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INPEITAPATBI AMOP®HOI'O HHI'MBUTOPA KMNHA3bBI U CITIOCOBBI UX
IMPUMEHEHMUWA

ITEPEKPECTHAX CCBIJIKA HA POJACTBEHHBIE 3AABKU

[0001] ManHas 3asiBKa 3asBJsieT NPUOPUTET HA OCHOBaHUM 3asABKU Ha mateHT CIIA Ne
62/955073, nonannoii 30 nexabpst 2019 r., 3asBku Ha nmateHT CIIIA Ne 62/955062, nmopanHoit 30
nexadpst 2019 r., 3asBku Ha mateHT CIIA Ne 62/968695, nonannoii 31 sHBapst 2020 ., 1 3as1BKU
Ha mateHT CIIIA Ne 62/968724, nonannoii 31 ssuBapst 2020 r., conepikaHue KaKIOW U3 KOTOPBIX
BKJIFOUEHO B HACTOALIUHN TOKYMEHT IMOCPEACTBOM CChUIKH.

YPOBEHb TEXHUKU

[0002] ¢-KIT (taxxe wmsBectHast kak KIT, CD117 u peuentop ¢akropa CTBOJOBBIX
KJIETOK) MPENCTaBIsieT cOOOi TpaHCMEMOpaHHBIN THPO3WHKUHA3HBIA Oenok maccoit 145 k/la,
KOTOpBIH BhIMONHsIeT PyHKImto peuenropa Il Tuma. [Iporoonkoren ¢-KIT, pacnonoskeHHbIN Ha
xpomocome 4ql1-21, kommpyer penentop c-KIT, nmuranmamu KOTOpOro SIBISIFOTCS (HakTop
crBosioBbIX KieTok (SCF), cranpHOM (axTop, murana kit 1 ¢pakTop pocTa TYYHBIX KJIETOK. DTOT
peuenTop obnafaeT aKTUBHOCTBIO THPO3HMHOBOM MPOTEHMHKUHA3BI, U CBsi3biBaHUe yuranaa SCF
npuBonuT K ayrodochopunmposanuto c-KIT u k ero accoumanmm ¢ TakuMu cyocTparamu, Kak
docharunummnosuton-3-kunaza (PI3K). ®ochopunmmpoBanne THPO3WHA THUPO3ZHMHOBBIMH
NPOTEUHKHWHA3aMH SIBJSIETCS. OCOOEHHO BaXKHBIM B KIJIETOYHOH Iepenade CHUTHAJIOB M MOXKET
OMOCpeNoBaTh Mepenadyy CHUTHAJIOB JJii OCHOBHBIX KJIETOUHBIX IPOLIECCOB, TaKUX Kak
nponudeparus, BbDKUBAEMOCTb, TU(PPEPEHIIUPOBKA, ANONTO3, NMPUKPEIUICHWE, WHBA3HOHHAs
ciocoOHocTh U Murpauus. Jledexrst B c-KIT sBisAroTcs npudnHOi npedanguzMa - ayTOCOMHO-
JOMHMHAHTHOM TE€HETUYECKOM AHOMAJIUU PAa3BUTHA MUIMEHTALUU, XapaKTepU3yHoLIencs
BPO’KACHHBIMH IISITHAMH O€JION KOKHU U BOJIOC, B KOTOPBIX OTCYTCTBYIOT MEJIAHOUUTHI. MyTarmu
reHa c-KIT ¢ npuobperennemM GpyHKIIMU U SKCIPECCHs] KOHCTUTYTHBHO (hochoprinpoBaHHOTO C-
KIT of0HapyxuBatoTcss B OOJBIIMHCTBE CJIy4aeB CTPOMAJIbHBIX OMyXOJeH JKeJyIOYHO-
kumeyHoro Tpakta (GIST) um wmacrommrosa. Kpome Toro, moutu Bce TOHaJaJbHbIE
CEMUHOMBI/TUCTEPMUHOMBI  IEMOHCTPHUPYIOT OKpamuBaHue wmemOpanel Ha c-KIT, u B
HEKOTOPBIX padoTax ObUIO BBIACHEHO, uTO HekoTopbie (10-25%) HecyT myrtanuio rena c-KIT.
Hedextor c-KIT Taxke ObUIM aCCOLMUPOBAHBI C OMYXOJISIMU SIMYKA, BKJFOYAs OIYXOJIH
3apoapnueBbix ki1etok (GCT) u onmyxomu 3aponbimessix kieTok siudka (TGCT). Myrauun C-
KIT Taxxe ObLIM aCCOLMMPOBAHBI C TIOATPYIIION KOKHON HITN aKpaJbHON MEJTaHOMBI.

[0003] Bbuto MOKa3aHO, YTO OHKOTEHHbIE FeHOMHbIe M3MeHeHus1 knHa3bl PDGFRo wn
ceepxakcrpeccuss kuHasel PDGFRa  sBisiroTcst npudyuHONM — BO3HUKHOBEHHS  PAaKOBBIX
3a0oneBaHni y 4enoBeka. bbuto mokasaHo, uTo MUCCeHC-MyTaunu kuHa3el PDGFRa sBrsiroTest
NpUYMHONW BO3HUKHOBeHHUs1 mnoxarpynnbl omyxosedt GIST. Myrauuun PDGFRa  sBrsroTces
OHKOreHHbIMU (pakTopamu B mpumepHo 8-10% ciyuaeB GIST. Ilpeobnagarormeid myTtarueit
PDGFRa siBnsiercst D842V B sk30He 18, x0Ts Takke cooOMaNoch 0 APYrUX MyTAIHSIX B HK30HE
18, Brirouast D846Y, N848K u Y849K, u mHCEpLIMOHHO-ACNIEIMOHHBIX MyTalUsIX (MHOSAX) B
sk30He 18, Briouas RD841-842KI, DI842-843-IM u HDSN845-848P. Kpome Toro, Takxke



coobmanock o penkux Myrauusx B 3k30Hax 12 u 14 PDGFRa. B ciaygae GIST coobmanock o
nenenroHHbIX MyTauusax PDGFRa AD842-H845 u AI843-D846 B skx30He 18. Amrumduxanms
win myraunun PDGRFo Obutn ommcanbl B TKaHSIX 3JIOKAYECTBEHHBIX OIMyXOJiel 00oJouek
nepudepudeckux HepBoB yenoBeka (MPNST). Ammm¢uxauns PDGFRa Opina onmcana npu
MHOKECTBEHHBIX IMOPAKEHUSIX KOXKU NpU HenudpdepeHNpOBaHHON MiIeoMopdHOI capkoMe U
NPU MHTHUMaJIbHOU capkoMe. Ammumndukanus PDGFRo Obuta cBsi3aHa ¢ MOATPYNIION NALEHTOB
c pakom userkoro. 4ql2, comepxammii jJokyc reHa PDGFRo, ammmuduiuposan B 3-7%
aTleHOKapIMHOM JieTKOro U 8-10% TUIOCKOKJIETOYHBIX KapLUUHOM JIETKOTO. AMIUTH( UKL
PDGFRa, pacmpocTpaHeHa TpH acTPOLIMTOMAx JeTeldl U B3POCHBbIX BBICOKOH CTETeHU
3JI0KAUYECTBEHHOCTH M MO3BOJIMJIA BBIIBUTH TPYIIY ¢ HEOJIaronpusTHBIM NMPOrHO3oM tnipu /DH -
MyTaHTHOH rimobnacrome. Amrummpukauus PDGEFRao dacto Habmomanach NPU OMyXOJSIX
nereit (29,3%) u B3pocibix (20,9%). Coobmanock, uyto ammumudukanus PDGIRo, noBbImaercs ¢
NOBBIIIEHHEM CTENICHU 3JIOKAYE€CTBEHHOCTU U, B YaCTHOCTH, CBsI3aHA C MEHee OJIaronpusTHBIM
NPOTHO30M TpHu HOBOOOpazoBaHHOW [DH/-mytantHoii GBM. BpUIO MOKa3aHO, YTO B JIOKyCe
PDGFRo. npu o0ycnoieHHbIx amrutudukanued PDGFRo rmmoMax IMeeT MECTO BHYTPUTEHHAST
AeNenuoHHast mepectpoiika 3k30Ha 8,9 PDGFRa. JlaHHash BHYTpPUT€HHAasl Aeieuus ObLia
pacripocTpaHeHHOH U mMena mecto B 40% cinydaeB mynapTH(OpMHOI rnmobnactomel (GBM),
xapakrepusyomuxcst ammuudukamedn  PDGFRo.  Onyxonwm ¢ JaHHOH — NEepecTpOMKON
JIEMOHCTPHUPOBAIN T'MCTOJOTMYECKUE PU3HAKU OJINTOACHAPOITINOMBI, & BHYTPUTe€HHAs eI
sk30Ha 8,9 PDGFRo. neMOHCTpUpPOBaa IMOCTOSIHHO MOBBIIIEHHYK aKTUBHOCTb TUPO3MHKHUHA3BL
Cmuteiii  Oenoxk  FIPIL1-PDGFRA  sBnsiercs OHKOreHHbIM B IOATPYNIE ITaLIUEHTOB,
CTpafaIInX TUIepP303uHOPUIbHBIM cuHApoMoM. Chusinue FIPI1L1- PDGFRo, Ttakxe ObLIO
OOHAapy>k€HO TpPU OCTPOM MHEJOHIHOM JIeWKO3€, CBSI3aHHOM C JO03MHOpUINEH, WU
mumpobnactHoit T-kneTounoit mumdome.

[0004] Takoi muruburop c-KIT mmpokoro cmekrpa AeHCTBUS M NpemnapaTrbl Ha €ro
OCHOBE HUMeNu Obl OONBLIYIO TEParneBTUYECKYI) LIEHHOCTh TMPHU JICUEHHH TMAlHEeHTOB C
pedpaxrepupiMu GIST u mamueHTOB, CTpajalOUIMX APYrHMH paccTpoiictBamu. CymecTByeT
NnoTpeOHOCTh B MEPOPANbHBIX Mpernaparax, OOeCHeYMBAIOIINX B 3HAYMTEJIBHOW CTENeHU
CTa0MJIbHBIC MPOAYKTHI I MALMEHTOB. MyTalyu, AeNeH, MePecTPOHKH M aMIUTU(UKALUS
reHa PDGFRo cBsi3aHbl C PSIOM COJNUAHBIX M TE€MATOJOTMYECKHX ONMyXOoJield. Y4uThIBas
cnoxkuyto ¢pynkuo resa PDGRFo u nmoteHImanbHy0 nmpuMeHUMOCcTh HHrHOuTopoB PDGFRa
NpH JICUEHUH PA3TIMYHBIX COJIMIHBIX U FE€MATOJOTMYECKUX OIMyXOJeH, CYyIeCTByeT NOTPEeOHOCTh
B IIEPOPANIbHBIX MpenapaTaX HHrHOUTOPOB C XOPOIIUMH TEPANEBTUIECKUMHU CBOHCTBAMHU.

KPATKOE OITMCAHUME U30BPETEHMA

[0005] B HacrosimieM NOKYMEHTE, CpPenu MpOYero, MpeioskeHbl aMopgHbie (HOpMBI
coenquHennii gopmyasr  (I), TBepable aucnepcud W (apPMALEBTHYSCKUE KOMIO3HUIIUH,
comepskame amopdHble Gopmbl coenuHeHuit dopmynsl (I), momxoasiue IJsi MEPOPaTBLHOTO

BBEZICHU, coneprkamue amopdHyro Gopmy coenunenus popmydsl (I):



®opmyaa (I)

Hanpumep, B HacTosmieM JOKYMEHTE MpeIoKeHa (papMaleBTHYECKasi KOMITO3UIIHS,
cofeprkaliasi TBEPAYI0 BBICYLICHHYI PACHbUICHHEM AHCIEPCHIO, COAEPKAIIYI aMOPQHYIO
dopmy coenuHeHus, npencraBieHHOro Qopmynoit (I), M (apManeBTHYECKH NPUEMIIEMBbIH
NoJMMep, U OAMH Win Ooyiee (papMaLeBTUUECKU NMPUEMIIEMBIX HOcHTeNed. PaccmarpuBaemble
KOMITO3ULIMH, TPEIJIOKEHHBIE B HACTOSILIEM JOKYMEHTE, HampuMep, KOTOPbIE BKIIOYAIOT
amopduyro ¢opmy dopmyinsl I, Hanpumep, B TBEPAOH TUCTIEPCHH, KaK OMHCAHO B HACTOSILIEM
IOKYMEHTE, MOTyT OOeCne4yuBaTh, B OTACJBHBIX BAPHAHTAX OCYLIECTBICHHS, YJIy4IIECHHBIE
dapMakokuHeTHYECKHE TPOGUIN TpPU BBEACHWH MALMEHTY, HANPHUMEP, MO CPABHEHHIO C
BBEICHHEM KpHCTATHUecko (opmbl Qopmynsl 1. PackpbiTele KOMMIO3UIUH (HampuMmep,
TaONETKN) XapakTepU3yIOTCs, MO MEHbIIEeH Mepe B HEKOTOPBhIX BAPHUAHTAX OCYLIECTBIICHUS,
OBICTPBIM BBICBOOOXKIEHUEM (HampuMmep, B TeueHne 30 MUHYT win MeHee) dhopmynsl [ w/vmm
OBICTPBIM PACTBOPEHUEM.

[0006] Tak>xe B HacTOALIEM JOKYMEHTE B OJJHOM BapUaHTE OCYIIECTBJICHUS MPEIJIOKEeHA
dapmarieBTUYECKasT KOMIIO3HLIUSA, COAEpIKaIlas: (a) BHYTPUTPAHYJSIPHYIO CMECh, COAEPIKALIYIO:
(1) TBepmyr AMCIEPCHIO, coaepxkamyro amMophHyo (GOpMy COENWHEHUs, MNPEICTaBJICHHOTO
dopmynoii (I), 1 papmanieBTHUECKH MPpHUEMIIEMbIH oauMep; (ii) OAuH WK Oosiee HaTIOIHUTENEH,
(iii) paspeixnutenb, (1v) ckomb3simee BewmectBo, M (V) cmasbiBaroliee BemiectBo;, u (b)
BHETPAHYJISIPHYIO CMeCh, cozepskainyro: (i) ckojb3simiee BemectBo, W (ii) CMa3bIBaroLIee
BEILECTBO.

[0007] B HeKOTOpBIX BapHaHTaX OCYLIECTBJEHHUS B HACTOSIIEM JOKYMEHTE TPEIIO’KeHa
amopdHasi popma coequnenus: popmyinl (1), He comep:kainas OOHAPYKUMBIX KOJIMYECTB KaKOM-
MO0 KPUCTALTHUECKOH (POPMBL

[0008] B HEeKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS B HACTOSIIEM JOKYMEHTE TPEIIOKeHa
amopdHast popma coequnenus: popmyisl (1), He comepxkamas 0OHAPYKUMBIX KOJIMYECTB KaKOM-
b0 KpUcTaTNIecKoi opmel coenuHenus: popmyasl (I).

[0009] B HeKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS B HACTOSIIIEM JOKYMEHTE TMPEIIOKEeHa
amop¢Has popma coenurenus: Gopmyisl (I), conepkamas He Gonee mpuOIM3UTENBHO S Mac.%
KaKoH-TH00 KpucTautnaecko popmbl coenuaenus Gopmysl (I).

[00010] Takxxe B HACTOAIIEM JOKYMEHTE€ B OJHOM BapUaHTE OCYIIECTBJIEHUS
npemyioxkeHa amopdHas ¢opma coemmnenuss opmyansl (I), koropas comep:xkutr He Oosee
npuOIMBUTENILHO 5 Mac.% Kakou-mud0 KPUCTATMUECKOH (HOPMBI WIIH HE CONEPKHUT KaKOro-
60 0OHAPYKUMOTO KOJMYECTBA KAaKOW-IN00 KPUCTAIUINYECKOH (hOpMBI COeAMHEHUS (HOPMYIIbI

(I) npu Bo3melicTBUM oTHOCUTENBHOM BiaxkHocT 0-100% npu 25-40 °C B TeueHue Mo MeHbIIeH



Mepe 3 MeCsILIEB.

[00011] Takxe B HAcCTOAIIEM JOKYMEHTE B OJHOM BapUaHTE OCYLIECTBJIEHUS
npemioxkeHo coenuHenune ¢opmyssl (1), rme coenuHenue sBisieTcss aMoppHBIM OoJiee YyeM Ha
npubnu3uTenbHo 95%. B HEKOTOpPBIX BapHaHTax OCYINECTBJICHUS NPEMJIOKEHO COEIHMHEHUE
dopmyisl (I), rne coenuneHue siBisieTcss aMopdHbIM Oosiee YyeM Ha mpuOIU3UTENbHO 95% Mo
nanHbIM aHanu3a PXRD (mopoiikoBasi peHTT€HOBCKAs U PAKLIUS).

[00012] Takxke B HAcTOsIEM JOKYMEHT€ B OJHOM BapUaHTE OCYLIECTBIICHHUS
npeioxkeHo coenunenue Gopmyibl (I) B amopdHOl Gopme, 1o CylIeCTBY He COmepsKallei
KaKUX-JTHO0O0 Ipyrux Kpucraumdeckux Gopm coequnenus Gopmysi (I).

[00013] Takxe B HACTOAIIEM JOKYMEHTE B OJHOM BapUaHTE OCYIIECTBJICHUS
npemyioxkeHo coenuHerue Gopmyibl (I) B amopdHON (opme, Mo CyliecTBy He comepskaiiei
KPHUCTAJUTMUECKOTO BEINECTBA, MMEIOLIeH YUCTOTY IO MEHbIIEeH Mepe mpuomusuTenbHo 95% 6e3
y4eTa OCTATOUYHBIX PACTBOPUTEIECH.

[00014] Takxxe B HACTOAIIEM JOKYMEHTE B OJHOM BapUAaHTE OCYILIECTBJIEHUS
npeanokeHa (apManeBTHUECKas KOMITO3ULMS, coneprkamasi aMophHyro (GopMy COennHEHHs
dopmyner (I), umeromyro uuctoTy no AaHHbIM BOXX (Bbicokod(h(eKTHBHAS KUIKOCTHASI
xpomatorpadusi) Sonee 95%, u oguH Wi Oosee GpapMaleBTHYECKN MPUEMIIEMBIX HOCUTENEH,
BCIIOMOTaTEJIbHBIX BEIIECTB WIH pa30aBUTEIEH.

[00015] Takxxe B HACTOAIIEM JOKYMEHTE€ B OJHOM BapUaHTE OCYLIECTBJIEHUS
npensiokeHa (apmaLeBTHUECKas KOMITO3ULMS, coneprkamasi aMophHyro (GopMy COennHEHHs
dopmyner (), HE comepkairyro OOHAPYKUMBIX KOJIUYECTB KaKOU-THOO KPHUCTAJUIMYECKOU
dopmbl, 1 onuH UM Oojee (papMaLEeBTHUECKH NPHEMIIEMbIX HOCUTENEH, BCIOMOTraTeNIbHBIX
BEILECTB WK pa30aBUTENEH.

[00016] B HEKOTOPBIX BapuaHTax OCYIIECTBJIEHUS B HACTOSLIEM JTOKyMEHTE MPeaIosKeHa
¢dapmaneBTHYECKas KOMIIO3HLIUS, coaeprkamias amopdHyro Gopmy coenrHeHus Gopmynsl (1), He
COAEPIKALIYI0 OOHAPYKUMBIX KOJIUYECTB KaKOW-THOO KPUCTAJUIMYECKOH (POPMBI COCAMHEHUSI
dopmyner  (I), wu omuH waum  Oonee  (dapMalleBTHUECKH TPUEMJIEMBIX  HOCHTENEH,
BCTIOMOTATEJIbHBIX BEIIECTB WU pa30aBUTEIICH.

[00017] B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHHUS B HACTOSLIEM JOKYMEHTE TPEIJIOKEeHA
dapmaneBTHYECKasT KOMITO3UIUS, coaepskamas amopduyo dopmy coenunenus: ¢popmysl (1),
colepikalyro He Oosee MpHOIM3UTENBHO S5 Mac.% KakoH-mmOO KpUCTAIUINYECKOH (GOpMbI
coequHenus: Gopmyisl (I), u ogun win Oojee papMaleBTHUECKH TPUEMIIEMBIX HOCHUTENEH,
BCIIOMOTaTEJIbHBIX BEIIECTB WIH pa30aBUTEICH.

[00018] Takxke B HACTOAIIEM JOKYMEHTE B OJHOM BapUaHTE OCYILIECTBJIEHUS
npensokeHa (apmaLeBTHUECKas KOMITO3ULMS, coneprkamasi aMophHyro (GopMy COennHEHHs
dopmyner  (I), xotopast comepkuT He Oosee mnpubmuzuTenbHO S5 Mac.% KakoW-IHOO
KPHUCTATNUECKOW (POPMBI MIIM HE CONEP)KUT KAKOTO-THOO OOHAPYKMMOTO KOJIMYECTBA KaKOM-
mbo kpucrammdeckoil gopmbr coenuHenus ¢opmyinel (I) mpu BO3AEHCTBUH OTHOCUTEIBHOMN
BiaxxkHocTa 0-100% npu 25-40 °C B TeueHne npuOIM3UTENBHO 1O MEHbINEH Mepe 3 MecsIeB, U

onuH wiu Oosiee hapMalleBTUUECKU MPUEMIIEMbIX HOCHTENIEH, BCTIOMOTATEIbHBIX BEIIECTB HJIH



pasbaBurenei.

[00019] Takxxe B HacTOslleM JOKYMEHTE B OJHOM BapHUaHTE OCYLIECTBJICHMUS
npensiokeHa (apmaLeBTHUECKas KOMITO3ULMS, coiepramasi aMophHyro (GopMy CcoennHEeHHs
dopmyiel (I), rne coenunenue siBisiercs amopdHbIM Oonee yem Ha mpuOIU3UTENBHO 95%, U
oauH wiu Oosnee (papMaleBTHYECKH MPUEMIIEMbIX HOCHTENIEH, BCIIOMOTIATENIbHBIX BEIIECTB MU
pazbaBureneii. B HEKOTOPBIX BapuaHTaX OCYINECTBICHUS (hapMaleBTHUECKass KOMIIO3ULIHS
comepxkut coenuHenue Gopmyisl (I), rme coemuHeHue sBisgeTcss amopdHeIM Oonee ueM Ha
npubIn3uTENBEHO 95% 1o naHHbIM anann3a PXRD.

