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3.3.2. MEJULIMHCKHE UMMYHOBHOJIOI MYECKHUE IIPEITAPATDHI

Opraau3zanys Npon3BoACTBA U KOHTPOJIb
KAa9e¢CTBa MOHOKJIOHAJLHLIX AHTHTE/I

MeToan4ieckue peKOMEHAAHH
MP 3.3.2.2359—08

1. O0nacTp npEMeHeHu

l.1. Hacrosimue meroaudeckue pekoMeHAalnu pa3paboTaHsl Ha OCHO-
BaHHHU MEXIAYHApPOIHBIX PEerilaMEeHTHPYIOIUX AOKYMEHTOB 110 KadecTBy ICH
H CPMP, n comepxar eguHble MOAX0oAbn! K OpraHM3alMu HNPOH3BOACTBA U
KOHTPOJIKO Ka4eCcTBa I'€HHO-UHXXCHEPHLIX MOHOKJIOHANBHBIX aHTHTENA, Ipel-
Ha3HaYeHHBIX AJI TEPaNeBTHYECKOIO U AUArHOCTHYECKOTO (in Vivo) KCIIONb-
30BaHHUA Y YeT0BEKA.

1.2. Meroauyeckue peKOMEHAALMY NIpeAHA3HA4YEHbl 1)1 OPraHOB U y4-
PEXIACHUN TOCYHNRPCTBEHHOIO CaHUTAPHO-3TUICMHONIOIHYECKOr0o Haa3opa,
CHELIMATIUCTOB OpraHu3alyil, HE3aBHCHUMO OT MX OPraHM3alMOHHO-IPABOBOM
¢dopMbl, paspabaTbiBarOIi¥X YCIOBHA MPOU3BOJACTBA M NMPOU3BOUALIMX Ipe-
naparb! MOHOKJIOHAJIBHBIX aHTHTEJ, COCTABMIOIUIUX HOPMAaTHBHO-TEXHHYEC-
KYIO JOKYMEHTallMI0 Ha YKa3aHHbBIC IIpenapaThi, a TakKXe A1 OpraHU3allui,
OCYHIECTBIISIOIIMX HHCIIEKTUPOBAHUE VCIIOBHH IPOH3BOJXCTBA H KOHTPOJIb
Ka4y€CTBa MpenapaToB MOHOKJIOHAIBHEIX aHTUTEI.

2. HopMaTdBHBbIC H METOJAHYECKHE CCHLIKH

2.1. 3akoH P®D ot 22 mroHsa 1998 r. Ne 86-P3 «O neKkapCTBEHHEBIX CPEII-
CTBaX).

4
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2.2. Ilpuka3 Munsapasa PO «O COBEpLICHCTBOBAHUH CHCTEMBI JKCNIEp-
TH3bl W MCIBbITAaHUHA MEOHUMHCKHX HMMYHOOHOJIOrHYECKHX TpernapaToBy
Ne 129 ot 15 anpens 1999 r.

2.3. Ilpukaz Munzgpasa PO «llpaBuna n1abopaTOpHOM NpPakTHKHY
Ne 267 ot 19 monsa 2003 r.

2.4. TOCT 24297—87 «BxoaHO¥M KOHTPOJIb MPOAYKLHH.

2.5. TOCT P UCO 14644-1—00 «Yuctbic NOMELICHUA U CBS3aHHBIE C

HUMHY KOHTPOJIUPYEMbIE CpebDY.
2.6. OCT 42-510—98 (GMP) «IlpaBuna opranu3auuy HpOH3BOACTBA U

KOHTPOJIA JIEKAPCTBEHHBIX CPEACTBY.

2.7. CII 3.3.2.561—96 «I'ocymapcTBeHHbI€ HCIBITAHHS M perucrpa-
I{AA HOBBIX MEIHMIIMHCKMX UMMYHOOHOJIOrHYE€CKMX MpPernapaToBy.

2.8.CII 1.2.011—-94 «besonacHocTs pabOTH ¢ MHKPOOPraHM3MaMu
[—II rpynn naTore HHOCTH.

2.9. CII 1.3.2322—08 «be3onmacHocTs paboThl ¢ MHKPOOPraHHU3IMaMH
[II—IV rpynn nmatoreHHOCTH (ONMacHOCTH) M BO3OYyAUTENAMH Mapa3HUTAPHBIX
bone3HENy.

2.10. CII 3.3.2.1288—03 «Hapnexamas npakTHka NpOH3BOACTBa Meé-
TMUMHCKUX UMMYHOOHO/I0THIECKHX MpenapaToBy.

2.11. CIT 3.3.2.1248—03 «YcnoBug TpaHCIOPTHPOBAHUA U XPpaHECHHUSA
MEIMIITHHCKUX HMMYHOOUMOJIOrMUECKHX NpEenapaToBy.

2.12. MY 3.3.2-1886—04 «Banunanus METOA0B KOHTPOJIS XUMUYECKHX
1 QU3HKO-XHMHU4YECKHX Nokaszareneil kauyectBa MUDbII: opranusauus, nops-
HOK NPOBEJACHHUS U MPEACTABIICHUA PE3YILTATOBY.

2.13. MV 3.3.2.056—96 «OmnpeneeHne Knacca YUCTOTHI [IPOU3BOJACT-
BEHHBIX NOMEIMIEHNH ¥ paboOUYX MeCTY.

2.14. MY 44-116 «AcenTayeckoe NMpOU3BOACTBO MEIULIMHCKHX HUMMY-
HOOHOJIOrMYECKHX npenapaTosy», 1997,

2.15. MY 45-116 «OnpeneneHue knacca YUCTOTHI IIPOU3BOIACTBEHHBIX
noMeweHu ¥ padounx Mecr. Ilpudope! U MeToaer, 1997.

2.16. MY 3.3.2.684—98 «Cepruduxaliii MEANUMHCKHX HMMYHOOHO-
JTOTHYECKHUX MNPENapaTos.

2.17. MY-78-113 «IlpurotoBiicHUE, XpaHEHHE U pacnpenesicHue BOIb!
OYHILIEeHHOHN U BOABI U1 HHbeKUHNNH», 1998.

2.18. MV 3.3.2.1081—01 «ITopsanok rocyzapcTBEHHOI'0 Hag3opa 3a
Ka4YeCTBOM MEQUIIMHCKUX UMMYHOOHOJIOrHYECKUX MTPEerapaToBy.

2.19. MYK 4.1/4.2.588—96 «MeToabl KOHTPOJIA MEOAULUHCKMUX UMMYHO-
OHOTOrHYECKUX NpenaparoB, BBOAUMBIX moAsaM», 1996.
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2.20. MYK 4.2.734—99 «Mukpoduonorudeckiif MOHHTOPHHI TTPOH3-
BOJCTBEHHOH CpeapD».

2.21. PJI 42-28-29—87 «TpebGoBaHUA K MOHOK/JIOHAJIbHBIM AHTUTENAM
1A KNWHHYECKHX LeJICH.

2.22. PIN 42-505—00 «ITopanox npoBeaeHHs KOHTPOJA [1apaMETPOB
BO3AYIUHON CpeAbl B «YUCTBHIX» MOMEWICHUIX U METOMbl UX M3MEPCHUM IIPH
IMPOH3BOJICTBE JIEKAPCTBEHHBIX CPEACTRY.

2.23. HudanmseB O. E., HudautseB E. O. «PykoBoACTBO N0 OpraHW3aiiMu
CAMOMHCIIEKIIMH CHCTEM KayecTBa Ha (apMaleBTHYECKOM TIPEANPHITHD,
2000.

2.24. Texamueckuit goxnaa BO3, cepusa Ne 822 («GMP ana 6uonornye-
CKUX MPOIYKTOB», NpUIoXK. 1), 1992.

2.25. Texnmaeckuit moxnaa BO3, cepus Ne 822 («PyxoBOACTBO nO
ofecrnedYeHHIO Ka4YeCcTBa MOHOKJIOHAILHBIX aHTHTEN, HCIIOJIB3YEMBIX I Ye-
JIOBEKa», OpUnox. 3), 1992.

2.26. Texunueckuii noknan BO3, cepus Ne 823 («GMP ans nekaper-
BEHHBIX IIPOAYKTOBY»), 1992,

2.27. «IlpaBuia NpoH3BOACTBA JIEKApCTBEHHBIX cpeacTB GMP EBponeii-
ckoro coobmectsa (GMP EC)». M., 1997.

2.28. «IIpou3BOACTBO M KOHTPOJIb KAYE€CTBA JICKAPCTBEHHBIX MPOAYK-
TOB, HOJIYYEHHBIX C HCMOJIBE30BAHUEM TEXHOJOTHH pekoMOMHaBTHOM JTHK»,
EBponeiickas KoMuccus. JIupexTusa s npeanpuatait — Obman — Jlekapcr-
BCHHbIE cpeacTna, 1994,

2.29. A WHO guide to good manufacturing practice (GMP) require-
ments Part 1: Standart operating procedures and master formulae WHO,
Geneva, 1999.

2.30. A WHO guide to good manufacturing practice (GMP) require-
ments Part 2: Validation WHO, Geneva, 1999,

3. CokpalmeHus, TepMHEHBI H ONpeae/ICHHSA

MMBI1 — MeauiHCKHe HMMYHOOHONOrHYecKkHe TpenapaThl

MY — MeToauueCKHe YKa3aHUA

ML P — nonumepasHad LienHas peakuud

pAHK — pekoMOuHaRTHAaA Je30KCHPHUOOHYKIIEHHOBAs KHCIO0TA

CCII - cBoboaHbIe OT cneMPHIECKHX MATOreHOB

EBYV — Bupyc Jmurteiina-bapp

CDR - ofnacTH, OnpeAeNsioMe KOMIUIEMEHTaPHOCTh CBA3LIBAHHA MO-
JIEKYJIbl UMMYHOT00YIHHA

HAMA - yenoBeueckne aHTUMBIIIHHBIC AHTHTEA
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GMP - Hamnexamas mpou3BOJCTBEHHAN ITPaKTHKa

banku knemox:

a) OcnoBHoit 6ank kiaerok (OBK) — roMoreHHas CyclieH3Us MCXOJ-
HbIX KJIETOK, Ha KOTOpBIX Oaszupyercda IMPOHM3BOACTBO, pacacoBaHHad MOp-
UMAMH B UHAMBUIYAIbHBIE EMKOCTH C LEJIBIO XPaHECHUS, HAIpUMED, B pe3ep-
Byape ¢ XHMAKUM a30ToM. MIcXonHad JTHHUA KIETOK He 00sA3arebHO JOKHA
OBITH II0JIy4YEeHa IIPON3IBOAUTEIIEM.

JUIs REDKEHEPHBIX MPOAYKTOB KIETKM B OCHOBHOM 0OaHke KIETOK yXkKe
TpaHCQOPMHPOBAHbI BEKTOPOM 3KCIIPECCHH, COAEpKAIIUM XejlaeMblil reH. B
HEKOTOPBIX CIIyYasxX CYRIECTBYeT HEOOXOAMMOCTh CO3AaHUA OTAEAbHBIX Oan-
KOB KJIETOK — JJIl BEKTOPa IKCIIPECCHH ¥ KIIETOK XO3AHHA.

0) PaGounit 6ank kiaerok (PBK) npousBoaHTens — roMOreHHas Cyc-
NeH3uA KIETOK, noayuyeHHas w3 OBK Ha onpeaeneHHOM ypoOBHE Haccaxka,
pacdacoBaHHad NOPUMAMH B UHIMBHIYANbHBIC EMKOCTH C LIENBIO XPAaHECHUS,
HAIIPUMED, B pe3epByape C KHIKHM a30TOM.

B 00onx 6aHkax KJIETOK BCE €MKOCTH BO BPEMs XpaHCHMA HAXONATCS B
HACHTHYHBIX YCIOBUAX. EMKOCTD nOCIE B3ATUA M3 MeCTa XPaHEHHA B OOUIHH
0aHK KJIETOK HE BO3BPAHIACTCA.

B) Nocaenpon3soacreennble Kaetkn (IIK) — xieTku, KyJIbTHBHPO-
BaHHble 10 10 wum Oonee yABOGHHH TOMYJIALMH CBBIIIE MAaKCHMAJBLHOIO
YPOBHSA YIOBOCHHS, HCIIONL3YEMOIO MUl PYTHHHOIO IPOH3BOACTBA (IIPOM3-
BOACTBO OAHOKpAaTHOro cOopa NMpoAyKTa), HIH KJIETKH, KYJLTHBUPORAHHLIC B
NEepUOM, KOTOPbIH NPEBLINACT UCHOAB3YEMYIO MPOJODKHTENBHOCTD KYJIbTH-
BUPOBAaHUA HAa OJHY TPETh (MPOU3BOACTBO MHOTOKpPaTHOro cbopa NpoaykKra).

r) llocaenpoussoacreesnblii 6ank knerok (IIBK) — romorensas cyc-
neH3uA kinetTok, noaydensad u3 I1K, pacdacoBaHHas nopuvsaMy B HHAUBUIY-
aJIbHBIE EMKOCTH C HEJBI) XPAaHCHHA.

I'eHHO-MHXeHepHbI¢ MOHOKJIOHANBbHBIE AHTHTEJNA — MOHOKJIOHAJIb-
Hbi€ AHTHTENIA YEJIOBEKA, B KOTOPLIX KPUTHYECKHE AMHHOKHUCIIOTHBIE OCTATKH
3aMEeHEHEBI C MOMONIBIO METOJ0B MOJICKYJIAPHONH TEXHOJIOTHH,.

TI'oToBBIH NPOAYKT — 3TO akTHBHAA CyOCTaHuMA, CBEIEHHAsd C KOMIIO-
HEHTaMH rotoBo QopMbl, pacacoBaHHas, YKYIIOPEHHANA; KaXIasi €MKOCTh
COAEPKHUT NPOAYKT B €r0 OKOHYATEJIbHON NO3HpOBaHHON (popMe. EMKOCTH,
3aII0JIHEHHbIE OJHOM cepueil mpoaykra, 06paboTaHbl ONHOBPEMEHHO, UMEIOT
OAMHAKOBBIA COCTAB ¥ OJAMHAKOBYIO OHMONOrHYECKYI0 aKTHBHOCTb.

Koneunbli nosiygpabpukar akTHBHOH CYyOCTaHUHHM — 3TO KOHSCUYHBIH
NPOAYKT NnocJjie 3aBepiieHHI NMPOH3BOACTBCHHOIO MpoLecca, NOJyYEeHHBIH U3
obbeanHeHHOro c6opa npoaykra. OH COAEPKHUTCA B ONHON Win Honee eMKo-
CTSX M HCIIONB3YETCs Ul MPUIOTOBJICHHSA IOTOBOM JIEKAPCTBEHHON (OPMBL.
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dopMUpOBaHHE ITOM KOHEUHOM CepHM MPOMYKTa JOJIXKHO ObITh YETKO yCTa-
HOBJICHO W TOKYMEHTUPOBAHO MPOU3BOJHTENEM.

Memoo npouszeoocmea:

a) OanokpatHbiil cOop (IPOM3BOACTBO Ha YPOBHE ONpPEAEICHHOIO
raccaxa) — 3TOT METOA KYJbTUBHPOBAHHUA OIPENENACTCA OrpaHHYCHHBIM
KOJIHYECTBOM MNaccaxeil WIKM yABOCHHH IMONMYJIALHH KICTOK, YHCJIO KOTOPBIX
HE MOXeT ObITh NMPEBBIIIEHO BO BpEMA NMPOU3BOJACTBA.

0) MHorokpaTHslii cbop (TPOU3BOACTBO C WCMONL3OBAHUEM IEPEBH-
BAEMbIX KYJBTYP) — KOJHMYECTBO YABOCHHHA NOMYJALAH OIIpeaesiseTcsd Ha OC-
HOBe HMHQOPMalMM, Kacarolleics cTaDUNBHOCTH CHCTEMBI M MOCTOAHCTBA
KpUTEPUEB KauecTBa NMPOAYKTa, NPOU3IBOLUTENDL HOJDKEH YCTAHOBHTh KPHUTE-
PHM OKOHYAHHSA NpoLEcca KyIbTHBHPOBAHHA.

MbIIUHHbIE AHTUTEIA — AHTUTENIA NONYYEHBI OT XHBOTHbLIX, HPHHAI-~
nexamux cemedcTBy Muridae, koTopoe BKIIOUAET B ceOd MBILLIEH U KpBIC.

O0beputenublif c60p — 3T0 roMOreHHbI!t My MHAUBMAYANBHLIX COO-
POB HPOAYKTa, JIM3aTOB WIH aCHMTHBIX KUIAKOCTEH, KOTOPHIC MPOH3BEAECHBI B
TeYEHHUE OJAHOTO MPOU3BOACTBEHHOTO LIHKJIA.

IlapTHep causiHUS — JIMHUA KJIETOK, C KOTOPOH OCYLIECTBJISIOT CJIHA-
HUE KJIETOK, MPOAYLMPYIOIIMX aHTHTENIA, I TOrO, YTOOBl CAENaTh 3TH KJIeT-
KM «0eCCMEpPTHRIMKY.

