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OIIMCAHHUE U30BPETEHHUSA
2420-567311EA/022
CIIOCOB IVIAT®OPMEHHOM CBOPKH JJISI YCTPOHCTBA JIOCTABKHA
JIEKAPCTBEHHOI'O CPEJICTBA

ITEPEKPECTHAA CCBIJIKA HA POJICTBEHHVIO 3ASABKY

[0001] HMcnpammuBaercss NpUOpHUTET MpenBapurenbHOR 3asBku Ha mareHT CIIIA Ne
62/745739, nonmanuo#t 15 oxTs0ps 2018 roma, momHOe copep’kaHHe KOTOPOH BKIFOUEHO B
JaHHBIA JOKYMEHT MOCPEICTBOM CChUIKH.

OBJIACTbh TEXHHKH, K KOTOPOM OTHOCUTCS U30EPETEHUE

[0002] Hacrosimee wu300peTeHHe B ILEJIOM OTHOCHUTCS K YCTPOHCTBaM JIOCTABKH
JIEKApCTBEHHOTO CPEACTBA U, O0Jiee KOHKPETHO, K MIATGOPMEHHBIM MOAXO0AaM K TMPOHU3BOACTBY
YCTPOWCTB TOCTABKH JIEKAPCTBEHHOTO CPENCTBA.

IMPEATTIOCBIJIKM U3OBPETEHH A

[0003] YcTpoiicTBa 1OCTaBKU JIEGKAPCTBEHHOTO CPENCTBA, TAKHE KaK aBTOMHBEKTOPHI H
HATEJIbHBIE WHBEKTOPBI, NPEAJIATal0T HEKOTOPbIE MPEHMYIIECTBA B OTHOLICHWH JOCTaBKH
MEIUIUHCKHUX TPEnapaToB WM TepaneBTHYeCKuX cpencTB. OIHUM U3 MPEHMYIIECTB MOXKET
CUNTATBCS MPOCTOTA NMPHUMEHEHHsI 10 CPABHEHUIO C TPAJMUIMOHHBIMU CIIOCOOAMH IOCTaBKHU C
NPUMEHEHNEM, HAlIPUMeED, TPAJAULIUOHHBIX LITPHULIEB.

[0004] ABTOMHBEKTOPBI MOTYT OBITH MCIOJB30BAHBI JJIsI JOCTaBKH OOJNBIIOrO YHCIA
Pa3JINYHBIX JIEKAPCTBEHHBIX CPENCTB C PA3HBIMH BSI3KOCTSMHU M/MJH LieleBbIMH oObeMaMu. Kak
pe3yabTaT, cOOpKa 3THX YCTPOHCTB MOXKET OBITh CJIOXKHOW M3-3a MOTPEOHOCTH MPABUIBHOTO
ONpEeNeNeHNs] MPUTOAHBIX  KOMIIOHEHTOB, KOTOpble MOIyT 3(@dekTuBHO AOCTaBIATH
JIEKapCTBEHHBIN Npernapar K MoJb30BaTeNo. B kauecTBe npuMepa, JeKapCTBEHHbIE CPENCTBA C
OONBIIMMY 3HAYEHUSIMH BSI3KOCTH MOTYT TpeboBarh 0ojiee Kpenkux COOPOYHBIX Y3JIOB MPUBOIA
c Oomee NMPOYHBIMM KOMITOHEHTAMH JJIsl aJeKBATHON HOCTABKM JIEKAPCTBEHHOTO CPEACTBA B
npezenax pasyMHBIX BpeMeHHbIX pamok. [logoOHbIM 00pa3om, OoblIre H03bl JIEKapCTBEHHBIX
CPEACTB TaKke MOTyT TpeboBaTh OoJiee MPOUHBIX COOPOUYHBIX Y3JIOB IPUBOJA.

KPATKOE OIITMCAHUE

[0005] B cooTBeTcTBUM C MEPBBIM AaCIEKTOM IMOIXOA Ui COOPKH IJIAT(OPMEHHOTO
YCTPOWCTBA JOCTABKHU JIEKAPCTBEHHOI'O CPEACTBA BKIOYAET MpenocTaBieHne Habopa 0a30BbIX
KOMIIOHEHTOB M HWACHTU(UKAIMIO, HCXOAS U3 MO MeHbIIell Mepe OIHOW LeNeBOi
XapaKTEPUCTUKHU TUIaT(GOPMEHHOTO YCTPOWCTBA OCTABKH JIEKAPCTBEHHOTO CPEACTBA, 3aJHEH
cOOpOYHON €AMHULBI U YCTPONCTBA TOCTABKH JIEKAPCTBEHHOT'O CPEACTBA U3 TPYIMIBI 33 HUX
cOOpOUHBIX eAMHUL. BBIOMPAIOT ONpeneneHHy 3aHI0I COOPOYHYIO €AMHHIYY, W TEPEIHIO
cOOpOUHYIO €NUHUIYy ONPEeAeNsIoT, HCXOAs W3 10 MEHbIIeH Mepe OFHOH LeNeBOi
XapaKTePUCTUKH, W3 TPYIIBl MEPEIHUX COOPOYHBIX EOWHUL. BBIOMpAIOT omnpeneneHHbIH
cOOpOUHBIN y3€J, U YCTPOUCTBO JOCTABKH JIEKAPCTBEHHOTO CPENCTBA COOMPAIOT C MPUMEHEHUEM
HaOopa 0a30BbIX KOMIIOHEHTOB, 3a/iHeH COOPOUHON €AMHMLIBI U NTepeaHer COOPOYHON eNUHULIBI.
JIaHHBI TOAXON MOXET HeOO0sA3aTeNbHO BKIJIIOYATh HAHECEHHE HAPY)KHOTO TOKPBITHS Ha

YCTPONCTBO, KOTOPOE MOXKET OBITh BBHIOPAHO, UCXOJs M3 IO MEHbLIEH Mepe OAHOro arpudyra



MO Pa3yMeBa€MO IPYIIIbI TOJIb30BATENEH.

[0006] B HexkoTOpbIX acmekTax IO MeHbIIEH Mepe OJHAa LeleBas XapaKTepUCTHKA
NpeACTaBysieT coOOH MO MeHbIIel Mepe ONHO M3 BSI3KOCTU JIEKAPCTBEHHOTO CPENCTBA HIIU
o0BeMa JIEKAPCTBEHHOTO CPEACTBAa. B HEKOTOpBIX acmekrax Kakaas W3 3aJHUX COOpPOYHBIX
eIUHHL B TPYIIe 3aJHUX COOPOYHBIX €AWHUI] MOKET CONEpPXKATh APYroil MEXaHWU3M NMPUBOAA.
Kpowme Toro, kaxxiasi u3 nepefHux COOPOUYHBIX €IMHULI MOXKET COIepKaTh COOPOYHBIN y3en B
BUJI€ LINPHLA, KOTOPBIH MOXET OBITh CKOHCTPYHUPOBAH M3 OAHOTO M3 CTEKJIA WIIN MOJUMEPHOTO
Marepuaia. B HEKOTOpBIX mprMepax HabOp 0a30BBIX KOMIIOHEHTOB F€OMETPUYECKH HICHTHYEH
B KOH(PHUTypaLusx yCTPONUCTBA JOCTABKH JIEKAPCTBEHHOT'O CPENICTBA.

[0007] B cooTBeTCTBHHM C APYrUM acleKTOM, Moaxon K cOopke mMmiaThOpMEeHHOro
YCTPOWCTBA JNOCTABKHU JIEKAPCTBEHHOTO CPEICTBA BKIIFOYAET MPENOCTaBIeHHe Habopa 0a30BbIX
KOMITOHEHTOB JJIsl YCTPOMCTBA, OnpeaesieHre nepBoii cOOpOYHON eIMHUIIBI IJIsT YCTPOUCTBA U3
NIePBOIl IPYMITbI BEIOUPAEMBIX COOPOYHBIX €IMHUI] U BBIOOP OMpEAeNeHHOH mepBoi cOOpOYHOH
enuHUBl. BTOpyro CcOOpOUHYIO €AMHHIY ONpPEAesIFOT W3 BTOPOH TIPyNIBl BBIOMPAEMBIX
cOOpPOYHBIX €IMHUL], U BBIOUPAIOT BTOPYIO COOPOUYHYIO enuHUL. TpeThro COOPOYHYIO SIUHHILLY
TaK>Ke OMPENEISIOT U3 TPEThEH IPyMIbl BBIOUPAEMBIX COOPOYHBIX €IUHHIL, U BEIOUPAIOT TPETHIO
cOOpOUHYI0 enUHHUIy. YCTPOWCTBO MJOCTaBKH JIEKAPCTBEHHOTO CpPEACTBA COOUpPAIOT C
npuMeHeHneM Habopa 0a30BbIX KOMIIOHEHTOB, IIEPBOW COOPOYHON €IUHHIBI, BTOPOM
cOOpOYHON eTMHULIBI U TPEThel COOPOYHON eAMHMUIIBI.

[0008] B cooTBeTcTBMM C TPETHHM AacIEKTOM IUIATPOPMEHHOE YCTPOMCTBO AOCTaBKU
JIEKapCTBEHHOTO CPEICTBA H3rOTABJIMBAIOT C IIOMOINBIO CHoco0a, BKIKOYANOIIErO STarlbl
npenocTaBieHus HaOopa 0a30BBIX KOMIIOHEHTOB JJIsi YCTPOWCTBA, OIPENENeHHs] MepBOi
cOOpPOYHOM eAMHHLBI IJIs1 YCTPOHCTBA M3 MEPBOM IPyIIbI BHIOUPAaEMbIX COOPOYHBIX €IUHHUL], U
BbIOOpa OMpeNeNeHHOW TMepBoi COOPOYHOH eauHMLBL. BTOpyro COOpPOYHYHO EOMHHULYY
OIIPEAEISIIOT M3 BTOPOH TPYyNIbl BBHIOMPAEMbIX COOPOUYHBIX E€AMHHL, U BBIOMPAIOT BTOPYIO
cOopounyto enuHuLly. TpeThro COOPOYHYIO €IMHULY TAKXKE ONPENENSIOT U3 TPEThEeH TPYIIIbI
BbIOMpAEMbIX COOPOUYHBIX E€IMHMWII, U BBIOUPAIOT TPEThIO COOPOYHYIO €AMHMIY. YCTPOHCTBO
JOCTAaBKH JIEKAPCTBEHHOT'O CPENCTBAa COOUPAIOT ¢ MPUMeHeHHeM Habopa 6a30BbIX KOMIIOHEHTOB,
nepBOi COOPOYHON €AMHULIBI, BTOPOH COOPOYHON €TUHHLIBI U TPEThel COOPOYHON €AMHULIBL.

[0009] B cooTBeTcTBUM C YETBEPTHIM AaCIEKTOM IUIATOpPMEHHAs CHUCTeMa ISt
YCTPOWCTBA TOCTABKH JIEKAPCTBEHHOT'O CPEACTBA CONEPKUT HaOOp 0a30BBIX KOMIIOHEHTOB MJIS
YCTPOWCTBA IOCTABKU JIEKAPCTBEHHOI'O CPENCTBA, MEPBYIO TPYIIY BBIOMpPaEMbIX COOPOYHBIX
€IMHUL] ISl YCTPOHCTBA JOCTaBKU JIEKAPCTBEHHOT'O CPEACTBA, BTOPYIO T'PYIMIY BBIOMPAEMBIX
cOOpOYHBIX €AMHUI] JJII YCTPOHCTBA JOCTABKH JIEKAPCTBEHHOI'O CPENCTBA M TPETHIO TPYIIITY
BbIOMpPaEMbIX COOpPOYHBIX €IUHHI [JIsI YCTPOMCTBA JOCTaBKU JIGKAPCTBEHHOT'O CPENCTBA.
Y CTpOHCTBO JOCTaBKH JIEKAPCTBEHHOTO CPEACTBAa COOHMpaercss C NMPUMEHEHHEM I10 MEHbIIeH
Mepe OJHOW LIEJIEBOM XapaKTepPUCTUKH YCTPOMCTBA AOCTABKU JIEKAPCTBEHHOIO CPEACTBA IS
UeHTH(QHUKAIUKY U BBIOOpa mepBOi COOPOUYHON €AMHHUIBI W3 TMEPBOH TPYMNIBI BBIOMPAEMBIX
cOOpOYHBIX €AMHUL], BTOPO COOPOYHOM €UHHLIBI U3 BTOPOH IPYMIIBI BEIOMPAEMBIX COOPOUHBIX

€IIMHUL, U TpeTbell COOPOUHON €UHULIBI U3 TPEThEH IPYIIIbI BBIOMPAEMbIX COOPOUYHBIX €IUHMII.



Habop 0a30BbIX KOMIIOHEHTOB NPHUCOEAMHSETCS K MEPBOHW TPyIIe BbIOMpPAaEMBIX COOPOUHBIX
€IMHUL], BTOPOH IpymIe BbIOMpaeMbIX COOPOYHBIX €AMHHUI] U TPEThEeW TIPyIIe BBIOMPAeMbIX
COOPOYHBIX €IUHULI.

KPATKOE OIIMCAHUE 'PA@UYECKHNX MATEPHAJIOB

[0010] BenuenasBanHble MOTPEOHOCTH MO MEHBIIEH Mepe YaCTUYHO BBIMOJHSIOTCS
NyTeM NPEAOCTaBIEHHsI Criocoba miaTGopMeHHON COOPKH YCTPONCTBA TOCTABKU, OMIMCAHHOTO B
AanbHEHIIeM NOAPOOHOM ONMHCAHUM, pPacCMAaTPUBAEMOrO, B YaCTHOCTH, COBMECTHO C
rpagUUeCKUMH MaTepUaiaMH, Ha KOTOPBIX:

[0011] Ha ¢ur. 1 uzoOpaskeH MIUTIOCTPATHBHBIA MOIXOA K cOOpke IIaTGOPMEHHOTO
YCTPOWCTBO JTOCTABKH JIEKAPCTBEHHOT'O CPENCTBA B COOTBETCTBHM C PA3JIMYHBIMH BapUAHTAMHU
OCYILECTBJICHHUST,

[0012] Ha ¢ur. 2 nzoOpaskeH WILTFOCTPATHBHBIN MOAXOM K MEPEABIKEHUIO MPOAYKLIUU U
cOopkH TUIAT(OPMEHHOTO YCTPOHCTBO JOCTAaBKU JIEKAPCTBEHHOIO CPEACTBA B COOTBETCTBUU C
Pa3IMYHBIMH BAPHAHTAMH OCYILECTBIICHHS;

[0013] nHa ¢ur. 3 wuzoOpakeH WJUTFOCTPATHBHBIA TEPBBIA IMOAXON Il HAHECEHUS
HAPY’KHOTO TIOKPBITHSI HA YCTPOWCTBO JOCTABKH JIEKAPCTBEHHOI'O CPENCTBA B COOTBETCTBHH C
Pa3NIUYHBIMHA BAPHAHTAMH OCYILECTBIICHHS;

[0014] Ha dur. 4 nzobpakeH BTOPOH MOAXON AJIsI HAHECEHHs HAPY>KHOTO MOKPBITHS HA
YCTPOWCTBO JTOCTABKH JIEKAPCTBEHHOI'O CPENCTBA B COOTBETCTBHM C PA3JIMYHBIMHU BapUAHTAMHU
OCYIIECTBIICHHUS,

[0015] wHa ¢ur. 5 wu300pakeHbl MIUIIOCTPATUBHBIE MPEIBAPUTENILHO 3arlOJIHEHHbBIE
IIMPHLBI, UMEIOINNE PA3IMYHble CBOHCTBA MATEPUAJIOB, U NMPUMEHEHHs C IUIAT(OPMEHHBIM
YCTPOWCTBOM JIOCTABKU JIEKAPCTBEHHOT'O CPEACTBA B COOTBETCTBUU C PA3JIMYHBIMU BapUaHTAMU
OCYIIECTBIICHUS,

[0016] va ¢ur. 6 m300paskeH BHI B yBEIMYEHUH WILTIOCTPATHBHBIX IPEIBAPUTEIHHO
3aMOJIHEHHBIX MIMPHULIEB MO (UT. S B COOTBETCTBUM C PA3JIMUHBIMU BApUAHTAMH OCYLIECTBIICHUS,

[0017] wa ¢ur. 7 wu300paskeHbl MJUTIOCTPATUBHBIC MPEABAPUTENIHO 3arOJIHEHHbBIE
mnpuubl 1o ¢ur. S u ¢ur. 6, yCTAHOBJICHHBIE B YCTPOHCTBO JOCTABKH JISKAPCTBEHHOT'O CPENICTBA
B COOTBETCTBHH C PA3JIMUYHBIMU BAPUAHTAMU OCYLIECTBJICHNUS,

[0018] Ha ¢ur. 8a u 8b m300paskeH MepBBI NMpUMEpP NPEABAPUTEIHHO 3AMOJHEHHOTO
IIMPHULA, VUMEIOLIEr0 MEPBYI WIUIIOCTPATHBHYIO OINOPHYI) KOHCTPYKLHIO B COOTBETCTBUHU C
Pa3IMYHBIMHA BAPHAHTAMH OCYILECTBIICHHS;

[0019] Ha ¢ur. 92 u 9b u300pakeH BTOPOW MpHUMEP NPENBAPUTEIBHO 3AMOJHEHHOTO
IIMPHULA, UMEIOMEr0 BTOPYI0 HIUIFOCTPATUBHYIO OMOPHYIO KOHCTPYKLHUIO B COOTBETCTBHH C
Pa3IUYHBIMH BAPHAHTAMH OCYIIECTBIICHUS, 1

[0020] Ha ¢ur. 10a u 10b nzobpaskeH TpeTHil MpUMep NMPEABAPUTENBHO 3aIIOJHEHHOTO
IINPHULA, UMEIMEr0 TPEThIO HIUTIOCTPATUBHYIO ONOPHYK) KOHCTPYKIMIO B COOTBETCTBUH C
Pa3NUYHBIMH BAPHAHTAMH OCYILECTBJICHHSI.

[0021] Cnenmanucram B OaHHOM 00nacTy OyAeT MOHSTHO, YTO 3JIEMEHTHI Ha (urypax

n300paskeHsl 17151 00ecreueHus! MPOCTOThI U SICHOCTH U HeOoOsI3aTeIbHO MOKa3aHbl B MaciuTade.