[00020] Takxxe B HacTOsIleM JOKYMEHTE B OIHOM BapHUAHTE OCYLIECTBJICHMUS
npeasiokeHa (apMaLeBTHUECKas KOMITO3ULMS, conepramasi aMophHyr (GopMy COenuHEHHs
dopmyisl (I), MO CylIecTBY He CONEPKAIIYI0 KAKUX-THOO APYrUX KPHUCTAJUIUYECKUX (HopMm, H
onuH win Oonee papManeBTUUECKHU MPHEMJIEMbIX HOCUTEJEH, BCIIOMOTATENIbHBIX BEIIECTB FIIH
pasbaBurenei.

[00021] Takxxe B HacTOslleM JOKYMEHTE B OJHOM BapHUaHTE OCYLIECTBJICHMUS
npeanokeHa (apManeBTHUECKas KOMITO3ULMS, coneprkamasi aMophHyro (GopMy COennHEHHs
dopmyel (1), MO CylIeCTBY HE COAEPKAIIYIO KPUCTAJUTMIECKON (POPMBI, HMEIOIIYIO YUCTOTY TIO
MeHbIIeH wmepe mnpudbmusurenpHO 95% mno gaHHRiIM BOXKX 06e3 ydera OCTaTOYHBIX
pacTBopuTenel, W OAMH WM Oojee (PapMaALEBTUYECKU TPHUEMIEMBIX HOCHTENEH,
BCIIOMOTaTEJIbHBIX BEIIECTB WIN pa30aBUTEIEH.

[00022] Takxxe B HacTOsllEeM JOKYMEHTE B OJHOM BapHUaHTE OCYLIECTBJICHMUS
NpesIockeHa TBepAas AMCIepcus, conepkamas amophuyo ¢opmy coenuHenus gopmyinsl (1),
UMeroLIy0 ducToty no naHHeiM BDXKX Gonee 95%, u nmonmmep BMecTe ¢ OMHUM WM Oonee
dapManeBTUYECKH TPUEMJIEMbIMU HOCHUTENSIMH, BCIIOMOTaTE€NbHBIMH  BELIECTBAMHU  WJIH
pa30aBUTENSIMU.

[00023] Takke B HAcTOsIIEM JOKYMEHTE B OJHOM BapUaHTE OCYLIECTBIICHHUS
npenyoxkeHa amopdHasi popma TBepAOH aucnepcun, comepkameii coenunenue Gopmyds (1) u
bapmManeBTUYECKH MpUEMIIEMbIH MOJIMeED, Harpumep, aleTaTCyKLUHAT
TUAPOKCUTIPONTMIMETHIILEIUIFONIO3bI, rae amopdHas Qopma XapakTepusyercsi MOPOLIKOBOH
PEHTI€HOBCKOW TU(PPAKTOrpaMMOM, MMEIOINEH MIMPOKHE MHKU B Tpagycax 20, Hampumep, B
rpaaycax 20 npu npubnmusuresapbHo 9,5 u ot mpubmsuTensHo 17 no nmpubmusutensHo 29. B
HEKOTOpBIX ~BapHaHTaxX oOCywecTBieHus amopdHas ¢opma coenunerus ¢opmynsl (1)
XapaKTEPU3yeTCs PEHTT€HOBCKON TU(PAKTOrpaMMOIi IO CYINECTBY Kak MOKa3aHo Ha ¢wur. 1.

[00024] Takxxe B HacTOslleM JOKYMEHTE B OJHOM BapHUaHTE OCYILIECTBJICHMUS
NpeIoKeHa TBEpAasl JUCIiepcHsi, coneprkamas amopduyo gopmy coennnaenus popmysl (I), He
cofiep KalIyr0 OOHAPYKUMBIX KOJIMYECTB KaKOW-TMOO KPUCTAJUIMYECKOH (POPMBI, M OIUH HIIH
bonee (QapManeBTUYECKH TMPHEMJIEMBIX HOCHTEJICH, BCIIOMOTATEIbHBIX BEIIECTB  WJIH
pasbaBureneil.

[00025] B HEKOTOPBIX BapUaAHTAX OCYLIECTBJEHUS B HACTOSLIEM JOKYMEHTE MPEIIOKEeHA
TBepHast aucrepcus, coaepxkamas amophuyro Qopmy coenmnenus ¢opmyasl (1), He

CoIep Kay0 OOHAPYKUMBIX KOJMYECTB KaKOW-THOO KPUCTAILIHMYECKON (POpPMBI COCTUHEHUS



dopmyner (I), m mommmep BMecTe ¢ OomHUM Wi Oojiee (papMalEeBTUYECKH MPUEMIIEMbBIMH
HOCHUTEJISIMH, BCIIOMOTaTEIbHBIMHU BEIIECTBAMU MIIN pa30aBUTEISIMMUL.

[00026] Takxxe B HacTOsIlEeM JOKYMEHTE B OJHOM BapHUaHTE OCYLIECTBJICHMUS
NpeIockeHa TBepAas AMCIepcusi, conepkamas amophuyo ¢opmy coenunenus popmyinsl (1),
comepkamyro He Oosee mpuOMM3UTENbHO S5 Mac.% KakoH-mOO KpUCTaTMUecKoi (opMel
coenunenusi popmynsl (I), U monumep BMecTe ¢ OAHMM WiIM Oonee (apMaleBTUYECKH
NPUEMJIEMBbIMU HOCUTEJISIMH, BCIIOMOTaTeIbHBIMU BELIECTBAMU HJIN Pa30aBUTEISIMU.

[00027] Takxxe B HacTOsIEeM JIOKYMEHTE B OIHOM BapUAHTE OCYLIECTBJICHMUS
NpesIoKeHa TBepAast AUCIepcusi, conepkamas amophuyo Gopmy coenunenus: Gopmyisr (1),
KOTOpasi COAepKUT He Oonee MpUONM3UTETBHO 5 Mac.% KakoH-THO0 KpUCTAILIUYECKOH (OpMBI
WIA HE CONEPIKUT KAKOTO-TUOO OOHAPYKMMOTO KOJIMYECTBA KAKOW-TUOO KPHUCTAJTHMYECKOM
dopmbl coequnenus: Gopmyisl (I) mpu BozaelcTBUN OTHOCUTENBHON BraxHOCTH 0-100% mpwu
25-40 °C B TeueHHe NMPHOIM3UTEIBHO 3 MECSIEB WM Oojiee, U MOJUMEp BMECTE C OHUM WU
Oonee (apManeBTHUECKH NPHEMIIEMbIMH HOCHTEJSIMH, BCTIOMOTATEIbHBIMH BEINECTBAMHU FHLUIH
pa3baBUTENSIMU.

[00028] Takxxe B HacTOslleM JOKYMEHTE B OJHOM BapHUaHTE OCYLIECTBJICHMUS
NpeIo’keHa TBepAast ANCIepcusi, conepkamas amophuyo Gopmy coenuaenus: gopmyisr (1),
r7ie COeAMHEHHUE SBIsIETCs aMOPGHBIM Ooiee YyeM Ha mpuOnmm3uTenbHo 95%, u mommumep BMeCTe
¢ omHuUM wuiu Oojee QpapMaleBTUYECKH IPUEMIIEMbIMA HOCHUTENSIMH, BCIIOMOTATEJbHBIMU
BEIIECTBAMHU WJIHN Pa30aBUTEISIMU.

[00029] Takxxe B HacTOslleM [OKYMEHTE B OJHOM BapHUAaHTE OCYLIECTBJICHMUS
npeIoKeHa TBepAast Aucnepcus, coaepkamasi amopduyro Gopmy coennnenus: popmyisl (I), mo
CYIIECTBY HE COAEPIKALIYI0O KAKUX-THOO IPYyruxX KPHUCTAJUIMUECKHX (HOpM, U MOJUMEP BMECTE C
omHUM wunu Oonee (apMaLEBTHYECKH TNPHEMIEMBIMH HOCHTEISMH, BCIIOMOTaTEeIbHBIMU
BELIECTBAMH WJIN pa30aBUTEISIMHU.

[00030] Takxxe B HacTOsIEeM JOKYMEHTE B OIHOM BapUAHTE OCYLIECTBJICHHUS
npeyioKeHa TBepaast Aucnepcus, coaepskamas amopduyro Gopmy coenunenust popmyisi (I), mo
CYIIECTBY HE COIEPKAINYI0 KPUCTALIMYECKOH (HOPMBI, UMEIOIIYI0O YHCTOTY IO MEHBLICH Mepe
npubmm3uTeNbHO 95% mo manHbiM BOYKX 0Oe3 ydera OCTaTOYHBIX PACTBOPUTENICH, U MOJUMED
BMECTe ¢ OaHuUM wiu  Oojnee  (apMaleBTUYECKH  MPUEMJIEMBIMH  HOCUTEJISIMH,
BCIIOMOTaTEJIbHBIMH BELIECTBAMH TN Pa30aBUTEISIMH.

[00031] B omHOM BapuaHTE OCYILIECTBJICHHMS B HACTOSAIIEM AOKYMEHTE MPENJIO’KEeHa
dapmaneBTHYECKH TIpUEMIIEMasi KOMITO3ULIMS JJIsT MEPOpPaJbHOrO BBEACHHUs, coneprkamasi: (1)
TBEPAYIO IUCIEPCUIO, TA€ TBEpAas IUCHEPCUs COINEPXKHUT: amMOop(dHYIO (OpMYy COENUHEHHS,

npeacTaBieHHoro Gpopmyoi (I):



Dopmyna (I)

U (papMareBTHYECKH MpHeMJieMblii monumep; u (i) ogHo unu Gojee (hapMaLeBTHUECKU
NPUEMJIEMBIX BCIIOMOTATENIbHBIX BEILECTB.

[00032] B ppyrom BapuaHTe OCYIIECTBJIEHUS B HACTOALIEM JOKYMEHTE OIHUCaHa
dapManieBTHYECKH TpUeMIIeMasi KOMIIO3HMLMS, COAEepIKalash COCOUHEHHE, IPEeICTaBICHHOE
bopmyoii (1)

®opmy.a (I)

u  (¢apManeBTHYECKH NPUEMJIEMOE BCIIOMOTaTENbHOE BEINECTBO, Ine Oojee uem
npubnusuTensHo 96 Mac.% coenuHeHHs, TPUCYTCTBYIOIIErO B (papMalleBTHUECKH MPHEMIIEMON
KOMIIO3HIINH, HAXOAUTCS B aMOp(HOI popme.

[00033] B papyrom BapuaHT€ OCYLIECTBJIEHHUS B HACTOALIEM JOKYMEHTE OIHUCaHA
dapManieBTUYECKH TpUeMIIeMasl KOMITO3ULMS JUIs TNEepOpalbHOW MOCTaBKM ManueHTty 50 Mmr

coeMHeHus1, peacTaBieHHoro gopmynoii (I):

_Br

®opmy.a (I)

cojieprKalasi. BHYTPUTPAHYJSIPHYIO CMeCh, i€ BHYTPUIPAHYJSpPHas CMECh COJEPKHUT:
TBEPAYIO NUCIEPCHIO, cofepskaillyro 50 Mr COeANHEHHUs, T[e COeIUHEHUE MPHUCYTCTBYET B
amopdHOIl popMe, aLeTaTCYKLIUHAT T'HAPOKCUIIPONMIMETUIILEIIIIONO03bI, 00beM0o00pasyomuit
areHT W/WIM HATOJHUTENb, M CMAas3blBAIOINEEe BEINECTBO I/MJIM CKONb3AIIEE BEIIECTBO, U
BHETPAHYJIIPHYIO CMECh, COJIEPIKAIIYIO CKONb3AIIee BEECTBO W/IIN CMa3bIBAIOIIEE BEIECTBO.

[00034] B ppyrom BapuaHTe OCYLIECTBJIEHHUS B HACTOALIEM JOKYMEHTE OIHUCaHa
bapmanieBTUYECKH TpUEMIIEeMasi KOMITO3HLIMS Ul TEepOPaNbHOW IOCTaBKM MamueHTty 50 Mmr

COeMHeHMs], npeacTapieHHoro Gopmyoit (1):



®opmyaa (I)

cozepiKalasi: TBEPAYI0 AUCIEPCHIO, coaepkalyro SO Mr COeUHEHUs], IA€ COEAUHEHUE
NPUCYTCTBYET B aMOpdHOW (GopMe, U areTaTCyKUUHAT THAPOKCUIPOMHIMETHILEIUTIOIO3bI,
00BbeMOOOpa3yIOIUIl areHT, HAIMOJHHUTEIb W CMAa3blBAIOLIEe BELIECTBO W/WIM CKOJb3SIIIEe
BEILECTBO.

[00035] B nppyrom BapuaHTe OCYLIECTBJIEHHUS B HACTOALIEM JOKYMEHTE OIHCaHa

(dapmaneBTHYECKH MpuemiieMasi TadjeTka, coaepskamas S0 Mr COeNMHEHUsI, MPEACTABICHHOTO
dbopmynoit (I):

Dopmy.a (I)

coieprkalas: BHYTPUTPAHYJSIPHYIO CMEChb, T7Zie BHYTPUTPAHYJISIPHAs CMECh COMIEPIKUT:
TBEPAYIO IUCHEPCHI0, cofepikauylo 50 Mr coenuHeHHs, TIe COeAMHEHHE NPUCYTCTBYET B
amopdHOH popme, U alleTATCYKUNHAT MHAPOKCHITPOIUIMETIIILEIUTFOIO3bI; TPUOIH3UTENBHO 25-
35 mac.% o0O6beMo0o0pa3yoIero areHTa OTHOCUTENIBHO O0IIero KoJau4ecTa (papmManeBTHYeCKOi
KOMITO3ULIMH; MPUOIM3UTENBHO 25-35 Mac.% HamOJHHUTENsT OTHOCHTEIBHO OOIIEro KOJUYeCTBa
(dapmManeBTHIECKOH KOMIIO3MLIUM, W BHETPAHYJSIPHYKO CMECh, COAEPIKALIYI CKOJb3SIIIee
BEILIECTBO W/WJIN CMA3bIBAIOIIEE BEIIECTBO.

[00036] B ppyrom BapuaHTe OCYIIECTBJIEHUS B HACTOALIEM JOKYMEHTE OIHCaHa

(dapmanieBTUYECKH MpuemiieMasi TadjeTka, coaepskamas S0 Mr COeNMHEHUsI, MPEACTABIEHHOTO
dbopmynoit (I):

Dopmy.a (I)

rae TalbJjieTka COAEPIKUT. TBEPAYIO AUCHEPCHIO, comepskallyro 50 Mr COeAMHEHHs, e



COEZIMHEHNE IPUCYTCTBYET B amopdHOU bopme, u aleTaTCyKLMHAT
TUAPOKCUIIPOITMIMETHIILEIITIONIO3bL;, MPUOIM3UTENbHO 25-35 Mac.% MUKPOKPUCTAIUINIECKOM
LIEJUTIOJIO3bI OTHOCUTENIBHO OOIIel Macchl TabJMeTKy, U mpuomm3nuTenbHo 25-35 mac.% JakTo3bl
WK €€ THpaTa OTHOCUTEIBHO O0IIEero KoJuiecTBa (papMaleBTHIECKOH KOMIO3HLIUH.

[00037] B nppyrom BapuaHTe OCYLIECTBJIEHHUS B HACTOALIEM JAOKYMEHTE OIHUCaHA
(dapmaneBTHYECKH MpHEMIIEMas KOMIO3ULUS JJsI epOpaIbHOM focTaBKu SO MI COeUHEHMS,
npenacrasiaeHHOTo GopmyJioii (I1):

F. P _Br

®opmy.a (I)

cojiepsKalasi. BHYTPUTPAHYJSIPHYIO CMeCh, Ile BHYTPUIPAHYJSpPHAs CMECh COJEPKHUT:
TBEPAYIO NUCIEPCHIO, cofepskaillyro 50 Mr COeAMHEHHUs, TJe COeIUHEHUE IPUCYTCTBYET B
amopdHOIt popme, U aneTaTCyKIUHAT THAPOKCUTIPOIHIIMETHIILICIUTIONIO3BI; MPUOIU3UTENBHO 25-
35 ™ac.% MUKPOKPUCTAJUIMYECKOH LEJUTFOJIO3bI  OTHOCHTEIBHO OOIIEro  KOJWYECTBA
(dapManeBTUYECKON KOMIO3UINK, NpUOIM3UTENbHO 25-35 Mac.% JakTo3bl WM €€ THapara
OTHOCHUTEJIbHO 00IIero Koun4ecTsa (papmManeBTHIeCKON KOMITO3ULIMN; TPUOIU3UTENBHO S5 Mac.%
KPOCIOBUAIOHA  OTHOCHTENIPHO O0INero Kojgu4yecrsa (hpapMaleBTHUECKOHM  KOMIO3UIUHY,
npubnusutensHo 0,5 wmac.% guoOKcHIAa KPEMHHUs OTHOCUTENBHO OOIIero KOJIWYeCTBa
dapmaneBTHYeckOl KoMmmo3uiuu;, u npubmusutenbHo 0,5 wmac.% creapara MarHus
OTHOCHUTEJIbHO OOIIero KoJu4ecTBa (hapMaleBTHYECKOH KOMIIO3ULMH, U BHErPAHYJSIPHYIO
cMech, copepskamyro npudausutesnsHo 0,5 mac.% auUOKcHIa KPEMHHsI OTHOCHTEIBHO OOLIEro
KonuyecTBa (papmareBTHUecKON kommosuumu, u (ii) nmpubmmsutensHo 0,5 mac.% creapara
MarHusi OTHOCUTEIbHO O0IIEero KOJ4uecTBa (hapMaLeBTHUECKOW KOMIO3ULIUH.

[00038] B npyrom BapHaHTe OCYLIECTBJIEHHS B HACTOALIEM AOKYMEHTE OMHCAH CIOCO0

TIOJTyYeHUsT TBEPAOU AUCTIepCUH, conepakaineii amoppHyro Gopmy coenunenus: hopmyisl (I)

Dopmy.a (I)
Harpumep, aMmopdHyo (OpMy, ONHMCAHHYIO B HACTOALIEM [OKYMEHTE, I1e CII0Co0
BKJIFOUaeT: (a) cMemmBaHue coenuHeHust gopmyibl (1), pacTrBopuTens, mojumepa M BOABI C

nojiyueHueM cycrnensuu, (b) HeoOs3aTeNnbHO, NepeMeIInBaHie WU CMEIINBAHUE CYCIIeH3UH



10

IpU TOAAEPKAHUU TeMIepaTypsl OoT mnpubmmsurensHo 10 no mpubmusurtensHo 25 °C; (c)
HarpeBaHue CYCIIEH3WU Uil PACTBOPEHHUS CYCIIEHAMPOBAHHBIX YaCTHUI] NEpen BBEICHHUEM B
pacHblINTENbHYIO CymMiIKy, U (d) pacmbUIMTENBbHYIO CYLIKY CYCIEH3HMH C MOJy4eHHEM
BBICYIIEHHOH paclbUIEHHEM IUCHEpCUM; (€) CYIIKY BBICYLIEHHOH pPAaCIbIIEHUEM UCIIEPCHU C
NOJy4eHHEM TBepHON nucnepcud. B  HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHUS TBepas
aucniepcusi, conepskamnas amopduyro opmy coenunenust opmyasi (1),

Dopmy.a (I)

NOJIy4€Ha YKa3aHHBIM CIIOCOOOM.

[00039] Taxxe B HacTosIEM JOKYMEHTE€ B JPYrOM BapHaHTE OCYILECTBJICHMUS
NpeJIoKeH Crnocod JieueHus: 3a0o0JjeBaHUs, BBIOPAHHOTO W3 TPYMIbI, COCTOSILICH U3
CTPOMAJIBHBIX OMyXOJeH skenynouyHo-kumednoro Tpakra (GIST), crpomanmpHBIX oOmyxomneit
KEIYJOYHO-KUIIEYHOTO TpakTa, oOycioBineHHbIXx KIT, cTpoManpHBIX OmMyxonei >Kesryno4HO-
KULIEYHOTO TpakTa, oOycnoBieHHbIx PDGFRA, menaHOMBI, OCTpPOro MHEIOHIHOTO JIEHKO3a,
OMyXOJNeH  3apOABbIIIEBBIX  KJIETOK CEMHUHOMBl WM  JUCTEPMUHOMBI,  MAacTOLMTO3a,
TYYHOKJIETOYHOIO JIEWKO03a, aJ€HOKAPLIMHOMBI JIETKOTO, IJIOCKOKJIETOUYHOIO paka Jerkoro,
IJIMO0IACTOMBI, TJIMOMBI, JETCKOH TJIMOMBI, ACTPOLIMTOM, CApKOM, 3JIOKa4ECTBEHHOW CapKOMBI
obonouek nepupepuIecKux HEPBOB, HHTUMAJIBHBIX CAPKOM, THIEPIO3MHO(UIBHOTO CHHAPOMA,
UIMOTNIATHYECKOTO THITEPIO3MHO(MIBHOTO CHHIPOMA, XPOHUYECKOTO 303MHO(MIIBHOTO JIEHKO034,
OCTPOTO MHEJIOMAHOTO JIEHKO03a, CBA3aHHOIO ¢ d03uHO(mIMeH, mumbodnactHol T-kieTodHoM
UM(GOMBI U HEMEJKOKJIETOYHOTO pakKa JIETKOTO, Yy HYKIAKMerocs B O3TOM MaLUEHTa,
BKJIFOYAIOLIMI BBEACHHE YKA3aHHOMY MALMEHTY TepaneBTHYeCKHd 3()(HEKTUBHOTO KOJIUYECTBA
KOMITO3ULIMH WJIH OHOW MK OoJiee TaOJNeTOK, ONMMCAHHBIX B HACTOSIIEM TOKYMEHTE.