PDuaepHble KJIETKH — KYJIbTypa KIE€TOK, KYJIbTUBHPYEMBIX COBMECTHO C
JIMHHAEH KIICTOK, NPOAYLMPYIOIMX aHTHUTENA, YTO0b 00ECIIEUnTh ONTUMANIE-
HbIE YCJIOBMA UX POCTA.

4. OO He NOJI0KEHH ST

B 3TOM HDOKyMEHTE paccMaTpuBaiOTCs TpeOOBaHHMA /A MbILIWHBIX, Ye-
JOBEYECKUX U TNeHHO-HHKEHEPHBIX MOHOKIOHANBHBIX AHTHTEN, MpelHa3Ha-
YEHHLIX 11 TEPANEBTHYECKOro (BKJIOUAs NPUMEHEHHE ex vivo) u JHArHO-
CTHUECKOro (in vivo) KCIOJb30BaHHUSA Y YEJIOBEKa.

MOoOHOKJIOHaIbHBIE AHTUTENA, NpeAHA3HAYEHHbIE I OYUCTKH APYTHUX
MEQHIIHHCKUX UMMYHoOHonoruueckux npenapatoB (MUDbII), noimkuel OBITE
OYHMIIEHE! H CBODOAHBI OT KOHTAMUHHUPYIOLUMX are€HTOB, YTO AOCTUTaeTCH
OITHCAHHBIMU HHXKE METOAMH.

MOHOKJIOHaJIbHBIE aHTUTENA, TpeAHA3HAYECHHbIC IS AHarHOCTHYECKHX
LEJIeH In Vitro, He ABJIAIOTCA MPEAMETOM PacCMOTPEHUA JaHHOTO0 JOKYMEHTA.

Llensto BBEAECHHMA B JCHCTBHE HACTOALIMX METOAWYECKHX PEKOMEHJa-
i (nasee — MP) aBnseTcda cucreMatu3auus ¥ YHUHUKaUMs TpeOOBaHUM K
OpraHu3aiiid MpPOU3BOACTBA M HAA30pa 3a KAaYECTBOM Ha MpEANpUATHAX,
OCYINECTBIAIOWIMX pa3pabOTKy U MPOMU3BOACTBO I'€HHO-HHXEHEPHBIX MOHO-
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KIOHAJBHBIX AHTUTEJ, MPEAHa3HAYEeHHBIX IS TePaneBTHYECKOro U JUarHo-
CTHYECKOro (in vivo) UCTIOJIb30BAHHA Y YEJIOBEKA, a TAKKE OCYLIECTBIAIOIMX
pa3paboTKy HOPMaTHBHO-TEXHHYECKOW NOKYMEHTALIMK HA YKa3aHHbIE Ipena-
paThl.

MeronuM4yeckHe pekOMEHAalUMu MNpedyCMATpHBAIOT TpeOOBaHMA K HH-
CHEKTUPOBAHMIO YCJIOBHH MPOM3BOACTBA U KOHTPOJA KadyecTBa MOHOKIIO-
HAIBHBIX aHTHUTENl Ha COOTBETCTBHe MX TpeOopaHuamM GMP H pernameHTy
MpOM3BOJACTBA Ha KOHKpETHBIA Npenapar.

MeroindecKkHe pEeKOMEHAALMH pa3paboTaHb!l IS BCEX OpraHM3aLMiM,
NPOM3BOAAINUX H pa3pabaThIBAIOUIMX HOPMATHBHO-TEXHHYECKYIO NOKYMEH-
TalMIO Ha NpenapaTsl MOHOKIOHANLHBIX aHTUTEI,

S. OcHOBHBIE NOJIOJKEHHS, KOTOPbIe He00X0AHMO
YYATHIBATDL B IIPOH3BOACTBE

OcHoBHbie nojtoxxeuuas GMP u TpeboBaHug K MPOH3BOIACTBY MEIHUIIHH-
CKMX OHOJIOTHYECKHX MPOAYKTOB MPHMEHHMbl W I8 NPOHU3BOACTBA MOHO-

KIOHANBHBIX aHTHTEN. Oco00e BHUMaHKUE J0DKHO OBITHL 0OpalieHo Ha I10JI0-
KCHMS, N3JI0)KCHHBIC HIXKE.

5.1. Ilpouszeoocmeennslii npoyecc

Muorne n3 obmux TpeboBaHuit Kk koHTpomo kadectBa MUDBII, takue
KaKk crneuM(puyecKkas akTHMBHOCTb, TECTHPOBAHHE HA AHOMAJIBHYIO TOKCHY-
HOCTb, OTCYTCTBHE KOHTAMHHAHTOB, CTAa0OWIBHOCTH H OTCYTCTBUE ONpEIe-
JAAEMBIX KOJHUYECTB AHTHMOMOTHKOB, MPHMEHHMMBI TaKXe H K MOHOKJIOHAJIb-
HbIM aHTHTenaM. HexxenaTenbHO HCNOJIb30BaHHE PEareHTOB, KOTOPhIE MOTYT
CIIPOBOLMPOBATh Y OTHAEJBHEIX JIMLl Pa3BHTHE a/IEPrUUECKHX pEaKUMii, Ta-
KHAX KaK NEHHUW/UIMH WK Apyrue Oeta-naktaMHble aHTHOHOTUKH.

5.2. buonozuueckue mamepuaibl, UcCnoOb3yemMsle 8 HPOU3IB0OCMmee

JIxoOble peareHTsl OHONOrHUECKOro NMPOUCXOXAeHUA (Takue kak Oapa-
HbHY 3PUTPOLIMTHI, CBIBOPOTKA IMOPHOHOB TENAT, OBIYHI CHIBOPOTOYHBINA aJib-
OyMHH, 4Y€JIOBEYECKUI TpaHCHEPPHUH, HHCYIHH, TPHICHH), HCMONb3YEMbIE
IpU KYJBTHBHPOBAHHH JIMHHUH KJIETOK, NPOAYUHPYIOIIUMX MOHOKJIOHaJIbLHBIE
aHTHUTENA, WWIK BO BpEMS PYTHHHOIO [POU3BOJACTBA, AOJDKHBI ObITH CBOOOA-
Hbl OT MUKPOOHOJIOTMYECKHUX 3arpA3HECHHUH, TAKMX KaK MUKOILIa3MBbl, IpHObI U
Oaktepun. Ocoboe BHUMaHME HEOOXOOUMO YICJIATH BO3MOXKHOI BHPYCHOH
KOHTAMHHAUWH, HECOOXOOUMO BBIMOJHATL COOTBETCTBYIOLIME KOHTPOJBbHBIE
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TECThI MO ONpEEICHUIO BAPYCOB (HaNpUMEP, TPHIICHH NOJDKEH TECTHPOBATh-
CA Ha [1apBOBUPYC CBHHEH).

Heo6xoauM KOHTPOJB CBIBOPOTKH KPYHHOIO pPOraToro CKoTa, OHa He
JOJDKHA COASpXaTh MOTEHIHAIBHO ONAaCHbIC BAPYCHI (KaK MHHHUMYM, BUPYC
Oblubeit AMapen, HHQEeKLHOHHOr0 ObIMBEr0 PHHOTPAXEHUTa M Maparpunna 3).
Kpome Toro, 6bIdps CHIBOPOTKA M APYrue OHOJOrHdecKHe NMpOMYKThi, ITOJTY-
yeHHLIE OT KPYIIHOT'O POTaTroro CKoTa, JO/KHBI COOTBETCTBOBATh TPEOOBAHN-
5IM, MCKJIIOYAIOIYM PHUCK NEpeaavys areHTOB, BHI3BIBAIOIHUX Iry04aryio SHIE-
anonarHo.

6. UCTOYHHK KJIETOK

ITp¥ HCHIONB30BAHKMM TKAHEH MBIIIEH U CaMHUX XXHMBOTHBIX, B KAYECTBE
HUCXOOHOr0 MaTepuasia, HeoOX0AUMO J10Ka3aTh, YTO OHH CBOOOIHEI OT BHpPY-
COB, YKa3aHHbIX B Npunox. 1(a), tabi. 2.

MOHOKIOHaNIEHEIE aHTUTENA, IOJTYYEHHbE H3 KJICTOK 4€/IoBEKa, TpeOy-
10T 0c000r0 BHMMaHUA B IU1aHe O€30HacHOCTH. YenoBedeckHe MOHOKIIO-
HaJIbHbIE aHTHTE/Ia YHUKAIBHBI B TOM, 4TO HX YACTO MOJYYAIOT M3 KJIETOK
qeNioBeKa, TpaHC(hOPMHUPOBAHHBIX BUpycoM JmnureiHa-bapp (EBV), T. €. -
HAH KJIETOK, KOTOpas MOTCHOUAJIBHO OHKOreHHa. Hanmudue KOHTaMUHAlLUu
3TUMH BUPYCaMH B JaHHOM CJIy4ae ABIACTCS MPUYMHOH HACTOPOKEHHOCTH,
[TOCKOJILKY OHM CrIOCOOHBI HH(HIUPOBAThL YeNioBeKa. KIeTKH 4enoBedeckoro
NMPOUCXOXKACHUA AOJKHBI OBITH CBOOOJHBI OT BHPYCOB, YKa3aHHBIX B IpH-
a0x. 1 (a), rabs. 3.

6.1. Xapaxmepucmuka Hecneyuhuueckux Kiemok
6.1.1. ®uaepHbIe KJIETKH

[10 BO3MOXHOCTH HEOOXOAUMO ONpPEnCIIMTh HCTOYHUK QHUOEPHBLIX Kie-
ToK. PUACPHbIE KJIETKH NOMKHBI OBITH MONYUYeHBI OT ¢BOOOJHBLIX OT CNEUH-
puueckux maroreHoB (SPF) xkuBoTHbIX. HeoOxomuMo noka3aTh, 4TO IIOCEB-
HOM DaHK KIETOK cBOOOAEH OT MHKPOOHOJIOIMYECKOro 3arpa3HCHHUs, TAKOTO
KaK MHKOIUIa3Mbl, 6akTepuu H rpudel. Ocoboe BHMMaHNUE [ODKHO OBITH yie-
JIEHO BO3MOXXHOH 3K30reHHON BUPYCHOH KOHTaAMHHALIUM KJIETOK.

6.1.2. I1apTHep(bl) CJINAHUA

HUcnonb3yemeie MapTHEPL! CIHUAHUA (MHEIIOMHDBIE KIIETKH, JIHHHUA JIUM-
¢pobnacronaubiX B-kieTok 4esioBeka ¥ Jp.) TpeOyioT moApoOHOro OnMcaHus
1 JOKYMEHTHpOBaHHA. HeoOXOAMMO TNpeACTaBHTh HCTOYHHK, Ha3BaHHUE W
XapaKTePHUCTHKY POAMUTEIBCKON JIMHUM KneTok., Clenyer noxasarb, 4YTO JiH-
HUS KJIETOK ABJISIETCS YHCTOH KYJbTYpOMH, HE KOHTAMAHHUPOBAHHOHN KJIETKaMu
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Apyrux TANOB. ECiu BO3IMOXKHO, B KAYECTBE ApTHEPA CIHAHUA JOMKHA OBITH
BEIOpaHa Takas JHHHA KIETOK, KOTOpAas HE CHHTE3HUPYET HHKAKMX HMMYHO-
rnoOynuHOBBIX Lened. KpHOKOHCEpBHpPOBaHHBIE 00paslbl JMHHH KJIETOK,
HCITONIL3YEMON B KauyecTBe MapTHEpa CIUSAHHUA, HEOOXOAMMO COXPaHATh Ha
ciyuail HeoOXOIUMOCTH PETPOCTIEKTHBHBIX UCCIEOBaHHIA.

6.1.3. KiieTku X03HMHA JJifl JKCNIPEeCCHH PEKOMOHMHAHTHBIX
MOHOKJ/IOHA/ILHLIX aHTHTEJI

HeobGxoauMo AaTek OmMuUcaHHe HCXOAHOrO HMITAMMA WIH JIMHHH KJETOK
X031HHA, BKIIXOYAsA UCTOPHIO LITaMMa WM JIHHHUM KJIETOK, HX HACHTH(HKALHU-
OHHbIE€ XApPaKTEPUCTHKH U NOTEHIHMAIbHbIC BHPYCHbIE KOHTaMUHAHTBI, OCo-
00oe¢ BHUMaHHE clenyeT YACHUTb BO3MOXKHOCTH CIYYAaHHOTO IEpEKPECTHOrO
3arpA3HEHHUA KIEeTKaMH OPYruxX JHHHH HWIM BUPYCaMH, HE DHIOTCHHBIMH Iif
JAHHOHN IUHHUH KNETOK.

HUcnoas3yemas IMHUS KJIETOK HEe HOJKHA CHHTE3MPOBATH HUKAKHX 3H-
JNOTCHHBIX UMMYHOITTOOYJIHHOBBIX LENEl Kak 40, TaK U MOCNie TPaHCHEKIMH.

KpuokoHcepBHpOBaHHbIe 00pa3Libl THHUH KJIETOK XO39HHA HEOOX0ANMO
COXPaHATb Ha Ciydai HEOOXOAMMOCTH PETPOCIIEKTHBHBIX UCCNIENOBaHHH.

6.2. Iloayuenue u xapaxmepucmuka cneyupuyeckux pooumenbCcKux
K1emoK (MOROKIOHANRbHbBIE AHMUMENA MbIWIN U Ye106EKa)

HeoOxomuMo nmpeACTaBUTh AOKYMEHTBI H2a HCTOYHHK UMMYHHBIX POJIH-
TEIbCKHX KJIETOK. B Cilydyae HCNONB30BAHUSA OIPECACICHHOIO AHTHICHA, HE-
o0XoauMo TpeacTaBUTh MHPOPMALMIO O €r0 UCTOYHHMKE, YCAOBUAX NPHUIO-
TOBJICHUSA ¥ NpOLIEAYPE UIMMYHH3aLHH.

Ecnu MMMYHHBIE POIUTEIBCKHE KICTKH ITOJTYYEHbI OT AOHOPA YEJI0BEKA,
HeOOXOAMMO MpeACTaBHTh HH(OPMAUHMIO, KacaloLIyHoCsd 3J0pOBbA ROHOpA
(BCe KIHHHYECKHE HNAHHBIE O AOHOPE, OCOOEHHO HAHHBIC O BO3MOXHBIX BH-
PYCHBIX HH}peKUHAX). ONHUCaHHe COCTOSHHA 3J0pOBbS JOHOPA A0MKHO OXBa-
TBIBATb MEPHOJ B HECKONBKO MECALIEB 10 M MOC/IE MOJYYEHUA KIETOK, YTOOHI
yIOCTOBEPUTLCA, UTO BHPYCHI, NIEpPEAIOLIHEC Yepe3 KpoBb, Takue xak BHY
(HIV 1,2), renatut B (HBV) u renatutr C (HCV), He HaxoouIuch B NEpHojic
HHKyOauuu. ECu 3TH yCnoBUs HE MOT'YT ObITb MOJHOCTBIO BBITIOJHEHBI, HE-
00X0IMMO AaTh IS 3TOro o6ocHoBaHHe. Takxe NOJKHO ObITH MOKA3aHoO, YTO
cucteMa 0aHKOB KJIETOK He COAECpKHAT MOHOOHBIX BHpYCOB (Takux kak HIV
1,2; HBV; HCV).

JU1a npou3BOACTBA MOHOKJIOHANLHBIX AHTHTEJ, HMEIOMHUX 0coOyIo Te-
PareBTHYECKYIO 3HAYMMOCTb, MOXXET BOSHUKHYTh HEOOXOAMMOCTEL HMCNOJIb30-
BaTh KJIETKH, NOTEHUHAILHO KOHTAMHHHPOBAaHHbLIE BUPYCOM. B TakoM ciTydae
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Heob6XOoAMMO PacCMOTPETh BO3MOXKHOCTb ONpEAEICHHA BHpyca B OaHKE Kile-
TOK ¥ BBECTH AOTIOJIHUTENHLHO ONMH HAH HECKOJBLKO 3TaroB, odecneqyuBalo-
IIMX MHAKTHBAUMIO 3TOTO BHpYyca B nmpouecce MnoaydeHns MOHOKIOHAIbHBIX
aHTUTEN.

7. JInHAA KJIETOK, NPOAYLHPYIOIIAs
MOHOKJIOHAJIbHbIEC RHTHTEJIa

7.1. ITonyuenue nunuu K1emokx

JomxHO OBITH NPUBEACHO MOJHOE ONYCAHHUE NMOY9EeHH JTMHHUHA KIIETOK,
CEKPETMPYIOIIEH MOHOKIOHAIBHEIC AHTHTENA, BKIOYAafd HETANH CIWAHUA
KJIETOK, TpaHCOpMaLMK BUPycOM JOmiuteiHa-bapp ¥ nmpoueayphl KIOHUPO-
BaHMA, B ciiy4yae HeoOxoaumocTH. JlomkHa ObITh MpeIoCTaBlICHa JOCTaTOYHAA
wHpOpMaLus U1 OLeHKH 3¢ (PEKTHBHOCTH IPOLEAYPHl KIIOHHPOBaHHA.

