MoJIem
ApTUMHUHA) /YUKCJIIO MoJIen Beiska) ) . CpenHasa JIVHU S IIOKa3kBaeT
pesyJbTaTH  OJIS  OPOTHOCTUYECKMX — MomeJiel, u BHENHME  JIMHUU
[IOKAa3EBAKT 95% OOBEepUTesIbLHEe peneskl i [IPOTHOCTUUE CKIUX
MozeJien.

dur. 6B wusobpaxaeT aJlbTepPHATUBHHE MOOEJM, OCHOBaHHHE Ha

CTAaTUCTUUECKOM aHaJiM3e HaHHHX g 40°C w3 Tabuuy 1-3, BXOOHBMU
baxTopamm oJis KOTOPEIX ABJIAITCA PH, MOJISIPHOE COOTHOIEeHH e
caxap:0beJiok u MOJISPHOE COOTHOIEHME ApPTUHUH: OeJIoK . MomeJib
M3MEHEHM TIIPOLEHTHOTO COIOepXaHMsa MOHOMepa 3a Mecdau npu 40°C,
OTIpeleJIEHHOTO MeTOoIOoM aHaim3a SEC, wmmeer BUMAO -3,02 + (0,370)*pH
+ 0,000482* ( (umcio MoJIen caxapa) / (UMcJo MoJIem BeJka) +
0,000657* ( (umcyio MoOJIeV  apTMHMHA/YMCJIO MoJelt Oejka). Momesb

M3MEHEHMI TIIPOLEeHTHOTO CcomepXaHusa arperatroB 3a Mecsgn npu 40°C,

OIpelleJIEHHOTO MeTomoM aHaJm3a SEC, wumMeeT BuO 2,35 - (0,244)*pH -
0,000727* ( (uncio MOJIEN caxapa) / (umMcJjo MOJIEM BeJsika) -
0,00102* ( (umcJio MOJIeM apIMHMHA)/ (uMcjio MoJier ©Oejka)). MomeJb

MBMEeHeHM M I[IPOLEeHTHOTO COoIepXaHMsda TJIaBHOM M300QOPMEI 3a Mecdll IIpu
40°C, omIpenesleHHOTO MeTOIOM aHajmsa CEX, wumeer Bumg -2,92 +
(0,210)*pH + 0,00164* ( (uncjo MoJiel caxapa)/)/ (uucjio MoJielr OeJika)
- 0,000220* ( (umcJo MoJiel apTMHMHA) / (UMcJio MoJiel OeJsika)) . CpenHdad
JMHMSA IIoKas3bBaeT pPe3yJbTaThH OJI OPOTHOCTUUECKUX MomeJew, u
BHEMHNKE JIMHUU IIOKa3EBAT 95% OOBEepUTEeJIbHEE npenek IJIs
IPOTHOCTUUECKUX MOoOeJiel.
[Ipumep 2

IIaHHEE [0 CTabUMIILHOCTU

BeuiM  NOpOBEeOEeHH  MCIHTAHUSA Tpex IIapTuUM  KOMIO3ULUMM  IOJIA
ompenejyieHMUs IepPBUUHOM CTabMJILHOCTU (maptum A, B u C) Ha
CTabOMJIBHOCTE IIOCJIE XPaHeHMSA B 3alaHHBEX YCJIOBUAX XpaHeHuUs (5 wu
25°C/60% RH Ha mOpoTsxkeHrMu 10O 24 MecdAleB). Bce Tpu [OapTum
comepxajii OOHY U Ty Xe XUIKYKD KOMIO3MIMLD, KOTOPpYK IIoOBepIlaJii

mmobmamsaumm: 60 Mr/mMia aHTM-0dB7 a”HTuTesia, 50 MM rMcTMOMHa, 125
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MM apruHuMHa, 10% caxapose, 0,06% nosucopbara 80, pH 6,3. s
naptumu A, 3,5 MI pacTBOpa IIoMellalM BO OGJakoHEL Ha 20 M1 u
IMoGUIM3MpoOBaNIM, 4 napTtum B m C, 5,52 MJI pacTBopa IIOMemaM BO
dsaxkoHEl Ha 20 MJII U JMOOMIM3UPOBAJIA.

B oOTOeJIbHEIX MCCJIeIOBaHMUAX, OIHY KOMIIO3MIUMID JIEeKapCTBEHHOI'O

npenaparta ¢ 60 mMr/min auTu-o4pB7 anTurena, 50 MM TucTuOouHa, 125 MM

apTrMHMHA, 10% caxapo3H, 0,06% noJymmcopbarTa 80, pH 6,3,
JIMOQUIIN3UP OB aJIn B OBYX obbeMax - 3,5 MJI u 9,5 MJI,

COOTBETCTRBEHHO, OJIS I[OoJIydeHMsa TapT™m¥# R S o00pasloB Ha
CTabUJIBHOCTE, KOTOPHE aHaJlM3UpOoBaJlM Ha IIPOTSXeHUMM 38 MeCsleB.
XoJioCcTHE NOpOOE He TecTUMpoBaJMChb (NT).

Dauuele (Tabmumuel 4-19) OPOOeMOHCTPUMPOBAJIM, UYTO KOMIIO3ULUU
AHTUTEeJI OCTaBalIUCh CTaAOMJIBHEMM I[IPM XpPaHeHUuM Ha IIPpOTSXeHMM 0o 38
Mecsauee npu  5°C wm  mo 30 wMecsueB npu 25°C/60% RH. Bce
XapaKTepUCTUKNM IIPOOYKTOB He BHEXOOWJIM 3a I[Ipelejbl, YCTaHOBJIEHHHE
TeXHUUECKMMNM YCJOBUAMM. IO MOMEHTa BpPeMeHM 38 MecCsleB.

Tabmuua 4
VIsMeHeHMe IIPOLEHTHOTO COHOepXaHMA MOHOMepa, OIPpemNesIseMOTl'0 MeTOINOM

SEC, B yCJOBMSAX xpaHeHus npu 5°C.

Bpemsa [TapTua A [TapTua B [TapTtua C [TapTma R | IlapTHa S
(MecdLueB)
0 99, 8 99, 8 99, 8 98,9 98, 8
1 99, 8 99,1 99,2 98, 8 99,2
3 99, 8 99,1 99,1 98, 8 98, 8
6 99, 8 99, 8 99, 8 98,9 99,0
9 99,1 99,2 99,2 99, 2 99,1
12 99,4 99,0 99,0 98, 8 98,9
15 99,4 99,1 99,1
18 99,5 99,14 99,14 98,9 98,9
24 99,4 99,2 99, 2 99,0 99,0
30 99,2 99, 2
38 99, 3 99, 3
Tabmmua 5

VMzMeHeHMd IIPOLIEHTHOTO COIOEpXaHMAd al'peraToB, OIpeleljigseMoI'o
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B YCJOBMSX xpaHeHus npu 5°C.

Bpewmsa [TapTua A [TapTua B [TapTtua C [TapTma R | llapTHa S
(MecAaLeB)
0 0,1 0,1 0,1 0,2 0,2
1 0,1 0,2 0,2 0,2 0,1
3 0,1 0,2 0,2 0,2 0,2
6 0,2 0,2 0,2 0,2 0,2
9 0,1 0,2 0,2 0,2 0,2
12 0,2 0,2 0,2 0,2 0,2
15 0,2 0,2 0,2
18 0,2 0,2 0,2 0,2 0,2
24 0,2 0,2 0,2 0,2 0,2
30 0,2 0,2
38 0,2 0,2
Tabmnia ©
VisMeHeHMa MPOLEHTHOTO COIepXaHMs TJIaBHOM M30QOPME, OIpPelesIieMOI0
MeTomoM CEX, B yCJOBUSAX XpaHeHus npu 5°C.
Bpemsa [TapTua A [TapTua B [TapTua C | I[lapTtma R | llapTtua S
(MecALeB)
0 68, 6 69,9 69,5 71,7 71,6
1 67,5 68, 9 68, 8 71,2 72,0
3 68, 7 68, 8 68,7 70,4 70,3
6 67,7 68, 2 68, 2 71,9 71,9
9 70,0 68,3 67,8 69,2 69,7
12 67,8 68,3 68,1 70,8 70,9
15 66,9 67,5 67,5
18 67,4 67,0 66,7 71,0 70,8
24 68,1 69,6 69,1 71,3 70,9
30 68,5 68, 6
38 73,6 73,1
Tabmuua 7

VIsMeHeHN e IIPOUEeHTHOTI'O COIepXaHMA KMCIJIOTHEX MBO@OpM,

OllpenmejideMoro 1o Metony CEX,

B YCJOBMSAX xpaHeums npu 5°C.
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Bpewmsa
[TapTua A [TapTua B [TapTtua C [TapTma R | llapTHa S
(MecAdLeB)
0 22,8 20,8 21,4 20,3 20,6
1 21,9 21,7 22,3 21,6 20,3
3 21,7 22,2 22,8 22,0 22,0
6 22,9 23,1 23,6 21,1 21,4
9 19,8 22,2 22,9 21,8 21,8
12 22,9 21,3 22,1 21,2 21,2
15 22,7 22,3 22,8
18 22,8 22,3 22,6 21,1 21,5
24 21,7 22,1 22,9 20,6 20,7
30 22,8 23,2
38 18,9 19,1
Tabmuua 8
VIsMeHeHMe IIPOLEHTHOT'O COHOEepXaHMHA OCHOBHEX M30QOpPM, OIpeleligieMOI'O
no Meronmy CEX, B ycJOBMAX XpaHeHua mnpu 5°C.
BpewMmsa [TapTua A [TapTua B [TapTtua C [TapTma R | llapTHa S
(MecAaLeB)
0 8,5 9,3 9,1 8,1 7,8
1 10,7 9,4 8,9 7,3 7,77
3 9,7 9,0 8,5 7,6 7,8
6 9,5 8,7 8,2 7,0 6,7
9 10,2 9,6 9,3 9,0 8,4
12 9,3 10,3 9,9 8,0 7,9
15 10,4 10,1 9,7
18 9,8 10,7 10,7 7,9 7,77
24 10,2 8,3 8,1 8,1 8,3
30 8,7 8,2
38 7,5 7,7
Tabmmnua 9
VsmeHeHue % (H+L), omnpenesnsemoe mMeTonom JICH-TIAAT B

BOCCTaHaBJIMBawilxX YCJIOBUAX,

B YCJOBMSAX xpaHeums npu 5°C.
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Bpewmsa [TapTua A [TapTua B MTaptua C | I[lapTMsa R | [lapTHa S
(MecAdLeB)

0 98 98 98 96 96
1 98 94 98 98 98
3 98 98 98 98 98
6 98 97 97 97 97
9 97 97 97 98 98
12 98 96 97 98 98
15 97 98 97

18 98 97 97 99 99
24 98 98 98 99 99
30 97 97

38 99 99

Tabamua 10

NsMeHeHre 30QeKTMBHOCTM CBASHBAHMA B YCJIOBUAX XpaHeHus mnpu 5°C.

Bpewmsa [TapTua A [TapTua B [TapTtua C [TapTma R |IlapTHa S
(MecALeB)
0 107 106 105 93 102
1 106 106 103 103 111
3 101 109 108 91 98
6 97 106 105 114 121
9 100 93 88 102 102
12 103 101 87 119 116
15 105 90 94
18 86 101 96 95 104
24 92 82 95 81 101
30 87 94
38 89 91
Tabmmua 11
VzMeHeHMe $ BJAXHOCTHM, OIpemesigseMoM o MeTony Odumepa (KF), B
YCIJIOBMSAX XpaHeHus npm 5°C
Bpewmsa [TapTua A [TapTua B [TapTua C | Ilaptua R |llapTHa S
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(MecAaueB)
0 0,5 0,6 0,6 0,8 1,0
1 0,5 0,4 0,6
3 0,5 0,6 0,6
6 0,6 0,7 0,5 0,8 1,3
12 0,6 0,6 0,7 0,9 0,9
24 0,5 0,7 0,7 0,9 0,9
30 0,7 0,7

NzMeHeHMe IIPOLIEeHTHOT'O COINepXaHmd MOHOMepa,

MeTOonmy SEC,

Tabauia 12

oIlpeneJideMoIro IIO

B YCJOBMAX xpaHeHus npu 25°C/60%RH

Bpewmsa TapTua A [TapTua B [TapTua C | Ilaptua R | [lapTHa S
(MecAd1eB)

0 99, 8 99, 8 99, 8 98,9 98, 8
1 99, 8 99,1 99, 2 98,7 98,7
3 99, 8 99,0 99,0 98, 6 98,5
6 99, 8 99,7 99,7 98,9 98,9
9 99,0 99,1 99,1 99,1 99,1
12 99, 3 98,9 98,9 98, 8 98,9
15 99, 3 99,0 99,0

18 99,4 99, 3 99, 3 98,7 98,9
24 99,2 99,1 99,1 98,9 98,9
30 99,0 99,0

V3MeHeHU A IIPOLIEeHTHOTI'O COoOIoepXaHMA arperatTosB,

MeTOnmy SEC,

Tadbauia 13

OoIlpeneJideMoro IIO

B YCJOBMAX xpaHeHus npu 25°C/60%RH

Bpewmsa TapTma A [TapTua B [TapTtua C [TapTma R [llapTHa S
(MecAd1eB)

0 0,1 0,1 0,1 0,2 0,2

1 0,2 0,2 0,2 0,2 0,2

3 0,2 0,3 0,2 0,3 0,3

6 0,2 0,3 0,3 0,2 0,2

9 0,2 0,3 0,3 0,2 0,2
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12 0,2 0,2 0,2 0,3 0,3
15 0,3 0,3 0,3
18 0,3 0,3 0,3 0,3 0,2
24 0,3 0,3 0,3 0,3 0,2
30 0,4 0,3

Tadauia 14

VizMeHeHMs TMPOLIeHTHOTO COIepXaHMsd TJIaBHOM M30QOPMHE, OIpelesiaeMOI0
no Merony CEX, B ycioBuAx XpaHeHuda npu 25°C/60%RH
Bpewmsa MapTua A [TapTua B TapTtua C [TapTma R | IlapTua S
(MecAa1eB)
0 68, 6 69,9 69,5 71,7 71,6
1 67,2 68,4 68, 6 71,2 71,0
3 68,1 68, 6 68, 2 70,3 70,3
6 65,9 67,8 67,8 71,5 71,1
9 69,3 67,5 66,3 68, 6 69,0
12 66,7 67,5 67,4 70,1 70,2
15 66,2 66,6 66, 8
18 66,1 65, 8 64,9 70,0 70,3
24 66,7 68, 4 68,2 70,6 70,1
30 67,2 67,2

Tadguua 15

I3MeHeHNUe IIPOLUEeHTHOTI'O CcoIepXaHMA KMCIIOTHEX MBO@OpM,

omnpenmeyideMoro 1o Merony CEX,

B YCJOBMAX xpaHeuus npu 25°C/60%RH

Bpewmsa MapTua A [TapTua B [TapTua C [TapTma R | IlapTHa S
(MecAd1eB)

0 22,8 20,8 21,4 20,3 20,6
1 21,9 21,8 22,2 21,4 21,6
3 21,7 22,2 22,8 21,8 22,0
6 22,6 22,9 23,5 21,1 21,4
9 19,9 22,1 23,1 21,8 21,8
12 23,0 21,4 22,0 21,3 21,3
15 22,5 22,1 22,7

18 22,6 22,1 22,6 21,3 21,5
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24

21,7

21,9

22,6

20,7

20,7

30

22,7

23,2

Tabmauila 16

VisMeHeHMe IIPOLEHTHOTO COIepXaHUsd OCHOBHHX M300OPM, OIpelesiseMOI'o
no mMeronmy CEX, B yCJIOBMAX xpaHeHus npu 25°C/60%RH
Bpewmsa [MapTusa A [TapTusa B MapTtua C TapTua R | IlapTua S
(MecAaLeB)
0 8,5 9,3 9,1 8,1 7,8
1 10,8 9,8 9,2 7,4 7,3
3 10,3 9,3 9,0 7,8 7,77
6 11,5 9,3 8,7 7,4 7,5
9 10,8 10,4 10,6 9,7 9,3
12 10,3 11,1 10,7 8,7 8,5
15 11,3 11,2 10,6
18 11,2 12,1 12,5 8,7 8,2
24 11,6 9,7 9,1 8,7 9,2
30 10,2 9,6
Tabmmua 17
VzsmeHeHMe % (H+L), omnpenesnsgeMoe MeTonom [JCH-TIAAT B

BOCCTAHABJIMBAKIMX YCJOBUAX, B YCJIOBMAX xXpaHeHus npu 25°C/60%RH

Bpewmsa TapTusa A [TapTusa B MapTua C | Ilaptua R | [lapTua S
(MecAdLeB)

0 98 98 98 96 96
1 98 98 98 98 98
3 97 98 98 98 98
6 97 97 97 97 97
9 97 97 97 98 98
12 98 96 96 98 98
15 97 97 97

18 98 97 97 99 99
24 98 97 98 99 99
30 97 98
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Tabamuiia 18

VIsMeHeHM e 9@@6KTMBHOCTM CBASEIBAHMA B YCIJIOBMAX XPaHEeHMA IIpU

25°C/60%RH
Bpewmsa [TapTua A [TapTua B [Taptua C | Illaptua R | [lapTHa S
(MecdLueB)
0 107 106 105 93 102
1 115 103 109
3 92 113 100 96 94
6 109 89 97 101 114
9 97 89 85 97 102
12 83 91 123
15 96 91 96
18 106 123 87 92 102
24 103 82 90 98 94
30 84 114

Tadbguiia 19

VsMeHeHMe % BJIAXHOCTM, OIIpeneJigseMoM 10 MeTony Odumepa, B YCJIOBUAX

xpaHeuus npu 25°C/60%RH

Bpemsa [TapTua A [TapTua B [TapTtua C [TapTma R | llapTHa S
(MecdLues)
0 0,5 0,6 0,6 0,8 1,0
1 0,5 0,6 0,5
3 0,5 0,7 0,6
6 0,5 0,7 0,7 1,3 1,2
12 0,6 0,8 0,6 0,9 1,0
24 0,7 0,8 0,6 1,1 1,0
30 0,8 0,7

KaTmuonooBMeHHas xpomMaTolpagusa (CEX)

I'panyeHT QocdhaTa/xjopuna HaTPMsS Ha  KOJOHKe CO  CJabeM
KaTUMOHOOOMEHHVKOM  MCIIOJIE30BaJIU B cucrTeMe BEHICOKO2b0OeKTUBHOM
XMOKOCTHOM XpoMaTorpaduy mOJId BHOSJIEHMS 3apsSXeHHHX MaTepMuaJloOB B
KOMIIOBULMM aHTU-x4pB7 aHTUTeJl M OolpelejieHUsa 3apdla MaTepuralioB

KOMIIO SULIMNA aHTHTeJIa . KrciioTHEE MSO@OpB&BI SJIIOMPYITCHA PaHBIlIE
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TJIaBHOM M30QOPMEI, a OCHOBHEE MU30QOPMH 2JIOUMPYITCS II0CJe IJIlaBHOMU
N30QOPMEHL .

IOaHHEIEe T1I0 CTabuJIbHOCTM IJIA Bcex IapTum BepnoJm3ymaba,
[IOJIYYeHHEle C MCIOJIb30BaHMeM aHajiM3a MeTonoM CEX, TIIpMBeIeHH B
Tabauiax 3, 6-8 wm 1l4-1lo. Ta®jaulpl IIOKa3LBalT, YTO B TaKMUX
YCJIOBUAX XpaHeHUs, He HaOIo0IaJloChk TeHIEeHLUMVM CHWXeHMS $ TJIlaBHOM
M300OPMEl IO 3HaueHuM HMxe 55,0%.

SKCKJIIO3MOHHAA xXpoMaTorpadmsa (SEC)

SKCKIIO3MOHHYI xXpoMaTorpaduio (SEC) OpoBOOAT C MCIOJB30BaAHUEM
KOJIOHKM IJIS aHaJluTuueckoy SEC (Tosoh Bioscience, LLC, King of
Prussia, PA). IllomBmxHas dasza IpendcTaBJigeT cobor dochaTHO-COJIEeBOM
OydbepHEM pacTBOpP, M OINTUMUYECKOe IMOIJIOHMEeHMe KOHTpoJMpylT nOpu 280
HM.

IHaHHBEE 1O CTabUMIBHOCTM, IIOJIYyUYeHHBEE C MCIIOJbE30BaHMEM MeTooa
aHaim3a SEC, npuBeneHel B Tabamnax 1, 2, 4, 5, 12 m 13. Tabauus
IOKasHEBAT, UTO HM OOHM U3 IIEePeurcJIeHHEX YCJIOBUM XpaHeHMS He
IPUMBOOMIIM K CHMXKEeHMI $ MOHOMepa Hmke 96,0%. AHaAJOTMUHO, %
arperaTH ocTaBajica <2,5% @OJsg Bcex IapTUM BO BCeX IIePEeUMCJIeHHHX
YCJIOBUAX XPaHEHUd.