[00040] Taxxxe B HacTosIEeM JOKYMEHTE€ B JAPYrOM BapHaHTE OCYIIECTBJICHMUS
npe/yIoxKeH Ccrnocod JiedeHuss 3a0o0JjieBaHUs, BBIOPAHHOTO W3 TPYMIbI, COCTOSILIEH U3
CTPOMAJIBHBIX OMyXOJeH skenynodyHo-kumednoro Tpakra (GIST), crpomampHBIX oOmyxoneit
KENyJOYHO-KUIIEYHOTO TpakTa, oOycioBieHHbIXx KIT, cTpoManmpHBIX OMyXonei >Keyyno4HO-
KUIIEYHOTO TpakTa, oOycnoBieHHbIx PDGFRA, paka merkoro, rinoOacTOMBI, TJHOMBI,
3JI0KAUYECTBEHHON CapKOMBI 00OJIOUeK Nepu(epudIeckux HEPBOB U THUIEPI03UHO(PHIBHOTO
CHUHJIPOMA, Y HY>KIAIOIIErocsi B 3TOM MalLMeHTa, BKIKOYAIOIINN BBEICHUE YKa3aHHOMY MallUeHTy
TepaneBTHUeCKH 3(()EKTHBHOrO KONMYECTBA KOMIIO3WULMHM WIM ONHOW HiK Oosee TabNEeTOK,
OMHCAHHBIX B HACTOSALIEM JOKyMEHTE.

[00041] Taxxe B HacToOsIEM JOKYMEHTE€ B JAPYIOM BapHaHTE OCYILECTBJICHMUS
npeasioskeH crnocod neueHust 3a00neBaHusi, BHIOPAHHOTO W3 T'PYMIBI, COCTOSINEH M3 OIMyXOJH

3apoAbIIEeBbIX KJETOK, oOycnosnenHod KIT (Hampumep, 3apoibllIeBbIX KIETOK SMYKA), paka
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koku, obycnosnenHoro KIT, mnm modeuHo-kineTouHON KapiwHOMBL, oOycnosneHHoit KIT, y
HY>KAAIOIIErocss B 3TOM [MALMEHTa, BKIIOYAIOUINM BBENEHHWE YKA3aHHOMY MAallMEHTY
TepaneBTHUeCKH 3(()EKTHBHOrO KOJIMYECTBA KOMIIO3WULMM WIM ONHOW Hiu Oosee TabNEeTOK,
OMUCAHHBIX B HACTOSALIEM TOKYMEHTE.

[00042] Taxxe B HacTOsIIEM [OKYMEHTE€ B JAPYIOM BapHaHTE OCYILECTBICHMUS
NpeyIokeH Ccrnoco0 JsedeHuss 3a00jeBaHMs, BBIOPAHHOTO W3 TPYMIbL, COCTOSINEH W3 paka
HIOJIOBOTO WJIEHA, paka IMoyioBoro wieHa, obycnosiaenHoro PDGFRA, paka mpeacratenbHOM
JKENIe3bl, pakKa MpeacTaTebHOU skejie3bl, oOyciaoBieHHoro PDGFRA, HemenaHOMHOro paka
koku, oOycnoienHoro PDGFRA, rmuombr, oOycnosnenHoit PDGFRA,  capkowmsl,
oOycnosnennoit PDGFRA, rimobnacromsr, oOycnosiaennoii PDGFRA, wmm  paka
NOKETYI0UHOM kene3bl, oOyciosierHoro PDGFRA, y Hyxnaromerocst B 3TOM NaLUEHTa,
BKJIFOYAOLIMI BBEACHHE YKA3aHHOMY MALMEHTY TeparneBTUYeCKHd 3(P(HEKTUBHOTO KOJINYECTBA
KOMITO3ULIMH WJIH OJHOU MK OoJiee TaONeTOK, ONMUCAHHBIX B HACTOSIIEM TOKYMEHTE.

[00043] Taxxxe B HacTosIEM JOKYMEHTE€ B JPYrOM BapHaHTE OCYILECTBJICHMUS
npensokeH crocod sedeHus: 3abosnesanust ¢ myrauuein PDGFRB, BpIOpaHHOro W3 rpymmsbl,
cocToslllell W3 paka BJarajuina, paka TMpeAcTaTeNbHON >Kene3bl, paka II0JIOBOTO YJieHa,
HEMEJIAHOMHOI'O paka KOKH, MEJIAHOMBI HJIM CAPKOMbI MOJIOUHON »KeJe3bl, Y HY>KAAIOIIerocs B
5TOM TMAaLMEHTa, BKIOYAIOIIMII  BBEJEHHE YKa3aHHOMY NAlMEeHTy  TepaneBTUYECKU
3¢ (HEeKTUBHOrO KOJUYECTBA KOMITO3ULMU WM OHHOW WM Ooyiee TaOJIETOK, OMUCAHHBIX B
HACTOSIIEM JJOKYMEHTE.

[00044] B HEKOTOpBIX BapUaHTaX OCYILIECTBJICHUs B HACTOSIIEM JOKYMEHTE MPEIJIOKEH
crioco0 neuenus 3abonesanuii, o0yciaoBiaeHHbIx MyTanusaMu KIT wnun myrauusamu PDGFRA, y
HY’>KAAIOIIErocss B 3TOM MALMEHTa, BKIOYAIOUINI BBENEHHWE YKA3aHHOMY MALMEHTY
TepaneBTUUeCKH 3(PPEKTUBHOrO KOJIMYECTBA KOMIIO3HLMH WIM OAHOW miu Oojee TabNeTOK,
ONUCAHHBIX B HACTOALIEM AOKYMEHTe. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHUS B HACTOSIIEM
JIOKYMEHTE TPEMJIOKEH Crnocod JedeHus 3aboneBaHuii, oOycnoBneHHbIXx MmyTaumsmu KIT u
mytauusimu PDGFRA, y Hyxpawoomerocss B 3TOM MalMeHTa, BKIIOYAIOIIUNA BBEICHHE
YKa3aHHOMY MAaLEHTy TeParneBTU4YeCKU 3(P(PEKTUBHOIO KOJIMYECTBA KOMIO3ULIUU WM OJHON
win Oonee TaONETOK, OMUCAHHBIX B HACTOSIIEM JOKyMEHTe. B HEKOTOpBIX BapHaHTaX
OCYLIECTBJICHHsT B HACTOSIIEM JOKYMEHTE TPEMJIONKEeH Crnocod JedeHus 3a00JieBaHHH,
oOycnoBnenHbix MyTamusmMu KIT wmmum mytammsimu PDGFRA, Bkirouast «maccaskupckue»
myTtauuu PDGFRB, y Hy»paroierocst B 5TOM NMalUeHTa, BKIIOYAOINUN BBEEHHE YKa3aHHOMY
MALUEHTY TeParneBTUYeCKH 3(P(PEKTUBHOrO KOJMYECTBA KOMIIO3MIMHM WIM ONHOW wiu Oonee
TabJIETOK, ONMUCAHHBIX B HACTOSIIEM JOKYMEHTE. B HEKOTOPBIX BapHaHTAax OCYLIECTBICHHS B
HACTOSIIEM JOKYMEHTE MPEUIOKEH Crocod JiedeHus: 3a00JeBaHUs, BBIOPAHHOTO W3 TPYIIIHL,
COCTOSIIIEN M3 CTPOMAJIBHBIX OMyXOoJieH jkenynouHo-kumednoro tpakra (GIST), crpomanbHbIX
ONMyXOJIeH  KEeNyAOYHO-KHIIEeYHOro Tpakrta ¢ paepuumrom NF-1, crpomManbHBIX —omyxosei
KEIyJOYHO-KUIIEYHOTO TpakTa ¢ nepuuuToM cyknuHataeruaporenassl (SDH), crpomanbHbIX
OINyXOJIeH KEeNyNOYHO-KUIIEeYHOro Tpakra, obOycnosneHHbXx KIT, cTpomanpHBIX oOmyxonei

JKEIyJOYHO-KUIIEYHOro TpakTta, o0ycnosiaeHHbIx PDGFRA, menanomsl (Hanpumep, MeaHOMBI,
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ooycnosnennoit KIT, wmm wmenanombl, oOycioBinenHoit PGDFRA, wim  mMenaHOMBI,
obycnosnennoit PGDFR), octporo MuenonmgHOro Jjeiko3a, OMyXojeil 3apOIbIeBbIX KJIETOK
CEMHHOMBI WJIM JUCT€PMHUHOMBI, MAaCTOLIMTO3a, TYYHOKJIETOYHOIO JIEHKO03a, aJeHOKaPLMHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO paka JIErKOro, TIJIMOOJNACTOMBI, TJIMOMBI, JETCKOH TIJIMOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKaUYECTBEHHOM capkoMbl o00osouek mnepudepruuecKux HEPBOB,
UHTUMAJIbHBIX CapKoM, TUIEPS 03MHOPHIIBHOTO CHUHIIPOMA, UAMONATHYECKOTrO
TUNEeP303UHOPIIIBHOTO  CHHIPOMA, XPOHMYECKOTO J03MHO(MIBHOrO JIeHK03a, OCTPOro
MHEJIOUHOTO JIEMKO3a, CBA3aHHOTO C 303uHodmmueit, mumdodnactaoit T-kneTounoit tumMgpombl
U HEMEJKOKJETOYHOrO paka JIErKOro, y HYKAAIOLIerocss B 3TOM MNalMeHTa, BKJIIOYAOLIUI
BBE/ICHUE YKA3aHHOMY TMAIMEeHTY TePANeBTHUECKH 3P PEKTHBHOTO KOJINYECTBA KOMITO3ULIUH HITH
ofmHOW wmiu Oonee TabJETOK, OMUCAHHBIX B HACTOSIIEM AOKYMEHTE. B HEKOTOpPBIX BapHaHTax
OCYLIECTBIICHHUSI MEIAHOMA MPECTABIISET COO0I KOKHYIO MEJTAaHOMY WJIM HEKOJKHYIO METaAHOMY.
B HEKOTOpBIX BapHaHTax OCYLIECTBICHHUS MEIAHOMA MPEACTABISET COOOH KOXKHYIO MEJAHOMY.
B HekoTOphIX BapuaHTax OCYLIECTBJICHHUS KOXKHAs MeJlaHOMa TPEACTaBisieT Ccoboi
MOBEPXHOCTHO-PACTIPOCTPAHSIIOLIYIOCST ~ MEJaHOMY,  Y3JIOBYIO ~ MEJaHOMy,  aKpajbHO-
JICHTUTMHO3HYI0 MEJaHOMY WJIM aMeJaHOTHUYECKYI0 U JIeCMOIUIaCTUYEeCKYl0 MenaHoMmy. B
HEKOTOPBIX BAPUAHTAX OCYINECTBJICHHS MEJIaHOMA MPEACTABISIET COOON HEKOXKHYIO (HEKOXHOHN
JIOKaJIM3allui) MeNaHOMy. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS HEKOXKHAs MeJNaHOMa
NpeacTaBisieT coOOOH MeNaHOMY IJla3a WIM MENAHOMY CIM3UCTBIX OOonouek. B HEKOTOpBIX
BapHaHTaX OCYIIECTBJIEHUs] 3a00JIeBaHME BBI3BAHO KHHA3HOW akTUBHOCTBIO C-KIT w/umm
PDGFRA, w/unu uX OHKOreHHBIMH (opMaMu. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHUS
3a0oneBaHne BBIOPAHO W3 TPYMIBL, COCTOSIIEH W3 OMNYyXOJNM 3apOABIMEBBIX  KIETOK,
obycnosnenHoi KIT (Hampumep, 3apOAbIMEBBIX KIETOK SUYKa), Paka KOXKH, OOYCJIOBIEHHOTO
KIT (mampumep, MIOCKOKJIETOYHOH KapLUHOMbI koxu, oOycnosnennoi KIT, xapuuHOMBI 13
ki1etok Mepkes, obycnosienHoi KIT, yBeanbHO! MeTaHOMBI, HEMENAHOMHOTO paka KOXKH),
WIA TIOYEYHO-KJIETOUHON KapuuHOMBbI, oOyciosienHol KIT (Hampumep, MoO4Ye4HO-KJIETOYHOM
KapLUUHOMBI, XpPOMO(OOHOH MOYEYHO-KJIETOYHONH KapUUHOMBI). B HEKOTOphIX BapuaHTax
OCYLIECTBIICHHsI 3a00JieBaHHE BBHIOPAHO M3 TPYIIIBI, COCTOSIIEH M3 paka MOJOBOTO YIEHA, paka
nojoBoro wieHa, oOycioBnenHoro PDGFRA, paka mnpeacraTenbHOW JKele3bl, paka
npeAcTaTeNbHON  kene3bl, oOycioenenHoro PDGFRA, HemenaHOMHOTO paka — KOXH,
obycnosnenHoro PDGFRA, rimowmsl, obycnoBnennoit PDGFRA, capkombl, 00ycioBIeHHOI
PDGFRA, rmobnacromsl, oOycioBiaerHoii PDGFRA, miam paka mNOmKETyAOYHON JKenesbl,
obycnosienHoro PDGFRA. B HekoTOpBIX BapraHTaX OCYIIECTBICHHS 3a00eBaHIE C MyTalHel
PDGFRB BbiOpaHO U3 rpymiibl, COCTOSIICH U3 paka BAarajuina, paka MpeacTaTeIbHON JKeJIe3bl,
paka IOJIOBOIO 4YJI€Ha, HEMEJIaHOMHOIO paka KOKH, MENTaHOMbl MM CapKOMbl MOJIOUHOM
JKENe3bl.

[00045] Taxxe B HacTosIEM JOKYMEHTE€ B JAPYIOM BapHaHTE OCYILECTBJICHMUS
NPEIOKEHO MPUMEHEHHE KOMIIO3MLIMU MIIH TaOJETOK, ONMMCAHHBIX B HACTOALIEM IOKYMEHTE,
IUISL TIOJTYY€HHsI JIEKAPCTBEHHOTO CPEACTBA ISl JIeUeHHs 3a00JeBaHus, BBIOPAHHOTO U3 TPYIIIHI,

COCTOSIIIEN U3 CTPOMAJIbHBIX OMyxoJiel jkenynaouHo-kuiedHoro Tpakra (GIST), crpomanbHbIX
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OINMyXOJIeH JKEeNyNOYHO-KUIIEYHOro Tpakra, obycnosneHHbIXx KIT, cTpomanpHBIX oOmyxonei
KEIyJOYHO-KUIIEYHOro TpakTa, ooycnoBineHHbIx PDGFRA, MenaHoMBbl, OCTPOro MHENIOUIHOTO
Jeiiko3a, ONyXOJed 3apOABILIEBBIX KJIETOK CEMHUHOMbI WJIM IUCTEPMHUHOMBI, MAacTOLIUTO3a,
TYYHOKJIETOYHOIO JIEWKO3a, aJ€HOKAPLIMHOMBI JIETKOTO, IUIOCKOKJIETOUYHOIO paka Jerkoro,
IJIHOONIACTOMBI, TJIMOMBI, JETCKOH TJIMOMBI, aCTPOLIMTOM, CApKOM, 3JI0Ka4eCTBEHHOW CapKOMBbI
obonouek nepupepudecKux HEPBOB, HHTUMAJIBHBIX CAPKOM, THIIEPIO3MHO(UIBHOTO CHHAPOMA,
UIMOTIATHYECKOTO THITEPIO3HHO(MIBHOTO CHHIPOMA, XPOHUYECKOTO 303MHO(MIIBHOTO JIEHKO03a,
OCTPOr0 MHUEJIOMAHOTO JIEWKO3a, CBA3aHHOIO ¢ d03uHOdminelt, mumdpodnacTHol T-kJIeToOuHOM
JTMM(GOMBI 1 HEMEJIKOKJIETOYHOTO PaKa JIETKOTO.

KPATKOE OIIUCAHUE T'PAOUYECKUX MATEPUAJIOB

[00046] Ha ¢ur. 1 m3o0pakeHa MOPOLIKOBAast peHTreHOBCKast nudpakrorpamma (PXRD)
TBEPIOH AMCIIepCcHH, conepskameii amoppuyro popmy coennnenust Gopmyisr (I).

[00047] Ha d¢ur. 2 uzobpakeH npoduib pacTBOPEHUS WILTFOCTPATHBHBIX TaOJETOK,
cojiep KalluX COeJUHEeHHe 1, C NCIONb30BaHNEM METOa paCTBOPEHUs U3 npumMepa 8.

NOAPOBHOE OIIMCAHUE U30BPETEHUA

[00048] B nmanHOM pa3mene Oynyt Oojiee MOAPOOHO OMMCAHBI MPHU3HAKU W JIPYTHE
noApOOHOCTH HACTOsIIIero n3o0peTeHus. HekoTopble TEPMHUHBI, UCIONB3YEMbIE B OIMCAHUHU,
npuMmepax W mpuiiaraeMoi ¢opmyie wuzoOpeTeHus, coOpaHbl B JaHHOM paszaene. Takue
OTIPENENIEHUs] CIEeYeT YUTATh B KOHTEKCTE OCTAJIBHOTO PACKPBITHS HACTOSLIETO H300PETEHHS U
B 3HAYEHUH, OOILETIPUHATOM I CIIELHAINCTAa B aHHOW oOjacTu TexHuKU. Ecnu He ykaszaHo
UHOE, TO BCE TEXHUYECKHE M HAy4yHble TEPMUHBI, HUCIOJb3y€Mbl€ B HACTOSIIEM AOKYMEHTE,
UMEIOT TaKOe K€ 3HA4YeHUE, B KOTOPOM OHHM OOBIYHO MOHHMAIOTCS CHELMAJHCTOM B JTAHHOMN
00JIaCTH TEXHUKH.

Onpeoenenus

[00049] B kOHTEKCTE HACTOSIIErO NOKYMEHTa TEPMHUH «BCIIOMOTATEIbHOE BEIIECTBOY
OTHOCUTCSl K BEINECTBY, KOTOpPO€ MOKET OOeCneuuTh NPEeHMYLIECTBAa TPU BKJIOYEHUU B
KOMIIO3UIIMIO C AaKTUBHBIM areHToOM. TepMHH «BCIIOMOTaTEeNIbHOE BEIIECTBO» BKIIHOYAET
WHEPTHBIE BELIECTBA, a TaKXKe (PYHKIIMOHAIBbHBIE BCIIOMOTATENIbHBIC BEIIECTBA, KOTOPbIE MOTYT
NpUaBaTh KOMIIO3ULIUU TOJIOKUTENbHbIE CBOWCTBA. WIMOCTpaTHBHBIE BCIIOMOTaTeNbHbIE
BEIIECTBA BKJIIOYAIOT, HE OTPAaHUYMBASICh MEPEUNCIEHHBIM, NIOJUMEpPDI, CKOJIb3SIIINE BELIECTBA,
caxapa, CMasbIBAIOIIME BELIECTBA, COJNU, Oydepbl, >KUPbL, HAMOJTHUTENH, BEIECTBA IS
yJIy4dllEeHUusl pacrajaeMOCTH, CBS3YIOLIUE BEILECTBA, IOBEPXHOCTHO-aKTHBHbIE BEILECTBA,
cyOCTpaThl C BBICOKOH IJIOLIAIBI0 MOBEPXHOCTH, BKYCOapOMAaTHYECKHE NOOABKH, HOCHUTEINH,
MaTpU4HblEe MaTepuaibl U T. A.

[00050] B xoHTeKCTE HACTOALIETO TOKYMEHTAa TEPMUHBI KUHAUBUIYYM», ITALUEHT» WU
«CyOBEKT» HMCHONB3YIOTCS B3aHMO3AMEHSEMO U BKJIOYAKOT JII000€ JKMBOTHOE, B TOM HHCIIE
MJIEKOTIMUTAIOLINX, TPEANOYTUTENbHO MBbIIIEH, KPbIC, APYTUX TPBI3YHOB, KPOJHKOB, COOAK,
KOIIEK, CBHWHEW, KPYMHBIA pOratblii CKOT, OBEL, JIOIIaned WIM NPUMATOB, U Haubojee
npeanoutTuTenpHo Jofeil. CoenuHeHus, ONUCAHHbIE B HACTOSILIEM OKYMEHTE, MOTYT OBITh

BBCACHBI MIJICKOIMUTAKOIICMY, TAKOMY KaK YCJIOBCK, HO TAaKXE MOIYT OBITh BBCACHBI APYyIrUM
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MJIEKOIUTAIOLINM, TAKUM KaK JKUBOTHOE, HY)KJAIOLEeCs] B BETEPUHAPHOM JIEYEeHUU, HATIPUMED,
IOMAIlHUM SKUBOTHBIM (Hampumep, codOakaM, KOIIKaM M T. IL.), CEIbCKOXO3SHCTBEHHBIM
JKMBOTHBIM (HampuMep, KOpOBaM, OBLAM, CBHHbSM, JIOMIAJASIM U T. I.) U JaOOPaTOPHBIM
JKMBOTHBIM (HampuMep, KpbIcaM, MbIIIaM, MOPCKUM CBHHKAM U T. I.).

[00051] B kOHTEKCTe HACTOALIETO JOKYMEHTa TEPMHUHBI «(apMaleBTUUECKH
NpUEeMJIEMBII» WIH «(PapMaKOJIOTHUECKH MPUEMIIEMBIIT» BKIIIOYAIOT COSTUHEHUSI U KOMIIO3ULIHH,
KOTOpbIE HE BBI3BIBAIOT HEXKENATENbHbIX, AUIEPrHYECKHUX WM JAPYrHX HeOJIaronpusTHBIX
peakiuii mpu BBEACHUM >KMBOTHOMY WJIHM YEJIOBEKY, B COOTBETCTBYIOIIMX ciydasx.. [l
BBEJICHUS] YeJIOBEKy IIpernapaThl JOJDKHBI COOTBETCTBOBATh CTAHAApTaM CTEPHIJIBHOCTH,
NUPOTEHHOCTH W O0meidl 0e30macHOCTH ¥ YHUCTOThI, YCTAaHABIMBAEMBIMH CTaHIAPTAMHU
Otnenenust Ouonoruyeckux mnpenaparoB FDA (YmpaiaeHwe Mo CaHMUTAPHOMY HAI30py 3a
Ka4eCTBOM IHINEBBIX MPOAYKTOB 1 MeankameHTos CIITA).

[00052] B KOHTEKCTE HACTOSIIErO JOKYMEHTA TEPMUH «(HapMaLeBTUUYECKH MPHUEMIIEMBbIit
HOCHUTENbY WIN «(papMaLeBTUUECKU MPHEMJIEMOE BCIIOMOTAaTENIbHOE BELIECTBO» OTHOCHTCS K
MOObIM BO3MOJKHBIM PACTBOPHUTEISIM, TUCTIEPCHBIM CpenaM, IOKPBITHAM, HW30TOHHYECKUM

CpeacTBAaM HW CpencTBaM, 3aMeMIsaomuM abcopOuMoo, W T. 1., KOTOpPbIE SIBJISIOTCS

>
COBMECTHMBIMH C (hapMalleBTUYECKUM BBefeHHEM. lIpuMeHeHne Takux Cpex M areHTOB I
(dapManieBTUYECKH AaKTHBHBIX BEINECTB INHPOKO HM3BECTHO B YPOBHE TeXHHKH. Kommnosumuu
MOTYT TaK)X€ COIEpPXKaTh APyrue aKTHUBHBIE COEAMHEHUs, O0eCreuMBaIOIINe OTOJHSIOIINE,
JOTOJTHUTENbHbIE WM YCUJICHHBIE TepaneBTUYeCKHe (PyHKIMH.