Heobxonumo aaTh onMCaHHME PEareHTOB, UCIONB3YEMBIX INMPH CIMUAHUH
KJIETOK M IpOLIeAYpe CENEeKIMH, TAKUX Kak nonustwierrukons (I150).

7.2. XapaxkmepucmuKa JURUU K1emoK

Heobxomimo aath NoApOOHY10 XapaKTEPHCTUKY JIMHUHM KJIETOK, IPOXy-
LHUpYIOleli MOHOKIOHAJIbHBIE aHTUTeNna. OHa AOJDKHA BKIIOYATh YKa3aHHE Ha
ceUPHUIHOCTD, KIACC M, MPH HEOOXOAMMOCTH, MOIKIACC CEKPETHPYEMOIO
UMMYHOII00y/IMHA, Hapady ¢ APYTHMH OTIHMYMTEIbHBIMH NPU3HAKAMH, Ta-
KUMH KaK H303H3MMHbIe/HMMYyHOXMMIYECKHE Mapkepsl. HeobxoauMo ycTta-
HOBUTb CMOCOOHOCTD KJIETOK — MapTHEPOB CIMAHHA — NPOAYLIHPOBATH HMMY-
HornoOyauHoBbie Hemu. CeKpeluus aHTHTes AOJKHA ObITh CTabWiIbHOM 1o
OTHOMIEHHIO K OOOMM THINAM aHTHUTeN (NEepPeKJIOYEHHE Kilacca) M YPOBHIO
IKCNOPECCHH A0 ¥ NOCHE YABOCHHA NONYJSALUHU IIPH PYTHHHOH NPOLYKLHH.
HeoOxonpMB1 Mephl IPEAOCTOPOXKHOCTH 1A MPEAYNPEXKACHUA TEPEKPECTHO-
ro 3arps3HEHHUS APYTIHMHU KIIETKAMH.

8. JInaAs KJIETOK, NPOAYUHAPYIOHIAA peKOMOHBRABTHDLIE
MOHOKJ/IOHAJ/IbHbIE AHTHTE/IA

8.1. Knonupoeanue u xapaxmepucmuxa [HK,
Kooupyouieil Hecneyuuueckue yvacmiki peKoOMOURAHMHbIX
MOHOK/IOHATbHBIX aHMumMen

Kak ans XMMEpHBIX, TaK ¥ U1 T'YMaHH3HPOBAHHBEIX MOHOK/IOHAJIBHBIX
aHTHTEN HeOOXOOUMO OMHCATh MCTOYHUK, CrIOCO0 BBIACJIEHHA M CTPATErHIO
KIIOHMPOBAaHHA I'E€HOB TAXKeNbIX W Jierkux uenei. Heobxomuma Takke cne-

ayroinas uHpOopMaLHi:
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® NOC/ICAOBATEILHOCTh BCTPOEHHBIX YYaCTKOB, HCIIOJNIB3YEMBIX IJIA 3a-
MCHBI B I'YMaHH3WPOBAHHbIX MOHOKIOHAIBHBIX AaHTUTENaX A YIy4dilleHHA
CDR - xondpopmanmu (rae MpUMEHUMO);

e 000CHOBaHKE BHIOOpA M30THNIA UMMYHOIIOOYJIHHA;

® XapaKTEPHUCTHKAa EHOB KOHCTAHTHBIX AOMEHOB HMMMYHOTIOOY/IMHA
yeJIoBeKa (Hampumep, IyTeM KapTHPOBAHHA C IOMOILIBIO PECTPHKTA3).

8.2. Cenekyun, knonuposanue u xapakmepucmuxa /[{HK, xooupyrouiei
cneyuu4ecKkue yyacmKu peKoMOUHAHMHBIX MOHOKIOHAIbHBIX GHMUMEN

Heobxoaumo yxa3aTh MCTOYHHMK JIMHHH KJAETOK THOPHIOMBI M JaTh Xa-
PaKTEPUCTUKY MOHOKJIOHANIBHBIX AHTHTEN IPHI3YHOB.

HeoOxonuMo marb onucaHue KIOHUPOBAHHAA FeHOB BapHale/bHbIX y4a-
CTKOB TSDKEJIBIX M JIETKHX Lene# HMMYHOTOOYIMHA IPLI3YHOB U3 F'HOpHAOM-
HOH JIMHHM KJIETOK M JaTh XapaKTEPUCTHUKY KOAUPYIOIMX PErHOHOB KIIOHM-
pPOBaHHBIX T'€HOB.

JUi4  IryMaHM3HpOBaHHBIX MOHOKJIOHAJIbLHBIX AHTHTEN HEOOXOOMMO
NpeICTaBHTh ONHCaHHE CHOCO00B HACHTU(PHKAIMH, METOXOB BLIACIICHU,
KOTOPBIE MOTYT ObITh BBHINOJIHEHE! TUOO MyTEM KJIOHUPOBaHHA, THOO CHHTE3a,
a Taoke oxapakrepu3oBath reHsl CDR 11 obemx TaxenwiX M Jerkux uenef

HMMYHOTJIOOYJIMHOB IphI3YHOB.

8.3. Koncmpyxyun zena, kooupyouiezo pekomounanmnoe
MOHOKNOHAIbHOE AHMUMENO

HeobOxoaumMo paTh onuMcaHue CTpaTerdu INpHCOeaHHEHHs BapHabelbHO-~
ro (pparMeHTa UIMMYHOIJIO0YJIMHA IPhI3YHA K KOHCTAHTHOMY PEerHOHY HMMY-
HOrfIoOy/IMHAa 4enoBeka JHMbO, B cClydyae [yMaHM3HPOBAHHBLIX aAHTHTEI,
sctpauBaHud CDR renoB (o0nacteii, onpeaeyqolinX KOMIUIEMEHTapHOCTD)
rpbi3yHa B COOTBETCTBYIOLIME MOCJICAOBATENBHOCTH MMMYHOINIOOYIHHA Ye-
JIOBEKa.

B 1oKyMeHTalMy NOKHBI ObITh ClIEAYIOIIHE CBEACHHA .

¢ UHPOPMAILMA O JIMHUH KIIETOK H BEKTOpaX, HCIOJIb3YeMbIX B MPOAY-
[IMPOBAHUH MOHOKJIOHAJIbHBIX AHTHTEJ, @ TaKKe OIMCaHHE BEKTOPOB JKC-
MpecCHH, HCHOJNb3yeMbIX LA TpaHCpekuud reHos pJIHK anTuren B JIMHHIO
KJIETOK MJICKONMHUTAIOIIKUX, HCMNOJAB3YEMbIX B Ka4eCTBE KIETOK XO3iHHa,
BKJIIOYAA UX HCTOUYHHUK, CTPYKTYPY M BHIOpaHHbIE MApKEPhI;

¢ HYK/JICOTHIHBIE NOCJIEAOBATEIBHOCTH MHTEPECYIOMHUX I'eHOB H (uIaH-
KHPYIOUUX PEryJaaTOpHBIX ofacTell BEKTOPOB 3KCHPECCHM KakK I TsKe-
JBbIX, TAK U JUIA Jlerkux ueneil. JieranbHas Kapra I0CiiefoBaTeNbLHOCTEH, HA
KOTOpPOH TNOKa3aHbl 00/1aCTH, CEKBEHUPOBAHHbBIC B IPOIIECCE KOHCTPYHUPOBa-
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HHMS, 4 TaKXe 00JIaCTH, MOCACA0BAaTEIBHOCTH KOTOPLIX YKa3aHbl Ha OCHOBa-
HUM JAHHBIX JUTEpaTyphl. I1oCneqOBaTENILHOCTH MECT COEAHHEHHA, CO3JaH-
HbI¢ 32 CYET JIMTUPOBAaHHA B IPOLECCE KOHCTPYHPOBAHMA, HNOJDKHBI ObITh
OATBEPXACHB CEKBEHUPOBAHUEM;

® yeTKas MICHTHQHUKALMA BCEX H3BECTHBIX JKCIPECCUPYIOMMX 10CHe-
IOBaTeJIbHOCTEH;

® UHAMKALUA MIOOLIX JOMONKUTENBHBIX MOIN(pUKALIMIA.

8.4. Ilony4uenue AUHUU K1eMOK, IKCRPECCUPYIO4el PEKOMOUHAHMHble
MOHOKIOHAIbHbIE aHmMmumena

B pononHeHue Kk JOKYMEHTALMM, Kacaiouelics HCXOAHOrO INTaMMa WIH
JMHHH KNEeTOK XO3AHHAa, HEOOXOAMMO HpeACTaBUTh CIEAYIOMYI HHpOpMa-
HHIO:

® METOABI, KUCNONB3YEMBIE JUIA BBCACHHUSA BEKTOPa B KIETKY XO3AHHA,
oTOOp M KJIOHHPOBaHHE TPAHCHOPMAHTOB;

® COCTOSIHNE BEKTOpPA BHYTPH KJIETKH XO38HHa,

® MaTepHalbl JETAILHONO MCCHEAOBAHHA, ¢ HCMONbL30BAHHMEM PpPa3idy-
HBIX PECTPHKTa3 U MeToAa cay3epH-0j0T (Southern blot analysis), mnda mpen-
CTaB/IcHMA yOeOUTENbHBIX JAHHBIX O BK/IIOUYEHHH BEKTOpa B KJIETKY X035HHA —
MHGopMalHsa 00 SKCNPeCCHOHHON cHCTEeMe MOXET OHThL INMOoNydeHa U ¢ Io-
MOIBIO MeToAa Hop3epH-010T (Northern blot analysis);

® JeTA/IbHOE ONHCAHHE CTPATErHy, NPH NOMOINM KOTOPOM IKCIpEeCcCHsA
COOTBETCTBYIOIIEr0 N'€HAa HAYMHACTCH U KOHTPONUPYETCA (B MPOLECCE MPOMU3-
BOJICTBA).

8.5. 'enemuueckan cmabuivHOCMb

CtabWILbHOCTE reHeTHYECKUX U (EeHOTUNMHYECKHX XApaKTEPUCTHK CHC-
TEMbI X035MH/BEKTOP JOJDKHA HCCNEAOBATHCA A0 H NOCIIE COOTBETCTBYIOUIETO
YPOBHSA KOJHYIECTBA YABOCHHH MONYJIAUMH WIH KOJHYCCTBA MNacCaXxeH Kie-
TOK, OKMIAEMbIX IIPU MNOJHOMACIITAOHOM MPOU3BOACTBE. Takue HCCIEnOBa-
HUA CTAOWIBHOCTH JOJDKHBI 00ECNICYHTH CIERYIOUIYIO ACTANbHYIO HH(pOopMa-
HHKO.

® KOMMUKHOCTB M€Ha C TOYKH 3PEHHUA NMPOXYKTHBHOCTH KYJNbTYDBI;

® XapaKTepUCTHKA MOHOKJIOHAJNBHLIX AHTHUTEN, IUIA ITOrO MOXET ObITh
HCIIOJIb30BAH aHaln3 Ha ypoBHe Oenka w/wiu Ha ypoBHe JIHK (xakoii 6bi

METOA HHM MCIOJIB30BAJICA, OH AOJDKEH ObITh BAIMAMPOBAH M YKa3aHbI INpefc-
JibI O6HapYXKeHHA);

® YPOBEHb H MMOCTOAHCTBO IKCIPECCHH KaK TKEIIBIX, TaK H JIErKHX LETei.
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9. CucreMa 0AHKOB KJIETOK

9.1. Co3zoanue cucmemsi 6ankos kiemok (OBK u PBbK)

Heobxoanmo, 4To0B1 MpoH3BOACTBO 0a3HpoBaIOCh HA XOPOIO OPraHM-
30BaHHON cucteMe GaHkoB KieroK. OObldHO OHa BKMo4aeT OCHOBHOM 6aHK
kierok (ObK) u Pabouuit 6ank knerok (PBK) mpousBoaurens. Bo Bpems
co3aHus OaHka KJIETOK He CliedyeT OJHOBPEMEHHO paboTaTh C APYrHMH JIH-
HUAMH KIIETOK, B TeX K€ JJa0OpaTOpHLIX NOMEIeHHAX HWIH OPH Y4acTHH Of-
HOrO ¥ TOro e nepconana. McrouHuk, popma, XxpaHeHue, HCMOIb30BaHHE H
CBEICHMA, KacalIMecsd JXU3HECNMOCOOHOCTH KJIETOK B TEUYCHHE Npeanoja-
raeMoro nepHoja MCMoJb30BaHUA, AOJDKHbI OBITh MOAPOOHO OmHCAHBI IS
Bcex OaHkoB knerok. Hoeeie paboune OaHKM xneTok AOJKHBI OBITH MOJIHO-
CTBIO OXapaKTePU3OBaHbI.

Ob6pa3simt paboyero 6aHka KJIETOK HEOOXOMUMO XpaHUTh, K&K MHHHMYM,
IO MCTEYEHHUA CPOKa FOJHOCTH NIOCIEAHEH BBy IIEHHOH apTHH MPORYKTa.

9.2. Konmponbs eupycrnou u MuUKpobnoii Kohmamurauuu

Knetku pasnumansix yposHeH, Bkimovaromine OBK, PBK u I1BK (ITocne-
MPOU3BOJCTBEHHbIN OaHK KIETOK; CM. pasjen 3), HeoOX0MHUMO HCCIIeHoBaTh
Ha HaJW4Me MOCTOPOHHUX areHTOB (BHPYCHBIX, 6aKTepHANBHBIX, IPHOKOBBIX
WIH MHKOIUIa3MeHHbIX). Ocoboe BHUMaHHE clienyeT oOpammaTth Ha BHDPYCHI,
KOTOPBIE€ 4aCTO KOHTAMUHHPYIOT T€ BHABI XXHBOTHBIX, OT KOTOPBIX MOTy4€Ha
nuHUA KJIETOK. C noMOIBI0 COOTBETCTBYIOIIMX TECTOB CJIEAYeT AOKa3aTh
OTCYTCTBHE BUPYCHON KOHTAMHHALIMH, KaK OTIMCAHO B MpWIOXK. 1.

Crnexyer y4uTsiBaTh, YTO OMpPEAEICHHbIE IMHMK KIETOK COOEpXKAT JH-
TOT€HHbIE BUPYChI, HAPUMED, PETPOBHPYCHI, KOTOPhIE HE TaK JErko yna-
nM¥Th. boJjiee TOro, NOTEHUHANILHOE BUPYCHOE 3arpA3HEHHE MOXET IPHBECTH K
GOpMHPOBAHMIO MOJIHBIX BHPYCHBIX M€HOMOB WIM CYOreHOMHBIX ¢parMeH-
TOB, MPUBOASAIIMX K IKCHPECCUH HHPEKLMOHHBIX BHPYCHBIX YACTHII.

HeoOxoauMo y4HTHIBATE BO3MOXHOCTb MYTAallMH 3HAOTEHHBIX BHPYCOB
BO BpPEMs MPOAOKHTENBLHOTO KyJIbTHBHPOBAHUA, [IpMCYyTCTBHE HYKICOTHUI-
HBbIX MMOCIE€A0BATCIBHOCTEH BUPYCHBIX MCHOMOB HE MCK/IIOYAET BO3MOXKHOCTH
HCITOJIE30BAHMSA KIETOK, HO JI00as BBIABJIEHHAA 3K30reHHas BHPYCHas HYK-
JIEUHOBAs KHUCN0Ta JOJDKHA OBITL MaeHTUULMpoBaHa. EciM g co3naHus
JIMHUN KJIETOK, CEKpETHPYIOIEH aHTHTE A, HCHO/b30BAHA reTEPOruOprUaAOMa,
0aHK KJIETOK CIeAYeT KOHTPOJUPOBATH HA NPUCYTCTBHE MBIIIUHBIX H 4eJIO-
BEUYECKHX BUPYCOB.

JIMHHA KIeTOK, KOTOpas NpOoAyLHUPYeT KakHe-MH00 HH(EKLUMOHHEIE BU-
pychl, cIOCOOHbIe MHGULUMPOBATHL KIETKH YEJIOBEKA, MOXKET ObITh MCIIONB30-
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BaHA TOJbKO MMPU HAJIMYHH HCKTIOYHTENBHBIX 00CTOATENRLCTB. BCe NPOAYKTHI,
[OJIy4aeMble MPU UCMONH30BAHUH TAKUX JIUHUMN KIETOK, AODKHBI pACCMATPH-
BaThCs UHAMBUAYAIBHO B KAXJIOM KOHKPETHOM ciydae. ECIIH NTHHUA KIETOK
CEKPETHPYET HHPEKLIMOHHBIE BUPYChI, JOJKHBI OBITh NIPEATIPUHATH COOTBET-
CTBYIOLIHE MEPb! MPEAOCTOPOKHOCTH, YTOOH 3AIIUTHTD OT 3apaXKECHHA Mep-
COHaJI, YYaCTBYIOIIHH B ITPOH3BOJCTBE.