Hanpuwmep, pa3mepsl n/nUin OTHOCUTENIBHOE PACIONOKEHNE HEKOTOPBIX 3JIEMEHTOB Ha (urypax
MOTyT OBITh IpPEYBEIUYEHHbIMH OTHOCHTEIBHO OCTAIbHBIX 3JIEMEHTOB pagu OOJerdeHus
NOHMMAHMS PA3JMYHBIX BapUAHTOB OCYIIECTBJIEHHMsS HacTosmero usobpereHus. Taxoke
OOBIYHBIE, HO XOPOLIO H3BECTHBIE 3JIEMEHTHI, HYKHbIE WJIN HEOOXOAUMBIE TSI KOMMEPYECKH
IPUTOTHOTO BAPHAHTA OCYLIECTBICHUS, YaCTO He U300paskeHbl ISl CIIOCOOCTBOBAHMS CO3IAHUIO
MEHee 3arpOMOXKIEHHOIO BHMIA 3THUX Pa3sHOOOpasHBIX BAapHAaHTOB ocyluectsieHus. Cremyer
TaKXke IMOHMMAaTh, YTO ONpENeNIeHHble AEHCTBUS W/WJM STamlbl MOTYT OBITh ONHCAHBI HIIH
n300pakeHbl B KOHKPETHOM TOPSIIKE HACTYIUICHHS, TOT/Ia KaK CIeIMaIICTaM B TaHHOH 00JIacTH
OyZeT MOHATHO, YTO TaKasi CEeU(PUYHOCTh B OTHOLICHUH MOCIEOBATENBHOCTH (DAaKTHUECKU HE
sBJIsieTCst HeoOxoaumMoil. Crienyer Takke MOHMMATh, YTO TEPMUHBI U BbIPAKEHUS], TPUMEHSIEMbIE
B JaHHOM JOKYMEHTE, HMEIOT OOBIYHOE TEXHHYECKOE 3HAYEHHE, COOTHOCUMOE C TaKUMH
TEPMHHAMH U BBIPAKEHHMSIMH CHEIMAINCTAMH B JaHHOW OOJAaCTH, KaK H3JIOKEHO BBIIIE, 32
UCKJTFOUEHHEM CITy4aeB UCIOJNIb30BAHUS CIEUU(UUHBIX APYTHX KOHKPETHBIX 3HAYCHHH Jajiee B
TaHHOM JIOKYMEHTE.

HOJAPOBHOE OIIMCAHUE

[0022] B nenom, coriacHO 3TUM Pa3jIMYHBIM BapHaHTaM OCYIIECTBJIEHUs, YCTPOHCTBO
JOCTaBKH JIEKAPCTBEHHOI'O CPENCTBA MOXKET COAEP’KaThb KOPMYC, COOPOUYHBIA y3en B BHIE
IIMPHULA, COAEPIKALIEro JIeKApPCTBEHHBIH Tpernapar, IMpeJHA3HAUYeHHBbIH U1 HHBEKLUH
MIOJIb30BATENI0, M COOPOUHBINA y3€J MPHUBEASHHS B IBIKEHHE, COIEPKAIUN MEXaHU3M IPUBOJA
(HampuMmep, TPYKUHY, paloTAlOIyld HAa Kpy4deHHe) Ui OOeCredYeHHs WHBEKIUH
JIEKapCTBEHHOIO Iperapara nosib3oBaTento. Korma mMexaHusM NpUBONA TOBOPAYMBAETCS IS
OCYIIECTBIICHHs BBEIEHUS JIEKAPCTBEHHOT'O CPENCTBA, MOTYT TPeOOBAThCsA pa3HbIE YCUIIHS IS
3¢ PexTUBHON U OJHOM TOCTABKH JIEKAPCTBEHHOT'O CPEACTBA MOJb30BaTeN0. MimrocTpatuBHoe
YCTPONCTBO JOCTaBKH JIEKAPCTBEHHOIO CpencTsa omucaHo B 3asBke Ha mnareHT CIIIA Ne
62/719367, nomanHoW 17 centsiOpst 2018 r., comepskaHue KOTOPOH BKIIFOUEHO B JAHHBIN
JOKYMEHT TMOCPEICTBOM CChUIKM BO BCeil cBoei mojHoTe. Iloaxoapl, onucaHHbIE B AAHHOM
JOKYMEHTE, OXBATbIBAIOT OOJBINON IUANa30H OOBEMOB M 3HAYEHUH BSI3KOCTU KHIKOCTEH
JIEKAPCTBEHHBIX CPENCTB, U OOECIEeYMBAET BO3MOXKHOCTb JAJbHEHIIEr0 MPUCIOCOONCHUsT K
rpynmnaMm mnosib3oBateneil. Kpome TOro, momxompl, ONHCAHHbIE B JaHHOM JOKYMEHTE,
00ecreynBaoT BO3MOKHOCTh TIOBTOPHOTO HCIIOJIb30BAHUS Psiia KOMIIOHEHTOB MPUMEHHUTEIBHO
K TPOAYKTaM B BHUJI€ JIEKAPCTBEHHBIX CPENCTB, TEM CAMBIM Jiejiasi BO3MOKHBIM HHBECTHPOBAHHE
B HMHCTPYMEHTHI C OOJBIIMM KOJHYECTBOM (OPM Ui HM3TOTOBJCHUS PaaAd YMEHBIIEHUS
croumocth. Kak pe3ynprar, yCcTpOHCTBa JOCTaBKH JIEKAPCTBEHHOT'O CPEACTBA MOTYT C OONbIIEH
BEPOSITHOCTBIO OBITh TOTOBBI ISl TPEOYEMBIX KIMHUYECKHX UCIBITAHUN BCKOPE MOCIe Iporecca
3amaHust TpeOyeMol MO3MPOBKH JIEKAPCTBEHHOTO CpencTsa (Hampumep, TpeOyembix odbema u
KOHIICHTPALUH).

[0023] Co ccbuikoit Ha ¢ur. 1, moaxon k cOopke riatdpopmeHHOro ycrpoiicrsa 100
IOCTaBKH JIEKAPCTBEHHOT'O CPENCTBa MOIpa3syMeBaeT Jio0oe 4ncyio 0a3oBbIX KOH(HTrypanuil B
pOJM YCTPOKHCTB, MOAAEPKUBAIOIINX PA3IMYHble COOPOUYHBIE €IUHULIBI, KOTOPbIE MOTYT OBITH

NPUMEHEHBI Ul YAOBIETBOPEHUS PA3IMUHBIX TEXHUYECKUX TpeOOBaHMN (HAarpuMep, 3HAaYEeHHUH



BPEMEHHU JO3MPOBKH Ui KOMOMHALMN OOBEMOB /MM 3HAYEHUH IUIOTHOCTH JIEKAPCTBEHHOTO
cpeactea). Kpome Toro, Moxer OBITb HCIIONB30BAHO JIFOO0€ KOJIMYECTBO «ananTaluiy is
OOCIy’>KUBaHMs PAa3IMYHBIX TPYII IOJIb30BaTeNell, PHIHKOB U T. I. C LEJbI IPOU3BENEHHUS
JyYLIErO ONbITA MOJIb30BATEIbCKOrO B3aUMOIEHCTBUSA W/WIIN PhIHOYHOH nuddepeHunaum.

[0024] B pa3Hbix KOHHrypamusx MOMKET MOBTOPHO HCIOJBb30BATHCS JHOO0E YHUCIO
KOMITOHEHTOB, HO IIPY 5TOM OHH MOTYT OTJIMYaThCs B BBIOOpE uncia obnacteit ayis obecnedeHns
LIeJIEBOrO BBIXOAHOTO ycTpoiictBa. Ha mnepBom, minm BepxHeM, ypoBHe 102 wu3obpakeHa
WIIFOCTPATHBHAS TUIATPOPMEHHAsT CXeMa, MPeNOCTaBomas WHPOPMALKIO, KaCaIoIIYHCs
0a30BOi1 CXeMbl YCTPOHCTBA. XOTA WJUTIOCTPATUBHBIA BepxHUil ypoBeHb 102 wuzoOpaskaer
YCTPOWCTBO B (pOpMe YIUIMHEHHOH pydkKH, Ha BepxHeM ypoBHe 102 MokeT ObITh H300paKeHO
mo00€e KOJIMUYECTBO LENIEBBIX YCTPONCTB.

[0025] Ha cnenyroomeMm ypoBHE MpenoCTaBiisieTcss HaOOp Oa30BBIX WM OOIIMX
KOMITOHEHTOB 104, KOTOpBIE reOMETPUIECKH UACHTUYHBI BO BCEX BO3MOXKHBIX KOH(UTYpPALIUSIX
YCTPOWCTBA BEPXHEr0 YPOBHS. OJTH KOMIIOHEHTHI MOTYT BKJIOYaTh, HO 0€3 OrpaHHYeHUs,
KOPIYC, 3allUTHBIH 3JEMEHT, KOpPIyC MpPYXXUHBI, Jep)KaTelb ULINpHULA, LITOK MOPLIHS,
HaNpaBJSAIOLIYI0 IITOKAa TMOPINHS, KOJIA4OK, raiiKky, 3allUTHYI TMPYKUHY, YCTPOMNCTBO,
LIeJKalolee NpU OKOHYAHWU BBEIEHUS J03bl, TPUITEPHOE YCTPOMCTBO B BHJE KOJbIA,
3aIUTHBIA 3aMOK, BEPXHUH KOPITyC, AeMII(pepHBbIH 3JIEMEHT, HAIPaBJSIIOIYIO0 NPYKUHBI W/HIH
nemMnupyromy cMasky. Taxke MOryT ObITh MpPENOCTaBJIEHBI APyrHe 0a30Bble KOMIIOHEHTHI
104.

[0026] OcTanbHble KOMIOHEHTB! W/HIIN COOPOYHBIE €IMHULBI MOTYT ObITh ONPEAEIeHbI 1
BBIOPAHBI, UCXOMSI U3 IO MEHbIEH Mepe OJJHON LIeJIeBON XapaKTEPUCTUKH YCTPOUCTBA JOCTABKH
JEKapCTBEHHOro cpeacTtsa. Hanpumep, 1nenesoe JEKapCTBEHHOE CPEACTBO, HMEHOIIEe
KOHKPETHOE 3HaYEeHUE BS3KOCTH W/WJIM AMANAa30H 3HAYEHUIl BA3KOCTH, KOHKPETHBIH O0beM U T.
I, MOKET OBITh HCIIOJIb30BAHO JUJIsI ONpENETeHUs] 3TUX KOMHOHEeHTOB. IlepBas cOopouHas
enuHua 106 MokeT comepikaTh KOHKPETHbIE KOMIIOHEHThI B (pOpME MpeIBapUTENIbHO
3anonHeHHoro mmnpuna («PFS»). DTH KOMNOHEHTBI MOTYT BKJIIOYATh LMJIMHADP INNPHLA,
cOOpOUHBIA WTONBbHBIA y3en u T. m. B m3o0paxennoit mnardpopme 100 mepsast cOopouHast
enuHuua 106 BKiIIOYAeT JMING BA BapuaHTa, oTinvaromuecs tonbko PFS, mpumenseMbIx s
ontuMuzatuu kak PFS, Tak U uX ONOpHBIX KOMIOHEHTOB, HO CleAlyeT MMOHUMAaTh, YTO MepBas
cOOpoUYHasi e€OUMHHMLA MOXKET BKJIIOYATh JIFOOOE KOJUYECTBO PA3IUYHBIX COOPOYHBIX Y3JIOB,
UMEOIINX JI000€ KOINYECTBO HHANBUIYAJIbHBIX KOMIIOHEHTOB BHYTPH CEO0s1.

[0027] Bropas cObopounas egununa 108 mMoxer comep:kaTh MpPYKUHHBIE KOMITOHEHTHI.
OTOT ypoBeHb H300pakaeT, CKOJBKO PA3IMYHBIX MEXaHW3MOB NPUBONA HCIIONB3YIOTCS B
wiaTopMe ¢ LEeTbI0 00eCTeueHUs IOAIEPIKKH PA3JINIHBIX 00BEMOB KHUIKOCTH JIEKAPCTBEHHOTO
CpeAcTBa W/WIHM OPYrUX 3HAUYEHUH BA3KOCTH B mpenenax TpeOoBaHMN KO BpeMeHH. B sTom
npuMepe M300pa)KeHHbIE MEXaHU3Mbl NPUBOJA OTJIMYAIOTCS JIMIIb MO BBICOTE, a HE JUJIMHE,
TOJIIIMHE WJIM WHBIM BapuaHtam oOpaboTku. BakHo ormeruth, 4TO 0a30Bble KOMIIOHEHTHI
(HampuMep, HaNpaBIAOIIAs INTOKA MOPINHS, KOPIYC M HANPaBIAOIIAs MPYXKUHBI) OBLIH

CIIPOEKTUPOBAHBI TakK, 4YTOOBI ONYyCKAaTh pa30poC pa3MepoB MexXaHHW3Ma INPUBOMA. XOTs



n3o0pakeHHass coopounas enununa 108 comep kuT UMb 1Ba BAPUAHTA, CIIEAYET MOHUMATh, YTO
BTOpasi cOOpOYHAas €AMHHMLA MOXKET BKJIIOYATh JIIOOOE KOJUYECTBO PA3IMYHBIX COOPOUHBIX
y3JI0B, HIMEIOLINX JIF000€ KOJIMYECTBO HHIANBUAYAIbHBIX KOMIIOHEHTOB BHYTPH Ce0sl.

[0028] Tperest cOopounas exnununa 110 MokeT comepkaTh MEPEXOAHUKH JJIS Pa3HBIX
00beMOB. JTOT ypoBeHb H300pakaeT, Kak KOH(Urypanmuu miaaTpopMbl MOTYT OBbITH
alaNTUPOBAHBI [T ONTUMAIIBHOM padoThI ¢ Pa3IMUHBIMI OOBEMAaMH JKUAKOCTH JIEKAPCTBEHHBIX
cpeacts. Hampumep, HeKOTOpble YCTPONCTBA JOCTaBKH JIEKAPCTBEHHOI'O CPEACTBA MOTYT
coliepKaTh AeMI(epbl, MPUMEHSIEMbIe YACTUYHO ISl YMEHbLICHHUs Ha4aJbHOUM yIapHOHN BOJIHBI
npu MeHbINX oObemax 3amnojHeHus: PFS. CooTBeTCTBEHHO, HEKOTOPBIM KOMIIOHEHTaM
(HampuMep, MTOKY MOPIIHS) MOXKET MOHANOOUThCs OOJNbIIiee BpeMsl ISl TIEpEeMEIeHUs BHU3 K
nopiurHio B PFS. TlepexomHuk misi pasHbIX OOBEMOB MOMKET HCIOJNB30BATBCS JJISI 3aHSTHS
HEKOTOPOHM YaCTH 3TOrO IMPOCTPAHCTBA M, BCIEACTBHUE 3TOTO, CHIKEHHUS OOILIero BpeMeHH
UHBEKLUUHU JJIs1 KOHpUrypauii ¢ MaibiM o0bemMoM. Crieyer MOHUMATh, YTO TPEThsl COOpOUHAs
€IMHUIAa MOKET TaKXKe BKJIFOUATh JII000€ KOJUYECTBO PA3IMYHBIX COOPOYHBIX Y3JIOB, HMEIOIIUX
1r000€ KOJTMYECTBO HHANBHYaJbHBIX KOMIIOHEHTOB BHYTPH CeO0s1.

[0029] B coorBerctBuu ¢ KoH(buUrypamuen miarpopMeHHass cOOpka, ONMHUCaHHAS B
JAaHHOM JOKYMEHTE, MOXKET NPUMEHSTHCS C JIEKAPCTBEHHBIMH CPEICTBAMH C BSI3KOCTBIO OT
npumepro 1 cIl no npumepno 30 clIl, u odremamu noctaBku OT npuMepHo 0,2 MIT 10 IPUMEPHO
3,5 min. OpHako B APYTUX MpHUMEpax MOTYT OBITh NMPUMEHEHBI JIEKAPCTBEHHBIE CPENCTBA C
YBEJIIMYEHHBIMU WJIM YMEHBIIEHHBIMH 3HAYEHUSIMH BSI3KOCTH, a TAKXKe Pa3HbIMU OObEMaMH.

[0030] IInardopmennoe ycrpoiictBo 100 Moxker Takke conep:kaTb ypoBeHb 112
HAHECEHHs] HAPYKHOTO MOKPBITHs, YTOOBI O0ECNeUYUTh afanTallli0 YCTPOWCTBA K PA3JIMYHBIM
NIOJIb30BATENbCKUM MONYJIIIUAM W/ UK pbiHkaMm. Hampumep, kak n3obpaxeHo Ha ¢ur. 3 u dur.
4, Hapy>xHble TIOKpbITHS 112 mpemoctaBieHsl B Gopme obonouky, uMeromeil ase vactu 112a,
112b cuapyxwu ycrpoiictBa 100. Kak n3obpaxeno na ¢ur. 3, obonouka 112 comepkut nse
CTOPOHBI WJIM TIOJIOBHHBI, COBMEIIEHHBIE B MPOJOJIbHOM HamNpaBieHUH, U Ha ¢ur. 4 obojouka
112 comepXUT BEPXHIOK YacTh M HWKHIOK YacTh, COENHMHSEMbIe BMeCTe BOJIM3U LIEHTpa
ycrpoiictea 100. Bo3MOkHBI ApyTrHe NPpUMEpBL.

[0031] B HEekOTOpBIX MOAXOAAX HAPYKHbIE MOKPBITUS 112 MOryT Takke ObITh BHIOpAHBI,
ucxons u3 nenesoro arpudyra. Hampumep, HapyxHOe mokpeiTie 112 Moxer ObITH BBIOpPAHO,
ucxons M3 arpudyra moApasyMeBaeMOW TPYMIbl IMOJIb30BATENeH, TAKOro Kak, HampuMmep,
BBOJIUTCSI JIM JIEKAPCTBEHHOE CPEACTBO MEAMLMHCKAM pPaOOTHHKOM, MPEIHA3HAYECHO JIH
YCTPOWCTBO Il HWHAWBHUAYYMOB C ONpPEAEICHHBIMH 3a00JIEBAHUAMH, HAKJIAABIBAIOIIUMHU
¢usndeckne orpaHUueHHs (HapuMep, PeBMATOUIHBIA apTPUT, MUTPEHb U T. I1.), YTO MOXKET
notpeboBaTh obecneueHus1 3PrOHOMUYECKHX OCOOEHHOCTEH, TAKUX Kak OOJIbLINE MIJIH MEHbIINE
YaCTH JJIsI 3aXBaTa U T. 1.

[0032] B criocobe mathopMeHHON cOOpKH OCOOEHHO BaXKHBIM SIBJISIETCS] M3TOTOBJICHUE
pa3HBIX KOHQUTrypauui ¢ MaKCUMaJIbHO BO3MOXKHOH 3¢dexrnBHOCTIO. OOHUM MOAXOIOM K
TOCTYDKEHUIO 3TOW 3(P(PEKTUBHOCTH SBJSIETCS OTOJABUTAHUE CO3[AaHUS BAapUAHTOB HA IMO3JHUHN

sTan cOOPOYHOrO MPOLecca, HApPUMeEpP MyTeM MPEAOCTABICHHS 3aJHUX COOPOYHBIX €IUHUIL]



(«RSA») n nepenanx cOopounsx enuHur («FSA»). B stux npumepax npenocrasnernbie RSA
pPa3NUYaOTCs JIMIIb peanu3alnvell KOHKPETHOrO MEXaHW3Ma INpHuBoAa (Hampumep, 4YacoBOMH
NPYKUHBI). DTU COOPOUYHBbIE €AMHHUIBI XPAHATCS HE3aBEACHHBIMU A1 MHUHMMH3ALUH PHUCKA
NPOM3BOJIPHOTO CMELIEHHUs WIM Pa3OOpKU BO BpeMsl XPaHEHUs M3-32 BBICOKHX YCHIINH,
NPUKJIAIbIBAEMBIX M3HYTPU K MOAYJIIO, U AJsl 00ecreYeHnsl BO3MOKHOCTU TPHIJIOKEHUST pa3HON
Harpy3ku K 3aBE€JCHHON NMPY>KHHE B 3aBUCUMOCTU OT IPUMEHSIEMOT0 JIEKAPCTBEHHOT'O CPEJICTBA.
Kak ObUIO YNOMSIHYTO BBIIE, MCHOJNb30BAHME KOHKPETHOH IPY>KHHBI 3aBUCUT OT LIEJIEBOTO
o0beMa JIEKapCTBEHHOTO CPENCTBA W/WJIM BSI3KOCTH LIEJEBOrO JIEKAPCTBEHHOTO cpencTBa. B
OJHOM TIpHMEpE BapbUPOBAHHE pa3Mepa MPYKUHBI UCIOJIB3YETCS JJISi MPHUBENEHHsS] BPEMEHH
UHBEKLMU K JMAma3oHy OT MPHMEPHO 4YeThIpeX CEeKyHA A0 mnpumepHo 10 cekyHa s
KOHKPETHOT'O OTHOLIEHUST «O0BEM/BSI3KOCTbY JIEKAPCTBEHHOTO CPENICTBA.