[00053] B KOHTEKCTe HACTOSIIIEro JOKyMEHTa TepMHUH «(papMareBTHIeCKast
KOMIIO3ULMS» OTHOCUTCS K KOMIIO3ULMH, COIEp:Kallell MO MeHbIIeH Mepe OJHO COEJUHEHHE,
KaK pPAacKpbITO B HACTOSIIEM JOKYMEHTe, OOBENUHEHHOE BMeCTe C OIHHM WM OoJjee
(dapmaLeBTHYECKH TIPUEMIIEMBIMI HOCUTEIISIMH.

[00054] B xOHTEKCTE HACTOSIIErO JOKYMEHTAa TEPMUHBI KIIPUMECh A» U «COEAUHEHUE 2)
o0a OTHOCSTCA K coequHeHuto 3-(5-amuHo-2-6pom-4-dpropdenmn)-1-3tun-7-(meTnnamuno)-1,6-
HadTupunun-2(1H)-ony, koTopoe npencrasisier coboi coenunenue Gopmydsr (1), kak onucano
B HACTOsIIIEM AOKyMeHTe. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHMs] aHUJIMHOBOE BEILECTBO
MOXKET MPEACTaBISTh COOON MPUMeECh A.

[00055] B kOHTeKCTe HACTOSIIIErO MOKYMEHTa TePMUH «TepamneBTHUeCKH 3(PdeKkTHBHOE
KOJINYECTBO» O3HAYAET KOJHMUYECTBO COCTUHEHHUS COTJIACHO HACTOALIEMY H300PETEHUI0, KOTOPOe
Oyner BbI3BIBATH OWMOJOTMUECKUH WM MEIUIUHCKHHA OTBET TKAHH, CHCTEMbI MJIH JKUBOTHOTO
(HampuMep, MIIEKOITUTAIOIIETO HJIM 4YeJIOBEKa), HeOOXOMUMBIH HCCIENOBATEN0, BETEPHHAPY,
Bpauy WIH Jpyromy KiuHUUUCTy. CoeanHEeHUs], ONMCaHHblEe B HACTOSALIEM JAOKYMEHTE, BBOJSAT B
KOJINYECTBAX, SIBJIFOLIUXCS TEPAIEBTUIECKU 3(PPEKTUBHBIMU JUISA JICUSHHST PACCTPONCTBA.

[00056] B kOHTEKCTe HACTOAIIETO NOKYMEHTa TePMHH «ICYEHHE» BKIIFOUAeT JIFOOOM
s¢dexT, HanmpuMmep, yYMEHbLICHHWE, CHIKEHHWE, MOAYJIUPOBAHHE WM YCTPAaHEHHE, KOTOPBIHA
NPUBOIUT K YIIYULIEHUIO COCTOSIHUSA, 3a00JI€BaHMsI, PACCTPONCTBA U T. II.

[00057] B KOHTEKCTE HACTOSIIErO0 JOKYMEHTAa TEPMHH «AKTUBHBIH areHT» O3HaudaeT

JEKapCTBEHHOE  CPEACTBO, JIEKAPCTBEHHBIN mpemapar, (apManeBTHYECKOe CPENCTBO,
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TEPANeBTHUECKUI areHT, Harnpumep, coeanHeHue (opmyibl (I), kKak ONMMCaHO B HACTOSINEM
TOKYMEHTE.

[00058] B KOHTEKCTe HACTOSILEr0 AOKYMEHTa TEPMUH «IE€pOpajbHbIN Ipenaparm
OTHOCHUTCS] K KOMIIO3ULIUU WJIM CPeJie, UCTIONb3YeMOH il BBEIEHHUS] COEAMHEHUs], KaK PaCKpPhITO
B HACTOsIIEM AOKyMeHTe (Hampumep, coenuHeHus (opmynsl (I)), Hyxnaromemycss B 3TOM
cyOBEeKTy ImyTeM MepopaibHOro BBeaeHus. Kak npaBuiio, nepopaibHbli IpenapaT BBOIST Yepes
pPOT, OAHAKO B KOHTEKCTE€ HACTOSIIEro JOKYMEHTa IOpa3yMEeBAeTCsl, YTO «(IepOpabHBIN
npernapar» OXBaThIBAET JIIOOOE BEIIECTBO, KOTOPOE BBOAUTCS CyOBEKTY U abcopOupyeTcs yepes
MeMOpaHy, HampuMmep, CIU3UCTYI0 OOOJOYKY KeNyJOYHO-KHUIIEYHOrO TPAaKTa, B TOM HHCIE,
HaNpuMep, POTOBYIO TMOJIOCTb, NHINEBOJ, KEJNYAOK, TOHKYIO KHINKY, TOJICTYK KHIIKY H
O00ONOYHYIO KHIIKY. B HEKOTOpPBIX BapHaHTaX OCYINECTBJICHUS TEPOPAJbHBIA TMpenapaT
npeacTaBisier  coOoil  (papMaLeBTHUECKYH0  KOMIIO3MLMI. B HEKOTOpBIX  BapuaHTax
OCYLIECTBIICHHsT ~ MEPOPAJbHBIA  MpermapaT MNPencTaBisieT co0oi  (apMaLeBTHYECKYIO
KOMITO3HULIMIO, BBOAUMYIO HY>KIAIOIIEMYCSI B 3TOM CyOBEKTY Uepe3 poT.

[00059] B kOHTEKCTE HACTOSIIIETO TOKYMEHTAa TEPMHUH (IUIACTU(PUKATOPY» BKIIFOYAET BCE
COEAMHEHUs, CIOCOOHbIe IIacTU(UIMPOBATh MpUMEHseMbli nonuMep. Kak mpasuio,
IaCTU(QHUKATOPBI MPEICTABIIOT COOOH NOOaBKH, KOTOpbIE MpPHU AOOABJIEHUH B TBEPIOM HIIH
KUJKOM COCTOSIHUH CIIOCOOHBI CMSIT4aTh IUIACTUYECKHE IOJMMEPBI, TEM CaMbIM YBEIHMYHBAs
rHOKOCTh MOJIMMEPHON MAaTPHUIbI B IpOLEcce 3KCTPy3uH pacruiaBa. Ilnactudukaropsr oObraHO
CHIDKAIOT TEMIIEPATYPY CTEKJIOBAHUS U TEMIIEPATYPy IUIaBjiIeHus noauMmepos. Ilnactudukaropst
TakXKe OOBIYHO CHMIKAIOT BSI3KOCTh MOJIMMEPHOTO pacIuiaBa, TeM caMbIM olecneumnBasi Oosee
HHU3KYIO TeMIlepaTypy oOpabOTKU IpH SKCTPY3UU ropsiuero pacriasa. IIpumepsl coemquHEeHUH,
KOTOpblE MOTYT BBINOJHATh (YHKIHUIO IJIACTU(UKATOPOB, BKJIIOYAIOT, HE OrPAHHUYMBASCH
nepeynciIeHHby, riunepud;, nonudtwieHrnmukonu (PEG), wampumep, PEG300, PEG400,
PEG1500; ¢ranatsl, Hanpumep, AudTUI(TANAT, MOTUCOPOATHI, COPOUT; LIUTPATHBIE CIOKHBIE
3(upkI, TPHALETHH; UTIOPOHUKH, HanpuMep, Pluronic P407; Labrasol; u Buramun E TPGS.

[00060] B KOHTEKCTe HACTOSLIET0 IOKYMEHTAa TEPMHH «CTAOMJIBbHBINY» O3HA4YaeT
amopduyro dopmy coenurerus Gopmysis (I), kKoTopas He peBpaIlaeTcs B KAaKyH-JIU00 IPYTyrO
TBepAyID (GOpPMy M COOEPKUT B OOINel CioKHOCTH MeHee 5 Mac.% napyrux dopm (wim,
HanpuMep, MeHee 4 mac.%, meHee 3 mac.%, MeHee 2 Mac.%) MpU XpaHEHUH MPH TeMIepPaType
no npudmmsurenbHo 40 °C U MpU OTHOCUTENBHOW BJIAXKHOCTH OT NpUOMU3UTENsbHO 25% nmo
npuOIMBUTENLHO 75% B TeUEHHE MO MEHbINEH Mepe MPUOTU3UTEBHO TPEX MECSLIEB.

[00061] B kOHTEKCTE HACTOSLIETO NOKYMEHTAa TEPMHUH «TBEpAAs NUCTIEPCUS) O3HAYaeT
moOyr0 TBEPAYI KOMIIO3ULMIO, COAEPIKALIYI0 II0 MEHbIIEeH Mepe [Ba KOMIIOHEHTa. B
OTAENbHBIX BapHAHTaX OCYILIECTBICHUS TBEpAas MAHNCIEPCHUs, PACKPbITas B HACTOALIEM
JIOKYMEHTE, BKIIFOYAET aKTHUBHBIM WHTPEIUEHT, MPENCTABISIOUINN co0ol coennHeHne hopMyIIbl
(I), aucrieprupoBaHHOE B MO MEHBINEH MEpPe OHOM APYTrOM KOMIIOHEHTE, HalpHMep, MOJUMEpE.

[00062] «KomOuHupOBaHHAs Tepamus» NPEACTaBIsIeT COOONW BUA JIEUEHHs, KOTODBIH
BKJIIOYAET BBEJCHME TMALMEHTY ABYX WM Oojiee TEepaneBTHYECKUX AareHTOB, HalpuMmep,

coenuneHust ¢opmynel I u umaruburopa curnampHoro nytu MAPKAP. Jla wmnu Oonee
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TEPANEeBTHUECKUX AreHTOB MOTYT OBITh JOCTAaBJIEHBI B OJHO M TO K€ BpEMs, HAmpuUMep, B
OTAENbHBIX (PapMaIEeBTUYECKUX KOMIIO3ULMSAX WJIM B OAHOH M TOH ke (papmaneBTHUECKOM
KOMITO3ULIMH, HJIH OHU MOTYT OBbITh AOCTaBJIEHBI B pa3Hble MOMEHTHI BpeMeHu. Hanpumep, oHu
MOTYT OBITh JOCTaBJIE€HBI OJHOBPEMEHHO WM B TEYEHHE MEPEKPBIBAIOLINXCSA MEPUONIOB
BPEMEHM, W/WIN OAMH TEpaleBTUYECKUNH areHT MOXeT ObIThb JOCTAaBJIEH Iepel OCTaBKOM
APYroro TEpaneBTHYECKOr0 areHTa (areHToB) WM Tociie Hee. JleueHne C TOMOIIBIO
KOMOMHHPOBAHHON Tepanuy HeoOs3aTeIbHO BKJIIOYAET JICYEHHE OJHUM U3 areHTOB, KOTOPOMY
NpEeAIeCcTBYET JHUOO 32 KOTOPBIM CJIEAYET MEPHO OXHOBPEMEHHOTO JIEYeHUs] OOOUMU areHTaMH.
OnHako Tpeanoiaraercsi, 4ro B TEYEHHE HEKOTOPOro mnepuoga BpeMeHH 3(deKxTHBHbIE
KOJINYECTBA IBYX WU OOJiee TEPANeBTHUECKUX ar€HTOB MPUCYTCTBYIOT B OPraHU3MeE MALUEHTA.

[00063] Kak mpaBuio, TBepmas ¢opma, Takas Kak Kpucrajuimdeckas (opma wim
amop(dHass Gopma, MOXKET YIOMHHATBCS B HACTOSIIEM IOKYMEHTE KaK XapaKTepU3YHOLIAsiCs
rpauECKUMH TaHHBIMH, «KaK MOKA3aHO Ha» WM «KaK IO CYIIECTBY MOKa3aHO Ha» ¢ur. 1.
Takne naHHbIE BKJIOYAKOT, HAMpPUMEp, MOPOIIKOBBIE PEHTI'CHOBCKHE OH(PPAKTOTpaMMbl U
cnektpel SIMP (smepHBIi MAarHUTHBIA PE30HAHC) TBEpAOro tena. Kak XOpomo W3BECTHO U3
YPOBHSI TEXHUKH, rpaduvyecKkrue TaHHbIE MOTYT MPEIOCTABIATh AOTIOJHUTEIbHYIO TEXHUYECKYIO
UH(pOPMALMIO TSI TOMOJHUTENBHOTO OIpPENeNIeHUs] COOTBETCTBYIOLIEH TBepaol (opmsl (Tak
Ha3bIBAEMbI «OTHEYATOK TaJblla»), KOTOpash HE BCErga MOXET ObITb OIMMCaHA TOJBKO
MIOCPEJICTBOM YHCIIOBBIX 3HAYEHWH WM TOJIOKEHWH NHKOB. B moOoM ciydae cnenmaiucty
Oyner sCHO, uTO Takue rpadudeckue NPeACTaBICHUS TaHHBIX MOTYT MPeTepreBaTh HeOObIINe
BapUaIMK, HAPUMEpP, B MUKOBBIX OTHOCHUTEJIBHBIX 3HAUEHUSX MHTEHCUBHOCTH U IMOJIOKEHMSX
NMKOB, OOYCJIOBJIEHHBIE ONpEAETICHHbIMM (PakTOpaMy, TaKUMH KakK, HE OIPaHHYHBAsCh
NePEeYHCICHHBIM, BapHALMU OTBETa MPUOOpa W BapualMy KOHLEHTPALUU M YHUCTOTHI 0Opasiia,
KOTOpbIE XOpOLIO H3BECTHBI cHenuanaucty. Kpucramn cOCTOMT W3 aTOMOB, NEPUOANYECKH
PACIOJIOKEHHBIX B TPEXMEPHOM IPOCTPAHCTBE, B TO BpeMs KaK aTOMbl aMOP(HBIX BEINECTB
ciy4aliHBIM O0pa3oM pacmpenejeHbl B TPEeXMEPHOM MpPOCTpaHCTBE. B pesynbrare
PEHTIeHOBCKasi TUQPPAKTOrpaMMa KPUCTATMYECKOTO BeIlecTBa OyneT JeMOHCTPUPOBATh y3KUE
NIMKH BBICOKOW MHTEHCHBHOCTH M3-32 TOTO, YTO PEHTTEHOBCKHE JIYYU PACCEUBAIOTCS TOJBKO B
OIpEeNIEHHBIX HANpPaBJICHHSIX (M3-3a TMEPUOAMUECKOTO PACIONOKeHus: aToMoB). Hamportus, Ha
pPEeHTreHOBCKOM audpakrorpamme aMOp(HOIO BelecTBa OOBIMHO HAOIIOAAOTCS ITUPOKUE MHKH
(cTpyKTypa «rajio») HU3KOH MHTEHCUBHOCTH, MMOCKOJIBKY PEHTI€HOBCKHUE JIYYH PACCEUBAIOTCS BO
MHOTHX Pa3JIMYHBIX HANPABJICHUSAX, YTO MPHUBOAUT K OONBLINM «XOJIMam», OXBATBHIBAKOIIUM
MIMPOKUI Tuana3oH (2-teta).

[00064] Bce nuana3zoHbl, NIpUBEAEHHbIE B HACTOALLEM JOKYMEHTE, BKIIOYAOT KOHEUHbIE
TOYKH, B TOM YHCIIE T€, KOTOpPbIE OIMpPENENSIOT IHANa30H KaK JIEKAIIMHA «MEXKAY» ABYMS
3HAYEHUSIMA. TEPMHUHBI «IO CYLIECTBY» U «IPUOJUZUTENBHO» CJIENyeT TOJKOBAaTh Kak
MoauUIMpyIOIINEe TEPMUH WJIM 3HAYEHWE TAaKUM OOpa3oM, YTO OHH HE SBISEOTCS
aOCOMIOTHBIMU. JTO BKJIIOYAET, 110 MeEHbIIEH Mepe, CTeNeHb OXHIAeMOH OIIHOKH
SKCHEPUMEHTa, OIIHOKH, OOYCJIOBIEHHOW METOAUKOW, W HHCTPYMEHTAJbHOM OMIMOKU AJIs

HaHHOfI MCTOOHKH, PICl'IO.]'[b3y€MOI>i AJIs1 UBMEPCHUA 3HAUCHU.
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[00065] Hacrosimmee u300peTeHHE OTHOCUTCS K aMOP(HBIM TBEPABIM TUCIEPCHSIM
amopdpHubx ¢Gopm coenuaenus (opmyisl (I), HeoOs3aTeNnbHO, B MOJUMEPHON MaTpuIe, H
amopdubM popmam coenuHeHuil popmynst (I). AmopdHas npuponma TBepAOW IUCHEPCUH U
cofiep’kaHue B HEH KPUCTAJUIMYECKOTO JIEKAPCTBEHHOTO CPEACTBA MOTYT OBITh ONpPENENIEHBI C
MIOMOLIBIO NTOPOIIKOBOH peHTreHoBckor nudpaxkuun (PXRD), aHamm3a METOIOM CKaHUPYIOLIEH
anexTpoHHON Mukpockonuu (COM), nudpepennnanbroii ckanupyrommeit katopumerpun (JICK)
WM JTI000r0 APYroro CTaHJApTHOTO KOJMYECTBEHHOTO HcclenoBaHus. Hampumep, BernecTBo
SIBJISIETCSL PEHTTeHOAMOP(HBIM, €CJIM Ha €ro MOPOLIKOBOH PEHTT€HOBCKOH Iu(ppaKTorpamMme
HAOJTFOJTAIOTCST HE OCTPBIC MUKH, a CKOpee KapTHHA, CXOoxkas ¢ rajo. OCTpble MUKU HA CIEKTpe
YKa3bIBAIOT HA HAJTMYHE KPUCTAJUINYECKOTO BemecTBa. AMopdHas ¢popma coenuHeHus HOpMyIIbl
(I) moxer ObITP OXapaKTepPH30BaHA PEHTI'CHOBCKOH AH(PPAKTOrpaMMON MO CYIIECTBY Kak
NOKa3aHo Ha ¢wur. 1.

[00066] AmopdHOe INeKapCTBEHHOE CpPEACTBO MOXKET CYyIIECTBOBATbH B TBEPHOM
amMop(HOI amcriepcMu B BHUIAE YHCTOM (pa3bl, B BUAE TBEPIOTO pPaCTBOpA JIEKAPCTBEHHOTO
CpeACTBa, PAaBHOMEPHO AHMCIIEPTUPOBAHHOIO IO BCEMY MOJUMEPY, WM JIFOOOH KOMOMHALIUH
3THUX  COCTOSIHMA  WJIM  COCTOSIHMSX, NPOMEXKYTOUHBIX MeXay HuMmu. Jlucnepcus
NPEATIOYTUTENBHO SIBISIETCS MO CYLIECTBY OXHOPOAHOH, Tak 4TO aMOppHOE JEKapCTBEHHOE
CPEACTBO JUCHEPTHPOBAHO IO BCEMY IMOJIMMEPY Kak MOXKHO Ooiee paBHOMEpHO. B koHTekcTe
HACTOSAILIETO JOKYMEHTa TEPMHH «II0 CYLIECTBY OAHOPOMAHBIN» O3HA4YaeT, dTO JOJs
JIEKapCTBEHHOTO CPEICTBA, KOTOpash TNPUCYTCTBYET B OTHOCHUTENBHO HYHCTHIX aMOP(QHBIX
00acTsIX B TBEPAOH AUCTIIEPCHH, SIBJISIETCS] OTHOCUTENBHO HEOONIBIION.

Cnocobd

[00067] Takke B HACTOSLIEM OOKYMEHTE MPEIJIOKEH CIOCO0 TMOJydYeHHUs TBEpAOi
aucnepcuy, copepkameil amopduyro ¢opmy coemuHenus ¢opmyasl (I), kak ommcaHo B
HACTOSIIIEM JOKYMEHTE, TIe CIIOCO0 BKIIFOYAET:

B3BEIIMBaHUE W N03upoBaHue coenauHeHusi Gopmynbl (I), pacTBOpUTENS, MOIUMEpA U
BOJIbI;

3arpy3Ky M CycneHaupoBaHue coequaenus popmydst (I);

HeoOs3aTeNbHO, MEpPeMElIMBAHME W CMEIIMBAHWE KOHEYHOH CYCNIEeH3UH TpU
NOAIePKaHUH TeMIIepaTypel npudnmmusurensHo 10-25 °C;

NPOITYCKaHHE MOJyYEHHON CYCIIEH3UHU Yepe3 BCTPOCHHBIH B JIMHUIO TETNIOOOMEHHHK IS
PacTBOPEHHSI CyCIIEHIUPOBAHHBIX YaCTHUL IIEPE BBEACHNUEM B PACTIBUIMTENbHYIO CYLIHIIKY; U

Heo0s13aTeIbHO, CYIIKY BBICYLIEHHOTO pachblieHreM coenrHeHust popmysl (I).

[00068] Hampumep, B OZHOM BapHaHTE OCYIIECTBJIEHUS B HACTOSALIEM JIOKYMEHTE
NPeJIOKEH CrMocod TOJy4YeHUs TBEpAOW AUCTIEepPCUH, coaep:kameld amopdHyro dopmy

coenuneHust popmyisl (1)
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®opmyaa (I)

rae cnoco0 BKJIKOYAeT: cMmewmuBaHue coenuHeHus ¢opmyisl (), pactBopuTens,
MoJIMMepa, TaKOro Kak aLeTaTCYKUMHAT TUAPOKCUMPONMUIMETHILEIUTIONO03bl, U BOABI C
NOJIYYEHUEM CYCIIeH3UH,; HeOOsI3aTeNIbHO, IepEMEIINBAHIE /UM CMEIINBAHUE CYCIIEH3UU TPH
NOAZIeP’KAaHUK TeMIepaTtypel oT nmpubmusutensHo 10 no npubmmsurensao 25 °C; HarpeBaHHe
CYCII€H3UH ISl PACTBOPEHUsI CYCIIEHIUPOBAHHBIX YaCTULl TIepe]] BBEICHUEM B PACIIbUINTENbHYIO
CYLIWJIKY, PacCHbUIUTENbHYIO CYLIKY CYCIEH3UM C TOJY4YeHHEM BBICYLIEHHOW pacHblIeHHEM
JUCIEPCUH;, CYLIKY BBICYLIEHHON paclblIeHHEM JUCIEPCUH C MOJyY€HUEM TBEpPAOH JUCTIEPCHU.
B oTnenpHBIX BapHaHTax OCYILECTBJICHUs HarpeBaHUe BKIJIIOUAET MPOMyCKaHNUE CYCIIEH3UH Yepes3
BCTPOEHHBIH B JINHUIO TETJIOOOMEHHHK.