Anasnmmsz JICH-IIAAT

IOCH-TIAAT' mnpoBOOAT C MCIOJb30BaHMeM TpUC-TUIMLIMHOBOIO TI'eJid
bupmer Invitrogen (Carlsbad, CA), 4-20% @OJas BOCCTaHaBJMBALIMMUX
ycJIoBuM M 4-12% nJid HEeBOCCTaHAaBJIMBAKIMX YCJIOBUM. BoCCTaHOBJIEHHEHIM
obpazel] KOMIIO 3ULIUN aHTUTeJla pasfaBJIgnT B bybepe KUOKOM

KOMIIO3ULINM, 3aTeM pa30arjgnT OOMH K IOByM OydepoM Tpuc-riamumH JCH

oJjs obpa3sua (2x, Invitrogen) c 10% 2-MepKalTo3TaHoJa
(BoccTaHaBJMBabmuil Oydbep obpasla) i 6e3 2-MepKalTo3TaHoJa
(HeBOoCCTaHaBJIMB AU Oybdep obBpazua) . OBpaslE  KpPpaTKOBPEMEHHO

HarpeBawT ¥ 3arpyXanT IJIg aHajlvM3a B CpPaBHEHMM C MapKepoM
MOJIEKYJIIPHOTO Beca (Invitrogen). T'esiM OKpallMBALT  KOJJIOMIHEM
KYMacCu  CHHUM (Invitrogen) B COOTBETCTBUM C MHCTPYKUIUSIMA
IpoM3BOAUTEJIA. I[loJIoOCH OeJika aHaJIM3UPYT MeTOoIOM MOeHCUTOMETPUU

Q

OJIS OlpelelleHUd $ TOKeJIOM M JIeTKOM Lelel JsS BOCCTAaHOBJEHHEHX
Teyenn u % IgG OJIS HEeBOCCTAHOBJIEHHEHIX T'&JIel.
IDaHHBIe IO CTabMIIBHOCTM, IIOJIYUYeHHEHE C MCIOJIbE30BaHMeM MeToIa

aHaJn3a IOCH-IIAAT' B BOCCTAaHaBJIMBAKIIMX YCIIOBUAX [IPUBEOEeHE B
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o0

Tabmauuax 9 wm 17. He HadgomaJjoCh 3aMeTHHX M3MeHeHUM B
TIXKeJIHXHJIeTKUX  llelen (H+L) BO BCeX IIepPEeUMCJIEHHHX  YCJIOBUAX
XpaHeHMa @OJIA BCex [apTuM, MCIIOJIEL30BAHHEIX  OJIS  OIpenesleHUN
CTabUJIBHOCTM. XapaKTep CceIMeHTaluuM Ol aHaJIOTMUEeH 5STaJIOHHOMY
craHmapTy u % (H+L) ocTaBajicd Ha ypoBHe 290%.

S0DeKTUBHOCTE CBSA3BBaAHUA

Kiterxkr HuT78 (xjJerky T-KJIETOUHOM JMMPOMH uUeJIOBeka, American
Type Culture Collection, Manassas, VA), CyCIeHIVPOBaHHEEe B 1%
BSA (OBUMM  CHIBOPOTOUHHM  aJlbOyMMH) B PBS (pochaTHO—-COJIEBOM
Bybep), BBOOAT B KOHTaAakT ¢ 0,01% asuigoM HaTpUa C CEPUMHBEMA
pasBeleHVSAMM I[IePBUUHOTO MCIHTYEMOTO aHTMUTeJa. [locje MHKyDalMM Ha
JbOY, KJETKM TIPOMEBamT U oOpabaTHBALT OQIYOPECIEeHTHO MeUeHHM
BTOPUUHEM aHTUTEeJIOM. IlocJie IOOIIOJHUTEJILHOTO IMIPOMHBaHMA, KJIETKU
OUKCUPYIOT ¥ CYCIeHOVPYIT B peareHTe FACS @mjg aHajdM3a MeTOLOM
OpoTouHOM unuToMeTpun (Becton Dickinson Franklin Lakes, NJ); cM.
Takxe naTtedHT CIA N 7147851.

50PeKTUBHOCTE CBA3BHBaHMA BemoJmM3yMaba M3MepaJM 10 OTHOIEHMI
K DTaJIOHHOMY CTaHOapTy M OIPelesiaiM B % OT D2TaJIOHHOTO CcTaHIOapTa

n EC50. JIaHHBEEe 10 CTabMJIBHOCTM IIpubBeleHH B Tabiuuax 10 m 18.

oe

DaHHEE 0JIA oT BTAJIOHHOTO crTaHmapTa IoKaszsaau HaJjmuume
M3MeHUYVBOCTH, HO oCcTaBaJIUCh B openejax, onpeneJjieHHBIX
TeXHUUECKMMM YCJIOBMAMM, BO BCeX YCJIOBUAX XpaHeHuda. Hu onmHa U3
MCCJIENOBaHHEIX nmapTum Bemom3yMaba He IpOIOEeMOHCTPMpPOBaJa
TEeHIOEeHUIMNM K CHWKEHUID 5SOOeKTMBHOCTM CBA3HBAHUA B I[IE€PEeUMCJIIEHHEX
YCIIOBUSAX XPaHEHUA.

BrnaxHocTe 1[I0 MeTony KapJiia Qumepa

Kowmrmiozuumwo TUTPYIOT MeTaHOJIOM 0JIs KYJIOHOME TPUUECKOT'O
onpenejieHUs  BJIaXHOCTM IO MeTony Kapjga  Oumepa. IOaHHEEe  IIO
BJIAXHOCTMK IIpubBeleHE B Tabiuuax 11 m 19. Bce mcciienoBaHHBEE I1apTUU
BemoJsiM3yMaba MMeJIM BJIAXHOCTE MeHee 5% BO BCeX I[IepeuMCJIeHHEIX

YCIIOBMAX XPaHEeHNMA.

KanmiingapHoe M303JIEeKTpUUecKoe (QOoKycHupoBaHMe (CIEF)

[lporOmAT cIEF C VCIIOJIL30BaHUEM CHUCTEMEL iCE280 C
IeTeKTMPOBaHMEM Ha IIOJIHOM KoJIoOHKe CcIEF (Convergent Biosciences,
Toronto, Ontario). AmpoaMT MOXeT OHTH BHOpPaH B COOTBETCTBUM C

PEeEKOMeHIalMAMN IIPOM3BOONTEIIA MJin MOXeT OBITH KoMOMHauMem
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KOMMEpUEeCKM IOOCTYIIHHX aMpoJIMTOBR. IIpUTIoIHOM KoMOMHalLMel 4gBJISeTCA
cMeck 3-10 m 5-8 PHARMALYTE™ (GE Healthcare, Piscataway, NJ).

[Tpumep 3: MomesnmMpoBaHMe MacmTadbMpoBaHMa npolecca

JINOQUMIIN 3 ALl

BeUT MCHOJIB30OBaH IMIPMHUMI "KaudeCTBO Ha DTale IPOeKTUpoBaHUA"
npu MaHUIIYJIMPOBaHUM 3arpy3KOon CyBaIMMalMOHHON CYLWMIIKN "
comepXaHMeEM TEBEpPIbX BEMeCTE B KOMIO3MUIMM. 3arpy3KakK M3MeHAJach
or 33 nmo 100%. ComepxaHMe  TBEPOHX BelleCTB B  KOMIO3MULUMA
M3MEHAJIOCE OT 9 1mo 27% mnOyTeM BKJIKOUEHMA B 3arpy3Ky KOMIO3MIUM C
KOHIIEHTpalIMA, cocTaBJagomuMmu 0, 5x, 1,0x m 1,5x oT ULeJeBOM
KOMIIO3ULUKY . OTKM KOMIO3ULUUM MMeJM OJIM3KMe 3HaueHua Tgr. Ilpu OoJiee
BHICOKOM  COHOEpPXaHUM  TBEepIOHX  BelleCTB (%), BpeMsa  IIepPBUYUHOTO
BHICYIIMBAHUSA BO3pacTajio. KpoMe ToOI'0, IIpM YBEJIWUEHUM CONEpXaHM
TBEpPOHX BelleCTB, TeMIlepaTypa [IPpOOYyKTa Bo3pacTalla BCJeOCTBUE
BoJiee BEHICOKOI'O 3HaueHuda Rp. 3Barpys3ka TakXe OKasbBajla BJMAHME Ha
obe cTaIuMM BHCyIMBaHMa (dur. 8).

IpuMep 4: HeKJIMHMUECKME MCCJIefOoBaHMA 0e30IaCHOCTU

Boul  CHOPOEKTHMPOBAHH MCCJeNOBAHMA IJIS CpaBHeHUA 2dodekTa
HaTaJu3yMaba ¥u BemoJmsayMaba Ha MMMYHHOJIOTMUeCKMM Hanz3op ULUHC npwm
SKCIIepUMMeHTaJIEHOM AYTOUMMMYHHOM SHIUe)aJIOMUEJIUTE (BA9) MakKak-—
pesyc. BoceMb XMBOTHEIX IIOJIydaJiM OO3E KOHTPOJIA IJlaledbo, pas B
HemeJso. CeMb XMBOTHEIX [IOJIyYaJy mos3b 30 MI'/KD HaTaausyMmada, pas B
HepeJsio. CeMb XUBOTHHX IIOJIyduasy mos3b 30 MI'/KD BejoJmsyMaba, pas B
HeIneJlo. Habmonanmuce KIMHUUEeCKUE CUIMIIT OMEI SA5; yacToTy n
COOTHOIEeHKe MNOOTPYIN JeMKouMToR B CMX m3MepsalIM MeTOIOOM IIPOTOUHOM
LHMTOMETPUNM,; OOy HaTrpy3Ky IMHopaxeHMaMr T2 B MO3TY MU3MEepPSInM C
MCIIOJIL30BaHMEM MaTHUTOPE30HaHCHOM BUlyaauzauuu (MPB); U Harpys3kKy
IopaXxeHU AMU u OeMUeJIMHU B allno MO3Ta V3Mep AU nyTeM
TUCTONIATOJIOTUHA .

Bemomm3ymMa® He 3alepXMBaeT HAUaJlo I[IPOABJIEHUS KIMHUUECKUX
CUMIITOMOB 3JA3 IO CpaBHEHMK C KOHTpoJieM Iaunedo. OH He CHMXAEeT
YacToTy CJydaeB OA3 MWIM BeJMUMHY KJIMHUMUECKMX IIoKa3aTelel.
HaTanmnszsymad 3HAUUTEJILHO (p<0,05) 3amepXxmuBaeT IPpOABJIEHNUE
KJIMHUUECKMX CHUMITOMOB OJAD II0 CpPaBHEHMIO C KOHTpoJieM Iuiaunedo. OH
CHMXaeT YacToTy cJydaeB OAD UM BeJIMUMHY KIMHUUECKMUX IoKa3aTeJen

(dur. 9).
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Benmonm3yMa® He IOpemoTBpamaeT MHOMIbTpalimio CMX JeMkouUMTaMu,
T-MMOOUUT aMn (T JIMMOOUMT aM/—TIOMOIHVUKaMU , UM TOTOKCUUHEIMA T
auMbolMTaMm) , B JmMboLMTaMM, OPUPOOHBEIMM KJIeTKaMyU-yOuniiaMu WJIU
MOHOLMTaMM . B OTIINUME oT HeTo, HaTaam3ymMad VHIMOMPOBAJI
MHOMIIb Tpaumon CMX.

Bemonmuzymad He MHIUOMPYET HaKOIJIeHMe IopaXeHUM MOo3Ta, Ha YTo
yKa3HBalT IIOBHIIEHHEEe 3HaueHmMsa T2 ® I[IOHWXeHHHe 3HaueHMs MTR
(kOoROOULIMEeHT Iepelauyls HaMaTHMUMBAHMKA), IOJIydyeHHHe 1npu  MPB.
Haranuszyma® OpenmoTBpamaly obpa3o0oBaHMe IIopaXeHuM YV BCeX XMBOTHHX,
KpoMe OHOHOT'O. 3HauuTeJibHOoe (p<0,05) wmMHIMOMpOBaHMEe B MHOUIIBTpaTax
MO3Ta M IOeMUEIVMHU3AUWKD M3MEPSAIM TMCTOJIOTHMUYECKM.

MuTerpmH o477 OBJI HaCHIEH BemoJmMayMaboM IIpU [IPOBEIEeHUMU
uccJlegoBaHUM, Ha UTO YyKalHBaeT aHaJlM3 MeTOoOOM KOHKYPEeHTHOTO
CBA3EBaHUA MeXay BenoIn3yMaboM, BBOOVIMBIM in vivo, n
aHaJIMTHUUEeCKUM aHTU—-x4 37 MOHOKJIOHAJILHEIM aAHTUTEJIOM (mAb) ,
nobaBJIgeMBEIM exX Vivo. AHaJluTUUuecKoe aHTH-a4f7 mAb He CBA3HBaeTCH
c T-nuMpoUMTaMM-IIOMOIMHMKAMM IIaMATV Y XMBOTHEIX, I[IOJIYYaBIIMX HOO3EH
BegoJsim3yMaba. OrcyTcTBMe 5dOdpekTa  BemosmsyMabaa B [MHC nosTomMy
cBa3aHo ¢ XKT-TpomnHOM OMOJIOTMEMN MHTeTrpuHa od7.

B obmeM, BepmosmayMa® (aHTaroHucT o4f37) He uHIUMOMpyeT D5A5. B
OTJINUME OT Hero, HaTaau3yMad (aHTaroHucT o4dfBl m odf7) MHTUOMPYET
SAD. UHTerpmH o4l wMenuupyeT wuHOUIbTpauuio UIHC npu 5A3. Takum
obpazoM, BemoJmMayMad® MOXeT XapaKTepus0BaThLCH MEeHbIMM PUCKOM
BHI3HIBATH I[IPEeIPacloJIOKEeHHOCTh IIallMeHTOB kK PML (mOporpeccupyrmas
MHOT'OOUaroBas JeVKosHIedasIonaTusa), uUeM HaTalmayMad, I[IOCKOJbKY OH
He aHTaToOHM3UpyeT UMHTeTpuH 4Bl M He HapymaeT MMMyHHOJIOTMUECKUM
Hanzop UHC npm SAD y pesyc—-MaKak.

HpMMep 5: KiIMHMUeCcKMe WCIETAaHUA @aSH I C MWCIIOJIB30OBaHMEM

BenoJsm3ayMaba

COpOK OeEBATE SOOPOBEX CYOBEKTOB OBLIN PaHIOMMUIVMPORBAHEI n

IIOJIYUYNMIJIM pPa30BYKR IOO3Yy MCCJIedyeMOI'O JIeKapCTBEHHOI'O IIpellapaTa:s 39

CYDOBEKTOB TIOJIY Y MJIIN BenmoJmmayMad (5 MI'/ MJI aHTuTeJa, 20 MM
uuTpaTa/JIMMOHHOMN KMCJIOTHI, 125 MM XJIopuna HaTpu4, 0,05%

nosmcopbara 80, pH 6,0 (mosrocpouHoe xpaHeHme npu -70°C m mo 3
Mecsaue npu -20°C)) u 10 Ccy®BeKTOB NOJyYMIIM Ilauneto. M3 39

CyOBeKTOB, KOTOPHE IOJYUMJIM BemoJmusymad, 110 8 CyOBeKTOB IIOJIYUWJINU
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Kaxmoent pmosw 0,2, 2,0, 6,0 m 10,0 Mp/xr, M 7 CyOBLEeKTOB IIOJIYUMIIU
Beposm3yMad 0,5 Mr/xr. Bce 49 cyOLeKTOB 3aBepmMIM MCIHTAHMA.

He HabOiomajiochk 3aMeTHOM pa3HMUIE MeXOy KoTopTaMM BemoJmn3yMada
o JIOOHM OeMoTpadMuecKMM IIOoKal3aTelJIaM WM XapaKTepucTukaM O0a30BOM
JuHuM. CpelHMM BoO3pacT cocTarjaajg oT 35,4 ger pmo 51,0 roma;
BO3pAaCT MHIMBUAOYAJBHHX CYOBEKTOB MEHAJICA B OMalaszoHe oT 21 Tona
oo 63 Jer.

dapMakokuHeTuueckue (PK) pesyJbTaTH

Benmosm3yma® Ovl BBeOeH B BuIe 30-MMHYTHOM BHYTPMBEHHOM
uHoysum ot 0,2 mo 10,0 MI/kr. SBHaueHud Cmax M IUIOmMadb IIOH KPUBOIM
3aBUCHMMOCTM KOHIIEHTpAallMM I[IperapaTa B CHBOPOTKe oOT BpemMeHu (AUC)
BO3pacTaln C yBeJIMUEeHMEM  IOO3H. CKOPPEeKTUPOBAHHHE 1o nose
3HaueHrd Cmax OBJIM OIPpUOJIMBUTEJIEHO OIMHAKOBHMM IJIS BCeX KOTOopT,
UTO YyKa3eBaeT Ha [OPOINOPIMOHAaJIBEHOCTE HOO3 [0 BTOMYy IIapaMeTpy.
HopMrpoBaHHOe IO IJO3e 3HaueHMe IJIomAalM II0I KPUMBOM KOHIIEHTPAallUMU
IperapaTa B CHBOPOTKE OT HauaJla OTCuUueTa BpPeMeHM OO0 OeCKOHEUHOCTHU
(AUCo-inf) BOBpacCTajlo C YBeJMUeHMeM nOo3H Imo 2,0 Mr/Kr, yKaswbBasg Ha
HeJIMHeVHEM pocCT AUCo-inf C YBeJIMUEeHMeM OO3H OJd 0oJiee HU3KUX 03,
MCIIOJIL30BABIIMXCA B OaHHEX MCHOHETaHMAx. 3aTeM AUCpo-inf BO3pacrTala
IPOIOPLUMOHAJNIBHO »OO3€e, YyKa3HBasg Ha JIMHEeMHOCTE 3aBUCUMOCTU AUCo-ing
B IOuanasoHe mos ot 2,0 mo 10,0 wmr/xr. VYeesmueHme AUCo-inf
[IPEBHIIAJIO OXMIOAEMEEe 3HaueHMAa NPpUbJIM3UTEeJILHO B 2,4-pasza Opu IOo3e
10,0 Mr/xr o cpaBHeHu ¢ moszsoi 0,2 MI'/KID.

AHaJIOTMUYHO, OlLIeHKM KJIMpeHca, ofbbeMa paclapelejleHrMsS U IIepuona

[IOJIYBEIBEODeHMSI OBUJIM OO3a—-3aBUCHUMBHMM IOJIS »OUalasoHa Oo3 OT 0,2 IO

2,0 wMD/KD. C yBeJIMUeHMEM  IOO3H, KJIMPEeHC  YMeHbIlaJicHd, obBeM
pacrnpenesyeHns BO3pacTal u, BCJIeOCTRBME 2TOTO, Iepron
[IOJIYBHIBeIeHMSa yBeJiMuMBaJica. OOHako, or 2 mo 10,0 w™Mr/xr He

HabJoIaJloCh BUIMMEX M3MEeHEeHMM 5STUX I[IapaMeTpoB, UTO II03BOJILeT
[IPEennoJIOKUTE HaCHIeHne npolecca BrICTPOM DJIVMMMHa LN OJis
BenoJn3yMatba B HUBKMX KOHIEHTpaluax. bBojilee MelJIeHHEE I[IPOLIEeCCH
JIMHeVHOM SIIVIMMHALUA, BEPOATHO, oBecrneunBamnT OOJIBIIYKD  YacCTh
KJIMpeHCca BemnoJmmm3ayMaba npu ©OoJiee BHCOKMX JO3ax.