Ocofyr0 HACTOPOXEHHOCTb BBI3bIBACT HCIIONb30BAHME B IPOM3BOJCTBE
MOHOKJIOHQJIbHBIX AHTUTE) YEJIOBEKA JIMHUM KJIETOK, TPaHCHOPMUPOBAHHLIX
MyTeM NpeJHaMEPEHHOro BBeAcHMs Bupyca JmuredHa-bapp (EBV). EBV-
TpadcHopMHUpOBaHHbIE B-KJIeTKH YenoBeka B LIEJIOM HE CEKPETHPYIOT BUPYC-
Hbl€ YaCTHLBI, OAHAKO 3TH KIETKH COAEPXKAT KOMILIEKC KOTHH BHPYCHOIO
reHoMa M HYKJICOTHIHbIE MOCneaoBaTeNbHOCTH EBV, koTOphle MOTyT OBITH
onpenesneHsl ¢ noMompio TP win myreM COBMECTHOIO KyJIbTHBHPOBAHHA C
COOTBETCTBYIOLLCH HHAWKATOPHOH JINHHEN KIETOK.

9.3. XapakmepucmuKka

KpuTHdeCKrM pasfe/ioM KOHTPOJIA Ka4eCTBa ABIACTCA NOJHAA XapaKTe-
pucTHKa KieToK. [IoJMMHHOCTE KJIETOK YCTaHABIMBACTCA IYTEM OLCHKH OT-
JTUIUTEIBHRIX MApPKEpOB KIETOK, TAaKMX KaK crnelmprdeckide H303H3WMBI,
HMMYHOJIOTHYECKHUE, @ TaKXKe (PCHOTHIMIECCKHE XapaKTEPUCTHKH.

Ecnu npouenypa EBV-tpancgopMalidd UCHIONB3YETCA HCKIFOYHTEIBHO
C LEJBIO FeHEPalMK JIMHHY KNETOK Ui TIPOU3BOJCTBA MOHOKJIOHAJIbHBIX aH-
TUTEN YEJIOBEKA, MOTYT BO3HHKHYTh CJIOXKHOCTH BO BPEMSA HNPOLEAYPHI KIIO-
HHUpOBaHUA. B 3TOM clyyae HEOOXOAUMO MPEIACTABUTHL YOeaAHTenbHbIC JOKa-
3aTebCTBA TOr0, YTO JJHHHUSA KJIETOK MOHOKJIOHAJIbHA.

9.4. Cexpeyun 4yumoKuHos

Cnexyer y4uTbiBaTh, 4TO JUMGOUUTE WHAN QUAEPHBIE KIETKH MOFYT
CEKpEeTUPOBaTh OHOJIOIMYECKH AKTHBHBIE MEQUATOPBI, KOTOPbIE MMEIOT Pa3-
AW4YHbIE QYHKUHMH 4 MOTYT ObITh NPUYHHOM NOOOUHBIX 2 dexTOB MpH BBEIE-
HHH 4eJIOBEKY. B npouecce npou3BOACTBA BO3MOXKHO YAAJIECHHUE dHAOTEHHBIX
MEIHAaTOPOB, TAKHX KaK UHTepPEePOHBI H APYTHE LIMTOKHHDI.

9.5. Cozoanue Ilocnenpouszeo0cmeerozo 6aHKA K1emMokK

C uensl0 Bandaaldy npouecca Ao/KeH ObiTh co3gan Ilocaenpousson-
cTBeHHbld OaHk knetok (I1BK). [1py ucnons3oBaHuu B 1POH3BOACTBE OJHO-
KpaTHOro cbopa, A4 co3nanuia 6aHka gODKHH OBITH HCMONL30BAHBl KJIETKH
Ha ypoBHe 10 wiu Gonee yaBoeHH} MOMYAALMH CBEPX MAKCHMAILHOIO ypOB-
HA Y/IBOCHHMs1, MCHIONB3YEMOro i PYTHHHOIO NPOH3BOJACTBA. [IpH HCMoNb30-
BaHUH B MMPOU3BOACTBE MHOI'OKpAaTHBIX cOOpOB BpeMs cOopa KJIETOK [UII CO3-
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naHud 6aHka AOJKHO HAa OJHY TPETh NPEBBINATH OOLIYIO MPOXOIKHTEb-
HOCTh NEPUOLA KYJIbTHBHPOBAHHUA.

10. XapakTepHCTHKA MOHOKJIOHAJILHEBIX ARTHTE

MoOHOKIIOHa/IbHBIE AHTUTENA AOJDKHBI OBITh TINATENHLHO OXapaKTEPH30-
BaHbl. XapakTepHCTHKA JO/DKHA BKIIOYAaTE OIEHKY Kak Ouoxumuye-
CKUX/(QHU3HKO-XMMHYECKMX, TaKk H OHOJOrMYeCKHX/MMMYHONIOTHYECKHX
CBOMCTB aHTHTEN. KpoMe TOro, HeoOXOIuMO olieHMBaTh CrnelHpHIHOCTL H
NEepeKpPECTHYIO PEaKTUBHOCTh MOHOKIIOHAJILHBIX aHTHUTEL.

10.1. buoxumuyueckan/puzuKko-xumMu4ecKkan xapaxmepucmiKa

buoxnMmgeckue/pU3HKO-XUMHIECKHE CBOHMCTBA aHTHTEN JOKHBI ObITh
onHucaHsl noapodbHo. Heobxonumo, kak MHHHEMYM, ONpEAEIHTh CICRYIOLIHE
napaMeTpsl; KJacc, noakiacc (B ciy4ae HEOOXOAMMOCTH) H CTPOCHHE JIETKHX
Liernei, MOJIEKYJIAPHYIO Maccy, a Takxke N- U C-KoHIeBble nocienoBaTeILHO-
CTH, BTOPHYHYIO H TPETUYIHYIO CTPYKTYPhl HIMMYHOIIO0YJIHHA.

10.2. Buono2uuecKkan/UMMYHONOZUYECKAR XAPAKIMEPUCMUKA

HMMyHONOrHYeckie CBOMCTBA AHTUTEN NOJDKHBI ObITh ONMcaHbl IMOA-
pobHO. bronornyeckas/HMMYHONOTHYECKAsA XapaKTepHCTHKA AODKHA BKIHO-
YaTh AHTUrCHHYIO CIICUU(QHUYHOCTD, T. €. XAPAKTEPHCTHKY SIIMTONA, Paco-
3HABAEMOr0 AHTHUTEJIOM, CBA3LIBAIOLIYIO CIIOCOOHOCTH, BO3MOXHOCTEL CBS3bI-
BaHHUA H aKTHBALIHH KOMIUIEMEHTA, IIHTOTOKCHYECKHE CBOMCTBA, AHTHTEI03a-
BHCHMYI0 WMTOTOKCHYHOCTb, CIIOCOOHOCTh MOIAHQPHIMPOBATH COOTBETCT-
BYIOIIIME AHTHIEHbl, CMOCOOHOCTh CTHMYJIMPOBAaTh HMMYHOKOMIIETEHTHbIE
KJIETKH, HHAYUHPOBATh CEKPELHIO IHTOKHHOB HJIH APYTUX MEIHaTOPOB.

10.3. Cneyuduunocms u nepeKpecmuan peakmuerHocmo

B aHanmu3z Heo0xoauMO BKJIIOYHTL OMNpEleNieHHe HEmpeayCMOTpPeHHOM
pPEaKTUBHOCTH WJIM LIUTOTOKCHYHOCTH IO OTHOIIEHUIO TKAHEU 4YesIoBEKa, OT-
JIMYHBIX OT OXHIAAeMOM HCCIENOBATECJIEM MHILEHH, M NEPEKPECTHOU peak-
TUBHOCTH C IIHPOKHM CIIEKTPOM TKAHEBHIX AHTUIeHOB 4eJIoBeKa (IIepeyuc-
JICHHBIX B MPUJIOK. 2) C NOMOUIBIY UMMYHOTHCTOXMMHUYECKHX METOAOB.

11. Ilpon3BoacTio

Metoa NpOH3BOACTBA B YCIOBHAX in Vitro ABigerca 6osiee npeanovrTH-
TeJbHBIM. 1IpOM3BOACTBO MOHOKJIOHAIBHBIX AHTHTEN B YCIOBMAX in Vitro
MO3BOJNAET 00€CNEUYHTh KOHTPOJIb NMPOH3BOJICTRA, CTAHAAPTH3ALMIO, 3 TAKKE
HMEET BaXHbI¢ NMPEHMYHIECTBA HaJ MPOH3BOACTBOM B YCJOBMAX in Vivo B
OTHOIIEHHHM BHPYCHOM 0€30MacHOCTH, MOCTOAHCTBA NMPOH3BOJCTBA U OTCYT-
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CTBHA KOHTAaMHHHUPYIOIINX HMMYHOINIOOYJIMHOB B HEOUHIICHHBIX cOOpax.
JApyrue npeHMyHiecTBa 3TOr0 METOAa MPOM3BOACTBA 3aK/IIOYAIOTCA B HC-
N0JIb30BAaHHH KYJBTYPAIbHBIX Cpell 0€3 CBIBOPOTKH, 2@ TAKXKE B 3HAYUTEABHOM
COKpAIIeHUH MCIIONB30BAaHUA KMBOTHHIX. BeiOOp MpOM3BOACTBa B YCNOBHSAX
in vivo 1omxeH O6Th 000OCHOBAH.

HeobxommMo naTh 4YeTKOE OMpENEICHHE TMOHATHA «CEpUsA» MPOAYKTA,
npeaHa3sHaYeHHOro MNA AaibHele obpaborku. IIpomsBoacTBeHHas cepHs
OOBIYHO J0JIKHA HAYHUHATHCA ¢ HOBOM aMmmysibl Paboyero 6anka knetok (PBK)
npomsBozuTend. HeobxoauMo npeacraBUTh ACTaA KyJbTUBHPOBAHHA KIlC-
TOK ¥ METObl KOHTPOJIA NMpoLecca NPoH3BoACcTea. CneayeT onpeaenuTh KpH-
TepHH i1 oTOPAKOBKH COOPOB H MPEeXAEBPEMEHHOIO IMPEKPALNECHUA KYJIbTH-
BHPOBAHMA KJIETOK.

11.1. IIpou3eoocmeo é ycroeuax in vitro

[py KaXIOM NPOU3BOACTBEHHOM LHMKIE, N0 oObeAHHEHMA c6GOpoB,
JOJDKHO ObITh TINATENLHO MPOBEPEHO IPUCYTCTBHE, CTENICHb H MPHPOAA JIIO-
6oro MHKpOOHOIO 32rpA3HEHHUA B KAXKAOW €MKOCTH I KyNbTHBHPOBaHHSA
Kietok. HeobXxoauMo NpeACTaBUTh ACTANBHYIO WHPOpPMALUIO I NOATBED-
KNEHAA 9YBCTBUTENBHOCTH METOAOB, HCNOJIB3YEMBIX JIA ONpeeIeHHA KOH-
TAMMHAIMHY, 3 TAKXKE yKa3aTh JOMYCTHUMBIC Iipefesibl KOHTaMuHanuH. Iloiy-
GabpukaT KyJbTYpanbHONH XHAKOCTH AOKEH ObITh CBOOOACH OT KOHTaMH-
Hai{ MUKOIUTa3MaMHK, rpubaMu 1 OakTepHAMH, Takke XOMKHO OBITH MpOBe-
IEHO TeCTHPOBaHHE Ha MPHCYTCTBHE BHUPYCOB ITyTEM HCNOJb30BaHHA 00mIe-
NPHHATOrO TECTa, BKIIOYAIOMEro MHOKY/IALMIO B COOTBETCTBYIOMME KIIETOYU-
Hele cybcTparthl (mpuwioxk. 1 (6).

JOJDKHB! OBITh YKa3aHbl COCTAB U MCTOYHMK CpeAbl IS KYALTYPHI Kiie-
TOK, MCI10J1b3yeMO# B Mpou3BoacTBe. ECIU HCnonb3yrOTCs N00aBKH U3 CHIBO-
POTKH XUBOTHBIX, JOJDKHO OBLITE MOKA3aHO, YTO OHH CBOOOJHE! OT KOHTAMH-
HaHTOB (pa3zen 5.2).

ONTUMaNBLHLIMH ABJISAIOTCA YCJIOBUA, IIPH KOTOPLIX B OJHOM IPOM3BOJ-
CTBCHHOMN 30HE B OHO H TO X€ BpeMs KYJLTHBUPYETCA TOJBKO OAHA JIMHUA
KJIeTOK. ECNH napamienbHO KyJbTHBHPYIOTCA ApYTHE JIHHUH KIIETOK, NJOJDKHA
OLITH JOKYMEHTHPOBaHHas MHQOpMALHA O JHHHAX KJIETOK, HaXOAANIHUXCH B
pabore, U MPEACTABJICHRI JOKa3aTENbCTBA, YTO MEXAY HUMH OTCYTCTBYET
nepeKpecTHas KOHTaMHUHaL U,

11.1.1. IpoussoacTBO c oaHOKpaTHbIM cOOpPOM NMpoaykKTa

JlomkHO ObITh YCTaHOBJIEHO MAaKCHMAllbHOE KOJMYECTBO BO3MOXHBIX
reHepanui i MPOM3BOACTBA, OCHOBLIBAACh HAa MH(POPMALIMH, Kacalolmencs
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CTaOWILHOCTH JIMHHHM KJIETOK A0 MOMEHTA HOCTHXKEHHS YPOBHA ITPOU3BOACT-
Ba M Bbillle Hero. HeobxoauMo npeAcCTaBUTL A3HHBIE O TOCTOSHCTBE POCTA
KyJBTYPhI H CTAOHALHOCTH BhIX0Ja («ypoXasi») B YKa3aHHbLIX mpenenax. He-
00X0AMMO NPOBOAMTH COOTBETCTBYIOMHYE MOHHTOPDHHI XapaKTepHCTHK JH-
HHM KJIETOK B KOHUE NMPOH3BOACTBEHHOro 1Hiuia. Crexyer npeacTaBuTh HO-
Ka3aTeNbCTBA TOTO, YTO BHIXOA NPOAYKUHHM HE HApyIIaeT YCTAHOBJICHHbIE
npeaesbl, a MPHPOAAa U Ka4eCTBO NPOLYyKTa COOTBETCTBYIOT NapaMeTpaM CIIe-
HUGUKANMH.

11.1.2. IIpou3BoaCTBO ¢ MHOrOKpPATHLIM c6OPOM NPOAYKTA

Jlomken ObiTh ompeneleH NMephuol HEMPEpPHIBHOrO KY/JIbTHBHPOBAHHA,
YCTaHOBJICHHBIM Ha OCHOBE HH(QOpMalKH, Kacalomehcs cTabmIbHOCTH CHC-
TeMbl U MOCTOSHCTBA Ka4eCTBAa NMPOAYKTa AO W BhIIIE YCTAHOBJICHHOrO Ipe-
gena. B Te4eHHE BCEro NMEpUOAa KYJILTHBUPOBAHHA KJIETOK HEOOXOJHMM MO-
HHTOPHHT CHCTEMEI. TpebyeMas uacToTa M THII MOHHTOPHHTA OYIyT 3aBHCETH
OT HECKOJBKHX (akTOpOB, BKIIOYAIOLIMX TPHUPOLY CHCTEMBI 3KCIIPECCHM H
MOHOK/IOHANLHBIX AHTHTEN, a Taioke OOIIYI0 NpPOAOJKHTENLHOCTHL HErpe-
PHIBHOrO KyJIbTHBHpOBaHMA. [IpuemiieMocTs c60poB mia aansHelnel nepe-
paboTKH NO/KHA OBITH YETKO CBA3aHA C pe3ynbTaTaMM NPOBOAHMOIO MOHM-
TopuHra. Heobxoaumo npeAcTaBATh AOKA3aTEJLCTBA TOrO, YTO BHIXOA IpO-
JyKTa HE HapylaeT YCTaHOBJCHHbIE NMPEACIEI, a PHPOAA U Ka4eCTBO MOHO-
KJIOHAJIbHBIX @aHTHTEJI COOTBETCTBYIOT apaMeTpaM crelinuKalyH.

11.2. llpouseoocmso in vive

[TpOM3BOACTBO B YCIOBHRX in vivo AOJDKHO OTBEYATh JONOIHHTENbHBIM
TpeOOBaHUAM, OITHCAHHBIM HHXE.