[00069] B npyrom BapmaHTe OCYLIECTBJIEHHS B HACTOALIEM AOKYMEHTE OMHMCAH CIOCO0

TIOJTyYeHUs TBEPAOH AUCTIepCHH, copepxkainei amoppuyro Gopmy coenunenus: hopmyisl (I)

®opmyaa (I)

rae crnocod BkiovaeT: (a) cmemmBanue coenuHeHus popmyner (I), pactBOpuTENs,
noJuMepa W BOIBI C mojydyeHueM cycrneHsuu; (b) HeoOs3aTenpHO, NMepeMeInuBaHue W/ n
CMEIIMBAHUE CYCIEeH3WHU MPU MOANEPKAaHUU TemrepaTypel oT mnpubmusurensHo 10 °C mo
npubnusutensHo 25 °C; (c) HarpeBaHHE CYCHEH3UH Il PACTBOPEHHUsS CYyCIEHAMPOBAHHBIX
YacTHUI] TMepel BBEACHHEM B pPACIBUTUTENbHYI Cymwiky, U (d) pachbUIMTENbHYIO CYIIKY
CYCHIEH3MH C TOJYYEHHEM BBICYLICHHOW pAcCHbUICHHEM IHUCIEPCHH, (€) CYLIKY BBICYLICHHOM
pacCnbUICHUEM OJUCHIEPCHUU C TMOJYUYCHUCM TBepI[OfI AUCTICPCHUU. B HEKOTOPBIX BapUaHTax
OCYILIECTBJICHUSI HAIPEBaHUE BKJIIOYAET MPOMYCKAHHE CYCIIEH3WH Yepe3 BCTPOCHHBIN B JIMHHIO
TeTNI00OMEHHUK. B HEKOTOpBIX BapuaHTax OCYIUNECTBICHUS TBEpAas IHUCIEPCHs, ComeprKarnas

amopduyro Gopmy coenunenus: Gopmysi (1),
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®opmyaa (I)

NOJTy4€Ha YKa3aHHBIM CIIOCOOOM.

[00070] B HekoTOpHIX BapHaHTax OCyIIeCTBIeHUs coenuHeHue Gopmyner (1),
pacTBOPUTENb, TMOJUMEP U BOAY OOBEAMHSIOT, U CMECh MEPEMEIIMBAIOT W CMELIMBAIOT C
cycrnensuel. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHUs PaCTBOPUTENb, BOAY U MOJUMEP
OOBEOMHSIIOT M MepeMeIIuBaoT nepen nodasieHuemM coenraeHust ¢popmydsl (I). B HexoTophIx
BApUAHTAX OCYIIECTBJICHUS] PACTBOPUTENb U BOAY OOBEAMHSAIOT M MEPEMEIINBAIOT MEpPen
nobasneHneM nonumepa u coequrerus Gopmyiiel (I). B HeKOTOPBIX BapHaHTaxX OCYINECTBIICHUS
PacTBOPUTENb U BOAY OOBEIUHSIIOT U NMEPEMEIIHUBAIOT, ITOCHIE Yero A0OABISIOT MOJIUMED, TTOCHE
yero no0aBistoT coequHeHue Gopmysi (1).

[00071] B HekoTOpBIX BapuaHTaX OCYLIECTBJEHUS COOTHOIICHHUE PACTBOPHUTENHBOMAA
MOXET COCTaBJISITh NMPUOIU3UTENBHO 95:5, mocie yero 1o0aBISIFOT M PACTBOPSIIOT mojuMep. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJEHHUS] COOTHOLIEHHUE PAaCTBOPUTENIb.BOAA MOXKET COCTABJATH
npubnusutensHo 90:10, mocnme wero n0O0aBISIOT W PACTBOPSIOT MosuMep. B HEKOTOpBIX
BAPUAHTaX  OCYIUECTBJIEHHUs  COOTHOLIEHHWE  PACTBOPUTEIb.BOAA  MOXKET  COCTaBJIATH
npubnusutensHo 85:15, mocne dero n0OaBISAIOT M PAaCTBOPSAIOT mnosiuMmep. B HekoTOphIX
BapUAHTaX  OCYIUECTBJIEHHUs  COOTHOLIEHHWE  PACTBOPUTENbL.BOAA  MOXKET  COCTaBJIATH
npubmmsutensHo 80:20, mocie yero AOOABISIOT M PACTBOPSIOT monuMep. B HEKOTOpBIX
BAPMAHTAaX  OCYLIECTBJIEHUS  COOTHOLICHHWE  pACTBOPUTENb.BOJA  MOXKET  COCTABJIATH
npubnu3uTensHo 7525, mocne 4ero nOOABISIIOT W PACTBOPSIIOT MOJMMEpP. B HEKOTOPBIX
BAPUAHTaX  OCYINECTBJIEHHUs  COOTHOLUIEHHWE  PACTBOPUTENIb.BOAA  MOXKET  COCTaBJATH
npubnusutensHo 70:30, mocne dYero n0OABISIIOT W PACTBOPSIIOT MOJMMEpP. B HEKOTOPBIX
BAPUAHTaX  OCYINECTBJIEHHUs  COOTHOLIEHHWE  PACTBOPUTENIb.BOAA  MOXKET  COCTaBJATH
npubnu3uTensHo 65:35, mocne dero nOOABISIFOT W PACTBOPSIOT MOJMMEpP. B HEKOTOPBIX
BAPUAHTaX  OCYIUECTBJIECHHUs  COOTHOLIEHHWE  PACTBOPUTENIb.BOAA  MOXKET  COCTaBJATH
npubnusutensHo 60:40, mocne dYero n0O0ABISIFOT W PACTBOPSIOT MOJMMEpP. B HEKOTOPBIX
BAPUAHTaX  OCYIUECTBJIEHHUs  COOTHOLIEHHWE  PACTBOPUTENIb.BOAA  MOXKET  COCTAaBJATH
npubnusuTensHo 55:45, mocnme dYero n0O0ABISIFOT W PACTBOPSIOT MoJMMep. B HEKOTOpBIX
BAPUAHTaX  OCYIUECTBJIECHHUs  COOTHOLIEHHWE  PACTBOPUTEIb.BOAA  MOXKET  COCTaBJATH
npubmmuTeNbHO 50:50, mocie yero qoOaBISIFOT U PACTBOPSIIOT MTOJIUMED.

[00072] B HeKOTOpPBIX BapHaHTaX OCYLIECTBJICHUS] PACTBOPHUTENb MPEICTABIIET COOOM
OpPraHUYECKOE€ COEJUHEHHWE, B KOTOPOM AaKTHBHBI areHT W monuMmep o0a SBISIOTCS
pacTBOpUMBIMU. B HEKOTOpBIX BapuaHTaX OCYLIECTBIIEHHs PACTBOPUTENb MPENCTaBIsAET COOOM

CIUPT, KETOH, MPOCTOH 3Pup, CIOXKHBIA 3(Up, raJOreHUPOBAHHBIN allkaH, aMuA, CYJIb(OH,
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KUCJIOTY WJIM HUTPOCOEAMHEHHE. B HEKOTOpBIX BapuaHTax OCYILIECTBJIEHUsS pPAaCTBOPUTEIb
npesacTaBisieT co00i METaHOI, 3TaHOJ, H-PONAaHOJ, U30MPONaHON Win OyTaHod. B HekoTOphIX
BApUAHTAaX OCYLIECTBJIEHHUS] PACTBOPHUTENb IMPEACTAaBIsAeT COOOH aleToH, METHI3TUIIKETOH
(M3K) wmm wmermwnmuzoOytunkeron (MHUBK). B HekoTOpBIX BapHaHTax OCYIIECTBIIECHHS
PacTBOpUTENb MPEACTABISIET COOON MeTHIIALIeTaT, STHIALIETAT MM MPONHUiIaneTaT. B HeKoTophix
BAPUAHTAX OCYINECTBJCHUS PACTBOPUTENb MpPEACTaBisieT CcOOOW  OUATWIIOBBIA  3¢up,
tetparuapodypan (TI' D), 2-metun-TI'D, 2,5-gumerun-TT'® umm 2,2,5,5-terpamerun-TI'D. B
HEKOTOPBIX BapHAHTaX OCYLIECTBJCHHS PACTBOPUTENb MPENCTaBIsAeT COOOH ALETOHHTPHII,
MetwiaeHxyopua, tonyorn, 1,1, 1-tpuxnopatan, aumerwnaueramun (JAMAA), HuTpomeraH,
YKCYCHYIO KHCJIOTY win aumetuicysibhokcun (JIMCO). Cmecu pacTBOPUTENSE U BOABI SIBJISTFOTCS
NOAXOMSALUIMMH TIPU YCJIOBUH, YTO mosuMmep u coeauHeHue ¢opmynasl () sBisroTcs B
JOCTATOYHOM CTETNEHU PACTBOPUMBIMHU JJIsl OCYIIECTBICHUS MPOLIECCa PaCcIbUIMTEIbHON CYIIKU.
B HekoTOphIX BapuaHTaX OCYIIECTBJICHHS CMECh BOJAPACTBOPHUTENb IPENCTABISET COOOH
BOJy:alleTOH. B  HEKOTOprIX BapuaHTax OCYIIECTBJIEHMs CMEChb BOJAA:pacTBOPUTED
npeactasisier coboii  Bomy:TT'®. B  HekoTOphIX BapWaHTaXx OCYIIECTBICHUS CMeECh
BOJA:PACTBOPHUTENb  MpPEACTaBIsieT CcOOOH  BOAy:MeTaHos. B HEKOTOpBIX  BapuaHTax
OCYILIECTBIICHUSI CMECh BOJA:pacTBOPHUTENb NpPEACTaBisieT coOoil BOAy:3TaHON. B HEKOTOPBIX
BapHaHTax OCYIIIE€CTBJIEHHUS CMeCh BOJA: PACTBOPUTEIIb MPENCTABIIAECT coboii
BOJly:METHJISTUJIKETOH. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS CMEChb BOJA:pacTBOPUTEID
npeacTaBisieT coOOW BOAY:ATHJALETAT. B  HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS CMECh
BOJIA:PACTBOPHUTENb TPEACTAaBIsACT COOOH BOAY:METWIEHXJOPHA. B HEKOTOphIX BapuaHTax
OCYILECTBJIEHNs] CMECU PACTBOPUTENIECH SBISAIOTCSA MOAXOAAIUMU NIPU YCIOBUM, YTO MOJIUMEP U
coenuHeHue Qopmynbl (I) sBiAIOTCS B OCTATOYHON CTENEHH PACTBOPUMBIMH IS
OCYILECTBJICHHs NIPOLECCA PACHBUIUTENBHON CYLIKU. B HEKOTOPBIX BapHaHTaX OCYILECTBICHUS
CMECh PACTBOPHUTEIb: PACTBOPUTENb NPEACTABIAET COO0M MeTaHON ATHIALETAT. B HEKOTOphIX
BApUAHTAX OCYIIECTBJIEHUS CMECh PACTBOPHTENIbPACTBOPUTENb  MPEACTABIsIET  COOOH
STAHOJ3TUJIALIETAT. B HEKOTOPBIX BapHaHTax OCYIIE€CTBJICHUS CMeCh
PaCTBOPUTENb PACTBOPUTENb TMPENCTABNIsAET COOOH METaHO.JUXJIOPMETaH. B  HEKOTOpbIX
BApUAHTAX  OCYIIECTBJIEHUS CMECh PACTBOPHTENbPACTBOPUTENb  MPEIACTABIsIET COOOH
3TAHOJ: AUXJIOPMETaH.

[00073] B HeKkOTOpBIX BapHaHTAX OCYLISCTBJICHUS] PACTBOPHUTENb MPEICTABIIET COOOM
OpPraHUYEeCKOE€ COEJUHEHHE, B KOTOPOM CYCIEHAUPYIOT AaKTUBHBIM areHT. B HeKkoTopbIxX
BapUAHTaX OCYILIECTBIEHHs coenuHeHune ¢opmyisl (I) CycneHaupyrT B CMeCH OYHMINEHHON
Bogpl u TI'® mepen noGasneHueM mnonuMepa. B HEKOTOPBIX BapUAHTAX OCYIIECTBIICHHS
coequHeHne | CyCHeHOHMPYOT B CMeCH OuuIineHHOW Bomael U TI'®@ mepen nobamieHnem
HPMCAS-HG.

[00074] B HEKOTOpPBIX BapUaHTaxX OCYIIECTBJICHHUS [UAINA30H TEMIIEpaTyp s
nepeMeLINBaHNs 1 CMELIUBAaHMsI KOHEUHOH CyCreH3un coctasisier npudmmsurensao 0-25 °C. B
HEKOTOPBIX BapUAaHTAaX OCYIIECTBICHHUs [UAaNa3OH TeMIeparyp AJisd IepeMelINBaHus MU

CMELIMBAHUs KOHEYHON CyCNeH3UWH cocTaBisier npudmmsutensHo 5-25 °C. B HekoTOpbIX
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BAPUAHTaX OCYILIECTBJICHHUs [UANA30H TEMIEpaTyp MAJid MNEePEeMELIMBAHUS W CMELIUBAHUS
KOHEYHOH CyCHeH3MH cocTaBisier npubmusutenpHo 10-25 °C. B HeKOTOpBIX BapuaHTax
OCYLIECTBJICHUs] JUANa30H TEeMIEpaTyp Uil MEePEeMEIINBAHWs W CMELIMBAHWA KOHEYHOU
CyCHeH3UH cocTaBisieT npubmusutensHo 15-25 °C. B HEKOTOpBIX BapHaHTaX OCYIIECTBIIEHHS
AUana3oH TEMIEPaTyp [Jsl MePEeMELIUBAHUs U CMELINBAaHUs KOHEYHOH CyCIEH3UH COCTaBIISIET
npubam3uTensHo 15-24 °C. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHs JUANA30H TEMIIEPaTyp
IUISl TIEPpEMELIMBAHUS U CMELIMBAHUS KOHEYHOH CyCIEH3UM COCTABIISET MPUOIM3UTENbHO 15-23
°C. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUs IUAINA30H TEMIEepaTyp Uil MepeMelIUBaHUs U
CMELIMBAHUs KOHEYHOW CYCHEH3MH COCTaBjsieT npuOmmusutespHo 15-22 °C. B HEKOTOpBIX
BAPUAHTaX OCYIIECTBJICHUs [HANA30H TEMIepaTyp MAJs MEePEMEUIMBAHUS M CMELIMBAHUS
KOHEYHOH CyCHeH3MH cocTaBisier npubmusutenpHo 15-21 °C. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUs] JUANa30H TeMIepaTryp il MEepEeMElINBAHWS W CMELIMBAHUA KOHEYHOU
CyCneH3uH coctaBisier npubmmsuTensHo 15-20 °C. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
AUana3oH TEeMIEPaTyp [Js NePEeMEIIMBAHUS U CMEIINBAHUS KOHEYHOH CyCIEH3UH COCTaBIISIET
npubnusutensHo 17-25 °C. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS AHMANA30H TEMIIEPATyp
IUISl TIEPEMEIINBAHNS U CMEIINBAHUS KOHEUHOH CyCIIEH3UN COCTABIISIET NMPHUOIM3UTENbHO 17-24
°C. B HeKOTOpBbIX BapuUaHTaX OCYLIECTBJICHUs AUAINA30H TeMIEepaTyp Ul MepeMelIuBaHus U
CMELIMBAHNUS KOHEYHOW CYCNEeH3MH COCTaBisier mnpuommusutenpHo 17-23 °C. B HekoTOphIX
BAPUAHTaX OCYILIECTBJICHHUs [UANA30H TEMIEpaTyp MAJid MNEePEeMELIMBAHUA W CMELIUBAHUS
KOHEYHON CyCNeH3MH cocTaBisier npubmusutenpHo 17-22 °C. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUs] JUANa30H TEMIEpaTyp il MEePEeMEIINBAHWs W CMELIMBAHWA KOHEYHOU
cycneH3uu cocraisier npubmusutensHo 17-21 °C. B HEKOTOpBIX BapHaHTaX OCYIIECTBIIEHHS
AUana3oH TEMIEPaTyp [Jsl MePEeMEIIUBAHUs U CMELIMBAaHUs KOHEYHOH CYCIIEH3UH COCTaBJISIET
npudamsutensHo 17-20 °C. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHs TUAINA30H TEMIIEPaTyp
ISl TIEPEMEIIMBAHUS U CMELIMBAHUS KOHEYHON CyCIeH3UU COCTABJISET MPUOIM3UTENbHO 18-25
°C. B HEKOTOpBIX BapHUaHTaX OCYLIECTBJICHUs IUAINA30H TEMIEepaTyp Uil MepeMelIUBaHUs U
CMELIMBAHUs KOHEYHOW CYCHEeH3MH cocTaBisier npuOmusutesbHo 18-24 °C. B HekoTOpBIX
BAPUAHTaX OCYILIECTBJICHUs [HANA30H TEMIlepaTyp MAJs MEePEMELIMBAHUS M CMELIMBAHUS
KOHEYHOH CyCNeH3MH cocTaBisier npubmusutenbHo 18-23 °C. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUs] JUANa30H TeMIepaTryp M MEepEeMEIINBAHWS W CMELIMBAHUS KOHEYHOU
CyCHeH3UH cocTaBisieT nmpuOmmsuTensHo 18-22 °C. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
AUana3oH TEeMIEepaTyp AJs NePEeMEIINBAHUS U CMEIIMBAHHUS KOHEYHOH CyCIEH3MH COCTAaBIISIET
npubnusutensHo 18-21 °C. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS AHMANA30H TEMIIEPATyp
IUISl TIEPEMEIIMBAHNS U CMEIINBAHUS KOHEUHOH CyCIIEH3UN COCTABIISET MpHOIM3uTENnbHO 18-20
°C.

[00075] B HeKkOTOpBIX BapUaHTaX OCYIIECTBIICHUS paOOUYWil AHANA30H CKOPOCTH MOTOKA
CYCIIEH3MH Yepe3 BCTPOCHHBIN B JINHUIO TEINIOOOMEHHUK MOXKET COCTABIISITh MPUOIM3UTEIBHO 5-
100 xr/u. B HEKOTOpBIX BapUAaHTaX OCYLIECTBJIEHHsS pPa0O4YMi AMANa30H CKOPOCTH IOTOKA
CYCII€H3MH Yepe3 BCTPOCHHBIN B JINHUIO TETJIOOOMEHHUK MOXKET COCTABIISITh MPUOIM3UTEIBHO 5-

30 xr/u. B HEKOTOpBIX BapHaHTaX OCYIUIECTBJIIEHHS pPaOOuYMil AMAnma3soH CKOPOCTHU IOTOKA
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CYCIIEH3MH Yepe3 BCTPOCHHBIN B JINHUIO TETNIOOOMEHHUK MOXKET COCTABIISITh MPUOJIM3UTEIBHO 5-
25 xr/u. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS pPaOOuUMil AMAma3soH CKOPOCTH IOTOKA
CYCII€H3MH Yepe3 BCTPOCHHBIN B JINHUIO TEJIOOOMEHHUK MOXKET COCTABIISITh MPUOIM3UTEIBHO 5-
20 xr/u. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHUS paOOuUMil AMama3soH CKOPOCTHU IOTOKa
CYCII€H3UH Yepe3 BCTPOCHHBIN B JIMHUIO TEIUIOOOMEHHUK MOKET COCTaBJISITh MPUOIU3UTEIBHO S-
15 xr/4. B HeKoTOpBIX BapHaHTaxX OCYIIECTBJIECHUs paboumii OUana3oH CKOPOCTH MOTOKA
CYCIIEH3UH Yepe3 BCTPOCHHBIN B JIMHUIO TEIUIOOOMEHHUK MOXKET COCTABJISITh MPUOINU3UTEIBHO S-
10 xr/u. B HEKOTOpBIX BapHaHTaX OCYLICCTBJICHUS pPaOOuUMil JMANa30H CKOPOCTU MOTOKA
CYCIIEH3UH 4Yepe3 BCTPOCHHBIH B JIMHUIO TEIUNIOOOMEHHUK MOXKET COCTAaBJIATH MPHOJIH3HTEIBHO
30-50 xr/4. B HEKOTOPBIX BapHAHTAX OCYIIECTBIEHHSI CKOPOCTh MOTOKA CYyCIIEH3UU COCTABJISET
npubIu3uTeNbHO 35-45 Kr/u. B HEKOTOpBIX BapUAaHTAX OCYLIECTBICHHS CKOPOCTb IOTOKA
CYCHEH3UH COCTaBJsIET MPUOIU3UTENBHO 35-40 Kr/4. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
CKOPOCTh TIOTOKA CYyCIEH3UHU COCTaBJIsIeT NMPUOIU3nuTeIbHO 40-45 kr/d. B HEKOTOPBIX BapHaHTaxX
OCYINECTBJICHHSI CKOPOCTh TOTOKA CYCIEH3UM COCTaBNIsIeT npuOmmsutTenbhHo 42-48 xr/1. B
HEKOTOPBIX  BAapUAaHTaX  OCYIIECTBJIECHHUS CKOPOCTb MOTOKA  CYCIIEH3UH  COCTaBJISIET
npubnu3uTensHo 45-50 kr/4. B HEKOTOpBIX BapHaHTaxX OCYINECTBJICHUS pabo4Mii AHara3oH
CKOPOCTH TIOTOKA CYCIIEH3MH Yepe3 BCTPOCHHBIH B JMHHUIO TEIUIOOOMEHHUK MOXKET COCTABIISTH
npubnusutensHo 50-100 kr/4. B HEKOTOPBIX BapuaHTaX OCYIIECTBIEHHS CKOPOCTb IOTOKA
CYCHEH3UH COCTaBJsieT mpuOmm3nuTesnbHO 50-90 kr/4. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
CKOPOCTb MOTOKA CYCHEH3UH COCTaBJsieT npudmusuTenbHo 50-80 kr/4. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHHsSI CKOPOCTh TOTOKA CYCIEH3UU CcocTaByisieT npuommsutenbho 50-70 xr/a. B
HEKOTOPBIX  BapUMaHTaxX  OCYIUECTBJICHUS CKOPOCTb  IOTOKA  CYCIIEH3UU  COCTaBJISIET
npubnusuTensHo 50-60 Kr/4.