Y HEKOTOPHX CYOBEKTOB, Y KOTOPHX BhHpabaTeBaJIMCcb HAHA K
Bemom3yMaby, HabiwopaJsica ©OoJiee OBCTPHM KJIMPeHC BejoJm3yMaba IIo

CpakBHeHVn ¢ HAHA-oTpHUATEJILHEIMY CYOBeKTaMM C COOTBETCTBYIVM
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O030p dapMaKOKMHETUKU

KOTopTaM IIOCJIe BHYTPHMBEHHOI'O

(PK)
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BenoJsmmayMada

BeloJm3yMaba 3I0POBHM CyOBeKTaM

(IV)

(VDZ)

Tadtmguiia 20

10 OJO3O0OBEIM

Beemenuda 0,2-10,0 MT/KT

(nonynsaumusa nijs PK-anHaamsza)

ITapameTp JHo3za N |Cpennee| Cr. I'eom. | %CV |Menuana| Mus. Makc.
VDZ OTKJI. | cpenHee

Cmax (Mxr/mi) | 0,2 mr/kr | 4 5,65 0,629 5,62 11,1 5,45 5,13 | 6,56
0,5 mr/kr | 4 10,6 2,09 10,4 19,7 10,6 8,07 | 13,1

2,0 mr/kr | 7 59,3 11,6 58,4 19,6 584 | 47,6 | 784

6,0 mr/kr | 6 151 19,1 150 12,6 157 120 | 168

10,0 mr/kr | 7 243 221 243 9,07 242 213 | 281

AUC o-tlast 0,2 mr/kr | 4 31,6 4,98 31,3 15,8 31,6 | 25,7 | 37,5
(mewp*mkr/min) | 0,5 mr/xr | 4 127 48,0 119 37,9 129 70,9 | 178
2,0 mr/kr | 7 964 147 955 15,2 972 772 1170

6,0 mr/kr | 6 3090 749 3020 | 24,2 | 2830 | 2360 [4100

10,0 mr/kr | 7 4870 624 4840 | 12,8 | 4750 | 4120 |5870

AUCo-inf 0,2 mr/kr | 4 39,5 5,79 39,1 14,7 40,2 31,7 | 45,7
(mewp*mkr/mun) | 0,5 mr/xkr | 4 134 48,9 127 36,5 134 79,2 | 188
2,0 mr/kr | 7 979 146 969 14,9 993 784 | 1180

6,0 mr/kr | 6 3100 750 3030 | 24,2 | 2840 | 2390 [4110

10,0 mr/kr | 7 4880 637 4850 | 13,0 | 4750 | 4130 |5920

V(1) 0,2 mr/kr | 4 4,02 0,151 4,02 3,76 4,03 3,83 | 4,18
0,5 mr/kr | 4 4,92 0,620 4,89 12,6 466 | 452|584

2,0 mr/kr | 7 3,34 0,665 3,28 19,9 3,23 2,29 4,27

6,0 mr/kr | 6 2,98 0,644 2,92 21,6 2,98 2,06 | 3,98

10,0 mr/kr | 7 2,89 1,02 2,73 35,2 2,98 1,49 | 4,58
CL (n/neHb) 02wmr/kr | 4 | 0,413 | 0,042 | 0,412 | 10,1 | 0,395 |0,388 0,476
0,5wmr/kr | 4 | 0,310 | 0,106 | 0,297 | 34,3 | 0,291 |0,212 0,446
20wmr/kr | 7 | 0,165 | 0,018 | 0,164 | 10,7 | 0,162 | 0,145 (0,194
6,0 mr/kr | 6 | 0,140 | 0,031 | 0,136 | 22,0 | 0,145 | 0,083 |0,166
10,0 mr/kr | 7 | 0,140 | 0,024 | 0,139 | 16,9 | 0,135 |0,103|0,171

t12 (neHb 0,2 mr/kr | 4 6,79 0,736 6,76 10,8 6,95 5,79 | 7,47
0,5 mr/kr | 4 11,7 2,83 11,4 242 11,4 9,09 | 14,8
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20mr/kr | 7 | 141 | 2,67 | 139 [ 189 | 143 [ 10,6 [17,5
60m/kr | 6 | 151 | 3,15 | 148 | 209 | 140 | 11,9 | 20,3
10,0mr/kr | 7 | 148 | 738 | 13,7 | 498 | 125 | 826 |30,7

CokpalleHu : AUCo-inf = IJIOWAaNb non KpUBOMU 3aBUCHUMOCTH
KOHLIeHTpaluu JIEKaPCTBEHHOTO IpenapatTa oT BpeMeHH,
SKCTpaloJiMpoBaHHass OO 0OeckoHedyHoCTH; AUCo-tlast = IJIOmMaIb IIOX

KPMBOM  3BaBUCHUMOCTM KOHIEHTpaluM JIeKapCTBEeHHOT'O IIpelapaTa oT
BpeMeHM OT MOMEHTa BBeIOeHMSI OO MOMeHTa IIOCJIeIHeTro WM3MepeHUusa, IIpu
KOTOPOM KOHIeHTpalua OHJIa BHIIE HMWKHEeI'O IOIpelejyla KOJUUECTBEHHOTO
omnpenejienusa; CL = ofmuM KIMPEHC; Cpax = MaKCHMaJbHad KOHIEHTpalus
JIEKapCTBEHHOTO IIpenapaTa; Li/2 = Nepuon IIOJYBHEHBeOeHUS; Vz = 00BeEM
pacrnpenejieHMnsa, OIpeleJIeHHBM Ha OCHOBe (a3h BHBEIOEHUS.

[locse pocTwXeHUSA Cpax, KOHIIEHTpalMsa BeloJiM3yMa®a B CHBOPOTKE
CHWXaeTCcsa OOHUHO II0 MOHOBKCIIOHEHIMAJIEHOMY 3akKOHY IO IOCTWXEHUS
KOHIIeHTpaluuu OpubIusuTessHo oT 1 mo 10 wMr/ma. Ilocjie  STOTO
KOHIIeHTpalluK, I[IO-BUAOMMOMY, CHWXATCHA HeJMHeMlHO.

SHaueHUd Cpax ¥ AUC BO3pacTaJM C yYBeJMUueHMeM OO3Hl. 4
VIMEIUX C S IOaHHHIX, CKOPPEKTUPOBAHHHEE 1o nose Cmax OBLIIN
OPpUOIIU3UTEJIEHO OOMHAKOBEIMM IOJIS BCEX KOI'OPT, UTO VYKas3HBaeT Ha
[IPONOPLUMOHAJEHOCTE HOO3 IO STOMY IllapaMeTpy. HoOpMMpOBaHHas IO LO3e
AUCo-inf BO3pacTajla C YyBeJuueHuMeM nHo3e no 2,0 MI'/KD, YKas3HBasg Ha
HeJMHeMHEM pocT AUCo-inf C YBeJMUEeHMeM MOO3H nOJa 0oJjlee HUBKUX
3HAUEHMM O3, MCIOJL30BABIMXCA B JAHHBIX MCIBTAaHMAX. 3aTeM, AUCo-
inf YBeJIMUMBaJlach IIPOIIOPLMOHAJIBHO nose, uTo yKa3HBaeT Ha
JIMHeMHOCTL AUCo-inf OJIS OualasoHa pos ot 2,0 pmo 10,0 wMmp/kr.
Yeeymmuenre AUCo-inr OBUIO IIPUOJMBUTEJIEHO B 2,4-pasa BHIIE OXMIOAEMEBIX
3HaueHuM npu mose 10,0 MI/KID IO CpaBHeHMIO C nmoson 0,2 MI/KI.

OapMakonuHavuueckue (PD) pesyJbTaTH

OapmakonmHammuueckue (PD) mnapameTpn BejoJm3yMaba mocje 30-
MMHYTHOM BHYTPUBeHHOM wuHOysum oT 0,2 mo 10,0 MI/xr BemosmsyMmada
10 KoTopTaM HnpuBemeHsl B Tabauue 21 u Tabmuue 22 npias Act-1 wm
MAJCAM, COOTBETCTBEHHO.

Tabmmua 21: 0630p OdapMakoIMHaMMKM BeloJM3yMaba, IIPOLIEHT
nHTMOUpoBauus $Act-1+ [CD4* CD45R0OP9R], 1o mO30BHM KOTOPTaM IIOCJIE

BHYTpUBeHHOTO (IV) BBemeHms 0,2-10,0 Mr/xr BepmomayMmada 3I0OPOBHM
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cybrekTaM (monyndaumsa OJsg PD-aHajmza)
ITapamerp Jo3a VDZ | N | Cpen- | Ct. | T'eom. |%CV | Menuana | Mun. [Makc.
Hee | OTKJI. | CpenHee
Emax (% uarubu- | 0,2 wmr/kr | 4 | 99,6 |0,387| 99,6 |0,388 99,6 99,1 | 100
[pOBaHUs) 0,5mr/kr | 4 | 99,5 [0,599| 99,5 0,602 99,5 98,9 | 100
20mr/kr | 6 | 99,9 |0,172| 99,9 0,172 100 99,6 | 100
6,0 Mr/kr | 6 100 | 0000 100 0000 100 100 | 100
10,0 mr/kr | 6 | 99,7 (0,326 99,7 |0,327 99,8 99,3 | 100
AUECo.inf 0,2wmr/kr | 4 | 4030 | 1010 | 3920 | 252 4090 2760 | 5160
(% uHrHOUpO- 0,5wmr/kr | 4 | 6430 | 1450 | 6300 | 22,6 6530 4860 | 7810
BaHUS ™ IEHb) 2,0mr/kr | 6 | 13200 | 623 | 13200 | 4,72 12900 |12800|14500
6,0 mr/kr | 6 | 16700 | 3030 | 16500 | 18,1 16300 [13300{20100
10,0 mr/kr | 6 | 19300 | 644 | 19300 | 3,33 19600 |18200|19900
AUECo-inf = Iiomanbk ron KpUBOM 3aBUCUMOCTHA sbhdbexTa
JIeKapCTBEeHHOTO IpelapaTa OT BpeMeHM OT MOMeHTa BpeMeHun 0 HO
MOMEHTa BpeMeHH, COOTBETCTBYKIIETO rocJjenHeln HEeHYJIEBOI
KOHILEHTpalUuM; Epax = MaKCUMaJIbHEM 50QeKT JieKkapCTBEHHOI'O IpenapaTa
Tabmuua 22: 0030p OdapMakoIMHaMMKM BeloJiM3yMaba, I[IPOLEHT
uHTUOMpoOoBauus SMADCAM*T [CD4* CD45ROhMgh],  mno mos3oBEM KOTOpTam
rnocjie BHYTpMBeHHOTO (IV) BBemenusa 0,2-10,0 wMmr/xr BepmoJusymada
3I00POBEIM CyOBekTaM (mnonyndaumsa nJisa PD-aHam3a)
[Tapamerp Ho3a VDZ| N | Cpen- | Cr. | Teom. |%CV | Menuana | MuH. |Makc.
Hee | OTKJL | CpenHee
Emax (%o uarndu- 02wmr/kr | 4 | 99,2 0,537 99,2 0,542 99,4 98,4 | 99,6
[pPOBaHUs) 0,5wmr/kr | 4 | 99,6 (0323 99,6 |0,324 99,5 99,3 | 100
2,0mr/kr | 6 | 99,7 |0,365| 99,7 [0,366 99,7 99,2 | 100
6,0mr/kr | 6 | 99,8 10,279 99,8 0,280 100 994 | 100
10,0 mr/kr| 6 100 | 0000 100 0000 100 100 | 100
AUECo-inf 0,2wmr/kr | 4 | 4000 | 576 3970 14,4 4210 3160 | 4440
(% wHrHOMpO- 0,5wmr/kr | 4 | 6770 | 1400 | 6660 | 20,6 6840 5170 | 8230
BaHUS* IEHb) 2,0mr/kr | 6 | 13000 | 796 | 13000 | 6,12 13000 [11700|13900
6,0 mr/kr | 6 | 16200 | 3320 | 15900 | 20,5 15800 1180020000
10,0 mr/kr| 6 | 17700 | 1330 | 17700 | 7,5 17700 1650019000
AUECo-inf = Jiomanb ron KPUBOM 3aBUCUMOCTHA spdbexTa
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JIEKapCTBEHHOTO IIpenapaTa  OT BpPeMeHM OT MOMeHTa BpeMeHu 0 1mo
MOMEHTa BpeMeHH, COOTBETCTRYKIETO mocyjenHemn HeHyJIeBOMU
KOHIeHTPpalUuM,; Epax = MaKCHMMaJILHEM 500eKT JIeKapCTBEHHOTO IIpelaparTa

Benmomuszyma®b wmMHIMOMpoOBaJ ¢apMakKoOuHaMuueckue (PD) mnapaMeTpHl,
Act-1 m MAdCAM-1-Fc, ©OOUTM MaKCMMaJILHO BO BCe MOMEHTH BpPEeMEeHH,
KOoT'Za KOHLEeHTpaluda BepgoJm3ymada B CHBOPOTKe ObJla MW3MEPVMOM.
[locyme  TOTO, Kak KOHIEeHTpaluuM BefojiM3yMaba  OIYyCKaJIMChb  HUXe
openmejia »OeTeKTUMPOBaAHMA MeTola aHaJmu3a, uHITubupoBaHue Act-1 wmu
MAdCAM-1-Fc  BO3BpamalioCh OPpUOIU3UTENIEHO Ha  YPOBEHDb BaszoBOM
JIVMHUM .

Y HEeKOTOPHX CYyOBEeKTOB, Y KOTOPHX BHpabaTeBaIMCchk HAHA K
BenoJausymady, Habmonajlach DoJiee OrICTPpad yTpaTa HaCHIIEHU A
pelenTopoB o437 1o cpaeHeHVrn C HAHA-oOTpuLATEeJILHEMU CyOBeKTaMu C
COOTBETCTRYKIMM YPOBHEM IOOS3.

PesynbTaTH IO 0e30I0aCHOCTHU

BenmommmsayMad OOBUHO OBJI O€30MIacHBEM UM XOPOWO IIePeHOCUJICA IIPpU
PAasOBHX BHYTPUBEHHEX (IV) @mosax mo 10,0 wMr/xr. Ha OpPOTSIXEeHUN
MccJeIoBaHuUM He Hadmonajloch cIydaer cMepTH, Cepbe3HEIX
HexeJlaTeJIbHEX 50dexkToB (SAE) MM HexeJaTeJIbHHX 5»d0dexkToB (AE),
OIPUBOOUBIIMX K [NpeKpalleHMID ydacTMd B MCCJIeOOBaHMAX.

VIMMyHOTEeHHOCTE /OBpas3oBaHue UeJIOBeUueCKMUX AHTUTEJI IPOTUB
VMMYyHOTIUIOOYJIMHa uejioBeka (HAHA)

Ommu (10%) cybwekT B TIpyhnne mjaauebo m 21 (54%) cybwmekT B
00BeIMHEeHHOM TpYyIIe 103 BenoJmusayMad®a Owiiv HAHA-TIOSUTUBHBEIMM B
Kakue-JIubo MOMEHTH BpPeMeHM Ha NPOTSKEeHUM MUCIETaHuM. XoTa HAHA-
MNOJIOKUTEJIbEHEEe 00paslsl  Habdooalnuck BO BCeX JO30BHEHX KOoTopTax,
TuTpel HAHA >125 OvuiM OOHapPyXeHHE TOJIBKO B 2 IpylllaxX C HaMMeHbIVMU
nosaMr BenoJjmsyMaba. PadHee miga BejoamusyMaba HaOIomaJlock Oo3a-
3aBUCHMOE TIIoIaBJiIeHMe oOpa3oBaHuMda HAHA. VY 1»meBdTHaguaTu U3 22
rIoJIyuyaBIInX BemoJim3yMad CYDBEKTOB, KOTOpPHE OBLIIN HAHA-
IOJIOXUTEJILHEIMY, TIPUCYTCTBMe HAHA OBUIO HeMTpallM30BAaHO.

Tabmuua 23
O030p pe3yJIbTaTOB OlIpelNesIeHUS UeJIOBEeUeCKMX aHTUTEJI NPOTUB

MMMYHOTIUIOOYJIMHA UYeJioBeKa: Ilonyinaums VCIIETaHuy 6es30I1acHOCTHU
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0,2 0,5 2,0 6,0 10,0
Obmasa
[nanedo| Mr/xr | MI'/KD | MT'/KT | MD'/KD | MI'/KT
VDZ
N=10 VD7 VD7 VD4 VDZz VDZ
N=39
N=8 N="7 N=8 N=8 N=8
Cy®BLeKTH,
ydacTBYyIMe B 10 38 7 8 8 8 39
VCIIETaHMAX
Bce HAHA-
21
[IO3UTMBHHE, nll (10) |6 (75)(4 (57)|2 (25)|3 (38)| 6 (75)
(54)
(%)
HauBriCcmnm TUTP 17
1 (10) [4 (50)|2 (29)]2 (25)|3 (38)]| 6 (75)
HAHA <125, n (%) (44)
HauBricmnm TUTP 4
0 2 (25) 2 (29) 0 0 0
HAHA 2125, n (%) (10)
Bce cilydyaun
HeVTpaln3alun 19
0 5 (63) |4 (57)|2 (25)(3 (38)]| 5 (63)
HAHA-TIO3UTHUBHEIX , (49)
n (%)
HamBLICIIMM
HelTpaJin30BaHHEMN 15
0 3 (38)12 (29)|2 (25)(3 (38)] 5 (63)
TuTp HAHA <125, (38)
n (%)
HamBbICIIMM
HelTpalln30BaHHBN 4
0 2 (25)12 (29) 0 0 0
TuTp HAHA 2125, (10)
n (%)
OouH cy®BLeKT B Tpyine IJjaledto u 11 cy®bLekKToOB B TpyIIe

BenoJmsymMaba OBUIM MNepCUCTeHTHO HAHA-TIO3SMTUBHEIMU .

Tabamuia 24

Oommi CTaTyC UYeJIOBeUeCKMX aHTHUTeJI IIPOTHEB MMMYHOTJIOOYJIMHA

yejiopeka: ([looysgaumMsa MCIETaHMM 0e30IIacHOCTH)
0,2 0,5 2,0 0,0 10,0
Obmasa
maueto| Mr/xr | Mr/xr | M/Kro | MD/KT MI'/ KT
VDZ
N=10 VDZ VDZ VDZ VDZ VDZ
N=39
N=8 N="7 N=8 N=8 N=8
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HAHA-oTpHuLa- 18
9 (90) [2 (25) |3 (43) |6 (75)]|5 (63)| 2 (25)

TeJIbHEEe2 n (%) (406)

N30omMpoOBaHHEE 10
0 2 (25) 1 (14) |1 (13) (|1 (13)| 5 (63)

HAHA® n (%) (26)

[lepCUCTEeHTHEE 11
1 (10) |4 (50) (3 (43) |1 (13) |2 (25)| 1 (13)

HAHA® n (%) - (28)

a HAHA-oTpullaTeJibHEEe: CyOBLEeKTH, He MMeKIMe IIOJIOXUTEJIEHBIX
pesyIbLTaToR olpenejieHusa HAHA

b WzomupoBaHHHe HAHA: Cy0OBekKTH, UMMeKmMe ToJbKo 1 HAHA-
IOJIOXUTEJILHEM ofpasell ¢ TUTpoM <25

c IlepcucreHTHEe HAHA: CydwexkTHl C 2 wim OoJjeme HAHA-
[IOJIOXUTEJIEHEIMY OofpaszluaMy MM C 1 I[IOJIOXUTEeJIEHEM O00pas3lLoM C TUTPOM

225

BEIBOIE

3TM  UCHOHTaHMA  ¢a3el 1 oxapakKTepM30oBaIM  (apMaKOKUMHETUKY
(PK) / bapMakKOOMHAMUKY (PD) ¥  HadvaJlbHBEle [Opoduin  0e30IaCcCHOCTHU
BenoJsmm3yMaba, TIOJIYUEHHOTO ns KJIEeTOK CHO. PesyJibTaTE DTUX
VCHOHTaHUM OBJIM MCIOJIL30BAHE IJiIA OOOCHOBaHMSA BHOOpa IOO3 OJIA
Bas0BHX KJIMHUUECKMX MCIOETaHMM ¢a3u 3 OOJBbHEX C BOCHAJUTEJIEHOMU
OOJIe3HBI KUIIEUHMKA .

Benommszymabd NPOOEeMOHCTPUPOBAJ NPONOPLUOHAJILHOCTE oos B
MCIIEITaHHOM OMalla30He o3 OJj4 IapaMeTpa Cmax; OIOHako, Io3a-
3aBUCHUMEIE M3MeHeHMs AUCO-inf, CL, Vz u tl/2 Habilogaluch IIpHU
mozsax or 0,2 mo 2,0 MI'/KD, UTO I[IO3BOJILSET NPENIOJIOXUTL HeJIMHEeMHEI
bapMmakokuHeTuueckutt (PK) xapakTep IHoBeleHMs BejoJms3yMaba. Ilpwu
VPOBHAX mHO3 Beme 2,0 MI'/KD, HMKaKUX OOIOJHUTEJILHEX M3MEeHEeHUN’
STUX [IapaMeTpoB He  Habmomaloch, UTO IIO3BOJIAET TPEOIOJIOXKUTH
HaCHIeHMe IIpollecca OHCTPOTO SIJIMMMHMPOBAHMSA  BemojiMsyMaba Opu
HUXKMX KOHIEHTPalUUAX . BoJiee MeIJIeHHEE IPOLleCCH JIMHEMHOT O
DIIVMVHUPOBAHUSA, BepPOATHO, OTBeUanT 3a OO0JbIIyw dYacThb KJIMPEeHCca
BenoJjusymMaba npu OoJiee BEHCOKMX OO3axX.

Benmomm3zymMa®b wmMHIMOMpOBaJ O¢apMakKoOMHaMuueckue (PD) mapaMeTpHl,
Act-1 m MAdCAM-1-Fc, nOpM MakKCUMAaJIBEHEX WM OJIM3KKUX K HYM YPOBHAX
BO BCE& MOMEHTH BpPEMEHH, KOoI'la KOHIleHTpaluusa BemoJjm3yMadba B

CEIBOPOTKE OrL1a I/IBMepI/IMOIZ . llocJgie YMEeHBIIEHNMA KOHLEHTpaluumn
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BenoJmn3yMaba HIDKE npeneHa IeTEKTUPOBAHMSA MeToIa aHaJms3a,
nHIMbupoeaHme Act-1 wm MAJCAM-1-Fc BO3BpamaJiIoCk Ha YpPOBEHL,
OpubIMU3UTEJIEHO COOTBETCTBYIUM Oa30BOM JIMHUM.

Y ~HEKOTOPHX CYOBEeKTH, Yy KOTOPHX BHpabaTeBaguck HAHA
Benoauszymady, Habmomalsica ©OoJiee OHCTPHM KIMPEeHC BepmoJiu3yMaba U
yTpaTa HaCHIeHU A peLenTopa o4 1o CpaBHEHUD c HAHA-
OoTpMIATeJIbHEMM CyOBbeKTaMM C COOTBEeTCTBYKIIMM YPOBHEM HOO3.

