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2420-579477EA/061
CTAEUIIBLHASA JIEKAPCTBEHHAST ¢OPMA 3AMOPOXEHHOI'O BUMPYCA IIPOCTOI'O
TEPIIECA

[IEPEKPECTHAA CCRHJIKA HA POILOCTBEHHHE 3SAABKU

[0001] HacTodmasd 3adBKa B3afgBJLAeT OPUOPUTET coInJjlacHo 35
U.S.C. 119(e) mo 3asgBxke CHIA N 62/093663, mnomaHHOM 18 mexkabps
2014 r1oma, KkoTopasd BKJIOUeHa B HACTOAMMM IOKYMEHT IIOCPeICTBOM
CCEUIKH .

YPOBEHE TEXHWKU

[0002] XwmBEHE BUPYCH, TaKue Kak BUPYC IIpOCTOI'O Tepleca,

OOBIUHO HecCcTabWJILHEL B TeueHue OJIMTEJIbHEIX IIeprMonooB BpPEMEeHNM IIpU

TeMIepaType xpaHeHmd Bome -380 °C. OTCYyTCTBUE TepMOCTabMILHOCTH
OpencraBJgeT cobol mnpodjeMy OJIA TakMx BHPYCOB, OcCoBeHHO IJi4
TepalleBTUYEeCKUX BUPYCOB B KUOKOM KOMIIO 3ULINA . Takue
TepalleBTUYECKUE BUPY CHEIE KOMIIO 3ULIUN I OJDKHEL XpPaHUTBbCH n
TPaHCIOPTUMPOBATHECA B 3aMOPOXEHHOM COCTOSHMM W  MCIOJIBE30BATHCH
BCKOpPe IIOCJIe pa3MOopaXuBaHMA OIS TIIOOIepXaHUsa UMX TepalleBTUYEeCKHU
20PeKTUBHOM MHPEKILIMOHHOCTH.

[0003] OrcyTcTBUE TEepMOCTabUILHOCTH cozmaeT npoOBJIeMsl,
CBA3aHHBE C I[IPOMBBOACTBOM, XpPaHEeHMEeM UM TPaHCIOPTUPOBKOM. BO
BpeMda NIPOUBBOLCTBEHHEX onepaumi, HalpuMep, LM KJIIEL
3aMOpaxmMBaHra/pasMopaXxBaHMa MOTYT HOPUBOIUTE K CyOOIITHMAaJIbHBM
BHIXODAM IIpollecca M OTCYTCTBMI HeOo®XOoIMMOM TIUMOKOCTM B Ielouke
[IOCTAaBOK. XpaHeHMe UM TPaHCIOPTUMPORBKA TaKXe CJIOXHHE, UTO IPUMBOIOUT
K CJIOXHOM 00paboTKe M CJIOXHBM IleldaM NOCTaBOK.

[0004] OrcyTcTBUE TEePMOCTabUILHOCTH Takxe co3gaeT
KOMMepUeckue IIpoOJIeMH . KoMmosmuumm KMBOT'O  BUHPYCa, Tpebyrmue
XpaHeHuda nOpu -80°C mijsg ofecleueHMS CTabMJILHOTO CpoKa XxXpaHeHUd,
IPMBOOAT K CJIOXHBIM [IPOTOKOJIaM XpaHeHMsa M 00paboTKM nOJg JIWII,
IpenoCcTaBJISOIUX MeIVIIVMHCKNKE YCIIYTH. Takue OTpaHNUEeHN A
YBeJIVMUVBAKT PUCK BO3BpaTa NPOOyKTa, eClM OH XPaHUTCHA HelpaBUJIBHO
WV €CJIM BeChb IPOOYKT HE WMCIOJB3YeTCsa. OTO MOXET YBEIVWUYUTH
CTOMMOCTE IJIS KJIMEeHTa.

[0005] HacrTosmee wm300peTeHUe IpenjlaraeT JIeKAapCTBEHHYKL (QOpMy

XMBOI'O BHPYyCa, KOTOpad MOXeT OHITL MCIOJIBE30BaHa IJIig CTadbuiam3alumu



M COXpaHeHus MHOEKUMOHHOCTM BO BpeMsS MHOT'OUMCIIEHHHX LMKJIOB
3aMOpaXxmMBaHua/pasMopaXxmuBadHmMsa WM 0OpU  IOJIUTEJILHOM  XPaHeHuM IIpu
HU3KMX U OKpyXawlx TeMlepaTypax. JekKapcTBeHHas QopMa yMeHbIIaeT
OT'pPaHNUeHUd npu [IPOU3BOLCTBE, TPaHCIOPTUPORBKE, XpaHeHUn U
MCIIOJIL 30BaHUM BUpPYCa, obecrieurBas IMBKOCTB tes rnorepu
CTabMJILHOCTY /MU UHOEKLIVMOHHOCTH.

[0006] PacrTymasa oBJlacThb OHKOJIUTUUECKOMN VIMMYHO Tepalmnun
yBeJIMuuJia TepalleBTHUUYecKoe IIPUMEHEeHMe  OHKOJMTUUECKMUX  BUPYCHEX
KoMIIoBuUlMM. JloOble  yJYUNEeHMS B OTHOUIEHMM  KOMIIO3ULUNM  XUBOTO
BUPYCa, KOTOPHE COXPaHAKnT VMHQEKIIMOHHOCTD u obecneurBawT
YIIYUIIeHHY®D CTabuJIbHOCTE BUPYyCa B TeueHMe OIOHOTO WMJIM HECKOJBbKUX
LIMKJIOB 3aMOpaXMBaHMUg/ pasMopaXxBaHM g u/nnm npu OJINTEJIbLHOM
XpaHeHUM B XMIKOM COCTOSHUM IIpM TeMIlepaTypax B IOIpelejlax OT 4yTh
BHIlE TeMIIepaTypH 3aMep3aHusa OO0 TeMIepaTyph OKpyXakllel CcpenH,
OynoyT BHII'OJIHEIMU oJs DKCILIyaTalun, a TaKxe 3HAUUTEJBHO
YBeJIVMUMBAKRT yIoOCTBO M TUMOKOCTBH IJIS [IOCTaBIMKA MEeIVMIMHCKUX YCJIyT
n NalureHTOoB. HacTosdmee n3obpeTeHme YIOBJIETBOPAET 2TY
IOTPeBHOCTL, IIPEelOCTaBJIAA TaKMe KOMIIOBUIIUMN.

KPATKOE OIIMCAHME WU3OEPETEHUA

[0007] B onOHOM BapMaHTe pealuzaluM KM300peTeHMA IIpelJioXeHa
KOMIIO3ULUA XUBOT'O BHpyCa, coIepXallad BHUPYC IIpPOCTOIO TIeplieca,
BeJiok, IO MeHbIel Mepe OIOMH caxap, XJIOpMUO HaTpusa U docdaT HaTPHUA
npu pH 7,4, OpuueM KOMIIO3UIUIMS SABJISETCS 3aMOPOXEHHOM.

[0008] B onOHOM BapMaHTe pealn3aluM KM300pPeTeHMSa KOMIIO3ULUUI
MOXeT OBITL pas3MoOpOXeHa ¥ XPaHUTCA NIpY TeMmIepaTrType oT 2 °C mo 110
MeHbImer Mepe 25 °C. B CBS3aHHOM BapMaHTe pealu3aluy M300peTeHus
rnocjie pa3MOpaxXuMBaHMsa IIpU TeMiepaType oT 2°C IO 10 MEHbIEN Mepe
25°C KOMMOBUIMI XMBOTO BMPyCa IOBTOPHO BaMOPaXMBAT ¥ XPAaHAT IIpU

TeMIIepaType, PaBHOM II0 MeHbmel Mepe -30 °C.

[0009] B npyroM EBapuaHTe peaju3alry MK300peTeHMI KOMIIO3ULUA
MOXeT OBTHL pPasMOpOXeHa W XPaHUTCS OpU Temrnepatype oT 2 °C nmo 8
°C. B CBA3aHHOM BapraHTe peanmMzanmun n300peTeHnud nocjye

pasMopaxmBaHMa IOpM TeMIepaType oT 2°C mo 8°C KOMIOSMUILMIO XUBOTO



BHpYyCa TIIOBTOPHO 3aMOpaXxXvpealT M XpPaHAT IIpM TeMIlepaType, paBHOﬁ I10

MeHbmen Mepe -30 °C.

[0010] B rmpyroM BapMaHTe pealuzaluumM uU300peTeHMsa 0OeJloK
npencraBJjigeT cobon YaCTUUHO TUOPOJIN30OBAHHBIN xKeJiaTuH NI
CHIBOPOTOUHHM aJjlbOyMMH UeJIOBeKa.

[0011] B OIpyToM BapuaHTe peanusanmm n300peTeHnd
KOHLEeHTpaluusa UYaCcTUUYHO TIHIPOJJM30BAHHOTO XeJlaTuHa COCTaBJIgeT oOT
0,01% mo 1% (mac./o00.).

[0012] B OpyTOM BapMaHTe peaamn3salnmum nso0peTeHnd
KOHIeHTpallMsad CHBOPOTOUHOTO ajlbOyMrHa UeJloBeKa COCTaBJIgeT OT
0,25% mo 1%.

[0013] B 1npyroM BapMaHTe pealM3aluM MK300peTeHMs I[IO0 MeHbIeM
Mepe OIMH caxXap OpeAcTaBjsgeT coboM copbuT, MUO-MHO3ZUTOJ WM
caxaposy. B CBS3aHHOM BapuaHTe peanuzanuu n300peTeHns
KOHLeHTpalusa copbuTa cocTaBJgeT 2% (Mac./06.). B CBA3aHHOM

BapMaHTe peajM3alumy M300peTeHMAa KOHLUeHTpaluuid copbuTa COCTaBJIAET

4% (Mac./06.). B CcBg3aHHOM BapMaHTe pealM3aluu K300peTeHud
KOHLeHTpalMa CcaxXapos3s CcocTaejsgeT oT 9% (Mac./006.) no 15%
(Mac./o06.) .

[0014] B IpyToM BapMaHTe peanmsanumnum n300peTeHmnA

KOHLIEHTpallud XJiopMIa HaTpuia cocTabBjdgeT 145 mM.

[0015] B OIpyToM BapuaHTe peanusanmum n300peTeHNnd
KOHIeHTpalMsa XJIOpuIa HaTpMusa CcocTaBJigeT okoJio 145 MM.

[0016] B IpyToM BapMaHTe peannusanmnum n300peTeHnd
KOHUeHTpaluusa dochara HaTpusa cocTasjdeT 100 MM.

[0017] B IpyT oM BapMaHTe peannusanmnum n300peTeHnuda
KOHUeHTpaluusa dochaTa HaTpusa cocTabjdeT okojio 100 MM.

[0018] B IpyT oM BapMaHTe peannusanmnum n300peTeHuda
KOHUeHTpaluusa ¢ocharTa HaTpusa cocTasjdeT 102 MM.

[0019] B IpyT oM BapMaHTe peannusanmnum n300peTeHud
KOHLeHTpaluusa ¢ochaTa HaTpMsa cocTabjdeT okojio 102 MM.

[0020] B znpyroM BapMaHTe pealM3alur MN300peTeHUSsS UYaCTUUHO
TUOPOJIM30BAHHEI XeJIaTHUH SBJISEeTCS CBMHEM.

[0021] B @mpyroM BapMaHTe peajMz3aluM M300peTeHUs BUPYC

npencTaBiageT coBo¥ BMPYC MNPOCTOTO Teprneca 1.



[0022] B pmpyI'oM BapMaHTe peajM3aluM M300peTeHUus BUPYC
IpOCTOTO Tepleca OpelcTaBJfgeT CcoOOoM KIMHUUECKUM M30JIAT.

[0023] B rmpyroM BapMaHTe peajMz3aluM M300peTeHUsa BUPYC
IpoOCTOTO repreca npelcTaBJIgAEeT cobom KJIVHUY e CKUN M3OJIAT
peuuOouBUpyKIeTro JilabuaJlbHOT'O Ieplleca.

[0024] B 1npyIoM BapMaHTe pealMzaluy M300peTeHud MITaMMm
BUpPYCa TIIPOCTOTO Teprneca 1 BHOMpalT M3 TPYIIOE, COCTOAMeN U3
mTaMMvMa JS1, mTammMma 17+, mTamMma F u mTamma KOS.

[0025] B pmpyroM BapMaHTe pealiM3alyM M300peTeHUus BUPYC
IIPOCTOTO Tepleca He COOepXMT OIMH uiInm ©OoJiee (QYHKIMOHAJIBbHEX
T'eHORB. B CBSA3aHHOM BapMaHTe peanuzalumM  U300peTeHud  BUPYC
IpOCTOTO Teplleca He COOepPXUT (QYHKUMOHAJNLHEY T'eH, KOIOVPYIIMNUMA
ICP34.5. B CcB43aHHOM BapMaHTe pealu3aluu u300peTeHMd BUPYC
IpOCTOTO Teplleca He COOepXUT OQYHKUMOHAJNBLHEM T'eH, KOIVPYIIOMNUMA
ICP47. B CBA3aHHOM BapMaHTe peaamnsanmum n300peTeHnsa BUPYC
IpOCTOTO Tepleca IOOMNOJHUTEJNILHO He COIepPXUT OYHKIMOHAJNLHBM I'eH,
Komgupyilommi ICP6, OYHKUMOHAJLHEIM T'eH, KOIUPYKIMM TJIMKOOpOoTerH H
MIM QYHKUMOHAJIBHEM T'eH, KOIMPpYIMM TUMMOVMHKMHAZ3Y. B CBSA3aHHOM
BapMaHTe peajJMz3alum MU300peTeHUus BUPYC [OIPOCTOIO T'eplleca He
comepXxuT OGQYHKUMOHAJIEHEM T'eH, KoOupylmuh vhs (0eJIok BHKJIIOUEHUA
xo3auHa - host shut off). B OpyroM CBA3aHHOM BapMaHTe peajiM3alur
nzofbpeTeHua BUPYC IIPOCTOTO Tepleca He COIepXUT OGYHKUMOHAJILHBIM
I'eH, KOOUP YOI UL43. B CBA3aHHOM BapMaHTe peanusaumum
n300peTeHrss BUPYC IIPOCTOIO Tepleca He COIepXUT (QYHKUMOHAJILHEM
TeH, Kooupywomuit VMW, bYHKIMOHAJILHEI  T'eH, Komupyiommur  ICPO,
OYHKIUMOHAJILHEIM TeH, KOIUPYOMMMA ICP4, OYHKIUMOHAJILHEM TeH,
Komupyiommi ICP22 wmiM QYHKUMOHAJILHEIM TeH, Kkooupylomuit ICP27. B
CBA3aHHOM BapMaHTe pealM3aluy Mn300peTeHMs MOIMOMKaIMag BUpYyCa
IpOCTOTO Tepreca OBJIa OIpOoBeleHa TakuM o6pa3oM, dYTo TeH Usll
SKCIOpecCcHupyeTCcs KaK paHHMM TeH. B CBA3aHHOM BapMaHTe peajM3aluu
n300peTeHra BHPYC TIIPOCTOTC Tepleca COOepXuT OIOMH wWin 0oJee
TeTepPOJIOTUUHEX T'€HOB M/MUJIM BUPYCHHX TeHOB. B CB43aHHOM BapMaHTe
peadrsalnM U300peTeHUud TeTepPOJIOTHMUHEIM TeH U/UJIM BUPYCHHIM T'eH
BHOUpPAT W3 TPYIINE, COCTOAMeM M3 I'eHa, KOOUPpYKIero IMTOTOKCHUH,
VIMMY HOMO Iy JIMP YOI OeJIoK, OIIyXOQJIEBHM aHTUTEH, aKTUBATOP

npoJieKapCcTBa, Oy X OJIEBHI CyImIpeccop, bepmenT, [IpeBpalaomnmi



IpoJIeKapCTBO, OeJiku, CIIOCOOHHE BH3HBATH CIIMSHUE KJIETKMU C
KJIETKOM, VHITUOUTOP TAP, BUPYCHEIM BeJilok Usll, MOJIEKYIIY
aHTUCMEICJTIOBOM PHK wmim pubosmMmM. B IpyToM CBS3aHHOM BapMaHTe
peaqusalnM U300peTeHUud TeTepPOJIOTHUHEM TeH W/UJIM BUPYCHHM T'eH
BHOUpPAT W3 TPYIIIH, cocTodmey M3 T'eHa, Komupywomero WI-12,
TpaHyJioUMTapHO-MakpodaTralbHEM  KOJOHMEeCTUMYyJIMpylmut  dakTop  (GM-
CSF), LIMTOBRMHIe3aMMHAaRY, by 30T eHHLM TJIMKOIIPOTEeUH JIeMKeMU
TMOB0OHOBOM 00e3bSHH, nosmmnentun UL49.5 Opbubero TIepllecBHUpyca
(BHV) wmiam BUPYCHHM Oejiok Usll.

[0026] B pmpyroM BapMaHTe pealiM3alyM M300peTeHUuss BUPYC

IPpOCTOTO Teplieca BHOUpaoLT K3 ITPYNNHE, COCTOdmel W3 TaJlMMOoTeH
JlaTepllapenBeka, Seprehvir™ (BII'-1716), G207, OrienX010, NV1020,
M032, ImmunoVEX, NSC 733972, HF-10, BV-2711, JX-594, Myb34.5,

AFE-618, Brainwel™, Heapwel™ u OncoVEXGALV/CD,

[0027] B mpyI'oM BapMaHTe pealn3aluy KN300peTeHUA IpelJIiOoXeH
crioco® YHMUTOXeHMS OIYyXOJIEBHX KJIETOK Yy HallMeHTa BKJIOUAKIUMA
BBelleHUe CYOBEKTY, HyXDameMyCcsa B BTOM, KOMIIOBULIMU  XUBOTO
BUpyCa, OINMCAHHOM BHIIe, B YCJOBUAX, 5DOOEeKTUBHEIX IJIS YHUUTOXEHUI
ONIyXOJIEBEX KJIETOK Yy IalMeHTa. B CBA3aHHOM BapMaHTe peajM3alun
n300peTeHra KOMIIOBUIMI XMBOI'O BMpyCa BBOOAT B KOMOMHaUMM C
VHIVOMTOPOM KOHTPOJIBHEIX TOUEeK. B CBA3aHHOM BapMaHTe peaju3aluu
M300peTeHra KOMIO3MUMKD XMBOT'O BMPYCa BBOOAT IO, OIHOBPEMEHHO C
WM IOoCJie MHIMOMTOpa KOHTPOJIBHEIX TOUueK. B CBA3aHHOM BapMaHTeE
peamm3aumMy M300pPeTEeHUA OIYyXOJIEBHE KJIIETKM BHOpPaHH U3 TPYIIIH,
COCTOAMmMEN M3 KJIETOK aCTPOUMTOME, OJUTOOEHIPOTJIMOME, MEHVHIMOMH,
HeVpodnOpPOMEH, TIIno0JIaCTOMEHL, BIIEHOVMOMEL, MBAHHOMEL,
HeVpodrbpoCcapKOMH, MenyJIIo0JIaCTOMEHL, MeJIaHOMEIL, KJIETOK paka
IOIKEJIYyOOUHOM XeJIe3H, KJIEeTOK KaplMHOMH [IPpeldCTaTelIbHOM XeJIe3H,
KJIETOK paka MOJIOUHOM XeJies3H, KJEeTOK paKa JeTKoTo, KJETOK paka
TOJICTOT'O KMIIEUHMKa, KIJEeTOK TIellaTOME, Me30TeJIMOMEl, KJIeTOK paka
MOUEBOTO IIy3HPS ¥ KJIETOK BHOUISPMOMIOHOM KaplMHOME. B CBS3aHHOM
BapMaHTe pealM3aluu MK300peTeHMsa IallMeHT TIpencTaBiasgeT cobon
JeJioBeka. B CBA3aHHOM BapMaHTe peaju3alMy K300peTeHUda BBeIeHUE

OCYmEeCTBJIAKT IIyTeM VMHBEKIUI.



[0028] B IpyT oM BapMaHTe peannsanmnum n3o0peTeHud
MHOEKUMOHHOCTE YBEJMUMBAETCS II0 CPaBHEHMI C TOM Xe KOMIO3UIUEeN
XMBOTO BUpPyCa, KOTOpasg He COOEepPXUT OeJioK.

I'PAOUUECKNE MATEPVAJIH

[0029] OQur. 1. BauaHume Oybepa M cCcoIepxaHUS COJel Ha
CTabUIBHOCTD 3aMOPaXMBaHUA/Pa3MOPaXUBAHUSA . BaKpalleHHBM pomb,
criomHasa JwmHMg: 10 MM Naphos (docdaT HaTpusa), He3aKpalleHHBM

KpyT, NOYHKTUMpHas JuHusg: 10 MM Kphos (dochar kanams), BaKpalleHHBM
KpyT, CILJIOHAa4gd  JIMHUA: 100 MM Kphos; 3aKpalleHHHY  KBalpaT,
CriomHasa JuHMA: 73 MM NaCl; He3akKpalleHHBM KBalpaT, [IYHKTUpPHas
avaug: 0 MM NaCl u 3akKpalleHHBEM poMO, OYHKTUPHAaS JIMHUSA: KOHTPOJE.

[0030] dmr. 2A. BIMdAHMe KOHIIEHTpallMM caxapa Ha CTabWMJIbHOCTH
3aMOPaXMUBaHA/ pa3sMOPaXBaHNA . BakKpalleHHEN KBaIparT, CILJIOWHA 4
JIVHUA: 9% cCcopbuT, HesaKpalleHHHM KBangpaT, OYHKTHMPHasa JMHUA: 15%
CoOpB®UT, ¥ 3BaKpalleHHHM poMO, OYHKTUPHAaS JMHUSA: KOHTPOJL.

[0031] dmr. 2B. BaMdaHMe KOHIIEHTpallMM caxapa Ha CTabMJIbHOCTH
3aMOPaxXMUBaHya/pa3sMOpPaXBaHNA . BakpalleHHEN KBaIparT, CILJIOWHA 4
JIHUA: 9% CcopbuUT, 3aKpalleHHEM TPeyTOoJIbBHUK, CIJIOmMHasa JMHMA: 15%
caxapo3a, He3aKpalleHHHM KBanpaT, [IYHKTUpPpHas JuHUA: 9% Tperanosa
M He3aKpalleHHBEM TpeyTOoJIbHUK, [IYHKTUMPHasa JIMHMA: 15% Tperajsoza.

[0032] Oour. 3 BaMSHME coueTaHul OeJIoK/caxap Ha CTabuJIbHOCTDL
Py 3aMOpaxrBaHUM/pasMOpaXmMBaHMM. 3aKpalleHHHM KBamgpaT, CILIJIOMHAS
JMHMS: 9% caxaposa, 2% aHTU-CTPelNTaBUOMHOBLHI mMADL, He3aKpalleHHLM
KBalpaT, OYHKTHMpHasd JMHHMA: 9% caxaposzsa, 2% urXejgaTuH (4aCTUUHO
TUIOPOJIM30BAHHEM XeJIJaTMH) , BaKpalleHHHM KpyT, CIJIOmMHasa JuHUA: 4%
PUCA, He3aKpalleHHBM KpYyT, NOYHKTMPHas JIMHUA: 4% urXejaTuH U
3aKpalleHHHV poMO, OYHKTUPHAS JMHUA: KOHTPOJE.