[00076] B HEKOTOPBIX BapUaHTAaX OCYLIECTBICHUS TeMIEpaTypa pacTBopa Ha GOpCyHKe
PaCHBUINTENBHON CYLIMIKM WK BOJM3H HEe MOXKET COCTaBIATh nmpubmusurensHo 110-130 °C,
NPEANOYTUTENbHO MpubaM3uTensbHo 115-125 °C, Haubonee npennoYTUTEIBHO NMPHOIH3UTEIBHO
116 °C, npubnmsurenvHo 117 °C, npubmusurensHo 118 °C, npubmmsurensHo 119 °C,
npubnusutensHo 120 °C, npubmmsurensuo 121 °C, npubnusutensHo 122 °C, npuOIu3UTENBHO
123 °C, npubmusurensHo 124 °C, mpubmusurensHo 125 °C. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHUsI TEMIIEpaTypa pacTBOpa Ha (POPCYyHKE PACIBUIUTEIbHON CYLIMIKUA WM BOJH3H
HEe MOXET COCTaBJIATh MPUOMM3HTENsHO 15-25 °C. B HEKOTOpPBIX BapHaHTaX OCYINECTBIICHHS
TeMIeparypa pacTBopa Ha (POpCYHKe pPacCHbUTUTENbHONW CYIIWJIKH WM BOJMU3U HEE MOXKET
cocTaBnsATh npuoOIm3uTeabHo 20-25 °C. B HEKOTOPBIX BapHaHTax OCYLIECTBICHHS TEMIEpaTypa
pactBopa Ha (OPCYHKE pPACIBUIUTEIPHON CYIIMJIKH WM BOJM3H HEE MOXKET COCTaBJIATH
npubmmuTensHo 10-100 °C. B HEeKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS TeMIepaTypa pacTBopa
Ha (POPCYHKE PaCHbUINTEIBHON CYLIMIIKH WIIA BOJU3M HEE MOXKET COCTABISThH NMPHOIM3UTEIBHO
20-90 °C. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS TeMIepaTypa pacTBopa Ha (OPCYHKe
PaCTIbUIMTEIPHOW CYIIMJIKYA TN BOJHM3U HEe MOXKET COCTaBJisATh mpubnmsurensHo 20-80 °C. B
HEKOTOPBIX BapHAaHTaX OCYINECTBJIEHUS TeMIIEpaTypa pacTBOpa Ha (OPCYHKE PacHbUIUTEIbHON

CYIIWJIKH WJIM BOJNM3UM HEEe MOXeT coCTaBiATh mnpubnusurensHo 20-70 °C. B HeKoTOpBIX
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BapUAHTAX OCYLIECTBIICHHsSI TEMIIEpaTypa pacTBopa Ha (POPCYHKE paCHbUIMTENBHOH CYIINIKH
Wi BONM3M HEe MOXET COCTaBJATh NpuOmmusutensHo 20-60 °C. B HEKOTOpBIX BapuaHTax
OCYLIECTBIIEHUsI TEMIIEpaTypa pacTBOpa Ha (POPCYyHKE PACIBUIMTENbHON CYLIMIKU WM BOJH3H
Hee MOXeT COCTaBJIATh NpuOm3uTenbHo 20-50 °C. B HEKOTOpPHIX BapHaHTaX OCYIIECTBIICHHS
TeMIlepaTypa pacTBopa Ha (POPCYHKE pACIbUIUTENbHOH CYIIWJIKA WM BOJH3H HEE MOXKET
coctaBnsaTh npuoamsuTesbHo 20-40 °C. B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHHS TeMIEpaTypa
pacTBopa Ha (OPCYHKE pACHbUIMTENBHON CYIIWJIKM MM BOJIM3M HEE MOXKET COCTaBILIThH
npubnusutensHo 20-30 °C.

[00077] B HEKOTOPBIX BapuaHTAaX OCYLIECTBJICHHs AaBJIEHUE 3ALIMTHOIO raza GOpPCyHKH
IUISL pACTIBUTUTENIBHOM CYLIKH MOXKET COCTaBJSITh MpuOmmu3uTenbHo 50-100 gyHT/KB. moviM u30.
B HEKOTOpBIX BapHaHTAaX OCYLIECTBICHHS OOBEMHAs CKOPOCTb IMOTOKA OCYLIAIOIIEro rasa
PACTIBUTUTEPHON CYIIMJIKH MOXKET COCTaBJATH npuOmmureabHo 400-500 kr/4. B HexkoTOpbIX
BAPUAHTaX OCYLIECTBIEHUs TeMIlepaTypa Ha BbIXOJAE U3 KaMepbl PACHBUIMTEIBHOU CYLIMIIKU
MOXET COCTaBJSITh NpHOIM3HTENbHO 45-75 °C. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIICHHS
TeMrepaTypa B KOHAEHCATOPE pAaCHbUIMTENbHOW CYIIUJIKH MOXET COCTaBJATb  OT
npuOIU3UTENBHO -5 10 npudausurensHO -20 °C.

[00078] Ilocne 3aBepllieHUs pPACIbUIMTEIbHONW CYILIKH BBICYLIEHHbIH paclblIeHHEM
NPOMEXKYTOUYHBIN MPOAYKT TMOABEPTAIOT HEOOA3aTENbHON BTOPHYHON PACIIbUINTENIbHON CYIIKE B
BAKYYMHOM CyLIWJKE C T[epeMellnBaHueM. B HEKOTOpBIX BapuUaHTax OCYIIECTBJICHUs
TEMIIEpaTypa CYIIKH MOXKET COCTaBJisATh mnpubausurenpbHo 30-60 °C, mnpeamodTuTesbHO
npubnusutensHo 35-55 °C, Haubonee mnpeanoututenpHo npudOmusurenbo 40-50 °C. B
HEKOTOPBIX BAPUAHTAX OCYIUECTBJICHUS] MNPOAOJDKUTEIBHOCTh CYIIKH MOXET COCTaBJISITb HE
MeHee NMPHUOJM3UTENIBHO 3 4YacoB, MPEANOUYTHTEIBHO HE MEHee MPHONU3UTENbHO 6 4YacoB, HE
MeHee TNPHONM3UTENBHO 7 4YacoB, HE MeHee NpUOIM3UTENPHO 8 YacoB, HE MeHee
npuOIM3UTENBHO 9 yacoB. B HEKOTOPBIX BapHAaHTaX OCYLIECTBJICHUS JaBJIEHHE B KAMEPe MOXKET
COCTaBNIATh MpudbIM3uTeNbHO 30-60 MOap, MpeanoYTHTENbHO NPUOIM3UTENBHO 35-55 Mmbap,
HanboJiee MPeanoUTUTENBHO Mpudu3uTeasHo 40-50 MOap.

[00079] B HEKOTOpBIX BapHaHTAX OCYIIECTBJICHHUS MOJHMEP MOXKET ObITh HOHOTE€HHBIM.
B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUS MOJUMEDP MOXKET OBITh HEHOHOTEHHBIM. B HEKOTOpPBIX
BApUAHTAX OCYIIECTBJICHUS (PapMalleBTUYECKH TNPUEMIIEMBIH IMOJIUMEDP BBIOpAH W3 TPYIIIHL,
COCTOsILIEN U3 MOJUBUHWINAPPOIUAOHA, MONUITUICHOKCHIA, TONIUI TUIIEHIJIUKOIISA, CONOIUMEpa
BUHIUIMUPPOJIUAOHA M BUHWIAIETATa,  OJIOK-COMOJUMEPOB  MOJUOKCHATHIIEHA |
MOJIMOKCUMIPONUJIEHA, MPUBHUTBIX  COMOJMMEPOB, COCTOSALIMX W3  MOJUITUIICHIIIUKOJS,
MOJINBUHUJIKANIPOJaKTaMa 51 MOJIMBUHUJIALIETATA, NOJIMMETAKPUIIATOB,
NOJMOKCHU3TUIICHAJIKIIIOBBIX ~ 3(UPOB,  TOJIMOKCHSTHIIMPOBAHHBIX ~ KAaCTOPOBBIX  Macel,
MOJINKANPOJIAKTaMa, ITOJUMOJIOYHOW KHUCJIOTBHI, MOJIUIVIMKOJNEBOM KHUCJIOTBL, COMNOJUMEpPa
MOJIOYHOM M TJIMKOJEBOH KMCJOT, JIMIMAOB, LEJUIFOJIO3bl, MyJulyJlaHa, [AEeKCTpaHa,
MaJIbTOAEKCTPUHA, T'MaJypOHOBOHM KHCIIOTHI, MOJHMCHUAIOBOM KHUCJIOTBI, XOHAPOUTHUHCYIb(paTa,
renapuHa, (QykoupgaHa, monucyjibdara  MEHTO3aHa,  CIUPYJIAHA,  ALETATCYKIIMHATa

TUAPOKCUTIPOMUIMETUIILCIUIIONIO3bI, MPOMHUOHATCYKIIUHATA THAPOKCUIIPOMUIMETUIIHCIIIFOJIO3bI,
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¢Tanara rUAPOKCUNTPONUIMETIIILIEILTFONIO3bI, arleTaTdranara HeJUTr0JI03bl, alleTaTTPUMENIHTATa
LIEJUTIOJIO3BI, aneTardranata METHJILEIUIFOIO3b], aneraTdranaTa THAPOKCUIIPONIIILEIITIONO03bI,
anerarrepedranara LEJUTIOJIO3bI, auerarnsodranara LEJUTFOJIO3bI,
KapOOKCHMETHIIATHIILIEIUTIONO3bI, THPOKCUITPONUIMETHIILEIIIIOO3H, aneratdTranara
TUAPOKCUIPONTMIMETHIILIEIIIIONO3b], NPONMHOHAT(TAIaTa THUAPOKCHIIPONHIMETHIILENTIONO3E,
aueTaTTPUMEIINTATa TUIPOKCUIPONMIMETHIILIEIIIIOIOSBI, NPONUOHATTPUMEITIUTATA
TUAPOKCUNIPONUIMETHIILIEIUIIONO3b],  ALETaTCyKUMHATa  LEJUTIF0JIO3bl,  aleTaTCyKIMHATa
METHJILEJUTIONIO3b], JEKCTpaHa, alerata JeKCTpaHa, IMpOMUOHAaTa JEeKCTpaHa, CyKIMHaTa
JEKCTpaHa, alleTaTIPoNuOHaTa IeKCTpaHa, aleTaTCyKIMHATa JeKCTPaHa, MPONHOHATCYKIMHATA
JEKCTpaHa, aleTaTIPONUOHATCYKLMHATA AEKCTPaHa, COMOJMMepa METAaKpUJIOBOH KHUCIOTHI U
MeTuiaMeTakpunara 1:1, comonmumepa MeTakpuiIOBOM KHUCIOTBI U MeETWIMeTakpwiara 1:2,
COMoOJMMepa METAKPUIOBOM KHUCIOTBI M OSTHiIakpujgata 1:1, TUAPOKCHITUIILEIUIIONO3BI,
METHJILIEJUTIONO03bl U TUAPOKCUIIPONUIILEIIIIONO3b], COMONIMMepa METaKpPHJIOBOM KUCIOTHI U
STUJIAKpUJIaTa, COMOJUMepPa METAaKpUJIOBONM KHUCIOTHI M METWJIMETaKkpujaTa, COMoJIuMepa
METUJIMETaKpuiaTa ¢ OSTUJAKpUIaTa, CONOJUMEpa TPUMETHIAMMOHHUO3TUIIMETaKpUIaTa
XJIOpU/a,  METHAMETaKkpwiata ©  STWIakpwiata, W noau(OyTuiMerakpuiaT-ko-(2-
IMMETHIAMUHOATHIT)METAaKPHJIaT-KO-METHIIMETaKpuiaTa), M HX cMecedl. B HEKOTOpbIx
BApUAHTAX OCYIIECTBJIICHUS (PapMaleBTUYECKH NPUEMIIEMBIH IOJUMEDP BBIOpAH W3 TPYIIIHL,
COCTOsILIEN N3 MOJMBUHUINMUPPOIUAOHA, MOJUITUICHOKCU A, TOIMATUIICHIJIMKOIISA, COMOIUMEpa
BUHIIMUPPOJIUAOHA M BUHWIAIETATa,  OJIOK-COMOJUMEPOB  IOJUOKCHATHIIEHA |
NOJUOKCUMPONMJIEHA, MPUBUTBIX  COMOJMMEPOB, COCTOSIIUX W3  MOJUITHUIECHIJIMKOJS,
NOJMBUHUJIKATIPOJIaKTaMa u MOJIMBUHUJIALIETATA, NOJIMMETaKPUIIATOB,
NOJMOKCUATUJICHAJIKWIIOBBIX ~ 3(UPOB,  TOJIUOKCHUSTHJIMPOBAHHBIX ~ KACTOPOBBIX  Macel,
NOJUKAINPOJIaKTaMa, IOJIMMOJIOYHON KHUCJOTBI, IOJMUIVIMKOIEBOM KHCIOTBHI, CONOJUMEpPA
MOJIOYHOM M TJIMKOJEBOM KHCJIOT, JUIHWIOB, LEJUIIOJNO3bl, MyJUlyJlaHa, [eKCTpaHa,
MaJIbTOAEKCTPUHA, TMAJypOHOBOHM KHCJIOTBI, MOJMCUAIOBOM KHUCJIOTHI, XOHAPOUTUHCYIb(DaTa,
rermapuHa, (QykommaHa, mONUCYJb(aTra  MEHTO3aHa,  CIOUpPYJAHA,  ALETATCYKIMHATA
TUIPOKCUTIPOTTUIMETHIILIEIUTIONO3b], MPOMUOHATCYKIIMHATA TUAPOKCUIIPONUIMETUIILIEIITIOIO3bI,
¢Tanara THAPOKCUNPONUIMETIIILEIUTFONIO3bI, arleTaTdranara HeUTF0JI03bl, alleTaTTPUMEIIUTATA
LIEJUTIOJIO3BI, aneTardranata METHJILEIUIFOJIO3b], aneraTdTanaTa THIPOKCHIIPOIIIILEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, anerarn3odranara LEJUTFOJIO3bI,
KapOOKCHMETHIIS THIILIEIUTIONO3bI, TUJPOKCUITPOTTUIMETHIILIEIITION O3B, aneratdTranara
TUAPOKCUIPOITMIMETHIILEIUTFONIO3b, MPOMHOHAT(TaNaTa THUAPOKCHITPOMMIMETHIILEIITIONO3BI,
aneTaTTpUMeIINTaTa TUIPOKCUTIIPONHIMETHIILIEIUTIONO3BI, MPONMUOHATTPUMEIINTATA
TUPOKCUNIPONIUIMETHIILIEIUTIONO3b],  ALEeTaTCyKLUMHATa  LEJUIF0JIO3bl,  alleTaTCyKI[MHaTa
METHJILEJUIIONO3b], JAEKCTpaHa, aleraTta JeKCTpaHa, IIpONUOHAaTa JEKCTpPaHa, CyKIMHaTa
JEKCTpaHa, aleTaTIIpoNHuoHaTa JIEeKCTpaHa, aleTaTCyKIMHAaTa JEeKCTPaHa, MPONHOHATCYKIMHATA
JEKCTPaHa, aleTaTIPONUOHATCYKLIMHATA AEKCTPaHa, COMOJMMEpa METAaKpUJIOBONH KHUCIOTHI U
MeTuiaMeTakpunara 1:1, comonmumepa METakpWIOBOM KHUCIOTBI U METWIMeTakpwiara 1:2,

COMoJuMepa METAaKpWJIOBOM KHUCJIOTHI M 3Twinakpuwnara 1:1, u ux cmeceil. B HEKOTOpbIX
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BapHaHTaX OCYIIECTBIICHUS TOJMMEp MPEACTABIsET COOOH TUAPOKCUTIPOMIIMETHIILEIUTION03Y,
TUAP OKCUTIPONUIILEIUTIOJIOSY, KapOOKCHUMETUIII TUITLEIITIOJIO3Y, aLeTaTCyKLMHAT
TUPOKCHITPOITMIMETHIILIEIUTIONO3BL, (PTaiaT rUAPOKCUIIPOMIIMETHIILEIUTIONIO3b], anerardraiaTt
LEJUTFOJIO3bI, aLeTAaTTPUMEJUIMTAT LEJUIIOJIO3b], MOJUBUHUJIOBBIE CIUPTHI, B KOTOPBIX MO
MEHbIIEeH Mepe 4YacTb MOBTOPSIOLINXCS 3BEHBEB HAXOMUTCS B TUAPOJIM30BAHHON (opme,
MOJINBUHWJIMUPOIUIOH, MOJIOKCAMEPBI WJIK UX CMECU. B HEKOTOPBIX BapUaHTaxX OCYLIECTBJICHUS
(dapManieBTHYECKH ~ MpPUEMJIEMbId  TOJUMEpP  MPeAcTaBisieT  coOOM  aleTaTCyKLMHAT
TUAP OKCUTIPOTTUIMETUIILICIUTIOJIO3bI.

Xapaxmepucmuru KpUcmaiiuyeckux u amopguuix popm

[00080] B omHOM oOmmem acrmekre cBOOOmHOE OcHOBaHue coeamHeHus (opmybl (1)
MOKET OBITh HCIOJIb30BAHO B KAaUeCTBE HCXOJHOTO BEINECTBA WM MOMKET OBITh MOJyYEHO
cniocobamu, ormucanabiMu B US 8940756 u US 8461179, BKIFOUEHHBIX B HACTOSIIIUNA JTOKYMEHT
MOCPEACTBOM CCBLJIKH.

[00081] B onHOoM oO1iem acmekte mpeaioxkena amopdHas popma coequHeHus! HOPMYJIbI

(D).

®opmy.a (I)

[00082] B nppyrom ofmiem acmekte mnpemiokeHa amopdHas ¢opma COeaMHEHUs
dopmynbr (1), umeromas uuctotry mo npaHHbiM BIXKX OGonee mpubmmsurenso 95% wu
COZIepKaHNE OCTATOYHBIX pacTBOpHTENEl MeHee ueM npubmmsurensHo 0,5%.

[00083] Kak mpaBmio, amopdHas dopma coenunenust Gopmynnl (I) mo cyuiectBy He
COIEPIKUT OCTATOYHBIX pacTBOpHUTENe. TepMHH «IO CyIIECTBY HE COIEPXKUT» O3HAYaeT
ocratrouHble pactBoputenu B pomyctuMbix ICH (MexnyHaponHas KOH(EpeHIHs 1o
rapMOHM3ALMH) TpeaeNax, MOAXOMIMUX s (hapMaleBTHUECKUX NpenaparoB. B HEKOTOPBIX
BapUaHTax OcyluecTByieHus amopduas popma coenunenus popmyinsl (I) conepxur menee 1%
OCTaTOYHBIX pacTBOpUTeNiell. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBICHUS amopdHas ¢opma
coequnenus: Gopmyisl (I) cogepxut menee 0,9% OCTATOYHBIX PACTBOpPUTENIEH. B HEKOTOPBIX
BapUAHTaX OCYILECTBJICHUS amopdHas ¢opma coenrHenus: Gopmyisl (I) conepxut menee 0,8%
OCTaTOYHBIX pacTBOpuTeNiell. B HEKOTOpPBIX BapWaHTax OCYIIECTBJIEHUS amopdHas ¢opma
coequnenus: Gopmyisl (I) cogepxkut menee 0,7% OCTATOYHBIX PACTBOpPUTENICH. B HEKOTOPBIX
BapUAHTaX OCYIIECTBJIEHUs amopdHas ¢opma coennHenus: Gopmysl (I) conepxut menee 0,6%
OCTaTOYHBIX pacTBOpuTeNell. B HEKOTOpPBIX BapWaHTax OCyIIECTBIEHUS aMopdHas Qopma
coequHenust Gopmyisl (I) cogepxut menee 0,5% OCTATOYHBIX PacTBOpPUTENIEH. B HEKOTOPBIX
BapUAHTaxX OCYIIECTBJIeHUs amopdHas dopma coenuHenus: Gopmyisl (I) conepxur menee 0,4%

OCTAaTOUHBIX pacTBOpuTesied. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUs amopdHas ¢Gopma
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coequHenust popmyisl (I) cogepxut menee 0,3% OCTATOYHBIX PACTBOpPUTENIEH. B HEKOTOPBIX
BapUAHTaX OCYIIECTBJIeHUs amopdHas ¢opma coenuHenus: Gopmyisl (I) conepxur menee 0,2%
OCTaTOYHBbIX pacTBOpuTeNell. B HEKOTOpBIX BapHaHTax OCyIIECTBJIEHUS amopdHas Qopma
coenunenus popmyiel (I) coneprxur menee 0,1% ocTaTOYHBIX PacTBOPUTENEHN.

[00084] B mpyrom oOmiemM acrekTe B HACTOALIEM JOKYMEHTe MpemjiokeHa aMopdHast
dopma coenunenus: ¢opmyasl (I), umeromas umcrory mo naHeiM BOXX Oonee uem
npuOIM3uTeNEHO 95%. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHs YUCTOTA MO AaHHBIM BDXKX
coctaBnsier Oonee ueM mnpubMuU3uTeNbHO 96%. B HEKOTOpBIX BapUaHTaX OCYIIECTBIICHHS
yucToTa 1o nmaHHeiM BOXKX cocraBnsier Oonee uwem mpuOamsuTebHO 97%. B HEKOTOPBIX
BapUAHTAX OCYIIECTBJIEHUs uyucTtora 1o pgaHHbiM BDXKXX cocraBiser Oonee yem
npubnu3uTensHO 98%. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS YMCTOTA MO HaHHBIM BOXKX
coctaBisier Oonee ueMm mnpuOmu3uTeNbHO 99%. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHHS
gyuctoTa 1o aanHbiM BOXX cocrapnsier Oonee yem mpudnusurenpbHo 99,5%. B HekoTOpBIX
BApUAHTAaX OCYIIECTBJIEHUs 4yucToTa 1o paHHbiM BDXX cocraBnser Oomee uem
npubu3uTensHO 99,8%. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHS YUCTOTA MO JaHHBIM BOXXX
coctaBnsier Oosnee 4yem mpuOMM3UTENbHO 99,9%. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHHS
yicToTa 1o naHHeiM BOXKX cocraBmsier Oonee uwem mpubmmsutenbHo 90%. B HexoTOphIX
BapUAHTAaX OCYINECTBJIEHUs uyucTtora 1o pmaHHeiM BDXKX cocraBmser Oomee uem
npubnusuTensHo 92%. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS YUCTOTA MO JaHHBIM BOXXX
cocTraBysieT OoJiee ueM npuoau3nuTeabHo 94%.