Benosm3yMad XoOpomo IepeHocuJIca. Ha IpoTSXKeHUM MCCIeIOoBaHUM
He HabOJJoIOaJIoCh CJIydaeB CMEepPTH, Cepbe3HBX HeXeJlaTeJIbHHX 300eKTOB
(SAE) wmiIM HexeJlaTeJIbHEX 20dpexkToB (AE), OpuUBOOAMMX K OTKa3ly OT
Yy4acCTTMHa B MCIHHTaAHMAX BBeleHUA JIEKAapCTBEHHOTO IIpelapaTa, a TaKxe
He HabmomaJloCh Kakux—JIMOO B3aMMOCBA3EM O03a-TOKCHMUHOCTL. He OBUIO
CcoofBmeHuy O CUCTEMHBX ONMINOPTYHUCTUUECKUX MHOeKIMAaxX (BKJoUas PML
(Iporpeccupyla s MHOTOOUaroBad Jerko2HIIedasonaTmusa) ) VI
HeoIljla3Max.

B omimmMume oT HeCcneuM@uUUecKMxX aHTaTr'OHUMCTOB o4, Bepmomusymad He
OBJI aCCOLUMMPOBAH C JIMMOOLMTOZOM WIM YBEJIMUEHMEM CpeldHUX 3HaueHUM
UUPKYJIMPYOIINX  SO3MHOQUIIOB, 0a300(mUJIOoB MJIM MOHOLMTOB, TakKXe He
HabJonajloCk CBUIOETEJIECTBE MCTOUWEHMS JIMMOOLMTOB.

BenmosmmszymMa® Bre3EHBaJ o0OpasoBaHmMe HAHA, HO HAMBHCINKE TUTPE
(>125) HabJoIoalMchk TOJBKO B 2 TpyIlaxX HaMMeHbIMX OO3, UTO
nonrBepXxnaeT [IOJIYUEHHHE paHee HabJooeHM A o) 0Oo3a-3aBUCHMOM
CHMXEHMM VMMYHOT'€HHOCTM. OTM IJTaHHBEEe II0Kas’EBakT, UYTO BBeIeHNe
foJiee BECOKMX O3 BeloJu3yMaba MOXeT MUHMMU3UPOBATH KJIMHUUECKU
3HauMMoe obOpas3zoBaHue HAHA.

B 3akwoueHMre, BemoJau3yMad oOOBUHO OBJI 0Oe30NaCHBEM UM XOPOIo
IepeHOCWJICS IIpM BBeOeHMM pasoBHxX nJo3 or 0,2 mo 10,0 wMr/xr
S3OOPOBEIM CYyOBLEKTaM.

llpMep 6: OnpegnejieHre sbbexTa Bemomusymada Ha COOTHOIEHNUE

CD4:CDS8

3O0poBEM CyOBeKTaM B Bo3pacTe 18-45 BBOOWMIM pa30By© Ho3y 450
MDD BemoJsimsymMabda, BOCCTAHOBJIEHHOTO ns JINOPUIIMBUPOBAHHOM
xkoMmmosuuuu c 10% caxapos3e M paszbaBJIeHHOWM B CUCTeMe IJS MHOQY3UU
0,9% coJjieBEM pacTBOpOM. CIMHHOMO3TOBYK XMOKOCTbL (CMX) Opanwu
JmoMOaJIbHOM HOyHKUMeM Iepen (0azoBasd JMHUA) UM depes 5 HeleJlb IIOCJe

pazoBoy mos3e 450 Mr BepmoamzayMaba. Kaxmoell CcyObBeKT MCIOJbL30BaJICA B
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KadeCTBe CBOEI'0O CODOCTBEHHOI'O KOHTPOJA.

MoMeHT BpeMeHM 5 HelleJib ObUl BEHOpaH Ha OCHOBaHMM [IPENOBOYIIMX
VCIHETaHUM, KOTOPHE IIPOOEMOHCTPUPOBAJM, UYTO IMalMeHTH C pacCesaHHHEM
CKJIEPO30OM (Ms) , IoJiydaBlume JieueHue HaTaJanusyMaboM,
IPOOEMOHCTPUPOBAJM BJMSAHME Ha COOTHOmeHMe JuMpoumToB CD4+:CD8+ B
CMX m yMeHBIleHMe UMCJa IopaXeHMM Mo3T'a IIoCJie BCeIro OOHOM IO3H
(Stuve et al. Arch Neurol, 2006; ©63:1383-1387; Stuve et al. Ann
Neurol. 2006; 59:743-747. Miller et al. N Engl J Med. 2003;
348 (1) :15-23); a Takxe IoroMmy, uTo mos3a 450 Mr Bemosm3yMaba Obplla
OOCTATOUHOM IJIS HaCHIeHMSA MUlleHM uYepe3 5 Hemeslbr M obecHneuuBala
KOHLeHTpalM B  CHBOPOTKE, [IpeBHIIAKIME pPACUETHEE  OCTaTOUYHEE
YPOBHU B CTabMJILHOM  COCTOSHUM, aCCoOUMMPOBaHHEE C  PpPEeXVMOM
nosupoBaHMsa ¢asel 3 pa3 B 4 Heleyu 1o 300 Mr.

[Mpmbmm3uTensHo 15 M CMX noJgydalyM oOT KaxXIoro CcyOwbeKTa IJIA

VMMYHODEHOTUNIMPOBAHUA . OBpasusl CMX BrJoUaJIM OJ4 OPOOBEeIEeHUA
aHaJIM30B, eCJIM OHM YIOOBJIETBOPAJIM CJEOYyRIUM KPUTEPpMUAM: <10
KPaCHEX KPOB SHEIX KJIETOK (RBC) /MK Ha obpaszel (mJa
MUHVMU3VPOBAHUA 3arpPA3HeHNA NepudepnUeCcKroOn KPOBEBD) ;

OTPULATEJIEHEM pPe3yJibTaT KyJIbTUBMpPOBaHMA CMX; OOCTaTOUYHOE UMCIO
T-MMOOUMTOR B KaxmoM ofbpa3s3le OJsS OPOTOYHOM LUUTOMETPUM; U
OTCYTCTBME HOETEKTHPYEMHX aHTUTEeJ K BeHoJiM3yMaby B CHBOPOTKE.

MenmaHHOE 3HaAUEeHNEe oJjidg HeoeJn 5 (34,80 MKI'/MJI) u
KOHLeHTpalun BenosmM3syMada B CEIBOPOTKE 0JI VMHIOVBUOY aJIb HEIX
CyOBEeKTOB (onanasoH  sHaveHunm 24,9-47,9 wMxr/m) et BoJiee
BEICOKVMMM, UYeM OpennojiaraeMee OCTATOUHEE KOHLUEHTpallMM B COCTOAHUU
paBHOBecHua (~24 MKT/MJI) IJId pexrMa OO3MpoBaHMsa OGas3e 3. B Hemeso
5 HabOimomaljlack BHCOKafd CTelleHb (>90%) HacHmeHUd pelenTopa o4B7 1o
pe3ylbTaTaM wusMepeHurt MAJCAM-1-Fc, uUTO yKasbBBaeT Ha HaCHIeHHue
BeIoJM3yMaboM ero MUIEHM B MOMEHT BpeMeHY, COOTBETCTBYKMUN
IPOBENEHNID OlleHKM KOHEUHOM TOUKU.

Benmomm3yMal He OeTeKTHPOBaJICA HM B OIHOM obOpasue CMX (mpened
oeTeKTUpoBaHmsa = 0,125 Mxr/mMiI) .

BaMsHMe Ha 4uMcio M cooTHomeHue CD4+ m CD8+ T—-jmuMOOLMTOB

BepgonmmnszymMa® He CHMXAJ 23HAUMTEJLHO COOTHomeHMe CD4+:CD8+
(Tabmua 25). HmM y Koro mM3 CyOBeKTOB He HabjmomoaJloCchb IIocjie

BBeIOeHUsa OO3H BeJIMUMHa COoOoTHomeHusa CD4+:CD8+ <1 (p<0,0001 (1-



CTOPOHHUM LT-KpUTepui) ) .

CD4+ wmim CD8+ T-smmMmpoumTor B CMX.

SHAUUTEJILHEX M3MeHeHUM %

(Tabamiia 260) . Taxxe He

KOJIMUEeCTE OeJIblx KPOBAHEIX KJIETOK

NaMATY TepubepryuecKod KPOBU

CD4+ u %
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X

HabJlnoaJjloChk

Kpome ToOTO,

CD8+

(WBC) ,

SHaUMTeJIEHEIX

CDh4+ m CD8+

(TaBomua 27) .

T-uMpoOLIMTOR B

BepommsymMa® He CHWXaJI 3SHAUUTEJIBHO UMCJIO

He HabogaJloChk

CMX
M3MEeHeHUN

T-1MMOOLUTOB

Tabauia 25

SbberT JleueHMsS Ha COOTHomeHMe CD4+:CD8+ B CMK (OueHMBaeMas
nonyJusaums, n=13)
PasHuila
Baszorasa
Hepmemna 5 COOTHOIEeHUM
JIMHU S
CD4+:CD8+t
CpellHee COOTHOIEHME 3,59 3,060
CD4+:CD8+ (0,273) (0,2065)* 0,01 (0,197)
(CKO), wmHTepBaln 1,53-5,67 1,42-5,15
90% 2-CTOPOHHUM
IOOBEPUTEJILHEM MHTepBaJ IOJIA 3,00-4,19 3,132, 4,077
COOTHOIIEHU S
90% 2-CTOPOHHUM
-0,337,
IOOBEPUTEJILHEN MHTepRBRaJ OJIA
0,363
PasHULIE

CI=DOBepUTEeJIbHHM MHTEepPBAaJ

*p<0, 0001

HO:p<1 vs. Hl: p>=1).

(ODHOCTOPOHHUM t-KpUTepuM IJS OOHOTO obOpasua oJsd

tPasHMuIla oripeneJideTCcAd KaK BeJIMUMHa COOTHOIEeHMA IJIA HeOeJlr 5

MMHYC BeJIMUVHa COOTHOIeHMA IIJIA ©a30BOM JIMHUMK

Tadbauilia 26

SpdpexT JieueHMsa Ha umcJo CD4+ m CD8+ jguMmpoumToB B CMX

(OQueHMBaeMasa MonyJjALMA, nh=13)
BazoBaga JjmHMA Henmesna 5
CD4+ B % oT JuMpoMTOoR, | 75, 160 74,215 (6,3732)
cCpenHee (CT.OTKJ.) (7,3831)
CD8+ B % oT JIMMPOLIMTOR, | 22,272 22,007 (6,1624)
cpenHee (CT.OTKJI.) (5,4320)
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Tabmmua 27
Uncyo T-auMMOOoUMTOB MHNaMATH Iepudpepuueckom kpoBu (RO+)

(OueHMBaeMas IMONyJALMA, nh=13)

BazsoBasa JmMHMSA Hepmesa 5

CpenHee (CT.OTKI.) CpenHee (CT.OTKJI.)
CD4+CD4 5RO+ 27,85 (4,98) 27,06 (5,02)
CD8+CD45R0O+ (%) 11,24 (3,40) 10,78 (2,98)

PesziomMe

BepoamusymMad HIT'e BJMAET Ha UMCJIO KJeTok CD4+ m CD8+ B CMX wmim
cooTHomeHre CD4+:CD8+ y 3OOPOBHX NOOPOBOJLIEB IIOCJE Pa30BOM NO3H
450 M. HM y OIOHOTO U3 CyOBReKTOB He HadIomaljloCk YMeHBLIIeHUS
cooTHomeHue CD4+:CD8+ B CMK 1ocjyle BBeIeHMSA OO3H OO 3HaAUeHUM
MeHee 1. Bepmommsyma® He »OeTeKTHMporBaJicas B CMX. Kpome ToTO, He
HabJIoOaJochk M3MeHeHuM ofmero uucja OeJltXx KPOBAHHX KJIeTok (WBC)
WM HOOOMHOXeCTB CD4+ m CD8+ T-auMOOLUMTOB NaMATU B HepudepUUueCKOM
KpoBM. HacrmeHue wmumeHM (o4p7) B KpoBM HabmomaalloCk Yy BCeX
CyOBeKTOB B MOMEHT BpPeMeHH, COOTBETCTBYINIMY KOHEUHOM  TOUKe
OLIEHKM. YPOBHM COIepXaHusd U cooTHomeHre CD4+ m CD8+ JIMMOOLMTOB B
CMX OwviM OJIM3KM K 3HaAUeHMAM, PpaHee ONMCAaHHEM B JIMTepaType.

Taxkue pes3yJibTaTH cormJjlacyrnTrcsa C OTCYTCTBUEM BJIMAHUA
BenosgmsyMada kKakK Ha OUBUOJIOTHMUECKMM MMMYHHOJIOTUMUECKUM Hamos0p
IIHC, Tak M Ha I[IaToJOoI'Mueckoe BocHajleHue IJHC y o006e3bgH (CM.
Mpumep 4) .

IlpuMmep 7: JoJTOoCpOUHasd KIMHMUECKAs [OpaKTVKa [OPpUMMeHEeHUS

BenoJjim3yMaba OJid JIeUueHMI BOCIaJIMTEeJIbHOM 0oJie3HM KumeuHMKa (BBK)

Beui 3aBeplieHH OTKPEHITEE IPONOJDKEHHEIE WCIHHTaHMA O0e30MacHOCTU
dasm 2 OJIs OLIeHKU OOJITOCPOUHOM bapMakKOKMHE TUKA (PK),
bapmakonuHamuku (PD), ©Oes3omnacHoOCTM M 20PeKTMBHOCTM BemoJm3yMaba.
[TaMeHTE WuMeJM BoO3pacT oT 18 mo 75 JeT M MM paHblle ydaCTBOBAaJM
B PpaHee MNPOBOOMUBIIMXCS MUCHHTaHMAX PK/PD/6e30MacHOCTM IIalLMeHTOB C
HecIoeumnpnueCcKuM SA3BEHHEM KOJIMTOM, W MeJIN CHYIMITT OMEI
BOCHaJIUTEeJIbHOM OoJie3HM kKumeuHuka (BEK) B TeueHMe IO MeHbLIeM Mepe
2 MecdAlLeB, IIOOTBEepPXIeHHEE SHIOCKOIUMYHO U/UJIM TUCTOIATOJIOTUUHO
U/ MY paIMoJIOTMUHO Ha OPOTSXeHUM IHepuoma 36 MecsdlleB IIOCJe

IIpoBelleHMA CKPHMHMHTI'a.
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Bce MmnaumMeHTH IIOJIyUYaJiu BHyTpMBeHHBIﬁ PEXVIM HOO3IMPOBAHMA WMIIU 2

MI/KD MiIM 6 MD/KT BepmoJmsymadba (5 wMr/mia  a”HTuresa, 20 MM
umMTpaTa/JMMOHHOMN KMCJIOTHI, 125 MM XJiopuna HaTpu4d, 0,05%

nosmucopbara 80, pH 6,0 (mosrocpouHoe xpaHeHme npu -70°C m mo 3
MecdAues (mo) mpu -20°C)) B mHM 1, 15 wm 43, c [DocJenyolyM
BBeIeHMEM 03 pas B 8 HeleJlb Ha IPOTSXKEeHMM OO B oOmeM CJIOXHOCTHU
78 HenoeJb . NauMeHTH WIIN He IoJIy4yaJin paHee JIeueHM s
HecleluMpMUeCKOT O SA3BEHHOTO KOJMUTa WM OBJIM DalMeHTaMM C OOJIe3HBIO
KpoHa maM naluMeHTaMM C HecHelIUMpUMUeCKMM SA3BEeHHHEM KOJIMTOM, KOTOPHE
y4acCTBOBaJM B MNPOBOIMBIIMXCS PaHee KIMHUUECKMX MCIBTAaHUAX .

IJIs OlLleHKM Ppe3yJlbTaTOB HaHHOT'O MCCJeIOBaHMA MCIIOJb30BaJA
noxkasarTesy 5S0OeKTUBHOCTHM/KaueCTBa XM3HM (QoL); UYacTHUHYID MIKajJy
Merio (PMS), WHIEKC aKTMBHOCTM ©OoJjie3HM KpoHa (CDAI) M ONPOCHUK
I0JIS BOCIAJIUTeJIbHOM O0JIe3HM KumeuHMKa (BBKQ) .

OapMakokuHeTuueckre (PK) pesysbTaTH

CpeIHVe KOHLEHTpaluM BemoauzyMabda Iepel MHOYy3MeM OBJIM Io3a-—
[IPOIIOPLUMOHAJIBHEMM WM OCTaBaJIMCh CTaOMIIBHEIMM UM JEeTEKTUPYEMBEMM Ha
IPOTSKEHUNM MCCIIeIOBaHUM.

OapMakonuHavmueckue (PD) pesysbTaTH

Peuentopu (%ACT-1 + [CD4+CD45RO HIGH] m 3MADCAM+ [CD4+CD45RO
HIGH] OBbuIM TI[IOUTM TIIOJIHOCTBI MHIMOMPOBAH Ha OPOTAXEeHUM IIepuoma
MCCJeOOoBaHUM IMIpPpM BCeX YPOBHAX NOS3.

YacTMuHasg mkajia Memo (PMS)

CpenHuit T1oka3aTesib PMS mjga ©0as0BOM JMHMM ObBJI BHIIE Yy He
[IOJIyUYaBIIMX paHee JeueHUs TIalMeHTOB C HeCHelUudUUIeCcKMM S3BE&HHHM
KOJIMTOM (5,4), yeM N4 PO OOJIKAMM X JleueHue [IalMeHTOB C
HecneunpmuueCcKMM S3BEHHHM  KOJIMTOM (2,3). K mouo 43, cpeInHut
rokaszarTeyis PMS @OeMOHCTPHPOBAJI 3HAUMTEJILHOEe CHUWXEeHMe Kak IJiA
IpOoOoJIKaKMMX JIeueHre, Tak WM OIS He I[I0JIyYaBIIMX paHee JIeueHUd
NalMeHTOB C HecCHeuuMPUUecKMM S3BeHHBEM KoJIuToM. K nHio 155 cpenHme
rioKkasaTesin IOIBYX TPYyIIII COIMBUIINCE . CpenHue rioKasaTeJin PMS
NIpOOOJIKaIXM CHMXaTbCAd OO HOHS 267 W BIOCJHEOCTBUMM BEXOIOWMJIM Ha
jIaTo.

VHOexkCc akTMBHOCTU OoJiesHM KpoHa (CDAT)

CpelHee 3HaueHMEe MHIeKCca aKTUMBHOCTM ©OoJje3Hu KpoHa (CDAI) vy

nauMeHToBR C OoJgesHbl KpoHa (CD) cHmxaJlock Cc 294,6 Ha ©0asoBoM
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JUuHuu po 237,7 B neHb 43 UM OpOmOJIXKaAJIO CHMXaATbCAS HO nOHS 155
(156,1).

BEKQ (OmpocHMK n0jd OoJibHHX B3K)

[lpopmoJrkammMe JiedeHMe I[IallMeHTH C HecCHelUUudrMUeCKUM S3BEHHHBM
KOJIMTOM MMeJM HauboJibliMe CcpelHMe IokaszaTelu BEKQ Ha 06asoBoM
JuHsumu. K pgHi0 43, cCcpelHMe nokaszaTreamr BBEKQ yBeJIMUMBAJMCBE BO BCeX
Tpex TpyInax OOJILHEIX . CpenHue rokasaresu BEKQ mnponmoJixajm
BO3pacTaTh CO BpeMeHeM BO Bcex 3 TIpyhnax OOJBHHEX, JoCTUTasd
MakcuMyMa B »OeHb 155 for mnaumeHTH Cc 6OoJie3Hb KpoHa M B meHb 491
OJId He TIOoJIYyYaBIIMX paHee JeUueHMA I[IalMeHTOB C HecleluuM@UUeCKVM
A3BEeHHBEM KOJIMTOM u PO IOJIKAIMX JeueHue nalureHTOB c
HECTIeIMPUMUECKYM S3BEHHBM KOJIMTOM.

C-peakTuBHHM Oejiok (CRP)

Kak npomoJpkawpmme JiedeHMe TIallMeHTH C HEeCIeUMQUUEeCKMM S3BeHHBM
KOJIMTOM, TakK WM TIaluMeHTH C ©0oJie3HBK KpoHa MNIpOoOeMOHCTPUPOBAJIN
CHMXeHMe cpelHux ypoBHeM CRP mo nHsa 155 ¢ nocjenyomyM BEXOIOM Ha
mi1aTo. He nojydarBmye paHee JIeUeHMSsS TIallMeHTH C HeCIeUMOUUeCKUM
A3BEHHBEIM KOJMTOM UMeJu 0oJlee HU3KMM CcpelHuM ypoBeHb CRP Ha
BasoBOM JIMHUU, ueM IPOOoJIKAKIINE JieueHue naluyeHTH C
HecClelMPMUeCKMM SI3BEeHHBM KoJUToM (2,28 v. 7,09). CpemHue YPOBHU
CRP y He IOJIYUaBUKX paHee JeueHUA I[IallMeHTOB C HeclelUuduuecKuUMm
A3BEHHEIM KOJIMTOM OCTaBaJIMCh OTHOCUTEJIEHO I[IOCTOSAHHEIMU IJIS BCeX
IpOoaHaJIM3UPOBAHHEX MOMEHTOB BpPEMEHM.