[0033] dmr. 4A BiamaHMe caxapa U OeJIKOBEX BCIIOMOT'aTeJIbHEX

BEMeCTB Ha CTabuMJILHOCTL XMOKOCTM Npu 2-8 °C. BakpameHHH) KBamgpar,

CIJIOmMHasA JMHUA: 2% pUCA, HeszakpalleHHHM KBaOpaT, [OIYHKTHUpPHas
IvHUA: 2% urXejJaTuH; 3aKpalleHHHY KpyT, CIJIOmMHasA JuHMA: 15%

Tperajio3a, HesakKpalleHHHN KpyT, IOyHKTHMpHad JuHMA: 15% caxaposa,
3aKpalleHHHEM TPeyToJIbHUK, CIJIomHas JuHuA: 9% caxapo3a, 2% pUCA wu

SaKpaIHeHHBIﬁ pOM@, IIYHKTUMPHAaA JIMHMA: KOHTPOJIb.



[0034] O&mr. 4B BiamaHMe caxapa U OeJIKOBEHX BCIIOMOT'aTeJIbHEIX

BemMeCTB Ha CTabWIbHOCTL XMUIKOCTM opu 25 °C. BakpameHHB KBamgpar,
CIIJIOIIHasA  JIMHUA: 2% pUCA, HesaKpalleHHHY KBalpaT, [IyHKTHPHAad
JuHUA: 2% urXejaTuH, He3aKpalleHHBEM KpPpyT, OYHKTHMPHas JMHMUA: 15%
caxapo3a, 3aKpalleHHHM TpeyTOoJIbHUK, CIUJIOMHasa JMHUA: 9% caxapo3a u
2% PpUCA, u 3aKpalleHHEM poMO, NYHKTHPHAasS JIMHUA: KOHTPOJIb.

[0035] omr. 5 BiamMsgHMe KOHIUeHTpauuyu pUCA wm urXejaTmHa Ha
CTabUIILHOCTD BO BpeMd LUKJIOB 3aMOPaXMBaHUA/Pa3MOPaXUBAHUSA .
BakpaleHHE KBanparT, CIJIOmMHAasA  JIMHUA: 1% pUCA, 3aKpalleHHBM

TPEeyTOJILHUK, CIJIOMHAas JVHMA: 2% pUCA, 32aKpalleHHBM KPYT, CIJIOMHAS

avHuA: 4% pUCA, He3aKpalleHHEM KBaOpaT, »OYHKTHMpHas JuHuS: 1%
urXejaTuH, HesaKpalleHHEM  TpeyToJIbHUK, IIyHKTUPpHas  JINHWUA: 2%

uyrXejlaTMH, He3aKPAlleHHHM KPpYyT, IIYHKTHMpHas JMHMA: 4% urXejaTuH U
3aKpaleHHu PpoMO, OYHKTUPHAS JIMHMA: KOHTPOJL .

[0036] Odur. 6A BRimsaHMe KOHIeHTpaluum pUCA m uyurXejaTmHa Ha

CTabMJIILHOCTE TIIpM XpaHeHuu nOpu 25 °C. 3axkpalleHHHM KBanparT,
CIiomHasa JmuHMA: 1% pUCA, 3axKpalleHHEM TpPeyTOoJIbBHUK,  CIJIOMHAaSA
JIVHUA: 2% pUCA, 3akpalleHHEM KpyT, CIJIOMHas JuHuA: 4% pUCA,
HesaKpalleHHHM KBampar, IyHKTHpPHAaA JIVMHUA ¢ 1% urXejaTuH,
HesaKpalleHHB  TpPeyIT'OJIbHUK, OyHKTHPHAaA  JIMHUA: 2% urnXejatTuy,

HeBaKpaLHeHHBHZ KpyT, IIYHKTHPHaA JIMHMA:® 4% urXeJaTuUH U BaKpaHIeHHBHZ
pOM@, IIYHKTHPHAaA JIMHMA: KOHTPOJIE.

[0037] Oour. 6B BiMsaHMe KOHIeHTpaluum pUCA wm urXejJaTmHa Ha

CTabMJILHOCTE IIpM XpaHeHuM nOpu 2-8 °C. SakpalleHHHM KBanparT,
CriomHasa JuHMA: 1% pUCA, 3axKpalleHHBM TpeyToJIbHUMK,  CIJIOmMHAaSA
IVHUA: 2% pUCA, 3BakpalleHHEM KpyT, CIJIOmHasa JuHuA: 4% pUCA,
HesaKpalleHHHM KBalparT, IyHKTHUpPHAaSA JIMHWUA : 1% urXejiaTuH,
HesaKpalleHHHY TpPeyTOJIbHUK, NOYHKTHMPHas JuUHUA: 2% urnXejgaTuH U

He3aKpalleHHBEM KpyT, OYHKTUPpHas JuHug: 4% urXejgaTuH, 3aKpalleHHHM
poMO, TYHKTUPHAad JIMHUA: KOHTPOJIE.

[0038] our. 7A BiIMAHME paszJIMUHEX CTeleHel UM MCTOUHMKOB PUCA
Ha CTabMJILHOCTL XUOKOCTHM Hpu 25 °C. BaxpalleHHHM KBaipaT, CILJIOMHAS
JMHMA: 2% urXeJaTuH; 3akKpalleHHBEMW KpyT, CIJIOmMHasd JMHUA: 2% Sigma,

HesaKpalleHHB TpeyToJIbHUK, [OYHKTUPpHad JuHUA: 2% Novozyme Alpha,



HesaKpalleHHHM KpyT, NOYHKTUMpHasd JuHUA: 2% Novozyme Albix wu
HesaKpalleHHE poMO, NOYHKTUpPHasa JUHMA: 2% Novozyme Prime.

[0039] dur. 7B BIMAHME pas3JIMUHBX CTeleHeV UM MCTOUHMKOB PUCA

Ha CTabWJIbHOCTL XMUIKOCTM IIpu 25 °C. BakpalleHHHN KBalpaT, CIJIOmMHAS
JuHMA: 2% urnXejlaTMH; 3akKpalleHHHN KpyI, CIJIOMHas JMHUA: 2% Sigma,
He3aKpalleHHEY TpeyToJIbHUK, I[IYHKTHUpHas JuHug: 1% Novozyme Alpha,
HesaKpalleHHHY KpyT, [OYHKTUMpHasa JuHMA: 2% Novozyme Alpha wu
HesaKpalleHHHV poMO, NOYHKTUPHas JuHuA: 4% Novozyme Alpha.

[0040] our. 7C BiMsaAHMEe pasJIMUHBX CTeleHel UM MCTOUHMKOB PUCA

Ha CTabWJIBbHOCTL XUIKOCTM IIpu 25 °C. BakpalleHHHN KBanpaT, CIJIOmMHAS
IVHUA: 2% urXejaTMH; 3aKpalleHHHM KpyT, CIUJIOmMHas JMHMA: 2% Sigma,
He3aKpalleHHBEM TpeyToJIbHUK, OYHKTUpHas JauHusa: 1% Novozyme Albix,
HesaKpalleHHHM KpyT, [OYHKTUMpHasd JuHUA: 2% Novozyme Albix wu
HesaKpalleHHHM poMO, OYyHKTUpPHasa JuHMA: 4% Novozyme Alpha.

[0041] our. 7D BiaMAHME pasJIMUHEX CTeleHeV UM MCTOUHMKOB PUCA

Ha CTabMJILHOCTL XUOKOCTHM Hpu 25 °C. BaxpalleHHHM KBaipaT, CILJIOMHAS
JIVHUA: 2% urXejlaTMH; 3aKpalleHHHM KpyT, CIJIOmMHas JMHMA: 2% Sigma,
He3aKpalleHHE TpeyToJIbHUK, OYHKTUpHas JuHusA: 1% Novozyme Prime,
He3aKpalleHHBE KpyT', [OYHKTUMpHas JuHua: 2% Novozyme Prime wu
He3aKpalleHHBE poMO, NOYHKTHMPHad JMHMA: 4% Novozyme Prime.

[0042] dur. 8A. BimsHue 0,25-1,0% uyrXesaTrHa Ha
CTabMJILHOCTE IIPY LMKJIAaxX 3aMopaxuBaHMA/pasMopaxuBaHug mIpu  10°
BOE/MJI. BakpalleHHHM KBampaT, CcIUlomHasg JuHmug: 0,25% urXejgaTuy;
3aKpalleHHEM KpyT, CcIiomHas JmHus: 0,5% urXejaTuH,; 3akKpalleHHBEMN
TPpeyTOJIbLHUK, CIJIomHas JimHusa: 1,0% urXejaTuH M 3aKpalleHHEM poMo,
INIYHKTUPHASA JIMHUA: KOHTPOJb .

[0043] Ooumur. 8B.Bamgume 0,25-1,0% urXejgaTmHa Ha CTad®MIBHOCTL
npu HMKJIaXx 3aMOpaXUBaHnga/pasMopakuBatma npu 108 BOE/MJI.
BakpalleHHBM KBpamparT, CILJIONHA A JIVMHWU A : 0,25% urXejaTuH;
3aKpalleHHEM KpyT, CcliJjomHas JuHusa: 0,5% urXejaTuH; 3BakpalleHHBEN
TpeyToJILHUK, CIJIomHasa JmnHMA: 1,0% urXejaTuH M 3aKpalleHHEM poMO,

IIYHKTVMPHAaA JIMHMA: KOHTPOJIE.

[0044] dur. 8C. BiInsgHue 0,25-1,0% uyrXesgaTruHa Ha
CTabMJILHOCTE XMAOKOCTM npu 2-8°C npm 109 BOE/MiI. 3aKpalleHHBM

KBagpaT, CIJIomHada JIMHUA: 0,25% urXejmaTuH; 3BaKpalleHHHEM KpPyT,



CILJIONHA A JIVHUA ; 0,5% urXesaTuH; 3aKpalleHHEMN TpeyTOoJILHUK,
criiomHasa JmHMg: 1,0% urXejaTuH M 3aKpalleHHBM poMO, OYHKTHPHAasd
JIMHUSA: KOHTPOJIE .

[0045] dur. 8D. BiansgHue 0,25-1,0% urXesgaTruHa Ha

CTabMJIbLHOCTEL XMAOKOCTM Ipu 2-8°C npm 108 BOE/MJI. 3BaKpalleHHBI

KBamgpaT, CrJomHasa JuHug: 0,25% urXejgaTuH; 3BakKpalleHHHNM KpyT,
CILJIOWHA S JIVIHM A & 0,5% yrKejlaTUH; 3aKpaleHHbI TPpeyToJIbLHUK,

cruiomHas JmHug: 1,0% urXejgaTMH M 3BaKpameHHBM poMO, MOTYHKTHMPHAaST

JIMIHMA: KOHTPOJIE .

[0046] dur. 8E. BiamsaHue 0,25-1,0% yrXesgaTruHa Ha
CTabMJILHOCTE XMIkocTu npu 25°C npm 109 BOE/MiI. 3BaKpalleHHBN
KBalgpaT, CIJIomHasa JIMHUA: 0,25% urXejaTuH; BaKpalleHHBM KpyT,
CILJICIIHA g JIVTHU A 0,5% urXesaTuH; 3aKpalleHHBN TPeyT'OJIbHUK,

criiomHdasg JuHug: 1,0% urXejgaTuH M 3aKpalleHHBM poMO, OTYHKTHPHAad

JIMIHVMA: KOHTPOJIE .

[0047] dur. 8F. BiamusgHue 0,25-1,0% yrXesgaTruHa Ha
CTabMILHOCTE XMIOkoCcTM Impu 25°C npm 108 BOE/MiI. 3BakKpalleHHBM
KBagpaT, CIJIomHasa JIMHUA: 0,25% urXejmaTuH; BaKpalleHHBEM KpyT,
CILJICIIHA A JIVHUA & 0,5% urXesjaTuH; 3aKpalleHHEM TPeyIT'OJIbHUK,

criomHasa JmHMg: 1,0% urXejaTuH M 3aKpalleHHBEM poMO, MIYHKTHPHAasd

JIVIHMA: KOHTPOJIE .

[0048] dur. 8G. BimsHue 0,01-0,5% urXesaTrHa Ha
CTabMJILHOCTE XMIOKOCTM mOpu 2-8°C npm 106 BOE/MiI. SBakKpalleHHBN
KBamgpar, CILJIOMHAaA JIMHN A : 0,01% uyrXeJaTuH; 3aKpalneHHbM
TpeyT'OJIbHUK, CILJIOMHAasa JIMHMA: 0,05% urXejaTuy; He3aKpalleHHEM
KpyT', crJiomHas JuHMA: 0,1% urnXejmaTmH, 3Be3I00YKa, NOIYHKTHUMPHAaL

Juausa: 0,25% urXejaTuH. 3akpalleHHBM KpyT, CcIJomHas JuHusa: 0,5%

yrXejaTuH U BaKpameHHHﬁ pOM@, IIYHKTHMPHAaA JIMHMA: KOHTPOJIE .

[0049] dur. 8H. RiamsgHue 0,01-0,5% uyrXesgaTruHa Ha
CTabMILHOCTE XMIOkoCcTM Tmpu 25°C npm 109 BOE/MiI. 3BakKpalleHHBMN
KBagparT, CILJIOMHAa A JIMHUA : 0,01% uyrXeJaTuH; 3aKpalle HHEMN
TpeyT'OJIbHUK, CIIJIOMHAasa JIMHUA: 0,05% urXejmaTuy; He3aKpalleHHEMN
KpyT', cruiomHas JmHMA: 0,1% urnXejaTwH, 3Be3IO04YKa, [IYHKTHUMPHAaS

Juausa: 0,25% urXejaTuH. 3akpalleHHBM KpyT, CIJiomHas JuHusa: 0,5%

yrXejaTuH U BaKpameHHHﬁ pOM@, IIYHKTHMPOHAA JIMHMA: KOHTPOJIE .
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[0050] Qur. S9A. Bamaume 0,25-2,0% Ha CcTabWMIBHOCTE IIpPHU
LIMKJIaX 3aMopaxmBaHug/pasMopaxmBanmua opu 109 BOE/MI. SBaKpalleHHBM
KBaIpaT, CIulomHasa JuHua: 0,25% pUCA, 3akpalleHHBM TpPpeyToJbHUK,
criiomHasa JmuHMA: 0,5% pUCA, HesaKpalleHHHNM TpPeyTOJIbHUK, CILJIOMHAMA
JIVIHUS : 1,0% pucCAa, 3BEe3I0UKa, CILJIOMHAasa  JIMHUA: 2,0% pUCA wu
3aKpaleHHHY poMO, OYHKTUPHAS JIMHUA: KOHTPOJL .

[0051] O®umur. ©9SB. Bamanue 0,25-2,0% Ha CTabuUIBHOCTEL IIpU
LIUKJIAX BaMopaxmBaHMd/pasMopaxmBanmua opu 108 BOE/MII. SBaKpalleHHBI
KBaIpaT, CcIulomHasa JuHusa: 0,25% pUCA, 3akpalleHHBM TPpeyToJIbHUK,
criomHasa JmHUA: 0,5% pUCA, HesaKpalleHHBNM TpeyToJIbHUK, CILJIOMHASA
JIMHU A : 1,0% pUCA, 3BE3I0YKa, CILJIOIHAaA  JIMHUA: 2,0% pUCA wmu
3aKpalleHHE poMO, OYHKTHPHAS JIMHMA: KOHTPOJDL.

[0052] O&mr. 9C. Baumdgume 0,25-2,0% pUCA Ha CcTabMIBHOCTH

XKUOKOCTM mpu 2-8°C npm 10° BOE/MJI, Ha IOIPOTIXEeHUM BpPeMeHeM, B
HeOeJisax. BakpalleHHHM  KBaIpaT, CILJIOWMHAasA  JIMHUA: 0,25% pUCA,
3aKpalleHHEM TPeyToJILHUK, CILJIOWHA A JIVHUA : 0,5% PUCA,
He3aKpalleHHBEM TpeyTOoJIbHMK, CIJIomHasd JuHusa: 1,0% pUCA, 3Be300YKa,
CILJIOmMHag JHMHMuA: 2,0% pUCA M 3aKpalleHHBM poMO, OYHKTHUPHAaS JMHUA:
KOHTPOJIb .

[0053] &mr. 9D. BiaudgHume 0,25-2,0% pUCA Ha CTabUIIBLHOCTH

xunkocTy npu 2-8°C mpm 108 BOE/MJI, Ha OPOTAXEeHUYM BpPEMEHEeM, B
HeOeJsax. BakpameHHEl KBampar, CILJIOMHAaA  JIMHMUA: 0,25% pUCA,
3aKpalleHHBIN TpeyToJIbHUK, CILJIOmHAaS JIMHU A : 0,5% PUCA,
HesaKpalleHHB TPeyTOoJIbHMK, CIJIomHasa JuHuA: 1,0% pUCA, 3BBe3Oouka,
CIIomHasa JMHMS: 2,0% pUCA M 3akKpalleHHHM PpoMO, OIYHKTHMPHAS JIMHUS:
KOHTPOJIb .

[0054] O&mr. 9E. Baumgume 0,25-2,0% pUCA Ha CTabMIBHOCTH

xXyuorKocTy npu 25°C npwm 10¢ BOE/MJI, Ha OPOTSXEHVYM BpeMeHeM, B

CyTKax. BakpalleHHBN KeamparT, CILJIOmMHA A JIVHUA : 0,25% PUCA,
3aKpalleHHBM TPeyToJILHUK, CILJIOWHA A JIVUHUA : 0,5% PUCA,

He3aKpalleHHB TpeyToJIbHUK, CIJiomHasd JjuHusa: 1,0% pUCA, 3Be3I0UKa,
crijiomHada JmHUA: 2,0% pUCA M 3akpalleHHBEM poMO, MTYHKTUPHAS JIMHUA:
KOHTPOJIb .

[0055] Q®mr. 9F. Baudgume 0,25-2,0% pUCA Ha CcTabUIIBHOCTH

xXuorocTy Tmpu  25°C mpm 108 BOE/MJI, Ha OPOTSXEeHUM BpPEMeHM, B
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HeneJiax. BakpalleHHHM  KBaIpaT, CIJIOIHAA  JIMHUA: 0,25% pUCA,
3aKpalleHHEM TPeyToJILHUK, CILJIOUHA A JIVIHUA : 0,5% PUCA,
HesaKpalleHHB TpPeyTOJIbHMK, CIJIomHas JuHug: 1,0% pUCA, 3Be3O0O4YKa,
CILJIOMHag JHMHMA: 2,0% pUCA M 3aKpalleHHBM PpoMO, NOYHKTHMPHAaS JMHUA:
KOHTPOJIb .

[0056] Our. 10A CTabMJIBLHOCTL BO BpPeMsa IJUTEJILHOM 3aMOPO3KU
npmu -30°C mpm 10¢ BOE/MJI, BpeMsS B HeOeJdxX. 3akKpalleHHHM KBaIpaT:
0,5% urXejaTuH; 3BakpameHHHM KpyT: 0,5% pUCA M 3BakpalleHHHN poMmo,
IOYHKTHUPHASA JIMHUA: KOHTPOJb .

[0057] OQdur. 10B CTabMJILHOCTL BO BPeMfA OJIUTEJILHOM 3aMOPO3KU

npu -30°C mpwm 108 BOE/MJI, BpeMs B HeOeJaxX. 3aKpalleHHHM KBaIpaT:
0,5% urXejaTuH; 3akpameHHHM KpyTr: 0,5% pUCA M 3aKkpalleHHHM poMO,
IIyHKTUPHAaS JIMHUSA: KOHTPOJIb.

[0058] Qdur. 1°C CTa®MJILHOCTL BO BpeMS IJUTEJLHOM 3aMOPO3KU

npu -70°C mpwm 10° BOE/MJI, BpeMs B HeOeJdaxX. 3aKpalleHHHM KBaIpaT:
0,5% urXejaTuH; 3akpameHHBEM KpyTr: 0,5% pUCA M 3aKpameHHHM poMO,
OYyHKTUPHAaSa JIMHUSA: KOHTPOJIE.

[0059] Qur. 10D CTab®MJILHOCTE BO BpPeMfA OJIUTEJBLHOM 3aMOpPO3KU

npmu -70 °C) 10%® BEOE/MJ, BpeMsa B HemeJdaxX. 3aKpalleHHB KBaIpaT:
0,5% urXejaTuH; BakpameHHHV KpyT': 0,5% pUCA M 3BakpalleHHB pomo,
IIYHKTUPHaA JIMHUA: KOHTPOJIb.

[0060] dur. 10E. CTabuJIbHOCTD BO BpeMda LMKJIOB
3aMopaxmuBaHua/pasMopaxBaHua npu 106 BOE/MJI. BakpalleHHHM KBaOpar:
0,5% urXejlaTuH; 3akpameHHHM KpyTr: 0,5% pUCA M 3aKkpalleHHHM poMO,
NIyHKTUPHAaS JIMHUS: KOHTPOJIb .

[0061] dur. 10F. CTabuMiIbHOCTD BO BpeMSA LMKJIOB
3aMoOpaxuBaHya/pasMopaxyBaHua npu 108 BOE/MII. 3akpalleHHHM KBaOpaT:
0,5% urXejaTuH; 3akpameHHBM KpyT: 0,5% pUCA M 3aKpalleHHHM poMO,
IIyHKTUPHAaS JIMHUSA: KOHTPOJIb.

[0062] Odmr. 10G CTabMIBHOCTE BO BpeMA IJUTEJIBHOTO XpaHeHUS
B KMIKOM Bume 1npu 2-8°C npm 10 EBEOE/MJI, BpeMs B HeIeJdx.
BakpameHHE kBazpaT: 0,5% urXejaTMH; 3akpalleHHEM kKpyr: 0,5% pUCA
M 3aKpalleHHHY poMO, OYHKTUpPHAaSA JMHUA: KOHTPOJEL.

[0063] dumr. 10H CrTabuMIIBbHOCTBE BO BpeMA IJUTEJBLHOT'O XpaHeHuSd

B XuIOIKOM Bume 1npu 2-8°C npm 10% EOE/MJI, BpeMs B HeIeJdax.
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BakpameHHEM kBazpaT: 0,5% urXejaTMH; 3akpalleHHEM kKpyr: 0,5% pUCA
M 3aKpalleHHHY poMO, OYyHKTUpPpHAasA JIMHUSA: KOHTPOJL.

[0064] Qdumr. 10I CrTabMIIBHOCTBE BO BpeMA IJMUTEJBEHOI'O XpaHeHuSd

B XMIKOM Bume npu 25°C npm 109 EBEOE/mJI, BpeMa B HeIeJdax.
BakpameHHEM kBamgpaT: 0,5% urXemaTudH; =BRakpameHHEM Kpyr: 0,5% pUCA
Y BaKpalleHHEM poMO, IYHKTHMPHAaS JIMHUSL: KOHTPOJL.

[0065] Odur. 10J CrTa®MIBHOCTL BO BpeMA IJUTEJBLHOTO XpaHeHuS
B XMIKOM Bume npu 25°C npm 108 BOE/MJI, BpeMa B HeIeJdaxX.
BakpameHHE kBanpaT: 0,5% urXejaTwuH; 3akKpameHHBM Kpyr: 0,5% pUCA
Y 3aKpaleHHHM poMO, OYHKTUpHasd JMHUS: KOHTPOJL.

[0066] owr. 11A. CraTuueckoe XpaHeHue TIpu 2-8°C npm 10°
BOE/MJI, BpeMs B HeleJlsax. 3aKpalleHHB KBanpaT, IOIYyHKTUPHAS JIMHUA:
Bbydbep+0, 5% urXejilaTuH, 3akKpaleHHBM KpyT, OYHKTHUPHAaAI JIMHWA :
Bybep+0, 5% pUCA, B3BakpamlleHHHM poMO, OYHKTHMPHad JuHUA: KOHTPOJIL,
Bydep. BakKpalleHHEM  KBamnparT, CILJIOWHAaA  JIMHUA: JIeKapCTBeHHada
dopma+0, 53 urXejilaTuH, 3aKpaleHHBM KpyT, CILJIOMHA A JIMHWA :
JlekapcTBeHHasa ¢opma+0,5% pUCA © 3BaKkpameHHHM poMb, CILJIONIHA A
JIMHVA: KOHTPOJIb, JIeKapCTBeHHasda dopMa.