11.2.1. XapakrepHeTHKA HCNO/Ib3YeMbIX KHBOTHBIX

Poa 1 MCTOYHHK XXHBOTHBLIX, HCIONB3YEMBIX I MTPOM3BOACTBA, JOJIK-
Hpi OLITH OnpelesieHbl, BKFOYas FeHOTHN U Bo3pacT. JKHBOTHBIE AOJDKHEI
OBbITH B3ATHI U3 3aKPRITBIX, CBOOOAHRIX OT cneludmyeckux naroreHos (CCIT)
X034HCTB, KOTOPBIE [IOCTOSHHO MPOBEPAOTCSA HA HATHYUE BHPYCOB, NIEPEYHC-
NeHHbIX B mpwiox. 1 (tabu. 2). JNs noaTBepkJieHHA CTaTyca XO3SHCTBA
HYXHBbI JOJTOBPEMEHHbBIEC 3aITHCH 00 OTCYTCTBMH BHPYCHOM KOHTaMHHALIMH
Pa3sBOAHMO#N KOJIOHUHU. JIOMKHLI OBITH MpENCTaBIEHE]! JA0Ka3aTelbCTBa, YTO
xHBOTHBIE coaepxarcs B CCII ycnosuax B nepuoa Bcero BpEMEHH TpaHC-
IOPTUPOBAHUA U HCMOJIb30BAHUA.
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11.2.2. C6op u paboTa ¢ aCLUHTHON KHAKOCTLIO

Kaxjaasd npousBOACTBEHHAA cepud JODKHA Oparh HA4alo OT CBEXEH
amnynsl Pabodero 6anka wietok (PbK) nmponspogureia. MakcHManbHOE KO-
JIHYCCTBO BO3MOXKHBIX CEPHHHBIX IaccaxeH in vivo BO BpeMA HOPMAJIbLHOIrO
NMPOM3BOJACTBA JOJKHO OBITH onpelneNcHo U orpaHHucHO. IloaTBepxkaenue
ITOro npejena NOJ/DKHO BKIIOYATh MH(POPMALMIO, KaCalOUIYIOCA BEIXOAA MO-
HOKJIOHAILHBIX @HTHTENl U CTaOMIBHOCTH XapaKTEpUCTHK TMOpHIOMBI B I1ac-
caXkax in vivo A0 H BhIIIE YPOBHSA, HCHOJNB3YEMOro B nmpoussoacTee. Heorpa-
HAYEHHOE KOJMYECTBO NAcCCaXeh Ha )KUBOTHHIX HenpHemyieMo. Heobxoammo
NpeACTaBUTh CXEMY NPAaHMHPOBAHUA, HHOKYIALMHA U cOOpa NPOAYKTa.

KonuecTBO XHMBOTHBIX K NpoLEeAYpa, UCTIONb3yeMas IS OPUTOTOBJIE-
HUA nosy¢abpukaTa aCIUTHLIX COOpOB, KODKHB! ObITH YKa3aHBl MaKCHMalib-
HO noapo6Ho. HeoOXoaMMo AaTh nmonNHOE ONMCAHHE BCEX BEIECTB, HCIIONb-
3yeMbIX I NpeaBapUTEbHON 00paboTKM MbIEH MM KPBIC C LENbIO CTH-
MYJAOHH pocTa rHOpHAOMEI. JIOIKHO OBITH JAaHO OIMMCAHME C YKa3aHUEM
o0beMa M KOHLEHTPAaUMH KIETOYHOro HHOKYNATa. HeobxoauMo mpeacTaBHTh
JdaHHble, KacalolIMeCs THUTPOB aHTHTEN H YCIOBUH XpaHEHHSA NONY4YCHHOMN
aCLUTHON XKUAKOCTH (TEMIIEpaTypa, NMPOAOJDKUTENBHOCTh, MOAPOOHOCTH O
OOBIX N00aBAEHHBIX HHIHOUTOpaAX MPOTEOIUTHYECKHX HEPMEHTOB).

Ocoboe BHAMaHKE AOJDKHO OBITh 00palIeHO HA CTENEHD H NMPUPOAY JIO-
boro muxkpobronorudeckoro 3arpsa3neHns (6akTepHaNbLHOI0, MEKOTHIECKOTO
WK MHKOILTa3MEHHOT0) B MOJTy(pabprkare aCUMTHOW XUAKOCTH. [Ipoueyphl
TECTHPOBaHUA, CIIOCOOHBIE BBHIABHTh BCE BUPYCHI MBIIEH, NEPEYUCIICHHbIE B
npwiox. 1 (tabn. 2), mokHBl ObITh BBIMOJIHEHB B COOTBETCTBHU € YKa3a-
HuAMHA npwiox. 1 (a) u (6), no MeHbImENH Mepe, Ha NepPBLIX NATH oy dabpu-
KaTax npoaykra. O0imue MeToAbl TECTHPOBAHHA Ha BHPYChl MOTYT 0Ka3aThCH
AOCTAaTOYHBIMH 0 MEPE HAKOIUICHHA ONbITa IPOU3BOJCTBA, [I03TOMY IOCIE
HEPBBIX NATH BLIITYCKOB NPOXYKIUH 00LIEce TECTHPOBAHHE Ha BHPYCBI MOXKET
ObITh OrpaHUYCHO TECTaMH, ONUCAHHBIMHU B npwiox. 1 (6). Cnexgyer naeHTH-
¢uumpoBats M000# MHQEKUHOHHBIA areHT, T€CThl HA BUPYChl U3 Irpymnsl I
(tabn. 2) poJoKHBI ObITH OTPHUATENBHBIMH. ECIH MCTOYHHK MOJYyYEHHA MBbI-
mIe MEHAETCA Ha APYroe X03AHCTBO WY MOCTABLIUKA, TECThI, OTIPECIEHHbIE
B npwiox. | (a), AOJDKHEI OBITh BBLINIONHEHE], 10 MEHbIIEH Mepe, Ha MepBbIX
mATH nosygabpukarax mpoayKra, 4roObl 3aHOBO YCTAHOBHTH, YTO MPOAYKT
¢cBOOOZEH OT KOHTAMHHHUPYIOLIUX areHTOB.
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11.3. Bupyconozuueckue acnexmbsi: KOHMpOab 8 NPOYECce NPou3Ieoocmea

[Tosrydabpukar c60poB Mpolykra AOMKEH IPOBEPATECA HA MPUCYTCTBHE
BUPYCOB C HCNOJB30BAHHEM OOILCNPHHATOrO TECTa, BKIKOYAIOILEN0 UHOKYJIA-
LIMIO B COOTBETCTBYIOMME KIETOYHBIC CyOCTPaThl, KaK yKa3zaHo B mpwiox. 1 (6).

12. Ouncrka aHTHTE)I

12.1. Memoosi

MeTtoabl OYMCTKH MPOAYKT2 U METOIBI KOHTPOJIA CTCIICHH OYHUCTKH B
npolecce MPOU3BOACTBA, BKIOYaA TPeOOBaHMA IO KOHTPOJIHPYEMBIM IIOKa-
3aTelIAM, LOJDKHLI ObITh MOAPOOHO OonMcaHbl, 000OCHOBaHB U BAIHAHPOBAHBI.
Cnenyer ybenuTecs B TOM, 4TO NPOLECCH OYUCTKHA HE OKA3bIBalOT OTpHIa-
TEJBHOT'O BIHSHHA Ha HMMMYHOOHONOrHYECKHE CBOMCTBA HMMYHOITIOOYIHHA.
[Ipy npUMEHEeHHH METOAOB, BKIIOYAKINHMX a(PUHHYIO XpOMAaTorpadguio ¢
MCIONb30BAHHEM MOHOKIOHANBHBIX AHTHTEN, HEOOXOAHMO NPHHATH MEPHI,
rapaHTHPYIOMUE, YTO 3T H APYrHe MaTepHalibl, MCIIOIb3YEMbIE B MPOM3BOI-
CTBE, ABJAIOMMECS NOTCHUUAABHLIMH KOHTAMHHAHTAMHU, HE YXYIUIAT Kaye-
CTBO U 0€30MaCHOCTE KOHEYHOrO NMPOAYKTA.

Kpurepuu ans nosTopHoi#i nepepaborkxu mob6oro npoMexxyToO4HOro HIH
KOHEYHOTro nojTydadbprkara MpoaykrTa AO/DKHBI OBITh TIHATE/ILHO YCTaHOBJIE-
Hbl, BAJIMAMPOBAHEI U 0DOCHOBAHEI.

Brmoyenue npoueayp no HHAKTHBALUMW YZANICHUIO IOTCHUHAIBHBIX
BHPYCHbIX KOHTAMHHAHTOB HE AOJDKHO CHHXKATh OHOJIOrHUECKYI) aKTUBHOCTD

NPOAYKTA.
12.2. Banuoauun ouucmxu

Heo6xoauMo TIATENBHO HCCEA0BATh CIOCOGHOCTL MPOLEAYP OYHCTKH

K YIQJICHHIO MPUMECH 0€JIKOB KJIETKH XO34MHA, HYKNEUHOBBIX KHCIIOT, YTlie-
BOOB, BUPYCOB M APYIHX IpPHUMecel, BKimo4das 0ejKOBbIC IPUMECH, CBA3aH-

Hble ¢ mpoAykToM. CleayeT nokasarh, 4TO JKOOOH HCHONB3YEMBIH NpoIecc
HHAKTHBALMHU ABjiseTCA 3QP(PEKTUBHBIM H HEe yXyAMAaeT OHOJIOTHYECKYIO akK-
TMBHOCTB NpoxykTa. HeoOxoauMo Takke mpoaeMOHCTpHPOBATh BOCIPOU3BO-
IUMOCTD IMPOLIECCOB OYMCTKH B OTHOLIEHHHM MX CHOCOOHOCTH YAANATh CIie-
HupHuIecKre KOHTaMUHaHTEl. HeoOxoauMo MpoBOOHTL HCNbITAHHA METOIOM
100aBOK, UCMOJB3YA, HANlpUMED, THIATENILHO BHIOPAHHYK IPyNITy BHPYCOB,
oOnanaroluxX nqManas’oHoM (QU3UKO-XHMHYECKHX XapaKTepPHCTHK, BaXHBIX C
TOYKH 3pE€HHSA OLICHKH MpOoLecca OYHMCTKH, OENKM KJIETOK-XO3AHHA, ApYyrue
[OTCHLHANbHbIE [PUMECH, MOABJIAIOIIMECR B Mpolecce Mpou3BoacTa (Ha-
npuMep, bparMerThl TAXENbIX WIH Jerkux uened ummyHornobyiauna), J1HK,
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crnenHaIbHO A00aBAs MX K HEOUHINICHHOMY MNpernapary. Pesysnbrarsl 3THX
HCCIICIOBAHUH JAAyT BO3MOXXHOCTH OLICHHTH CTENEHb YIAJICHHA TaKHX KOH-
TaMHHAHTOB HA JTanax OYHCTKH.

Buibop Hyxineoruasod npoObl And BuigBIeHHA KoHTaMHHauud THK
AOJDKEH COOTBETCTBOBATH MCHOAB3yeMoit cucteme. JlomkeH OblTh yCTaHOB-
neH (gakTop yoaleHHA TAKHX KOHTAMMHAHTOB HA KaXIOW CTaaMM OYUCTKHU
NYTEM MCIMONb30BAaHHA KOHLEHTpalUMii BUPYCOB, O€NKOB KICTOK-XO3fHHA,
APYIHX NOTeHUMaNbHBIX npuMece ¥ JIHK, npeBblmarommx oxuaaembie
KOHLIEHTPAaLlMH BO BPEMA HOPMAIbHOrO MPOU3BOACTEA.

Ecnyn NWHHA KAETOK COAEPXHUT CYOr€eHOMHBIC BHPYCHBIE (parMEHTHI
(pazaen 9.2), HeobxoauMo oOpaTuTh 0c000C BHUMaHKE Ha HCIIONbL30BAHHUE B
Mmetone nobasok mia JAHK nmoaxopdmed BUPYCHON HYKI€HHOBON KHCIIOTHI.
Ecny nuHus ruOpHIoMBl co3aHa MpH NOMOLIM TpaHC(OPMALH BHPYCOM
Inmrefina-bapp, s BeisBiIeHHA cneuuduyeckux EBV nociaenosaTtessHo-
cTe HEOOXOAHUMO UCIIONL30BaTh YYBCTBUTC/IbHbIE METOAHKH, TaKHE KaK MO-
numMepa3Has uenHas peakuua (I1LIP).

Banupaums npouecca oYHCTKH AOJDKHA BKIIIO9aTh Takke 00OCHOBaHUE
paboumuxX YCIOBHM, TAKMX KaK Harpy3Ka Ha KOJIOHKY, perc¢Hepalusa KOJOHKH,
OYHMCTKa M JJIHTEJIbHOCTh €€ HCIOIb30BAHHUA.

13. Koneunblii noaypadbpakar

13.1. MonokonabHblie aumumenda

HeobxoauMo garb TLIATENbHYI0 XapaKTEPUCTHKY OYHILEHHBIX MOHO-
KJIOHANbHLIX AHTUTEN XHUMHYECKHMH ¥ OHojiorm4ecKMMM MeToaaMu. [lo
MeHblIell Mepe, HEOOXOINMO ONpeneauTh CReAylolue NapaMeTphl. Kiace,
IIONKNIACC M CTPOCHHE JICrKHX Lened, TOYKH IIMKO3WTHPOBAHHUA, LIEIOCT-
HOCTb MOJIEKYJIBl IIyT€M aHajiu3a COOTHOLUCHHMA TAXENBIX/JICrKHX LETeH,
MHKPOTeTEPOT€HHOCTh, MOJIEKYIAPHYIO Maccy, N- 1 C-KOHILEBBIE NOCIEN0-
BAaTEJIBHOCTH, a TAKKE BTOPHUYHYIO M TPETHYHYK CTPYKTYpHl aHTuTena. Ilo
MEpE HAKOIUIEHHA OIbiTa, TECTUPOBAHME HA TIOJKJIACC U CTPOCHUE JIErKHX
nereid, N- 1 C-KOHIEBbBIE MOCHEAOBATENBHOCTH, BTOPUYHYIO U TPETHYHYIO
CTPYKTYPHl MOXHO HE npoBOAuUTbL. Clexyer omnpenenarb Takxe obuiee co-
Aepxanue Oenka, arperatsl ¥ ¢pparMeHTH UMMYHOrno6ynuna. Heobxoammo
YCTAHOBUTL COOTBETCTBYIOUIHE CHSHMGUKALMM N8 STUX M[apaMeTpoB C
BKJIIOYEHHEM IOMYCTUMBIX Mpenaesio. JlocraTouHas uH@opMalyg sl agex-
BaTHOH XapakTepUCTHKU TMOCHEAOBATCIbHOCTH FE€HETHYECKOro NPOAYKTa,
0COOEHHO Uil T€HHO-HHXXEHEPHBIX M [YMAHH3HPOBAHHLIX AHTHUTEN, MOXET
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ObITh MOJMY4YEHAa MYTEM NENTHAHOrO KapTUPOBAHHUA HIIM YCTAHOBJICHHS aMu-
HOKHCJIOTHOH MOCJISI0BATENBHOCTH.

Ocoboe BHMMaHME CIEAYET YACHATh MCIIONb30BAHHIO MIMPOKOrO CIICK-
Tpa aHANHTHYECKHMX METOJ0B, OCHOBBRIBAACh HA PaMIMYHBIX (PUIHKO-
XHMHYECKHX CBOMcTBax Monekynnl. [IpHMepaMu TakMX METOHOB CITyXaT
IEKTpoPope3 B noJMakpHIaMHIHOM rejie ¢ SDS B peynupyoIux H Hepe-
IyUMPYIOLIHUX YCJIOBHAX, H303JIEKTpHYEeCKoe (OKycHpoBaHME, KOJOHOYHaA
xpomatorpadusa (Bxmodas BIOXKX), menruaHoe kaprHpoBaHHE, aMHHOKHC-
JIOTHBIN aHaMU3, KPYroBod AMXpOU3M H YIJIEBOAHOE KapTHpPOBaHHE. B 10Kky-
MEHTaLMIO Ha Npenapar A0J/DKHBI ObITh BKIIOYEHBI poTorpaduy reiel u T. A.

Cneayer OUeHUTh HMMYHOPEAKTHBHOCTL aHTHTE)N. Heobxoaumo ompe-
JCJIHTh CTICHHPHICCKYIO YAENBHYIO AKTHBHOCTh OYMILCHHBIX MOHOKJIOHAJIb-
HBIX AHTHUTEJ (COOTHOIECHHE EAMHML AKTHBHOCTH/MAcCa MPOAYKTa).

HeobxoauMo TIPOBOAMTL YETKOE pPaA3NMYHE MEXAY AHAIUTHYCCKUMU
METOAAMH, BBITTIOTHCHHBIMH B IMpouecce pa3paboTku I NONHOU XapaKTepH-
CTHKM MOHOKJIOHAJILHBIX AHTHTEN, H METOAAMH, BBINOJHACMBIMH PYTHHHO
WA Kaxaod naptud noxydabpukara OYMINCHHOTO MPOAyKTa. MeTonst py-
THHHOT'O KOHTPOJISA KauyeCTBa CAEAYyeT NMPOBOAWTL MJIA KaXKJOH NapTHH [10)y-
¢abpukaTa npoaykTa B COOTBETCTBHH ¢ PykoBoacteoM o GMP.