Ipyrue pe3yJbTaTH, Kacawommecsa 0e30I0acHOCTHU

He ©Owuio coofmeHMM O IOPYTMX CHUCTEMHBX OINOPTYHUCTUUYECKUX
MHbekIMAaxX (BrJodas PML) Ha OPOTSXeHUM MCCIeloBaHuM. IJIS OIHOTO
nauveHTa OBJI IIOJIyUeH IIOJIOXUTEJILHHY pe3yJjbTaT TecTa Ha JC-BUPEeMMD
B OIMH M3 MOMEHTOB BPEMeHM, IIPU OTPpHUIaTeJIbHHX pes3yJjbTaTax Ha JCV
BO BCe TpHU IOpyI'Me MOMEHTa BpeMeHu. Y Tpex M3 72 [naumMeHTOB (4%)
ORIV TIOJIYUEHH IIOJIOKUTEJIbHHE pPe3yJIbTaTH Ha HAHA (OoBa u3 HMX OBUIM
TPaH3MEHTHO TTOJIOXU T EJIE HEIMU ) . WccrenopaHue He BEISBWJIO
CBUIOETEJIbCTB I[IOUEeUHOM TOKCUUHOCTU, JMMOOUIMTO3a WM JUMOOIeHUU
VI JTIOOBIX OpYyTUX aCCOoLUMUPOBaHHBIX c opernapaToM  M3MeHeHUM’
J1aBbopaToOpPHHEX IIapaMeTpOB.

BEIBOIEL

Bepmoqmsyma® HOpM BBeIeHuM B pos3ax 2,0 miam 6,0 Mr/xr pas B 8
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HeneJylbk Ha [NpOTSXeHMM 1O /8 HepmeJib  obOecrneduMBall HOCTMXEHME
HACHIIEHUA pelelTopa-MUIleHM, OBJI aCCOUMUPOBaAH C IIPOOOJDKUTEJILHBEM
CHIMXXEeHMEM CcpeldHel aKTUMBHOCTM OoJIe3HM U YyJydlleHMe IIoKasaTeJen
BEKQ, OBLII OOEUHO ©e30rIaCHEM u XOPpOouo [IepeHOoCUIICA u
IPOOEeMOHCTPHMPOBAJ IpMeMIIeMyln MMMYyHOTE€HHOCTE .

[Mpymep 8: MHAOYKUMSA OTBEeTa UM PEMUCCHMM Y TallMeHTOB C OO0JIe3HBLI

KpOHa oT YMepeHHOTZ o TSKEJION CTEelleHM aKTUMBHOCTU

Bl MNPOBeOeHH PaHOOMM3MPOBAHHEE IBOMHEHE CJIEelble, C KOHTPOJIEM
o 1Janedo MHOTOLEHTPOBEE WMCIBETAHMA OJS OlLeHKM >0PeKTa MHIYKLIUN
Bemosim3ymMaba B pmose 300 MI' (BOCCTAHOBJEHHOV M3 JMOIUIMBUPOBAHHOM
KoMnosuuum 60 Mr/MjI aHTUTesla B 50 MM THMcTMOIMHa, 125 MM apruHMHa,
0,06% nosmcopbara 80, 10% caxapo3w, opu pH 6,3), y MHOaAalMEHTOB C
HeyIauey Tepalur aHTaroHuUcCTOM OHOx B Hejemo 6 (mocje 2 1003 -
Hegeqm O m 2) wm B Hepmego 10 (mmocyme 3 1o3). B MCOETaHMAX
yuyacTeoBain 416 nalMeHTOB, /5% M3 KOTOPHX MMEJM HeyIOauM JIedeHUS
anTaroHucTavm OHOo, a 25% He nojgyuasu paHee OHOo. I'pyIH JIeUeHUHA
OBLIIN cbaaJlaHCHUPOBAaHE nmeMorpadruuecKu u 1o COITYy TCTBYKIIMM
OpelapaTaM 0Jjsa JieueHusa BBK. XapakTepUCTHUKM OO0JIe3HM 0as0BOM JIMHUU
Takxe OBUIM CcOaljlaHCUPOBAaHBE IIO TIpylllaM JeueHusa, 3a MWMCKIUYeHMEM
AKTHUBHOCTHM OOJIe3HM Ha 0a30BOM JIMHUMK.

[lepBMUYHOM  KOHEUHOM  TOUKOM, IpeldyCMOTPEeHHOW  IOJIS  IaHHHX
UCIHETaHuM, ObJla pPeMMCCMSA Ha Helejle 6 (%) B HONyJIAUMM C Heymaueu
TepaluMy aHTaroOHMCTOM aHTU-OHO-o. KioueBHMM BTOPUUHBIMY KOHEUHBIMU
TOUKaMM, OlleHKa KOTOPHX I[IPOBOIMIIACH (IIocCJiemoBaTeJIbHad IIpolenypa
IpOBEePKM), OHJIM: PeMUCCUsS Ha Hemejle 6 (%) oT ofmeM IOIYyJISUUM,
peMuccusa Ha Hemeje 10 (%) B IONYJALMM C HeyIdauel Tepaluu
aHTaroHUcToM aHTU-OHO-o m ofmel HONVJIAUMM (C  MCIOJbL30BaHUEM
npolenyps XoxBepra), yCcToMuMBasg peMMCCHMSA Ha Hemejgo 6 m 10 (%) B
IONyJIALMM C Heydauel TepaluM aHTaroHMCTOM aHTU-OHO-o u  ofmen
IoNyJAUMKM  (C  MCIOJIB30BaHMeM Ipolenyph XoxOepra) ¥ IIOBHBIIEHHBI]
OTBeT B HemeJio 6 (%) B HOOYJALMM C HeyIadel TepaluM aHTaTOHMCTOM
anTr-oHO-«.

Tabmuua 28

VHOeKC aKTHUBHOCTHM OoJie3HM KpoHa (CDAI) ©asoBOM JIMHUK

Iinane®o BenmosmsymMmad pP-3HaueHUe
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ITT ®HO: CpenHee 306,1 (55,43)|316,1 (52,63) 0,0945
(CT.OTKJI.)
ITosHasg ITT: CpelHee 301,3 (54,97)(313,9 (53,17) 0,0153
(CT.OTKJI.)

ITT (intent-to-treat) - [ONYJIAUMA BCex BKJIIOUEHHEBIX B

rccijienoeraHMe IIallMeHTORB,

PesyJbTaTH MCCIeOOBaHUA MHIYKLWNA :

KOHeUWHEIe TOWKM

IIPMHABIIMX XOTA OB OOHY HO3Y IIpeliapaTa

Tadauia 29

HepBMT{HBIe M KJIKUEBEIE BTOPWYHEIE

Koneunsle Touku ITT ®HO (N=315) OO6mas ITT (N=416)

PLA |VDZ |Pa3n. |p-3Ha- |PLA VDZ  |Pa3H. |p-3Ha-
N=157 |V=158 |(RR) |uenme |N=207 |[N=209 [(RR) |ueHme

ITepBuuHas 12,1 % |[15,2% |3,0 %]0,4332

pemuccust Wko (1,2)

15 BTOpUYHAs 12,1% (19,1 % 6,9 9|0,0478

pemuccust Wko (1,6)

251 BTOpUYHAs 12,1 % (26,6 % (14,4 %]0,0012 (13 % |28,7 % |15,5 %]<0,0001

pemuccust Wk10 (2,2) (2,2)

YcrotiunBas pemuccusi|8,3 % (12,0% (3,7 %]0,2755 [8,2% |15,3% (7% 0,0249

(o6e Touku Wk 6&10) (1,4) (1,9)

IloBbimennsnii  orBet|22,3 % (39,2 % |16,9% |0,0011

(CDAI100) (1,8)

PLA=nJjanebo

VDZ=pepmom3yMad

Wko,

Wk1l0=HenmeJja 6,

HenmeJg 10

PesyabTaTH OJIA [HallMEeHTOR,

Tabamuua 30

He IIOJIYYAaBRIMX pPaHee aHTal'OHMCTa aHTHU-

O®HO-o (n=101, 24% oT obmero umcJa)
Intanie®o $ | BemommsyMad % | PasHuila % 95% C1
Pemmccusa HemeJsd 12 31,4 19,1 (3,3,
6 35,0)
Pemvmccusa HemeJs 16 35,3 19,2 (2,4,
10 35,8)




105

Tabauiia 31
PesyJIbTaTH MCcJeloBaHuM: KiMHMUeCcKasa peMMccUuMsa B Hemeyimo 6 m 10,

KimoueBasa nonrpynna - llpenmecTeyllirMe Heymauu Tepanmu, OOCmasa ITT

[Moprpymnmna [lepeMeHHasa [lnaueto | VDZ |PasH. 95% Cl1
Jlobasa N 156 155
openmecTByoIa g Pem. Wko6 (%) 12,8 14,8 2 (=5,7, 9,7)
Heynada aHTn-OHO| Pem. Wk10 (%) 12,8 26,5 13,6 | (4,9, 22,3)
(75% ITT)
[MpenmecTBYWOIA A N 45 44
HeyInauda PeMm. Wk6 (%) 11,1 31,8 | 20,7 (-0,5,
VMMYyHOMOIOYJIATOPA, 39,7)
HO He Heynadal Pem. Wk10 (%) 15,6 31,8 | 16,3 (-1,1,
aHnT—-®HO (21% 33, 6)
ITT)
[MpenmecTBYyKIA A N 5 9
Heyrmada TOJIEKO| PeMm. Wko (%) 0 33,3 | 33,3 (=23, 9,
KOPTHUKOCTepouna 75,7)
(3% ITT) Pem. Wk1lO (%) 0 44,4 | 44,4 (=13, 4,

85, 3)

VcneTaHMa IokKaszallM, YTO MalMeHTH C Heymauel aHTaroHucTa OHO-
o TpeboBasM 3 HOBH IJIS MHIOIYKLIMM PeMUCCUM. [lokazaTesM PeMUCCUN Yy
IallMeHTOBR C Heymauel aHTaroHucTa OHO-o BoO3pacTalM Mexnoy HeeJeu
6 u HepmeJel 10, HO TOJBKO IJIA TPYINE Benosm3ayMaba (He 1anebo) .
[lokazaTenu peMm1ccum oJs nalumMeHTOB, He [IOJIy4YaBIMX paHee
aHTaroHMCTH OHO-O, He YBeJMUMBAJIMCHL B SHAUUTEJILHOM CTelleHM MexIy
HemejisMmM 6 u 10. W3 nonyaduuM C HeyIJauel aHTaroHucTa OHO-o cC
BLHICOKOM CTelleHbld TaxecTu ©OoJie3Hu, 43% HMKOI'IOa He pealMpoBajM Ha
aHTaroHucT OHO-o m 45% yTpaumBaliM OTBeT.

MIpuMep 9: MHAYKIME W TOAJepXaHMe OTBeTa ¥ pPeMUCCUM Y

ITIallIeHTOB C HeCHeLU/I(l)MT{eCKMM A3BEeHHEBEIM KOJIMTOM OT yMepeHHOIZ o

TOXKeJION CTelleHM aKTUMBHOCTU

EOVHEIE MCIBETaHWA, BRJIUAKIMEe »OIBa PaHIOMMIVMPOBAHHEIX OBOMHEIX
CJIEIIEIX MHOTOLEHTPOBEX MCCJIeOOBaHIMA, IIpedHa3HadYeHHEe IIJIA OLEHKU
VMHIOYKIONN 12 IogomepXaHnmAd oTBeTa " peMrccmum Y ITIallMIeHTOB C

Hecneum®mquKV[M A3BEHHEIM KOJIMTOM OT yMepeHHOﬁ OO TSIXeJION CTelleHU
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aKTMBHOCTM. [JleMOoTpadmMueckme IoKaszaTesJM M XapaKTepUCTUKM OOJIe3HU
0asoBOM JIMHMM OBUIM CONOCTABUMEIMKM IOJIS BCeX TPYIIN JIeueHUd.

VICTIEITaHUAa MHOYKUMM, C MCIIOJIb30BaHMEM BHYTPUBEHHOIT'O BBEeIEHUS,
CpaBHUBAJINU riane®o C BeIoJin3yMadoM, ojid IOO3EL 300 MT,
BOCCTAaHOBJIEHHOM nu3 JINOOUINBUPOBAHHOM KOMITO 3ULIUA 60 MT'/MJI
antureya B 50 MM rmmcTMIvHa, 125 MM apruHmHa, 0,06% nojamcopbaTa
80, 10% caxapo3m, opu pH 6,3, C KOHEUHOM TOUKOM B HeIeJllo 6 IIOoCIe
2 no3 BenmoJsmzyMada.

VcrnHTaHMa IDoOIepXaHMsa, C MCIOJIL30BaHMEeM TOM Xe KOMIIOBUIINM U
OIyTHM BBelIeHMH, UYTO U IIPUM MCHOHTAHMAX MHOYKIVM, CPaBHUBaJIM ILjalebo
C BemoJiM3yMabOoM IIpM BBEeOeHUM 03 pas3 B UeTHpe Henelr, U ILj1alebo
C BepmoJm3yMaboM TIIpM BBeIeHMM OO3 pPa3 B BOCEMb HemeJlb. Bce
NaluMeHTH MeJIn BO3pacT B ouvanasoHe 18-80 JjeT, OMaTHO3
HecneuM@uUUecKoTo  SA3BEHHOTO KOJMUTa OT YMepeHHOM OO  TaXeJIon
CTEINEHU aKTUMBHOCTH; NIPOIEMOHCTPUPOBAJN, B TeueHeNe
IpenmecTByOMIero b-JIeTHeTro IIepuona, HealeKBaTHHM OTBeT Ha, II0Tepn
OTBeTa Ha, WIXM HelepeHOCHMMOCTHL IIO0 MeHblIey Mepe OOHOW OOHUHOM
Tepalliu (HanpuMep, KOPTUKOCTEPOUIOR) ; n MOTYT rnoJiy4yaThb
TepalleBTUUECKYID O3y OOHUHHX Tepanui BEK. KoHeuHOM TOUKOM BSTUX
uccJenoBaHuM OBJI MOMEHT BpeMeHM 52 HenesM, KoI'Za IPOBOAMJICH
aHaJM3 MHOYKUIUMM B IIONYJIALMM, BopabaTeBabmelr oTBeT. 00e odasu
UCIHTaHUM HOOCTUIJIM CBOUX TIE€PBUUHBX KOHEUHEIX TOUeK, a WMeHHO,
KJIMHUYUECKUM OTBeT TIPpM MHIYKIMM U KJIMHMUEeCKaAs PeMUCCHUS IIpu
NoomepXaHnM .

OBpa3ube KpOBM OpaliM IOJA M3MEepeHMA KOHIEeHTpallM BenoJim3yMaba
Ha TIIPOTAXEeHUM MCcJemoBaHMM. CpelHsSd KOHIeHTpalusa BenoJsm3ymMaba B
CHIBOPOTKE B KOHIle MHOYKLUMOHHOM ¢as3s cocTarjsia oT 20 mo 30
MKT/MJI. CpelHMe OCTaTOUHHE KOHLUEeHTpalluM BemoJr3yMada B CHBOPOTKE
B COCTOSHMM pPaBHOBeCHUA TIIOCJIe BBeleHHMS po3e 300 wMmr 30 wMuH.
BHYTPpUBeHHOM (IV) wuHysMel cocTaBJagaaM oT 9 mo 13 MKD/MI 04
cxeMel BBemeHus g8wks (paz B 8 Hemenn) M oT 35 mo 40 MKT/MII OJId
cxeMel BBeneHus gdwks (paz B 4 Hepmesm). B KOHIe UMHOYy3UH,
MeIMaHHHEE KOHIeHTpallMM BenoJiM3yMaba B IIJIa3Me COCTaBJIAIM OT 98 mo
101 Mxr/My mjig cxeMe g8wks (8 Hemesk) M IpMMepHO OoT 129 mo 137
MKT /M 10Jisa gdwks (4 Hemesn) .

KpaTKme CBell€eHNA O pPearumm Ha nccjlenoBaHMA VMHIOY ROV n
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nogmepXaHusa HOpuBeIeHH B Tabaumuax 32-35. KIMHMUeCKMM OTBET,

peMrccrua M 3IaXMBIIEHUE CIM3MUCTOM K HeleJle 6 OBIIK OJOCTUITHYTEL Y

3HAUMUTEJILHO BoJibmen JacTu nalreHToR, II0JIyYaBIMX JeueHMe
Benogm3yMaboM, IIO CpaBHeHUMIO C IJlauebo (Tabmauua 32). B dase
nHoykuum 39% ITT-monyiaaumm (intent-to-treat - Bce BKJIOUEHHBE B

uccyjelopaHre IalMeHTH, IIPUHABINKEe XOTA OB OOHY HDO3Y TOTO WK
MHOT'O npenapatTa) UMeJin npenmecTBORABIIYIO Heyoauy aHTmu—-dHOX
Tepanmuu. IlokasaTe M KIMHMUECKOTO OTBeTa U peMuccum OvIM OoJiee
BEICOKVMMM Yy IIalMEeHTOB, IIOJIYUYaBIIMX BeOOoJIM3yMad, I[IO0 CpPaBHEHUID C
manedo, Kak OJg [HaluMeHTOB C IIpedmecTBOBaBIel Heymaue aHTU-OHO
TepaluK, Tak ¥ »OJ4 IDauuMeHToB 06e3 I[IpedmecTBOBABIEN DKCIIO3ULUA
anT-®HO. B HOpenBapUTeJIbHHX aHaJM3ax 0O HeneJu 6, I[IoKasaTelu
JaCTOTEL HexeJlaTeJIbHEIX 50beKrTOR (AE), CEepLE3HEX AE u
HexeJlaTeJIbHEX 20deKTOoR, OPUBOOANMX K  IIPeKpalleHruKn ydacTusa B
MCCJIenOoBaHMAX, OvUIM 0OoJiee BHCOKMMKM B Tpyllle I[jauedo, UYeM B
Tpylne BemoJuayMaba. Y BHaAUUTeJbHO OoJblleM YacTu IIallMeHTOB,
NOJIYUaBIIMX BeOOJIM3yMad, TI[IO CpaBHEHUI C IHallMeHTaMyu, [IOJIy4YaBIIMHA
mialeso, OBLIU OOCTUTHY TH KJIMHUUYEeCKasa peMuccud, 3aXUBJICHUE
CIIM3UCTON U peMrccusa 0e3 MCIOJL30BaHMA KOPTUKOCTEPOMIOB K HeleJe
52, U OJIUTEeNbHBM OTBeT U pemMmccusa (Tabamua 33). Y 32% nonyaduuu
MCCJenoBaHum nogonepxaHmga HabJonasach npenmecTBYIA A Heynauda
aHTU-OHOX Tepamnmumu. IloKazaTe M KIMHUUECKOM PeMUCCUM ¥ IJIUTEJILHOTO
KJIMHUUECKOT'O OTBeTa IJiad BeloJmsayMaba OBJIM BHIIE, UYeM OJId ILjalebo,
Kak Yy TIaluMeHTOB C Heynauel OHO-Tepanmu, Tak UM Yy TIIalMEeHTOB, He
nojiyuaBmmx OHO. B HODOOyJaALMM MCCcJelIoBaHMM 0OesomnacHocTu (N=895)
oJjidg HeIeJlb 0-52, rokazaTesn HexeJlaTeJIbHEIX 20beKkTOB (AE),
cepbesHEX AE U CepbesHHX MHOeKUMM OnIM OJMI3KMMKM OJIS TPYIII
BenogmusyMaba u Ijaledo. He HabmomaljioCk  YBeJIUUEeHMSI  YJaCTOTH
ONMOPTYHUCTUUECKUX MJIM KUIMEUHEX MHOEeKLUUNM B TpPyIlle BemoJu3ymada.
Tabmuua 32
PesyJIbTaTH MCCJEeOOBaHUM MHOYVKUUM - I[IepBUUHLEE U KJIOUEBHE

BTOPMUYHEIE KOHEUWHEIE TOUKMU

KOHeUHBE TOUKU [lrnanedo Benoansymab|Pasuuiia/RR|P-3HaueHne

S>OOeKTUMBHOCTHA

KiIMHMYEeCKUM OoTBeT (%) 25,5% 47,1% 21,7%/1,8 <0,0001




KinuHuueckad peMmccusa (%) 5,4% 16, 9% 11,5%/3,1 0,0010
SaxMBJIeHMEe CJIU3uCTOM (%) 24,8% 40,9 16,1%/1,6 00,0013

Tabmauila 33

PesynbTaTH MCcJenoBaHum noonepxaHmda - IlepBUUHBE UM KJIIOUEBHE

BTOPMUYHEIE KOHEUWUHEIE TOWUKNM

Koneunasa Touka | Ilnmauebo | VDZ Q8 VDZ Q4 | Paszuuua/RR P-
20PeKTUMBHOCTHA (Pb) N=122 N=125 08 vs. Pb 3HaAUEeHue

N=126 Q4 vs. Pb
KimHnueckasda 15,9 41,8 44, 8 26,1/2,7 <0,0001
pemuccusa (%) 29,1/2,8 <0, 0001
IV TeJIbHEM 23,8 56,6 52,0 32,8/2,4 <0,0001
orBeT (%) 28,5/2,2 <0, 0001
SaxXnBJIIEHUE 19,8 51,6 56,0 32,0/2,6 <0,0001
CIUBUCTOM (%) 36,3/2,8 <0, 0001
InTeJibHa4gd 8,7 20,5 24,0 11,8/2,4 00,0090
pemmccusa (%) 15,3/2,8 0,0011
Pemmccusa Bezs | 13,9 31,4 45,2 17,6/2,3 0,0133
KOpTUKOCTepoun |n=72 n=70 N=73 31,4/3,3 <0,0001
OB (%)