[0033] B mpenocraBienHoM mnpumepe FSA Moxker BMemarh Jir000Oe KOJUYECTBO
(mampumep, nBa miau Oonbine) KOoHCTpYyKUuil PFS, ckOHCTpyumpoBaHHBIX M3 JEOOOrO YHCIa
Pa3NIUYHBIX MAaTEPHAJIOB (HAMPHMEp, CTEKJIA, MOJIMMEPHOTO MaTepuaia, TAKOro Kak COIMOJMMEp
LUKJINYECKOro ojieprHa WM TMOJIMMEP LUKINYECKOro oyiepuHa U T. I.). JTa Pa3HOBHIHOCTH
NPEUMYIIECTBEHHO BMEIIAET PAa3JINYHbIE TPOIYKTHI B BHJIE JEKAPCTBEHHOTO CPENICTBA, KOTOPbIE
MOTYT OBITb HECOBMECTUMBI C ONPEAENICHHBIMH KOMIIOHEHTaMH (HampuMep, CHIMKOHOBBIM
MAaclioM, KOTOpPO€ MOXET TpeOoBaTbCs Ui CTEKJSIHHBIX mmpuies). [lomoOHpIM 00pasom,
NPOAYKTBI C HU3KOH BA3KOCTBIO MOTYT NMPUBOAWUTH K MPOOJEeMaM B OTHOIIEHHH IOTOKA IS
KOMIIOHEHTOB mnojuMepHbIXx ycTpoiicTB PFS. CoOTBETCTBEHHO, YAOBJIETBOPEHHUE STUM
TpeOOBaHUSAM OOECIEUNBAET BBICOKYIO BEPOSITHOCTb IMPUTOAHOCTU AJI OOJBIIOTO KOJIUYECTBA
NPOAYKTOB B BUJE JIEKAPCTBEHHBIX CPEACTB. B HEKOTOPHIX MpHMepax MyTeM TaKUX U3MEHEHUH,
4TOOBI KOMIIOHEHT YAep>KaHHs LINPHLA MPEACTABISUT COOOH YCTPOWCTBO OOIIEro Ha3HAYECHUS,
UMeolee TPaHULY pasfena sl HEeCKOJbKUX THUMOB ycrpoiicte PFS (Hampumep, mmpuisi,
BBINOJIHEHHBIE W3 CTEKJIA WIM IUIACTHKOBBIX MATEPUasoB) OOECHEeYMBAIOT BO3MOXHOCTH
CYLIECTBOBAHMS E€AMHON KOHCTPYKLHMH COOPOYHOH €IUHHIIBL, KOTOpas OTJIMYAeTCs JIUIIb
KOHKpeTHbIMH TpuMeHsieMbiMu PFS. B 3Tux mpumepax MoOryr moHajoOMTHCS MUHHMAJIbHbIE
u3MeHeHus: B orHomeHun FSA s oxBara paznmusbix koHcTpykuui PFS. Hampuwmep,
3aIUTHBIA 3JIEMEHT WIJIbl JJIs1 3aKPBhIBAHUS TPAHHLBI paszesia MOXKET ObITh MOAU(PHUIHMPOBAH
COTJIACHO MOTPEOHOCTH.

[0034] Paccmorpum Temepp ¢ur. 2, Ha KOTOpPOH MPENOCTAaBJIEH HWILIFOCTPATHBHBIMI
MOJXO/ K CHCTEME TOCTABOK U cOOpKe MmIaT(OpPMEHHOTO YCTPONUCTBA TOCTABKH JIEKAPCTBEHHOTO
cpeactBa. B HEKOTOPHIX M3 3THX MPHUMEPOB B3BEACHHE MEXaHHW3Ma TMPHUBOAA MOXKET
peryJanpoBaThCsi BO BpeMsi OKOHUYaTenbHOH cOopku. Kak pesymbrar, MOryT OBITH NMPHMEHEHBI
peryanpyeMble MEXaHU3MbI ITo1a4r 00paTHON MH(GOPMALNH, B KOTOPBIX JUIs ONPEAEICHUs TOTO,
CKOJIBKO OCTaJIOCh, MJIU CKOJIBKO BUTKOB OCTaJIOCh 10 OKOHYaHUS BBEJEHUS 103bl, UCIOIb3YETCs
YHCIIO BUTKOB HAMOTKHU. Takast meranb MOKeT ObITh MOJE€3HAa B MPUMEHEHUSX C MHIUKATOPOM
OKOHYaHHUs BBeneHUs 103bl. Cleayer MOHMMATh, YTO XOTS 3TO M HE OIMCAaHO MOAPOOHO B
JAaHHOM JOKYMEHTE, Ha yCTPOHCTBO MOXET OBITh HAHECEHO JII00Oe KOJNYECTBO HapPY>KHBIX

MOKPBITHI BO BPeMsl 3TAIIOB OKOHYATEJIbHOU COOPKU COBMECTHO ¢ MAPKHUPOBKOM yCTPOMCTBA.



[0035] Ha nepsom ypoBHe 202 KOMIOHEHTBI, TpeOyemble IJIsi COOPKH YCTPOWCTB,
MOJAIOTCA U XPAHATCA MOCTABIIMKAMU KOMIUTeKTyromux. Ha Bropom ypoBHe 204 cOopodHble
€IMHULIBI TIOATOTaBINBAOT U XpaHAT B pazHbix SKU. Kak m3oOpaxkeno B pamke 204, coOpaHsI
nse RSA 204a, umeromue pa3Hble MEXaHU3MbI IPUBOAA, U coOpana onHa FSA 204b. Xpanumbie
B 1IeJIOM COOpOUHbIE eMUHUIBI MOTYT BKIHOYaTh RSA, FSA u noOble nomonHuTenbHbIE 001I1e
KOMITOHEHTBI, TAKHE KaK JeMII(pephl.

[0036] /lanee ompenensroT LeJeBble XapaKTEPUCTHKU s ycTpoiictBa. Hampumep,
LEJIbI0 MOXET OBITh KOHKpPETHBIH TpeOyeMmblii 00beM I03bI KOHKPETHOTO JIEKAPCTBEHHOTO
cpeacrea. Kak m3o0paxeno B pamke 206, BO BpeMsi OKOHYATEIBHON COOPKH, MapKHPOBKH, H
CTanauu ymakoBku Ha dtame 206a mepByro cOopouHyro enunuily 106 coOMparOT MOCPEnCTBOM
BcraBku 1eneBoro PFS B FSA. PFS moxker ObITh 3amojiHeH B 000e BpeMsi BO BpeMsi mpoliecca
cOOpKH ¢ MpUMEHEHHeM JIFoOoro yrcia noaxonos. B Hekoropeix npumepax PFS moxker ObiTh
3allOJIHEH B pAa3HbIX MeCTax (HampuMmep, pas3fesbHBbIX MPOM3BOIACTBEHHBIX OOBEKTaX CO
CTEPIJIbHBIMU YCJIOBHSIMH) U MOXKET IIOCJIE 3TOTO JOCTABJIATHCS K MECTY OKOHYATEIbHOM
cOopku. Ilocne sToro Ha 3tame 206b cobmparoT LEeNeByr0 BTOPYI COOPOYHYIO €OUHHIY, U
BCTaBJSIFOT MexaHu3M mnpuBona B RSA. Eciam ycTpoHCTBO comep:kUT TpeThid COOPOYHYIO
enuHuLy B (opMe MepexoaHuKa Al pa3HbIX 00BEMOB, €€ MPUKPEIUIIOT Ha sTane 206¢. Jlanee
npucoennsstor FSA k RSA Ha stane 206d. HakoHen, ycTpoiCTBO MapKUpPYIOT U MaKyIOT Ha
stane 206e.

[0037] O6bunO PFS nmeroT ctangapTHbie KOHGUTYpanuy, 00beMbl U pa3Mepbl eMKOCTH
B KOTOPBIX PEryJUPYIOTCS MeXAyHapoaHbiMu craHpapramu. CoorsercTBeHHO, PFS B nenom
OJIUHAKOBbl B OTHOLIEHUM pPa3MEPOB Yy Pa3HbIX IOCTABIIMKOB. biaromapss NmpUMEHEHUIO
1aT(GOPMEHHBIX MMOIXOJO0B, OMHCAHHBIX B JAHHOM JOKyMeHTe, KOHCTpykuuu PFS moryTt ObiTh
ONTUMH3UPOBAHBI JJisi OOJIbIIEH MPOYHOCTH Ha rpaHHLe pa3aena B ycrporictBe. OObraHO PFS
onupaercs Ha (aHel NPU YCTAaHOBKE B aBTOMHBEKTOP. I1ockoibky ocobeHHO crekisiHHbIe PFS
MOTYT UMeTh OOJbLINE JOMYCKH MO JJIMHE LHUIMHApA INMpPULA, HAJIOXKEHHE JOMYCKOB OJMH Ha
apyroii g PFS wu komMOuHammm ¢ aBTOMHBEKTOPOM 4YacTO NPUBOAUT K OOJBLIOH
BapHabETbHOCTH B MPOTSIKEHHOCTH MIJIBI M TIOJOKEHHUH MOPIIHS OTHOCHTEIBHO KOMIIOHEHTOB
aBTouHbekTOpa. Onopa PFS Ha 3amieunk MOKeT CHU3HUTD 3Ty BapHaOebHOCTb.

[0038] Ha ¢ur. 5 m3olpaxkeHsl nBa WUIOCTPATUBHBIX cOOpouHbIX y3na 106 PFS mis
npuMeHeHus1 ¢ riatdopMeHHbIM yerporictBoM 100. PFS 106a xoHcTpyHnpyeTcst U3 marepualna,
npexacrasysiromero codoit crexno, 1 PFS 106b koHCTpynpyercs M3 MONMMEPHOro MaTepuaa,
takoro kak COP. B PFS 106a, 106b, BbicoTa nBYX OrpaHMYHTENeH Xo4a MOPIUHS
ONTUMH3UPOBAHA, YTOOBI OOECIEYNTh BO3BPAT B TO K€ 3aJHEE MOJOKEHHWE TOPIIHS B KOHIE
BBEJICHUS JI03bl, YTO MPEHMYIIECTBEHHO IMOMOIaeT B IOANEP)KKE MOTEHLHANbHBIX (DYHKIHI
oOparHoli mH(poOpMaumu OO0 OKOHYAHWM BBEACHHs JO3bl, B yCTpoiicTBe. B wacTHOCTH, B
HEKOTOPBIX TPUMEHEHUSIX MEXaHHYEeCKOe TPHUITEPHOE YCTPOHCTBO MOXeT 00ecrevnBaTh
oOpatHyro nHpOpMaIMIO 00 OKOHYAHHM BBENEHHUS O3Bl B PA3IMUYHBIX (OpMax Ui MOAAYH
CUTHAJIa TOJb30BATEN0 O TOM, YTO JOCTaBKa AO3bl 3aBEpIICHA. JTO TPUITEPHOE YCTPOMHCTBO

JOJIZKHO Cpa6aTbIBaTb, KOrga KOMIIOHCHTBI BCE C€IIC ABHXKYTCH, Y4TOOBI NPpUBECTU TPUTTEPHOC



YCTPOWCTBO B MAEWCTBHE, HO IOJDKHO CpalaThiBaTh BO3MOXKHO ONM3KO K (DaKTHYECKOMY
OKOHYAHHUIO BBEJEHMs MO03bI (T. €. KOrjaa LITOK MOPLIHS U OTPAHUYUTENb JOCTUTAIOT HIDKHErO
npenena B PFS). IlITok mopruxs (viu Ipyroil KOMIIOHEHT, HEMOCPEACTBEHHO COETUHEHHBINH CO
IITOKOM TIOPINHS) MOXKET OBITh HCIOJB30BAH ISl peann3aluu (PyHKIHMOHAIBHOCTH OOpaTHOU
uH(popMaLMK, XOTSI MPU 5TOM Ba)KHO, YTOOBI NPHU NPEPhIBAHMM XOJa IITOKA MOPLIHS B IPYTOM
NOJIOXKEHUH, MCXOAS U3 APYTHX Pa3MepOB €MKOCTH W/MJM OTPAaHHYHUTENs MEXaHM3M 3aIlyCcKa
0oOpaTHOI CBSI3U MOT HACTPAUBATHCS JUIS PA3HBIX BAPUAHTOB IIaTdopMbl. OTHAKO ONMUCHIBAEMAs
ceituac KoHCTpykuusi twatgopmbl Bkiodaer FSA u PFS, B KOTOpBIX HET pasiHUyYHBIX
MOJIOKEHUH TOPIIHS, COOTBETCTBYIOIIMX OKOHYAHWMIO BBENEHUS JA03bl, TaK YTO HE HYXKHBI
JOTIOJIHUTEJIbHBIE CIeU(UYHbIE IJIsI TPUIOKEHUS] KOMIIOHEHTBI Ul peaju3aluu OOpaTHON
nH(popManuu 00 OKOHYaAHHH BBEACHUS 03Bl 1JIs1 IPUMEHEHUS C BHIOUPAEMbIMU KOMITOHEHTAMH.

[0039] Kpome TOro, 3TH KOHCTPYKLHUH SIBJSIFOTCS ONTUMHU3UPOBAHHBIMH, OOECTIeunBast
BBINOJIHEHHE TPEOOBAHUH K MHHUMAJIbHOMY PACCTOSTHHIO MEXKAY MepMETU3HPYIOLIMH pedpamu
U OTHOLICHUIO TUAMETPa K BBICOTE MOPIUHS, YTOOBI CAENaTh BO3MOXKHBIM OPHEHTHPOBAHUE BO
BpeMsI [TOJIa4M B BUOPALIMOHHBIX YalIeyHbIX nmuTaTessx. Kpome Toro, HapyxHble auameTpbl PFS
106a, 106b mpeHTHYHBI I MTOYTH WASHTUYHBI AU YCTPAHEHUSI OTPEOHOCTH B CIIELU(PHUHBIX
s ycrpoiictBa vacteil mis kaxporo PFS. Pasmepsr PFS moryt ObITh pasnmeneHbl Ha 1Be
IPYNIbL. pa3Mephl, OTHOCALIMECS K I'PAaHULE pa3zena, U He OTHOCALIWECS K I'paHulle paszena.
HnmocTpaTUBHBIE pa3Mephl, OTHOCSINUECS K IpaHUIE paslena, BKIKYAT OOLIYI IJINHY U
nuametp PFS 106a, 106b. Kak Opmo ymomsiHyTO, mmmoctpatuBHbie PFS 106a, 106b nmerot
OJIMHAKOBbIE OOIIYIO JUIMHY (HApuMep, AJIHUHY OT KOHIA uribl 1o onopel PFS w/unu ot ¢pnanna
no omnopsl PFS) u nuamerpsl. MnmrocTpaTuBHBIE pa3Mephl, HE OTHOCSINUECS K TPaHULIE pas3jaena,
BKJIIOYAIOT NOAOOHBIE 3HAYEHUS BBICOTBI U TUaMeTPhI (DJIaHLEB, a TAK)KE BHYTPEHHUE THAMETPBL.

[0040] Co ccrunkoit Ha ¢ur. S5, ¢ur. 6 u ¢ur. 8a-10b B HekoTopbix mpumepax PES 106b
CKOHCTPYHUPOBAH MOCPEACTBOM MOAXOAOB C MPUMEHEHUEM JIMTbs IOA JAaBJICHHEM, KOTOpBIE
00eCTeYnBaOT JOMOJHUTEIBbHYO CBOOOY B TUIAHE KOHCTPYKIIMH JeTajei no cpaBHeHuto ¢ PFS
106a u3 crexina. Koncrpykuusi PFS 106b mpenmyliecTBEHHO CONEp»KUT ONMOpHYHO aetanb 120,
pa3MenieHHyr0 Ha 3amuiedynke 118 mwmmuapa mmpuna. Omopa 120 obecnednBaeT MeHee
HEOTpeIeNIeHHYI0 TpaHULly pasfena sl YCTPONCTBA, KOTOPYK JIETKO KOHTPOJIHMPOBATb.
Hanpuwmep, co ccputkoii Ha ¢ur. 8a-10b npenocrasiensl Tpu npumepa PFS 106a, BbIMONHEHHBIX
u3 nonuMepHoro marepuana. Kak mokasano Ha ¢ur. 8a u 8b, PFS 106a comepxut onopHyro
netanb 120 B ¢dopMe COBOKYMHOCTH pedep, MPOXOASIIMUX pPagualibHO OT mMoBepxHOcTH 118
3ameunka. Kak nmokasano Ha ¢ur. 9a u ¢ur. 9b, PFS 106a comepxxkut onopHyro aerans 120 B
(opMe MOBEPXHOCTH WJIM BBICTYIA, MPOXOASIIEr0 HAPYKy OT mosepxHocTH 118 3arieunka, u,
Kak nokazaHo Ha ¢ur. 10a u ¢ur. 10b, PFS 106a comepxxur omopHyro nerans 120 B gopme
KOJIbLIA, BBICTYNAOIIErO U3 NOBEPXHOCTH 118 3amnednka. Bo3MOXHBI Ipyrue npumepsl.

[0041] Kpome Toro, MOXKeT OBITh MPENMYIIECTBEHHO CKOHCTPYHPOBaHa IPAHULIA pa3aesna
MeXIy HapykHOW mnosepxHocTbl0 PFS u BHyTpeHHum nuamerpom yctpoiictBa. I'panuiua
paszzena MoXxeT ObITh B (pOpME MOJHOTO LMIMHAPHUYECKOTrO KOHTAKTA 110 BCEH JUIMHE LIMIMHAPA

(xax nzo0paxkeHo Ha ¢ur. 7), pedep, pacroNoKeHHbIX Ha WIN MPOXOASILINX 0 AJIHMHE LUINHAPA
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(He mokasaHbl), KOJIEI[ 10 OKPY>KHOCTH LMJIMHIpPA (HE MOKa3aHbl) W/WiIM HEOONBIINX BBICTYIIOB
WIA TOYEK, PACIIOJIOKEHHBIX HAa MOBEPXHOCTH YCTPOMCTBA MM LMJMHApa (He mokasaHsel). [Ipu
TakOl KOH(QUrypauuu MOKeT ObITb OO0€CleYeH KOMIIOHEHT-HOCHTENb INIMPHULA, KOTOPBIH
COZIEPKUT JIBOMHBIE OIOPHbIE NMOBEPXHOCTH, COBMECTHMbIE KaK C TUIACTMKOBBIMH, TaK M CO
CTEeKJISIHHBIMU ycTporicTBamu PFS.