13.2. Hucmoma

Heo0xoauMo npeAacTaBHTh JAHHBIE 0 KOHTAMHHAHTAaX, KOTOPhIE MOTYT
NMPHUCYTCTBOBATH B KOHEYHOM noiryabpukare. Cienyer yCTaHOBHUTH CTENEHD
KOHTAMHHAIHH, KOTOpasd CYHTAETCA NIPHEMJIEMOH, a TAKXKe KPHTEPHU IIPHHA-
TS WIH OTOPAaKOBKH MHPOM3BOACTBEHHOM cepun. BaxHo, 4ToObl METOIBI,
MCHOJIb3YEMbIE I J0Ka3aTeNbCTBA YHMCTOTHI, BKIIOYANIH IIMPOKUH CHEKTP
PU3UKO-XUMHYECKHMX M HMMYHOIOTHYEeCKHX Meronuk. Cioaa HeobXoaumo

BKIIOYHTh METOABI, IO3BOJISIOIIME BBIABIATE KOHTAMHHAIMIO BHPYCaMH,
HYKJICHHOBBIMH KHCJIOTAMH H GeJIkaMu pOAMTENBCKHX KIIETOK, THOPUAOMHBIX
KJIETOK MK KJIETOK XO39HHA, a TAKKe KOMIOHEHTAMH KYJIBTYPaJbLHON Cpeabl
WIH MaTepHaIaMH, J00aBjieHHBIMH BO BpeMSs MPOHM3BOJCTBA WIH HAa CTAANM
OYHCTKH.

JI11 KOHEYHOTO MPOAYKTa HEOOXOAMMO YCTAaHOBHTBH NOIYCTHMYIO KOH-
neHTpaumo obuero 6enka u kierouHoi JHK, ypoBeHs cneuuduueckoit ak-
THBHOCTH, MOKa3aTeJH MHKPOOHOJIOTHYECKOH W XHMHYECKONW YMCTOTHI, a
TaKXe MPOBOAUTL HCCIENOBAHUE YPOBHA 3HIOTOKCHHOB.
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13.3. Ilocmoponnue azenmbol

HeobOxomquMo noka3aTh, YTO KOHeuHblH nomydabpuxar cBoboaeH oOT
OakTepHaNbHbIX, TPHOKOBBIX U MUKOIUIa3MEHHBIX 3arpAa3sHeHMit. HeobxoaumMo
ApeACTaBUTb HOKA3aresibCTBa, YTO Jo0ad BO3MOXKHAA BHPYCHad KOHTAMHHA-
114 TIOJTY4EHHOTO NpOoAYyKTa ObLia yaaneHa Wiy HHAKTUBUPOBaHA (Npunox. 1).

14. CTabHILHOCTH NPON3BOACTBA H PYTHHHbIH KOHTPOJIb
KOHEYHOro noaypadpakara

Heo6xoanuMo npoBecTH HCUYEPIBIBAIOLIHN aHAH3 IIEPBOHAYANLHBIX Ce-
puii MPOAYKTa, YTOOBI YCTAHOBHUTh HX CTa0MILHOCTb B OTHOMICHHH IOKA3aTe-
nel MOMTMHHOCTH, YUCTOTHl ¥ crieuMprueckoil akTHBHOCTH. [lanee BO3MOX-
HO UCIOJB30BaHUe Holiee orpaHMueHHOro Habopa TeCTOB, KOTOPBIE NPHUBEIC-
Hbl HHXeE.

14.1. Cmabunsnocmo npouseoocmea

Cliefyer npeacTaBuTh A0Ka3aTelbCTBa CTaOMIBHOCTH NMPOU3BOACTBA HA
npuMepe, Mo MEHbINEH Mepe, MATH NOCAEA0BaTENbHBIX NOJHOMACIUTaOHBIX
NPOM3BOACTBEHHLIX cepuil. OHH AOJDKHBI BKIFOYaTh HHPOpMaumo 00 o00nbe-
IWHEHHBIX cOOpaX, 0 KOHEYHOM NO3HPOBAHHOM IPOAYKTE, @ TAKXKE O KOH-
TpOJIe B MpOLECCe NMPOM3BOACTBA. B Cllydae NpOU3BOACTBA, Il HCIOMb3YIOT-
Cs1 MHOTOKpaTHbIE€ cOOpBI, HEOOXOAMMBI HCCIIEJOBAHHA CEPHI OT pa3IUYHBIX
LMKIOB ¢epMeHTalid. HMccnenoBaHus AOMKHBI BKIIOYATh HCIOJIb30BAHHE
OHOTOTHYECKHX, XHMHYECKHX M MMMYHOJIOTHYECKHX METONOB JUIA XapaKTe-
PHUCTHUKM M KOJHYECTBEHHOrO OMNPEAECIICHHS MOHOKIOHAIBHBEIX AHTHUTEN, a
TAKKe METOLOB I onpeleneHna U HacHTugukauun npumecein. Heobxomu-
MO OTMeY4aTh JIIoObIe pa3jiiyys, BhISABJICHHEIE MEXIY CEPHUAMHU.

14.2. Pymunnbiit KOHmpoasHslil AQHAIU3 Cepuu
14.2.1. IIoANTHHHOCTD

HeobxoauMo ucnoap3oBaTe Habop TECTOB AJIA XAPAKTEPUCTHKH OYM-
HICHHBIX MOHOKJIOHAJIBHBIX aHTHTEJ, YTOOBI MOATBEPAHTEL TOMIHHHOCTD ITPO-
nykTa kaxaoh cepun. Mcnosp3yemblii Habop TECTOB NOJKEH BKITIOYATh Me-
TOIABI OLIEHKH OMOJIOTHYECKOH AKTHBHOCTH, a TaKXe (PHU3HKO-XHUMHYECKHE U
HMMYHOJIOrHYECKHe METOAbI. [ ¢HHO-MH)XKEHEPHBIE aHTUTENA TPEOYIOT HOCTO-
AHHOTO MNOATBEPXKICHUA METITHAHON NMOCHSAOBATENBHOCTH ¢ MTOMOLIBIO aJACK-~
BAaTHBHIX METOOOB, TAKUX KaK MENTUIHOE KapTHPOBAHHE.
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14.2.2. Uncrora

XenarenbHas H AocTHraeMas CTeneHb YHCTOTH OyIayT 3aBHCETh OT He-
CKOJIBKHX ()akTOPOB, KOTODhI€ BKJIOYAIOT NPHPOAY ¥ Ha3HAYE€HHUE MPOAYKTa,
METOBI MPOHM3BOJICTBA M OYHCTKH, @ TAKKe CTENEHb CTAOMILHOCTH MPOM3-
BOACTBEHHOr0 npouecca. Heo6xoauMo ompeacniaTs YUCTOTY Kaka0H CEpHHM,
MOKa3aTeJId YUCTOTHI AOJDKHBI HAXOAHUTHCS B YCTAHOBJICHHBLIX Mpeaenax. Jns
reHHO-HHDKEHEPHHX MOHOKIOHAIBHBIX AHTUTEN aHAJIM3 AOJDKEH BKIIHOYATH
YyBCTBHTEJIbHbIE H HaJexkHble UCIBITAaHUA HAa JIHK kieTok X03siMHA M NMpH-
MEHACMBIX BEKTOPOB i Kaxaol cepHu npoxykra. JloiokeH ObITh yCTaHOB-
NieH CTPOTHI BepXHHH AonycTHMBEIH npenen koinndectsa JJTHK B npoaykre.

HeobxoauMo nokaszarb, 4T0 NMPOAYKT ¢BOOOAEH OT MUKPOOHEIX 3arp3-
HeHui. ClegyeTr mMpeACTaBUTh AOKA3aTeNbCTBA TOro, 4TO JHoOas BUPYCHas
KOHTAMHUHALHA, MPUCYTCTBYIOMAA B 00ObeIMHEHHBIX cOopax, Owina yiaaneHa
WIH HHAKTHBHpOBana (pwiox. 1). CiexyeT NpoBECTH OLEHKY ITUPOTE€HHOCTH.

Oco0oe BHHMAaHHUE CIeAYET YACHATh ONPEACIICHUIO CTENICHN arperauuy
WIH MOJNEKYJSpHOK PparMeHTauun umMMYyHornodyauHa. Heobxoaumo npen-
MPHHATH, BCE BO3MOXHBbIE MEPHI, YTOOBI NMpeAOTBpaTHTh arperanyio. Heobxo-
AMMO 000CHOBaTh YCTAHOBJIEHHBIE NOMYCTHMbIE NMPEAEIEl MPUCYTCTBUA OJIH-
roMepoB HMMYHOITIOOYJIHHa.

14.2.3. TecTRpOBaHM¢ AKTHBHOCTH

Ecin BO3MOXHO, OBOJIOrHYecKas aKTHBHOCTE MOHOKIOHAJBHLIX aHTH-
TeN NOJKHA ObITh YCTaHOBJICHA MyTeM OHONOrH4ecKHX MCHbITaHHHK. J[omon-
HUTEeNbHAaA HHpopMaLMa 0 crnieliHPHIECKON aKTHBHOCTH OyAET BeCbMa LICH-
HO M JIOJDKHa OBbITh IpegocTaBieHa. Jinsd craHaapTHU3alMH OUCHKH CIICLH-
¢uiecKkoll aKTUBHOCTH HEOOXOAMMO HCIIONB30BAaTh MOJIHOCTHIO OXApaKTEpH-
30BaHHbLIN CTaHAAPTHLIN npenapar (pasaen 15).

15. CnennpHKANHE H CTREAAPTHDBIE MATEPHAJIBI

Pe3ynbTaThl HCCnea0BaHUH, NPOBEACHHBIX B COOTBETCTBHH C YKa3aHUA-
MU pasfiesioB 10 u 11, MoryT ObITH HCIIONB30BaHB! [UIS COCTABJICHHS OKOHYa-
TeJbHBIX CricuMUKalMii Ha rIpenapar.

B xadecTBe cTaHAapTHOro mnpenapara (o6pasua) HEOOXOAUMO HCNOJIb-
30BaTh MOAXOAAINYIO CEpHUI0 NPOAYKTa, KOTOpas ObuUia HMCNONb30BaHA IIpU
KITHHAYECKUX MCITBITAHUAX M MONHOCTHIO O0XapaKTepHU30BaHa C TOYKH 3pEHUA
XUMHYECKOTO CTPOCHUSA, YHCTOTHI, 3PPEKTHBHOCTH U OHONNOrHUE€CKOH aKTHB-
HoCcTH. HeobxomuMo YCTAHOBUTH KPHTEPHMHM A1 CTAHAAPTHOIO IIperapara,
KPHUTEPHUM I HOBTOPHOIO TECTHPOBAHUA U MPOMAIEHHA CPOKa FOJHOCTH.
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16. MoauprnupoBaHHbI€ MOHOKJIOHAJIbHLIC AHTHTENA

B HekoTOpsIX city4asx npemnaparsl cybgparmMeHToB aHTUTERa (Fab- wny
F(ab'),-pparMeHTBI) MIMEIOT OMNpEACTIEHHBIE IPEUMYIIECTBA UL IIPUMEHEHHH.
Ecnu takue gparMeHThl OpeANOYTHTENBHEE JUIS KIHHUYECKOTO HUCIOJB30Ba-
HHA, HEOOXOMMO OIIPECHEIHTh UX MOJIEKYNApPHbIE H aHTUICHHLIE CBOMCTBA.
Heo6x0auMo BBINOJHHATE COOTBETCTBYIOUIUAE aHATUTHYECKHE TECTRI. Ciexyer
ONMpENENUTh AOIYCTHMBbIEC NpEHeNbl NMPUMEceH, TaKUX KaK (pparMeHTbl, OT-
JUYHBIE OT OXHAAEMBIX, HJIHM [eJbHBIE MOJCKYIbl HMMYHOTNOOYAHHA.
JloJokHa ObITh JaHa crnielHUKaALMA C YKa3aHUEM IPEAEIIOB KaXao#d NMPHMECH
(HanpuMep, OCTaTKOB MUCMONL30BAaHHBIX (PEpMEHTOB, TAKHX KakK MEINCHH WIH
nanavid), cneuugpuueckod akTUBHOCTH, MMMYHOPE€AKTHBHOCTH M [IEPEKPECT-
HOH peaxkTMBHOCTH. HeoOXoauMo roAroToOBMTh CTAaHAAPTHYIO CEPHIO TNpena-
para. Bce MeTOOUKH Q0JKHBI ObITh BaJIHIHPOBAHHI.

TepanesTHyeckoe M AUArHOCTHYECKOE BO3ACHCTBHME, IPH HCIIOIH30Ba-
HU¥ MOHOKJIOHAIbHBIX aHTHTEN WIH CYOQPParMEHTOB aHTHTEN, HHOTd MOXET
ObITh YCHIEHO ITyTeM XMMUYECKHX MoAH(HKauuil (HarpUMeEp, pagHOaKTHB-
Hasgd METKa, KOHBIOTaldsd C TOKCHHOM, NPHUCOCAMHEHUE K CleuuprIeckum
BEUIECTBAM JIA AOCTHXXECHHA «MHILICHW), XUMHYECKOE CBA3BIBAHHE ABYX MO-
NEKYJ aHTUTEJT WIM HX MPOMU3BOAHBIX UIA CO3AAHMA aHTHUTEJ C ABOIHOH cIie-
HHOUIHOCTBI0). JIOMKHO OBITh MMPEACTABJICHO ACTANBHOE ONHCAHHE MX NOA-
FOTOBKM H O4YHCTKH. Kaxaelii 3Tanm MpOM3BOACTBEHHOIO mpouecca Tpedyer
BaIMJALMHA U KOHTPOJSA KauyeCcTBa, BKJI0Yas UCXOAHBIE MaTepHaJIbl, YCTaHOB-
JICHUE NpPEAcnoB s MPHMECEH, NOABIAIONUXCA B IIpoHecce MPOH3BOJACTBA,
NOATBEPXKACHHE CTAOUABHOCTH U T. . MoaAudHKaLH¥ MOIyT H3MEHHTH CBOM-
CTBAa MOHOKJIOHQJIBHBIX aHTUTE]. OCHOBHBIC TpeOOBaHUA JUIA TaKUX MPOXYK-
TOB JOJDKHBI BKJIIOYaTh MH(OPMALMIO, Kacalowylocs nepHoa nojypaciaia
OHONOrHYECKH aKTHBHBIX aHTHTE, JIEKAPCTBEHHOr0 MPOAYKTa WIM TOKCHHA,
a TaKKe KOHBIOIaTOB ITOCJIE BBEACHHUA pelunueHty. Jo/mkHa ObITh npeacTas-
JieHa UHPOPMaLUa O CIEUMPUYHOCTH, TOKCHYHOCTH U CTAOMIIBHOCTH KOHDbIO-
raTa.

B cneundukauuy cneayeT yka3aTh KPHTEPUH H Npeaesibl A1 NoKa3aTe-
JIEA YACTOTHI U aKTHBHOCTH FOTOBOFO NPOAYKTa, CJIEAYET TaKKe OMpeneaHTh
HMMYHOPEaKTUBHOCTD H NIEPEKPECTHYIO PEAKTHBHOCTL. MoryT notpedboBaTs-
Csl AOMOJIHUTENbHBIE CTIeUUpHYECKHE KOHTPOJIbHBIE NMpoLIEAyphl, HO OHM pac-
CMAaTPHUBAIOTCH HHAMBUAYAJIBHO B K&X10M KOHKPETHOM CiryYae.

Heob6xoauMo NOATOTOBHUTH CTAHIAPTHYIO Cepmio. Bce MeTOonbl JOJKHBI
OBITH BalluAUPOBAHEI.

26



MP 3.3.2.2359—08

17. Koneunnil NpOAYKT H pa3paboTka roroBoro
JIEKAPCTBEHHOI'0 HPOAYKTA

PaspaboTka peuentyps! JoJbkHA ObITh NoapoOHO onmucada ¥ 060CHOBa-
Ha, OCOOEHHO B OTHOINEHHM IPUCYTCTBHS M KOJHMYECTBA CTAOMIM3aTOPOB,
TAKUX Kak abOyMHMH W/Hny aetepredTsl. Heobxomumo 1mokasaTtk, 4TO Mpo-
IYKT B KOHCYHBIX EMKOCTAX COOTBETCTBYET TpeboBaHuaM (Papmakoneu. [Tpu
o06crogTenscTBax, rie He NpeacTaBIACTCS BO3MOXHBLIM BBLITIOJTHHUTE BCE TeC-
Thl, IPOA3BOAMTEND AOJDKEH 000CHOBATH 3TOT (DAKT.