VccrenoBaHMA MHOYKIIUN @

Tabnuia 34

KimuHuyeckuyl OTBET M PEeMMUCCUSA B HeOeJio 6 Yy

NalMeHTOB C IpellleCTByKmelN HeyIauel Tepaluy aHTu-OHO-o

AHTATOHUCTOM UM 0e3 BKCIo3ULMM aHTu—-®HO,

BKJIJIDUEeHHEBIE B MCCJIeIOOBaHMe IIalMeHTEH,

ITT nonyJjsaumsa

TOTO WMJIM MHOTO IIpelapaTa)

(BCce

NPMHSABIME XOTS OH OIHY HOO3Y

[TauMeHTH C OpellleCTBYOMeM HeyIauel TepaluM aHTu-OHO-o

aHTATOHMCTOM (39%)

KoHeuHasd Innamedo Benoamuzymad PazHuila 95%

TOUKA N=63 N=82 IOBEPUTEJIbLHEN
nHTeppasg (Cl)

KJIMHUY e CKUM 20,6 39,0 18,4 3,9, 32,9

oTBeT (%)

KiMHnueckKasda 3,2 9,8 6,6 -9,8, 22,8

pemMuccud (%)
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[TaliMeHTH 0e3 »KcHo3mMiuIMM aHTM-OHO-o aHTaroHmcToM (55%)
I[nanedo Benmoanszsymad PasHuila 95% C1
N=76 N=130
KJIMHMYEe CKUM 26,3 53,1 26,8 13,7, 39,9
oTBeT (%)
KiIMHnuecKasa 6,6 23,1 16,5 2,4, 30,2
peMrccus (%)

Tadauia 35

KnmmHmrueckada peMmMCcCHrAad n OJINTEJIbHEM KIMHMUECKUM OTBeT Ha HeIeJlo

52: TlauMeHTH C IpemmecTByWIeN HeyTauel Tepaluu aHTu-OHO-o

AHTATOHUCTOM MJIM 0Oe3 BKCHO3ULUMKU aHTU-PHO-O aHTaroHMUMCTOM,

IIOITYJIALINA

ITT

[TauMeHTH C OpellleCcTBYOMeM HeyIauel TepaluM aHTu-OHO-o

orBeT (%)

AHTATOHMCTOM (32%)
KoHeuHasa Touka |[lnmanedo vDZ vDZ PasHuilia 95% Cl1
N=38 Q8Wks | Q4Wks Q8wks vs.
N=43 N=40 manedo
Q4wks vs.
manedo
KinMHnueckasda 5,3 37,2 35,0 31,9 10,3, 51,4
peMuccusa (%) 29,7 7,4, 49,4
1T eJIb HEIV 15,8 46,5 42,5 30,7 11,8, 49,6
KJIMHUY S CKUM 26,7 7,5, 45,9
oTBeT (%)
[MauyeHTH 0Oe3 skcno3zuuuy aHTu-OHO-o aHTaroHMcToM (60%)
[liranedo VDZ VDZ PaszHuia 95% C1
N=79 Q8wks Q4wks Q8wks vs.
N=72 N=73 anedo
Q4wks vs.
anedo
KiMHMUYeckKasd 19,0 45,8 47,9 26,8 12,4, 41,2
pemMuccusa (%) 29,0 14,6, 43,3
IV T eJIb HEIM 26,6 65,3 56,2 38,7 24,0, 53,4
KJIMHUYE CKUM 29,6 14,0, 44,6
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MpuMmep 10: UWHOYKIMA W HOOOIepXaHVe OTBeTa U PEeMUCCUU Y

HalMeHTOB C OoJIe3Hbl KpoHa OT YMEepeHHOM OO TIXeJIOM CTelleHU

AKTVBHOCTU

EnvHbe MUCCJenoBaHu, BKJIOUAKIIME IoBa PaHIOMM3UPOBaHHEIX
OBOMHEIX CJIEIHEX MHOTOLEHTPOBHX MCIHTAaHMSA, OIpeldHa3HaueHHbBe IJIg
OLeHKM MHOYKUMM U IIOOOepXaHUsa OTBeTa U PeMUCCUM Yy IDalMeHTOB C
BoJie3HBI KpoHa C OT YMEpPeHHOM IO TIXKeJIOM CTelleHbld aKTUBHOCTH.
ODeMoTpaduueckme TIoKa3aTeJlM UM XapakKTepucTuku 0oJie3HrM ©0as0BOM
JIMHUY OBUIM COIIOCTAaBMMEIMM IJIS BCeX TPYIIl JIeUeHMUd.

VcTBEITaHMA MHOYKIWM, C MCIOJBb30BaHMEM BHYTPMBEHHOTO BBeIeHUS,
CpaBHUBAJINU rianedo c BegoJin3yMadoM, oJjidg 300 MI IOO3H,
BOCCTAaHOBJIEHHOM "3 JIMOQUIIN3UPOBAHHOM KOMIIO 3L 60 MI'/ MJT
antuTesa B 50 MM rmmMcTMmOuHa, 125 MM apruHuHa, 0,06% noamucopbaTa
80, 10% caxapo3n, opu pH 6,3, C KOHEeUHOM TOUKOM B HeIeJllo 6 IIocJie
2 IOo3 BemoJmzyMabda.

VcnHTaHMa HoOIepXaHusd, C MCIOJIL30BaHMeM TOM Xe KOMIIOBUIINU U
IyTM BBeIOeHMH, UTO U IIPU MUCHOHTAHMAX MHOYKLIMM, CpaBHUBAJIM ILj1alebo
C BenoJiM3yMaboM IIpM BBeOeHUM 103 pas3 B UeTHpe Henelu, U Ijalebo
C BepmoJmu3ymMaboM IIpM BBeIeHMM OO3 Ppa3 B BOCEeMb HemeJb. KoHeuHOM
TOUKOM BTUX MWCIHETaHUM OBJIa HeneJd 52, KoI'Da [IPOBOIMJICA aHaJu3
VMHIOYKUMM B IONYJIALMM, BHpa®aTHBAaKIEN OTEET.

HeoxnmaHHO, OaHHBHE MCIHTAHMA IIOoKas3aJu, 4YTo Tpynns Q4 um Q8
HeneJlb HaJlM OuUeHb CXOXMe pesyJbTaTH. CBemeHusa o0 oTBeTax,
HaOJoOOaBIIMXCA B MCCJAEeOOBaHMAX MHOYKUMM ¥ HOOOEepXaHVa, IIPpUBEIEeHEH
B Tabimiax 36-39. SHaAUUTEJLHO foJiblia s JacTb alumMeHTOoB,
[IOJIYUaBIMX JieueHMe BeloJMayMadoM, IocTuTaja KIMHUUECKOM PeMUCCUM
¥ TIIOBHIIEHHOTO OTBETa, II0 CpaBHeHM©O C Iulauebo (Tabiauua 36).
I[lokazaTeJM KIVMHUUECKOM PpPeMMCCUM M IIOBHIMEHHOTO OTBeTa OvuiM O0oJee
BHICOKVMM Yy MallMeEHTOR, IIOJy4YaBIIMX BemoJmayMa®, I[IO0 CpPaBHEHMK C
mwanedo, kKak IJIA OOOyJIdUMM C OpelllecTBYIIEeM Heymoaued aHTuU-OHO
TepaluMM, TaK M OJ4 [alMeHToB 0e3 IpenmecTByWMel SKCIO3ULIUM aHTU—
®HO. JacToTa HexeJlaTeJIBHHX 520PpeKTOB (AE) , cepbe3HExXx AE wu
cepbesHHX MHOeKUMM ObJla CXOXeM IJI4a TPYIN Bemomn3yMaba M Ijanebo.
He HaOMOOalIOChk YBEJMUEHUS YaCTOTH CJyUael OIINOPTYHUCTUUYECKUX WIINU

KUIIEUHHX MHOEeKUMM B TPYINe BemoJmsymada.
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Tabauila 36

PesyJibTaTE MCCJEeOOBaAHUA MHOYKIWUM — HepBMT{HBIe M BTOPMUYHEE

KOHEUWHEEe TOUWKM

KouneuHrle [lnnanedo | Beposmzymad | CKOpPpPeKTUPpOBaHHAaA P-
TOUKMU N=148 N=220 pasHuiia/RR 3HaUeHMe
KimHnueckasa 6,8% 14, 5% 7,8%/2,1 0,0206
peMmrccus (%)
[TIOBEIIE HHEI 25,7% 31,4% 5,7%/1,2 0,2322
oTBeT (%)
CpenHee -3,06 -2,9 0,9288
V3MeHeHue N=147 N=220
CRP (MKT/MJI)
Tabmuua 37
Pe3yJIbTaTH MCCIeOOBaHUM HOOIepXaHUd - IlepBUUHHE U KJIOUEBHE

BTOPMUYHEIE KOHEUWHEIE TOUKU

KoHeuHasa TouKa [lnaueto|VDZ Q8 | VDzZ Q4 Kopp. P-
SOOeKTUMBHOCTHA N=153 N=154 N=154 pasHuua/RR 3HaUeHue
Q8 vs. Pb
Q4 vs. Pb
KiiMmHnueckKas 21,6 39,0 36,4 17,4/1,8 00007
pemmccusa (%) 14,7/1,7 0,0042
[IOBLIIEHHEM OTBET 30,1 43,5 45,5 13,4/1,4 0,0132
(%) 15,3/1,5 0,0053
Pemmccusa 06ezs 15,9 31,7 28,8 15,9/2,0 0,0154
MCIIOJIE30BAaHUSA N=82 N=82 N=80 12,9/1,8 00,0450
KOPTUKOCTEPOULNOB
(%)
[IMTeJIbHasS peMrUCCHuda 14,4 21,4 16,2 7,2/1,5 0,10306
(%) 2,0/1,1 0,6413
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Tabamuila 38

KimmHmueckada peMmMcCcrAad 1 IIOBHIIEHHHM OTBEeT B HeIeJlo 6 Y IIallMeHTOB C

IpelmecTByIey Heyladel Tepaluy aHTal'OHUMCTOM aHTHU-OHO-o u 6es

DKCHosmummM aHTmu-o0HO,

ITT nonyJjiaum4a

[TauveHTH C npenmeCTBymmeﬁ Heynadueu TepallilM aHTarl'OHMCTOM aHTU—

OHO-o (48%)

KoHeuHas IInane®o Benonmmuzymad PasHuullia 95% C1
TOUKa N=70 N=105
KiMHnueckasa 4,3 10,5 6,2 (-9,1, 21,3)
pemMuccusa (%)
[1OBEIIIE HHEI 22,9 23,8 1,0 (=11, 8,
oTBeT (%) 13,7)
[laleHTH Oe3 SKCIO3MUMM aHTal'OHMCTOM aHTu—-OHO-o (50%

Iinanebo RBepmommmzymMmad PazHulla 95% C1

N=76 N=130109

KiMHMUYeckKasda 9,2 17,4 8,2 (=1,4, 17,9)
pemMuccuda (%)
[10BEIIIE HHEIA 30,3 42,2 11,9 (-1,9, 25,8)
oTBeT (%)

KimmHEnueckasa peMuUcCua U IIOBHIIEHHEM OTBeT B HemeJmo 52:

Tabauia 39

ITaliMeHTH C

IpenmecTBYyIEY HeyIauel Tepalry aHTaTOHMCTOM aHTr-OHO-o mym 0es

SKCIOBULMM aHTaroHMcToM aHTu-OHO-«o,

ITT nonyJsaumsa

[TallMeHTH C [OpeOmecTBYKMeN Heymauel TepaluMyM aHTaTl'OHUCTOM aHTU-—
OHO-o (51%)
Koneunasa tTouka | [lmaunebo vDZ vDZ PasHuila 95% Cl1
N=78 Q8Wks Q4Wks Q8wks vs.
N=82 N=77 anedo
04 wks vs.
ianedo
KiMHMUYeckKasda 12,8 28,0 27,3 15,2 (3,0, 27,5)
pemMuccuda (%) 14,5 (2,0, 26,9)
[10BEIIIE HHEIA 20,5 29,3 37,7 8,8 (=4,06, 22,1)
oTBeT (%) 17,1 (3,1, 31,2)
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[TauyveHTH ©Oe3 SKCIO3MUMM aHTal'OHMCTOM aHTu-OHO-o (45%)
[rranedo VDZ VDZ PasHuia 95% C1
N=71 Q8wks Q4dwks Q8wks vs.
N=66 N=71 anedo
Qdwks vs.
mianedo
KimMHnueckasa 26,8 51,1 46,5 24,8 (8,9, 40,0)
pemMmccusa (%) 19,7 (4,2, 35,2)
[1OBEIIIE HHEI 38,0 60, 6 53,5 22,6 (6,3, 38,9)
oTBeT (%) 15,5 (-0,7, 31,7)
Tabmmua 40
MHbpopMaLMsa O INOCJIeHOBATEeJIbHOCTSAX
SEQ ID [IocJyienoBaTeJIbHOCTE OnmcaHue
NO: npuBeneHa Ha
1 dur. 1 IOHK, xooupyomas TaXeJIyln Lelb
T'YMaHU3UPOBAHHOTO aHTU—4B7
MMMYHOTJIOOYJIMHA
2 Sur. 1 AMMHOKMCIIOTHAA
[IOCJIENOBATEJIBHOCTD T SIXeJIOM
Uenr TIyMaHU3MPOBaAHHOTO aHTU-
odB7 MMMYHOTJIOOYJIMHA
3 dur. 2 IOHK, Kooupywoiasa JeTrKyn Lelb
TYMaHU3UPOBAHHOTO aHTU—4pR7
MMMYHOTJIOOYJIMHA
4 dur. 2 AMMHOKMCIIOTHA A
IIOCJIeNOBATEJILHOCTE JIETKOM LelN
TYMaHU3UPOBAHHOTO aHTU—4pR7
MMMYHOTJIOOYJIMHA
5 dur. 3 Jlerkaga 1ernb 3pPeJIoTo
IyMaHM3MpoBaHHOTO LDP-02
6 our. 4 KoHcTaHTHasa obJjacThb pPOIooOBOM
YeJIOBeUEeCKOV Kalla-JIeTKOM Lelu
7 our. 4 KoHcTaHTHasa obJjacTb pomoBOM
MEIIMHOM Kallla-JIeTKOW Lelu
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8 YInoMmMHaeTcsda Ha CcTpaHuue|CDRI1 T SKeJION meny  MBIIMHOTO
30 ACT-1 a”THUTela
SYWMH
9 YInoMMHaeTCcd Ha CcTpaHuue|CDR2 T XKeJION menyM  MBIIMHOTO
30 ACT-1 aHTHMTeJa
EIDPSESNTNYNQKFKG
10 YonoMmHaeTcsda Ha CcTpaHule|CDR3 TSKEJIOM  LUelM  MBIIMHOTO
30 ACT-1 a”HTHUTEeIa
GGYDGWDYAIDY
11 YnoMrHaeTCcs Ha CTpaHule|CDR1 Jjerkoy uLenmu MeMMHOTO ACT-
30 1 anTHUTela
RSSQSLAKSYGNTYLS
12 YIoOMMHaeTCsa Ha CTpaHulle|CDR2 JeTKOoM 1LelM MBEMUHOTO ACT-
30 1 anTHUTela
GISNREFES
13 YInoMrMHaeTCs Ha CcTpaHule|CDR3 JleTKoM LenM MEIMHOTO ACT-
30 1 aHTHUTela
LOGTHQPYT
14 dur. 7 BapunabeJsibHasa oBJacTb Kamnmna-
JleTKOu Lenu YeJIOBeueCKOI'o
GM607 CL aHTHTeJa
15 dur. 7 BapuabesbHasa 00JlaCTb  TSXeJION
uenu yejoBeueckoro 21/28 CL
aHTUTEeJa

XoT4d HacTodlee MSO@peTeHMe OBLIIO KOHKPETHO TIIPOMIIJIDCTPUMPOBaAHO
u OIIMCaHO CcO CCRIJIKaMM Ha IIpenriouyTrTeJIbE HEle BapMaHTH eTro
VCIIOJIHEHM A, KBaJII/I(l)I/ILU/IpOBaHHBIM ClienmaJimcTaM B OaHHOM obJyacTu
TEXHUKM IOOJDKHO OBTB IIOHATHO, UYTO PazJIMUYHEE WM3MeHEHMA IIO (]_)OpMe u
B eTaJiIAxX MOIT'YT OBEITH BEIIIOJIHEHEL B HacToAdmeM MSO@peTeHT/H/I Des
BEIXOOa 3a IIpeleJlEl obweMa MSO@peTeHMH, OT'PaHMYEeHHEEe HpMJIO)KeHHOIZ

bopMyJioN mMzOoOpeTeHM.




<110>

<120>

<130>

<140>
<141>

<150>
<151>

<150>
<151>

<150>
<151>

MILLENNIUM PHARMACEUTICALS,

CIIVICOK TIOCJIENOBATEJILHOCTEN

INC.

KOMIIO3ULVIA AHTU-AJIBOA-4-BETA-7 AHTUTEJIA

079259-0615

61/585,859
2012-01-12

61/550, 545
2011-10-24

61/481,533
2011-05-02

<160> 15
<170>

<210> 1

<211> 1445
<212> IHK
<213>

<220>
<221>
<223>

VMICTOYHMK
/npuMedaHmue =

PatentIn version 3.5

VIckyCcCTBEHHAd I[IOCJIeOoBaTEJIbHOCTD

“OnmcaHye MCKYCCTBEHHOM

CUHTETUUYECKUM IMNOJIMHYyKJIeoTUus"

<400> 1
gaattctcga

cagctacagg

ctggggcttc

tgcattgggt

ctgagagtaa

tttccgctag

actattgtgc

gcaccctggt

cctcctceccaa

tccececgaacc

tccecggcetgat

ccagcagctt

aggtggacaa

cagcacctga

ccctecatgat

gatcgatctc

tgtccactcc

agtgaaggtg

gaggcaggcg

tactaactac

cacagcctac

aagagggggt

caccgtcagc

gagcacctct

ggtgacggtg

cctacagtcc

gggcacccag

gaaagttgag

actcgcgggg

ctccecggacc

accatgggat

caggtgcaat

tcctgcaagg

cctggccaac

aatcaaaaat

atggagctct

tacgacggat

tcagcctcca

gggggcacag

tcgtggaact

tcaggactct

acctacatct

cccaaatctt

gcaccgtcag

cctgaggtca

ggagctgtat

tggtgcagtc

gttctggcta

gtctagagtg

tcaagggacg

ccagcctgag

gggactatgc

ccaagggccc

cggccctggg

caggcgccct

actccctcag

gcaacgtgaa

gtgacaaaac

tcttcctett

catgcgtggt

IIocJyienoBaTEeJIbHOCTNU ¢

catcctctte
tggggctgag
caccttcacc
gatcggagag
cgtcacattg
atctgaggac
tattgactac
atcggtcttce
ctgcctggte
gaccagcggc
cagcgtggtyg
tcacaagccc
tcacacatgc
ccccccaaaa

ggtggacgtg

ttggtagcaa

gttaagaagc

agctactgga

attgatcctt

actgtagaca

actgcggtct

tggggtcaag

cccctggceac

aaggactact

gtgcacacct

accgtgccect

agcaacacca

ccaccgtgcecce

cccaaggaca

agccacgaag

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900



accctgaggt

agccgcggga

accaggactg

cccceccecatcecga

ccctgcececcecc

aaggcttcta

actacaagac

tcaccgtgga

aggctctgca

gagca

<210> 2

<211> 470

<212> PRT

<213> VckyCcCTBEHHAas

<220>
<221> MCTOUHUK
<223> /npumMmeuaHue

CUHTEeTUYE CKUM

<400> 2

Met

1

vVal

Pro

Thr

Glu

65

Gln

Thr

Tyr

Gly Trp Ser Cys
5

His Ser Gln Val
20

Gly Ala Ser Val
35

Ser Tyr Trp Met
50

Trp Ile Gly Glu

Lys Phe Lys Gly
85

Ala Tyr Met Glu
100

Tyr Cys Ala Arg
115

caagttcaac tggtacgtgg acggcgtgga

ggagcagtac aacagcacgt accgtgtggt

gctgaatggc aaggagtaca agtgcaaggt

gaaaaccatc tccaaagcca aagggcagcc

atcccgggat gagctgacca agaaccaggt

tcccagecgac atcgcecgtgg agtgggagag

cacgcctccce gtgctggact ccgacggctce

caagagcagg tggcagcagg ggaacgtctt

caaccactac acgcagaaga gcctctccecct

IIOCJIenOoBaTEeJIbHOCTDb

“OnmMcaHue MCKYCCTBEHHOMU
nojmmnenTmmg"”