[00085] B npyroM acmekTe B HACTOSIIEM AOKYMEHTEe HNpPeAJIOKeHO COCIUHEHUE
dopmynsr (I) B amopdHOi (opme, MO CyIIeCTBY HE copaepkalleld Kakux-Iudo JApyrux
KpHucTaIueckux Gopm. B HEKOTOPBIX BapuaHTax OCylLIecTBIeHUs coenuHenne ¢popmysl (I) B
amMopdHOH (opMe CONep>KUT MeHee MPUOIM3UTENBbHO 5% Apyrux Kpucraumdeckux ¢gopm. B
HEKOTOPBIX BapHaHTaxX ocylecTBiaeHust amopduas Gopma coenunenust Gopmynsl (I) conepxur
He Oosiee mpuOMM3UTENBHO 5 Mac.% KakoOH-TuO0 KPUCTAJUINYECKOH (OPMBI UM HE COAEPIKUT
OOHAPYKMMOTO KOJIHMYECTBA KakKOU-TuOO Kpucraummyueckoit (opmbl. Amopdnas dopma,
NPEJIOKEHHAsT B HACTOALIEM JOKYMEHTE, IO CYIIEeCTBY HE MpeBpallaercs B Kakue-Tudo
Kpuctanueckue Gopmel coenuHenus: Gpopmyiisl (I) B pa3nuvYHBIX YCIOBUSX, T. €. COAEPIKUT HE
6onee ueM («NMT») npubnuzurensao 10 mac.%, npubnmsurensHo 5 Mac.%, MpUOIU3UTENBHO 4
mac.%, mpuOmusurensHo 3 mac.%, npubmmsutenbHo 2 Mac.%, npubmusurensHo 1 mac.%,
npudmuTeNbHO 0,5 Mac.% Kakoh-mubo KpucTandeckoi ¢popmbl coenraenus Gopmys (1),

[00086] B KOHTEKCTE HACTOAIIETO NOKYMEHTA IO CYIECTBY HE COMEPIKHUT KaKHX-JTHOO
apyrux ¢Gopm» O3Ha4daeT, 4To TBepnaas amopdHas ¢opma coenunenust Gopmynsl (I) comepxur
npubnusuTensHo 20% wu MeHee, npuonsuTensHo 10% nunn Menee, mpuOIM3UTENbHO 5% MK
MeHee, NMPHOIM3UTENbHO 2% WM MeHee WM NpuOnm3uTensHo 1% i MeHee KaKux-JIHOO
apyrux (opM paccMaTpHBAEMOro COENWHEHMs, MO AaHHbIM, Hampumep, PXRD, wiu menee
npubnusutensHo 20%, meHee mnpuOmmsurenbHo 10%, meHee npuOmmM3uTenbHO 5%, MeHee
npubnusutensHo 4%, MeHee MpUOMM3UTENbHO 3%, MeHee NPHUOIM3UTENBHO 2% WM MEHee

npubnusutenpbHo 1% kakux-nmubo aApyrux GopM paccMaTpUBaEMOIO COENUHEHMs, IO JAHHBIM,
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Harpumep, PXRD. Takum o0pa3om, mox TBEPABIM COCTOSIHMEM aMOP(HON (HOPMBI COETMHEHHS
dopmyasl (1), onucaHHO!N B HACTOSIIEM AOKYMEHTE KakK IO CYLIECTBY HE COAepiKallas KaKhX-
00 IPYyrux TBEpAbIX GopM, MmoapasyMeBaeTcs, YTo oHa coaepxut Oosee 80 mac.%, Oonee 90
mac.%, Oonee 95 mac.%, Gonee 98 mac.% wunmu Oonee 99 mac.% paccmarpuBaeMoil TBepHOM
amopdHuoii popmbr coenmHeruss popmysel (I). CoOTBETCTBEHHO, B HEKOTOPBIX BapHaHTaX
OCYIIECTBIICHHS] OINHUCaHHbIE TBepable (opmbl amopdHON (opmel coemuHenus: popmynst (I)
MOryT conepxatb oT 1 1o 20 mac.%, ot 5 1o 20 mac.% umm ot 5 mo 10 mac.% oxHoit unu Oosee
Apyrux TBepAbIX hopm coenunenus Gpopmyisi ().

[00087] B KOHTEKCTe HACTOSIIETO MTOKYMEHTAa «OTCYTCTBHE OOHAPYKHUMBIX KOJUYECTB
Kakoi-mnbo kpucramumueckoil ¢opmbl (Gopm)» o3HauaeT, yto TBepaas amopduas ¢opma
coenuHeHust ¢opmynbl (I) COmep:KUT KOJMYECTBO KPHCTALUIMUECKOW (OPMBI, KOTOpOe
HAXOIUTCS Ha YPOBHE MJIM HUKE KOJMUYECTB, KOTOPBIE MOTYT OBITh OOHAPY KEeHbI TPUOOPOM JIJIst
oOHapyxkeHuss w/uian wusMepenusi, Hanpumep, PXRD. DTo KoamuecTBO MOKET BKIIKOYATh,
NPEANOYTUTENBHO, MeHee MpuOmm3uTenbHo 4 Mac.%, MeHee MpHONM3UTENBHO 3 Mac.%, MeHee
npuOIMBUTENbHO 2 Mac.% wnu MeHee npuOIM3uTeNbHO 1 Mac.% kakux-muOo Apyrux ¢Gopm
paccMaTpUBaEMOrO COENMHEHHs, Hampumep, 1o gaHHeiM PXRD. D3T10 kommuecTBo
MPENMOYTUTENBHO MOXET COCTaBJSITH MeHee 4 mac.%, meHee 3 mac.%, menee 2 mac.% win
MmeHee 1 mac.%.

[00088] Conmepskanue TBepAbIX (OPM, Kak MPABUIIO, U3MEPSIOT C IOMOIIBIO JIFOO0TOo
MOJXOSIIIEr0 METO/1a, IOHATHOTO CIIEHHAITUCTY B JAHHOU 00JIaCTH TeXHHUKH, Takoro kak PXRD,
SMP TtBepnoro tena, UK-cnexkrpockonusi, Pamanosckas cnektpockonus uimu JJCK.

[00089] HMmmocTpaTUBHBIM METOA aHajiu3a sBisiercss chenyromuMm: I[lopomkosas
pEeHTreHOBCcKast IudpakTorpaMMa MOXKeT ObIThb CHATa C momombio audpakromerpa Rigaku
D/MAX 2200 VPC wmu PANALYTICAL ExpertPro DY2408, unu Apyrux MNOAXOASILINX
UCIIOJIB3YeMbIX TPHOOPOB, MOPOIIKOBYIO PEHTTEHOBCKYI U(PpaKTorpaMMy CHHUMAIU IPU
KOMHATHOW TeMIeparype ¢ UCIOoib30BaHueM TpyOku, 3anoineHHoi Cu-Ko (40 kB, 40 mMA), B
KAQ4eCTBE HCTOYHHUKA PEHTTEHOBCKOTO W3JIyUYEHUs] C IIUPOKOYrOJbHBIM TOHHOMETpPOM, 1°
paccenBaroOIel MeNblo, 1° menbo PacXxOAMMOCTH, BTOPHYHBIM IPpad)UTOBBIM MOHOXPOMATOPOM
U CUUHTHUIILMOHHBIM CcueT4yuKOM. COOp MaHHBIX BBINIOJNHSUIM B peXuMe 20-HEeNpepbIBHOTO
CKaHMPOBAHUSI C CKOPOCTBIO CKAHUPOBaHUS 3°/MMHyTa C maroM ckaHupoBaHust 0,02° B
auanasoHe ot 2° 1o 40°.

[00090] B omHOM acmekTe B HACTOSIIEM JOKYMEHTe MpeayioskeHa amopdHas (opma
coequHenus popmyisl (1), koTopasi comepskut He Oonee S Mac.% KakOW-THOO0 KPUCTAIUTHYECKOM
(OpMBI UJT HE COAEPKUT OOHAPYKUMOTO KOJMYECTBA KAKOW-THOO KPUCTATMYECKONH (POPMBI
IpU XpaHEHUH NpU TemrepaTtype a0 npuoamsutenbio 40 °C 1 npu OTHOCHTENBHOM BIAKHOCTH
or mnpubmmsurenvHo 25% a0 npubnusurenvHo 75% B TedYeHHWE IO MeEHbIIEH Mepe
npuOIMBUTENIbHO Tpex MecseB. Hacrtosimee wu3o0pereHue BrimodaeT amopduy dopmy
coequHenust gopmyisl (I) B crabunmpHoil popme. B HEKOTOPBIX BapuaHTaX OCYINECTBICHHS
amopdHas ¢dopma Mo CymECTBY HE IpEBpaIlaeTcsi B Kakhe-TMO0O KpHcTauindeckue (Gpopmbl

coenuHeHus1 popmysl (I) B pasnuuHBIX YCIOBUSX, T. €. coaepxkut He Oonee uem («NMT») 10
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mac.%, 5 wmac%, 4 wmac%, 3 wmac%, 2 mac%, 1 wmac%, 0,5 mac% kakoi-mudo
KpHucTanueckoii ¢opmel. B HEKOTOpBIX BapuaHTax oOCyllecTBIeHUs amopdHas Qopma
coenunenus popmyusl (I) cogepxur He Gonee 10 mac.% kakoN-TUO0 KPUCTATITUIECKON (POPMBI
U MIPENOYTUTENBHO HE COAEPKUT OOHAPYKUMOTO KOJMUYECTBA KAKOH-THOO KPUCTAJUINYECKOM
dbopmbl ipu xpaneHnu npu 25 °C U npu CIAEAYIOUINX YCIOBUAX: OTHOCUTENIbHAS BIaXKHOCTH 0%
B TeueHHUe 3 JHEeH, MPEeArOUTUTEbHO B TeUeHNe 7 AHEH, WM OTHOCUTENbHAS BlaXXHOCTh 20% B
Te4yeHue 3 AHeH, MPEANOYTUTENbHO B TeUueHue 7 JHEeH, WM OTHOCUTENbHAasl BIakHOCTb 40% B
TeueHue 3 AHEH, MPEeNroYTHTENIbHO B TeUeHHe 7 AHEH, WM OTHOCUTEIbHAs BIAKHOCTH 60% B
TeueHue 3 AHEH, WM MPEANOYTUTENIbHO B TeUeHUe 7 AHEH, WJIM OTHOCUTENbHAS BIAXKHOCTh 80%
B T€UCHHUE 3 THEH, MPEATNIOYTUTEIBHO B TEUEHUE 7 THEH, MM OTHOCHUTENbHAS BIakKHOCTh 100% B
TeueHue 3 AHeH, NPEANOYTUTENbHO B TeueHne 7 THel. B HeKOTOpBIX BapUaHTax OCYLIECTBIEHUS
amopdHasi ¢dopma coenuHeHuss ¢opmynbl (I), omHMcaHHAas B HACTOSIIEM JOKYMEHTE, He
npeBpalaeTcss B KpUCTAUIMYeckoe coenuHeHue (opmynbl (I) B yCIOBHSIX OTHOCHUTEIBHOM
BiaxxHocTH 0-100% mpu 25-40°C B TeueHue no meHblueil mepe 0-360 nHell. B HexoTOpbIX
BapUaHTax OcylecTBieHus amopdras popma coenunenus Gpopmyisl (I) conepxur He Oonee 10
Mac.% W TPEANOUTHUTENIBHO HE COIEPXKUT OOHApyKMMOTO KOJHYECTBa KaKOH-THOO
KpHcTaueckoi Gpopmsl pu xparnenuu mpu 25 °C u orHocurenpHO# BiakHocTH (RH) 60% B
TeueHue 3 NHEH, NPEANOYTUTENIbHO B TeueHne 7 THel. B HEKOTOPBIX BapUaHTax OCYLIECTBICHUS
amopdHas popma coequnenus: popmysl (I) conepxur He Oonee 10 Mac.% u MPENTOYTUTEBHO
HE COIEPKUT OOHAPYKUMOTO KOJINYECTBA KaKOH-TNO0 KPUCTAITNYECKOH (POPMBI MPU XpaHEHUH
npu 25 °C u orHocurensHOl BraxkHoctu (RH) 80% B teuenne 3 mHel, MpennoyuTHTEIHHO B
TeyeHue 7 OHed. B HEKOTOphIX BapHaHTax OCylIecTBieHus amopduas (opma coequHEHUs
dopmynbr (I) comepxkur He Oonee 5%, NPEANOYTUTENBHO HE CONEPIKUT OOHAPYKMMOTO
KOJIMYECTBA KAaKOH-TMOO KpUCTAJUIMYECKOH (OpMBI TNpH  BO3AEHCTBUM  OTHOCUTEIBHOU
BinaxxHoctd 0-100% mpu 25 °C B TeueHue 7 nHeill. B HEKOTOpBIX BapHaHTaX OCYIIECTBIIECHHS
amopdHasi popma coenunenus: popmysbl (I) comepskur He Oonee 5%, MPEATIOYTHTENHHO HE
COAEPIKUT OOHAPYIKUMOTO KOJMUYECTBA KAKON-JIN00 KPUCTAIUINYECKOM (POPMBI TIPU BO3AECHCTBUH
otHOcuTeNnbHOU BiaxkHocTH 0-100% mpu 25 °C B Teuenue 30 gHeil. B HexoTOpBIX BapuaHTax
ocymecteiaeHus amopbuas (opma coenunenus ¢opmynsl (I) comepxkutr He Oonee 5%,
NPEATOYTUTENIBHO HE CONEPKUT OOHAPYKUMOTO KOJIMYECTBA KAKOH-JIMOO KPUCTAJUIMYECKOM
(dbopMBbI TIpU BO3IEUCTBUU OTHOCHUTENBHON BiaskHOCTH 0-100% mpu 25 °C B Teuenue 60 nueii. B
HEKOTOPBIX BapHaHTaX OCYINeCTBiIeHUs amopdHas ¢opma coenuHerus ¢popmysl (I) comepxut
He Oonee mpuOmM3uTENBbHO 5 Mac.% KakoH-muO0 KPUCTAJUTMYECKOH (OPMBI UM HE COAEPIKUT
KaKOro-T100 OOHAPYKMMOTO KOJHMYECTBA KaKOW-JINOO KPUCTAJUTMYECKON (POpPMBI COETMHEHHUS
dopmyiel (I) mpu BO3IEWCTBUM OTHOCUTENBbHOH BiaskHocTH 0-75% mipu 25-40 °C B TeueHue 3
MecsLeB. B HEKOTOPBIX BapHaHTax OCyIIECTBIEHHs aMopdHas ¢popma coennnerust popmysl (I)
Comep kUT He Oojee MpUOMM3UTENBHO 5 Mac.% KakoW-1uO0 KpuCTaInyecKod (GopMbl min He
COIEPIKUT KAKOro-THOO OOHAPYKUMOTO KOJUYECTBA KaKOH-JINOO KPHUCTAJUNITMYECKOH (POpMBI
coequHenus popmysl (I) mpu BO3meHCTBUM OTHOCUTEIBHOU BitaxkHOCTH 0-75% mpu 25-40 °C B

TedeHue 4 mecsieB. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHUs amopdHas Gopma CoenUHEHUs
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dopmyinel (I) comepkut He Oosee MPHOTM3UTENBHO 5 Mac.% KakOH-IMOO KPHUCTAJUTHYECKOM
dopMBl  MIM HE COAEPNKUT KaKOro-IuOO OOHAPYKMMOTrO  KOJWYECTBA  KaKOH-mHOo
KpucTamnueckoil ¢opmel coeaunHeHust ¢opmynsl (I) mpu BO3EEHCTBUH OTHOCUTEIBHOMN
BiraxxHoctn 0-75% mnpu 25-40 °C B TeueHume 5 MecsAueB. B HEKOTOpbIX BapuaHTax
ocyumecteienuss amopduas dopma coenuHenus Gopmynsl  (I) comepxkur He Oonee
npubIU3UTENbHO 5 Mac.% KakoH-mru00 KpuUCTAIMYecKol (OPMbI MM HE COAEPIKHUT KaKOro-
b0 0OHAPYKUMOTO KOJIMYECTBA KAaKONH-TMOO KPUCTAIIIMYECKOH GOPMBI COeTHEHUS (hOPMYJIBI
(I) mpu BO3AEHCTBUU OTHOCUTENBHOM BiaxkHOCTH 0-75% mipu 25-40 °C B TeueHue 6 mecsiien. B
HEKOTOPBIX BapHaHTaX OCyIlecTBieHus amopgHas ¢popma coenunenus Gpopmydsl (I) conepsxut
He Oosiee mpuOMM3UTENBHO 5 Mac.% KakoH-TuO0 KPUCTAJUINYECKOH (OPMBI UM HE COAEPIKUT
KaKOro-1100 OOHAPYKMMOTO KOJHYECTBA KAKOW-JTUOO KPUCTAJUIMYECKON (POpMBI COETMHEHHS
dbopmyibl (I) mpu BO3IEWCTBUM OTHOCUTENBbHOH BiaxkHocTH 0-75% mipu 25-40 °C B TeueHue 7
MecsLeB. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHHs aMopdHas ¢popma coenunerust popmysl (1)
COOep KUT He Oojee MPUOMM3UTENBHO 5 Mac.% KakoW-1uO0 KpHUCTAIIHYeCKOH (OpMbI MK He
COIEPIKUT KaKOro-THOO OOHAPYKUMOTO KOJUYECTBA KaKOH-JINOO KPHUCTAJUIMYECKOH (POpMBI
coequHenus opmyuibl (I) mpu Bo3mEeWCTBUM OTHOCHTEIBbHOM BiiaxkHOCTH 0-75% mpu 25-40 °C B
TedeHHe 8 MecsleB. B HEKOTOPBIX BapHaHTax OCYINECTBJIECHUs aMopdHas ¢popMa COCTUHEHUS
dopmyinel (I) comepkut He Oojee MPHOTM3UTENBHO 5 Mac.% KakOH-TMOO KPHUCTAJUTHYECKOU
dopMBl WM HE COANEPKHUT KaKOro-IMOO OOHAPYKMMOTrO  KOJWYECTBA  KaKOH-HOO
KpHucTanueckoil ¢opmel coeauHeHust ¢opmynsl (I) mpu BO3REHCTBUH OTHOCUTEIBHOMN
BiraxxHoctn 0-75% mnpu 25-40 °C B TeueHue 9 MecsAueB. B HEKOTOpbIX BapHaHTax
ocymectsiaeHust amopduast ¢opma coeguHeHus Gopmynsl (I) comepxxur He Oonee
npuOIU3UTENbHO 5 Mac.% KakoH-mu00 KpUCTAIIMYecKol (OPMbI MM HE COAEPKHUT KaKOro-
b0 0OHAPYKUMOTO KOJIMYECTBA KAaKOH-THOO KPUCTAIIIMYECKOH GOPMBI COeTUHEHUS (POPMYJIBI
(I) mpu Bo3mElCTBIM OTHOCHTENBbHOI BiaxkHoctu 0-75% npu 25-40 °C B Teuenue 10 mecsiues. B
HEKOTOPBIX BapHaHTaX OCyIlecTBiIeHus amopgHas ¢opma coenuHerus Gpopmydsl (I) conepsxut
He Oosiee mpuOMM3UTENBHO 5 Mac.% KakoH-TuO0 KPUCTAJUINYECKOH (OPMBI UM HE COAEPIKUT
KaKOro-T100 OOHAPYKMMOTO KOJHYECTBA KAKOW-JTUOO KPUCTAJUIMYECKON (POpMBI COETMHEHHS
dbopmyisl (I) mpu BO3AEHCTBUN OTHOCUTENBHON BiaxkHOCTH 0-75% mpu 25-40 °C B Teuenue 11
MecsLEeB. B HEKOTOPBIX BapHaHTax OCyIIECTBIEHHs aMmopdHas ¢popma coenunenust popmyisl (1)
COIEPKUT He Oojiee MPUOTU3UTENBHO 5 Mac.% KakoW-1rO0 KpHUCTAIHYECKOW (POpMBbI MK He
COIEPIKUT KAKOro-THOO OOHAPYKUMOTO KOJUYECTBA KaKOH-INOO KPHUCTAJUTMYECKOH (POpMBI
coequHenus Gopmybl (I) mpu Bo3meWCTBUM OTHOCHTEIBHOM BiiaxkHOCTH 0-75% mipu 25-40 °C B
TedeHue 12 MecsmeB. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUs amMopdHas GopMa COCTUHEHHUS
dopmyinel (I) comepkut He Oojee MPHOTM3UTENBLHO 5 Mac.% KakOH-TMOO KPHUCTAJUTHYECKOU
dopMBl WM HE COAEPKHUT KaKOro-MOO OOHAPYKMMOTrO  KOJWYECTBA  KaKOH-HOO
KpucTamnueckoi ¢opmel coeauHeHust ¢opmynsl (I) mpu BO3REHCTBUH OTHOCHUTEIBHOMN
BiraxxkHocT 0-75% mnpu 25-40 °C B TeueHue 13 wmecsaneB. B HekOTOprIX BapHaHTax
ocymecteineHuss amoppuas ¢opma coenuHenus Gopmynsl (I) comepxur He Oonee