[0067] omr. 11B. 3BamopoxeHHEM npu -70 °C, 3aTeM XpaHSMIUNCH

npu 2-8°C (1 LMKJI 3aMopaxuBaHMA-pasMopaxuBaumsa) 10 BOE/MiI, BpeMd
B HemeJfagxX. 3aKpalleHHHY KBadpaT, OYHKTHMPHas JuHusa: 0Oybep+0,5%
yrXejlaTuH, BaKpalleHHHM KpyT, OYHKTUPpHas JuHuA: 0Oybep+0,5% pUCA,
3aKpalleHHE poMO, OYHKTHUPHAaS JMHUA: KOHTpoOJL, Oybep. 3akKpalleHHBM
KBangpaT, CIJIOMHasa JMHUA: JeKapcTBeHHas ¢opma+0,5% urXKemaTtuH,
3aKpalleHHHY KpyT, CIJIOmMHasA JMHUA: JieKapCTBeHHasa odopma+0,5% pUCA
M BakKpalleHHHY poMO, CIJIoOmMHas JIMHMSA: KOHTPOJIL, JeKapCTBeHHAasd
dpopmMa.

[0068] owmr. 12A. CraTuueckoe XpaHenme 1pu 2-8°C npm 108
BOE/MJI, BpeMs B HeleJlsax. 3aKpalmeHHB KBanpaT, IIYHKTUPHAS JIVMHUA:
bydbep+0, 5% urXejilaTuH, 3aKpaleHHBM KpyT, NOYHKTHUPHAaA JIMHWA :
Bybep+0, 5% pUCA, B3BakpamleHHHM poMO, NOYHKTHMPHad JuHUA: KOHTPOJL,
bybep. BakpalleHHLM KBampar, CILJICIIHA A JIVHUA : JIeKapCTBeHHAad
dopma+0, 53 urXeJjilaTuH, 3aKpaleHHBM KpyT, CILJIOMHA A JIMHWA :
JlekapcTBeHHasa ¢opma+0,5% pUCA © 3BaKkpalleHHHM poMb, CILJIOUHA A

JVHMSA: KOHTPOJIL, JeKapCTBeHHas dopMma.
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[0069] Oomr. 12B. 3BaMopoxeHHEM nopu -70 °C, 3aTeM XpaHSMIUNCH

npy 2-8°C (1 LMK 3aMOopaxuBaHMA-pasMopaxuBaHusa) 108 BOE/mi, Bpewmsa
B HeneJdax. 3akKpalleHHBM KBaIpaT, NIYHKTHUpHasda JuHUAS: O0ydep+0,5%
urXejJaTuH, 3BaKpalleHHHMW KpyT, OYHKTUPpHas JuHuUA: 0Oydbep+0,5% pUCA,
3aKpaleHHH poMO, OYHKTUMpHasa JuHMA: KoHTpoJsbk, Oybep. 3aKpalleHHHM
KBaIpaT, CIJIOmMHasa JMHMA: JieKapCcTBeHHas ¢opma+0,5% urXejgaTul,
3aKpalleHHHY KpyT, CIJIomHasa JMHUA: JeKapcTBeHHasa dopma+0,5% pUCA
¥ BaKpalleHHHY poMO, CIIJIomHas JIMHMS: KOHTPOJIL, JeKapCTBeHHAas
dpopmMa .

[IOOJPOEHOE OIIMCAHUE CYINIHOCTU UBO0BPETEHUA

[0070] B HacTodAmeM M300peTeHuH, OIIMMCaHHOM B HaCTOAIEM
OOKYMEHTe, IMpelJioXeHa KOMIIO3MIMSA XMBOT'O BUPyCa, KOoTopas MOXEeT
OHTB MCIIOJIb30BaHa IJId CTabuiIM3allMM M COXPaHeHUMS MHOQEKIIMOHHOCTHU
BO BpeMS MHOTOUMCJIEHHHX LMKJIOB 3aMOPaXxMBaHUL/pas3MOPaXUBaAHUI U
npu IOJINTEeJIbEHOM XpaHeHUn npu OKOJIOHYJIEBOM n OKPYXaKIMMX
TeMIIepaTypax. KOMIO3MIMA CHWXaeT MIpoOJieMH IIpM [IPOU3BOICTBE,
TPaHCIOPTUPORBKE, XPaHEHUM U MCIOJIE30BaHuM, obecrniedumMBas TIUOKOCTB
npu 3aMOpPaXMBaHUM—Pa3MOPaXBaHUMA . KomMniozmums KMBOT'O BUpPYyCa
coTJlacHO MB00peTeHMIO 3amumaeT KUMBOM  BUPYC OT IIOBPEXIEHUH,
KOTOpoOe OBBIUHO [IPOUCKOOUT BO BpeMda LUUKJIIOB

BaMOpamMBaHMH/paBMOpamMBaHMH, a B KMOKOM COCTOAHUMA OHa

obecrieunBaeT CTaOMJIBHOCTL HOpu 2-8 °C wiIM 0Opu  TeMmiIeparType

OKpyXaklel Cpemnr, COXpaHSd IOpM STOM XOPOoWyld CTadbMJIbLHOCTL BO

BpeMd XpaHeHMS B 3aMOPOXEHHOM COCTOSHMM HIpM TeMlepaTypax — 30°C u
HUXe .

[0071] UacTulla BUPyCa Tepleca OpelcTaBlgeT coboM CJOXHYI
CTPYKTYPY, COCTOLANYID M3 OBYXIelloueuHo¥ I'eHOMHOM HOHK, yHIakKOBaHHOMU
B MKOCa®IOpUUeCKMM OeJIKOBHM KallCuI, KOTOPEM 0O0epHYT B MeMOpaHHBM
BMCJION, IMOJYYEHHBEM M3 KJIeTKM. CoHIBMYU MeXIy KalCKUIOM U JIMIMOHOMN
00O0JIOUKOM MIpencTaBJIgeT CcoOOM CJOM BUPYCHHX OeJIKOB, M3BECTHHM Kak
TEeIyMEeHT [1,27. Hammmune MeMOpaHHOM ODOJIOUKU ABJISETCH
OTJIMUUTEJILHOM UYepTOM MHOTUX PasJIMUHHX TUIOB XMBOTHHX BUPYCOB.
[Ipy CO3OaHVM KOMIIO3UIMM OJS CTabuIM3allM XUBHX BUPYCOB JMIMIHASA
oboJiouka, I[IO0-BUIVMOMY, o0ycJlaBJIMBaeT CYMEeCTBEeHHYID (U3UUEeCKY

HeCcTabMJILHOCTD B OTHOIEeHNM BMpyCHOﬁ YaCTUMIIEL, uTo sSaTpyoHAeT
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crabuim3almuio BTOTO KJacCa BUPYCOB, OCOOEHHO TIIO CpaBHEHUK C
BUPYyCaMM  MJIIEKOMNUTAKINX, He VIMEIOIMIA 0BOJIOUKH, TaKMMM  Kak
alEHOBMPYCEH, PEOBUPYCH U IIOJMOBUPYCH. HalpuMep, [OIPpM XPaHeHUUM IIPpU
2-8°C apmeHOBUMpPYC TuIla 5 ocTaBajicd CcTabMJLHLEM B TeueHMe 2 JeT, a
IIOJIMOBUPYCH U PEOBUPYCH B TeueHMe II0 MeHbmell Mepe 1 roma [3-5].
[IokcBUPYC, NO-BUIOVMMOMY, ABJIEeTCHI eIMHCTBEHHBM XMBOTHEM BUPYCOM,
IIOKPHTEM OBOOJIOUKOM, of6JamalmuM CXOIOHOM CTelleHbld CTabuJILHOCTU IIPU
XpaHeHUNn npu OIVHAKOBHIX TeMIepaTypax. OmHakKo MIOKCBUPYC
CTPYKTYPHO OTJIMUYaeTCca OT IPpYyI'MX BUHPYCOB  XMBOTHEX, MIMEIOIMX
0BOOJIOUKY, IIOCKOJIEKY OH COOoepXuUT OBOVMHYIO O0BOOJIOUKY U OpyTue
CTPYKTYPHEE pasanumnsa [6,7]. IeMCcTBUTEJILHO, TIOKCBUPY CH
YIVBUTEJBHO CTabOWMIIBHE, UYTO IIOOTBEPXIAeTCH IJIUTEJILHBEIM XPaHeHMeEM,

HabmomaeMsM B COXpaHAeMBIX TKaHA4aX, O@paSLI,aX Oprmanmef/’[ Cpele "

JabopaTOpPHOM XpPaHeHMM BHCYIEHHHX o0pasluoB Opu 2-8°C B TeueHUe
Bojee 60 JgieT [8-12].

[0072] "= OnOBOPEeHHHBIX B CIIA BUPY CHEIX IPOOYKTOB c
oboJouko[13], BCce, KpoMe OIOHOTO (BaKlMHa IOKCBUpyca, ACAM2000)
comepxaT PHG (JacTMUYHO TUAOPOJMIBOBAHHHM XeJlaTUH) (Tabmuua 1)
(xoTd, Kak o0OCYXIOaJIOCh BHIIe, IIOKCBUPYCH, KaK W3BeCTHO, OCOOEHHO
CTabMJIBHE B pPa3JIMUHEHX Ccpenax). Kak nokaszsaHo B Tabmuue 1, naxe
XUBEIE BUPYCHEE JIeKapCTBEHHEE QOPMEl C MCIOJBb30BaHveM PHG TpebOyoT
JuodmImMszaumm, dYTO yKas3eBaeT Ha TO, UTO MCIOJNb30BaHuMe PHG He

ABJISETCHA IOOCTATOUHEM IJIS OOeCIleueHMS aleKBaTHOW CTadMJIILHOCTU IIpK
XpaHeHMM XMUIOKOM KOMIIOBMLMM, Halpumep, nopu 2-8 °C. FluMist®, xors

U He JIMOOMUIMBVPOBAHHEI, MOXET XpPaHUTbCS IOpu 2-8°C B BUIE XUIOKON
KOMIIO3ULUM, XOTs B TeueHNe OTHOCUTEJIEHO KOPOTKOM
IPONOJIXUTEJIEHOCTY NIPUOJIMBUTEJIEHO 18 Henejsb. HamopoTwuB, KOMIIO3ULMA
COTJIaCHO HaCcTOoAlWeMy n300peTEeHN [IO3BOJISET [I0JIy4YaTh KM BEIE
BUPYCHEIE KUOKME JIEKapCTBEeHHEE bopmEL, OeMOHCTPUPYKRIINE
CTabMJIBLHOCTL IIPM XpaHeHMM, IO MeHbIeM Mepe, 9 wmecduer (39
HenmeJb) npu 2-8 °C, UYTO B3BHAUUTEJILHO OOJIbIle NPEeOHOYIUX XUIKUX
JIEKapCTBEHHEX GQOpM XMBOI'O BMpPyCa.

Tabmuua 1. CrabuiBHOCTE OHOOpPeHHEX B ClIA XMBEX BUPYCHEBX

IIPOOYKTOB



15

HamMeHoBaHue | Bupyc (CemelricTBO) $opmMa Yecnoeusi Cpoxk
mponyKTa npencTaBJIeHUS XpaHeHUs XpaHeHUs
MMR®TT Kopsb JInodpmnamsupoBaH | 2-8 °Cl 24 Mec.?
(lTapaMMKCOBUPYCHI ) Haga
(Merck)
TapoTuT
(lTapaMMKCOBUPYCH )
KpacHyxa
(ToraBUpPYCH )
ProQuad® Kopb InodpmnmsupoBaH | 2-8 °¢l 18 Mmec.?
(lTapaMUKCOBUPYCHL) Hada
(Merck)
ITapoTuT
(lTapaMMKCOBUPYCHI)
KpacHyxa
(ToraBUpPYCH)
Varicella
(TepriecBUPY CHL)
Varivax® Brupyc BeTpPSHOM OCIIE JInodpmnmsupoBaH | 2-8 °¢l 24 mec. ©
(TepniecBupycC) Hada
(Merck)
7ostavax® Bupyc BeTpPSHOM OCIIBL JInodmnmsmupoBaH | 2-8°C7 18 mec. 8
(TepniecBupycC) Hada
(Merck)
YF-Vax® Bupyc xeJyTon JInodmnmsmupoBaH | 2-8 °C2 H/mo.
X opanKu Has4
(Sanofi (daBUBUPYC)
Pasteur)
FluMist® Bupyc rpumnia Xuokasa 2-8 °C3 ~18
(Op TOMUKCOBUPYC) HeneJb®
(MedImmune) (IlpenBapuTesbH
O 3aloJIHEeHHBI
BH
pacIbUInTeb )
1 CMm. momxonm K XpaHeHMIO BakLMH Merck Ha canTe Merck
2 CMm. OHJIaMH MHOPMALINI o) BakKIIMHAaX, OnOOPEeHHBIX FDA
(praBﬂeHMe I1O KOHTPOJI KadeCcTBa IIMIMe BBIX IIPOOYKTOB 1%
JIEKapCTBEeHHEX cpencTB) (UCM142831)
3 CMm. OHJIalMH MHOPMALINI o) BakKIMHAax, OnOOPEeHHRIX FDA
(UCM294307)

4 CM. HOBOS3eJIaHIOCKYID OHJarH Tabiauiy Medsafe

> CM. HOBOS3eJIaHOCKYI OHJaMH Tabiauiy Medsafe
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6 CMm. OHJIaVIH MHOOpMAaLMi O BakKIMHaX, OOOBPEHHEBIX FDA
(UCM142812)

7 CM. OHJIAVIH MHOOpMaLMi O BakKIMHaX, OOOBPEHHEIX FDA
(UCM285015)

8 CMm. onHJamH mMHOoOpMalLMi O IponyKTax EPAR (EBpoHeMCKMM OTUeT
10 OlIEHKEe JIEKAapCTBEHHOTO IIpellaparTa)

9 CM. CDC 5 cenTsdtpsa 2014 r. (oHJalH) EXeHeIeJIbHEM OTUeT O
3aboJIeBaeMOCTM M CMEPTHOCTU

[0073] KomMmoszsuuMsa COIJIaCHO HacToAmeMy M300peTeHMI Takxe
IpenoTBpalmaeT VHaKTUBAaLINIO BUPYCa n3-3a [IOBPEeXIeHNU s oT
3aMOpaXMBaHMA—-Pa3MOPaXBaHUA . CIIocoBHOCTD 3aMoOpaxmMBaTh u
pa3sMoOpaxmMBaThL JIEKAPCTBEHHEM IIPOOYKT WMJIM I[IPOMEXYTOUHHM IPOIOYKT
ez noTepu SOPEKTUBHOCTHU (MM aKTUBHOCTHU) VMeeT  OTPOMHYIO
IIEHHOCTEL, TIIOCKOJIEKY OHa of6ecneurMpaeT TIHMOKOCTE B pa3paboTke
TeXHOJIOTMYECKOT'O I[pollecca, MapKMpOBKe, oOlepaluMM I[I0 YIIakKoBKe,
pacrnpenesyIeHUK IEelOoYKM IIOCTaBOK KOHEUHOTO IpodyKTa M oOpaleHue
IIOCTABIMKOM MeIMIIMHCKMX YCJyTD. Hamopumep, JieKapcTBeHHas ©dopMa
KNUBOT'O BUPYCA, KoTopasda 3ammUmaeT oT IOBPEeXIeHN s IyTeM
3aMopaXmMBaHUA-pa3MOpPaXMBaHMa, MOXeT OBTb I[IOBTOPHO 3aMOpPOXeHa,
ecJIM OHa CJIydalHO pa3MOopaXmuBaeTCHd WM He MCIOJIb3YyeTCsda, TeM CaMbM
YMeHbIIasg KOJMYUEeCTBO IIOTepM IIpelapaTa. OmHako  OMOJIOTUUECKUE
BemecTBa OOHUHO  MCIHTHBALT HEKOTOPHM yIepd mu3-3a olepaluu
3aMoOpaxmMBaHUA-pa3MOpPaXxXuBauus U, Kak IpaBuMJIoO, OTPAHNUMBAITC I
OOHMM LIMKJIOM 3aMOPaXmMBaHUA-Pa3MOPaAXUBAHUSA, UYTOOB MMHUMU3IUPOBATDH
oTepn DHePIUA [14,15]. Cpenu KUBHIX BUPYCHEIX NIPOOYKTORB,
IepeuncJIeHHEXx B Tabjauie 1, HM OIMH M3 JIUOOUIN3UPOBAHHLX

IIPOOYKTOB He MOXeT OHITE IIOBTOPHO 3aMOpPOXeH IIOCJIe pa3BelcHMA.

Kpome TOTO, FluMist® He wMoxeT OHTL 3aMOPOXEeH IJIA IIOCJEeOYyKIIeTro
pasMopaXrMBaHMA ¥ MCIOJB30BaHMA. Kak MokasaHo Ha our.l10E m 10F,
KOMIIO3ULUNY COIJIACHO HaCTO4AlleMy M300peTeHMID COXpaHdgeT aKTUBHOCTDL
uepes 10 LMKIIOB 3aMOpaXMBaHUA-pasMOpaXubaHMs, TOoI'La KakK KOHTPOJIb
norepdan >2 log m >1 log THUTpa, COOTBETCTBEHHO. 9TO IIPeMMyeCTBO
pealmM3yeTCcsad B OTHOCUTEJIEHO WMPOKOM OMallasoHe KOHUeHTpauun PGH,

KakK IIoKa3aHOo Ha o¢ur. SA u 9B.
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[0074] Kpome Toro, nobapJjeHue PHG K ONMCaHHBEM B HaCTOSAIMEM
OOKYMEHTE KOMIIO3ULIMAM  IIpemoTBpalaseT oBpa3oBaHue BUIOVMEIX U
HEeBUAOMMEIX UYacTHull. BHemHUNM BUI IPOOYKTa ABJISETCHS BaXHBEM aTpubyToM
OponoyKTa; IMNPOOYKT, KOTOPHM HE COOTBETCTBYET YKa3aHHEM KPUTEPUIM
BHEIHETO BUIA, MOXeT cTaThb IPUUMHON oTKaszsa VI OT3HBA
COOTBETCTBYyWIMEN BUPYCHOM napTun. OO6paszoBaHMe UYacTHll, KaK BO
BpeMsa IIPOM3BOLCTBa, Tak M B 0o0Jlee TIo3IHee BpeMsa (HaOpuMep, BO
BpeMsa XpaHeHUd), IMOpelcTaBJgeT cobo¥ cepbe3Hyl OpobleMy IJS BCexX
OMOJIOTUUECKUX IperapaToB. DobaryieHue PHG B KOMIIO 3ULIUA
3HAUUTEJBHO YMEHBINAJIO KOJIMYECTBO JacTUll, IPUCYTCTBYRIMX B
KOHEeUYHOM IMNpoaykTe, JmbOO TIocCie OpouseorcTBa (our. 11A m 12A47),
JIMOO  TIOCJIe  3aMOpaXMBaHUA-pPasMOpaXuMBaHUA (Qour. 11B u 12B).
OTMeuaeTCd, UTO B OTCyTCTBMe PHG KOMIIOZUIUM IIPOABJIIAIT BEHCOKME
YPOBHM TBEPIEX YacTull. I9TO, I[IO-BMIMMOMY, II€PBOE VYIIOMMHaAHUE O
PHG, mOpenynpexpanmeM o0pa30BaHMe UYacTMUlL, B TaKOoM BHAUUTEJILHOMU
CTEIEHN.

[0075] CoOTBeTCTBEHHO B HaCTOAMEM WM300peTeHUM MIpenaJioXeHa
KOMIIOBULIMA XUBOT'O BHpPYyCa, CcoIepXalasd BHMHPYC IIpOCTOI'O Tepleca,
BeJloK, IO MeHblIley Mepe OIMH caxap, XJopuI HaTpua u dochaT HaTpud
npu pH 7.4, nOprueM KOMIO3ULMA ABJIAETCH 3aMOPOXEeHHOM. B HacTogmeM
n300peTeHun TaKxe IpenJjioXeHa KOMIIOB3MLIM A XUBOT'O BUpPYCa,
coepxamas BUPYC IIPOCTOIO TIepleca, ©OeJIOK, I[IO0 MeHbIeM Mepe OIOUH
caxap, XJopun HaTpusa u ¢pocdaT HaTpua nOpmu pH 7,4, OpuueM
KOMIIOBUILIMSA ABJISETCS 3BaMOPOXeHHOM. B OIHOM BapMaHTe peajM3aluu
n300peTeHnsa KOMIIO3ULIMID XMBOTO BUPYCa Pa3MOpPaXMBaKLT M XPaHAT IIPpU
or 2 °C mo 1o MeHbmel Mepe 25 °C. B IpyTOM BapMaHTe peaJu3aluu
n300peTeHnUsa KOMIIO3UIMKD XMBOTO BUPYCa Pa3MOPaXMBAKLT M XPaHAT IIPpU
TeMrepaType oT 2 °C mo 25 °C. B OpyroM BapuaHTe peaaus3aluu
n300peTeHUsa  KOMIIO3MIMK  BHMPYyCa  pas3MopaxXmBamwT W XpaHAT  IIpuU
TeMIlepaType oT 2 1mo 8 °C. B mpyroM BapMaHTe peajM3alun
n300peTeHNns rocJie pasMopaXxrBaHUa KOMIIOBULIWK  XUBOTO BUpYyCa
IIOBTOPHO 3aMoOpaXmMBaT . B ele OOHOM BapuaHTe peanm3alunmu

MSO@peTeHMH I1ocJjie PasMOpaXxVMBaHMA KOMITO 3MIIMIO KMBOTI'O BHIpYyCa

IIOBTOPHO 3aMOPaxXyBalT UM XPaHAT Ipu TeMlepaType —-30°C miam MeHee.
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[0076] B HEKOTOPHIX BapMaHTax peannsanmnum n300peTeHnd
KOMIIOBUIIMIO BUPYCa PpPasMOPaXMBalT, XPaHAT M I[IOBTOPHO 3aMOpPaXmBalT
(T.e. momBepTralnT LUKIY OCBOOOXIeHMS/pasMopaxmuBaHusg) 1, 2, 3, 4,
5 w6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 wmmm 20
pa3. B HeKOTOPHX BapMaHTax peaJM3aluu UM300peTeHUd KOMIIO3UIINI
BUpPYCa pas3MOpaXMBaKLT, XPaHAT ¥ TIOBTOPHO 3aMOPaXMBAT (T.e.
NoIBepTranT UIMKJY OCBOOOXIeHMS/pasMOpaxmMBaHMsa) I[I0 MeHblel Mmepe 1,
2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1o, 17, 18, 19
mwimn 20 pas3.