[0042] IIpeuMmyIuecTBEHHO, ONMCAHHBIH IJIAT(OPMEHHBIA TOAXOA  YCTpPaHSAET
noTpeOHOCTh B MHOTOYHMCIIEHHBIX OJIOKaX XpaHEHHsl 3amaca rotoBbIX yCTpoicTB («SKUy) mis
KaXJTOTO MPOAYKTA, MPEICTABIISIOIIEr0 COOO0H JIEKapCTBEHHOE CPEACTBO, MPEeIHA3HAYEHHOTO JIJIsI
NPUMEHEHUST B ABTOMHBEKTOpA. /Il TPaBUIIBHOTO VIPABJICHUS CUCTEMOW IOCTABOK M
WHBEHTAPHBIMH 3amacaMd B HMHOM Cllyyae MNOTpeOOBaoCh Obl HMIOSHTUYHOE KOJIUYECTBO
cOOPOYHBIX €IUHHMIL, KaXIash M3 KOTOPBIX HY)KIAETCs B MUHHMAaJbHOM YPOBHE MHBEHTAPHBIX
3armacoB, UCXOAS M3 OXKHIAEMOro CIpoca Ha mponykT. OQHAKO B HACTOSIIEM IUIATHOPMEHHOM
MOJXO/I€ HCHOJB3YETCsl €IUHCTBEHHAs NepenHsss COOpoYHas eAMHMIA JJIsl COOTBETCTBHS
TpeOOBaHUSAM BCEX PA3JIMYHBIX MPOAYKTOB B BHIE JIEKAPCTBEHHOrO CPENCTBA, U KOMOWHALIMSA
JOTIONTHUTEBHBIX 3aJHUX COOPOYHBIX €IUHHIl Takke OyJeT COOTBETCTBOBATh BCEM STUM
npoxnykraMm. Takas TUOKOCTP B NPUMEHEHHH TeX k€ COOPOYHBIX €OUHHL K Pa3JIUnYHBIM
NPOAYKTaM B BHIE JIEKAPCTBEHHBIX CPENCTB obecrednBaeT Ooyiee MOABIKHYIO CHCTEMY
MIOCTaBOK, KOTOpPasi, B CBOIO OU€pelb, YMEHbIIAET O0IIee KOJMYECTBO YIAEP’KUBAEMBIX 3aI1aCOB
0e3 yBeNM4YeHUs pUCKa NIEPEHOCA CPOKA BBITOJIHEHHS 3aKa3a.

[0043] B omumcanuu BbIII€ OMUCAHBI pPa3UYHbIE COOPOUYHBIE Y3JbI, CHOCOOBI H
YCTPOWCTBA ANl NMPUMEHEHHs C YCTPOHCTBOM JOCTaBKM JIEKapCTBEHHOro cpexncrsa. Crienmyer
NIOHUMATh, 4YTO COOpPOYHBIE Y3JIbl, YCTPOMCTBAa JOCTaBKM JIEKAPCTBEHHOI'O CPENCTBA WM
CIIOCOOBI MOTYT AOMOJHUTEIBHO MPEAYyCMaTPUBATh HCIIOIb30BAHUE JIEKAPCTBEHHOIO MIpernapara,
MEPEUUCIEHHOIO HUXE, C TOH OrOBOPKOW, YTO CHEAYIOLIMIl TMepedeHb He CIeayeT
paccMaTpuBaThb HHM Kak BKJIIOYAIOIMUN BCe IMIpernaparbl, HU KaK OrPAaHUYMBAIOIIUM.
JlekapcTBeHHBIH Tpenapatr OyeT XpaHUThCS B pe3epByape. B HEKOTOpBIX ciiydasx pesepByap
npeAcTaBisieT COOOH OCHOBHYIO €MKOCTb, KOTOpAsi 3aIOJIHEHA WIIHM TPEIBAPUTEIBHO 3aNOJHEHA
IUI JIEYCHUs] JIEKApCTBEHHbIM mpernapatoM. OCHOBHAS €MKOCTb MOXKET MPEACTaBJSITh COOOH
KapTPHUIDK WIIH MPEIBAPUTENILHO 3aITOTHEHHBIH HITPHII.

[0044] Hampumep, yCTpOHCTBO IOCTaBKM JIEKAPCTBEHHOTO CPEACTBAa WK, Oolee
KOHKPETHO, pe3epByap yCTPOHCTBA MOXKHO 3aIOJIHATH KOJOHUECTHMYJIUPYIOIUMHI (PaKTOpPaMHy,
TaKUMH KaK TPaHyJIOLUTApHBIN KonoHuectTumyupyromuii pakrop (G-CSF). Takue cpencrsa Ha
ocHoBe G-CSF Brmouator 06e3 orpanuueHust Neupogen® (¢punrpactim) u  Neulasta®
(mrdunrpactum). B pasnuuHBIX APYyrux BapUaHTaX OCYLIECTBICHHS YCTPOMCTBO IOCTaBKH
JEKApCTBEHHOTO CPEACTBA MOXHO TPUMEHATh C PAa3IUYHBIMUA  (papManeBTHUYECKUMHU
npenapaTamMy, TaKUMH Kak CPEACTBO, ctumyimpyromiee sputponod3 (ESA), koropeie moryt
HAXOOUThCS B BHJE JKUAKOCTU WU B JuodmimsupoBaHHoi Gopme. ESA mpencrasisier codoi
JEOOYI0 MOJIEKYJTy, KOTOpasi CTUMYJIUPYET 3PUTPOII033, Takylo kak Epogen® (3mosTuH-anbda),
Aranesp® (mapbsmoatun-ansda), Dynepo® (3O THH-NIENBTA), Mircera®

(METOKCHITONMA TUIIEHIJIUKONIb-3TI03TUH-0eTa), Hematide®, MRK-2578, INS-22, Retacrit®
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(omoatmH-13eTa), Neorecormon® (smosTuH-Oeta), Silapo® (smostmH-g3eTa), Binocrit®
(smoatuH-anbda), snostuH-anbdpa Hexal, Abseamed® (smostun-anbda), Ratioepo® (3mosTun-
teta), Eporatio® (smostun-tera), Biopoin® (3moaTHH-TETa), 3MO3THH-anb(da, 3MO3THH-OeTa,
SIMOSTUH-A3€Ta, 3TO3THH-TETA U 3MO3TUH-NENIbTA, & TAKXKE MOJEKYJbl WINM UX BapUAHTBI WUJIU
aHAJIOTH, PACKPBITBIE B CIEAVIOIIMX IaTE€HTaX MWJIM 3asBKax Ha MATEHT, BCE W3 KOTOPBIX
BKJIFOUEHBI B JAHHBIN JOKYMEHT IOCPEACTBOM CChUIKU BO BCel cBoel nmonHote: nareHTsl CIITA
NeNe 4703008; 5441868; 5547933; 5618698; 5621080; 5756349; 5767078; 5773569; 5955422;
5986047, 6583272; 7084245 wu 7271689; u PCT-nybonmukauum NeNe WO 91/05867; WO
95/05465; WO 96/40772; WO 00/24893; WO 01/81405 u WO 2007/136752.

[0045] ESA wmoxker mpeactaBisTh coOOi O€NOK, CTUMYJHPYIOIIUN 3pUTpornos3. B
KOHTEKCTE HACTOSIEro JOKYMEHTa BbIpaKeHHE «OeOK, CTUMYJHMPYIOLIHA 3SPHTPOIOI3)
o3Hauaet JFOO0H OeI0K, KOTOPBIH HEMOCPEACTBEHHO MJIH OMOCPEIOBAHHO BBI3bIBAECT AKTHUBALHIO
peuenTopa 3PUTPONOITHHA, HANPHUMEP, CBS3BIBASCH C PELENTOPOM U  BbI3bIBAS  €r0
auMepu3anuo. benku, CTHMyNUpPYIOIIME BPHUTPOIO33, BKIIOYAIOT JPUTPONO3THH U €ro
BAPUAHTBI, AHAJIOTH I TIPOU3BOIHBIE, KOTOPBIE CBA3BIBAIOTCS C PELIENITOPOM SPUTPOIIOSTHHA U
AKTUBUPYIOT €ro; AaHTHUTENa, KOTOPbIE CBS3BIBAIOTCS C PELEeNTOPOM JSPHUTPONOITHHA H
AKTUBUPYIOT PELENTOP; WK MENTH/bI, KOTOPbIE CBS3BIBAIOTCS C PELENTOPOM 3PUTPOIIOSTHHA U
AKTUBUPYIOT €ro. benku, CTUMYJIUPYIOIUE SPUTPOIOI3, BKIIOUAIOT 0€3 OrpaHHYeHHsT TTO3THH-
anb(a, 5MO3TUH-0€Ta, 3MO3THH-IENbTA, 3MO3THH-OMEra, SMO3THUH-HOTA, 3MO3THH-I3€Ta U HX
aHaJIoTH, NEeTWINPOBAHHBI ~ SPHUTPOINOATHH, KapOaMWJIMPOBaHHbIL ~ 3PUTPONO3THUH,
nentugoMuMeTnku (B ToMm uncie EMPl/rematun) u anturena-mMuMeTuku. MImOCTpaTHBHBIE
Oenky,  CTUMYJHPYIOLIME  3PUTPONO33,  BKJIKOYAIOT  3PUTPOMNO3THH,  JapO3IO3THH,
arOHMCTUYECKHE BAPUAHTBI SPUTPOINOITHHA U TMENTHbI UM AHTUTENA, KOTOPbIE CBSI3bIBAIOT U
AKTHBUPYIOT PELETITOP SPUTPONIOITUHA (M BKIIOYAIOT COSNUHEHNS, U3JI0KEHHbIE B 1Ty OJTMKALIUSIX
3asiBok Ha mateHT CIIIA NeNe 2003/0215444 u 2006/0040858, pacKpbITHs KaXKI0H U3 KOTOPBIX
BKJIFOYEHbI B JIaHHBIA JOKYMEHT MOCPEICTBOM CCBUIKM BO BCEW CBOEW MOJIHOTE), & TaKXkKe
MOJIEKYJIbl SPUTPOTIO3THHA WJIM UX BAPUAHTBI MJTH aHAJIOTH, PACKPBITHIE B CIEAYIOIIUX MaTEHTaX
WIN 3asiBKaX Ha MATEHT, BCE M3 KOTOPBIX BKJIFOUEHBI B TAHHBIH JOKYMEHT IMOCPEICTBOM CChUIKH
BO Bcel cBoel monHoTe: mateHThl CIITA NoNo 4703008; 5441868; 5547933; 5618698; 5621080;
5756349; 5767078; 5773569; 5955422; 5830851; 5856298; 5986047; 6030086; 6310078;
6391633; 6583272; 6586398; 6900292; 6750369; 7030226; 7084245 u 7217689; nyOnukauuu
3assBok Ha mateHT CIIA NeNe 2002/0155998; 2003/0077753; 2003/0082749; 2003/0143202;
2004/0009902; 2004/0071694; 2004/0091961; 2004/0143857; 2004/0157293; 2004/0175379;
2004/0175824; 2004/0229318; 2004/0248815; 2004/0266690; 2005/0019914; 2005/0026834;
2005/0096461; 2005/0107297; 2005/0107591; 2005/0124045; 2005/0124564; 2005/0137329;
2005/0142642; 2005/0143292; 2005/0153879; 2005/0158822; 2005/0158832; 2005/0170457,;
2005/0181359; 2005/0181482; 2005/0192211; 2005/0202538; 2005/0227289; 2005/0244409;
2006/0088906 u 2006/0111279; u PCT-ny6nukauuun NeNe WO 91/05867; WO 95/05465;, WO
99/66054; WO 00/24893; WO 01/81405; WO 00/61637; WO 01/36489; WO 02/014356; WO
02/19963; WO 02/20034; WO 02/49673; WO 02/085940; WO 03/029291; WO 2003/055526;
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WO 2003/084477; WO 2003/094858; WO 2004/002417; WO 2004/002424; WO 2004/009627,;
WO 2004/024761; WO 2004/033651; WO 2004/035603; WO 2004/043382; WO 2004/101600;
WO 2004/101606; WO 2004/101611; WO 2004/106373; WO 2004/018667; WO 2005/001025;
WO 2005/001136; WO 2005/021579; WO 2005/025606; WO 2005/032460; WO 2005/051327,
WO 2005/063808; WO 2005/063809; WO 2005/070451; WO 2005/081687; WO 2005/084711;
WO 2005/103076; WO 2005/100403; WO 2005/092369; WO 2006/50959; WO 2006/02646 u
WO 2006/29094.

[0046] Ilpumepst apyrux (apmMaueBTUYECKUX TMpenaparoB MJisi MPUMEHEHHs C
YCTPOWCTBOM MOTYT BKJIFOYAaTh 0€3 OrpaHMYeHUs aHTUTeNa, Takue Kak Vectibix®
(manutymymabd), Xgeva™ (menocymad) u Prolia™ (menocama0); apyrue OHOJOTHYECKHE
cpencrtsa, Takue kak Enbrel® (stanepuent, cauteiii 6enok TNF-peuentop/Fc, 6mokarop TNF),
Neulasta® (mrdunrpactum, NeruaupoBaHHbI ¢uirpactuy, nerwmpoBanHbeii  G-CSF,
nermwmpoBadHbeiii  hu-Met-G-CSF), Neupogen® (¢unrpactum, G-CSF, hu-MetG-CSF) u
Nplate® (poMHUIIOCTHM), HU3KOMOJIEKYJIIPHBIE JIEKAPCTBEHHBIE CPEACTBA, Takue Kak Sensipar®
(urHakanbLeT). YCTPOHCTBO MOMKHO TaKkKe IPHMEHSATb C TEPANeBTHYECKUM AHTHTEJIOM,
NOJIUMENTHIOM, OEIIKOM WJIM APYTUM XUMHUYECKUM BELIECTBOM, TAKUM Kak KeJe30, Harlpumep,
(bepyMOKCUTOJIOM, NEKCTPAHAMH B KOMILIEKCE C JKEJIEe30M, IIFOKOHATOM JKejle3a U KOMIUIEKCOM
caxapo3bl H skene3a. PapMarieBTUYECKHH MpernapaT MOKET HaXOIUTBhCS B KHIKOH Gopme HiH
BOCCTaHOBJICHHOH U3 JTMOPHUIN3NPOBAHHOHN (POPMBI.

[0047] B uncno KOHKPETHBIX MIUTIOCTPATHBHBIX OEIIKOB BXOAAT crienupuieckue OemKu,
U3JIOKEHHbIE HIDKE, B TOM 4YHCIE WX CIMAHUSA, (pParMeHTbl, AHAJIOTH, BapUAHTBl WIIH
IIPOU3BOJHBIE:

[0048] cremmduyeckne B otHomeHun OPGL aHTuTena, menturena W pPOACTBEHHBIE
Oenkn m T. m. (Takke HasbiBaeMmble crermpuueckumu B otHomeHnHn RANKL anTurenamuy,
nenTuTeNaMd M T. I.), B TOM 4YHCJIE€ IOJHOCTbIO T'yMAaHU3MPOBAHHBIE U YEJIOBEYECKHE
cneuuduyeckre B oTHomeHuu OPGL aHTuTEna, B YaCTHOCTH MOJIHOCTBIO I'YMaHH3UPOBAHHBIC
MOHOKJIOHAJIbHBIE AHTUTENA, B TOM 4YHCIe Oe3 OrpaHu4eHus antutena, onucaHHele B PCT-
nyOmukauu Ne WO 03/002713, kortopasi BKJFOYEHA B JaHHBIH JIOKYMEHT BO BCEH CBOEil
NIOJTHOTE MPUMEHHTENBHO K crienuduyecknx B otHomeHnd OPGL aHTUTENnam M pOACTBEHHBIX
aHTHUTENaM OeJIKaM, B YaCTHOCTH TAKOBbIE, IMEIOLIUE MTOCIIEI0OBATEIbHOCTH, H3JIOXKEHHBIC B HEH,
B YaCTHOCTH, Oe3 OrpaHHYeHHUsi TaKOBble, 0003HaueHHble B Hell kak: 9H7; 18B2; 2D8; 2El11;
16E1 u 22B3, B ToM uucne crenuduueckue B orHomeHnnn OPGL antutena, nmeromue audo
JIETKYIO LeTb MO/ UACHTU(PUKALTTOHHBIM HOMEPOM IOCIIEN0BATEIbHOCTH 2, M3JI0KEHHYIO B HEil
Ha Qurype 2, W/nunm TSHKENYIO 1eNb Mo HASHTH(PHUKAIMOHHBIM HOMEPOM MOCJIE0BATEIbHOCTH
4, U3NOKEHHYI0 B HeH Ha Qurype 4, BCe U3 KOTOPBIX OTHEIBHO M KOHKPETHO BKIIFOYEHBI B
JAHHBIN TOKYMEHT MOCPEACTBOM CCBUIKH BO BCEH CBOEH IOJIHOTE, MOJHOCTBI) KaK PACKPBITO B
BBILIEYKA3aHHOW MyOJIMKALINY,

[0049] cBs3bIBarOIINEe MHOCTATUH O€JIKH, IENTHTENA U POJICTBEHHbIE OEJKU U T. I1., B TOM
gucie cnenu@uyeckre B OTHOIIEHWM MHOCTaTHHA IENTUTENa, B YaCTHOCTU OINHCAHHBIE B
nyonukanuu 3asBku Ha mnareHT CIIA Ne 2004/0181033 u PCT-nyOnukamum Ne WO
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2004/058988, xoTOpbIe BKJIOUEHBI B JAHHBIH JOKYMEHT MOCPENCTBOM CCBUIKH BO BCEH CBOEH
NOJIHOTE, B YaCTHOCTH B YACTAX, OTHOCSIIUXCS K CHENM(PUIECKHM B OTHOIIEHHH MHOCTATHHA
HenTUTeNnam, B TOM uducie 6e3 orpaHuueHus nenturena uz cemeiicrea mTN8-19, B Tom uncne
TAKOBBIE NOJ] UACHTU(PUKALIMOHHBIMU HOMepaMHu nocienosatenbHocTi:305-351, B Tom uncne ot
TNS8-19-1 nmo TN8-19-40, TN8-19 conl u TN8-19 con2; menturena cemerictBa mL2 mox
UIeHTU(QUKALIMOHHBIME HOMEpaMH TocyienoBaTenbHOCTH:357-383; cemetictBa mL15 mox
UIeHTU(QHUKALIMOHHBIME HOMEpaMH MocyienoBaTenbHOCTH: 384-409; cemetictBa mL17 mox
UICHTH(QUKAIIMOHHBIME HOMeEpaMu mnocnenoBatenbHocTH:410-438;  cemerictBa mL20 mox
UICHTU(PUKALMOHHBIMI HOMEPAaMH TOCJIeA0BaTebHOCTH:439-446; cemetictBa mL21 mox
UICHTU(QUKALMOHHBIMI HOMEPaMH TOCJenoBaTebHOCTH: 447-452; cemetictBa mL24 mon
UICHTU(QUKALIMOHHBIME ~ HOMEpaMH  TOCJIEAOBAaTENbHOCTU:453-454 m  TakoBble  TMOJ
UICHTU(UKAIIMOHHBIMI HOMEPAaMH TOCIIEIOBATENbHOCTH:615-631, BCe M3 KOTOPBIX OTAENBHO U
KOHKPETHO BKJIIOYEHBl B JAHHBIH JOKYMEHT IOCPEACTBOM CCBUIKM BO BCEH CBOEH IMOJHOTE,
MOJTHOCTBIO KaK PACKPBITO B BBIIICYKA3aHHOH 1Ty OJIUKALIHH;