Ile Ile Leu Phe Leu Val
10

Gln Leu Val Gln Ser Gly
25

Lys Val Ser Cys Lys Gly
40

His Trp Val Arg Gln Ala
55

Ile Asp Pro Ser Glu Ser
70 75

Arg Val Thr Leu Thr Val
90

Leu Ser Ser Leu Arg Ser
105

Gly Gly Tyr Asp Gly Trp
120

ggtgcataat

cagcgtcctc

ctccaacaaa

ccgagaacca

cagcctgacc

caatgggcag

cttcttecctce

ctcatgctcc

gtctccgggt

gccaagacaa

accgtcctge

gccctcecececag

caggtgtaca

tgcctggtca

ccggagaaca

tacagcaagc

gtgatgcatg

aaataatcta

IIoCJIenOoBaTEJIbHOCTNM ©

Ala

Ala

Ser

Pro

60

Asn

Asp

Glu

Asp

Thr

Glu

Gly

45

Gly

Thr

Ile

Asp

Tyr
125

Ala

vVal

30

Tyr

Gln

Asn

Ser

Thr

110

Ala

Thr
15

Lys

Thr

Arg

Tyr

Ala

95

Ala

Ile

Gly

Lys

Phe

Leu

Asn

80

Ser

vVal

Asp

960

1020

1080

1140

1200

1260

1320

1380

1440

1445



Tyr

Gly

145

Gly

Val

Phe

vVal

Val

225

Lys

Leu

Thr

Val

Val

305

Ser

Leu

Ala

Pro

Trp

130

Pro

Thr

Thr

Pro

Thr

210

Asn

Ser

Ala

Leu

Ser

290

Glu

Thr

Asn

Pro

Gln
370

Gly

ser

Ala

vVal

Ala

195

vVal

His

Cys

Gly

Met

275

His

Val

Tyr

Gly

Ile

355

vVal

Gln

Val

Ala

Ser

180

vVal

Pro

Lys

Asp

Ala

260

Ile

Glu

His

Arg

Lys

340

Glu

Tyr

Gly

Phe

Leu

165

Trp

Leu

Ser

Pro

Lys

245

Pro

Ser

Asp

Asn

Val

325

Glu

Lys

Thr

Thr

Pro

150

Gly

Asn

Gln

Ser

ser

230

Thr

Ser

Arg

Pro

Ala

310

Val

Tyr

Thr

Leu

Leu

135

Leu

Cys

Ser

Ser

Ser

215

Asn

His

Val

Thr

Glu

295

Lys

Ser

Lys

Ile

Pro
375

vVal

Ala

Leu

Gly

Ser

200

Leu

Thr

Thr

Phe

Pro

280

Val

Thr

Val

Cys

Ser

360

Pro

Thr

Pro

Val

Ala

185

Gly

Gly

Lys

Cys

Leu

265

Glu

Lys

Lys

Leu

Lys

345

Lys

Ser

Val

ser

Lys

170

Leu

Leu

Thr

Val

Pro

250

Phe

vVal

Phe

Pro

Thr

330

vVal

Ala

Arg

Ser

ser

155

Asp

Thr

Tyr

Gln

Asp

235

Pro

Pro

Thr

Asn

Arg

315

Val

Ser

Lys

Asp

Ser

140

Lys

Tyr

Ser

Ser

Thr

220

Lys

Cys

Pro

Cys

Trp

300

Glu

Leu

Asn

Gly

Glu
380

Ala

ser

Phe

Gly

Leu

205

Tyr

Lys

Pro

Lys

vVal

285

Tyr

Glu

His

Lys

Gln

365

Leu

Ser

Thr

Pro

vVal

190

Ser

Ile

Val

Ala

Pro

270

vVal

Val

Gln

Gln

Ala

350

Pro

Thr

Thr

Ser

Glu

175

His

Ser

Cys

Glu

Pro

255

Lys

vVal

Asp

Tyr

Asp

335

Leu

Arg

Lys

Lys

Gly

160

Pro

Thr

vVal

Asn

Pro

240

Glu

Asp

Asp

Gly

Asn

320

Trp

Pro

Glu

Asn



Gln
385

Val Ser

Ala Val Glu

Thr Pro Pro

Thr Val

435

Leu

vVal
450

Ser Met

Ser Leu Ser

465

<210> 3
<211> 751
<212> JIOHK
<213> Hckyc

<220>
<221>
<223>

ztelifoles
/ IpUM
CHUHTe

<400> 3
gaattctcga

cagctacagg
ccccectggaga
ggaacaccta
atgggatttc
cagatttcac
tacaaggtac
cggtggcetge
ctgcctcetgt
aggtggataa
aggacagcac
acaaagtcta

tcaacagggg

<210> 4

Leu Thr

Cys

Leu Val

390

Glu
405

Trp

Val
420

Leu
Asp Lys
Glu

His

Pro Gly

ser

Asp

Ser

Ala

Asn Gly

Ser Asp

Arg Trp

440

Leu His

455

Lys

470

CTBEHHaAa

HUK
euyaHue =
TUYECKUN
gatcgatctc
tgtccactcc
accagcttct
tttgtcttgg
caacagattt
actcaagatc
acatcagccg
accatctgtc
tgtgtgcctg
cgccctceccaa
ctacagcctc
cgcctgcgaa

agagtgttag

accatgggat

gatgtagtga

atctcttgca

tacctgcaga

tctggggtgc

tcgcgagtag

tacacgttcg

ttcatcttcc

ctgaataact

tcgggtaact

agcagcaccc

gtcacccatc

tctagagcag

Phe
395

Lys Gly

Gln Pro Glu

410

Gly Ser Phe

425

Gln Gln Gly

Asn His Tyr

IIoCcJyiefoBaTeJIbHOCTD

“OnmMcaHMe MCKYCCTBEHHOMU
MIOJIMHYKJIeoTuao"

ggagctgtat

tgactcaaag

ggtctagtca

agcctggcca

cagacaggtt

aggctgagga

gacaggggac

cgccatctga

tctatcccag

cccaggagag

tgaccctgag

agggcctgag

C

Tyr Pro Ser

Asn Asn Tyr

Phe Leu Tyr

430

vVal
445

Asn Phe

Thr
460

Gln Lys

rnocjsyienopare

catcctctte

tccactctcc

gagtcttgca

gtctccacag

cagtggcagt

cgtgggagtyg

caaggtggag

tgagcagttg

agaggccaaa

tgtcacagag

caaagcagac

ctcgccegte

Ile
400

Asp

Lys Thr

415

Ser Lys

Ser Cys

Ser Leu

JIBHOCTM :

ttggtagcaa

ctgcctgtca

aagagttatg

ctcctcatcet

ggttcaggga

tattactgct

atcaagcgta

aaatctggaa

gtacagtgga

caggacagca

tacgagaaac

acaaagagct

60

120

180

240

300

360

420

480

540

600

660

720

751



<211>
<212>
<213>

<220>

<221>
<223>

<400> 4

Met

1

Val

Thr

Ala

Gly

65

Gly

Leu

Leu

Glu

Ser

145

Asn

Ala

Lys

Asp

Gly

His

Pro

Lys

50

Gln

Val

Lys

Gln

Ile

130

Asp

Asn

Leu

Asp

Tyr
210

238
PRT
JIckyccTBeHHasa

Trp

Ser

Gly

35

Ser

Ser

Pro

Ile

Gly

115

Lys

Glu

Phe

Gln

Ser

195

Glu

MCTOUHUK
/IpUMedYaHye =
CUHTEeTUYE CKIUM

ser

Asp

20

Glu

Tyr

Pro

Asp

Ser

100

Thr

Arg

Gln

Tyr

Ser

180

Thr

Lys

Cys

5

Val

Pro

Gly

Gln

Arg

85

Arg

His

Thr

Leu

Pro

165

Gly

Tyr

His

I10CJIeIOBaTEJIbHOCTD

“OnmcaHye MCKYCCTBEHHOM
nojgunenTug"

Ile

Val

Ala

Asn

Leu

70

Phe

Val

Gln

vVal

Lys

150

Arg

Asn

Ser

Lys

Ile

Met

Ser

Thr

55

Leu

ser

Glu

Pro

Ala

135

Ser

Glu

Ser

Leu

vVal
215

Leu

Thr

Ile

40

Tyr

Ile

Gly

Ala

Tyr

120

Ala

Gly

Ala

Gln

Ser

200

Tyr

Phe

Gln

25

Ser

Leu

Tyr

ser

Glu

105

Thr

Pro

Thr

Lys

Glu

185

Ser

Ala

Leu

10

Ser

Cys

Ser

Gly

Gly

90

Asp

Phe

Ser

Ala

Val

170

Ser

Thr

Cys

Val

Pro

Arg

Trp

Ile

75

ser

Val

Gly

vVal

Ser

155

Gln

vVal

Leu

Glu

IIoCcJjienoBaTEeJIbHOCTNU ¢

Ala

Leu

Ser

Tyr

60

Ser

Gly

Gly

Gln

Phe

140

Val

Trp

Thr

Thr

val
220

Thr

Ser

Ser

45

Leu

Asn

Thr

Val

Gly

125

Ile

Val

Lys

Glu

Leu

205

Thr

Ala

Leu

30

Gln

Gln

Arg

Asp

Tyr

110

Thr

Phe

Cys

Val

Gln

190

Ser

His

Thr

15

Pro

Ser

Lys

Phe

Phe

95

Tyr

Lys

Pro

Leu

Asp

175

Asp

Lys

Gln

Gly

Val

Leu

Pro

Ser

80

Thr

Cys

vVal

Pro

Leu

160

Asn

Ser

Ala

Gly



Leu Ser Ser Pro Val

225

<210> 5

<211>
<212>
<213>

<220>

<221>
<223>

<400> 5

AsSp

1

Glu

Tyr

Pro

Asp

65

Ser

Thr

Arg

Gln

Tyr

145

Ser

Thr

vVal

Pro

Gly

Gln

50

Arg

Arg

His

Ala

Leu

130

Pro

Gly

Tyr

219
PRT
JlIckyccTBeHHasa

vVal

Ala

Asn

35

Leu

Phe

Val

Gln

Asp

115

Lys

Arg

Asn

Ser

VICTOYUHUK
/nprMedaHme =
CUHTETUYE CKUM

Met

Ser

20

Thr

Leu

Ser

Glu

Pro

100

Ala

Ser

Glu

Ser

Leu
180

Thr

Ile

Tyr

Ile

Gly

Ala

85

Tyr

Ala

Gly

Ala

Gln

165

Ser

Thr Lys Ser Phe Asn Arg Gly Glu Cys

230

IIOCJIenOoBaTEJIbHOCTDb

235

“OnmMcaHre MCKYyCCTBEHHOU
nojunentmng"

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Pro

Thr

Lys

150

Glu

Ser

Ser

Cys

ser

Gly

55

Gly

Asp

Phe

ser

Ala

135

Val

Ser

Thr

Pro

Arg

Trp

40

Ile

Ser

Val

Gly

Val

120

Ser

Gln

vVal

Leu

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gln

105

Phe

Val

Trp

Thr

Thr
185

Ser

10

Ser

Leu

Asn

Thr

vVal

90

Gly

Ile

Val

Lys

Glu

170

Leu

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Phe

Cys

Val

155

Gln

Ser

II0CJIeJOBaTEJIbHOCTM ©

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Leu

140

Asp

Asp

Lys

vVal

Leu

Pro

45

Ser

Thr

Cys

Val

Pro

125

Leu

Asn

Ser

Ala

Thr

Ala

30

Gly

Gly

Leu

Leu

Glu

110

ser

Asn

Ala

Lys

Asp
190

Pro

15

Lys

Gln

Val

Lys

Gln

95

Ile

Asp

Asn

Leu

Asp

175

Tyr

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Glu

Phe

Gln

160

Ser

Glu



Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser

195

200

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210

<210> 6

<211>
<212>
<213>

<400> 6

Arg

1

Gln

Tyr

Ser

Thr

65

Lys

Pro

Thr

Leu

Pro

Gly

50

Tyr

His

Val

<210> 7

<211>
<212>
<213>

<400> 7

Arg

1

Gln

Tyr

Gln

Ala

Leu

Pro

Asn
50

107
PRT
Homo sapiens

Val

Lys

Arg

35

Asn

Ser

Lys

Thr

107
PRT
Mus sp.

Asp

Thr

Lys

35

Gly

Ala

Ser

20

Glu

Ser

Leu

Val

Lys
100

Ala

Ser

20

Asp

vVal

Ala

5

Gly

Ala

Gln

Ser

Tyr

85

Ser

Ala

Gly

Ile

Leu

Pro

Thr

Lys

Glu

Ser

70

Ala

Phe

Pro

Gly

Asn

Asn

215

ser

Ala

vVal

Ser

55

Thr

Cys

Asn

Thr

Ala

val

Ser
55

Val

Ser

Gln

40

Val

Leu

Glu

Arg

Val

Ser

Lys

40

Trp

Phe

Val

25

Trp

Thr

Thr

Val

Gly
105

Ser

vVal

25

Trp

Thr

Ile

10

Val

Lys

Glu

Leu

Thr

90

Glu

Ile

10

vVal

Lys

Asp

Phe

Cys

vVal

Gln

Ser

75

His

Cys

Phe

Cys

Ile

Gln

Pro

Leu

Asp

Asp

60

Lys

Gln

Pro

Phe

Asp

Asp
60

205

Pro

Leu

Asn

45

Ser

Ala

Gly

Pro

Leu

Gly

45

Ser

sSer

Asn

30

Ala

Lys

Asp

Leu

Ser

Asn

30

Ser

Lys

Asp

15

Asn

Leu

Asp

Tyr

ser
95

Ser

15

Asn

Glu

Asp

Glu

Phe

Gln

Ser

Glu

80

sSer

Glu

Phe

Arg

Ser



Thr Tyr Ser Met Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu
65 70 75 80

Arg His Asn Ser Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser
85 90 95

Pro Ile Val Lys Ser Phe Asn Arg Asn Glu Cys
100 105

<210> 8
<211> 5
<212> PRT
<213> Mus sp.

<400> 8
Ser Tyr Trp Met His
1 5

<210> 9
<211> 17
<212> PRT
<213> Mus sp.

<400> 9
Glu Ile Asp Pro Ser Glu Ser Asn Thr Asn Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 10
<211> 12
<212> PRT
<213> Mus sp.

<400> 10
Gly Gly Tyr Asp Gly Trp Asp Tyr Ala Ile Asp Tyr
1 5 10

<210> 11
<211> 16
<212> PRT
<213> Mus sp.

<400> 11
Arg Ser Ser Gln Ser Leu Ala Lys Ser Tyr Gly Asn Thr Tyr Leu Ser
1 5 10 15

<210> 12
<211> 7
<212> PRT
<213> Mus sp.

<400> 12
Gly Ile Ser Asn Arg Phe Ser



<210> 13
<211> 9

<212> PRT
<213> Mus sp.

<400> 13

Leu Gln Gly Thr His Gln Pro Tyr Thr

1

<210> 14
<211> 11

1

<212> PRT
<213> Homo sapiens

<400> 14
Asp Ile
1

Glu Pro

Asn Gly

Pro Gln
50

Asp Arg
65

Ser Arg

Leu Gln

<210> 15
<211> 11

Val

Ala

Tyr

35

Leu

Phe

Val

Thr

9

<212> PRT
<213> Homo sapiens

<400> 15

Met

Ser

20

Asn

Leu

ser

Glu

Pro
100

5

Thr

5

Ile

Tyr

Ile

Gly

Ala

85

Gln

Gln

Ser

Leu

Tyr

ser

70

Glu

Thr

Ser

Cys

Asp

Leu

55

Gly

Asp

Phe

Gln Val Gln Leu Val Gln Ser

1

5

Ser Val Lys Val Ser Cys Lys

20

Ala Met His Trp Val Arg Gln

35

Pro Leu Ser
10

Arg Ser Ser
25

Trp Tyr Leu
40

Gly Ser Asn

Ser Gly Thr

Val Gly Val
90

Gly Gln Gly
105

Leu

Gln

Gln

Arg

Asp

75

Tyr

Lys

Pro

Ser

Lys

Ala

60

Phe

Tyr

val

Gly Ala Glu Val Lys

10

Ala Ser Gly Tyr Thr

25

Ala Pro Gly Gln Arg

40

Val

Leu

Pro

45

Ser

Thr

Cys

Glu

Lys

Phe

Leu
45

Thr

Leu

30

Gly

Gly

Leu

Met

Ile
110

Pro

Thr
30

Glu

Pro Gly
15

His Ser

Gln Ser

Val Pro

Lys Ile
80

Gln Ala
95

Lys

Gly Ala
15

Ser Tyr

Trp Met



Gly

Gln

65

Met

Ala

Thr

Trp

50

Gly

Glu

Arg

Leu

Ile

Arg

Leu

Gly

Val
115

Asn

Val

Ser

Gly

100

Thr

Ala

Thr

Ser

85

Tyr

Val

Gly

Ile

70

Leu

Tyr

Ser

Asn Gly Asn

55

Thr Arg Asp

Arg Ser Glu

Gly Ser Gly

Ser

105

Thr

Thr

Asp

90

Ser

Lys

ser

75

Thr

Asn

Tyr

60

Ala

Ala

Tyr

Ser

ser

Val

Trp

Gln Lys

Thr Ala

Tyr Tyr
95

Gly Gln
110

Phe

Tyr

80

Cys

Gly
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$OPMYIJIA MSBOBPE TEHUA

1. IlpuMeHeHMEe aHTUTEIA, KOoTopoe objlajaeT CHeUMpUUHOCTHIO
CBASBBaAHMA C  UeJIOBEeUeCKMM MHTeTrpuHOM o437, B I[IPOM3BOLNCTBE
JIEKAPCTBEHHOTO CPpencTBa JA OOCTWXEHMA KJIMHMUUECKOI'O OTBeTa Ha
BoJsie3Hr KpoHa y HaluMeHTa, ABJIARIETOCH UYeJIOBEKOM, C OOJIE3HBI
KpoHa, Tme aHTUTEJNIO BBOOAT IIalMEHTy, ABJAKIEMYyCA UYeJIOBEKOM,
BHYTPUBEHHO B BUOe IepBo¥ nosu 300 M, BTOpoM nmos3w 300 MT uepes
IBe HeOeJM II0CJe IepBOM HOO3H UM TpeTbeM nos3e 300 M uepes3s meCcThb
HemeJb IIOCJIe TIIepBOM HOO3H, TIe YKa3aHHBM I[DallMeHT, SABJIARIUMCH
UeJIOBEKOM, IpPOABJIAJl OTCYTCTBMEe aleKBaTHOI'O OTBeTa, IIOTepK OTBeTa
iy  OBJI MHTOJIEPAHTHEM K aHTaroHucty OHO-o, ¥, I'Ie aHTUTEeJIO
COINEpPXUT TIOCJIeNOBaTeJILHOCTE BapuabelbHOM oOJacTu TaXeJIoOW Lenu,
npelcTaBJIEHHY AMMHOKMCJIO TaMM 20-140 SEQ ID NO: 2, "
[IOCJIeDOBaTEJIEHOCTE BapuabelbHOM obJjiacTu JeTKou uenmu,
IpencTaBJIeHHYK aMUHOkucioTamm 20-131 SEQ ID NO: 4.

2. IllpuMeHeHMe 1[I0 II.1, B KOTOPOM TaXeJjas Lelb aHTUTeJa
COOEepXUT aMMHOKMCJIOTH 20-470 SEQ ID NO: 2, wmu Jerkasd ILelb
aHTHTeJla COHEPXUT aMMHOKMCJIOTH 20-238 SEQ ID NO: 4.

3. IlpmMeHeHMe 10 II.1, B KOTOPOM KaXOyln -HOO3y BBONAT
BHYTPMBEHHO B BUIe MHOY3UM B TeUeHMe IpMMepHO 30 MUHYT.

4., IlpuMeHeHMe IO II.l, B KOTOpoM OoJiIe3HE KpOHa OpendCTaBJISAET
coBom BojesHb KpoHa C OT YMEepeHHOM OO TAXeJIOM CTelleHb
aKTVMBHOCTM .

5. IllpumMeHeHUe BenoJmM3yMaba B IIPOMBBOLACTBE JIEKAPCTBEHHOTO
CpeICTBa nOJd OOCTWXEeHMS KIMHUYUEeCKOTO OTBeTa Ha 0oJjie3Hb KpoHa vy
nauyeHTa, ABJIAKIETOCH UeJIOBEKOM, c BOJIE3HEIO Kpona, roe
BemoJsiM3yMa® BBOIOAT BHYTPMBEHHO IIallMeHTy, MABJAKIEMYCH UYeJIOBEKOM,
B BUIOe InepBo¥ no3u 300 Mr, BTopoM mo3u 300 MI uepe3s OBe HelOeJH
IoCJie TMEepBOY IOO3H UM TpeTbel mo3u 300 M Uepes MeCTh HeleJb II0CJe
IepBOM HOO3H, ¥, THe YKa3aHHHM [alUMeHT, ABJANIUNCA UYeJIOBEeKOM,
IPOABJIAJI OTCYTCTBMEe aXeKBaTHOI'O OTBeTa, I[IOTepl OTBeTa WM OBLI
MHTOJIEPAHTHEIM K aHTaroHmcTy OHO-o.