[0077] B [mpyI'oM BapMaHTe pealMzaluum un300peTeHUs 0OeJloK
opencraBJgeT co®oM UYaCTHMUHO I'MIPOJMB30BAHHEM XejlaTuH (PHG) wiu
CHIBOPOTOUHHM ajibOyMMH UYeJIoOBeKa. B HEeKOTOPHX BapMaHTax peaJlM3alluur
n3o00peTeHmUA KOHLEHTpaumA PHG COCTaBJIgEeT oT 0,01% oo 13
(Mac./06.). B OOHOM BapraHTe peajlu3aluM U3I00peTeHMS UYaCTUUHO
TUOPOJM30OBAHHEM XeJlJaTUH [ABJIAeTCSd CBMHBIM. B HEeKOTOPHX BapMaHTax
peannzalnu M300peTeHMa KOHULUeHTpaumda PHG cocraBaser 0,01-4%, 0,1-

%, 0,1-3,5%,0,1-3%, 0,1-2,5%, 0O,1-2%, 0O,1-1,5%, 0,01-1%, O,1-
1%, 0,2-1%, 0,3-1%, 0,4-1%, 0,3-0,9%, 0,3-0,8%, 0,3-0,7%, 0,3-
0,6% mim 0,4-0,6% (Mac./06.). B HeKOTOPHX BapMaHTax peajus3alluu
n300peTeHNa KOHLUeHTpaumda PHG cocraBjigeT oT okojio 0,01% mo oKoJIO

%, or okoJgo 0,1% mo okoJjio 4%, or okojgo 0,1% mo okoJsio 3,5%, ot
okojgio 0,1% mo okxoJio 3%, oT okoJgo 0,1% mo okoJio 2,5%, OT OKOJO
0,1% mo okoJio 2%, oT okoJio 0,1% mo okoJsio 1,5%, or okojgio 0,01% @mo
okoJio 1%, oT okoJjo 0,1% mo okoJio 1%, orT okojgo 0,2% nmo okoJjo 1%,
or okoJio 0,3% mo okoJio 1%, or okoJjio 0,4% mo oxkoJio 1%, OT OKOJO
0,3 mo oxkoJjio 0,9%, or okojio 0,3% mo okojio 0,8%, or okojo 0,3% mo
okoJijo 0,7%, oT oxkoJjio 0,3% mo okojo 0,6% mam or okoJjio 0,4% 1o
okojio 0,6% (Mac./06.). B Ipyrux BapMaHTax peajM3aluu U300peTeHuSd
KOHIeHTpauusa PHG cocraBaser okojo 0,1%, oxkojo 0,2%, oxkomo 0,3%,
okojijo 0,4%, okojyo 0,5%, oxoso 0,6%, okxoso 0,7%, oxojo 0,8%,
okoJjio 0,9%, oxkxojo 1%, oxkxoJsgo 1,5%, okxoJjio 2%, oOKoJO 2,5%, OKOJO
3%, oxkoJyio 3,5% wmam oxoJjo 4% (Mac./o06.). B IOpyrux BapMaHTax
peannzaluuu un300peTeHMsa KoOHUeHTpaumda PHG cocrasaser 0,1%, 0,2%,
0,3%, 0,4%, 0,5%, 0,6%, O0,7%, 0,8%, 0,9%, 1%, 1,5%, 2%, 2,5%,
3%, 3,5% wm 4% (mMac./006.). B KOHKPeTHOM BapMaHTe peajus3aluu

n300peTeHnda KoHLeHTpauusa PHG cocraBisgeTr okoJsio 0,5% (Mmac./o06.). B
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eme OOHOM BapMaHTe peajuzaluuy M300peTeHMd KOHUeHTpauma PHG
cocrTaBJjigeT 0, 5% (Mac./06.). B IOpyr'OoM KOHKPETHOM BapMaHTe

peanmMszaluy M300peTeHMsa KOHLeHTpallra CBUMHOTO PHG cocTaBiisgeT OKOJIO

0,5% (Mmac./o06.). B eme OIDHOM BapMaHTe pealM3aluM U300peTeHUd
KOHIIeHTpaumus CBMHOTO PHG cocraBjasger 0,5% (mMac./06.). B BapuaHTax
peanmu3anumm nsobpeTeHud, roe BeJiok IpencTaBJIgeT cobomn
CHIBOPOTOUHLIM aJbLOyMMH yeJloBekKa, KOHIeHTpaluus aJibByMMHa B

CHBOPOTKE UeJIoOBekKa cocTaBJjgeT oOT okoJjyio 0,25% 1mo oxojo 4%, orT
okoJio 0,25% mo oxkoJjio 3,5%, orT okoJjio 0,25% mo okoJiO 3%, OT OKOJIO
0,25% mo okoJio 2,5%, orT okojo 0,25% mo okoJio 2%, oT okojio 0,25%
o okoJo 1,5% wmmm ot oxkojo 0,25% mo okojio 1% (mMac./o06.). B
IPYITUX BapMaHTax peaJus3alluu uz3obpeTeHud, ITOe OeJIOK IIpeIncTaBJisgeT
coBOoM CHBOPOTOUHEM aJibOyMMH UeJIOBeKa, KOHIeHTpalusa aJbOyMMHa B
CHBOPOTKE UeJIoOBeKa cocTaBiasgeTr ot 0,25% mo 4%, ot 0,25% mo 3,5%,
or 0,25% mo 3%, ot 0,25% mo 2,5%, or 0,25% mo 2%, ot 0,25% 1mo
1,5% mim ot 0,25% mo 1% (Mac./o00.).

[0078] B 1npyroM BapMaHTe pealM3aluM MK300peTeHUs I[IO0 MeHbIleM
Mepe OIMH caxap I»OpencTaBjsgeT cobor copdbuT, MUMO-MHO3UTOJ WJINU
caxaposy. B HEKOTOPEIX BapMaHTax peaamn3alumm n3o00peTeHnsd
KOHILIeHTpalUusa copbura cCoCTaBJIgeT 2% (Mac./006.) . B OpYyTUx

BapMaHTax peajM3aluu M300peTeHMA KOHLeHTpalud copbuTa COCTaBJIAET

OKOJIO 2% (Mac./006.). B IOpyIux BapuaHTax peajiM3aluyy U300peTeHMrs
KOHLIeHTpauusa copdbuTa cocTaBgasgeT okoJjyio 0,5%, okoJo %, OKOJIO

1,5%, okxojgio 1,6%, okxoJgio 1,7%, okxojyo 1,8%, oxkxojo 1,9%, okoJO 2%,
okoJio 2,1%, okoJo 2.2%, okoJiOo 2,3%, okoJio 2.4%, okoJiO 2.5%,
OoKoJIO 3% okoJgio 3,5%, okoJio 4%, okoJio 4,5% wmim okoJo 5%
(Mmac./06.). B IpYyTUX BapMaHTax peannsanmnum n300peTeHnd
KOHIIeHTpauusa copburta cocrasaser 0,5%, 1%, 1,5%, 1,65%, 1,7%,
1,8%, 1,9%, 2%, 2,1%, 2,2%, 2.3%, 2,4%, 2.5%, 3%, 3,5%, 4%, 4,5%
wm 5% (Mac./o06.). B IpyI'MxX BapMaHTax pealmM3alny Uu300peTeHrsd
KOHLeHTpaluusa copbuTa cocTaBjgeT oOT okojio 0,01% mo okojo 5%, OT
okoJio 0,1% mo oxkoJjio 5%, oT okoJjio 0,5% mo okojio 5%, oT okoJjo 0, 5%
oo okoJio 4%, oT okxojgio 0,5% mo okxoJsgio 3%, OT OKoJIO 1% OO OKOJIO 3%,
oT okoJio 1,5% @mo okoJgio 2,5%, oT okoJjgio 1,6% @mo okoJjio 2,4%, ot
okoJio 1,7% mo okoJjo 2,3%, oT okoJo 1,8% »mo okoJoO 2,2% WIM OT

okojio 1,9% 1mo okojgio 2,1% (Mac./06.). B IOpyrmx BapuaHTax
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peamM3auMy M300peTeHMA KOHLeHTpaluuda copdbuTa cocrabjgeT oT 0,013
oo 5%, or 0,1% mo 5%, or 0,5% mo 5%, or 0,5% mo 4%, or 0,5% 1mo
3%, or 1% mo 3%, oT 1,5% mo 2,5%, or 1,6% mo 2,4%, or 1,7% @mo
2,3%, or 1,8% mo 2,2% wm or 1,9% mo 2,1% (mMac./o06.). B

BapMrmaHTaXxX peajnm3allnn MBO@peTeHMH, B KOTOPEIX IIO MeHbInen Mepe OIMH

caxap pencraBjifgeT cobon MMO—VMHO3UTOJ, KOHLIEHTpalug MUO—
MHO3UTOJIa cocTaBjsgeT 4% (Mac./o06.). B IpyTOM BapHMaHTe pealmM3alun

n3006peTeHMss KOHLEeHTpalMd MMO-MHO3MUTOJa COCTaBJjsgeT okoJio 4%
(Mac./06.). B BapraHTax pealM3alMuM M300peTeHMud, ITOe II0 MeHbIeNl
Mepe OIMH cCcaxap NIpeIcTaBJsgeT cobo¥l caxaposy, KOHIIeHTpalusa
caxapos3w cocTaBjasgeT oT 9% (Mac./o06.) mo 15% (mMac./06.). B mpyrom
BapMaHTe peajiM3aluM M300peTeHMa KOHLEeHTpalMsa Caxapo3E COCTaBJIsAeT
orT okoJjio 9% (mac./o06.) mo okoJjio 15% (mac./o06.).

[0079] B OoOHOM BapuaHTe pealiM3aluM U300peTeHMs KOHLEHTpalusd
XJopuloa HaTpusa cocTabjsgeT 145 MM. B IOpyToOM BapMaHTe peajM3alluu
n300peTeHMa KOHIEeHTpallMd XJopuIa HaTpMsa COCTaBJIsgeT OkoJio 145 MM.
B  HeKOTOPHX BapMaHTax pealMs3aluy  U300peTeHMs  KOHIEeHTpalusd
xJiopmuna HaTpusa cocraBjgsger or 10 mo 500 M, or 10 mo 300 MM, oT
50 mo 300 MM, or 50 mo 250 MM, or 100 mo 250 MM, or 100 mo 200
MM, or 100 mo 190 MM, orT 100 mo 180 M, o7ll0 mo 180 MM, oT 120
no 180 MM, ot 120 mo 170 MM, or 130 mo 170 MM, or 130 mo 160 ™M,
or 140 mo 160 MM wmimm ot 140 mo 150 MM. B HEKOTOPHX BapuaHTax
peanmuzalumM M300peTeHMsa KOHUEeHTpalud XJIopuIa HaTPpUS COCTAaBJISEeT OT
okoJio 10 mo okoJjio 500 MM, oT okoJjgo 10 mo okxojgo 300 MM, OT OKOJIO
50 mo okxojio 300 MM, oT okoJio 50 mo okoJio 250 MM, oT okoJjgio 100 gmo
okoJio 250 ™M, o1 okoJjo 100 mo okxojio 200 MM, oT okoJjo 100 mo
okoJijo 1920 ™M, o1 okoJjo 100 mo okxojio 180 MM, oT okoJjo 110 mo
okoJijo 180 ™M, oT okoJo 120 @mo okoJjio 180 MM, oT okoJjo 120 @mo
okojjo 170 ™M, oT okoJo 130 mo okojio 170 MM, oT okoJjo 130 mo
okoJijo 160 MM, oT okojyio 140 mo okoJjo 160 MM miam oT okoJio 140 mo
okojio 150 wMM. B HeKOTOPHX BapMaHTax peaju3aluy U300peTeHud
KOHIIEHTpaluusa XJopula HaTpud cocTaejiadeTrT 135 MM, 136 MM, 137 MM,
138 »M, 139 mM, 140 mM, 141 ™M, 142 mM, 143 MM, 144 vM, 145 MM,
146 »M, 147 wM, 148 MM, 149 MM, 150 M, 151 MM, 152 MM, 153 MM,
154 MM mam 155 MM. B HeKOTOPHX BapMaHTax peajM3aluu M300peTeHUA

KOHILEeHTpaluusa XJIOpMIOa HaTpusa cocTaiBJsgeT okoJio 135 MM, okojo 136
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MM, oxoJjio 137 MM, okoJijo 138 MM, okoJjijo 139 MM, okxoJjo 140 ™M,
okoJio 141 ™M, okoJjo 142 ™M, okxoJio 143 mMM, okxojsio 144 MM, OKOJIO
145 MM, okoJio 146 MM, okoJjio 147 MM, okojgio 148 MM, okoJio 149 MM,
okoJjio 150 ™M, okoJjio 151 ™M, okxoJio 152 mMM, okoJgio 153 MM, OKOJIO
154 MM mim okoJjo 155 MM.

[0080] B omHOM BapMaHTe pealiM3aluy M300peTeHMA KOHLUeHTpalus
bocdbaTa HaTpusa cocrTapjgsgeT 100 MM. B OpyroM BapMaHTEe peaM3alun
nz300peTeHMa KOHIeHTpalusa bochaTa HaTpusa cocTaBjageT okoJo 100 MM.
B IOpyToM BapHMaHTe pealMs3aluM U300peTeHMsa KOHUeHTpaluusa docdhaTa
HaTpuda cocTapejisgeT 102 MM. B eme oOOHOM HOpyI'OM BapuaHTe peajiM3aliu
n300peTeHUa KOHIeHTpallua bocdaTa HaTpusa CcoCTaBIgeT okoJo 102 MM.
B  HeKOTOPHX BapMaHTax pealu3aluM  U300peTeHUd  KOHIEeHTpaluusd
bochaTa HaTpma cocramjgeT oT 10 mo 500 MM, or 10 mo 300 MM, oT
50 mo 300 MM, oT 50 mo 250 MM, or 50 mo 150 MM, or 60 mo 140 ™M,
or 70 mo 130 mM, or 80 mo 120 MM, ot 90 mo 110 MM, oT 91 mo 109
MM, or 92 mo 108 MM, or 93 mo 107 MM, orT 94 mo 106 MM, oT 95 mo
105 MM, oT 96 mo 104 MM, oT 97 mo 103 MM, or 98 mo 102 MM MM OT
99 mo 101 wMM. B HEeKOTOPHX BapMaHTax pealu3aluy Kn300peTeHUd
KOHILIeHTpauusa ¢ochaTa HaTpud cocTabJgeT oOT okoJyio 10 mo okoJsio 500
MM, oT okoJio 10 mo okoJgio 300 MM, oT okojio 50 mo oxkoJjio 300 MM, oT
okoJio 50 pmo okoJgio 250 MM, oT okoJjio 50 mo okoJsio 150 MM, OT OKOJO
60 mo okoJo 140 MM, oT okoJgo 70 mo oxkoJjo 130 MM, oT okojgo 80 gmo
okoJio 120 MM, oT okoJjio 90 mo okoJio 110 MM, oT okoJio 91 OO OKOJIO
109 MM, oT okoJio 92 mo okoJyo 108 MM, oT okoJo 93 mo okxojio 107
MM, oT okoJio 94 pmo okoJjio 106 MM, oT okoJjio 95 mo oxkoJjio 105 MM, oT
okoJio 96 mo okoJio 104 MM, oT okoJjo 97 mo okojgio 103 MM, OT OKOJIO
98 mo okoJgio 102 MM mam oT okoJio 99 mo okoJsio 101 MM. B HeKOTOPHX
BapMaHTax pealu3alum wu300peTeHUd KOHIeHTpaluusa dochbaTa HaTpuUd
cocrapjgsger 90 MM, 91 MM, 92 MM, 93 MM, 94 MM, 95 MM, 96 MM, 97
mM, 98 M, 99 M, 100 MM, 101 ™M, 102 MM, 103 MM, 104 MM, 105
MM, 106 ™M, 107 ™M, 108 ™M, 102 MM wmgm 110 MM. B HeKOTOPHX
BapMaHTax pealu3aluuu wu300peTeHUd KOHUeHTpaluusa docdhdaTa HaTpuUd
cocTapJsgeT okoJo 90 MM, okojgo 91 MM, okoJjio 92 MM, okoJio 93 MM,
okoJio 94 MM, okoJio 95 MM, okoJsio 96 MM, okoJgio 97 MM, okoJio 98 MM,

okoJio 99 MM, okoJjio 100 MM, okoJio 101 MM, okoJio 102 MM, oxoJjio 103
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MM, oxoJjio 104 MM, oxoJjijo 105 MM, okxojijo 106 MM, okxoJjo 107 MM,
okoJio 108 MM, okoJio 109 MM wmiam okoJio 110 MM.

[0081] B KOHKPETHOM BapMaHTe peanmsanmnum n300peTeHNre
OTHOCUTCS K KOMIO3MUMM, COIepXallell BUpPyC NIpOCTOTO TIepleca,
YaCTUUHO THUIPOJIM3OBAHHHM XeJlaTHH, COpOUT, XJOPMI HaTpusa u docdhar
HaTpuga npu pH 7-8 wmim pH 7,4. B OpyT'OM BapMaHTe peajM3alun
nz300peTeHna  KOMIIOBMUMSA COOEepXUT BUpPYC MOpoCTOoro TIeprneca 1,
YAaCTUUYHO TUAPOJIMBOBAHHEM CBMHOM XeJaTuH, copbuT, XJIOPUI HaATPUA U
bocbar HaTrpua npu pH 7-8 wim pH 7,4. B OpyToM BapuaHTe
peanmuszaluuM  M300peTeHrs  KOMIIO3UIMA COOEepPXUT BUPYC  IIPOCTOTO
Tepleca 1, YaCTUUYHO TUOPOJIM30BAaAHHEN CBUHOM xeJiaTrH B
KOHIIeHTpaluun okoJjio 0,5% (mMac./06.), CopB®UT B KOHIEHTPpalLWX OKOJO
2% (mac./o06.), xXJopuO HaATpMd B KOHIEHTpauuu OKoJio 145 MM wm
bocdaT HaTpMA B KOHLeHTpauuu okrkoJio 100 MM npm pH 7-8. B mpyroMm
BapMaHTe peajlM3aluM  M300peTeHUs  KOMIO3UIUSA CONEPXUT BUPYC
IpOCTOTO Tepleca 1, YaCTUUYHO TUAPOJMBOBAHHEM CBMHOWM XeJaTUH B
KOHIIeHTpaluunm okoJjio 0,5% (mMac./06.), Copd®UT B KOHIEHTpalLUM OKOJO
2% (mac./o06.), xXJopuO HaTpMd B KOHIUEHTpauuu OKoJio 145 MM wu
bocdaT HaTpMA B KOHLeHTpaluuu okoJjo 102 MM npm pH 7-8. B mpyroMm
BapMaHTe peajM3aluM  M300peTeHUs  KOMIO3MLUI COOEPXUT BUPYC
IpoCTOTO Tepleca 1, UYaCcTUUYHO TIUIAPOJIMIOBAHHHIM CBMHOM XeJlaTHMH B
KOHIeHTpauunu okojyio 0,5% (Mac./006.), cop®uT B KOHIEHTPALMUM OKOJIO
2% (Mac./06.), xjgopumo HaTpud B KOHLeHTpaluu okojo 145 MM wu
bocdaT HaTpMsa B KOHUeHTpauuu okoJjio 100 MM npm pH okosio 7,4. B
IPpYyTOM BapMaHTe peajM3aluM M300peTeHMsa KOMIO3UUMSA COINEPXUT BUPYC
IpOCTOTO Tepleca 1, YaCTUUHO TUAPOJIMBOBAHHEM CBMHOWM XeJlaTUH B
KOHIleHTpaluuu okoJjio 0,5% (Mac./06.), CopOUT B KOHIEHTPpALWK OKOJO
2% (mac./o06.), xXJopuO HaTpMd B KOHIEHTpauuu OKoJio 145 MM wu
bocdaT HaTpMsA B KOHLeHTpauuu okoJjio 102 MM npm pH okosio 7,4. B
IPpyTOM BapMaHTe pealM3aluM MK300peTeHMsa KOMIO3ULMSA COINEPXUT BUPYC
IpOCTOTO Tepleca 1, YaCTUUHO TUAPOJMBOBAHHEM CBMHOWM XeJlaTUH B
KOHIIeHTpaluunu okojo 0,5% (Mac./06.), CcopduUT B KOHIUeHTpaLuuu 2%
(Mac./06.), xjgopuO HaTpud B KOHLIeHTpauuu 145 MM u docdoaT HaTpuUd
B KOHUeHTpauuu 100 MM mopm pH 7,4. B OpyI'OM BapMaHTe peajM3alun
n300peTeHMsa  KOMIIO3MUMSA COOEepXuUT BUpPYC IIpOCTOTO Tepleca 1,

YaCTMUYHO PM,HpOJIMBOBaHHBIﬁ CBUHOM XeJlaTrH B KOHLIEHTpaumm O, 5%
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(Mac./06.), copbuT B KOHLUeHTpaluuu 2% (Mac./o06.), XJIOpHUI HATPUS B
KOHUeHTpauuu 145 MM m docdbaT HaTpusa B KOHUeHTpauum 102 MM npu pH
7,4. B BHIIENIPUBEINEHHEIX BapMaHTax pealu3alur uU300peTeHud BUPYC
[IpOCTOTO Teplieca 1 MOXeT IpencTaBJIATh coboun TaJIMMOT eH
JlarepliapellBeK.

[0082] NcnoJab3yeMHl B HaCTOAMEeM HOOKyMeHTe TEepMUH «OKOJIO»
OTHOCHUTCS K MU3MeHeHMI0 5% 0T yKasaHHBIX 3HAUeHUM, WJIM B cJydae
orarnas3oHa 3HaueHuM oO3HauaeT 5% -HOoe OTKJIOHEHMEe OT HWXHEeIO U
BEepXHeTo IMNpelelJIOB TaKMX IMalla30HOB.

[0083] B OIOHOM BapMaHTe peannusaumnum n300peTeHuda
VHQEKIIMOHHOCTE XIBOM BUDPYCHOM KOMIIO 3ULIUN YyBeJIM4MBaeTCH 1o
CpaBHeHUIO C TOM Xe XMBOWM BUPYCHOM KOMIO3MIMEN, B KOTOPOM
OTCYTCTBYET HeJiokK. MHOEKTUBHOCTD BUpyCa (TmTE) MOXeT OHTH
u3MepeHa MeToIaMM, M3BeCTHHEMM ClIelMaJucTy B »OaHHOM objJacTtH,
BKJIOUAd aHaJIM3H  OJIAlekK, TakKMe KaK OIMCaHHEEe B  HaCTOAMEM
IOOKYMEHTE.

[0084] BupychH COIJIACHO HacCTOAleMy M300peTeHMK MOTyT OHTH
[IOJIYYEHE M3 IITaMMa BMpyCa I[IpocToro Trepreca 1 (BII'l) wnim mTamMMa
IpoCcToro Tepneca 2 (BII'2) wmiM MX OPOU3BONHOTO, IIPellOoUTUTEJIBEHO
BIIT'1. TIIpOU3BBOIOHEE BKJKOUAKT MeXTUIIOBEE PeKOMOMHAaHTH, cCcolepxXalue
IOHK mrammor BIII'1 m BIT2. Takue MEXTUIIOBHE PeKOMOMHAHTH ONMCAaHB B
DaHHOM o0B0JlacTM TexXHUMKM, HalpuMmep, B Thompson et al., (1998)
Virus Genes 1(3); 275 286 um Meignier et al., (1998) J. Infect.
Dis. 159; 602 614.

[0085] IramMMmH BHpyCa IOPOCTOI'C Teplleca MOTYT OHTH IIOJIYYEHH
us3 KJIMHUUYE CKUX M30JIATOB. Taxkue T aMMBL V30JIMPOBaHH oT
MHOMUMPOBAHHLX JIMI, TaKMxX KaK Te, KOTOoPphHe UMMelT PpelUUIVMBUPYIOMNUMA
IpOCTOM Teplnec. KIMHMUeCKME M30JIATEH MOTYT OHTL CKPUMHMPOBAHH Ha
KeJlaeMyl CIIOCOOHOCTB WM XapaKTepUMCTUKY, TaKyln KaK YCUIIEHHAad
peIIMKaluMsg B ONYyXOJM M/MIM OPpYTHMUX KJIeTKax in vitro u/miamM in vivo
10 CPpaBHEHMK CO CTaHIOapTHHEMM JabopaTOpPHHEMM ITaMMaMM, Kak OIMCaHO
B IaTeHTe CIIA N 7063835 m B maTeHTe CIIA N 7223593, KaxOel U3
KOTOPHX BKJIOUEH IIOCPelICTBOM CCHJIKM BO BCelM CcBoeM TIoJIHOTe. B
OIOHOM BapMaHTe peaM3aluM U300peTeHusd BUPYC IIPOCTOI'O Teplieca
npencrTaBJIgeT cobon KJIMHUYECKUN M30JIAT PEeLUUOUBUPYIOIET O

JJabraJIbHOT'O Teplieca.
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[0086] IITammel BHMpyCa IIpOCTOIO TIeplleca 1 BKJIOUAKLT, HO He
oT'paHMUMBawTCAad MMM, mTaMm JS1, wmramMm 17+, mrTamM F m mrTamm KOS,
mTaMM Patton.