[0050] cnemuduueckne B oTHowmeHuu peuentopa IL-4 aHTuTenma, mnenTHTeNna u
pPOACTBEHHBIE O€NKM M T. M., B YaCTHOCTH TAaKOBbIE, KOTOpBIC TOAABISIOT AKTHBHOCTH,
orocpenoBaHHble cBs3biBaHMEeM IL-4 w/mnm IL-13 ¢ penentopoMm, B TOM YHCIIE TaKOBBIE,
ormmcanuble B PCT-nyonukammu Ne WO 2005/047331 wnu PCT-3asaske Ne PCT/US2004/37242 u
B mybsukauuu 3asBku Ha mateHT CIIIA Ne 2005/112694, xotopble BKJIIOYEHBI B JTAHHBIM
JOKYMEHT IOCPEACTBOM CCBUIKH BO BCEH CBOEH IMOJIHOTE, B YACTHOCTH B 4aCTsIX, OTHOCSILIUXCS K
cneun(puIeckuM B OTHOLIEHWH peuenTtopa IL-4 aHTHTENnaM, B HYaCTHOCTU TakKue AHTHTEINA,
KOTOpBIE OIMCAHbI B HUX, B YACTHOCTU U 0€3 OrpaHUYeHUs] TAKOBble, 0003HAUEHHbIE B HUX KaK:
L1H1; L1H2; L1H3; L1H4; L1HS; L1H6; L1H7; L1H8; L1H9; L1H10; L1H11; L2HI1; L2H2;
L2H3; L2H4; L2HS; L2H6; L2H7; L2H8; L2H9; L2H10; L2H11; L2H12; L2H13; L2H14;
L3HI; L4HI, L5SHI, L6HI, Bce u3 KOTOPBIX OTHEIBHO U KOHKPETHO BKJIIOYEHBI B JIaHHBIN
NOKYMEHT NOCPEACTBOM CCBUIKM BO BCEH CBOEH MOJHOTE, MOJHOCTBIO KaK PpAacKpbITO B
BBILIEYKA3aHHOW MyOJIMKALINY,

[0051] cneuuduueckue B oTHOmEHHH perentopa-1 wuHTepneiikuHa-1 («IL1-R1»)
aHTHTENA, TIENTUTENIA U POACTBEHHbIE OCJKU U T. I, B TOM 4HUCJIe O€3 OrpaHUYEHUS] TaKOBBIE,
onucaHHble B myOnmkauuu 3asBku Ha mateHT CLIA Ne 2004/097712, xoropasi BKIIFOYEHA B
JAHHBI JOKYMEHT MOCPEACTBOM CCBUIKM BO BCEH CBOEH IMOJHOTE B YaCTSX, OTHOCSIIUXCS K
CBs3BIBAIOIUM OejikaM, crneruduueckuM B oTHomeHuu [L.1-R1, MOHOKIIOHAIbHBIE aHTHUTENA, B
YaCTHOCTH B TMEPBYIO odepenb, Oe3 orpaHUYeHHs] TaKOBble, 0003Ha4YeHHbIe B Hel kak: 15CA,
26F5, 27F2, 24E12 u 10H7, Bce U3 KOTOPBIX OTAENBHO M KOHKPETHO BKJIKOYEHBI B JAAHHBIN
JOKYMEHT NOCPEACTBOM CCBUIKM BO BCEH CBOEH IIOJHOTE, IMOJHOCTBIO KaK PAaCKpbITO B
BBILIEYNOMSIHYTOH Iy OJIMKALHY;

[0052] cietmduueckue B OTHOMEHNH Ang2 aHTUTENA, MENTUTENA U POACTBEHHBIE OEJKH
U T. I, B TOM 4uCjie Oe3 orpaHmueHusi TakoBble, omucaHHbie B PCT-nybmukammum Ne WO
03/057134 u nyOnukannu 3asBku Ha mateHT CIIIA Ne 2003/0229023, kaxnmas w3 KOTOPBIX

BKJIFOYUE€HA B JAaHHBIN AOKYMEHT NOCPEACTBOM CCBUIKHU BO BCeM CBOEH MNOJIHOTC, B YaCTHOCTHU B
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YaCcTAX, OTHOCSIIUXCA K CeNU(UIECKHM B OTHOLIEHUN Ang2 aHTUTENaM M NeNnTUTeNaM | T. IL.,
B [IEPBYIO OYepenb, TAKOBbIE, UMEIOLIUE OCIEI0BATENILHOCTH, OMMCAHHbIE B HUX, U B TOM UUCJTIE
6e3 orpannuenus: L1(N); L1(N) WT; LI(N) 1K WT; 2xL1(N); 2xL1(N) WT; Con4 (N), Con4
(N) 1K WT, 2xCond (N) 1K; L1C; L1C 1K; 2xL1C; Con4C; CondC 1K; 2xCond4C 1K; Con4-
L1 (N); Con4-L1C; TN-12-9 (N); C17 (N); TN8-8(N); TN8-14 (N); Con 1 (N), a Takxke B TOM
YHCIIe aHTUTENa K Ang 2 U COCTaBbl HA X OCHOBE, Takue kak onucanHble B PCT-nmyOmukannm Ne
WO 2003/030833, xoTopast BKJIFOU€HA B JAHHBII JOKYMEHT ITOCPEACTBOM CCBUIKH BO BCEH CBOEH
MOJIHOTE MPUMEHUTENIbHO K TOMY ke, B 4acTHOCTH Ab526; Ab528; Ab531; AbS533; AbS5S35;
Ab536; Ab537; Ab540; Ab543; Ab544; Ab545; Ab546; AS551; Ab553; AbS55; Ab558; Ab559;
Ab565; AbF1AbFD; AbFE; AbFJ; AbFK; AbG1D4; AbGCI1ES; AbHI1C12; AblA1l; AbIF;
ADbIK, AbIP u AbIP ¢ ux pa3nu4HbIMH NEPECTAHOBKAMH, KaK OMHMCAHO B HEH, BCE U3 KOTOPBIX
OTI€JIbHO U KOHKPETHO BKJIIOUEHBl B JAHHBIH TOKYMEHT IOCPEINCTBOM CCBUIKHU BO BCEW CBOel
MIOJTHOTE, MOJTHOCTBIO KaK PACKPBITO B BBIIIEYKA3aHHOH Iy OJIMKALIHH;

[0053] cneunduveckne B oTHomennn NGF aHTHTENa, MENTHTENA W POICTBEHHbIE OENKU
U T. I, B TOM YHUCJIE, B YACTHOCTH, O0€3 OrpaHUYEHHsI TAKOBBIE, ONTMCAHHBIC B ITyOJIMKALIH 3asiBKH
Ha mateHT CIIIA Ne 2005/0074821 u marente CIITA Ne 6919426, xoTOpbIe BKIIIOUEHBI B TAHHBIH
TOKYMEHT TOCPEICTBOM CCBUIKA BO BCEH CBOEH MOJHOTE MPUMEHHUTEIBHO K CIELU(PUUECKUM B
orHomeHnn NGF anTuTenam m poncTBeHHBIM OelkaM B JAHHOM KOHTEKCTE, B TOM YHCIE, B
yacTHOCTH, Oe3 orpanuyeHus cnenuduueckre B orHomennn NGF anturena, o6o3HaueHHbIE B
HUX kak 4D4, 4G6, 6H9, 7TH2, 14D10 u 14D11, Bce U3 KOTOPBIX OTAEIBHO U KOHKPETHO
BKJIFOUEHBI B JAHHBIN TOKYMEHT MOCPEICTBOM CCHUIKH BO BCEH CBOEH MOJIHOTE, MOJHOCTBHIO KaK
PACKPBITO B BBIIIEYKA3aHHOMN MMy0OiIMKanuy,

[0054] cnietuduueckue B otHomennu CD22 anTurena, nentuTena U pOACTBEHHbIE OEJIKH
U T. I, Takue kak onucaHHbele B nateHte CIA Ne 5789554, koropwlii BKIIOYEH B JaHHBIN
JAOKYMEHT MOCPEACTBOM CCBHUIKH BO BCEI CBOEH MOJIHOTE MPUMEHHUTENIBHO K CrelU(UUeCcKuM B
orHomweHnu CD22 aHTHUTENaM M POACTBEHHBIM OejlkaMm, B YACTHOCTH, cnenuduyeckue B
orHomeHnn CD22 denoBeka aHTHTENa, TaKHe KaK Oe3 OrpaHUYEHUs] TYMAaHU3UPOBAHHbBIE U
MOJTHOCTBIO YEJIOBEUECKHE aHTUTENa, B TOM 4YMCiIe 0e3 OrpaHM4YeHHs I'yMaHU3HPOBAHHBIC U
MOJTHOCTBIO YEJIOBEUECKHE MOHOKJIOHAJbHBIE AHTUTENIAa, B YaCTHOCTH, B TOM uyucie 0e3
orpanuueHusi cnermpuyeckne B otHomennn CD22 denoseka anTurena IgG, Takme Kak,
HanpuMep, JUMep U3 raMMa-1eny I'yMaHU3HPOBAHHOIO MBILTMHOIO MOHOKJIOHAJIBHOTO aHTUTENA
hLL2, cBA3aHHOW MOCPEACTBOM IUCYJIb(GHUIHONW CBA3M C Kamma-Lenbl0 T'yMaHH3UPOBAHHOTO
MBIIIMHOTO MOHOKJIOHAJIBHOTO aHTurena hLL2, B ToM uucie 0e3 OrpaHMYeHHs, HampUMep,
cneunguieckoe B orHomeHnn CD22 uenoBeka MONHOCTBIO T'YMaHHU3UPOBAHHOE AHTHTENO B
BUZE 3TIpaTy3ymMada, UMeroIero perucrpaunonsbiii Homep CAS 501423-23-0;

[0055] cmeumduueckne B orHomenuu peuentopa IGF-1 anTHTena, menTurena u
poacTBeHHbIe Oenku M T. 1., Takue kak onucaHHble B PCT-mybmukxammu Ne WO 06/069202,
KOTOpasi BKJIIOUYEHA B JaHHBI JOKYMEHT IOCPEACTBOM CCBUIKM BO BCEH CBOEH MOJIHOTE
NPUMEHHUTENBHO K crenuduiyeckuM B oTHoueHnu perenropa IGF-1 anturenam u poacTBeHHBIM

Oenkam, B TOM uucie Oe3 orpaHuueHus cremuduueckue B otHomeHnn IGF-1 anturena,
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obo3Hauennble B Hek kak L1HI1, L2H2, L3H3, L4H4, L5HS, L6H6, L7H7, L8HS8, L9H9,
L10H10, L11H11, L12H12, L13H13, L14H14, L15H15, L16H16, L17H17, L18H18, L19H19,
L20H20, L21H21, L22H22, L.23H23, L24H24, L25H25, L26H26, L27H27, L.28H28, L29H29,
L30H30, L31H31, L32H32, L33H33, L34H34, L35H35, L36H36, L37H37, L38H38, L39H39,
L40H40, L41H41, L42H42, L43H43, L44H44, L45H45, LA6H46, L47H47, L48H48, L49H49,
L50HS0, LS1HS1, L52HS2, u ux ¢parmentsl u npousBoaHsle, ces3biBaromue IGF-1R, Bce u3
KOTOPBIX OT/JIEJIbHO M KOHKPETHO BKJIIOUEHBI B JAHHBIN IOKYMEHT IOCPEACTBOM CCBUIKH BO BCel
CBOEH TMOJIHOTE, OJHOCTBIO KaK PACKPBITO B BBIIIEYKA3aHHOHN My OIHKaIIHH.

[0056] Taxxxe B umcino HeorpaHW4yuBarolIux mnpumepoB anturen k IGF-1R  npns
NPUMEHEHUsI B CHoco0axX M KOMIIO3ULMSIX MO HACTOSIIEMY H300pPETeHUI0 OTHOCATCS BCE U
KaXJ10€ U3 TAKOBBIX, OMUCAHHBIX B!

(1) nybmukaumu 3asiBku Ha mateHT CIIA Ne 2006/0040358 (omyOnukoBaHHOH 23
¢despanst 2006 r.), 2005/0008642 (omyOmukoBaHHOH 13 smEBapst 2005 r.), 2004/0228859
(ony6mmkoBanHOH 18 HOsIOpst 2004 r.), B TOM umncye Oe3 OrpaHu4eHus], HapuUMep, aHTUTeNo 1A
(Ne nenmormnposanust B DSMZ DSM ACC 2586), antuteno 8 (Ne nenoruposanusi 8 DSMZ DSM
ACC 2589), antureno 23 (Ne nenonupoBanust 8 DSMZ DSM ACC 2588) u antureno 18,
OTMCAaHHBIE B HUX;

(i1) PCT-nyomuxammu Ne WO 06/138729 (onybnukosannoit 28 nexabpst 2006 r.) u WO
05/016970 (onybnukosannoit 24 ¢espans 2005 r.), u Lu et al. (2004), J. Biol. Chem. 279:2856-
2865, B ToM uncie 6e3 orpanndenns antutena 2F8, A12 u IMC-A12, onucaHHbIe B HUX;

(iii) PCT-nyomukauuun Ne WO 07/012614 (onybnukosannoit 1 ¢espans 2007 r.), WO
07/000328 (onmyOnukoBanHOM 4 stHBaps 2007 r.), WO 06/013472 (onyOnukoBaHHON 9 ¢eBpars
2006 1), WO 05/058967 (onybOamkoBannoit 30 monHsa 2005 r) m WO 03/059951
(onyGnukoBanHO# 24 utosst 2003 1.);

(iv) myOnukanuu 3asBku Ha mateHT CIIIA Ne 2005/0084906 (omyOnukoBaHHOH 21
anpens 2005 r.), B ToM uucie 6e3 orpanunuenusi anrureno 7C10, xumeprnoe antureno C7C10,
antureno h7C10, antuteno 7H2M, xumepnoe antureno *7C10, antuteno GM 607,
rymanusupoanHoe antuteno 7C10 Bepcuum 1, rymanusupoBanHoe aHtuteno 7C10 Bepcum 2,
rymannsupoBaHHoe anturesio 7C10 Bepcun 3 u antureno 7TH2HM, onncanHbie B Hel,

(v) mybnukamusix 3asBok Ha mareHT CIIIA NeNe 2005/0249728 (omyOnukosanuoi 10
HOs10pst 2005 r1.) 2005/0186203 (omyOmukoBanHOH 25 asrycra 2005 r.), 2004/0265307
(ony6mmkoBanHo# 30 nekabpst 2004 r.) u 2003/0235582 (onybamkoBanHOM 25 nexadpst 2003 r.)
u Maloney et al. (2003), Cancer Res. 63:5073-5083, B ToM umncie Oe3 OrpaHUYEHUs] AHTHTEIO
EM164, EM164 ¢ n3MeHeHHOH MOBEPXHOCTBIO, ryMaHusupoBaHHoe EM164, huEM164 v1.0,
huEM164 v1.1, huEM164 v1.2 u huEM164 v1.3, onicaHHbIE B HUX;

(vi) materare CIIA Ne 7037498 (BeimanHoM 2 mast 2006 r.), myOnamkammsx 3asiBOK Ha
nareHT CIIA NeNe 2005/0244408 (omyOmnukoBanHOH 30 HOsOps 2005 r.) m 2004/0086503
(ommybmmkoBanHoM 6 mast 2004 r.) u Cohen, et al. (2005), Clinical Cancer Res. 11:2063-2073,
Hanpumep aHtuteno CP-751871, B TomM uuncne 0Oe3 OrpaHWYEHHs KaXA0€ W3 AHTUTEI,

npoxyLUpyeMbIX rudbpunomMamu, uMeromuMu Homepa nocryna B ATCC PTA-2792, PTA-2788,
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PTA-2790, PTA-2791, PTA-2789, PTA-2793, u anturena 2.12.1, 2.13.2, 2.143,3.1.1,492 u
4.17.3, onucaHHbIE B HUX;

(vil) mybnukaumsix 3asBok Ha mateHT CIIIA NeNe 2005/0136063 (omybiukoBanHO# 23
uroHs 2005 r.) m 2004/0018191 (onmybnukoBannoit 29 suBaps 2004 r.), B ToM uucie Oe3
orpaHudyeHus antureno 19D12 u aHTuUTeNno, comepikaliee TSOKENYI0 LeNb, KOAUPYEMYIO
nonunykiaeoruaoM B muasmuae 15H12/19D12 HCA (y4), nenmonumposanHoii B ATCC mon
HomMepoM PTA-5214, u nerkyro uenb, KOAUPYEMYKO MOJUHYKJICOTUIOM B IUIA3MHUIE
15H12/19D12 LCF (x), nenonuposanHoii B ATCC nox Homepom PTA-5220, onucaHHble B HUX,
u

(viil) myOnukanuu 3asiBku Ha mareHt CIIIA Ne 2004/0202655 (onyOnukoBaHHO# 14
okTsi0pst 2004 r.), B ToM umciie O6e3 orpanndenus antutena PINT-6A1, PINT-7A2, PINT-7A4,
PINT-7AS5, PINT-7A6, PINT-8A1, PINT-9A2, PINT-11A1, PINT-11A2, PINT-11A3, PINT-
11A4, PINT-11AS5, PINT-11A7, PINT-11A12, PINT-12A1, PINT-12A2, PINT-12A3, PINT-
12A4 u PINT-12AS, ommcaHHble B HEW, BCE M KaXIO€ W3 KOTOPBIX BKJIOYECHBI B JaHHBIN
IOKYMEHT TMOCPENCTBOM CCBUIKM BO BCEH CBOEH IMONHOTE, B YAaCTHOCTH, NMPUMEHHTENIBHO K
BBILIEYNIOMSIHYTBIM AHTHUTENAM, MENTUTENaM W POIACTBEHHBIM OelkaM M T. I, KOTOpbIE
HauenusaroTcs Ha peuentopsl IGF-1;