18. JKBHBAJIEHTHOCTDL NPOAYKTA

V3sMeHeHHs WiN afanTalys MPOU3BOACTBa MOHOKIIOHAJIBHEIX aHTUTEII B
[IEPUOM KJIMHUYECKUX HCIMBITAHMHA WIM PErHCTpaldH IpPOAyKTa MOTYT NpH-
BECTH K NONYYSCHUIO M3MEHCHHBIX (JOPM aHTHTEN ¢ HACHTHYHON crieruduy-
HOCTBbIO. [IpHMeEpEl TakMX U3MEHCHUH — NEPexoj OT MPOM3BOACTBA in Vivo K
NPOM3BOACTRY in Vitro, U3BMEHCHHA B IIpolieAype KYILTHBUPOBAHUA WIH YC-
JIOBUHA KYJbTHUBUPOBAHHSA, U3MCHEHHS B NPOLECAYPE OYUCTKH WIH JONOJHH-
TENbHbIE MOAU(PUKALMHA MOJEKYJIHI MOHOKIOHAJBHOTO aHTUTENa. B 3THX
cly9asX HeoOXOJHMMO BBIMOTHHUTH HUCCIICAOBAHHA IO MOATBEPXKACHHIO SKBH-
BAJIEHTHOCTH NMPOAYKTA, YTOObI IOKa3aTh, 4TO 00e (pOPMBbI AHTHTEN 0013 aI0T
HEOOXOAMMOHK MACHTHYHOCTBIO.

Bo Bcex ¢iy4yadx B TakHe UCCIEAOBAHUA HeOOX0IMMO BKDOYHTH MOJIHYIO
PUZHKO-XUMHIECKYHO H OHOJIOTHYECKYIO XapakTepHCTHKY 000HX aHTHTEI.

18.1. Hccnedosanua IKeusaneRmuoCmu npooykma in vitro

HeobGxoauMo ompenenuth (U3MKO-XUMHYECKHE IIapaMeTpbl MOHOKJIO-
HaJIbHBIX AHTHMTEN, TaKde KaK M3OTHII, MOJKIIAcC, MHKPOre€TepOreHHOCTh, MO-
NIEKyAsApHasA Macca, NEpBUYHAs ¥ BTOPUYHAS CTPYKTYPhI, TOYKH TIMKO3UJIIH-
POBaHHA, CTPYKTYpPHas LEIOCTHOCTb. DbHUoOjormueckas XapaKTEpHCTHKA
AOJDKHA BKIKOYATh OLIEHKY HMMYHOPEAKTHBHOCTH M NEPEKPECTHYIO PEaKTHB-
HOCTb, ONPEACCHHAE COOTBETCTBYIOIINX (PYHKIIMOHANBHBIX CBOKMCTB, a TAKKeE
UCCNEJOBAHUE CBA3bIBAIOIUECH CNIOCOOHOCTU aHTHTEN IS ONpPEHEICHHA ad-

pUHUTETA.
Eciy mMerTCA M3MEHEHHA B MNPOUEAype KyJIbTHUBHPOBaHUA/YCIOBUAX

KyJabTuBHpoBaHHA 6e3 u3MeHeHnH OBK, Heo6xomumo IpoaHaIW3UPOBAThH
TaKHe mapaMeTpbl, Kak MOP(ONOrus, pocT KIETOK, XHU3HECIIOCOOHOCTh, H30-

(depMeHThl H CTAOWIBHOCTD IPOLYKUHH.
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18.2, Hecneoosanua IkeusaieRmuocmu npodykma in vivo

PeineHue 0 BLIOOpE METOIOB UCCIICIOBAHUA in Vivo 3aBUCHT OT pe3yiib-
TATOB AHANHUTHYECKHX HMCCIECOOBAHHA. B ciryyae MAeHTHYHOCTH aHAJIMTHYE-

CKHX pe3yJbTaToOB, Kacalomuxca ob6eux (popM aHTHTEN, NODKHA OBITH Ompe-
JiejieHa, o KpaiHel Mmepe, ¢apmaxOKHHETHKA, OHOJOCTYITHOCTD M MEPHOJ
nojlypacraja aHTHTell.

18.3. Khrunuueckue uccneoosanus

Ecnu nokasaHo, 410 06a MOHOKJIOHATILHBIX aHTHTENA HMEIOT HACHTHY-
Hbie QUIMKO-XHMHYECKHE, OHOJIOrHYecKHe U (HapMaKoJIOrHYeCKHE XapaKre-
PHCTHKH, KJIMHMYECKHE HCCACAOBAHUA MOT'YT OBITh BBINOJIHEHK! ¢ UCMOJIB30-
BaHHEM MEPBbIX MOHOKIOHAJNIBHBLIX aHTHTEN. OAHAKO HEOOXOAHMBIM YCJIOBH-
€M ABJIAETCH TO, YTO IIPOU3BOACTBO OaszHpyerca HA TOM ke caMOM OCHOBHOM
OaHKe KJIETOK XO3sHMHA. B NMpOTHBHOM Clly4Yae, KJIMHHYECKHE HCNBITAHHA He-
00X0AMMO MPOBOAUTD U CO BTOPOR GOpMOH aHTUTEI.

18.4. ITIpouseodcmeennslii npoyecc

HeobxonumMo npoaeMoHCTpHpoBaTh CTAOMNBHOCTH Mpoliecca MPOM3BO/I-
CTBAa MOHOKJIOHAILHBLIX AHTHTEJ, BKIKOYAR BAUIHAAUMIO IIPOMU3BOJACTBEHHOIO

NpOLIECCa ¥ KOHTPOJb KAaYyeCcTBa TNMPOAYKTa, BbIIIOJIHEHHBIE B COOTBETCTBHU C
HE0O0X0AMMBIMH TPeOOBaHHUAMM.
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[MpunoxeHue 1

OneHKka BHPYCHON KOHTAMHHAHH

TectupoBaHue Ha BHPYCH HEOOXOAMMO BBIIIOJHATHE B J1aOOpaToOpHAX,
FAe UMEETCA OINBIT PYTHHHOIO TECTUPOBAHMs BHPYCOB, H €ro HeoOXOAHMO
MPOBOAUTE B COOTBETCTBHH C TpeOOBaHMAMH HajJsexallei s1abopaTOpHOH
npakTukn (GLP).

B 1abn. 1 nepeyucnelsl TECThl HAa BHPYCHI, KOTOPBIE HEOOXOAMMO BbI-
HOJTHATH HAa Pa3sIMYHBIX CTAAUAX MPOU3BOICTBA.

B Ta6a. 2 nepe4nciieHbl BUPYChl, KOTOpbIE HEOOXOJAUMO paccMaTpHBaTh
KaK IOTeHUHMAJIbHbIE KOHTAMHHAHTHI B IPOU3BOACTBE MOHOKJIOHAIBHBIX aH-
TUTEJ, TIOJYUYCHHBIX MPY UCNONB3OBAHUM JIMHUK KNETOK MBIIWHOIO Mpouc-
XO0XKICHMA.

B 1aba. 3 mepedynciieHsl BUPYCHl, KOTOPbIE HEOOXOMUMO paccMaTpHBaTh
KaK NOTeHUHANbHbIE KOHTAMUHAHTH B MPOM3BOACTBE MOHOK/JIOHANBHBIX aH-
TUTEJI, NMOJYYEHHBIX NPH HUCMOJIb30BaHUH JIMHUH KJIETOK YEJIOBEUECKOTO IIPO-

HCXOXKICHHA.
TecTHpoBaHHe H2 BUPYCHYI0O KOHTAMHHALHIO

a) Tecmbl 018 onpedenerun cneyuuueckux eupycos.

e Monoxnonanvnole anmumena, noay4eHHbvle Ha TUHUAX KIEeMOK Mbliuu-
HO20 npoucxoxcoenus. TecTvl LIS onpeJeNicHUs crneuduIecKuxX BHPYCOB
nepeurclieHbl B Tabn. 2, HanpuMep, TECTbl aHTUTEN000Pa3OBaHMs y MBIILIEH
(MAP) u anrurenoobpaszoBaHus y xpeic (RAP) wiH apyrue TecTsl, 110 MEHb-
leH Mepe, ¢ 3KBUBAJICHTHOW UYYBCTBUTEABHOCTBEIO M HANEXKHOCTBIO. MoXKer
noTpeboBaTbCa NMPOBEAEHHUE CIICHUPUIECKHX TECTOB Ha BUPYC JTUMOLIHTAp-
Horo xopuoMeHurrura (LCMYV), umroMeranoBHpyc MbIIIECH, poTaBHpYC
mblinei (EDIM), TuMudeckuil BUpYC H BUPYC JIAKTAT AeruaporeHassl. HeoO-
XOAUMO BKJIXOUMTb TECTHI, CITIOCOOHBIE OIPENENIUTh PETPOBHPYC MbILIECH, Ha-
npumep, npobsl Ha XC TpoMObowmThl K Apobbl Ha S+L-¢okyc aia onpene-
JIEHUA 3KOTPOMHBIX WM KCEHOTPONHBIX PETPOBUPYCOB, COOTBETCTBEHHO.

e MonoxnonanoHvie aimumena, nOay¥eHHble Ha TUHUAX KN1eMOK Yenoge-
Yeck020 npoucxoxcoenus. Ans MOHOKIIOHAIBHBIX AHTHUTEN YE€I0BEKa HaJIMIHeE
BHPYCOB, KOTOPble MOT'YT ObITh OOHApYXEHbI B IMHUH KJIETOK, B HEKOTOPOi
CTEMEHN 3aBHCHT OT MPOUCXOXKIEHHUA, a TakKe OT 3A0pOBbA IOoHOpa. OHU
MOT'YT HMEThb CHEIHPUYECKYO CIIOCOOHOCTL HHOPUUMPOBATh B-1MMQOUHTEL.
Kak MUHHMYM, He0OX0IHMO MPOBECTH TECTHI HA BUPYCHI, O KOTOPbIX HU3BECTHO,
4YTO OHHM COXPAHMIOTCA B JIMMQoLUTaX. ITH BHPYCH! MepeYyucieHsl B Tad. 3.
BHMpYCBHI CIEOYET BHIABIATH NPH NMOMOILM KYJIbTYPaIbHBIX METOIOB, HCTIOJIb-
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3y JIMHMH KIETOK, BKIIOYaroule csoboaHsie oT BUpycoB numdobracrona-
Hele KJIETKH, TaKKe KaK H HMCCIIEAOBAHUA camMod JMHHM JUMQOIMTOB C HC-
MON1b30BAHUEM HMMYHOXHMHYECKHX MPOLEAYP, IMNEKTPOHHOH MHKPOCKOIMH,
«cay3epH 05101T», noIMMepasHOH HENHON peakUUH WK APYIHX 9YBCTBUTENb-
HBIX METOIUK.

® [ eHHO-UNHIICEHEPHVIE MOHOKIOHANbHBIE aHmumena, npooyyupyemole
AURUAMU K1emOK Maekonumalowux. I reHHO-HHXSHEPHBIX MOHOKIOHANb-
HBIX AHTHTEJ] HalM4He BHPYCOB, KOTOPBIE MOTYT OLITh BBISBJICHH B JIMHHH
KJIETOK, 3aBHCHT OT IPOUCXOXKICHHA NHHHHU KJIeToK. Heobxonumo nposecTH
TE€CThl Ha COOTBETCTBYIOILIHE BHPYCHI.

6) Memoosl unOKyARYUU KyTomyD K1emoK.

JaHHBle MeToAbl CNIOCOOHBI BBIABHUTH HIMPOKHWI CHEKTDP BHPYCOB Mbl-
IueH, 4EI0BeKa U, €CIIH HEOOXOAMMO, KpYIIHOIO POraToro CKOTa.

[IpMephl HCTIOTB3YEMBIX THITOB KJIETOK (CYOCTpaThi):

e KynbTypa ¢ubpoOnacToB MpillicH, HanpuMep, KyJIbTypa MBIIIHHBIX
3MOPHUOHOB,

e xyJqbTYpa $HubpobiiacToB uYesoBeka, HapUMEp, AUIUIOWAHBIE KIIETKH
yenopeka, TakHe Kak MRCS;

® [IEpEBUBACMbIC JIMHHUH KJIETOK YeJ0BEYECKOTO, MBIIITHHOIO WIH OblYb-
€ro MPOUCXOXKIACHUA.

HuaukaTopHble KIETOMHBIC JIMHHHM B KOHLE nepuona HabmoneHr4
JIOJDKHBI OBITH HOTIOMHHUTENBHO IMPOTECTHPOBAHLI Ha reMancopOupyroinHe
BHPYCHI (C 3pUTPOLMTAMH KPOBH 4eNOBEKa rpynrbl 0, MOPCKO# CBHHKH, LibI-
aT). B HcenenoBaHuA AODKHBI ObITh BKIIOYEHBI TECTHl HA PETPOBHPYCHI.

¢) Tecmbl Ha KOHMAMURUDYIOUWEE GZeRMbl, BbINOIHACMbIE RA JiCU-
60MHbBIX.

YKa3aHHbl€ TECTBI ROJKHBI HPOBOAHTLCA IYTEM BHYTPHMBILICUHLIX
HHBEKLUH HMCCIEeaYEMOro MaTepHala WIH paspyuUleHHBIX IIOCEBHBIX KJIETOK,
BBIPALIEHHBIX HA MAKCUMAJIbHOM YPOBHE (WIH YABOCHHA MONYJALUHU (Iacca-
Keit), €CIIM 3TO YMECTHO), HCIOIb3YEMOM MPU MPOU3IBOACTBE KAXKAOH H3 yKa-
38HHBIX HIDKE IPYIIN XHUBOTHBIX:

¢ He MeHee 10 HOBOPOXKAECHHBIX MbIleH OT 2 OMETOB B BO3pacTe 10 24 u;

e 10 B3pOC/NBIX MBIILIEH;

® 5 MOPCKHX CBHHOK.

Hccnexyembit matepuan 10 B3poCiasiM MbllIaM BBOAUTCH MHTpanepes-
PajiLHO.

32 XXHBOTHBIMH He0OXoaMMO HabmoaaTh B TeYEHHE, IO MEHbIIEH Mepe,
4-x Henenb. JXUBOTHOE, KOTOpOE 3aboneBacT WIH y KOTOPOTro MOABIAIOTCA
KaKue-TH00 OTKIOHEHHA, UCCICAYEeTCS A YCTAHOBJICHHA MPHYHHBI 60Je3-
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HH. HccnenyeMsil MaTepHall CYMTaEeTCs INPHEMIIEMBIM JUIA MPOH3BOJACTBA,
€CJIY, N0 MeHbIeH Mepe, 80 % UCIIBITYEMBIX XKUBOTHBIX OCTAIOTCA 310POBBI-
MH U )KMBBIMH B T€YCHHE NMEpHOAA HAOMOACHUA, U HA OJHO U3 XMBOTHBIX HE
NPOABIAET MPH3HAKOB IPHUCYTCTBHUA B UCCIEAYEMOM MaTepHalie KakuX OBl TO
HY OBLIO KOHTAMUHHPYIOUINX Ar€HTOB.

CyOcTpaTtoMm AJis HCCHENOBAaHMA MOIYT CIYXHUTh M OIUIOAOTBOPCHHBIC
aia. UccnenyeMplit MaTepral BBOAMTCS Ha XOPHOAUTAHTOUCHYIO 000JI04KY,
B aMHHOTHYCCKYIO NOJIOCTD MJIH KEJITOYHEIH MEIIOK Kaxaoro u3 10 xypHHbIX
3MOpuoHOB B Bo3pacTe 9—11 anei. JTh Alina HEOOXOAUMO MCCAENOBATL HE
MECHee JeM yepe3 S aHel nHKyOaumMu. AJITaHTOMCHAsA XKUAKOCTh TECTHPYETCHA
Ha HAJIMIHE FEMarT/IIOTHHUHOB HAa 3PUTPOLMTAX MOPCKON CBHMHKH, JPHUTPO-

IMTax Kyp WIH Ipyrux BUAOB ITHLL,
Tabnuua 1

CxeMa TeCTHPOBAHHA HA BUPYCHYH KOHTAMHHALHIO

[IpuMeHAEeMEBIE TECTDI
Cranus npon3BoacTea
aaus np A (B COOTBETCTBHH C pa3fenaMu npuiox. 1)

OcHOBHOM OaHK X/IETOK X039MHa
(OBK) unu Pa6ounii 6aHK KIETOK (a) (6) (c)
(PBK) nipounssonurens

Konouua MeImeH (a) _
CGops: acturrol xaxkocTs

O6bseanueHHBIC COOPHI IPOAYKTA, (6)
NOJYYCHHOrO In Vilro

BeInoMHEHHE TECTOB M3 Irpyrnet ()
OCYLUECTBISIETCS B Cliy4aec, €CIIH BUpYCHaA
KOHTaMuHauua Obl1a onpeaeseHa B

oObeIMHEHHOM CcOope nMpoayKTa

IIpumeuanue: 3HakOM «*» MOMEUYEHBI TECTHI, BLITQJHEHHE KOTOPLIX MPEIaraeTcs,
[10 KpailHEH Mepe, Ha NEpBLIX NATH IPOU3IBOACTBEHHBIX CEPHAX MPOAYKTA.