[0087] BupycH IIpOCTOI'O Tepllieca MOTYT OHTbE MOOUOULUMPOBAHE,
HalpMuMep, I[IO0 CpPpaBHEHMI C MX NITaMMOM-IIPellleCTBEHHMKOM, TaK UToO
MOIMOUUMPOBAHHEY BUPYC He MVMeeT OIHOTO WIM 0OoJjiee QYHKUMOHAJILHHX
BMPYCHEIX T'€HOB. VcroJb3yeMel B HacToOSmeM IOKYMEeHTe - TepMMH
KOTCYyTCTBMEe QYHKLUMOHAJBHOTO» BUPYCHOI'O I'eHa O3HAadaeT, 4YTO I'eH (H)
YaCTUUHO VIV [IOJIHOCTRIO yoaJseTcsd, 3aMeHsaeTCcsd,
[IEPETPYIINPOBEBAETCS MM MHEHM 0OO0Opa30M M3MeHIeTCd B  T'eHOMe
IpOCTOTO Tepleca, TaK UuTo (QYHKUMOHAJILHHEM BUPYCHEM ©OeJiIok ©OoJblle
He MOXeT OBTh 3KCIPEeCCHUPOBaH M3 OaHHOTO T'eHa BUPYCOM IIPOCTOTO
Tepreca.

[0088] IlpMMepH T'€HOB, KOTOPHE MOTYT OHTH MOOMOUIMPOBAHEH,

BKJIDUAIT I'eHH BUPYJIEHTHOCTHM, KoIupyomme OeJIKM, Takume kKak ICP34.5

(y34.5). ICP34.5 melcTByeT Kak (akKTOop BUPYJEHTHOCTM MIPpU MHOeKUUM
BIIT', oTI'paHUUMBaAET pPeIUIMKAalLMD B HeIeJIAIIMXCA KJeTKax W »OejaerT
BMPYC HeNaTOTeHHHM. JJpyI'MM BUPYCHBEIM TE€HOM, KOTOPHM MOXeT OHTbH
MOOMOUUMPOBAH, ABJIAeTCHa TeH, kKooupylmmuy ICP47, KOTOPHM CHWXAET
pPeryAaumn OCHOBHOTO KOMILJIEKCHOTO KJjlacca TUCTOCOBMECTHUMOCTHU
KJjacca I Ha [IOBEPXHOCTU MHOUUUPOBaHHEIX KJIETOK—X0O34€eB u
CBA3HBaAHME C TPAHCIOPTEPOM, CBA3aHHLEIM C IIpelCTaBJIeHVMEeM aHTUI'eHa
(TAP), OJIOKUPYET IIepeHocC aHTUTEHHOTO nenTuna B
SHIOOIJIa3MaTUUECKOM PeTUKYJIyMe M 3arpys3Ky MoJiekyJ I'KI' kjacca I.
IpyTmMm ABJISEeTCH ICPo, foJiblia s cyOmeImMHMIIa
PUOOHYKIIEOTUOPENYKTASH, YYacCTBYKIad B MeTaboJIM3Me HYKIIEOTUIOB U

CHYHTEe3e BMPYCHOﬁ IHK B HepgeJAmMXCcd KJIeTKax, HO He B IOeJISalUXCcd

KJIeTKax. MoryT OBITE Takxe MOOUOGUUMPOBaHEL TUMVIOVHKMHA 33,
OTBETCTBEHHAA 3a bochopunmMporaHme ALUKJIOBUpPA o
AlMKJIOBUPMOHOQOChaTa, OeJiok TPaHCBUTATOP BMPMOHA vmwob5,

JMkonporTemH H, vhs, ICP43 wm HeNOCpeIOCTBEeHHEE pPaHHUE TEeHH,
Komupyiomue ICP4, ICP27, ICP22 u/wmiam ICPO.

[0089] MommpMKaLUMM Takxe MOTYT OHTE BHEeCEeHH OJIS WM3MeHeHUA
CPOKOB 3KCIPEeCCHUM TI'e€HOB BMPYyCa IMNIPpOCTOrO TIepneca. Hanpumep, Usll

MOXHO SKCIIpeCCHMpOBaThb Kak paHHMﬁ I'eH, IIOMEeCTVIB I'eH Usll B
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npomoTop Usl2, Mulvey et al. (1999) J Virology, 73:4, 3375-3385,
US Patent Number US5824318, Mohr & Gluzman (1996) EMBO 15: 4759-
4766.

[0090] IlpmMepH MOIMOUUMPOBAHHEIX BMPYCOB I[IPOCTOIO Ieplieca
BKJIOUAT, HO He OTPaHMUMBATCA UMM, mTaMm 17+ Seprehvir ™
(BIIT'1716) Bupyca OpOCTOIO TIeplleca TulIa 1, uUMeomM¥ »nejeuuio 759
Iapel OCHOBAaHWUM, PAaCIOJOXeHHYI B KaXOo¥ Koouu oparMeHTa BamHI (oT
O mo 0-02 m or 0-81 mo 0,83 eIuMHMI KapTH) YydYacTKa OJMHHHX
IIOBTOPORBR TeHoMa BIII', ynaJlgd OOHY IIOJHYK Koomwo DR~ zJjemMeHTa 18
II.0. IOCJIeOOBATEJILHOCTU «a» M 3akaHumBad 1105 m.o. Beme 5'-KOHIA
HeIlIOCPeOCTBEHHOT'O paHHero (1E) reHa 1, c¢cMmM. MacLean et al.,
(1991) Journal of General Virology 79: 631-639).

[0091] G207 - oHkrkOJIUTHMUecCkMM BIII'-1, I[IOJYYEHHBEM M3 NTaMMa I
BIII'-1 1OuMKOTro THIA, MMeKmeIro »OeJlelMy B o00eMX KOIOMAX OCHOBHOTO
OeTepMMHaHTa HeMPOBUPYJIEHTHOCTHU BIITY, T'eHa ICP 34,5 "
VMHAKTUMBALMOHHYI MHCepUMi TI'eHa lacZ E. coli B UL39, KOTOPRHM
KooupyeT OeJIOK MHOQMUMPOBAHHOM KJeTKM 6 (ICP6), cMm. Mineta et al.
(1995) Nat Med. 1:938-943.

[0092] OrienX010 - BHMpYC OPOCTOTO Teplleca C yIaJjleHrueM o0eux

kommy Y¥34.5 m rTeHoB ICP47, a TakxXe IpepHBaHrMeM TIeHa I1CP6 wu
BBeIOeHMeM TeHa GM-CSF wuyejioBeka, c¢cM. Liu et al. (2013) World
Journal of Gastroenterology 19(31):5138-5143.

[0093] NV1020 - BUPYC IPOCTOTO Tepleca ¢ YyIOaJIeHHEM
MapHUPHBEIM YYaCcTKOM  OJIMHHOT'O (L) M KOPOTKOTO (S) Y4acTKOB,
BKJIOUAaS OonHy kommio I1ICP34.5, UL24 m UL56.34,35. YmaJjleHHHM YYaCTOK
OB 3aMeHeH ¢QparMeHToMm JHK RBII'-2 US (US2, US3 (PK), gd m gG),
cM. Todo et al. (2001) Proc Natl Acad Sci USA. 98:6396-6401.

[0094] MO032 - BHMpPYC OPOCTOTO Teplleca C Jejeluey o0eux KOIUM
TeHoB ICP34.5 u uHCceplUMeM HuHTepJelkyHa 12, cM. Cassady and Ness
Parker, (2010) The Open Virology Journal 4: 103-108.

[0095] TamumMmoTeH JareplapelBeK - IIOJYYeHHHEM M3 KJIMHUUECKOTO
mrTamMMa BIII'-1 mTamMma JS1, I[DOMemeHHOTO Ha XpaHeHVe B eBPOIeNCKOM
KOJJIeKLI MU KJIE TOUHRIX KYJIBETYP (ECAAC) I1on HOMEPOM ooCcTyIla
01010209. B  TammMMoreH  JlarepllapellBeK  BUPYCHEE Te”del  BII'-1,

Kooupywoime ICP34.5 " ICP47, OBLIN OYHKLUMOHAJIBHO YIOaJIeHH.
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OyHKIMOHAaJIbHOe yaaJeHue ICP47 npuBoIMT K 0OoJiee paHHEW DKCIpecCun
Uslil, TeHa, KOTOPHM CIOCOBCTBYET PpPOCTY BUPYyCa B OIYXOJIEBHX
KJIeTKax Oes CHMXEeHUA n3BupaTesILHOCTH OIIYyXOJIN . Komupywomasg
IOCJIenOBaTEeNbHOCTE IJjia GM-CSF uejyioBeka OvJIa BCTaBJieHa B BUPYCHEM
TeHoM, cM. Liu et al., Gene Ther 10: 292-303, 2003.

[0096] ImmunoVEX BIII'2 mnpencTaBjJageT coboM BUPYC IIPOCTOTO
Teprieca (BIII'-2) , Z0NSYOINZZ bYyHKLMOHAJIbHEE neJjeunum T'eHOB,
Kooupywomux vhs, ICP47, ICP34.5, UL43 m USS.

[0097] OncCoOVEXGALV/CD = mgxxe TI[IOJIydeH M3 mTaMvma JS1 BIT-1 c
reHaM, komupyomyuMy I1ICP34.5 m ICP47, xoTophe OBUIM QYHKIMOHAJIBLHO
YyIOaJIeHH, a TIeH, KOOVPYIIVY  LUTO3MHIe3aMMHA3y ¥ Oy30TeHHHMN
TJIMKOTIPOTEVH JIeMkKeMur TUOOOHOBOM 00e3bL4HE, BBeIOeHH B BUPYCHHM
T'eHOM BMeCTO I'eHOB ICP34.5.

[0098] HOTIOJIHUTeJIL HEE OIPpUMEDPH  MOOUOUUMPOBAHHEX  BUPYCOB

IpOCTOTO Tepleca BrJoyanT NSC-733972, HF-10, BV-2711, JX-594,

Myb34.5, AE-618, Brainwel™ u Heapwel™,

[0099] IITamMMel BHMpPyCa TI'eplleca W CHOCOOH IOJydYeHMHd TaKuUx
LTaMMOB TakXe OIMCaHH B HaTeHTax CIIA N US5824318; US6764675; US
6770274; US 7063835; US 7223593; US 7749745; US 7744899; US
8273568; us 8420071; us 8470577, nyoaukaumax  BOMC N WO
199600007; WO 199639841; WO 199907394, WO 200054795; WO
2006002394; WO 201306795; nareHTax Kumrasg N: CN128303, CN10230334
n CN 10230335; Varghese and Rabkin, (2002) Cancer Gene Therapy
9:967-97 um Cassady and Ness Parker, (2010) The Open Virology
Journal 4:103-108.

[00100] BupycCH HIOpOoCTOTO TIeplleca COIJIACHO M300peTeHMI MOTYT
TaKxe conepXaThb OnVH VI BoJiee TeTePOJIOTUUHEIX T'eHOB.
T'eTepOJIOTUUHEIM TeH OTHOCUTCS K TeHy, KOTOPHM IOOJDKeH OHTH BBeleH
B T'€HOM BUpYyCa, I'Ie DTOT TI'eH OOBYHO He COIEpXUTCHS B I'e€HOMe
BUpYyCa WM ABJAEeTCH TOMOJIOTOM TI'€Ha, 5SKCIPEeCCHUPYEMOTO B BMPYCe OT
OpyToro BMIA, KOTOPEM nMeerT OTJINUHYIO [IOCJIenOBaTEeJIbLHOCTE
HYKJIEMHOBOMU KWCJIOTHL, u OeViCTBRYeT C [IOMOIIELIO OpyToTro
OUOXUMMUECKOTO MexXaHu3Ma. ['eTepOoJIOTMUHEE I'eHH MOI'YT KOIMPOBATH
OoOovH wmiIu 0OoJiee OeJIKOB, HalpMMep LUTOTOKCHUH, MMMYyHOMOIYJIMPYINMA

Beslok (To ecTb OeJIoOK, KOTOpHM JMbO YyCcuIMBaeT, JuOO I[IOIABJIAET
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VIMMY HHEI OTBET X0O34aUHa Ha aHTUTEH) , OIIyXOJIEBEIM aQHTUTeH,
aKTUBATOP IpoJIeKapCcTea, Oy XOJIEBEIM Ccynpeccop, bepmMeHT,
npeobpasyomui OIpoJiekKapCcTBO, OeJIKM, CIHOCOOHEE BHBHEHBATL CJIMSHUE
KJETKM C KJEeTKOM, aHTUCMHCJIOBYID MoJIekyJy PHK wmHrudurtopa TAP wnin
puboszsumMm. IlpuMeps MVMMYHOMOOYJIMPYIIMX OeJIKOB BKJIOUAKT, HallpUMep,
UMTOKUHE . [MTOKMHE BKJIOUAIT MHTEPJIEMKMHE, Takue kak WI-1, WI-2,
wi-3, wi-4, wi-5, wi-e6, Wwi-7, wi-8, WwiIi-9, wWwi-10, wWwi-11, WI-12,
mwi-13, wi-14, wi-15, wi-1e, wWi-17, Wi-18, WI-20; o, B win vy-
MHTepdepOHH, dbaxkTOp HeKpo3a OIIYyXOJIU ajJbda (O®HO) , CD40L,
TpaHyJIoUUTapHO-Makpod®araJbHEM KOJOHMEeCTUMYJIupyommui  dakTop  (GM-
CSF), MakpodaraJbHBM KOJIOHMEC TUMYJINPYIOMNUM baxkTop (M-CSF) u
TPaHYJIOUUTAPHEY KOJOHUECTUMYJIMPYIMUM  dakTop (G-CSF), XeMOKWHH
(Takue Kak HeMTPOdUJIILHEI AKTUBUP YO BeJlok (NAP) ,
XeMoaTTpakKTaHT MakKpodaroB M akKTHUBUpykmuil odaxkTop (MCAF), RANTES
(XxeMOKWMH, DKCIPEeCCUpPYeMBI n CeKpeTHUpyeMul T-KJIeTKaMM npu
aKTMBaALIMKM) WM MakpodaTl'OBHE BOCIaJMTeJIbHEIe MenTunel MIP-la m MIP-
1b), KOMIIOHEHTH KOMILJIEMEHTA W MX PEeLelTOPH, BCIOMOI'aTeJIkHEe
MOJIEKYJIEL MMMYHHOM CHCTeMH (Hamopumep, B7.1 wm B7.2), MOJIEKYJIH
anresmu (HanopmuMmep, ICAM-1, 2 um 3) ¥ MOJIEKYJIH pelenTopa anle3un.
OnyxoJieBEle AaHTUI'eHH BKJIOUAKT aHTUI'eHel E6 u E7 BUpyca IalWJIJIOMEL
yeJjioBeka, EBV (BupycCc OnmTeVH-EBapp)-DpoOyuupyeMble OeJIKM, MyLMWHEH,
Takue Kak MUC1, MeJlaHOMa—-TUPO3MHAa3a 1z MZ2-E. AKTHMBaTOPEH
IpoJIeKapCTB BKJIOUAKT HUTPOPpeIyKTasy UM LUToxpoM p4d50, onyxoJieBEHe
CyYIIpeCcCopH, BkJouad pb3. OdepMeHTH, Opeobpaszyrlure IOIpoJieKapCcTBa,
BKJIOUAAd LMUTOSMHIE3aM/HA3ZY . BeJjxku, CrIOCOOHEIE BH3BATH CJMAHUE
KJETKM C KJEeTKOM, BRJOUAT (Yy30TEeHHEN TJIMKOIPOTEeUH JeKeMUu
TMOOOHOBOM 00es3bAHH. VHTUMOMTOPH TAP BRILUAIT OOJNUIENTHI OBULEeITO
TeprnecBupyca (BHV) UL49.5. MoJiekyJE aHTHMCMHCJOBOM PHK, KOTOpHE
MOTYT OBTbH MCIOJL30BaAHE MJA OJOKMPOBAHUSA BKCIPEeCCUM KJIETOUHOMN
UM naToreHHo MPHK. MoJjiekyJsn PHK, KoTOpeEe MOTYT OPedCcTaBJIATH
cobor pubo3uM (HaOpuUMep, «TOoJIOBKa MOJIOTKAa» WMIM pUOO3MM Ha OCHOBE
MOUJIBEKA) , npenHasHaueHH JIMOo oJisa BOCCTAHOBJIEHUSA oebekTHOM
KJeTouHo¥ PHK, Jsmbo »nJg YHUUTOXEHMS HexeJaTeJIbHOM KJIeTOUHOM WM

IaTOTeHHO-KOOMPOBaHHOM PHK.
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[00101] Takxe BKJIOUEHO BBeleHMEe HECKOJIbBKUX BUPYCHBEX I'€HOB B
TeHOM IIPpOCTOTO Teplieca, TaKoe KaK BCTaBKa OIHOM WM 0OoJiee KOIUM
TeHa, KOOMpPYKIEero BUPYCHEM 0OeJiok Usll.

[00102] KoMmmnosmuum  XKMUBOT'O BUpPYCa, COTIJIaCHO HaCcToOAlleMy
n300peTeHun, MOTYT OBTb MCIOJIE30BaHE B CIOoCOOe JIeUeHUSI UYeJloBeKa
WY XMBOTHEIX. B UYacTHOCTHM, KOMIIOBMUMM XUBOT'O BHUpPYyCa COIJIaCHO
HacToAmeMy M300peTeHMIO MOTYT OBTH  MCIOJB30BaHH B  clocobax
JledueHusa paka.

[00103] KoMmmnosmuuum  XMBOTO BUpPYCa, COIJIaCHO HacToAleMy
n300peTeHnn MOTYT OBTE  MCIOJB30BaAHE IOJIA JIedeHMS  pPa3JIMUHHBX
OIIyxoJie M paka. B HacTodmeM H300peTeHMe TakKxe IIPpenOJoXeH CIocod
JIeUeHUSa ONyxXOoJM Yy IMallMeHTa, HyXIallmerocd B STOM, IIYTEM BBeIeHUA
yKasaHHOMY MHIVMBUIOYVYMY 50PeKTUBHOTO KOJUUECTBa KOMIO3ZULMUM XKMBOTO
BMpPyCa. VICIOJBb3yeMEEe B HACTOANEM INOKYMEHTE TEPMUHH «IIALMEHT» WJIU
KCYDBEKT» MCIIOJBE3YITCH B3aMMO3aMeHAeMO M O3HaudalT MIeKOoIMTaKlee,
BKJIOUAd, HO He OI'pPaHMUMBAACE MMM, MIEKOIMTaKlee, OTHOCAMEeCd K
UeJIOBEKY WJIM He He HABJIAKIEeecsd UYeJIOBeKOM, Takoe Kak OBHK, KOHb,
mec, OBla WIXM KOT. IIpelllouTHUTeJIbHO, IM[HalMeHT IOpelcTaBJgeT cobon
yeJIOBEKa.

[00104] Komriosmuunm KMBOTO BUpPYCa COTIJIaCHO HaCcTOAlleMy
n300peTeHu MOT'YT OHTBH MCIOJBL30BAaHH IIPU TepalleBTUUeCKOM JIeUeHUU
JIOBOM  COJIMOHOM OIyxXOJM VY IalMeHTa. Hanpumep, KOMIO3ULUUM XUBOTO
BMPyCa COIJIaCHO HacToAmeMy Hu300peTeHMI0 MOT'yT BBOIUTHLCS IIaAlLMEeHTY,
CTpajapleMy KaplLMHOMOM IIpedcTaTesIbHOM XeJle3h, MOJIOUHOM XKeJIes3H,
JIeTKOTOo, IIeueHM, IIOUKM, SHIOMETPMUSIM, MOUeBOTO IIY3HPS, IPsIMOM
KUIIKY MM MeMKM MaTKM; aleHOKAapLMHOMOM; MejlaHoMOW; JMMOOMOM;
TJIMOMOM,; cCapkKoOMaMM, TaKMMM KaK CapKOMH MATKMX UM KOCTHHX TKaHel;
WV PakKoM TOJIOBE M Ier WM, [IPenOlIoudTUMTeJIbHO, PaKOM MOUeBOT'O
Iy 3HPA.

[00105] Komriosmuumm XMBOT'O BUpPYCa COIJIaCHO HacTogmeMy
n300peTeHu MOTYT MCIIOJBb30BaThbCA OJA JedeHMd pakKa Yy HallMeHTa,
BKJIOUAd BCe BMIOH paka, HOBoOOpa30BaHMA WM 3JIOKAUeCTBEHHEE
OIyXOJIM, BKJUASA JIEMKO3, KapLUMHOMY M CapkoMy. THMIMUHEE BUIOH paka
BKJIOUAT pak MOJIOUHOM XeJie3H, MO3Ta, NeMKM MaTKM, TOJICTOM KMIIKM,
TOJIOBH M Imeu, IIedyeHM, IIOUKM, JIeTKOoT'o, SAWMUHMKAa, XeJyIkKa, MaTKM,

HEMEeJIKOKJIETOUHEM pakK JeTKOoTo, MeJIaHOMYy, Me30TeJIMOMY, CapKoMy u
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MenyJuiobilacToMy. Kpome Toro, ©00Je3HB XOIKKMHA, HeXOIXKMHCKYIO
JMboMy, MHOXECTBEeHHYK MHMeJIOMYy, HelVpofJjacToMy, pak AWYHUKE,
prabioMroCapKoMy, [IePBUYHHM TpoMOOLIUTOS, [IEePBUUYHY
MaKpOTJIOOYJIMHEMHMIO, [IePBUYHEE Oy XOJIU TOJIOBHOTO Mo3ra,
3JIOKAUECTBEHHYID MHCYJIMHOMY I[OIKEJIYIDOUYHOM XeJIe3H, KapLUMHOUIIHLIL
CHMHIOPOM, pakK MOUeBOT'O IIy3HpSA, I[IpeOpaKOBHE IIOpPaXeHMA KOXM, pak
anyex,  JuMboMmy, paxk MUTOBUIHOM  XeJies3H, HeVpobJjacToMy, pak
numeBrona, pak MOUEIIOJIOBOTO TpakTa, 3JIOKAUEeCTBEHHYIO
TUIepKaJlbleMUo, pak SHIOOMETPUS, pak KOPH HaOIMIOUYeuHUKOB,
HOBOOOPA30BaAHMSA DSHIOOKPUHHOM U DSKI30KPMHHOM UYacTel IOmXeJIYIOUHOM
XeJles3s UM pakK IPpOCTAaTH.

[00106] B HEKOTOPHIX BapMaHTax peannsanmnum n300peTeHuda
KOMIIO3ZUIIMYM XMBOTO BUPyCa COIJIaCHO M300peTeHMD, MOPeOJIOKeHHEE B

HacTodmeM IOORYMEeHTe, IIPMI'OOHE IJIA YHMUTOXEeHMA OIIYyXOJIEBEIX KJIETOK,

BEHIOPAaHHEIX "3 TPYIIIH, cocTodmen us KJIETOK ACTPOLUMTOMEH,
OJIMTOIEHOPOTJIMOMEL, MEHMHITMOMEL, HeVpPodnOPOMEHL, TJIMOBJIaCTOME,
BIEeHIMMOME, MBAaHHOME, HeMpodnbpoCcapKOMH, MeIyJII00JIaCTOME,

MeJIaHOMEI, KJIETOK pakKa I[IOOXeJIyOOUHOM XKeJIe3H, KJIEeTOK KapLMHOME
IpencTaTeIbHOM XeJIe3H, KJIETOK pakKa MOJIOUHOM XeJle3hH, KJEeTOK paka
JIETKOTO, KJEeTOK paKa TOJCTOM KMIIKM, KJIeTOK TelaTOME, KJIETOK
MEe30TEeJIMOME U SIUIEPMOUIHOY KapPLUMHOME.