[0057] crienuduyeckue B OTHOIIGHUH PONCTBEHHOTO B-7 Oenka-1 aHTHTENa, MENTUTENA,
poncreeHHble Oenku u T. m. («B7RP-1» taxke HaspBatoT B suteparype B7H2, ICOSL, B7h u
CD275), B wuactHOcTH cneuududeckue B oTHomeHMH B7RP momHOCTRIO dYenmoBeueckue
MOHOKJIOHaJIbHBIE aHTUTeNa IgG2, B 4aCTHOCTH IOJIHOCTBIO YEJIOBEYECKOE MOHOKJIOHAJIBHOE
antureno IgG2, koTopoe CBSA3BIBAET AMUTON B IEPBOM HMMYHOIJIOOYJIHHOMONOOHOM IOMEHE
B7RP-1, B mepByro odepenb, TaKOBbIE, KOTOpbIe MOAABIAOT B3aumoserictsue B7RP-1 ¢ ero
npupoasbiM penenropoM, ICOS, Ha axtuBupoBaHHBIX T-KJIeTKax, B YaCTHOCTH, B IEPBYIO
o4epenb, BCE BBILICTIEPEUNCIEHHOE OTHOCUTHCS K TAKOBBIM, PACKPBITHIM B IyOIMKALUH 3aBKU
Ha nareHT CHIA Ne 2008/0166352 u PCT-nyOaukarm Ne WO 07/011941, koTopble BKITIOYESHBI
B JTAaHHBIH JOKYMEHT MOCPEICTBOM CCBUIKH BO BCEH CBOEH IMOJIHOTE NMPUMEHUTENIBHO K TaKUM
aHTHUTEJIaM U POJCTBEHHBIM OeJkaM, B TOM 4YHuCJie Oe3 OrpaHMYeHUs] aHTUTENa, 0O03HAYECHHBIC B
HUX creayomuMm obpasoM: 16H (umerolnee mocaenoBaTeIbHOCTH BapuaOe bHOH 00IacTH
JIETKOM Ileny U BapuaOeNbHOW OOJIACTH TSDKENIOW LeNu MOJ HWACHTHU(PHUKAITMOHHBIM HOMEPOM
NOCJIEOBATENIbBHOCTY | W HMOCHTU(UKALMOHHBIM  HOMEPOM  TIOCIENOBaTeIbHOCTH 7
COOTBETCTBEHHO, OINHMCaHHbIE B HHX), SD (uMerolee MOCIeNOBaTEIbHOCTH BapuabeIbHOM
oOnacTu nerkoil menmu U BapuabenapbHON 00JACTH TSDKENIOH Lenmu MojA HACHTHU(PHKALMOHHBIM
HOMEPOM TIOCIIENOBATEIPHOCTH 2 U HAEHTH()UKALUOHHBIM HOMEPOM IOCIEeNOBATEIbHOCTH 9
COOTBETCTBEHHO, ONHUCaHHble B HHX), 2H (uMeromee mocinenoBaTelbHOCTH BapuabeIbHOM
oOyacTu nerxkoil menu u BapuabenabHON 00JACTH TSDKENIOH Lenmu MoA HACHTHU(PHKALMOHHBIM
HOMEPOM TIOCJIEIOBATENbHOCTH 3 U MISHTH(PHMKALMOHHBIM HOMEPOM MOCienoBaTenbHocTH 10
COOTBETCTBEHHO, OINMUCaHHble B HUX); 43H (uMeromee mnocCaenoBaTENbHOCTH BapuabebHOMI
oOnacTu nerkoil unenu u BapuabenabHON 0O0JNACTH TSDKENION LENu Mo HASHTU(PHKALMOHHBIM

HOMEPOM TMOCJIEAOBATCIBHOCTU 6 u I/II[eHTI/I(I)I/IKaLII/IOHHbIM HOMEPOM MOCJICAOBATCIIBHOCTHU 14
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COOTBETCTBEHHO, oOmHcaHHble B Hux), 41H (mmeromee mnocnenoBaTenbHOCTH BapuaOeIbHOM
oOnacTu nerxkoil uenmu U BapuabenbHON 00JNACTH TSDKENION Lenmu MoA HASHTHU(PHKALMOHHBIM
HOMEPOM TIOCIIEIOBATENbHOCTH 5 U MASHTU(UKALMOHHBIM HOMEPOM IOCHeAOBaTeNbHOCTH 13
COOTBETCTBEHHO, OmucaHHble B HMX) U 15H (uMmeromnee mocienoBaTeNbHOCTH BapuabeTbHOM
o0nacTu JIerkOoH Ienu M BapHaOeabHOH O00NaCTH TSDKEJOH Lenu NOA WAEHTH(PUKALMOHHBIM
HOMEpPOM TOCIIeIOBATENIbHOCTH 4 U MASHTU(PHUKALMOHHBIM HOMEPOM IOCIEA0BATEIbHOCTH 12
COOTBETCTBEHHO, ONMCAHHbIE B HUX), BCE M3 KOTOPBIX OTAEIBHO M KOHKPETHO BKJIFOYEHB! B
JAHHBIN TOKYMEHT MOCPEICTBOM CCHUIKH BO BCEH CBOEH IOJIHOTE, MOJHOCTBIO KaK PAaCKpPBITO B
BBILIEYKA3aHHOW MyOJIMKALINY,

[0058] cietmduueckue B orHomenunu IL-15 anTuTeNna, menTurena U poACTBEHHBIE OEIKU
U T. 1, TAKKE KaK, B YACTHOCTHU, T'YMAHU3UPOBAHHbIE MOHOKJIOHAJIbHBIE AHTUTENA, B YACTHOCTH
aHTHUTeJa, TAKHe KaK PacKpbIThie B myOsukanusx 3asBok Ha nmateHT CIIIA NeNe 2003/0138421;
2003/023586 u 2004/0071702; u matente CIIIA Ne 7153507, BCe M3 KOTOPBIX BKJIFOUEHBI B
JAHHBI JOKYMEHT IIOCPEICTBOM CCBUIKM BO BCEH CBOEH IMOJHOTE NPUMEHUTENBHO K
cneunpuyeckuM B oTHomeHWH I[L-15 aHTHTENaM W pPOACTBEHHBIM O€nKaMm, B TOM YHCIE
NenTUTeNaM, B TOM YHWCJe, B YaCTHOCTH, Hampumep, Oe3 orpanudenuss anturenam k IL-15
HuMax u poactBeHHBIM OejikaM, TaKUM Kak, Hanpumep, 146B7,;

[0059] crietmprueckne B oTHomennu IFN-raMMa aHTUTENa, NENTUTENA H POICTBEHHBIE
Oenku W T. WM., B TMEPBYI ouepenb, crenuduueckne B oTHOomeHHH IFN-ramma uenoBeka
aHTUTENA, B YAaCTHOCTU IIOJHOCTBIO deynoBeueckue aHturena k IFN-ramma, Takue Kak,
HaNpUMep, aHTUTENa, ONMUCaHHble B myOnmukauuu 3asBku Ha mareHT CIIA Ne 2005/0004353,
KOTOpasi BKJIIOYEHA B JAHHBIM JOKYMEHT IIOCPEICTBOM CCBUIKM BO BCEH CBOEH IOJHOTE
NPUMEHUTENbHO K creuuduueckum B orTHouieHun IFN-ramma aHTuTeNnam, B YacTHOCTH,
Hampumep, aHTUTeNa, o0o3Ha4YeHHble B Heit kak 1118; 1118%; 1119; 1121 u 1121*. ITonHble
NOCJIEAOBATENbHOCT TSDKEJIOW W JIETKOM ILeNed KaKAOro M3 OTUX aHTUTEN, a TaKxke
NOCJIEIOBATEIbHOCTA ~ BapHadeNbHbIX O0JacTeld U ONpenessioIuX KOMIUIEMEHTAPHOCTb
o0JacTeil UX TSHKEJIOW U JIETKOW Lernell OTAeNbHO U KOHKPETHO BKJIFOUEHBI B JAHHBIH TOKYMEHT
MOCPENCTBOM CCBUIKM BO BCEH CBOEH MOJHOTE, MOJHOCTBIO KaK PACKPHITO B BBILIECYKA3aHHOU
nyosukanuu 1 B Thakur et al. (1999), Mol. Immunol. 36:1107-1115. Kpome Toro, onucanue
CBOWCTB 3THX AHTHUTEJ, MPEIACTABICHHOE B BBILICYKA3aHHOW MyOJUKALUH, TAKKE BKIIOUEHO B
JAHHBI JOKYMEHT MOCPEACTBOM CCBUIKM BO BCeH cBOell mnonHore. KoHkpeTHble aHTHTENA
BKJIFOYAIOT AHTHTENA, HMEIINHE TSDKENIYI0 ILelb MO HACHTU(PUKAIMOHHBIM HOMEPOM
NOCJIEOBATENIbHOCTH 17 W JIETKy  Lenb MoJ  HASHTU(UKALUOHHBIM  HOMEPOM
NOCJIeIOBaTENbHOCTU 18, aHTHTENa, MMeELIue BapHaOeNnbHYI0 OONACTbh TSDKENOW LEMU IOA
UICHTU(PUKAIMOHHBIM HOMEPOM IOCIEI0BATEIbHOCTH 6 U BapuabeIbHYI0 00J1aCTh JIETKOH LEnH
107 MACHTHU(PHUKAIMOHHBIM HOMEPOM IIOCIIEIOBATENIbHOCTH 8, aHTUTENA, MMEIOIIHNE TSKEIYIO
Lenb IMOA HASHTU(UKAMOHHBIM HOMEPOM IIOCIENOBATENbHOCTH 19 W Jerkyr Lemb moA
UICHTU(PUKAIMOHHBIM HOMEPOM IOCJIEA0BATENbHOCTH 20; aHTHUTENA, UMEIOIINe BaPHAOEIbHYIO
00yacTp TSOKENOW ILenu NOA WACHTU(PHUKALMOHHBIM HOMEPOM HocienoBaTenpbHOCTH 10 H

BapuabenpHyr0  oOnacTp  JIETKOH  Lemu  MOA  UACHTU(UKALHOHHBIM  HOMEPOM
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NOCJIEIOBATENbHOCTH 12, aHTHTENa, WMEIINNEe TSDKEIYI Lenb IOJ HACHTHU()HUKAIMOHHBIM
HOMEPOM TIOCHIEIOBATEIbHOCTH 32 MW JIETKYIO LeNb NOA WASHTU(PUKALMOHHBIM HOMEPOM
nocJyieoBaTeIbHOCTH 20, aHTHUTeNa, UMEIIINe BapuabeNbHYI0 OOJIaCTh TSDKEJIOW LeMU MOJ
UICHTU(PHUKALIMOHHBIM HOMEpPOM IocienoBareabHocTH 30 u BapuabenbHYI0 OONAcTh JIErKOH
Lenu IOJA WACHTU(UKALMOHHBIM HOMEPOM IIOCJIEAOBATENbHOCTH 12; aHTUTENa, HMEIoLIue
HIOCJIEIOBATENIbHOCTD TSDKEJION LIenU MOJ] UACHTU(UKAIIMOHHBIM HOMEPOM IOCIIEIOBATEIBHOCTH
21 ¥W TOCNemOBATENbHOCTh  JIETKOW  IeMM  MOJA  HACHTU(UKAIMOHHBIM  HOMEPOM
MOCJIEIOBATEIBHOCTH 22, aHTHUTENa, UMEKIINe BapuabesibHyr0 00JacTh TSDKEJIOW LENMU MO
UICHTH(PUKALIMOHHBIM HOMEPOM TMOCJIeOBaTeNbHOCTU 14 u BapuabesbHyr0 00JacThb JIETKOM
LHenu IMOJA HACHTU(UKAIMOHHBIM HOMEPOM TIOCJIEAOBATENILHOCTH 16; aHTHUTENa, WUMEOLINe
TSDKENYI0 1eTlb N0 WACHTHU(PHUKAIIMOHHBIM HOMEPOM IOCJIeIOBATEIbHOCTH 21 U JIETKyI0 Lienb
NOJ WACHTU(PUKAIIMOHHBIM HOMEPOM IOCJENOBATEIbHOCTH 33; M aHTUTENa, HUMEKIIUe
BapuabenpHyr0  O0JAaCTh  TSDKENOW  Hemd  MOA  WACHTH()HUKALMOHHBIM  HOMEPOM
nocjenoBaTebHOCTH 14 u BapuabenbHYIO 00JacTh JIETKOW LENMH MOJ WACHTU(PHUKALIOHHBIM
HOMEPOM TIOCJIEIOBATENbHOCTH 31, pacKpeIThie B BbIIEyKa3aHHOW myOnmkauuu. KoHkperHOe
paccMaTpuBaeMOe aHTUTENO MpeACcTaBisieT codo antureno 1119, packpeiToe B BhIlIeyKa3aHHON
nyOnukanuu 3as8ku Ha nateHT CIIA u uMmeromee MOJHYI0 MOCIe0BATEIbHOCTD TSIKENIOH Hern
107 MIEHTH()UKALMOHHBIM HOMEPOM TIOCIIEAOBATENBHOCTU 17, pacKphITYI0 B HEH, U MMEIoLIee
NOJIHYKO ~ TOCHENOBATEIBHOCTh  JIETKOW  LEMU MOJ  WACHTH(PHKALMOHHBIM  HOMEPOM
MOCJIEIOBATEIbHOCTH 18, pacKphITYIO B HEl,

[0060] cneunduueckue B orHOomeHuu TALL-1 anTHTena, menturtena U pPOACTBEHHBIE
Oenku U T. 1. ¥ APYTrHe CBsi3bIBaroLue Oenky, cnenuduueckue B otHomenun TALL, Takue kak
onucaHbl B myOnukanusx 3assBok Ha nareHT CIITA NeNe 2003/0195156 u 2006/013543 1, kasknast
U3 KOTOPBIX BKJIFOUEHA B JaHHBIM JOKYMEHT NOCPEACTBOM CCBIJIKHM BO BCEH CBOEH IOJHOTE
IPUMEHUTENBHO K cBs3bBatomnM TALL-1 OenkaM, B 4aCTHOCTH MOJIEKyJibl U3 Tabnun 4 u 5B,
BCE M3 KOTOPBIX OTAEIbHO U KOHKPETHO BKJIFOYEHBI B JAHHBIA JOKYMEHT IMOCPEICTBOM CCBUIKU
BO BCEH CBOEH MOJIHOTE, MOJIHOCTBIO KaK PACKPBITO B BBIIIEYKA3aHHBIX MyOIHKAIUSX

[0061] crienudrueckue B OTHOIIEHWH mapatupeounHoro ropmona («PTH») antutena,
MENTUTENIa U POJICTBEHHbIE OENKM U T. M., Takue kKak omucanbl B mateHte CIIIA Ne 6756480,
KOTOPBIN BKJIKOYEH B JAHHBIM JOKYMEHT IOCPEACTBOM CCBUIKM BO BCEH CBOEH MOJHOTE, B
YACTHOCTH, B YAaCTSIX, OTHOCSIIUXCS K OelikaM, KoTopble ¢Bsi3biBaroT PTH,

[0062] cneundudeckne B oTHOWEHNU penentopa TpomoonostuHa («TPO-R») anturena,
MEenTUTeNIa U POJICTBEHHbIE OENKM U T. M., Takue kKak omnucanbl B marente CIIIA Ne 6835809,
KOTOPBIM BKJIKOYEH B JAHHBIA JOKYMEHT IOCPEACTBOM CCBUIKM BO BCEH CBOEH MOJHOTE, B
YaCTHOCTH, B YAaCTSIX, OTHOCSIIIUXCS K OefikaM, KoTopbie ¢Bsi3biBatoT TPO-R;

[0063] criemduueckue B oTHOIEeHUH (pakropa pocra renatountos («<HGF») antutena,
NENTUTENa U POJCTBEHHbIE OSJIKM U T. I1., B TOM YHCJIE€ TAKOBBIE, KOTOPBIE HALIETUBAIOTCS HA OCh
curHanpHoro nytd HGF/SF:cMet (HGF/SF:c-Met), Takue Kak MOJHOCTBIO YEJIOBEUECKHUE
MOHOKJIOHAJIbHBIE aHTUTENA, KOTOpBbIE HEUTPATIU3YIOT daxTop pocra

rernaronuros/paccenBarouii paxrop (HGF/SF), onucannble B myOiuKanuy 3asBKH Ha MATEHT
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CIIIA No 2005/0118643 u PCT-nmybmukamuu Ne WO 2005/017107, huL2G7, omnucanHOe B
nateHte CIITA Ne 7220410, u OA-5d5, onucannoe B mateHtax CIITA NeNe 5686292 u 6468529
u B PCT-nybnukatmu Ne WO 96/38557, Bce m3 KOTOPBIX BKJIIOYEHBI B JTAHHBIA JOKYMEHT
NIOCPEICTBOM CCBIJIKM BO BCEH CBOEH IMOJIHOTE, B YACTHOCTH, B YACTSAX, OTHOCALIMXCS K Oenkam,
koropsle cBsa3biBatoT HGF;

[0064] cnietmduyeckue B oTtHomeHnn TRAIL-R2 antutena, menrurena, ponCTBEHHBIE
Oenku U T. 1., Takue Kak onucanublie B nateHTe CIIA Ne 7521048, kOTOpbBIi BKJIFOYEH B JAHHBIH
JOKYMEHT IOCPEICTBOM CCBUIKU BO BCEH CBOEH IMOJIHOTE, B YACTHOCTH, B YACTSIX, OTHOCSIIIUXCSI
K Oenkam, koTopsie cBsi3biBat0T TRAIL-R2;

[0065] crienuduyeckre B OTHOIIEHUU aKTUBHHA A aHTHUTENa, MENTUTENA, POACTBEHHBIE
OenKku U T. 1., B TOM 4uclie 0e3 OrpaHUYEHUsS] TAKOBBIE, OMHCAHHBIC B MyOJMKAIIMU 3asiBKU Ha
nareHT CIITA Ne 2009/0234106, koTopast BKJIFOYE€HA B JAHHBIA JJOKYMEHT MOCPEACTBOM CCBUIKH
BO BCEH CBOEI MOJIHOTE, B YACTHOCTH, B YaCTSX, OTHOCSINUXCS K O€JKaM, KOTOPbIE CBSA3BIBAIOT
aKTUBHH A

[0066] cnieuuduueckue B otHOomennn TGF-Oera aHTUTENa, menTUTENa, POICTBEHHBIC
OeNku U T. T1., B TOM 4Hclie Oe3 orpaHrnueHus: TakoBbIe, onrcanHbie B matente CIIIA Ne 6803453
u nyonukanyu 3as8ku Ha mateHT CIITA Ne 2007/0110747, Bce U3 KOTOPBIX BKJIFOUEHBI B TAHHBIH
JOKYMEHT IOCPEICTBOM CCBUIKH BO BCEI CBOEH MOJIHOTE, B YACTHOCTH, B YACTSIX, OTHOCSIIUXCS
K Oenkam, koTopsle cBs3biBatoT TGF-0Oera,

[0067] cnieundrueckune B OTHOLICHUH OeTa-aMUJIOUAHOrO Oejika aHTHUTeNa, TEeNTHTENA,
pPOACTBEHHBIE O€NKM M T. I., B TOM 4YHcie Oe3 orpaHuyeHus Takosble, onucanHele B PCT-
nyomukaun Ne WO 2006/081171, kortopass BKJIIOUEHA B JAHHBIA JOKYMEHT IOCPEACTBOM
CCBUIKM BO BCEH CBOEH MOJHOTE, B YaCTHOCTH, B YACTAX, OTHOCAILIMXCSA K OeskaMm, KOTOpbIe
CBSI3BIBAIOT Oera-ammiongnble Oenku. OJHUM  pacCMaTPUBAEMbIM AHTHUTENIOM  SIBIISETCS
aHTHUTENO,  HWMeomee  BapuabenbHyr0  00JacTb  TSDKENOM — Lemu,  COmepIKallyro
UIeHTU(QUKALIMOHHBIN HOMEP MOCJIeOBATENIbHOCTU 8, U BapuabeNbHy0 00JacTh JIETKOH Lemy,
UMEOIIYI0 UACHTU(UKALMOHHBIA HOMEP MOCIEeIOBATEIBHOCTH 6, PACKPBITHIC B BbIIEYKa3aHHON
nyOJIMKauy,