KoneyHuili oy pabpukar npoykra
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Tabnuua 2
Bupycot Mblinej

l l S B l [TopaxaeMsie
['pynna Bupyc BHIBI )KMBOTHBIX

Xanrasupyc (I'eMmopparuueckas JUXopaika ¢ noue4HbIM

cuapoMoM)*

[ {Bupyc nuMorurapHoro xopuoMeHuHrura (LCMV)

PoraBupyc kpeic*

I Peosupyc tuna 3 (reo 3)* |

Bupyc Cenpaii ¥ ) 3 _ .

TBupyC SKTPOMENIH (OCTIbI OeNbIX MbiiticH)?*

K Bupyc

Bupyc kpric Kunxema (KRV)

Bupyc nakrar aermaporeHassl (LDH)

Menpuatimuii Bupyc Metitet (MVM)

AnenoBupyc Meilicii (MAV)

. Huromeranosupyc mbiieli (MCMYV)

Bupyc snuedanomuenura Molneit (MEV,

Teiinopa unn GDVII)

Bupyc renarura Mpiuci (mhv)

Potasupyc meiied (EDIM)

Bupyc nHeBMOHHK Mbiiel (PVM)

Bupyc noavMoMsl

Kopounasupyc kpsic (RCV) ‘

PerpoBupyc*

Bupyc cuanoaakpuoanesnta (SDA)

THMHYECKHH BUpYC
Bupyc Tynana (HI)K |

Hpumeyanue:

— M — MBILLIY;

— K ~ KpEICHI;

~— B rpynity 1 BkntoueHs! BUPYChl, KOTOPHBIE, COTJIACHO HMEIOMHMCA (PaKTaM,
crnocoOHbBI MHPULIMPOBATL YEJOBEKA WK NIPUMATOB,;

— B rpynny 1l BKIK04Y€HbI BUPYCHI, I3 KOTOPBIX HE CYLIECTBYET AOKa3aTC/ILCTB
OTHOCHTEJLHO HX CNIOCOOHOCTH HHOHLIMPOBATE YEI0OBEKA, HO KOTODHIE, TEM
HE MEHEE, MOI'YT NPEICTaBIATh NOTCHUHAIBHYIO ONaCHOCTh, HAPUMED, AJIA

JIUL] C UMMYHOACPHLIUTHBIMH COCTOTHUAMM,

— 3Be3704K0H (*) noMedeHbI BHPYCHI, O KOTOPbIX M3BECTHO, 9TO OHM CIIOCOOHBI
K peIUIMKALIMK B KJACTKAX YCIIOBEYECKOT0 MK 00€3bSAHLET0 NPOUCX 0K ACHUS
B YCJIOBUSX in vitro

il

= = S =&
KZKZZK ZZNZKZ%RNzZN

<
=

S

Tabnuua 3
Bupycot yenoBeka

e e ol e P, il P —

UpyC ummyHoaedHruuTa yenosexa (Tumos | u 2)
HpYC T- KIETOYHOM neixeMu yenoseka (Tunos I u IT)
[uromeran _j

Eepeqeﬂb BUPYCOB

OBH C
HAVS £l —

Bupyc DmuTeRna-bapp _
vpyc remnatura B B ] B
upyc renatura C |
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FpunoxeHune 2

Tkanu yejioBeka, HCHOJIb3yEMbl€ MPH OLIEHKE NePEKPECTHOH
PEAKTHBHOCTH MOHOKJIOHAJNbLHLIX AHTUTEJ

Hwke npuBefeH nepedeHb TKaHEH 9eN0BEKA, HCIOJL3YEMBIX UL HM-
MYHOTMCTOXHMHAYECKHX WIM LMTOXHMHYECKHUX HCCASHOBAHHHA IPH OLIEHKE
MEPEKPECTHON pPEAKTHBHOCTH MOHOKJIOHAJBHBIX AHTHTEN. JTOT NEpeYeHb

AOJDKEH OTpaXaTh CNEUMPUIHOCTD aHTHTEN M OCOOEHHOCTH MX MCHOJIb30Ba-
HUA.

¢ MUHAATHUHEL, TAMYC, TUM(pATHIECKHE Y3JIbI
e KOCTHBIH MO3T, KJIETKH KPOBH

¢ Jlerxue, ne4YeHp, NMOYKH, XETYHBIA ITy3BIPb, CEJIE3CHKA, XKCIYHOK, KH-
MIEYHHUK

e [lomxenyaodHas xexe3a, OKOJIOYIIHAA KeJie3a, HINTOBHAHAI XKele3a,
NapalMTOBUAHASA XKeJe3a, HAINMOYEYHUK, TAIoPH3

e '010BHO# MO3T, NepuepHISCKHE HEPBI
¢ Cepauge, MonepeqyHo-no10caThle MAIULBI
o JIMYHHK, SMIKO

e Koxa

e KpOBEHOCHBIE COCYIbI
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[Tpunoxexue 3

O61He cBeeHUA 0 MOHOKJAOHAAbHLIX AHTHTEIAX

MOHOKIIOHAJIBHBIE aHTHTENA — 3TO AaHTHUTEJNIA C ONPEIAENICHHON cIeiu-
(PUIHOCTBIO, NOJYYEHHbIE U3 KAOHHPOBAHHBIX KICTOK HJIM OPraHM3MOB XKH-
BOTHEIX. OHM MOryT OBITH NONy4YeHb M3 «beccMepTHHIX» B-imMmpouuTos,
KOTOpbI€ KJIOHMPYIOT ¥ BHIPAIIHUBAIOT B BUAE NEPEBUBACMOMN KYNBLTYPHI (MBbI-
IMHHbIE H 9€JI0BEYECKHE MOHOKIIOHAJIbHBIE AHTHTENA), M3 JIMHAN KIIETOK MIle-
KomuTaloIMx win Oakrepuii, ¢ BBeaeHHOH pekoMOunanTHOM JIHK (reHHo-
HHXEeHEPHBIE MOKIOHAIbHLIE aHTHTENA).

1. Monoxnonanvrble anmumena MBUEUHO20 NPOUCXONCOEHUS

MBbIHHBIE MOHOKJIIOHAMbHBIE AHTHTENA NOAYYAIOT M3 THOPHIOB, CO3-
JAHHBIX IYTEM CHMAHHA B-TUM(pOIMTOB UMMYHU3HPOBAHHBIX MBIIIEH WiH
KpPBIC C KJIETKaMHd MUEJIOMBbI MEILIEH.

OcHoBHas npoOieMa MpH TepPaneBTHYECKOM HCIOJIb30BAHMH MBIOIHHBIX
MOHOKJIOHAJIbHBIX aHTHUTEJ Y 4YEJIOBEKA 3aKMOYacTCa B BO3IMOXHOCTH (op-
MHUPOBAHUA AHTHTEN K UMMYHOrNoOyavHY MBIIIM (YeI0BEYECCKHE AHTHUMBI-
IUMHble aHTUTeNa, Wi HAMA — omsem) y peuunuesTa. 9TO MOXKET BbI3bI-
BaTh MOOOYHBIE peaKUMH ¥ OTPAHUUYUBATEL IUTHTEIBHOCTE 3PPEKTHUBHOIO Te-
paneBTHYECKOro BO3AEHCTBHA MOHOKJIOHANBHBIX aHTHTEA. Ilepuon nomypac-
[aja MbIMIAHLIX MOHOKJIOHAJIBHBIX AHTHTEN in vivo CpaBHHUTEIBLHO KOPOTOK.
T MaKCMManbHOIO CHIDKCHHMA KOJHYECTBAa MBIIIMHOrO O€jyxa, BBOOHMOTO
NalMeHTy, Leecoobpa3sHo HCNONL30BaTh POOUTENLCKHE MHUCIIOMHEIC JTHHUH
KNETOK, KOTOPbIE CAMH HE CUHTE3UPYIOT HMMYHOIIO0YJIMHOBLIE LIETTH.

2. Henoseueckue monoxnonanvrbie GHmumenda

[IpenMymecTBO 4eIoBEYECKMX MOHOKIOHANLHBIX aHTHUTEN, MO CpPaBHe-
HHIO ¢ MBIIHMHBIMH, 3aK/IIOYAETCA B TOM, 9TO CYIMECTBYET HH3KAA BEPOAT-
HOCTb (OpPMMpPOBAaHMA aHTHTEA K HUM Y pPEUMNHEHTa, OJHAKO aHTH-
HOUOTUIIHYECKHE W, BO3MOXKHO, 8HTHAJUIOTUNIMYECKHUE aHTHTEIA MOTYT Ipo-
oyumapoBathea. OHu 00asaroT NOMHBIM CIIEKTPOM OHONOrHYEeCKHX OYHKIMIHA,
B YaCTHOCTH TAKMMH, KaK (QYHKIUH, CBA3aHHBIE C Fc-perHOHOM, KOTOpBIE
ABIAIOTCA BUpgocneunpuyeckuMu, CymECcTBYIOT U APYTHE IIPEeHMYIECTBa,
Takue Kak BbeIOOp moaknacca HWMMYHOTTIOOYJIMHOB €O CHEHUPHUECCKHMH
CBOUCTBAMA.

OCHOBHas CI0XHOCTh B MOJYYEHHH MOHOKJIOHATLHBIX aHTHTE) YelOBe-
Ka CBf3aHa C reHepauueil rHOPHUAOMHBIX JHHHHR C NpUEMIIEMOil cTabHUIIBHO-
CTbIO, IOCKOJIbKY HET YIOBJCTBOPHTEIBHOIO MAapTHEpA 1A NOJYYEHUS rud-
PHAOMBI H2 OCHOBE KIIETOK MHUCJIOMBI YENIOBEKa. TaKkke BO MHOIMX ClIydadx
CJIOXKHO NOJIY4YUTh AaHTUIeH-CCHCHOMIN3HPOBAHHBIC TUMQOIHUTEI, IIPUTOJHbIE
I CIIMSTHAAL.
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CywmecTBYeT HECKOJBLKO aiNbTEPHATHBHLIX IIOAXOHOB JUIS TNOJYYECHHA
YeJIOBEYECKHX MOHOKJIOHANILHBIX aHTHTEN:

e CIMHHE JTHMPOUHTOB 4ejioBeKa (OOBIYHO M3BICYECHHBIX H3 NEpUde-
pudeckoii KpoBH MIH JTMMGQATHIECKHUX Y3JI0B) C KJICTKAMH MUEJIOMBI MEILIEH
WM KJIeTKaMy THOpHIHON MHEJIOMHOM JUHHM 4Y€JIOBEK—MBIINL, JTa Hpole-
Aypa OOBIYHO CX0Xa ¢ THOpUAOMHON TEXHOJIOTHEH, HCNOJIB3YEMOM A 110~
TYYEHHUS MBIIMHLEIX MOHOKIOHANBHBIX AHTUTE]I, OAHAKO MMEIOTCH HEKOTO-
peie TEeXHHYECKHe MpobsieMbl, TakHe Kak Oonee HuM3kas >(¢PEeKTHBHOCTL
CJIMSHUS U NOTEPA, B IEPBYIO OYEPElb YEJIOBEYECKUX XPOMOCOM. Y Ka3aHHbIN
MOAXO0A MOXET pacCMaTpPHUBATLCA KaK AJbTCPHATHBHBIA H3-32 OTCYTCTBHSA
NOAXOAAIETO NAPTHEPA A CIHAHNA — MUCJIIOMHOM JIHHUHU Y€JIOBEKa,;

e TpaHChopMais MUMGOLMTOB 4YENOBEKA BUPYCOM OIniuTeiHa-bapp
(EBV), yka3aHHas npoLeaypa UCIoJb30BaIaCh MHOIHE rOAbl JUIA NOJYyYECHHA
epeBHBAEMBIX OBICTPO pacTyix B-KI€TOK 9€I0BEKa;

o cIWAHHEe B-nuMOLMTOB 4YenoBeKa C JHUHHEH JTUMPOoONIacCTOMAHBIX
B-kiieTok uenosekxa,

e cliUAHME KJeToK AuHun EBV-tpaHchopMupoBaHHbiX B-auMpoLUTOB
4eJIOBEKA C KIETKaMH JIMHMUH MUEJIOMbI MBILIEH.

3. I'enno-undiceneprbie MOHOKIOHANbHBIE AHMUMENQ.

ANbTEpHATHUBHLIN TOAX0A MiA HCKMO4YeHUs HAMA - omeema M CO-
KpaleHUsa OpOACIDKUTENbHOCTH 3(PPEeKTUBHOIO ACHCTBHA TepanuM IPH HC-
OJIb30BAHUH MBIIIHHBIX @HTHTEN, a TAaKKEC MHOTOUYMCJICHHBIX NMPOH3BOACT-
BEHHBIX NpobieM, CBA3aHHBIX C NPOXYKLHEH YeJIOBEUECKUX MOHOKJIOHANb-
HBEIX aHTHTEJl, 3aK/I0YaeTCA B MOJYYEHHHM TaK HA3bIBACMBIX XUMEPHBLIX WIH
r'yYMaHH3HPOBAHHBIX MOHOKJIOHANBHBIX aHTHTEJ ¢ UCNOJIb30BAHHEM TEXHOJIO-
run pexomOuHanTHOH JIHK (p/IHK) n MeTOA0B 2KCIIpeCCHH MEHOB 3YKApHOT.
O6a Tina reHHo-HHXXEeHEPHBIX MOHOKIIOHAJIbHBIX @HTUTEJ C HCHOJIb30BAHHEM
TrexHosoruu pJIHK conepxar nocjieA0BaTENbHOCTH, MPUCYIIHME YEIOBEKY.

B XMMEpHBIX aHTHUTEIAaX Pa3JIMYHBIE AOMEHbI THXKEJbIX U JIEFKHX UCHEH
aHTHTEJIa 4eIOBEKA 3aMEeLalOTCA TaKOBbIMH, B3ATHIMH OT aHTHTEN I'PhI3yHOB
(06BIYHO KpBIC WM MBIIICH) U oOnamaroIMMK TpebyeMOH aHTHreHHOH che-
IIHPHIHOCTHIO.

B ryMasn3vpoBaHHLIX aHTHTENAX TOJBKO TPH KOPOTKHE ruIepBapua-
OeJibHBIE IIOCNEIOBATEABHOCTH (PErHOHBI, ONPEIES/IMIOUIUE KOMIUIEMEHTap-
Hocth, W CDR's) BapuabGenbHBIX AOMEHOB KaX/I0H 1eNH OT aHTHUTENa FPhl-
3yHOB BCTPAHBAIOT B BapHalesIbHBIH NOMEH aRTHTeNa YENOBeKa, 4TO 00Yy-
CJIOBJIMBAET MPOIYyLMPOBaHHE MO3AaMUYHBIX BapHalesibHbIX PErHOHOB. ['yMaHM-
3APOBAHHbIE AHTHTENA COAEPKAT MUHAMYM NOCAEI0BaTENILHOCTEH rPhI3YHOB.
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JInga 3kcnpeccud peKOMOHHAHTHLIX F€HOB MOHOK/IOHAIBHBIX AHTHTEI
NpHEMJIEMBIMH SBJIAIOTCA JIMHUK KJIETOK MJIEKOMMTAIOINMX, B YaCTHOCTH JIK-
HUM MHEJIOMHBIX KJIETOK, HE MPOAYLMPYIOUIHE UMMYHOIIOOYIHHEI, CIOCO0-
HbI€ K BLICOKOMY YPOBHIO KCIIPECCHHM F€HOB 3K30TeHHBIX THKENLIX ¥ JIETKHX

nenei ¥ riMKO3WIHPOBAHMIO, COOpKe U cexpelun GYyHKIIHOHAILHO aKTHBHBIX
aHTHTEJI.

I"'enHO-UHXXEHEPHBIE MOHOKIOHAIBHBIE AHTHUTENA MOTYT HMETh IIpe-
MMYILIECTBA B IUIAHE CHIDKCHUS MMMYHOIMCHHOCTH, YBEJIHYEHMS ITPOAOJIKH-
TEJILHOCTH NEpHoJa NOoJiypacnaja B YCJIOBHIAX in vVivo B COYETAaHHH C BBICO-
KOH creiuPUIHOCTHIO U HYHKLHOHAIBHON aKTUBHOCTHIO.

OnpeneneHHbie acnekThl TPEOOBaHMH, NPEABABIAEMBIX K KOHTPOIIO
XHUMEPHBIX H TYMaHHU3HPOBAHHBIX AHTHTE/l HA OCHOBE pPEKOMOHHAHTHOMU
JTHK, nogobhnl TpeGOBaHUAM KOHTPOJA, KOTOpPbIE YKa3aHbl I MPOAYKTOB,
NOJAY4EHHbIX C HCNOJB30BAHHEM TEXHONOruM pekoMObuHanTHO JIHK. Otn
TpeOOBaHUA KOHTPOJIA KacaroTci, B 4acTHOCTH, nmojoxkenus pJ/IHK BHyTpn
KIETKH XO31HHA, PEryJMpOBaHHUA IKCIPECCHH M CTaOMIBLHOCTH 3KCIPECCH-
PYIOUICH CUCTEMBI, ITPOLICAYPHl O4HCTKH.