[00107] Kommiosuumm KMBOTO BHUpYyCa COTJIaCHO HacToAleMy
n300peTeHnin MOTYT TakKXe MCIOJbL30BATLECSA B COUETAHMM C OPpYyI'VMU
criocobamMm JieueHud, BrJoUagd 60e3 OT'pPaHMUeHMd JIYUEeBYK Tepaluo,
XUMHMOTepanmn, TepMoTepaluin, TepaleBTUUeCKre OeJIKM U XUPYPIUD.
KoMmosuumuyu XMBOT'O BUpPYCa MOXHO BBOIMTE IO, OIHOBPEMEHHO WJIM
mocJjie OPpyI'MxX CIOCOOOB JIEUEHUA.

[00108] TepaneBTuUeckue OeJIKM BKJIKOUYAKT MHIUOMTOPHE WMMMYHHEBIX
KOHTPOJILHEIX Touek. JNCHOJbL3YEMEI B HaCTOAMNEeM OOKYMeHTe TepMMH
KMHTUMOMTOP WMMMYHHEX KOHTPOJIBHHX TOUeK» OTHOCHMTCH K MOJIeKyJIaM,
KOTOPHE IIOJIHOCTBK MWMIM YaCTUUHO CHWXAKT, MWHIMOMPYKT, CO3OalT
NIPpendaTCTBME WMJIM MOIOYJMPYRT OIVMH WJIM 0oJiee KOHTPOJIBHHX OeJIKOB.

[00109] BeJkM KOHTPOJIBHEIX TOUEK PEeTIYyIMPYRT aKTUBALUKLD WM
dyHruM©O T-KJIeTOkK. MWM3BEeCTHBE MHOT'OUMCIIEHHBEE O€JIKM KOHTPOJIEHEIX
Touek, TakMme kKak CTLA-4 u ero Jgura”Hger CD80 m CD86; m PD1 c ero

JIMTaHIaMm PDL1 " PDL2. oOTU DeJiku OTBETCTBEHHEI 3a KO-
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CTUMYJIUPYIIE VI VHITUOUPYIMKE B3auMOIeNCcTBUS T—KJIE TOUHEIX
peaxkumn. Benku VIMMY HHEIX KOHTPOJIbHEIX TOUEeK PEeETYIIMPYIOT u
IIONOEPXUBAIT ayTOTOJEPAHTHOCTE, a TakKxXe IIPONOJIKUTEJIbHOCTE WU
AMILIUTYOY OUM3UOJOTUUYECKUX MMMYHHHX pPeakKUuM. VHTUMOUTOPH WMMYyHHEBX
KOHTPOJIBHEX TOUeK BKJOUAKT aHTUTeJla MM [IPOM3BOINHEE aHTUTEII.
[00110] VHTMOUTOPEL KOHTPOJIbLHEIX TOUekK BKJIOU AT
LUUTOTOKCUUECKME MHIUOMUTOPH aHTuIreHa 4 (CTLA-4), cBsA3aHHHEe C T-
JuMmpouMTaMm. VHTUOUTOPE CTLA-4 BKJIKUYAT TpeMuIMMyMad, WINJIMMyMat

(Taxkxe M3BeCTHHM Kak 10D1, MDX-D010) m npomaBaeMHl IO Ha3BaHMUEM

Yervoy™ wu anTuTena nporue CTLA-4, oONKMCaHHEE B HaTeHTax CIA N:
5811097; 5811097; 5855887; 6051227; 6207157; 6682736; 6984720 wu
7605238.

[00111] Jpyrme OeJIKM MMMYHHHX KOHTPOJIBHHX TOUEK BKJIOUAKT
BeJIoOK 3alpolPaMMMPOBAHHOM KJeTouHOoM cMepTu 1 (PD-1) u JIMTaHOH
3anporpaMMMpPOBaHHOM  KJIeTOuHOM cCMepTu 1 um 2 (PDL1), (PDL2) .
[IpuMepsl MOJIEKYJI, KOTOpHe WHIMOupyoT PD1 m PDL]1 m PDL2, BrJIOYUAT
HMBOJIyMab (MDX 1106, BMS 936558, ONO 4538), TIOJIHOCTBI
yeJioBeUeckoe IgG4—-aHTHUTEJIO, KoTOpoOe CBASHBaeT u OJIOKUPYET
akTuBauuio PD-1 ero Jsmra”dgamMm PD-L1 m PD-12; neMOposmsyMad
(nTambposmmsymab, MK-3475 WJIN SCH 900475), IpolaBaeMbl Kak
KeytrudaTM; MPDL3280A, CKOHCTPYMPOBAHHOE aHTUTeJIO IpoTuB PDLI1
(aTezomu3zymad) ; CT-011; AMP-224; BMS-936559 (MDX-1105-01 mu
omnMcaHHEHE B IHaTeHTax CIIA N 7488802; 7943743; 8008449; 8168757;
8217149 m ony®JIMKOBAHHHX I[IaTEeHTHHX 2agBkax PCT N: W003042402, WO
2008156712, wW02010089411, W02010036959, WO 2011066342, WO
2011159877, W02011082400 m WO 2011161699.

[00112] Ipyrue VHIUOUTOPE  MMMYHHEIX KOHTPOJIbLHEIX TOUEeK
BKJIOUAKT WHIMOMTOPH I'eéHa aKTHUBaluuM JIuMOoumuToB-3 (LAG-3), Takue
kak IMP321, pacTBOPMMEM CJIMTEM ©OeJlok 1g; UMHTHUOMTOPH B7, Takue
Kak aHTuUTeJio nportuk B7-H3 MGA271. TakXe BKJIKUEeHH MHIMOMTOPH TIM3
(T-KJIETOUHHM MMMYHOIJIODYJIMH M MeLMH-IOMeH 3).

[00113] Bpaum MOT'YT BBOIOMTE KOMIIO3MIMKM XMBOT'O BUpPYyCa OO TeX
IIop, IIoka He Oy»meT IOCTUIHYTa IO3a, KOoTopas OKaxXeT XeJlaeMbll
sbdexT. TaxkuMm o00pasoM, KOMIO3MUMI MOXHO BBOOMTL B BMIE Pa30BOM

OO3BE MJIM B BUIOEe IOBYX WM 0OO0Jiee OO3 (KOTOpBIe MOTWYT WJIM He MOI'YT
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comepXxaTb Takoe Xe KOJMUeCTBO XeJlaeMoMu MOJIEKYJIH) C TedUeHNreM

BpeMeHN IIyTeM HpHMOﬁ VMHBEKIVNM WJIM OpyIroro IIoOXooAmeIro criocoba

BBeIeHUd. Komriosmumm KUBOM BaKI[MHEI COTJIaCHO HacTodmeMy
n300peTeHnI0 MOXHO BBOOMTL, HAIPUMEP, onmH wuygmu OoJiee pas,
HaopuMep, uUepes3 OolIpeneJieHHEe IIPOMEXYTKM BpPeMeHM B TeueHHue

OIIpeneJIeHHOTO Ilepuona BpeMeHM. B ofmeM, KOMIIO3MLIMM XMEBOT'O BMPyCa
COTJIaCHO HacTodmeMy M300peTeHMI0 MOTYT BBOIOMTLCS OO Tex IIop, IokKa
nalumMeHT He IIPOSABUT MeIMKO—-3HaAUUMYI CTelleHb YIIYUIIe U S 110
CPpaBHEHMIO C MCXOOHEM YPOBHEeM IOJIS BHEHOPAHHOTO MHIMKATOPA WMJIU
moxkasaTeJen.

[00114] B oIHOM EBapuaHTe peajM3alMy MN300peTeHMSA KOMIIO3ULUI
XMBOM  BaKLUMHEL COHOEPXMT  TaJlMMOTeH JaTepllapelBeK. KomMmmiosuummo
BBOIOAT IyTeM BHYTPUOIIYXOJIEBOM MHBLEKIMM B UWHLEUUPYEMEe KOXHHE,
IOOKOXHEE M Y3JIOBHE ONYXOJM B ITo3e mo 4,0 mia 10° odnamxkoofpa3yiommux
enuuul/Mi1 (BOE/mi1) B l-e cyTkm 1-11 HemeJiM C IIOCJEeOyKRIeld NO30M IO
4,0 M1 108 BOE/MiI B l-e cyTkM 4-11 HeOeJM M Kaxisle 2 Henmeju (£ 3
CYTOK) rocJjie 2TOTO. PexoMeHIYeMh obweM TaJIMMOT eH
JlarepliaperniBeka, KOTOPHM OOJIKeH OHTL BBeOeH B ONyXOJik (M), 3aBUCUT
OT pas3Mepa OINyxXoJdu (onyxoJeM). Bce HeoOXOOMMEE UMHBELMPYEMEBE
nmopaxeHusa (KoxHOe, IOIKOXHOe M Y3JoBoe 3abojleBaHUe, KOTOPHE
MOTYT OBTE MHBEUMPOBAHH C VYJBTPA3BYKOBHM YyIpaBJieHMeM wWinu 06e3
HeTo) IO OJDKHEL OHITH VHBEVPOBAaHH c MaKCHUMaJIb HEIM o6BeMOM
OO3UPOBAHUSA, NOCTYIIHBEIM IIPUM MHIOMBMIYAJLHOM IO3UPOBKe. B Kaxnbe
CYTKMU JIeUueHms IIPUOPUTET VHBEKILMNA PeKoOMeHIOyeTCs cJle oYM
obpaszoM: Jmobasg HOBag MHBLEUMPyeMas OIIYyXOJib, IIOABMBIMALCS C MOMEHTa
mocjiegHe MHBEKLUMM,; I[I0 pas3Mepy OINyxXOoJiM, HauuHasg C HauboJiblien
onyxoJm; Jwobad paHee HEUMHBELUMPYEeMas ONyXoJb (ONyXoJn), KoTopasd
Tellepb MHBELMpyeMa.

[00115] Ecom B »OaHHOM IOOKyMeHTe He VyKa3aHO MHOe, HayUHHEe U
TexXHUUeCcKUue TEePMMHEL, MCIIOJIb 3y eMHe B CBA3U C HaCTO MMM
nz3obpeTeHneM, VIMEIT 3HaueHud, KOTOpHE TPAaIULMOHHO
IoIpas3yMeBanTCa CclHeluaJucTaMy B OaHHOM o6JlacTu TexXHUKM. KpoMme
TOTO, ecJmn VHOE He TpebyeTcsa 1o KOHTEeKCTY, TEePMM/HEL B
eIVHCTBEHHOM UMCJIe BRJLYaALT GOpPMH B MHOXECTBEHHOM UMCJE WU

TEPMMHEI B MHOXeCTBEHHOM UWNMCIIE BKJIOY AT @Opl\ﬂ:ﬂ B SIVMHCTBEHHOM
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urcie. Kak OpaBMJIO, HOMEHKJIATYpa, MCIoJb3yeMas B CBA3M C, U

MeTOIOEL KYJIETYPE KIJIETOK " TKaHeﬁ, MOJ'IeKyJ'IF[pHOﬁ ouoJioTuUn,
VIMMYHOJIOT UM, MMKpO@I/IOJ'IOI‘I/H/I, I'eHeTVKN, n XVIMI DeJika n
HYRKJIIEVMHOBEIX KMCJIioT, n I‘I/I@pI/I,JII/IS alumnn, OIIMMCaHHEIE B IJaHHOM

OOKYMEHTEe, XOpPOoWO WM3BECTHH M mIMPOKO MCIOJL3YITCS B  IaHHOM
oBjacTu TexXHUMKM. CIOCOOB M MEeTONE HacCTOoAllero M300peTeHMda, Kak
IIPaBMJIO, BHIIOJHAKTCS B COOTBETCTBUM C OOMENPUMHATEIMM CIocofaMu
XOPOomMO M3BECTHBIMM B HOaHHOM 006JacTyM TexXHMKM, UM Kak OIIMCaHO B
PasJIMUHEIX OOmMX M ©OoJiee KOHKPETHEX CCHJIKAaX, KOTOPHE LUTUPYITCHS U
oBCcyXmalnTCcad B HacCTOAmMeM OOKYMeHTe, eCJM He YKasz3aHO MHoe. Bce
[IaTEHTH M HaydHad JIMTepaTypa, I[IPMBEeIOeHHBEE B HaACTOAMEM IOKYMeHTE,
ABHBIM obpa3oM IIOJIHOCTLIO BKJIIOYUEHH B HacTo Smmn OOKYMEHT
[IOCPEenCTBOM CCHUIKMU .

[IPVME PEI

Npumep 1

[00116] g WMCIHOJIB30OBaHMUA C OHKOJIUTHUUECKUMMM BUpyCcamMM OvlIa
paspaboTaHa JIeKapCTBeHHasa ¢opMma, comepxamas CBUHOM  UYaCTUUHO
TUOPOJM30OBAHHEM XeJlaTuH (urXemgaTuH). [DaHHas JieKapCTBeHHasda @QopMa
3alMiaeT OHKOJIMTUUECKME BUPYCHEH OT I[IOTEPU UHOEKUMOHHOCTHU IIPHU
OJIMTEeJIbHOM XPaHeHUM B 3aMOPOXEHHEX YCJIOBUAX, MHOTOKPATHHX LIMKJIAX

3aMopa)KI/IBaHMFI/paBMopa)KMBaHMFI M XpaHeHVMM B XMIKOM COCTOAHMM IIPU

2-8°C m 25 °C. Kpome TOTO, JeKapCTBeHHas ©GopMa yMeHbIajia
obpasoBaHMe KaK BUOMMEX, TakK M HEeBUIUMHX UYacCTUl, [I0 CPaBHEHMIO C
JIeKapCTBEeHHOM bopmoix, He comepxaimemn urXeJjaTuH. OanHasga
JleKapcTBeHHad bopma obecHneumBaeT IpeuMylecTBa nepemn
JleKapCcTBEeHHOM dopMoit OGes urKejaTuHa BO BpeMd M3TOTOBJIEHUS,
VIIAKOBKM ¥ MapKMPOBKM M S3HAUUTEJILHO IIOBHMAeT YIOOCTBO UM TUOKOCTDL
OJIS TIOCTaBIMKa MEIUIUMHCKUX YCJIYT.

[IprroTOBJIEHKEe OO0pas3lia

[00117] B o2TOoM IOpMMepe MCIOJbL30BAJIM OHKOJUTUUECKUN BUPYC
opocToTo Tepneca (BII-1) TaluMMoTeH JaTephapeneek (Lui et al.,
(2003) Gene Therapy, 10: 292-303) npu kKoHUeHTpauusax 106 BOE/miI u
108 BOE/mi. [OJIg KOHLeHTpaluuu Bupyca opu 108 BOE/MJI  oOpa3lH
TOTOBMIIM IIyTeM »HOOODaBJIEHMS KOHLEHTPMPOBAHHEIX MCXOOHEIX PacTBOPOB

BCIIOMOTATEeJILHOTO BemecTBa (TOo ecTh 10-20% wMac./o06. urXejgaTmHa
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WUIM pekoMOMHaAHTHOTO UCA) B o00BeMe, KOTOPHM obecleumBall XejlaeMHe
KOHEeUHEe KOHLIEHTPpaLUM BCIIOMOT'ATEJIEHOT'O BelleCTBa. s
KOHIEHTPpaUuY OHKOJUTUUeCKMx BII'-1 npu 106 BEOE/MI o8pa3ubn T'OTOBUJIU
npocTHM paszbaBieHveM wMaTepuasa 108 BOE/mi B Heobxommumom Oydepe.
IJIS KOHLEHTpalul OHKOJIMTUUeCckux BII-1 npu 108 BOE/Mi oOpasl
TOTOBMIIM IIyTeM »HoOaBJIEHMA KOHLEHTPMPOBAHHEIX MCXOOHBX PacTBOPOB
BCIIOMOTaTeJIbHOT O BelleCcTBa u Oybepa K KOHLEHTPUPOBAHHOMY
OHKOJIMTHMUECKOMY PpacTBopy BII'-1. OOpaslbe XpPaHWJIMCE B TOTOBHX K
ynoTpebjieHMO 2 MJI IIOJMMEPHHX IIPO3PaudHEX oGJjlakoHax «zenith» (West

Pharmaceuticals Inc. Exton. PA) C OpodkoM U3 BJacToMepa
XJIOPOYTUIIa, I[IOKPHTOM FluoroTec® (West) saleuaTaHHOM Ipu IIOMOIN

mioM® Flip-off® TruEdge® (West).

AHaM3 OJIdIekr

[00118] KommnuecTrBO MHPEKIMOHHOTO OHKOJIUTUUECKOT'O BIIT'-1
OTIPelelIalIM KOJMUECTBEHHO IIYTEM THUTPOBAHMA TECTOBHX OOpasloB Ha
BOCIIPUMMUVBHE VHOVKAaTOPHHE KJIETKMU, HabJmonas HUTOIaTUUYEeCKUN
50pexkT (CPE) M HDOOCUMTHBAaA IMHOoCJenyiomye OJamkoofpasyiolne eIVHUILIEL
(BOE) (mpenmen oGHapyxenus >2,08 loglO EOE/mi) .

[00119] Bkpatue, kJeTku BHK (IIOUKM HOBOPOXIEHHOI'O XOMAKA,
ATCC, MaHacac, wWrTaT BuUPIMHNUA) OpUIM pPasMHOXeHEH B DMEM (Life
Technologies, Kapscbanm, wmrTar KanubopHuUs) c nobBamBJjeHumeM L-
ranyTammuHa (Life Technologies, Kapiacban, mrat KamubopHus), 10%
beTaspHOM OBIUL e CHBOPOTKM (Thermo-Fisher, BoJTeM, mTaT
MaccauyceTc) ¥ aHTUOMOTMKOB CTpelTOMMUIMHAa ¥ OeHuMumJimHa (Life
Technologies, KapJscban, mrar Kanmudpopums). Kiaerxm BHK BHCeBalu B
12-JIyHOUHEIE TILJIQHIMETH 3a OIOHM CYTKM IO TeCTHPpOBaHMA. TeCcTOBEHEe
oBpa3lbl [ocJemoBaTeJIbHO pasfaBJigallM M MCIOJbL30BaJIM IOJIS 3apaXeHUd
MOHOCJIOA. Ilocjie HauvaJlbHOTO Ieprola MWHKYOauuM, UYTOOH O00eCleuunThb
agcopbuuin BHPyCa, KIJIeTKM IIOKPHBaJM IIOKPOBHOM Cpelol, coIepxalemn
KapBOOoKCHMe TUJIILLEJIIIIIIO 3Y (CMC) u KYJIbTYypPaJlbHY cpeny, u
UHKYyOMpOBaJiM B TeueHMe 72 uyacoB npu 37 °C m 5% CO2. BaTeM KJIETKU
duMKCUpoBaIM C McCHoJb30BaHuMeM 0,01% pacTeopa IJIyTapalbIelumaa
(Sigma-Aldrich, Ceunr-Jlyuc, mTarT Muccypm) rocse acnmpauunm
VMHOKYJIATa M IPOMEBKM PBS. 3aTeM KJIeTKM OKpallMBaJlM, MCIOJB3YS 23

pacTBop KPUCTAaJIJIMUECKOTO GMOJIETOROTO (Sigma-Aldrich) oI
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BUBYyaJIMU3aluuy OJdamek. g oONpemelleHMsa TUTpa BUpycCca IIOLCUMTHBAJIN
Bramky, CcOOPMMPOBAHHEE [JIA KaXIOT'O pa3BeleHMA TeCTOBOT'O obpasla,
M OINpenesyiaM OKOHuUaTeNbHBE TuTp (LoglO BOE/MJI) OT CpenHeTro
KOJIMUEeCTBa I[IPOBEPEHHEX OYOJMUKATOB.

AHaJIM3 HEeBUIOMMBIX UYaCTUII

[00120] HeBunouMele uyacTMUBE HaOI©OOaJIMCh [OIPpM  I[IOMOWIM IOBYX

CIIOCOOOB: CBeTOOJIOKUPOBKU (HIAC) ¥ BU3YyaJIM3alUM MUKPOIIOTOKA
(MF'I) .

HIAC

[00121] HeBuOouMeIE YyaCTHUIIBL HabJonaJlCh npu TIOMOIIN

CBETOOJIOKMPOBKM C  MCIOJb30BaHMEM CUeTuMKa uYacTul Ryco HIAC
(Beckman Coulter, Bpu, wmrar Kamnbpoprusa). Illepenm TeCcTUpPOBaHUEM
006pasloB OLJI OpOoaHaIM3UPOBAH CTAHOAPTHHEM KOJMUECTBEHHEM KOHTPOJDb
JacTull, pasMepoM 15 MHMKPOH (Duke Scientific, Thermo Fisher
Scientific, BojgremMm, mrTar MaccauyceTc). IloOCUeTH HEeBUIMMBIX WaCTUIL
OPOBOIMJIM C MCIOJb30BaHMEeM UeTHpex UWHBekuun obwemoMm 0,2 M.
[locyenHre TpM [okKas3aHMg OBJIM YCPeIHEeHH UM  coofmaliMcCk  Kak
COBOKYTIHHE IIOOCUETHE Ha M.

MFI

[00122] AHaJns3 HeBUIOMMEBIX  UYacTMI I[IPOBOOUIIM Ha  Ipubope
BU3yaJuU3aluy MUKPOIIOTOKA (MFT) (4200 Protein Simple, CanTa-
Kiapa, mraT KaandopHMs), OCHAMEHHOM IIPOTOUHOM sAuerkom co 100 MM
CUJIAHHBEIM  T[IOKPHTMVEM. l[lepen KaxIbM M3MepeHMeM uepe3 CUCTeMy
IponycKajlack BOOa IOJIA OINTMMM3allMM  OCBeleHMA ¥ obecliedeHusd
UMCTOTO  MCXOIOHOTO YPOBHA. s KaXOooTo oBpa3szua B SUenRy
IpoKauMBaJM Bcero 1 MI IpM CKOPOCTM IIOTOKa paBHoi 0,2 MI/MUH.
IlepBule 0,35 MJI MCHOJNL30BaJM IJS IOIPOMHBKM I[IPOTOUHOM SUeMKM, a
ocTaJyibHEe 0,65 M1 OBUIM [OpOaHalIM3MPOBaHE. Coobmaljiock 00 ofmeM
KoJIMUeCcTBe YacTUIL > 2 MKM.

CTa®uIILHOCTD 1PV 3aMOPaXVMBaHNMM—PDasMOPaXNVMBaHNNM

[00123] MHOXeCTBO baKTOPOR OBLIIO IIpOBEPEHO noyTeM
TEeCTUPOBaHMA Ha BUPYCHYK MHQEKIMOHHOCTEL TIocje 1 ™M 5 LUKJIIOB
3aMOPaxXUBaHA/ pa3sMOpPaXBaHNA .

Bybepr u coJm
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[00124] IUisBecCTHO, uTo  dochaT HaTPpUA KPUCTAJIIMIYyEeTCHd B

3aMOPOXEeHHOM COCTOAHMM, UWTO IIPMBOINMT K 3SHaAUMTEJIEHEIM IIOHMXEeHNMAM

PH B 3aMOpPOXeHHOM COCTOSHMM. C IpyT'o¥ CTOPOHH, obocdaT kajimusa He

KPUCTaJIIIN3YyeTCA.