[0068] crieruduyeckue B oTHOIIeHUH ¢-Kit aHTHTENA, MeNTUTENA, POACTBEHHBIE OEJIKH U
T. I, B TOM 4ucyie 0e3 OrpaHUYeHHUs] TAKOBbIC, ONMUCAHHBIC B MyOJIHKAIMM 3asBKA HA MATEHT
CIIA Ne 2007/0253951, koTopast BKJIIOUEHA B TaHHBIH JTOKYMEHT NOCPEICTBOM CCBUIKH BO BCEH
CBOEH TOJHOTE, B YaCTHOCTH, B YaCTSAX, OTHOCALIMXCS K OenkaMm, KOTopble CBsi3bIBalOT c-Kit
W/WTH IPYTHMH peLenToOpaMi (PakTOPOB CTBOJIOBBIX KJIETOK;

[0069] cremudpuyeckne B ortHOomeHun OX40L anTHTena, menTuTena, POACTBEHHBIE
Oenku U T. M., B TOM 4Huclie 0e3 OrpaHHYEHHUs] TAKOBBIE, ONMMCAHHBIC B MyOJMKAIMH 3asiBKU Ha
natedt CIITA Ne 2006/0002929, koTopasi BKJIIOUYEHA B JaHHBIA JOKYMEHT MOCPEICTBOM CCHUTKH
BO BCEl CBOEIl MOJIHOTE, B YACTHOCTH, B YaCTSAX, OTHOCSIIUXCS K O€JKaM, KOTOPbIE CBSA3BIBAIOT
OX40L w/unu npyrue nuraaae! peuentopa OX40; u

[0070] npyrue wmmmoctpatuBHblE Oenku, B TOM uucie Activase® (anreruasa, tPA);

Aranesp® (mapOsmostuH-anbha); Epogen® (3mostuH-anbda wmm spurponostun), GLP-1,



20

Avonex® (unHTepdepon-Oera-la); Bexxar® (Toszurymomad, MOHOKIOHAIBHOE AHTHTEIO K
CD22); Betaseron® (untepdepon-oera), Campath® (anemryzymad, MOHOKJIOHAJIbBHOE aHTHTENO
k CDS52); Dynepo® (smostun-gensta);, Velcade® (6oprezomub), MLN0002 (mAb k a4l37);
MLN1202 (mAb k xemokunoBomy peuentopy CCR2); Enbrel® (sTanepuent, ciaurbie Oenox
TNF-peuentop/Fc, Onokarop TNF);, Eprex® (snostun-anbda); Erbitux® (uerykcumad,
antureno k EGFR/HER1/c-ErbB-1); Genotropin® (comMaTponuH, TOPMOH POCTa YEJIOBEKA);
Herceptin® (tpacty3ymad, mAb k peuentopy HER2/neu (erbB2)); Humatrope® (comarpomnus,
rOPMOH pocTa uyenoBeka), Humira® (amanmumymal), wuHCynMH B pactBope;, Infergen®
(uaTepdepon anbdakon-1); Natrecor® (HecupuTHUA, PEKOMOWHAHTHBIA HATPHHYPETHUECKUI
nentun denoeka tuna B (hBNP); Kineret® (anaxunpa);, Leukine® (caprpamoctum, rhuGM-
CSF); LymphoCide® (3mpaty3ymad, mAb k CD22); Benlysta™ (nmumdocrar-B, Oenumymad,
mAb K BlyS); Metalyse® (TeHekTeruiasa, aHaJyor t-PA); Mircera®
(METOKCHITOIUA TUIIEHTJTHKOJTb-3M03THH-0eTa); Mylotarg® (remry3ymad o3oramuiinH);, Raptiva®
(apamuzymad); Cimzia® (uepromusymad meron, CDP 870); Soliris™ (3kynmu3ymad);
nekcemnm3ymad (aHturteno k kommnoHeHTy C5 cucrembl komruiementa), Numax® (MEDI-524);
Lucentis® (pannbuszymad); Panorex® (17-1A, sapekonomad), Trabio® (nepaenumymad);
TheraCim hR3 (aumory3ymab); Omnitarg (mepty3ymad, 2C4); Osidem® (IDM-1); OvaRex®
(B43.13); Nuvion® (Bm3mnuzymald); kantysymad meprancud (huC242-DM1); NeoRecormon®
(smosTuH-Oeta); Neumega®  (ompenBekus, uHTepinelkuH-11  uenoseka), Neulasta®
(mermnupoBanHblil ¢unrpactuM, nermnupoBaHHbii G-CSF, nerummposannbii hu-Met-G-CSF);
Neupogen® (¢punrpacrum, G-CSF, hu-MetG-CSF); Orthoclone OKT3® (mypomonad-CD3,
MOHOKJIOHaNbHOE aHTuTeno k CD3); Procrit® (smostun-anbda), Remicade® (undnukcumad,
MoHokJIoHapHOe anTuTesno Kk TNFa); Reopro® (abuukcumad, MOHOKJIOHAJIBHOE AHTHUTENO K
peuentopy GP 1Ib/Ilia); Actemra® (mAb k peuenropy IL6); Avastin® (GeBanusymad), HuMax-
CD4 (zanonumyma0); Rituxan® (purykcumad, mAb k CD20); Tarceva® (3pnotunaud); Roferon-
A®-(unteppepon anbda-2a); Simulect® (Oasunmukcumald), Prexige® (mromupakokcuo),
Synagis® (manuBusymad); 146B7-CHO (antureno x IL15, cm. marent CIIIA Ne 7153507),
Tysabri® (Hatamuzymad, mAb k unTerpuny 04), Valortim® (MDX-1303, mAb k 3amutHOMY
antureny B. anthracis); ABthrax™; Vectibix® (nmanurymyma6); Xolair® (omanusymad); ETI211
(mAb x MRSA); nosymka IL-1 (Fc-gacte IgGl uenoBeka M BHEKJIETOUHBIE IOMEHBI OOOMX
KoMIoHeHTOB peuenropa IL-1 (peuenropa tuma I u BcmomorarenbHOro Oeika peuenTopa));
nopymka VEGF (Ig-nomenst VEGFRI1, cmuteie ¢ Fc IgGl); Zenapax® (maxnmmsymad);
Zenapax® (makmmzymad, mAb k IL-2Ra); Zevalin® (ubputyromad Ttuykceran), Zetia®
(33etumu0); Orencia® (araumuent, TACI-Ig); wMoHokNoOHambHOEe aHTHTEN0O K CD80
(ramukcumab); mAb x CD23 (nymmnukcumal), BR2-Fc (cnuteii 6enoxk huBR3/huFc,
anraroHuct pactsopumoro BAFF); CNTO 148 (romumymad, mAb k TNFa); HGS-ETRI1
(manmatymyma0; mAb x TRAIL-penenropy 1 uenoseka), HuMax-CD20 (okpenuszymad, mAb k
CD20 yenoseka); HuMax-EGFR (zanytymyma0), M200 (Bojouukcumad, mAb K HMHTErpHHY
a5Sp1); MDX-010 (unmmumymad, mAb k CTLA-4 u VEGFR-1 (IMC-18F1); mAb x BR3; mAb k
tokcuny A u Tokcuny B C. difficile C, MDX-066 (CDA-1) u MDX-1388); konbtorater dsFv k
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CD22-PE38 (CAT-3888 u CAT-8015); mAb x CD25 (HuMax-TAC); mAb x CD3 (NI-0401);
anekarymymad, mAb k CD30 (MDX-060); MDX-1333 (antureno k IFNAR); mAb k CD38
(HuMax CD38); mAb xk CD40L; mAb x Cripto; antureno k CTGF, npumensemoe mpu
UIMOTIATHYECKOM JierouHoM (ubpose B uccaenosanuu ¢asel [ (FG-3019) ot Fibrogen, mAb k
CTLA4; mAb x sorakcuny-1 (CAT-213); mAb k FGF8; mAb x rannruosuny GD2; mAb k
ramrnosuny GM2; mAb x GDF-8 genoseka (MYO0-029); mAb k peuentopy GM-CSF (CAM-
3001); mAb k HepC (HuMax HepC), mAb x IFNa (MEDI-545, MDX-1103); mAb k IGF1R;
mAb k IGF-1R (HuMax-Inflam); mAb k IL12 (ABT-874); mAb « IL12/IL23 (CNTO 1275),
mAb k IL13 (CAT-354); mAb x IL2Ra (HuMax-TAC),; mAb k peuenropy ILS; mAb k
peuenTopam uHTerpuHOB (MDX-018, CNTO 95); mAb x IP10, npumensiemoe npu siI3BEHHOM
komute (MDX-1100); amtureno k LLY, BMS-66513; mAb x penenropy manHO36/hCGf
(MDX-1307); xonstorar dsFv x wmesorenmnne-PE38 (CAT-5001); mAb x PD1 (MDX-1106
(ONO-4538)); aatuteno k PDGFRa (IMC-3G3); mAb k TGFB (GC-1008); mAb k TRAIL-
peuentopy-2 uenoreka (HGS-ETR2); mAb k TWEAK; mAb k VEGFR/Flt-1; mAb k ZP3
(HuMax-ZP3); NVS-antureno Ne 1 u NVS-aatureno Ne 2.

[0071] Takxxe MokeT OBITH BKJIIOYEHO AHTUTENO K CKIEPOCTHHY, Takoe Kak 0e3
orpaHuueHusi pomoco3zymad, omocozymad uimu BPS 804 (Novartis). Kpome Toro, moryt ObITh
BKJIFOUEHBI TEPANeBTUYECKUE CPENCTBA, TaKhe Kak pumioTymymad, Oukcamomep, TpebaHaHUO,
ranuTymad, KoHaTyMyma0, MotecanuOa nugocdar, Opoganymad, BUAYIHIIPAHT, TAHUTYMYyMao,
nernocymad, NPLATE, PROLIA, VECTIBIX nnmu XGEVA. Kpome Toro, B ycTpoiCTBE MOKET
cozepKaTbCsi MOHOKJIOHaNbHOE aHTuTeno (IgG), koTopoe CBS3bIBa€T MPONPOTEHMHKOHBEPTA3Y
cyorunusus-kekcuHoBoro tuna 9 (PCSK9) uyenoseka. Takue aHTHTENa, creruduuHbIe B
ornomennu PCSK9, Bkmouaror, HO Oe3 orpanuuenus, Repatha® (sBonokymab) u Praluent®
(ampokymal), a TakKke MOJIKYJbI, BAPUAHTBI, AHAJOTU MM WX HMPOU3BOIHBIE, PACKPHITHIE B
CIEAYIOLINX MAaTeHTax WM 3asiBKaxX HA MATEeHT, BCE U3 KOTOPBIX BKIJIIOYEHBI B JAHHBIA JTOKYMEHT
NIOCPEICTBOM CChUIKM BO Bceli cBoeil monHote: nmateHT CIIIA Ne 8030547, myOnukarusi 3asiBKH
Ha mateHT CIIIA Ne 2013/0064825, WO 2008/057457, WO 2008/057458, WO 2008/057459,
WO 2008/063382, WO 2008/133647, WO 2009/100297, WO 2009/100318, WO 2011/037791,
WO 2011/053759, WO 2011/053783, WO 2008/125623, WO 2011/072263, WO 2009/055783,
WO 2012/0544438, WO 2010/029513, WO 2011/111007, WO 2010/077854, WO 2012/088313,
WO 2012/101251, WO 2012/101252, WO 2012/101253, WO 2012/109530 u W0O2001/031007.

[0072] Taxke MoxeT OBITb BKIOYEH TAJIMMOIEH JIareprapernBek WIH IPyrou
onkonutuueckut HSV nis neueHus MenaHOMbI WM APYTUX TUNOB paka. Ilpumepsl
oHkonutudeckoro HSV BximowaroT 0€3 OrpaHWYeHus] TaJMMOTEH JiarepriapenBek (MaTeHThI
CIIA NeNe 7223593 u 7537924); OncoVEXGALV/CD (matent CIIIA Ne 7981669); OrienX010
(Leti et al. (2013), World J. Gastroenterol., 19:5138-5143); G207, 1716; NV1020; NV12023;
NV1034 u NV1042 (Vargehes et al. (2002), Cancer Gene Ther., 9(12):967-978).

[0073] Taxxe Bxmouensl TIMP. TIMP npexncraBisitor COOOH 3HIOT€HHbBIE TKAaHEBbIE
uHruouropel MerayutonporenHas (TIMP) u urparor BaskHy!O poOjb BO MHOTHX €CTECTBEHHBIX

nporeccax. TIMP-3 skcmpeccupyercss pasid4YHBIME KJI€TKAMU W/WIM TIPUCYTCTBYET BO
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BHEKJIETOYHOM  MAaTPUKCE, OH MHIHOMPYET BCE OCHOBHBIE pPa3pyLIAOIUE  XPSII
METaJUIONPOTEa3bl U MOJKET y4YacCTBOBaTh B PA3BUTUM MHOTHX JECTPYKTHBHBIX 3a00J€BaHUIA
COEJJMHUTENIbHOIN TKaHU, B TOM YHCJIE PEBMAaTOMAHOIO apTPUTa U OCTE0ApTPUTA, a TAKXKE paka U
CEPIIEYHO-COCYAUCTBIX  COCTOSTHUNM. AMHUHOKUCIOTHas mnocieaosarenbHocte  TIMP-3  u
NOCJIEI0BATENbHOCTD HyKJIEeMHOBON kucinorel Monekyinbl JHK, xoropas komgupyer TIMP-3,
packpeiTel B nateHte CIIIA Ne 6562596, BeimanHoM 13 mas 2003 r., packpeiTHe KOTOPOTO
BKJIFOUEHO B JAaHHBIA MOKYMEHT mocpencTBoM cchuUiku. Onucanue myrauuii B TIMP moskHO
HaliTh B myOnukauuu 3asiBku Ha mateHT CIIIA Ne 2014/0274874 u PCT-nybOmukauuu Ne WO
2014/152012.

[0074] Taxxe BKJIIOYEHBI AHTUTENA, OKA3bIBAIOLINE AHTATOHUCTUYECKOE NEUCTBHE Ha
peuenTop  KambUUTOHHMH-TeH-cBsizaHHOro mnentupa (CGRP) dyenmoBeka, u  Monekyna
oucnerpduyueckoro anrurena, Koropoe Hauenusaercs Ha peuentop CGRP u npyrue muruenwu,
CBSI3aHHBIE C pA3BUTHEM TOJIOBHOH Ooim. JIOMONHUTENpHYI0 HH(POPMAIHIO, KaCAIOINYICS
TaHHBIX MOJIEKYJI, MoxHO Haitu B PCT-3asBke Ne WO 2010/075238.

[0075] Kpome Toro, B yCTPOHCTBE MOXKHO NMPHUMEHSTH OucCHenuduueckoe aHTUTENO-
pekpyrep T-kmerok (BiTE®), nampumep BLINCYTO® (6mmratymomal). B kadectse
AJIbTEPHATHBBl B YCTPOWCTBO MOXKET OBbITh BKJIFOYEH BBICOKOMOJIEKYJISIpHBIN aroHuCT APJ,
HaNpuMep anesiuH WK ero aHagoru. Madopmanuio, CBA3aHHYIO C TAKMMU MOJIEKYJIAMH, MOYKHO
Haiitu B PCT-nyOmuxaumu Ne WO 2014/099984.

[0076] B ompeneneHHbIX BapuaHTaX OCYLIECTBIEHMs JIEKAPCTBEHHBIM Ipemnapar
COZEPKUT TepareBTHUECKU 3(P(PEKTUBHOE KOJMUECTBO AHTHUTENA K THMYCHOMY CTPOMAaJIbHOMY
muMmponostuny (TSLP) mnu peuenropy TSLP. Ilpumepst anturen x TSLP, xoropeie MOXHO
NPUMEHATh B TAaKUX BapUAHTaxX OCYLIECTBJEHMs, BKJIIOYAOT 0€3 OrpaHU4YeHHs TaKOBBIE,
onucanHble B mateHtax CIIIA NeNe 7982016 n 8232372 u nybnukaunu 3asBku Ha nateHt CLITA
Ne 2009/0186022. TTIpumepst antuten K perentopy TSLP BrimogaroT 6e3 orpaHHYeHHs TAKOBBIE,
onucanubie B mateHte CIIA No 8101182, B 0coOeHHO NpeanOYTUTENbHBIX BapUAHTAX
OCYILIECTBIICHHs]  JICKAPCTBEHHBIN Mpemapar CONEPKUT TepaneBTHUeCKH 3(dexTrBHOE
koJimuecTBo aHturena K TSLP, o6o3HauenHoro kak A5 B matente CIIIA Ne 7982016.