6. IlpuMeHeHMe IO II.5, B KOTOpOM OoJie3Hb KpoHa OpencrTapJisgeT
cobom BojesHr KpoHa C OT yMEpPeHHOM OO TSIXeJIOM  CTeleHBI

aAKTVMBHOCTM .
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7. IlpuMeHeHMEe aHTUTeJla, KoTopoe obJjlamaeT CHelMOUUHOCTHIO
CBA3EBaHMA C  UeJIOBeUeCKMM MHTeIrpuMHOM o437, B IIPOM3BOICTBE
JIEKAPCTBEHHOTO CpeInCcTBa IOJ8 MHIYLUMPOBAHMA KIMHUUECKOM PEeMUCCUM Y
nauMeHTa, ABJAKIETOCH UYeJIOBeKOM, C SA3BEeHHHM KOJMTOM OT YMEPeHHOM
0O TSXKeJIOM CTeleHM aKTMBHOCTHM, I'Ie YyKa3aHHOe aHTUTeJIO BBOIAT
BHYTPUBEHHO IIalMeHTy, ABJAKIEMYyCSd UeJIOBEeKOM, B BUIOe IIepBOM IO3H
300 wMr, BTopoM mo3u 300 MI' aHTUTeJla uYepe3 MOBe HeIelu Iocje
IepBOM HO3H, TpeTbel pno3w 300 MI' aHTHUTeJla UYepes MecTh Henesb
Iocjlie IepBOM mOO3H, U 3aTeM 300 MI' aHTHUTeJla KaxXOble BOCEMb HeIeJlb
rocJe 3TOTO, roe AHTUTEJIO BRJIOUAET [IOCJIeIOBaTEJIbHOCTE
BapuabesibHOM o0OJlacTu TAXeJION LelM, OPpedCTaBJIEHHYID aMMHOKMCIIOTAaMM
20-140 SEQ ID NO: 2, ¥ TI0OCJeOoBaTeJIbLHOCTL BapuadbeslbHOM oO0JacTu
JeTKOM ey, IOIpedcTaBJeHHYID aMMHOKMcIoTamm 20-131 SEQ ID NO: 4,
u, TIe YKa3aHHBM  [DalMeHT, ABJIAKIUNCA  UeJIOBEeKOM, PO ABJIAJI
OTCYyTCTBUE aIeKBaTHOTO OTBETA, [IOTEPK OTBEeTa VIV OBLIT
MHTOJIEPAHTHEIM K aHTaroHmcTy OHO-o.

8. IlpMMeHeHMe 1O TII.7, B KOTOPOM TaXeJas ILelbk aHTUTela
COOEepPXUT aMMHOKMCJIOTEH 20-470 SEQ ID NO: 2, wmu Jerkasd ILelb
aHTHTeJla COHOEPXUT aMMHOKMUCJOTH 20-238 SEQ ID NO: 4.

9. IlpumeHeHMe 10 1I.7, B KOTOPOM KaXOylw HDO3Y BBOIOAT
BHYTPMBEHHO B BUIe MHOY3UM B TeueHMe OpUMepHO 30 MUHYT.

10. IIlpuMeHeHMe BenoJms3yMaba B I[IPOM3BOLACTRBE JIeKAPCTBEHHOTO
cpencTBa IOJS MHOYUUMPOBAHMUS KJIMHUUECKOM pPeMUCCUM Yy IIallMeHTa,
ABJIAKIETOCS UeJIOBEKOM, C S3BEHHBIM KOJMTOM OT YMEPeHHOM IO
TAXEJIOM CTeleHM aKTUMBHOCTM, I'IOe Benojm3yMad® BBOOAT BHYTPUMBEHHO
nauMeHTy, ABJAOIEMYyCS UeJIOBeKOM, B BMIe IIepBoM pos3u 300 wMT,
BTOpo¥ mo3m 300 MI' BenmoJsmM3yMaba uUepes »OBe HeOeJM IIocJie IIepBOU
OO3H, TpeThbel po3u 300 MI' BemoJim3yMaba uepes MeCcTh HeleJlb IIocie
nmepBOoM mno3b, U 3aTeM 300 Mr BejmoJsm3yMaba KaxIble BOCeMb HeOellb
ocjie  »TOTO, roe VYKa3aHHHM ODalMeHT, ABJIAKMMUNCA  UeJIOBEKOM,
IPOABJIAJ OTCYTCTBME aleKBaTHOI'O OTBeTa, IIOTepK OTBeTa WM OBLI
MHTOJIEPAHTHEIM K aHTaroHmcTy OHO-o.

11. TlpMeHeHMe aHTUTeJa, KOoTopoe ob6JalaeT CHelIUuPUUHOCTBI
CBA3EBaHMA C UeJIOBeUeCKMM MHTeIrpuMHOM o437, B IIPOM3BOICTBE
JIEKApPCTBEHHOTO CpenacTBa IJA OOCTWKeHMS 3aXUBIIEHUS CIUBUCTOM U

IogomepXxXaHnAa KJIMHUUECKOM reMrccnum Y ImaliMeHTa, ABJIAKKIETOCH



117

YeJIOBEKOM, C SA3BEHHBEM KOJMTOM OT YMEPEeHHOM IO TIXeJIOM CTeleHU
AKTUBHOCTMU, roe AHTUTEJIO BBOOAT BHYTPUBEHHO B KauecTBe
KJIMHMYUECKM JIOoKa3aHHOM 5dderkTuBHONM mHo3u 300 MI' Kaxidhle BOCEMb

HelnoeJlb IIalVMeHTY, ABJIAINIEMYCA YWeJIOBEKOM, roe aHTUTeJIO COOepXUT

[IOCJIEOOBATEJIbHOCTE BapradesIbHOM oBJyacTu T IXKEeJION Luenu,
IpenCcTaBJIEHHYIO AMMHOKMCJIO TaMM 20-140 SEQ ID NO: 2, u
[IOCJIeOOBaTEeJIbHOCTE BapuadesJibHOM oBJjacTu JleTKOM! uenu,
npencTaBJIEHHYIO AMMHOKMCJIO TaMI 20-131 SEQ ID NO: 4, e

OOCTUTAaeTCsa 3axXuBJIeHME CJIMBUCTOM, U HOOIepXMBaeTCd KIMHMUEeCcKas
peMrccus, ¥, TOe 3axuBJIeHMe CJAUIUCTOM onpenesiseTcd kak 1 ©al
WJIM MeHee IO SHIOOCKOIMUEeCKOM IIoImKalle.

12. IlpumMmeHeHMe 110 .11, B KOTOPOM TAXejlasg Lellb aHTUTeJa
COIEepXUT aMMHOKMCJIOTH 20-470 SEQ ID NO: 2, wmu Jerkasd ILelb
aHTUTEeJIa COINEPXUT aMMHOKMCJIOTH 20-238 SEQ ID NO: 4.

13. TIlpmMeHeHMe 110 1I.11, B KOTOPOM Kaxiywn IOO3y BBOOAT
BHYTPMBEHHO B BUIe MHQY3UM B TeUueHUe NPpUMMepHO 30 MMHYT.

14, IIlpuMeHeHMe 10 .11, B KOTOPOM MHalMEHT, SABJIAOIUNCH
UeJIOBEKOM, IIPOABJIAJ OTCYTCTBME aleKBaTHOI'O OTBeTa, IIOTEpK OTBETA
MM OBUI MHTOJIEPAHTHEIM K aHTaroHucty OHO-o.

15. IlpuMeHeHMe BenoJu3yMaba B I[IPOU3BOIACTBE JIEKapCTBEHHOTO
cpencTBa OJIS OOCTWXEHMS  BaXMBJIEHMS CIMBKMCTOM U [IOoONepXaHUs
KJIVMHMUECKOM peMMCCumM vy [alueHTa, ABJIAKIIETOCHA  UeJIOBEKOM, c
S3BEHHBEIM KOJIMTOM OT YMEPEeHHOM OO TSXKeJIOVW CTelleHM aKTHMBHOCTM, IIe
Bemosin3ymMa® BBOIOSAT BHYTPMBEHHO B KaueCTBe KJMHMUECKM IOoKal3aHHOM
sppexrTUBHOM mos3el 300 MI' KaxIhle BOCeMb HeOeJlb, I'Ie IOCTUTaeTcd
3axXuBJIeHME CJIUBUCTOV, U IHOOIepXMBaeTCd KJIMHMUECKAas peMUccud, WU,
TIe 3BaxuBIIeHMe CJAM3UCTOM olIpeneysgeTrcsa kKak 1 0alJll MM MeHee IO
SHIOOCKOIMUECKOM IIoOmKale.

I[Io DOBepeHHOCTHU



Hosas [QHK LDP02 Tsxenas uenb - COAEPXUT CanTbl KNOHUPOBaHUS (CTPOUHbIE ByKBbI),
nocneaosaTtenbHocTb Kosaka (nponucHeie OYKBbI) U MMAEPHYIO NOCNEA0BaTENbHOCTL (CTPOUHbIE)

gaattctcgagatcgatCTCACCatgggatggagctgtatcatcctettctiggtagcaacagctacaggtgtcecacteecag
gtgCAATTGGTGCAGTCTGGGGCTGAGGTTAAGAAGCCTGGGGCTTCAGTGAA
GGTGTCCTGCAAGGGTTCTGGCTACACCTTCACCAGCTACTGGATGCATTGGG
TGAGGCAGGCGCCTGGCCAACGTCTAGAGTGGATCGGAGAGATTGATCCTTC
TGAGAGTAATACTAACTACAATCAAAAATTCAAGGGACGCGTCACATTGACT
GTAGACATTTCCGCTAGCACAGCCTACATGGAGCTCTCCAGCCTGAGATCTG
AGGACACTGCGGTCTACTATTGTGCAAGAGGGGGTTACGACGGATGGGACTA
TGCTATTGACTACTGGGGTCAAGGCACCCTGGTCACCGTCAGCTCAGCCTCCA
CCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGG
GGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGA
CGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGC
TGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCT
CCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAG
CAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCAC
ACATGCCCACCGTGCCCAGCACCTGAACTCGCGGGGGCACCGTCAGTCTTCC
TCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTC
ACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACT
GGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGG
AGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCA
GGACTGGCTGAATGGC

oUr. 1A

otL/1L



AAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGA
AAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCT
GCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTG

GTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGC

AGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTC
CTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGG
AACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCA

GAAGAGCCTCTCCCTGTCTCCGGGTAAAtaatctagagca

HoBblit 6enok LDP02 Tsixenas uenb (npomexyTtok mexay VHL, VH u yenoseueckun IgG1-FCRmut)

MGWSCIILFLVATATGVHS
QVQLVQSGAEVKKPGASVKVSCKGSGYTFTSYWMHWVRQAPGQRLEWIGEIDP
SESNTNYNQKFKGRVTLTVDISASTAYMELSSLRSEDTAVYYCARGGYDGWDY
AIDYWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELAGAPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGV
EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLS

PGK
dUl. 1B

0L/e



Hoeas [JHK LDPO02 nerkas uenb - COaepXuT CaiTbl KNOHUPOBaHWUA (CTPOYHbIe OYKBbI),
nocnegoBaTenbHOCTb Ko3aka (NponuUCHbIE) U NMAepHYI0 NOCNea0BaTenbHOCTb (CTPOYHbIE)

gaattctcgagatcgatCTCACCatgggatggagcetgtatcatcctettettggtagcaacagetacaggtgtecacteegat
GTAGTGATGACTCAAAGTCCACTCTCCCTGCCTGTCACCCCTGGAGAACCAGC
TTCTATCTCTTGCAGGTCTAGTCAGAGTCTTGCAAAGAGTTATGGGAACACCT
ATTTGTCTTGGTACCTGCAGAAGCCTGGCCAGTCTCCACAGCTCCTCATCTAT
GGGATTTCCAACAGATTTTCTGGGGTGCCAGACAGGTTCAGTGGCAGTGGTT
CAGGGACAGATTTCACACTCAAGATCTCGCGAGTAGAGGCTGAGGACGTGGG
AGTGTATTACTGCTTACAAGGTACACATCAGCCGTACACGTTCGGACAGGGG
ACCAAGGTGGAGATCAAGCGTACGGTGGCTGCACCATCTGTCTTCATCTTCCC
GCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGA
ATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCT
CCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAG
CACCTACAGCCTCAGCAGCACCCTGACCCTGAGCAAAGCAGACTACGAGAAA
CACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCA
CAAAGAGCTTCAACAGGGGAGAGTGTtagtctagagcage

Hosbiit 6enok LDP02 nerkas uenb (npomexyTtok mexay VKL, VK n yenoseyeckon C-karina)

MGWSCIILFLVATATGVHS
DVVMTQSPLSLPVTPGEPASISCRSSQSLAKSYGNTYLSWYLQKPGQSPQLLIYGI
SNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCLOGTHQPYTFGQGTKVEI
K
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

dUl. 2
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nonapHo newMLNO2-no sig LDP-02-no sig.txt

51

51

101

101

151

151

201

201

DVVMTQSPLSLPVTPGEPASISCRSSQSLAKSYGNTYLSWYLQKPGQSPQ

CEErErrr et e e e e e e e e
DVVMTQSPLSLPVTPGEPASISCRSSQSLAKSYGNTYLSWYLQOKPGQSPQ

LLIYGISNRFSGVPDREFSGSGSGTDFTLKISRVEAEDVGVYYCLQGTHQP

Lrrrerrrrrrerrerrrrerr e e e e e
LLIYGISNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCLQGTHQP

YTFGQGTKVEIKRTVAAPSVEFIFPPSDEQLKSGTASVVCLLNNEFYPREAK

LErrrrrrr e rrrr e e e
YTFGQGTKVEIKRADAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK

VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE

LErrerrrrrrrrrerrrrrrrerrr e e
VOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE,

VTHQGLSSPVTKSFNRGEC 219

EEERREERARERERENNY
VTHQGLSSPVTKSFNRGEC 219

dUl. 3

50

50

100
100
150
150
200

200

oLy



nonapHo Hum kappa-const MI:Mur kappa-const.txt

51

51

101

101

rtvaapsvfifppsdeglksgtasvvcllnnfypreakvgwkvdnalgsg 50

T I O -2 O O I
radaaptvsifppssegltsggasvvcflnnfypkdinvkwkidgsergn 50

nsgesvteqgdskdstyslsstltlskadyekhkvyacevthgglsspvtk 100

T B -2 I A I DR O I
gvlnswtdgdskdstysmsstltltkdeyerhnsytceathktstspivk 100

sfnrgec 107
EEE

sfnrnec 107

OUl. 4

OL/S
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Bal Il (1/12226)
Pvu | (11626) Hind Il (266) SnaBl (1670)

EcoR |
(1590)

Xho | BsiW | (2006)
Clal

EcoRV
BsiW |

Xba | (2330)

Amp ORF npom. EF-1a
nuaepHas nocneaosarensHocTb Vk

yenoseyeckuin Ck

Bam H I/Bgl Il

nonvA BGH

Nru |
Hind IIl (2858)

nonuA
& sv4o npom. EF-1a

Neo ORF nuaepHas nocnefoBatensHocTb V

yenoseyeckuit 4§
MyT. IgG1 ¥

npoM. EcoR [ (4182)
SV40 nonvA

BGH

&y Mfe | (4267)
Xba | (4393)

| Blp | (4619)
Bam HI Xba | (5618)

BamHI (7990) BamHI (5892)

Hpa | (6055)
Hind 11l (7508)

pLKTOK38D

PUl. 5



7/10

HERERRR
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MporHos npoduns
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OUrl'. 6B
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BapuabenbHbli y4acTok kanna-
nerkon uenun avtutena GM607'Cl

SEQ ID NO: 14
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Leu His Ser
20 25 30

Asn Gly Tyr Asn Tyr Leu Asp Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Leu Gly Ser Asn Arg Ala Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

[

yr Cys Met Gln Ala

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr
85 90 95

Leu Gln Thr Pro Gln Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

BapuabenbHblil y4acTok Tsxkenoun
uenu antutena 21/28'CL

SEQ ID NO: 15

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 y 30

Ala Met His Trp Val Arg Gln Ala Pro Gly Gln Arg Leu Glu Trp Met
35 40 45

Gly Trp Ile Asn Ala Gly Asn Gly Asn Thr Lys Tyr Ser Gln Lys Phe
50 55 60

Gln Gly Arg Val Thr Ile Thr Arg Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Gly Tyr Tyr Gly Ser Gly Ser Asn Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

eUr.7
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Applicant

MILLENNIUM PHARMACEUTICALS, INC.

This international search report has been prepared by this International Searching Authority and is transmitted to the applicant
according to Article 18. A copy is being transmitted to the International Bureau.

This international search report consists of a total of 5 sheets.

D It is also accompanied by a copy of each prior art document cited in this report.

1. Basis of the report
a. With regard to the language, the international search was carried out on the basis of:

the international application in the language in which it was filed

|:| atranslation of the international application into , which is the language
of a translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b))

b. D This international search report has been established taking into account the rectification of an obvious mistake
authorized by or notified to this Authority under Rule 91 (Rule 43.6bis(a)).

c. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I.
2. |:| Certain claims were found unsearchable (See Box No. II)
3. Unity of invention is lacking (see Box No I11)

4. With regard to the title,
the text is approved as submitted by the applicant
|:| the text has been established by this Authority to read as follows:

5. With regard to the abstract,
the text is approved as submitted by the applicant

|:| the text has been established, according to Rule 38.2, by this Authority as it appears in Box No. IV. The applicant
may, within one month from the date of mailing of this international search report, submit comments to this Authority

6. With regard to the drawings,
a. the figure of the drawings to be published with the abstract is Figure No.
|:| as suggested by the applicant
|:| as selected by this Authority, because the applicant failed to suggest a figure
|:| as selected by this Authority, because this figure better characterizes the invention
b. none of the figures is to be published with the abstract
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Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)
1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed
invention, the international search was carried out on the basis of:
a. (means)
D onh paper
in electronic form
b.  (time)
D in the international application as filed
together with the international application in electronic form
D subsequently to this Authority for the purpose of search
2. D In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the

application as filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1)) (July 2009)
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Box No.ll Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. I:' Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:' Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

-

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. I:' As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-34, 67, 68
Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:' No protest accompanied the payment of additional search fees.
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A. CLASSIFICATION OF SUBJECT MATTER

INV. A61P1/00 A61K39/395
ADD.

CO7K16/28

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

CO7K A61K A61P

Minimum documentation searched (classification system followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

EPO-Internal, BIOSIS, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Y CLELAND J L ET AL:

MONOCLONAL ANTIBODY",

WASHINGTON, US,

pages 310-321, XP001179875,
ISSN: 0022-3549, DOI:

6>3.0.C0;2-R
abstract

1-4; tables 1,2

“A SPECIFIC MOLAR
RATIO OF STABILIZER TO PROTEIN IS REQUIRED 68
FOR STORAGE STABILITY OF A LYOPHILIZED

JOURNAL OF PHARMACEUTICAL SCIENCES,
AMERICAN PHARMACEUTICAL ASSOCIATION,
vol. 90, no. 3, 1 March 2001 (2001-03-01),
10.1002/1520-6017 (200103)90:3<310: : AID-JPS

page 313, column 1, paragraph 1; figures

1-34,67,

_/__

Further documents are listed in the continuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" document defining the general state of the art which is not considered
to be of particular relevance

"E" earlier application or patent but published on or after the international
filing date

"L" document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

"O" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
the priority date claimed

"T" later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

"Y" document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

"&" document member of the same patent family

Date of the actual completion of the international search

26 September 2012

Date of mailing of the international search report

29/10/2012

Name and mailing address of the ISA/

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

Authorized officer

Klee, Barbara
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C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

page 30, paragraph 3

Category™ | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y WO 01/78779 A2 (MILLENNIUM PHARM INC [US]; 1-34,67,
GENENTECH INC [US]; BRETTMAN LEE R [US]; 68
FO) 25 October 2001 (2001-10-25)
claims 1-69

Y US 2007/122404 Al (O'KEEFE THERESA L [US]) 1-34,67,
31 May 2007 (2007-05-31) 68
claims 1-29

Y WO 98/06248 A2 (LEUKOSITE INC [US]) 1-34,67,
19 February 1998 (1998-02-19) 68
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Information on patent family members

International application No

PCT/US2012/036072
Patent document Publication Patent family Publication

cited in search report date member(s) date

WO 0178779 A2 25-10-2001 AU 5162901 A 30-10-2001
CA 2406220 Al 25-10-2001
EP 1278543 A2 29-01-2003
EP 2298348 Al 23-03-2011
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JP 2012184241 A 27-09-2012
MX  PAD2010059 A 19-08-2004
US 2001046496 Al 29-11-2001
US 2005095238 Al 05-05-2005
US 2012034243 Al 09-02-2012
WO 0178779 A2 25-10-2001

US 2007122404 Al 31-05-2007 AU 2006316629 Al 31-05-2007
CA 2629147 Al 31-05-2007
EP 1948691 Al 30-07-2008
JP 2009515552 A 16-04-2009
US 2007122404 Al 31-05-2007
WO 2007061679 Al 31-05-2007

WO 9806248 A2 19-02-1998 AT 321788 T 15-04-2006
AU 730326 B2 01-03-2001
AU 3972897 A 06-03-1998
BR 9711079 A 06-06-2000
CA 2263106 Al 19-02-1998
CN 1227607 A 01-09-1999
DE 69735596 T2 21-12-2006
DK 0918797 T3 31-07-2006
EP 0918797 A2 02-06-1999
EP 1710314 Al 11-10-2006
ES 2262186 T3 16-11-2006
HK 1021822 Al 23-02-2007
IL 128052 A 20-08-2006
JP 4171071 B2 22-10-2008
JP 4578536 B2 10-11-2010
JP 2001507210 A 05-06-2001
JP 2008281562 A 20-11-2008
JP 2010246548 A 04-11-2010
NZ 334226 A 27-10-2000
PT 018797 E 31-08-2006
us 7147851 Bl 12-12-2006
US 2006292140 Al 28-12-2006
US 2009011464 Al 08-01-2009
WO 0806248 A2 19-02-1998
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-34, 67, 68

Stable formulation of the anti-alpha 4 beta 7 antibody

2. claims: 35, 36

Determination of the quality of a Tyophilized product

3. claims: 37-66

Treatment of inflammatory disease with antibodies directed
against alphadbeta’ integrin
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