[00125] JlekapcTBeHHas oOopMma: 2% (Mac./o6.) copbura, 4%
(Mac./06.) Mmo-mHO3MTOJ, 145 MM NaCl m 100 MM docdobar HaTpusa, pH
7,4, cCcayxmuila B KaueCcTBe KOHTpoJsA. KoHTpoJbHas JeKapCcTBeHHasd
dpopMa OrUla MOIUGUIMPOBaAHA TakuM  00pasoM, UTO  KOHIUEeHTpalusd

bochaTa HaTpmsa OvJIa CHMXeHa co 100 MM mo 10 MM mim OvJla 3aMeHeHa

10 magm 100 MM docdhaTa kaamsa. DBEUIM TakXe MCIOHTAHH JeKapCTBeHHBE

bOpMEI, B KOTOPHX KOHIeHTpaluusa NaCl OwJla CHMXeHa OO0 /3 MM WM
[IOJIHOCTBK MCKJIYeHa, cM. Tabimuuy 1.

Tabauila 1.

KouTpone NaPhos 10 KPhos 10 NaCl 73 MM NaCl 0 MM

MM uaum 100 MM

2% copbur

2% copbur

2% copbur

2% copbur

2% copbur

docpaTa Na

dochaTa Na

MM QocdaTa

docpaTa Na

4% vmo- 4% vmo- 4% MmMo-— 4% Mmo- 4% vmo-
MHO3UTOJI MHOBUTOJI MHOBUTOJI MHOBUTOJI VMHOBUTOJI
142 MM NaCl | 142 MM NacCl 142 MM NaCl 73 MM 0 MM

100 MM 10 MM 10 mam 100 100 MM 100 MM

docpaTa Na

pH 7,4 pH 7,4 KpH 7,4 pH 7,4 pH 7,4
[00126] O6pasus ToTOBMIAM Opu 106 BOE/MiI. MWHPEeKIMOHHOCTD
(TUTP) ONpemesayM IIpKM IIOMOWM aHajiM3a OJidllek, KakK OIMCaHO paHee.

Obpasub NOOBepTaliM 3aMOPaXUBAHMI IIPU

Mepe 1 CYTOK,
BoJjiee 2 YacoB.
B TeueHMe I[I0 MeHblel Mepe 1
KOMHAaTHOM TeMIepaTyphH He ©0oJjiee 2 UYacCoOB IJIA KaXOoT'o IIocJenylleTro
LIMKJIa 3aMOpaXxrBaHMUL/pasMoOpaXxuBaHm s

[00127]
3aMeHe Ha o¢ocdaT KaIMa HOTepM B MHOEKIMOHHOM aKTMBHOCTM BCe elle

HaGooaJ uCh IIOCJe LMKJIOB 3BaMOPaXMBaHUA/pa3MOpaXuBaHUS,

a 3aTeM pasMopaxmMpeaJiMM OO KOMHaTHOM TeMIIepaTypPE He

HpT/I YMeHBIIeHNY KOJIMdeCTBa c]_)occ]_)aTa HaTprAa WM IIpr

CYTOK,

=70

°C B TeUeHMe I[I0 MeHbIIel

PasMOpoOX)eHHEEe O0O0paslkl CHOBa 3aMopaxmBaiu mpu —70°C

a 3aTeM pasMopaXxmMeBaJiMM IO

(Bcero 1 mmM 5 LIMKJIOB) .

HI OIVH



M3 KOTOPEX He

KOHTpOJIeM. AHaJOTMUHEM o0O0pas30oM, YMeHblleHMe KOoHIeHTpaluuu NaCl He
BJIMAJIO Ha CTabMJILHOCTE BUpYCa BO BpeMsa LMKJIOB
3aMOpPaXMBaHMUa/pasMOpaXxMBaHMsa IO CPaBHEHMIO C KoHTpoJeM. (dur. 1).
Caxapa
[00128] Caxapa OBOBIUHO MCIIOJIL 3YIOTC A B KauecTBe
KPUOIIPOTEKTOPHEX  BCIIOMOTATEJILHEIX  BelecTB, [IORTOMY  PasJIMUHLEe
caxapa B @Oxaras30He KOHIUEeHTpalMM MCIHTHBAJIM B  OTHOIEHUN

BJIMSAHME Ha CTabuJIbLHOCTB

3aMOpPaXMBaHUA/ pa3MOPaXUBAHUSA .

[00129]
TakuM obpa3oM,
9% wmimm 15%
JekxapcTBeHHasa ¢dopMa OvUla MOIMOUUIMPpOBaAHA TaKuM o0pasoM,

MMO—-MHOBUTOJI, 9%

KoOHTpOJIBEHYO

(Mac./o00.).
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JIEKapPCTBEHHYO

4TO MMO—MHOINVMTOJ YyOoaJldJin,

TakKk ¥ CopOuT OBUNIM YIaJIeHH

bopmy

M 3aMeHEHE

CUMTAaJICA MMeKIVM KakKoe-Jmnbo IIpermMymeCTBO IIepel

OHKOJIMTHUUeCcKoT O BIII'-1 BO BpeMsa LIMKIIOB

MOIOIMOUUMPOBAJIA
a copbuT yBeIUuMBaJIM IO

Bo BTopoM TpyIne o0pas3loB KOHTPOJLHAA

yToO Kak
mim 15%

TperaJioss (Mac./o00.), wumm 9% wmm 15% caxapos3w (Mac./o00.), cCM.
Tabauily 2.
Tabauua 2
KouTpoanb 9% copbur | 15% copbur 9% 15% Tperamnosa 15%
Tperanosa caxapoBsa
2% copbur 9% copbur | 15% copbur
4% mmo-— 0 0 9% 15% Tperasiosa | 15%
MHOBUTOJI Tperasuosa caxaposa
142 MM NaCl 142 vM 142 vM 142 MM NaCl 142 MM NaCl 142 MM
NacCl NaCl NacCl
100 MM 100 MM 100 MM 100 MM 100 mM 100 MM
docdaTa Na dbochaTa docdaTa Na | pochaTa Na docdaTra Na pH | docdara
pH 7,4 Na pH 7,4 |pH 7,4 pH 7,4 7,4 Na pH 7,4
[00130] O6paszuu ToToBMIM npu 106 BOE/mii. OO6pas3lsl NOIBepTau
Juto 1, smbo 5 LuKIaM 3aMOpaXMBaHUA-pasMOopaXubBaHMs, KaK OIMCaHO
paHee. VHOeKUMOHHOCTEL (THUTp) onpenesyiaiM IOpy I[IOMOIM  aHajM3a
Oiidamex.
[00131] JlekapCTBEeHHEE bopme! C 9% " 15 copbura
IIPOOEMOHCTPMPOBAJIN SHadulMTeJIbLHOE YBeJIMdeHle CTabMILHOCTHU
OHKOJIMTNYEeCKOI'O BIII'-1 tes M3MeHeHNMA MH@GKHMOHHOCTM ITIOCJIe
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LUVKJIOB 3aMOPaxmMBaHMa/pa3MOpPaXBaHNA . AHAJIOTUYHEM obpasomM,
JleKapCTBeHHEle OQopMel ¢ 15% caxapos3su u 9% umu  15% TperajiosH
ofecrnieunBa Iy 3alUTy OT BOBIOEMCTBUM 3aMOPaXVBaHMA/pa3MOpaXyBaHUA.
JlekapcTBeHHasa ¢opMa C 9% caxapos3s He ofecneumMBaja 3alUTy OT
BOBIEVCTBUA 3aMOpaxyBaHMsa/3aMopaxuBauusa. (0ur. 2A u ¢ur. 2B).

Caxapa u BeJok

[00132] KoMmbuuaumm BEICOKOTO comepXxaHmsa caxapa u
CTabmImM3upymommux OeJIKOB 3aTeM TeCTHUpOoBaJM Ha WMX BJIMAHME Ha
CTabUIILHOCTD OHKOJIUTHUUECKOT'O BIIT-1 BO BpeMd
3aMOpPaxmUBaHa/pasMoOpPaXBaHNA . KOHTpOJIEHYK  JIeKapCTBEHHYKD  QopMy

MOOMOUIMPOBAIM TakuM oB8pa30M, UTO MMO-MHOBUTOJN U COPOUT yHoajiain

M 3saMeHaaIM 9%  caxaposH (Mac./06.) u 2% (Mac./06.) mAb
(MOHOKJIOHAJILHOTO aHTUTeJa) TI[OIPOTUB CTpelTaBUAMHA (COOCTBEHHOTO
IPOM3BOOCTRA) VI 2% YacTUUHO TUOPOJIM30OBAHHOTO xeJlaTrHa
(urXesjaTuHa) (Mac./00.) (Gelita, CepxauT Biadd, mrTaT AMoBa). Bo

BTOpOIZ cepnm SKCIIEPVMMEHTOB KOHTPOJIEHaA JIEKapCTBEHHAaA @OpMa

cosmaBaJlack C pobaBjeHMeM Jmbo 4% urXejarmHa (Mac./o06.), Jmubo 4%

PEKOMOMHAHTHOTO UeJIOBEUECKOT'O  CHEHBOPOTOUHOTO  alibOyMMHa (pUCA)
(Novozymes, O®paHKJIMHTOH, mTaT CeBepHasa KaposmHa) (Mmac./o006.), CM.
Tabauua 3.

[00133] O6pasun roToBuaM Inpu 106 BOE/Mi. OOpas3ub OOIBepTrasu
Jamnbo 1, JmBo 5 LUMKJIaM 3aMOpaXUBaHUA—Pa3MOPaXUBAHUA .

VHOeKUMOHHOCTE (TUTP) ONpPenesidasM IpKM IIOMOIM aHajmM3a OJI[Allek.

Tabmmua 3
KoHTpoasb CaxapoBsa Caxapoia 4% puca 4% urXemaTux
mAb npoTue urXemaTux
cTpenTaBuAn
Ha
2% copbur 2% copbur 2% copbur
(Mac./o06.)
9% caxaposa 9%
% MMO— caxaposa % MMO-MHOSMUTOJI % MMO—MHOSBUTOJI
MHOSUTOJI
(Mac./o06.)
142 MM NaCl 142 MM NaCl 142 MM 142 MM NaCl 142 MM NaCl
NaCl
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100 MM 100 MM 100 MM 100 MM docdaTa 100 MM docdaTa Na
docdaTa Na docdoaTa Na dochbaTa Na | Na pH 7,4 pH 7,4
pH 7,4 pH 7,4 pH 7,4
Besiok 2% mAb 2% 4% pUCA 4% urXesaTuH
PO TUB uyrKesaTHH
CTpenTaBuUIn
Ha

[00134] @obBaBiyjeHMe CTadbUIM3MpyommMx ©OeJikoB PUCA, urXejaTuHa
JZNgNZ! mAb IPOTUR CTpenTaBUOMHA, 3aluIaJIo oT BO3IOEMCTBUI

3aMOanMBaHMH/paBMOanMBaHMH, fes IoTepm MH@GKHMOHHOCTM nocJyie 5

IMKJIOB  3aMOpaxXuBaHusa/pasMoOpaxmMpanusa. urKejaTuH OBJI  OOMHAKOBO
50dexkTUBEH 0JId 3alTH oT BO3OeVCTBUM
3aMOPaXMUBaHYA/pa3MOPaXUBaHNA B IPUCYTCTBUA 9% (Mmac./06.)
Caxapos3H WMJIM KOHTPOJBLHOM KOMOMHaluuu 2% (Mac./o06.) copbura m 4%

(Mac./06.) MrMo-mHO3UTOJNa. CM. OMT. 3.

[00135] CTaBuUJILHOCTE npu 3aMOPaxXMUBaHMM/ pa3MOPaXyBaHUU
yJlydlmmajack JMOO 3a CcUeT YBEJIMUYEHMS COoIepXaHusa caxapa, Jubo IyTeMm
mobaBJIeHUS CTabUIIMBUPYIIETO beJka. OHKOJIUTHUYUE CKUMN BIII'-1
BHIIePXMBAJ 5 LUKJIOB 3aMOpaXmMBaHMA/pa3MoOpaxuBaHMsa 0e3  IIoTepHu
MHOEKUIMOHHOCTM BO BCeX TeCTUPYEMEX IIpellapaTax, OeMOHCTPUPpYSd, UYTO
TPM OUeHb pPa3HHxX OeJika MOTYyT o0O0ecClHeuMuMTh 3allMTy OT BO3NeNCTBUSA
3aMOpaxmMBaHuga/pasMopaxBaHuga. U3 Tpex 0OeJkoB pPUCA u urXejaTuH
obecneurBalIM JIyUmyl CcTabMJILHOCTL, WM IIOCKOJIBKY OHM OBJIM OHOOOPEHE
OJIS MCIOJIb30BaHMA B TepalleBTUUECKMX MperapaTax, OHM OBJIM BHOpPAaHEH
IJIsS OajlbHeVmeTo M3YyUeHUd.

XpaHeﬂme B XMIOKOM COCTOAHUM

[00136] Te caxapa u O0eJIKM, KOTOPHE 3allMMajM OT BO3IEVCTBUI

3aMOpPaXMBaHUA/ pa3MOpaxBaH s, VCIIHTEHIB aJIn B OTHOLEHUN nx
BOBIOEMCTBME Ha CTAaOMJILHOCTL OHKOJUTMUecKOoTO BII-1 mpu 2-8°C m 25

°C. B OOHOM M3 DKCIEPMMEHTOB KOHTPOJIbLHAA JIeKapCTBeHHasd dopMma OmIa
MOOIUOUUMPOBaHa TakKuMM o0pa3oM, UTO COpdUT ¥ MUO-MHOSUTOJ OBUIU
3aMeHeHH 15% TperaJjoson, 15% caxaposzou wmam 9% copbutoM u 2%
PUCA. B OpyTroM CepuM BSKCIEPUMMEHTOB KOHTPOJIBHYK JIeKapCTBeHHY
bopmy cozmaBasiM C npobapjeHueM 2% pUCA wmiam 2% urXejgaTuHa, CM.

Tabmouia 4.
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Tabmmnua 4
Kourpoas Tperasnosa CaxapoBsa CaxapoBsa 2% puca 2% urXesaTuu
pucA
2% copbur 2% copBur 2% copbur
(Mac./o06.)
15% 15% 9%
4% Mmmo-— Tperajiosa | caxaposa caxaposa 4% Mmmo-— 4% mmo-
MHOSUTOJI MHOSUTOJI MHOBUTOJI
(Mac./o06.)
142 MM NaCl | 142 MM 142 MM 142 mM 142 MM NacCl 142 MM NaCl
NacCl NaCl NaCl
100 MM 100 MM 100 MM 100 MM 100 MM 100 MM
docdaTa Na dbochaTa dbocdaTra Na | docharTa dochdaTa Na docdaTa Na pH
pH 7,4 Na pH 7,4 |pH 7,4 Na pH 7,4 |pH 7,4 7,4
/o H/ O u/nm 2% pUCA 2% pUCA % urXKeJsaTuH

[00137] OOGpaB3ls TOTOBUIM NIyTeM pas3baBjeHua mo 10° BOE/mi B
TECTOBEIX JIEKAPCTBEHHHEX OGOpMax, 3aMopaxmMpaliv npu -70°C B TeueHue

o MeHbmeV Mepe 1 CyTOK M 3aTeM XpaHunu npu 2-8°C wmim npm 25 °C.
[TockOJIBEKY OHKOJIUTUUECKUN BIIT-1 OeMOHCTpHUpyeT IIOHIVXEHHYIO
CTabUMJIBHOCTE IIpM OoJjiee BHCOKMX TeMllepaTypax, oO0Opas3Lbl BHICPXUBAJIU
npu 2-8°C B TeueHMe 14 cyTok u npu 25°C B TeueHme 3 CYTOK, UTOOH
OOHAPYXUTEL Pa3HUIY MeXOy JeKapCTBEHHEMM ¢opMaMM. JVHPEeKLUMOHHOCTD
(TUTP) ONpelesyIaIM IIpM IIOMOIM aHaJiM3a OJIAlek.

[00138] 3BameHa copbuTa M MMO-MHOBMTOJa Ha 15% Tperaljioly He

cTabuamsMpoBalla OHKOJUTHUUecCckulr BIII'-1 BO BpeMa XpaHeHUS B XUIKOM

cocTogHUM Hnpu 2-8°C mym 25 °C. 3BameHa Ha 15% caxapos3y QmaBaja

IPOTUBOPEUVBEE pesyJLTaTH, npuyem HaBJonanach HeKOoTOopas

crabunmmsanvsa npu 25 °C, HO He npu 2-8 °C. HanpoTwrB, mnobaBiieHue 2%
PUCA  wmiu 2% urXejJaTruHa OeMCTBUTEJILHO obecrieumBalo XOPOIIYI
CTabUIIBEHOCTD npu XpaHeHUn B KUITKOM COCTOSIHUN npu obenx
TeMllepaTypax B I[IPUCYTCTBUM JMOO 2% copbura+d? MUO-MHO3UTOJE,
Jubo 9% caxapose, cM. dur. 4A u 4B.

[00139] B =zakjioueHMe, oobaprJjieHMe CTadbuImMsupyKmero 0OeJika
(mmbo urXesaTMHa, JInBo PUCA) obecrieumpalio YVIIYUIIEHHYIO

CTaBMJILHOCTL BO BpeMs 3aMOpaXuBaHMUA/pa3MOpaXxMBaHMA UM XPaHEeHUS B
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XUIKOM  COCTOSHUM. V3MeHeHMe  coIepXaHusda caxapa obecreuMBalo
OOIOJIHUTEJIbLHYIO CTabMJILHOCTD BO BpeMAa
3aMOpaXxmMBaHua/pasMoOpaXxmuBaHmMsa, HO UMEJIO OTHOCHUTEJILHO HeOOoJIbIoNn
50PekT TNOpM XpaHeHMM B XMIKOM COCTOSAHMM. Ilo3TOMy HaJibHeNmme
yCeuiImsa OBJIM COCPEelOTOUEeHH Ha BJIMAHMM Pas3jIMUHBIX YPOBHEV U THUIIOB
CTabUIN3UPYIMX OeJIKOB.

Ipumep 2

KoHueHTpaumusa OeJika

[00140] KoMOuHaums YIIYUIIeHHOM CTabUIILHOCTHU
3aMOpaXMBaHMUg/pasMOpaXBaHU g u KUIKOTO COCTOSHUSA obecrneumnT
CylmeCTBeHHOe MIPEeUMYIECTBO npu M3TOTOBJIEHUN, yIlaKoOBKe n
MapKMPOBKe. BO3MOXHOCTL XpaHeHUd NOpu 2-8°C of0ecCHeuMT S3HauMTeJIbHO
JIYyUly®d TMOKOCTb UM yIOOCTBO IJIA TIOCTABIMKOB MEIMIMHCKUX YCIIYTD.

[00141] KOHTpONBHYL JIeKapCTBEHHYD bopmy TOTOBWUIIN C
nodasjeHveM 1%, 2% wmium 4% uyurXejmatmHa wmim 1%, 2% wmiam 4% pUCA.
Obpasus roToBuIM opu 109 BOE/MI. MHOEeKUMOHHOCTL (TUTP) OINpenesiau
IpM IIOMOMM aHaJin3a OJIAlleK, KaK OIIMCaHO paHee. 00pas3lb HOOBEepIaliM
5 umkJaM 3aMopaxmMBaHMUg/pasMOpaxMBaHMd, Kak ONMCAHO BHIIE.

[00142] KoHlleHTpalnio PUYCA u uyrXejsaTruHa M3MEeHAJIN OJIis
onpeleJleHU A BJIMAHUSA KOHILIeHTpalumn BeJika Ha CTabUIILHOCTEL
OHKOJIMTUUecKkoTo BIII'-1. Kak urXejaTuH, Tak ¥ pUCA obecneumBaliu
3amUTy BO BpeMsS LMKJIOB 3aMOpaXuBaHUA/pas3MOpaXuBaHMUS BO BCEM
TeCTUPYEeMOM IOMalla30He, CM. ¢ur. 5.

[00143] 3BaTeM MCIOHTHBAJM BJIMSHME PasJIMUHEX KOHILEeHTpalLun
feslka Ha CTabWJIbHOCTL OHKOJMUTHMUeckoM BII-1 npm 2-8°C u 25 °C.
KoHTpoOJBHYK JIEKAPCTBEeHHYH (QOpMy TOTOBMJIM C pobaBJeHuMeM 1%, 2%
mm 4% urXejaTuHa wimu 1%, 2% wim 4% pUCA. OOpasubl T'OTOBWIM IIPU
106 BOE/mMI M 3aMopaxwuBaiy npu -70°C B TeueHMe IO MeHbIel Mepe 1

CYTOK (IpenOBapUTesIbHO 3aMopaXxmBalii), a 3aTeM XpaHuaM opu 2-8°C u

25 °C. VHOEeKTMBHOCTEL (TUTP) ONPEeNesaM C IIOMOmMbI aHaJM3a OJIdmex.
[00144] JlekapcTBeHHEHe ©¢QopMel urXejlaTMHa COXPaHAJIMCHB HaMHOTO

Jydlle BO BpeMs XpaHeHMI B XUIOKOM COCTOAHUM 0Oe3 IIOoTepU aKTUBHOCTU
yepes 3 cyTok nOpu 25 °C. HanpoTur, BCe JeKapCTBeHHHE O(OOPMH,
comepxamre pUCA, OPOOEMOHCTPMPOBAJM IIOTepUM B MHOEKUMOHHOCTM 3a

TOT Xe Hepuon. Kpome TOIO, JeKapCTBeHHHE (QOPMEl, colepxamme pPUCA,



41

bakTruecku yxyomaaucb npu 25°C mo Mepe yBeJIUUEHMS KOHIEHTpaluu
PUCA. HeOoJblmoe M3MeHeHMe B MHOEeKIMOHHOCTM Hadjomalloch Opu 2-8°C
B TeueHMe DTOr0 epMmona bBpeMeHu; CMmM. our. ©6A m our. 6B.

CTeneHb UMCTOTHE PUYCA

[00145] UToOH OHNpemesMTh, IIoUueMy IMpelapaTH C BO3pacTalllyMHU
KOoJIMYeCcTBaMm PUYCA OEMOHCTPUPOBAaJIN XY OUWYIO CTabUIBHOCTD 1o
CpaBHEHMI C aHaJIOTMUHEIMM KoJMuecTBaMM urXejlaTuMHa, paccMaTpuUBalix
caM PUCA. BBUIO BECKAa3aHO IIPEenIIoJIOXKEeHME, UTO pPe3yJbTaT MOXeT OHTb
CBA3aH C KOMIOHeHTaMM B pPUCA, TakuMMM KakK 3arlp4d3Hdg0lee BeleCTBO
WY CcoeIVHeHMe, »nobaBigeMoe 4 cTabunuzauum pUCA. Kpome ToTO,
pPes3yJabLTaT MOXeT OBTL BH3BaH 3ddexToM camMoro pUCA.

[00146] UeTHpe pa3JIMUHHX KJacca pUCA TecTHpoBaliM Ha UX

CIIOCOOHOCTB CTabUIM3UPOBATDH OHKOJIUTUUECKUN BIT-1 BO BpeMd

XpaHeHrMd B KUOIKOM dopMe mnpu 25 °C. KoHTpoJsbHadg JeKapCTBeHHAad
bopMa coszmaBajlack C pobaBJeHmeM 2% Sigma, 1%, 2% wmim 4% Novozyme
Alpha, 1%, 2% mmu 4% Novozyme Albix mmm 1%, 2% wmimu 4% Novozyme
Prime pUCA. KpomMe TOT'O, KOHTPOJIbHas JiekapCTBeHHas OGopMa Owblla
TakKXe IIPUIOTOBJIEHa C npobamjeHueM 2% urXejaTuHa, cMmM. Tadbiauuay 5.