[0077] Xors crmocoObl, YCTPOMCTBA IOCTABKH JIEKAPCTBEHHOIO CPENCTBA U UX
KOMITOHEHTbI OBUIM OMMCaHbl MOCPENCTBOM IPHUBENCHHBIX B KAayeCTBE NpPUMEpa BaPHAHTOB
OCYIIECTBIIEHHsI, OHH HE OrpaHn4eHbl uMu. [logpoOHoe ommcaHue ClieyeT MHTEPIPETUPOBATh
KaK MpPHUBEIEHHOE TOJBKO B KadeCcTBe NpUMepa, U B HEM HE H3JIOKEH KaKIbIil BO3MOKHBIN
BAPUAHT OCYILIECTBICHHsS HACTOSIIEr0 M300PETEHUs], TMOCKONBKY H3JIOKEHHE KaXKIOro
BO3MOKHOTO BapHaHTa OCYLIECTBICHMs ObUIO Obl HENMPAKTUYHBIM, €CJIHM HE HEBO3MOXKHBIM.
MoryT ObITh peanr30BaHbl MHOTOYHCIIEHHBIE AJbTEPHATHBHbBIC BAPHAHTBI OCYILIECTBICHHS C
UCTIONIb30BAHUEM COBPEMEHHOW TEXHOJOTMH WJIM TEXHOJOTHH, pa3padOTaHHOH IOCHe OaThl
NOJaYM HACTOSIIErO IaTeHTa, KOTOpbIe, TEM HE MEHee, HaxXOAATCs B mpenenax (Gopmyiibl
n300peTeHus;, ompenessiromeld o0beM Hactosimero uzoOpereHus. Hamprumep, KOMITOHEHTHI,
ONMCAaHHbIE B JAHHOM JIOKYMEHTE CO CCBUIKON Ha OIpenesieHHble THUIbl YCTPONUCTB JOCTaBKU

JICKAPCTBCHHOT'O CPEACTBA, TAKUX KaK yCTpOﬁCTBa AOCTAaBKH JICKAPCTBCHHOI'O CPpEACTBA B BUAC
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HATEJbHOTO MHBEKTOpPAa WM APYTHe THIIbI YCTPOWCTB IOCTABKH JIEKAPCTBEHHOTO CPENCTBA,
TaKKe MOTYT OBITh HCIIOJb30BAaHbl B JPYrUX THUIAX YCTPOWCTB IOCTABKU JIEKAPCTBEHHOTO
CPEeACTBa, TAKUX KaK YCTPOMCTBA TOCTABKH JIEKAPCTBEHHOI'O CPEJCTBA B BUAE ABTOUHBEKTOPA.
[0078] Crnenmanuctsl B TaHHOW 00JACTU TEXHUKM MONMYT, YTO MHOTOYMCIIEHHBIN psif
Moau(pUKaMi, HM3MEHEHUH W KOMOMHALMI MOXET OBITh BBINOJHEH NPHUMEHHTENBHO K
OIMCAHHBIM BBIIIE BAPHAHTAM OCYLIECTBJICHHsI O€3 0TX04a OT 00beMa HACTOSIIEro H300peTeHHs
U YTO TaKkue MOAW(HUKALNY, M3MEHEHHMs M KOMOWHAIMK HEOOXOAMMO pPacCMaTpUBATh Kak

Nonaarole B 00beM UAeH HACTOSIIETO H300PETEHHS.
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®OPMYVYJIA H30BPETEHUA

1. Criocob cOopku mIat)OpMEHHOTO YCTPOHCTBA JOCTABKH JICKAPCTBEHHOI'O CPENICTBA,
IPU 3TOM CIIOCOO BKITFOYAET:

npenocTaBieHrHe HaOopa 0a30BbIX KOMIIOHEHTOB Ui YCTPOMCTBAa  JOCTaBKU
JIEKaPCTBEHHOI'O CPEACTBA;

ONpeAeNieHHe, HUCXOAs W3 IO MEHbUIEH Mepe OJHOM LeNeBON XapaKTepUCTUKU
yCTpOIiCTBA AOCTABKHU JIEKAPCTBEHHOI'O CPENCTBA, 3aHEeH COOPOUHON €AMHULIBI ISl YCTPOUCTBA
JOCTAaBKH JIEKAPCTBEHHOTO CPEACTBA M3 TPYIIbI 3aTHUX COOPOYHBIX €IMHULI,

BBIOOD OMpeesIeHHOM 3aIHel COOPOYHON eqMHHUILIBI,

OmnpeneseHne, MCXOAs W3 IO MEHbIIEH Mepe OAHOM LEeNeBOH XapaKTepUCTUKU
YCTPOWCTBA JOCTABKU JIEKAPCTBEHHOT'O CPENCTBa, NiepenHeld COOPOYHOH eOUHMIBI IS
YCTPOWCTBA JOCTaBKHU JIEKAPCTBEHHOTO CPEACTBA U3 IPYIIIBI NEPEAHUX COOPOYHBIX €IUHULI,

BBIOOp OTpeeNieHHOM epenHell COOPOYHON €MHULIBI, |

cOOpKy yCTpOWCTBAa JOCTABKH JIEKAPCTBEHHOTO CPENCTBA C MpPHUMEHEHHEeM Hadopa
0a30BbIX KOMIIOHEHTOB, 3alHEH COOPOYHON €NUHULIBI 1 NTepeaHel COOPOUHON eNUHULIBL.

2. Crnocobd mo m. 1, oTnuUaromuiicss TeM, YTO MO MEHbIIEH Mepe OnHa IeNeBas

>
XapaKTepPHCTHKA BKJIOYAET MO MEHbIIEH Mepe OJJHO U3 BA3KOCTH JIEKAPCTBEHHOTO CPEACTBA HIIH
o0BeMa JIEKapCTBEHHOTO CPEZCTBA.

3. Cnocod® mo m. | miom m. 2, OTIAMYAOIIMKCSA TEM, YTO KaXknaas 3auHsAs cOOpovHas
eIMHHLA B FPYIIe 3aAHUX COOPOUYHBIX SIUHHUL] COAEPIKUT APYroll MEXaHU3M MPHBO/AA.

4. Cnoco6 mo mrobomy m3 nm. 1-3, OTIMUAOIIMIACA TEM, YTO KaKAas IMepenHss
cOOpoYHasi eqUHULA COAEPKUT IPYroi COOPOUHBIN y3€ B BUJE IITPHILIA.

5. Cnoco®6 mo n. 4, ommnyaromuiics TeMm, 4To COOpPOYHBbIA y3e1 B BUAE IINPHULIA
CKOHCTPYMPOBAH U3 OJJTHOTO U3 CTEKJIA UJIH MOJUMEPHOrO MaTepHala.

6. Cnocob6 mo mobomy u3 mm 1-5, oTiaMyaromuiicss TeM, 4YTO Habop 0a30BbIX
KOMITOHEHTOB TI'€OMETPHYECKH HWAEHTHYeH B KOH(QUIypalMsx yCTPOWCTBA JOCTABKU
JIEKAPCTBEHHOTO CPEICTBA.

7. Cniocob no mobomy U3 mm. 1-6, OTIUYAOINHUNACS TEM, YTO JAOMOJHUTEBHO BKJIFOYAET
HaHECEHHE HAPYIKHOTO MOKPBITHSI HA YCTPOMCTBO HOCTABKH JIEKAPCTBEHHOT'O CPEICTBA.

8. Crioco0 1o 1. 7, OTJMYAIOLIHIACS TeM, YTO HAPYKHOE TIOKPBITHE BBIOMPAIOT, UCXO/S 3
110 MEHbIIEH Mepe OHOro aTpudyTa MoApa3yMeBaeMOii IPYIIIbI OJb30BATENCH.

9. Criocob cOopku TIATHOPMEHHOTO YCTPOMCTBA JOCTAaBKH JIEKAPCTBEHHOI'O CPENICTRA,
IIPU 3TOM CIIOCOO BKITFOYAET:

npenocTaBieHne HabOopa 0a30BBIX KOMIIOHEHTOB JJISI  YCTPOMCTBA  JOCTaBKH
JIEKapCTBEHHOTO CPECTBA;

ONpeneseHne, MCXOAs W3 IO MEHbIIEH Mepe OAHOM LEJNeBOH XapaKTePUCTUKU
YCTPOWCTBA TOCTABKH JIEKAPCTBEHHOTO CPEACTBA, NePBOi COOPOUHON €MUHMLIBI TS YCTPOICTBa
JOCTaBKH JIEKAPCTBEHHOTO CPECTBA M3 MEPBOi MPYIIIbI BHIOUPAEMbIX COOPOYHBIX €IHHULL,

BBIOOp OTPEIeSIEHHON MepBO COOPOUHON eUHHIIB,

ONpeaesIeHUe, UCXOAsl U3 10 MEHbUIEH Mepe ONHOHM LENIEBOM XapaKTEePUCTUKU, BTOPOU
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cOOpOYHON €AMHULBI [T YCTPONCTBA TOCTABKU JIEKAPCTBEHHOT'O CPEACTBA M3 BTOPOH IPYIIIIBI
BBIOMPAEMBbIX COOPOYHBIX €IUHHUII;

BBIOOp OTpeAesIeHHOM BTOPOH COOPOYHON €NUHULIBI,

ONpeaeseHre, UCXOA U3 M0 MEHbILIEH Mepe OAHOM LEJIeBOM XapaKTEePUCTUKH, TPEThEU
cOOpOYHON €MHUILIBI JIJIs1 YCTPONUCTBA AOCTABKHU JIEKAPCTBEHHOT'O CPENCTBA U3 TPEThEHl IPYIIIbI
BBIOMPAEMBIX COOPOYHBIX €TUHULI,

BBIOOD OIpeAeNeHHON TpeThel COOPOYHON eANHULIBI,

cOOpKy yCTpOWCTBA JOCTABKH JIEKAPCTBEHHOTO CPENCTBA C MpPHUMEHEHHEeM Habopa
0a30BbIX KOMIIOHEHTOB, MIEPBOI COOPOYHON €IMHHIIBI, BTOPOI COOPOUHON €IMHULBI U TPETheH
cOOpPOYHON €TUHHUIIBI.

10. Criocob no 1. 9, OTIMYAKOIIUIICS TeM, YTO N0 MEHbLIEH Mepe OHa XapaKTePUCTHUKA
BKJIFOYAET 1O MEHbIIEH Mepe OAHO M3 BA3KOCTH JIEKAPCTBEHHOIO CpPEACTBAa WM O0BeMa
JIEKapCTBEHHOI'O CPECTBA.

11. Crocod mo m. 9 wim n. 10, OTIIMYAOLIHMIACSA TeM, YTO IMepBasi rPyIIa BEIOMPAEMbIX
cOOpPOYHBIX €IWHUI] BKJIIOYAET COBOKYIMHOCTh MPEABAPUTEIBHO 3aMIOJHEHHBIX COOPOUHBIX Y3JIOB
B BU/IC IITIPHLIA.

12. Cnmoco6 mo mobomy m3 mm. 9-11, oTnmuarommiics TeM, YTO BTOpas Tpymma
BBIOMPaEeMbIX COOPOUHBIX €IMHHUII BKIIOUAET COBOKYTHOCTh COOPOYHBIX Y3JIOB MPUBO/A.

13. Cnocob6 mo m. 12, oTnMYaromuiics TeM, YTO COBOKYITHOCTb COOpPOUHBIX VY3JIOB
NPUBO/Ia BKJIFOYAET COBOKYITHOCTB IPY)KHMH, paOOTAIOIINX HA KPy4YeHHE, NPH 3TOM Kaxnas W3
NPY>KUH, pabOTAIOLINX Ha KPYYEHHUE, COBOKYITHOCTH UMEET Pa3INIHbIE XapaKTEPUCTHKH.

14. Cnocob6 mo mobomy u3 mm. 9-13, oTnMuarOIUNCS TeM, 4YTO TPEeThsl TPyIIa
BBIOMPAEMbIX COOPOYHBIX EAMHUI] BKJIIOYAET COBOKYITHOCTh MEPEXOJHHMKOB U Pa3HbBIX
00BEMOB.

15. Cnoco6 mo mobomy w3 nm. 9-14, OTIMYAIOIIMHCS TeM, YTO IOMOJIHUTENBHO
BKJIFOYAET HAHECEHHE HAPYXKHOTO TIOKPBITUS HA YCTPOHCTBO JOCTABKH JIEKAPCTBEHHOTO
CpeAcTBa.

16. Crioco® 1o m. 15, OTIHYaroImuiCs TeM, YTO HAPYKHOE MOKPBITHE BHIOUPAIOT, UCXOS
U3 TI0 MEHbLIEH Mepe OHOTO aTpuOyTa MOAPA3yMEBAEMO IPYIIITbI TOJIb30BATEIEH.

17. Cnoco6 mo mobomy u3 mm. 8-16, orTiamyaromuiicss Tem, 49to Habop 0a30BBIX
KOMIIOHEHTOB ~I€OMETPUYECKH HJAEHTHYEH B KOHPHUIypalusx YCTPOHWCTBA JTOCTABKU
JIEKapCTBEHHOI'O CPECTBA.

18. IlnatpopMeHHOE YCTPOICTBO TOCTABKH JIEKAPCTBEHHOT'O CPEACTBA, U3TOTOBJIEHHOE C
NPUMEHEHHEM CII0c00a, BKIFOUAIOIIETO CIEAYIOLINE STAlIbI:

npenocTaBieHne HabOopa 0a30BBIX  KOMIIOHEHTOB JJISI  YCTPOMCTBA  JOCTaBKH
JIEKaPCTBEHHOI'O CPEACTBA;

ONpeneseHne, MCXOAs W3 IO MEHbIIEH Mepe OAHOM LEeJNeBOHM XapaKTePUCTUKU
YCTPOWCTBA OCTABKH JIEKAPCTBEHHOTO CPENICTBA, NIEPBO COOPOYHON €IMHULIBI JJIsl YCTPOHCTBA
TOCTAaBKH JIEKAPCTBEHHOT'O CPEZICTBA U3 MEPBOH IPYIIbI BBIOMPAEMBIX COOPOYHBIX €IUHHULI,

BBIOOp OmnpeneNeHHOH nepBoii cOOPOUHON eNUHUIIBI,
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ONpeaeeHNe, UCXOAsl U3 10 MEHbLIEH Mepe OJHOHN LeNIEBOM XapaKTEPUCTUKH, BTOPOU
cOOpOYHON €AMHULBI [Tl YCTPONUCTBA TOCTABKH JIEKAPCTBEHHOI'O CPEACTBA U3 BTOPOH TPYIIIBI
BBIOMPAEMbIX COOPOUHBIX €IMHHII,

BBIOOp OTpeesIeHHON BTOPOH COOPOYHOMN eNUHULIBI,

ONpeNeeHUe, UCXOA U3 10 MEHbILIEH Mepe OAHOM LEJIeBOM XapaKTePUCTUKH, TPEThEU
cOOpPOYHON eIUHMILIBI ISl YCTPOWCTBA HOCTABKHU JIEKAPCTBEHHOT'O CPEACTBA U3 TPEThEH IPYIIIBI
BBIOMPAEMBIX COOPOYHBIX €TUHULI,

BBIOOp OMpeAeNIeHHOH TpeTbeli COOPOYHON eTUHHLIBI,

cOOpKy yCTpOWCTBAa JOCTABKH JIEKAPCTBEHHOTO CPENCTBA C MpPHUMEHEHHeM Habopa
0a30BbIX KOMIIOHEHTOB, NIEPBOI COOPOYHON €AMHULIBI, BTOPOH COOPOUHON €NUHUIIBI U TPEThEH
cOOpPOYHON eTUHHUIIBL.

19. IInardpopmMeHHOE YCTPOWCTBO IOCTAaBKH JIEKAPCTBEHHOTO CpeAacTBa mo 1m. 18,
OTJIMYAIOINeecs] TEM, 4YTO TepBas TPyIna BbHIOMPAEMbIX COOPOYHBIX EAMHHUL[ BKJIIOYAET
COBOKYITHOCTb IPEABAPUTENLHO 3AMOTHEHHBIX COOPOYHBIX Y3JIOB B BUE LITPHULIA.

20. ITnardpopmMeHHOE YCTPOMCTBO MOCTABKHU JIECKAPCTBEHHOIO CpencTsa mo m. 18 wmm m.
19, ornmuaromieecss T€M, YTO BTOpas TPyINna BbIOMPAaeMBbIX COOPOYHBIX EIUHUIl BKIFOYAET
COBOKYITHOCTb COOPOYHBIX y3JIOB IPHUBOJA.

21. IInardopmMeHHOE YCTPOHCTBO TOCTABKU JIEKAPCTBEHHOT'O CPEACTBA IO JFOOOMY U3 1.
18-20, ornuuarormeecss TeM, YTO TPEThSl TPyIIa BbIOMPAEMbIX COOPOYHBIX €OMHMI] BKIKOYAET
COBOKYITHOCTb NEPEXOIHUKOB JIJIsl Pa3HBIX 00BEMOB.

22. IlnarpopmeHHas cucremMa i1 COOPKHM YCTPOWCTBA HOCTaBKU JIEKAPCTBEHHOT'O
CpEACTBa, IPU 3TOM CHCTEMA COJEPKUT:

HaOop Ga30BBIX KOMIIOHEHTOB 11 YCTPOWCTBA TOCTABKHU JIEKAPCTBEHHOT'O CPECTBA,

NEepBYI0 TIPYINy BbIOMpaeMbIx COOpPOYHBIX EIMHUL JUIi YCTPOMCTBA JOCTaBKU
JIEKapPCTBEHHOI'O CPEACTBA;

BTOPYIO TpyNIy BbIOMpaeMbIX COOPOYHBIX EIWHUIL] Ui YCTPOWCTBA JOCTaBKHU
JIEKapCTBEHHOT'O CPE/CTBA; U

TPETBIO TPYIIY BbIOUPAEMBIX COOPOYHBIX EIUHHUL Ui YCTPOMCTBA JOCTAaBKH
JIEKapCTBEHHOI'O CPEACTBA;

IPU 5TOM YCTPOMCTBO AOCTABKH JIEKAPCTBEHHOT'O CPEACTBA COOMPAETCSl ¢ MPUMEHEHUEM
[0 MEHbLIEH Mepe OAHOW LIeNeBOM XapaKTEPUCTUKU YCTPONCTBA JOCTABKM JIEKAPCTBEHHOIO
CpeAcTBa Uil ONpenNeNeHHuss W BbIOOpa MEpPBOH COOPOYHON €NUHUIBI M3 TEPBOH TPYIMIIBI
BbIOMpPaEMBbIX COOPOYHBIX €IWHML, BTOPOH COOPOYHONW €AMHULBI W3 BTOPOH TPYIIIBI
BbIOMpPaeMbIX COOPOYHBIX EAWHHUI] M TPeTbell COOPOYHOH eOMHHMLBI W3 TPEThEH TPYIIIbI
BBIOMpPaeMbIX COOPOYHBIX €IMHUL], U MPUCOeNnHEHHsT Habopa 0a30BbIX KOMIIOHEHTOB K IEPBOM
rpyIine BeIOMpaeMbIX COOPOUYHBIX €IUHHIL, BTOPOH Ipymie BHIOUPAaeMbIX COOPOUYHBIX E€IHHHULL U
TpeTbell rpymIe BEIOUPaEeMbIX COOPOUHBIX €IMHUILI.

23. TlnatopMeHHast cUCTEMA MO 1. 22, OTIMYAIOIIASACSA TEM, UTO 110 MEHbLIEH Mepe OHa
XapaKTepUCTUKA BKIIIOUAET MO MEHbIIEH Mepe OAHO U3 BA3KOCTH JIEKAPCTBEHHOI'O CPEACTBA WU

oObema JICKaPCTBCHHOI'O CPEACTBA.
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24. TlnardpopmeHHasi cuctema mo M. 22 wim M. 23, OTIMYAKOMIAsICS TeM, YTO TMepBas
rpynmna BbIOMpaeMbIX COOPOYHBIX €OMHMIl BKJIIOYAET COBOKYITHOCTb IPEIBAPUTENBHO
3aII0JIHEHHBIX COOPOYHBIX Y3JIOB B BUAE LINPHLIA.

25. IlnatpopmeHHas cucrema 1o Jro0oMy U3 . 22-24, OTIUYaI0INascs TEM, YTO BTOpas
rpynna BeIOMpaeMbIX COOPOYHBIX €IUHUL] BKJIIOYAET COBOKYITHOCTh COOPOYHBIX Y3JIOB MPHBOAA.

26. IlnardpopmeHHass cucremMa Mo M. 25, OTIUYAIOMASACS TE€M, YTO COBOKYITHOCTH
cOOpPOYHBIX Y3JIOB MPUBOA BKJIIOYAET COBOKYITHOCTh MPYKUH, pabOTAIOINX HAa KpydeHHe, Ipu
S5TOM KaXhas M3 MpPYKHUH, palOTarOIIMX HAa KPY4YEeHHE, COBOKYIMHOCTH HMMEET pa3IHYHbIe
XapaKTePUCTHUKU.

27. IlnatpopmeHHas cucteMa 1o JroOoMy U3 mil. 22-26, OTIIMYAKOLIAsICS TEM, YTO TPEThbS
rpyImna BeIOUPaeMbIX COOPOYHBIX €AMHUL] BKIIFOYAET COBOKYITHOCTD MEPEXOIHUKOB JJISI PA3HBIX
00BEMOB.

ITo noBepenHocTH
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