HeKapCTBeHHHe @OpMH TeCTrpoBalln B OTHOIEeHNN CTabUMIIEHOCTHU B

xunokom dopme mpu 25 °C B TeueHMe 2 HeleJlb, KaK OIMCAHO BHIIE.

Tabmuua 5
NocTaBumk Mapka % UmcToTH OxTaHoaT NMonucopBar 80
Sigma-
Mapka nJiaga
Aldrich,
MccJyieqoBaHM A > 96% H/I H/ O
Cenr-Jlyuc,
AS731
mrTaT Mmccypu
Novozyme,
dpaHKIMHTOH,
Alpha > 99,9% l6 MM 69 Mr/m
mrTaT CeBepHasa
KapommnHa
Novozyme,
dpaHKIMHTOH,
Albix = 99,9% 0 0
mrTaT CeBepHasa
KapommnHa




42

Novozyme,

dpaHKIMHTOH,
Prime > 99,0% 34,1 MM 10 mr/;
mrTaT CeBepHasa

KapommHa

[00147] Kaxngeli xjacc pUCA wuMeJl pas3Hbe YPOBHU UMCTOTH U
opyrue KOMIIOHEHTH, npenHasHaueHHBEe oJisa CTabuan3alumum PUYCA.
MaTepman Sigma ¥MeJl BHCOKY UMCTOTY IJIS MCCJIeOOBaHMUA U CaMbM
HU3KUM cTabunusmupyommut sdbexT. Tpm kJacca oT Novozymes (Alpha,
Abix ¥ Prime) uMeJM BHaUuUTEeJILHO ©OoJiee BHCOKYID UMCTOTY, HO KaXIb
M3 HUX MWMeJI pasHbBe YPOBHUM IPYyI'MX KOMIIOHEHTOB. CrTemneHu pUCA
Novozyme ofecneumBaly OOJBIYID CTaBUMILHOCTL II0 CPaBHEHMIO C MapKoOM
Sigma, HO Mexnoy pUCA Novozyme He OBJIO HMKakKoM pasHUIH. Kpome
TOTO, BCe Tpu pUCA Novozyme TIoKasajly XYOIyR CTadbuIbHOCTL IIpU
nobaBJIeHUA B BO3pacCTarnlnx KOHIEHTpalnax . HakoHels, CTelleHb

umMcTOoTH PUYCA He oKa3HBalJla BJIMAHMA, kKak ¥ urnXejgaTmH, cM. Oour. 7TA-

7D.

HioxHum npenes OeJka

[00148] Bruin NIpoBEeOeHH oaJibHeMmue MCCJegoBaHnUsa oJis
orpeleJIeHU A MUHVMaJIbHOT'O KOJIMUEeCTBa pUCa n urXejaTHa,

HeoOXOOMMOTO IJIS CTabuiaM3aluuM KOHLEHTPalUMM OHKOJUTHUMUYeCKux BII'-1
npu 106 u 108 BOE/mul.

[001409] KouTposibHasa JieKkapCTBeHHasa  QopMa cosmaBajlacb C
notaryiedreMm 0,25%, 0,5% m 1% Mmac./06. urXesatuHa m 0,25%, 0,5% u
1% Mac./o0. PUYCA (Novozyme Prime) . OBpa3ub TOTOBUIIN c
KOHIEHTPAUMAMY OHKOJUTUUeCKUx BII'-1, papuemmu 109 m 10% BOE/Mil.
OonHy cepun ofpasLoB nomBepram 5 LMKJIaM
3aMOpPaXMBaHUA/ pa3MOpaxBaHms, KakKk  ONIMCaHO BHIIE . IBe cepumn

00paslioB TeCcTUPOBaJM Ha CTabMJILHOCTE XMUIKOCTM, OOHY Ipu 2-8 °C B

TeueHMe UYeTHpeX HeleJlb M OoOHy npu 25 °C B TeueHuMe 2 HemeJlb, Kak
OIIMCAaHO  BHOIE. MHPeKLUIMOHHOCTDL (TmTP) oTIpelelIai I[IPpY  IIOMOIU
aHaJv3a OJIdlleK.

[00150] urXejsaTmH obecHneumMBaJl 2allUTy I[IO0 BCEMY MCIBHTAHHOMY
OManasoHy, 0,25% -1% Mac./o06. B TeueHMe LMKJIOB

3aMOPaXMUBaHVA/pa3sMoOpaXxyBaHA U XpaHeHUs B XuUIKoM dopme mpu 2-8°C

n 25°C (¢mr. B8A-8F) kak npm 10 m 108 BOE/Mi. Bce cocCTaBH,
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comepxamue pUCA, [IPOIOEMOHCTPUPOBAJINU rorepu B VMHOEeKIIMOHHOMN

AKTUBHOCTM IPY XpaHeHUM XUIKOoCTM mnpu 2-8°C wm 25°C BO BceMm
orarnas30He KOHIeHTpaluM ©0eJika, KOTophe OBUIM OIPOTECTUMPOBAHH, IIPU
KOHIIEHTpauusax BUpyca, paBHoOM Kak 109, wmaxk m 108 BOE/Mj, HO He
OpUIM  OOHapyXeHH IIOTepM B  MHPEKUMOHHOCTM BO  BpeMd  LMKJIOB
3aMoOpaxmMBaHug/pasMopaxuBaHug (our. 9A-9F) .

[00151] Bruto IpOBEOEeHO OOIIOJIHUTEeJIEHOEe nccJegoBaHMe, B
KOTOPOM urXejaTuH TeCTUPOBAJIN Ha BoJiee HUBKUX YPOBHAX .
KoHTpOJBHYK JIeKapCTBEHHYK (QOopMy co3maBaJM c pobaBjeHuem 0,01% -
0,5% (Mac./006.) urKejatuHa. OOpasls TOTOBMIM C OHKOJUTUUESCKUMUA

KOHIeHTpauusamy BII'-1, paBHeMM 109 m 108 BOE/MJI M TeCTHMPOBAJIM Ha

CTabMIILHOCTL KUIOKOM QopMel Hpu 2-8 °C m 25 °C, Kak OIMCaHO BHIIE.
VHOEeKIMOHHOCTD (TmuTp) OIpelesyiaM C IIOMOWBI aHajiM3a OJjdllex.
urXejaTuH obecHneumBalJl 3aMUTY IPUM XpaHeHUM B XKUIKOM (opMe BO BCeM
oramnas3oHe I[IpOTeCTUPOBAHHHX KOHIeHTpauun ©Oenka (0,018 - 0,5%),
cM. our. 8G m 8H.

HosgrocpouHasa CcTab®UIILHOCTD

[00152] HoJITOCpOUHOE nccyenopaHue [IPOBOIOMUIIOCH o4
OIpeneJjleHVs CTabMIBbHOCTHU JIeKapCTBEHHHX OGOpPM, cCcolepXalux OeJIloK,
10 CpaBHEHMI C KOHTPOJIBHOM JeKapCTBeHHOM QopMoM. OHKOJIUTUUECKUN
BIII'-1 ©Owur cos3man npu 109 BOE/Mn m  10% BOE/MJI B KOHTPOJIBHOM
JleKapCTBEHHOM bopme W KOHTPOJILHOM JleKapCTBEHHOM bopme,
comepxalmen 0,5% (Mac./06.) PUCA  wIm urXeJsaTuHa. OBpa31s

OlLlIEHMBAaJIM BO BpeMsd XpaHeHUsS B XUOKOM oopmMe npu 2-8 °C u 25 °C,

KaK OIMCAHO BHIIE; XpPaHeHMe B BaMOpPOXeHHOW dopme npm -30°C m -70°C
M B TeueHre 10 LMKJIOB 3aMOpaXuBaHUA/pPa3MOpPaXuBaHMsI, KaK OINIMCAHO
BHlle. VHOEKUMOHHOCTE (TuTp) onpenesysagM IpM  IIOMOWM  aHaJjM3a
OJisdlek, KaK OIKMCaHO paHee.

[00153] JlekapCTBeHHEHEe (QOpPME, cCcomepxamue urXejJaTuMH, CHOBa
obecrneurBaliM I[IPEeBOCXOIOHYK  CTabMIILHOCTHb npu BCEX OLlEHEeHHHEIX
YCIJIOBUAX XpaHeHud. JlekapCcTBEHHEE bopmer, comepxamue PUCA,
ofecreurBaJiM aHaJIOTMUHYK CTabMJILHOCTE (B IHOpefejlax [IOTPellHOCTU

aHaJM3a) TOJIBKO MOJIS TeX JIeKapCTBEeHHEX (QOPM, KOTOPHE XPaHATCS B
3aMOPOXEHHOM COCTOAHMM npu -30°C (¢mr. 10A m 10B) m -70°C (dur.

1°C m 10D) m mo 10 UMKJIOB 3aMOopaxuBaHMA/paszMopaxuBaHug (dur. 10E
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n 10F). OpmHako IJI4 XpaHeHUMd B XUIKOM COCTOSHMM JIeKapCTBEHHHE
bopMel urXejlaTMHa I[IoKaszaJ M OOJbIMM CcTabuam3upyiommun 30dekT, UYTOo
OBJIO HamboJiee OUeBMIOHO, KOI'Ia KOHLUEeHTpalMsa OHKOJUTHMUeCckoTo BII'-1

10 BOE/my1 xpaHujach mnpu 2-8°C (¢mur. 10G m 10H) m 25°C (dur. 10T

n 10J). Tlocyse 39 Henesb XpaHeHuUs mpu 2-8°C JleKapCTBEHHBE OGOPME,
comepxamre dYrXejaTMH, IIpOOeMOHCTpMpoBasu HoTepw 1,7 log, B TO
BpeM4a Kak JIeKapCTBEHHEE bOPMEL, comepxamue pUYCA,
IponeMOHCTpUpoBaJu IHotrepk 2,9 log. KoHTpoJsibHas JieKapCTBeHHasd
bopMa HoTepsalia BCAKYH aKTHMBHOCTE IIOCJe 12 HemeJlb XpaHeHUa IIpU 2-
8 °C. B Teuenue 4 HeneJb XpaHeHus Ipu 25°C JekapCTBeHHHE OGOPMEH,
comepxamyre uyrXejlaTUH, IIPOOEMOHCTpMpOBaJM IHoTepw 2,3 log, B TO
BpeMm4a Kak JIeKapCTBEHHEE GOPMEHL, comepxamue pUCA,
IPONEeMOHCTPUPOBAB IIOTEepn 3,6 log. KourposrHas KOMIIO3ULIN A
rnoTepsja BCAKYID aKTMBHOCTEL IIOCJEe 2 HeleJlb xXpaHeHus npu 25 °C.

V3ydyeHre YaCTUIL JIEKAapPCTBEHHEX (]_)OpM

[00154] OuxosmrTmueckmit BIII'-1 OpJI co3OaH OyTeM podaBJIeHUS

20% (mMac./06.) pUCA wmam urKejaTuHa (MM SKBMBAJIEHTHOTO oObLeMa
OybepHOTO pacTBOpa IOJA KOHTPOJA) 0O KOHEUHOM  KOHIEeHTpaluu

BUpyca, paBHori 108 BOE/mu1 m 0,5% cradtunmusupyomero Oejika. 3aTeM
5TY PacTBOPH [IpPOoIyckalu depe3 o¢ouiabTp 0,22 MM (SterivexTM EMD
Millipore, Bpuiiepuka, mTaT MaccauyceTc) C  MCIIOJIb30OBaHMUEM
CUMJIMKOHOBOTO 0e3MacJISHOTO OOHOopaszoBoro mmopuiia (NORM-JECT® Luer
Slip Centric Ti, BeJsjnedour, mraT IeHCUJILBAHUA) IOJS I[IOJIYUYEHUS
CBODOOHOTO OT YacCTHUl, MCXOOHOT'O MaTepuala.

[00155] Ommu Habop oO0pas3lloB xpaHmJca nopu 2-8 °C, Kak OINMCAaHO
BHIle (CTaTUUYECKMIM), a BTopo¥ Habop o0pal3loB 3aMopaxuBaiu opu —70
°C n 3aTeM XPaHWUIIN npu 2-8 °C (1 LMKJII
3aMOPaxXMUBaHa/pa3sMOpPaXUBaAHUA) .

[00156] YacTUUH M3MEPAIM IIPM IIOMOIM CYOBUIMMOTO aHaJM3a WIn

BMU3YAJILHOTO HabOJIIeHUS.

oo

[00157] JlekapCcTBEeHHHE bopMEI, comepxamue Jmbo 0,5
(Mac./06.) pUCA, mmbo urXejaTuH, MOIPOINEMOHCTPUPOBANM CHUMXEHHOE
ofpasoBaHMe dYacCTHUL IO CPaBHEeHMK C KOHTPOJIBHOM JIeKapCTBEHHOM
bopmMo¥, Kak OBJIO M3MEepeHO crnocobamMu CyOBUOMMOTO aHaau3a (our.

11A-11B wm 12A-12B). Kpome TOTO, OHKOJIMTUUeCKMuM BII'-1 mpwu
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KoHIleHTpauunu 108 BOE/MJI 0Opa30BHBAJI BUIMMEIE UYaCTHLE B KOHTPOJIBLHOM
JileKapCcTBeHHOM @QopMe, HO He B JIeKapCTBEeHHHX (opMax, KOTOpPHE
comepxaim 0, 5% urXematuHa niau pUCA.
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$OPMYJIA MBOBEPETEHNUA
1. 3aMoOpoOXeHHass KOMIIO3MLMSA XMBOI'O BUpPyCa, colepXalasd:
BMPYC MNpPOCTOTO Teplneca-1;
CHIBOPOTOUHHM aJibOyMMH UYeJjloBeka B KOHUeHTpauuu oT 0,25% 1o
(Mac./06.);
CopBUT B KOHUeHTpaumm oT 0,5% mo 4% (mMac./o00.);
XJIOpUI HaTpuda B KOHUeHTpauuu oT 50 mo 250 MM; u
dpocohaT HaTpuda WM docdaT KaJgud,
opuueM yKaszsaHHad KOMIIO3MUMA uMeeT pH 7-8.

2. KomMriosuium4a KMBOTI'O BlUIpYyCa I10 IT. l, roe YKasaHHa#Ad

KOMITIO3VMIIMA COHOEPXNUT .

[\
~
@]
oo

BUPYC IIPOCTOTO Tepreca-1;

CEHIBOPOTOUHHM aJibOYyMMH UeJloOBekKa B KOHUeHTpaummu ot 0,25% nmo
(Mac./o06.);

copbur B KOHUeHTpauuu oT 0,5% mo 3% (mac./o00.);

XJIOPUI HaTpMa B KOHLeHTpauuu oT 50 mo 250 MM; u

dochaT HaTpMA UM dpochaT KaJaIUd,

nprueM yKazaHHasd KOMIO3uUMA ¥MeeT pH 7-8.

3. KomMriosuiumsa KMBOTI'O BlIpYyCa I1O m.1 7 roe YKa3aHHaAd

KOMITO3VMIIMA COIOEPXNT :

(Mac.

(Mac.

BMPYC INIpPOCTOTIO TIeplneca-1;

CHIBOPOTOUHHIM aJibOyMMH uUeJloBeka B KOHUeHTpaumu oT 0,25% mo 2%
/06.);

COpPOUT B KOHUeHTpauun 3% (Mac./o00.);

XJIOPUI HaTpusa B KOHUeHTpauuy oT 50 mo 250 MM; u

dpocoaT HaTpud MIn docdaT KaJIuid,

Ioe yKasaHHasd KOMIIO3MUMSA MMeeT pH 7-8.

4. KoMmriosuuma XMBOT'O BMPyCa, COmepXallad:

BMPYC NpPOCTOTO Tepleca 1;

CHIBOPOTOUHHIM aJibOyMMH uUeJloBeka B KoHUeHTpaumu oT 0,25% mo 2%
/06.);

COpBUT B KOHUeHTpaumu oT 0,5 mo 3% (Mmac./00.);

XJIOPUI HaTpusa B KOHUeHTpauuy oT 50 mo 250 MM; u

dochaT kaaImMsa B KoOHUeHTpauuu 10-100 mM,

InprnuyeM yKa3aHHad KOMIIOSMINMA MMeeT pH 7,4.
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5. KoMmmosuumusa XMBOTO BuUpyca o 1.4, TOe yKa3aHHad
KOMIIOBUILIMA COOEPXUT :

BMPYC MNpPOCTOTO Teplneca 1;

CHIBOPOTOUHEI ajibOyMMH UeJIoBeKa B KOHIeHTpaluu 2% (mMac./00.);

COpPOBUT B KOHUeHTpaumm 2,9% (Mac./06.);

XJIOPUIO HaTpusa B KOHLeHTpauuu 98 MM;

bochaT KaJIMsa B KOHUeHTpauuu 83 MM; u

npuyeMm KOMIIOBULIM A OOIIOJIHUTEJILHO CONEpPXUT caxaposy B
KoHlleHTpauun 0,38% (Mmac./06.),

opuueM yKasaHHas KoMrnosmumsa mMeeT pH 7,4.

6. KoMmnosuuusa XMBOT'O BMPYyCa, CoIOepXamas:

BUPYC IIPOCTOTO TeplHeca 1;

o©

CEHIBOPOTOUHHM ajibOYMMH uUeJloBeKa B KOHIeHTpauuu or 0,25% mo 2
(Mac./06.);

copbur B KOHUeHTpauuu oT 0,5% mo 3% (mac./o00.);

MMO-UMHO3SMTOJI B KOHIeHTpaluu 4% (mMac./o00.);

XJIOpUI HaTpMa B KOHLUeHTpauuu oT 50 mo 250 MM ; u

dochaT HaTpMa B KOHUeHTpauum 10-500 MM,

opuueM yKasaHHas KoMrIosmuumsa muMmeeT pH 7,4.

7. KoMmosuumsa xmMBOTO BUpPyca IO JwodoMy M3 HOI. 1-6, TOe
YKaBaHHB  CHBOPOTOUHHI aJibOYMMH UeJIOBeKa IpencTaBjisgeT cobom
PEKOMOMHAHTHEM CHBOPOTOUHHM aJibOyMMH UeJlOBeKa.

8. KoMmmosuumusa XmMBOTO BMPyca IO .1 miam 2, T'Ie yKa3zaHHasd
KOMIIOBULIMA COOEPXMUT CHBOPOTOUHHM aJibOyMMH UeJIoOBeKa B KOHIEeHTpaluM
or 0,25% mo 2% (mac./o06.).

9. KoMmosuumsa xXmMBOT'O BUpPyCa o Jmwbomy M3 nOmn. 1-4 wuiam 6,
Ioe yKasaHHasd KOMIIOBULMA COOEPXUT CHEHBOPOTOUHEM allbOyMMH UYeJIoBeKa
B KOHIeHTpaumuu oT 0,25% mo 1% (mac./o006.).

10. KoMmosuumsa XmMBOTO BHpyCca IO JwboMy M3 nmn. 1, 2, 4 wuim
6, TI'Ie yKal3aHHad KOMIO3UIMA COIEPXUT COpOMT B KOHIeHTpaluu 3%
(Mac./06.).

11. KoMrosuumsa XmMBOTO BHpyCca IO JwboMy M3 nmn. 1, 2, 4 wim
6, T'Ie YyKal3aHHad KOMIO3UIMA COIEPXUT COpOMT B KOHIeHTpaluu 2%

(Mac./06.).
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12. KoMrosuuusa XmMBOT'O BUpPyCa O JwbomMy M3 nomn. 1-4 wiam 6,
TIe yKas3aHHasg KOMIIO3MIMSA CONEPXUT XJIOPUI HAaTPMA B KOHIEHTpallMM OT
130 mo 160 mMM.

13. KoMriosuuusa xXmMBOT'O BUpPyCa IO Jbomy M3 nmn. 1-4 wiam 6,
rIe ykKasaHHad KOMIIO3ULMA CONEPXUT XJIOPUI HaTpMad B KOHLUeHTpauum 137
MM.

14. KoMriosuuusa xXmMBOT'O BUPyCa IO JmobomMy M3 nomn. 1-4 wuiam 6,
Ioe ykKasaHHad KOMIIO3ULUA COHNEPXUT XJIOPUI HaTpMd B KOHLeHTpauuum 145
MM.

15. KoMrosuuusa xXmuBOI'O BUPyCa IO JoOOMYy M3 M. 1-3 Wiu 6,
Ioe ykKaszsaHHas KOMIIO3MUMSA COOepXuT dochdaT HaTpMsa B KOHLEHTpaluM OT
10 mo 300 MM.

16. KoMmnosuumusa XMBOI'O BUpyca IO JwodomMy M3 On. 1-3 mwimn 6,
Ioe yKaszsaHHasg KOMIOB3MIUMSA COoOepXuT docdaT HaTpMAa B KOHLEeHTpaluM OT
70 mo 130 mMM.

17. Komnosuumsa XmMBOI'O BUpyca IO JwodoMy M3 Oo. 1-3 uwiu 6,
I'oe yKaszaHHafg KOMIO3MIUMSA COoOepXuT docdaT HaTpMAa B KOHLEHTpaluM OT
80 mo 120 mM.

18. KoMmosauumsa xXmMBOT'O BUpPyCa IO JbOoMy M3 Ono. 1-3 uiau 6,
Ioe ykasaHHafd KOMIIO3ULMA COOEPXUT dpocdaT HaTpMa B KOHUeHTpauuy 102
MM.

19. KoMmozsuumsa xXmMBOT'O BMpyca 10 JodboMy M3 nmn. 1-18, roe
BUPYC IIPOCTOTO Tepleca-1 BHOpaH M3 I'PYIIL, COCTOAmeN M3 TaJlMMoTeHa

Jlarepnapeneek, HSV1716, G207, OrienX010, NV1020 u MO032.

20. KoMmosuumsa xXmMBOT'O BMpyca IO JwodboMy M3 nmn. 1-18, rpxoe
BUPYC IIPOCTOTO Tepreca 1 npelCcTaBJIAEeT cobomn TaJIMMOT' €H
JareplapenBekK.

21. KoMmosuuusa xXmMBOTO BUpyCa o JwbomMy m3 nmn. 1-20 nis

[IpUMeHeHUSS B YHUUTOXEHUNM OIIYyXOJIEBEX KJIETOK.
22. KoMmriosuuma XMBOT'O BUpyCa IJiA I[IPMMEeHeHUsa 10 II.21, DHoe
KOMIIO3ULMID XMBOI'O BUpPYCa BBOIOAT B KOMOMHALMM C MHIUOMTOPOM
KOHTPOJILHOM TOUKU.
23. KoMmriosuuma XMBOT'O BUpyCa IJA IIpMMeHeHud 0 .21 wmiu
22, TIe ONYXOJIeBHe KJIeTKM BHOpPaHHE U3 TPYNNH, COCTOAmMEeN u3

aCTpOUMTOMEI, OJIMT'OOeHOIPOI'JIMOMEI, MeHVMHI'TVIOMEIL, Heﬁpo@M@pOBﬂzﬂ,
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IO 0JIaCTOMEHL, BIIEeHOVMOMEL, MBaHHOMEL, HelpodnubpoCcapKOMH,
MeOyJJIoOJacTOME, KJETOK MeJIJaHOMBl, KJIE€TOK paka I[IOIXeJIyOLOUHOM
XeJIe3E, KJEeTOK KapLMHOMEL IpeICTaTeJIbHOM XeJjle3H, KJeTOK pakKa
MOJIOUHOM XeJIe3H, KJIETOK paKa JEeTKMX, KJIeTOK paka TOJICTOM KUIKH,
KJIETOK I'ellaTOMbl, Me30TEeJIMOME, KJIETOK pakKa MOUeBOI'O IIY3HpPS UM KJIEeTOK
SOUOEPMOUIHON KapLUMHOMEH.

24, Kowmmnoszsuuma o JmoboMy M3 oOi. 1-23 [njgga I[OIpMMEeHEHUSA B

Tepalrinm.
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