npuOIMBUTENbHO 5 Mac.% Kakou-mud0 KpUCTATNUECKOH (HOPMBI WIIM HE CONEPKHUT KaKOro-
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60 0OHAPYKUMOTO KOJMYECTBA KAaKOW-INOO0 KPUCTAIUINYECKOH (hOpMBI COeMHEHUS (POPMYITBI
(D) mpu Bo3neticTBuM oTHOCUTENBHOH BiaxkHOCTH 0-100% mpu 25-40 °C B Teuenue 14 mecsies.
B HexoTOphIX BapuaHTax ocyiiecTBieHus amop¢Has Qopma coenuHeHus ¢opmynsl (1)
COIEpPKUT He Oonee mMpuOMM3UTENBHO S5 Mac.% KakoW-1uO0 KpucTananueckod (Gopmbl win He
COEPIKUT KaKOro-IMOO OOHAPY)KMMOTO KOJIMYECTBA KaKOW-JIUOO KPHUCTAJUINYECKOW (hopMbl
coenunenus popmyiel (I) mpu Bo3meHCTBIM OTHOCHTENBbHOI BiaskHoCcTH 0-100% mpu 25-40 °C B
TeueHne 15 mecsueB. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHUS amopdHas popMa COeTUHEHUs
dopmynbl (I) comepkut He Oosiee MPHOIM3UTENBHO 5 Mac.% KakOH-TMOO KPUCTAITMYECKOM
dopMBl WM HE COAEPNKHUT KaKOro-JIMOO OOHAPYKMMOTrO  KOJWYECTBA  KaKOH-THOO
KpucTajutnuecko (¢opmel  coeauHeHus ¢popmynsl (I) mpu BO3AEHCTBUH OTHOCUTEIBHON
BiraxxkHoct 0-100% mpu 25-40 °C B Teuenue 16 wmecsueB. B HekoTOpbIX BapHaHTax
ocymectsiaeHus amopduast ¢opma coeguHenuss Gopmynsl () comepxkur He Oonee
npuOIMBUTENLHO 5 Mac.% Kakou-mud0 KPUCTATMUECKOH (HOPMBI WIH HE CONEPKUT KaKOro-
60 0OHAPYKUMOTO KOJMYECTBA KAaKOW-JIN0O KPUCTAIUINIECKOHN (POPMBI COEAMHEHUS (hOPMYITBI
(I) mpu Bo3nericTBUM OoTHOCUTENBHOH BiaxkHOCTH 0-100% mpu 25-40 °C B Teuenue 17 mecsies.
B HekoTophIX BapmaHTax ocymecTBieHus amopdHas Qopma coenuHeHus ¢opmynsl (1)
COIep KUT He Oonee MpPUOMM3UTENBHO 5 Mac.% KakoW-1rO0 KpHUCTAIIHYECKOH (OopMbI MK He
COIEPIKUT KAKOro-THOO OOHAPYKUMOTO KOJUYECTBA KAKOH-JINOO KPHUCTAJUIMYECKOW (POpMBI
coenuHenus popmyJel (I) mpu BoznelicTBUM OTHOCUTENBHOU BiaxHocTh 0-100% mpu 25-40 °C B
TedyeHue 18 mecsmes. B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHUs amopdHas GpopMa COSTUHEHUS
dopmyinel (I) comepkut He Oosnee MpHOTM3UTENBHO 5 Mac.% KakOH-IMOO KPHUCTAJUTHYECKOM
dopMBl  MIM HE COAEPXKUT KaKOro-mubo OOHApPYKMMOro KOJWYeCcTBA  KakOH-mubo
KpucTamnueckoi ¢opmel coeauHeHus ¢opmynsl (I) mpu BO3EENHCTBUM OTHOCUTEIBHOMN
BinaxxHocTu 0-100% mpu 25-40 °C B TedyeHue 2 jer. B HEKOTOPBIX BapHaHTax OCYILECTBJICHHUS
OTHOCHTENIbHAsI BIAXKHOCTb COCTaBisieT npuOmmsurenbHo 10%. B HeKOTOphIX BapuaHTax
OCYLIECTBJICHHs] OTHOCUTEJIbHASI BJIAXKHOCTb COCTaBjsieT npudiausutrenbHo 20%. B HEKOTOphIX
BapHaHTaX OCYINECTBJIEHUS OTHOCHUTENIbHAS BJIAXKHOCTh COCTaBJisieT mpuOausutenbHo 30%. B
HEKOTOPBIX  BapHaHTaX  OCYLIECTBJIEHHUS  OTHOCUTENIbHAS  BJIAXHOCTb  COCTaBJISIET
npubnu3uTensHo 40%. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS OTHOCUTENbHAS BIIAYKHOCTb
coctaBnsier npuoOau3uTenbHo 50%. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS OTHOCHUTENbHAS
BJIIAKHOCTh COCTaBJsieT mNpuOmu3uTenbHo 60%. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIICHHS
OTHOCHTEJIbHASI BJIAYKHOCTb COCTaBJsieT mnpuOam3urensHo 70%. B HEKOTOpBIX BapuaHTax
OCYILIECTBIICHUsSI OTHOCUTENbHAS BJIAXKHOCTb COCTaBisieT npudmusurenbHo 80%. B HEKOTOpBIX
BApUAHTAX OCYIIECTBJIEHHUs] OTHOCHTENbHAsI BJIAXKHOCTb COCTaBisieT nmpuommurensHo 90%. B
HEKOTOPBIX BapUaHTax OCYIECTBIEHUs Temmeparypa cocrasisieT 25 °C. B HekoTOpbIX
BapHaHTaX OCYIIECTBJIEHHUS OTHOCUTENbHAS BJIAXKHOCTH COCTaBJisieT mpuOnmsutenbHo 90%. B
HEKOTOPBIX BapUaHTax oOCyllecTBIeHUs Temmneparypa cocrasisieT 30 °C. B HekOTOpBIX
BapHaHTaX OCYIIECTBJIEHHUS OTHOCUTENbHAS BJIAXKHOCTH COCTaBiisieT mpuOiamsutenbHo 90%. B
HEKOTOPBIX BapUaHTaxX OCYIIECTBIEHUs Temmeparypa cocrasisieT 35 °C. B HeKOTOpbBIX

BapHaHTaX OCYIIECTBJIEHHUS OTHOCUTENbHAS BJIAXKHOCTb COCTaBiisieT mpuOiamsutenbHo 90%. B
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HEKOTOPBIX BapuaHTax OCYyIleCTBIIeHUs TemnepaTypa cocrasisieT 40 °C.

[00091] B HekOTOpBIX BapHaHTaX OCYIIECTBIEHHs amopdHass (opma coennHEeHHs
¢dopmyiibl (I) HAXOIUTCS B BBICOKOYUCTOW M cTaOuiibHOU (popme. Bricokouncrast u amopdHast
¢dopma, Kak MpaBmiIO, UMEET YUCTOTY No HaHHbIM BOXKX, cocTansronyto no MeHeluel mepe 95
Mac.%, MPEeANOUTUTENBHO 110 MeHbLIeH Mepe 96 Mac.%, MPennoYTUTEIBHO 110 MEeHbLIeH Mepe 97
Mac.%, PEANOUTUTENBHO 110 MeHblIeH Mepe 98 mMac.%, NpennoYTUTEIBHO 110 MEeHbLIeH Mepe 99
Mac.%, ¥ OHa He NMPEeBPAIIAeTCs B KPUCTAJUINYECKYIO (POPMyY, KaK ONMMCAHO BBILIE B HACTOSIIEM
nokymente. CrenoBaTesbHO, KaK pPacKpbITO B HACTOSINEM JOKyMeHTe, amopdHas ¢dopma
coenunenust Gopmysibl (I) MOXKET UMETh BBICOKYI0O XUMHUYECKYIO YHUCTOTY, & TaKXKe BBICOKYIO
nouMop(pHyr0 4uCTOTY. Beicokoumcras u amopduas ¢opma coenmuenus ¢opmynsl (1)
conep:kuT He Oonee 10 mac.%, He Oonee 5 mac.%, He Oonee 4 mac.%, He Oonee 3 mac.%, He
bonee 2 mac.%, ne Oomee 1 mac.% KakoW-TMOO KPUCTAITMYECKOW (POPMBI MPH XPAHEHUH B
yCIOBHAX, Kak TOKa3aHo B Tabmuue 2 (a)-(c), koTtopas BKJIrO4aeT aMopdHyr Qopmy
coequHeHuit Gopmysl (1), MOTy4eHHYIO COTJIACHO pUMepy | HIsKe B HACTOSIIEM TOKyMeHTe. B
gacTHOCTH, amopduas ¢opma coemuHeHus ¢opmyasl (I) sABIsSeTcs  HEOXKHMIOAHHO
BBICOKOCTAOWMJIBHOHN,  JEMOHCTPHPYS  OTCYTCTBME  NOJMMOP(HOro  mpeBpamieHus B
KpHUCTATMUECKue (POPMBI B JKECTKHUX VYCIOBHAX BBICOKOM OTHOCHTENBHOM BIIQXKHOCTU H
BBICOKOW TEMIEPATYPBHIL.

[00092] B onHOM acmekTe B HACTOSLIEM AOKYMEHTE IMpensio’keHa TBepAasl AUCIepcus,
comepskamasi amopduyro dopmy coenunenusi ¢opmyisbl (I), koTopasi comepkut He Oojee S
Mac.% KakOH-TMOO KPHUCTANIHMUECKOW (POpPMBI MM HE COXEP’KUT OOHAPYKHMOTO KOJIUYECTBA
KaKOM-T1O0 KPUCTAIUTUYECKOH (POPMBI ITPHU XPAHEHUU NIPH TEMIepaType A0 NpHOIM3uTeabHo 40
°C ¥ IpU OTHOCHTEJIbHOW BJIAXKHOCTU OT NMpHOMu3uTenbHo 25% no npubnusurtensHo 75% B
TeueHHe 10 MEHbIIEeH Mepe MPUOIN3UTENbHO TPpeX MecsueB. Hacrosimee nsoOpeTeHne BKIFOYaeT
TBEPAYIO JUCTIEPCHIO, CoAepKalyo amopdHyto Gopmy coenunerns GopmyJsl (I) B crabunbHOM
¢dopme. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHHs TBEPAAs TUCTIEPCHs, COAepIKalas aMOPPHYIO
¢dopMy, MO CylIeCTBY HE MpeBpaIlaeTcs B KaKUe-THOO KpHUCTALTHYecKue (HOPMbI COSTHHEHUS
dopmyinbl (I) B pasnmudHbIX YCIOBHSX, T. €. COmep:kuT He Oonee yem («NMT») 10 mac.%, S
mac.%, 4 mac.%, 3 mac.%, 2 mac.%, 1 mac.%, 0,5 mac.% kakoi-mubo KpucTaTnIecKor GOpPMBI.
B HeKkoTOpBIX BapHaHTaX OCYLIECTBICHUS TBEpAAs AMCIEPCHs, coaepKamas aMoppHyo Gopmy
coequnenus: ¢dopmyinel (I), comepxkur He Oomee 10 Mmac.% kakoW-THOO KPUCTATHYECKOM
dopMBl, W TPENNOYTHTENBHO HE COAEPNKUT OOHAPYKUMOTO KOJHYECTBA KaKOH-IHOO
KpucTayueckod ¢opmbl mpu  xpaneHuun npu 25 °C W mpU  CHEAYIOIIHX YCIOBHUSX:
OTHOCUTEJNIbHAs BIAXKHOCTh 0% B TeueHue 3 AHEH, MPEANOYTUTESIbHO B T€UEHHE 7 IHEW, WIu
OTHOCUTEJIbHAS BIAKHOCTb 20% B TeueHue 3 AHEH, MPENNOYTUTENbHO B TCUCHUE 7 JHEH, WIH
OTHOCUTEJNIbHAS BIAKHOCTh 40% B TeueHue 3 AHEH, MPEANOYTUTENBHO B TE€UEHUE 7 THEH, WIH
OTHOCUTEJIbHAS BIAXKHOCTh 60% B TeueHue 3 AHEH, WM NPEANOYTUTENIbHO B TEUEHUE 7 JTHEH,
WIN OTHOCUTEJbHAs BIAXXHOCTh 80% B TeueHHe 3 NHEH, NPEnroYTUTENIbHO B T€UEHUE 7 JTHEH,
WIN OTHOCHUTENbHAS BIaKHOCTh 100% B TeueHue 3 AHEHN, MPEANOUYTUTENIbHO B TeUEHUEe 7 JHEH.

B HekoTOphIX BapuaHTax OCYIIECTBJICHHS TBEpAas AUCIEPCUsi, conepkamas amopdHyro dopmy
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coequHeHus: ¢opmynbl (I), omucaHHyr0O B HACTOSIIEM JAOKYMEHTE, HE MPEBPAINAeTCsl B
Kpuctauueckoe coennaerne ¢opmyibl (I) B ycinoBusx otHocuresbHOU BiaxkaocTu 0-100%
npu 25-40°C B TeueHue mno MeHpuiedl Mepe 0-360 nHeli. B HeEKOTOpBIX BapHaHTax
OCYLIECTBIIEHUs TBEpAas AMCIIEpCHs, copepikaiias amophHyro GopMmy coennHeHus: GOpMyIbl
(), comepxxut He Oomee 10 mac.% ¥ NPENNOYTUTENBHO HE COIEPXKHUT OOHAPYKMMOTO
KOJIMYECTBA KAKOH-TNO0 KPUCTALIHIECKOH (GopMbl rpu xpaHeHnu npu 25 °C 1 OTHOCUTEIbHOU
BnaxxHoctd (RH) 60% B Teuenue 3 nHel, NpennoyTUTENbHO B TeueHUe 7 nHel. B HekoTophIX
BapUAHTAX OCYINECTBJICHUS TBEpAasl AHCIEpCUsi, conmepskamas aMophHyo (HopMy COECAMHEHUs
dopmysl (I), conepkut He OGonee 10 Mac.% U NPEANOYTUTENBHO HE COAEPIKUT OOHAPYKUMOTO
KOJINYECTBA KAKOH-THO0 KpUCTAILINYECKOH (HopMbl npu XxpaHeHuu npu 25 °C U OTHOCUTETbHON
BnaxxHoctd (RH) 80% B Teuenne 3 nHeH, MpenmnoYTUTEIbHO B TeueHHe 7 nHEH. B HeKoTOphIX
BapUAHTAX OCYINECTBJICHUS TBEpAAs AHCIEPCHsi, conmepskamas aMophHy (HopMy COECAMHEHUS
dopmyner (I), comepxkut He Oonee 5%, TPEONOYTUTENIBHO HE COACPNKUT OOHAPYKUMOTO
KOJIMYECTBA KAKOW-THOO KPHUCTAJUIMUECKOH (OpMbI TPH BO3ACHCTBUH OTHOCUTEIBHON
BiaxkHocTH 0-100% npu 25 °C B TeueHue 7 nHell. B HEKOTOpPBHIX BapuaHTaxX OCYILECTBIEHMUS
TBepAasi IUCTiepcHsi, coaepxkammas amopduyo Gopmy coemunenus: popmyinsl (1), comepkut He
Oonee 5%, NPEONOYTHTENBHO HE CONEPXKUT OOHAPYKMMOTIO KOJMYECTBA KaKOH-THOO
KPUCTAJUTHYECKON (HOpMBI TIpH BO3AEUCTBHU OTHOCHTEIbHON BiaxkHoCcTH 0-100% mpu 25 °C B
teueHue 30 nHEN. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHUS TBEPHAsl AUCIEPCHUs], COAEPIKALLas
amopduyro dopmy coenunenusi Gopmynsl (I), conepxur we 6onee 5%, NMPEANOYTUTETHHO HE
COIEP>KUT OOHAPYKUMOTO KOJIMUYECTBA KaKOH-IN00 KPUCTAIUINYECKO (OPMBI IIPU BO3AEHCTBUH
oTtHOcUTeNbHON BiakHOCTH 0-100% mpu 25 °C B TeyeHue 60 aHeil. B HEKOTOpBIX BapuaHTax
OCYLIECTBIIEHUs TBepAas AMCIEpCHs, copepikaiias amopdHyo GopMmy coenuHeHus: GopMyibl
(D), conep>xut He Oojee MPUOIM3UTETBHO 5 Mac.% KakoW-IUOO0 KPUCTAJUTUUECKOH (HOpMBI MITH
HE COIEPIKUT KaKoro-imubo OoOHApyKUMOrO KOJMYECTBA KaKOH-THOO KPUCTAIIMYECKOH (popMbl
coequHeHus: opmyibl (I) mpu BO3IEWCTBUM OTHOCHUTEIbHOM BiiaskHOCTH 0-75% mipu 25-40 °C B
Te4yeHue 3 MecsleB. B HEKOTOPBIX BapraHTaX OCYINECTBJICHHs TBEPAs TUCTIEPCHs], COIEprKaIast
amopduyro dopmy coenunenust Gopmyinsl (1), comepkut He Oonee mpubdIU3UTEIBHO 5 Mac.%
KaKOM-TO0 KPUCTAIUTMYECKOH (POPMBI WIIM HE CONEPIKUT KAKOro-arudo OOHAPYKHUMOTO
KOJINYECTBA KaKOH-THOO0 KpHucTaumuueckoi popmsl coenuaenust Gopmydsl (I) nmpu Bo3aeicTBum
oTHOcuTeNnbHOM BraxkHoctu 0-75% mnpu 25-40 °C B TeueHue 4 wmecsueB. B HekoTOpbIX
BapUAHTAX OCYINECTBJICHUs TBEpAas AHCIEpCHsi, conmepskamas aMophHyr (HopMy COECAMHEHUS
dopmyinel (1), comepxkut He Oonee mMpUOTM3UTENBHO 5 Mac.% KaKOW-THOO KPUCTAJTHYECKOM
dopMBl  WNIM HE COANEPKHUT KaKOro-IMOO OOHAPYKMMOTrO KOJWYECTBA  KaKOH-HOO
KpucTaueckoii ¢opmel coeauHeHust ¢opmynsl (I) mpu BO3RENHCTBUH OTHOCHUTEIBHON
BiraxxkHoct 0-75% mnpu 25-40 °C B TeueHue 5 MecsAleB. B HEKOTOpbIX BapuaHTax
OCYILIECTBIICHHUsI TBEpAAs AMCIEPCHs, comeprkaiiast amophHyo (popMmy coenuHeHUs: (OpPMYyIIbI
(D, conepxut He Oonee mpubIM3UTETHPHO 5 Mac.% KakOH-JIU0O0 KPHUCTAUIMIECKOW (HOpMBI HWiTH
HE COAEPKUT KaKOro-JIMOO OOHApPYKUMOTO KOJIUYECTBA KAKOH-IMOO KPUCTAIITMUECKOH (OpMbI

coenuHeHus Gopmysl (I) mpu Bo3melcTBUM OTHOCUTEIBHOU BiiaxkHOCTH 0-75% mpu 25-40 °C B
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TedeHue 6 MecsleB. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUs TBEPIAs NUCTIEPCHs, COIEpIKaIIas
coequHenne ¢opmynsl (I), comepxkur He Oonee mnpudbmusurenpHo 5 Mac.% KakoH-IUOO
KPHUCTAITNUECKOW (POPMBI MIIM HE COMEPKUT KAaKOro-Tu00 OOHApYKMUMOTO KOJIMYECTBA KaKOM-
mbo kpucramndeckoil Gopmbr coenuHenus ¢opmyiel (I) mpu BO3AENHCTBUH OTHOCUTEIBHOMN
BraxHoctd 0-75% mpu 25-40 °C B TeueHue 7 wMecsueB. B HEKOTOpBIX BapuaHTax
OCYIUECTBJICHHS] TBepHas OUCIEpCHusi, copepskaimas coeauHeHue ¢opmyis! (I), comepxur He
Gonee mpubausuTenbHO 5 Mac.% KakoW-muOO KPUCTAIMYECKOH (HOPMBI MM HE CONEPKHUT
KaKOro-1100 OOHAPYKMMOTO KOJHYECTBA KAKOW-TUOO KPUCTAJUINYECKON (POpMBI COETMHEHHS
dbopmyibl (I) mpu BO3IEWCTBUM OTHOCUTENBHOH BiaskHOCTH 0-75% mipu 25-40 °C B TeueHue 8
MecsleB. B HEKOTOpbIX BapuUaHTAaX OCYIIECTBJICHUS TBEpHas IUCHEPCHs, COAepKaras
coequHenne ¢opmynsl (I), comepxkur He Oonee mnpudbnusuTenbHO 5 Mac.% KakoH-IUOO
KPHUCTAJLUTHUECKOW (POPMBI WIIM HE CONEPKUT KAKOTO-THOO OOHAPYKMUMOTO KOJIMYECTBA KaKOM-
mbo kpucrammaeckoil gopmbr coenuHennss Gopmyinel (I) mpu BO3XEHCTBUH OTHOCUTEIBHON
BiraxxkHoct 0-75% mnpu 25-40 °C B TeueHue 9 MecsueB. B HEKOTOpbIX BapuaHTax
OCYILIECTBIICHUsT TBEpAasl OUCHepCHs, conepkamas coenuHeHue Gopmynsl (1), comepxur He
Oonee mpubmu3uTenpHO 5 Mac.% KaKOW-THOO KPUCTAIUINYECKOH (OPMBI HIIM HE CONEPIKUT
KaKOro-T100 OOHAPYKMMOTO KOJHYECTBA KaKOW-JINOO KPUCTAJUIMYECKON (POpMBI COETMHEHHUS
dopmyel (I) mpu BO3AeHCTBUN OTHOCUTENBHOHN BiaxkHOCTH 0-75% mpu 25-40 °C B Teuenue 10
MecsleB. B HEKOTOpbIX BapuaHTaX OCYINECTBJIECHHUS TBEpHas IUCHEPCHs, COAepKaras
coequHenne ¢opmynsl (I), comepxkur He Oonee mnpubmusurenpHo S5 Mac.% KakoH-IUOO
KPHUCTANTNUECKOW (POPMBI MIIM HE CONEP’KUT KAaKOro-Tu00 OOHApYKMMOTO KOJIMYECTBA KaKOM-
mbo kpucramndeckoil Gpopmbl coenuHenus ¢opmyiel (I) mpu BO3AENHCTBUH OTHOCUTEIBHOMN
BnaxHoctn 0-75% mnpu 25-40 °C B Teuenune 11 wmecsueB. B HekoTOpbIX BapuaHTax
OCYIIECTBIICHHS] TBepHas OUCIepcusi, copepskammas coeauHeHue dopmyis! (I), comepxur He
Gonee mpubnusuTenbHO 5 Mac.% KakoW-n1uOO KPUCTAIMYECKOH (HOPMBI MM HE CONEPKHUT
KaKOro-au00 OOHAPYKMMOTO KOJHYECTBA KaKOW-TUOO KPUCTAJUINYECKON (POpMBI COETMHEHHS
dopmyibl (I) mpu BO3AEHCTBUH OTHOCUTEIBHOM BiaskHOCTH 0-75% mpu 25-40 °C B Teuenue 12
MecsleB. B HEKOTOpbIX BapuUaHTAaX OCYINECTBJICHHUS TBEpHas IUCHEPCHs, COAepKaras
coequHenne ¢opmynsl (I), comepxkur He Oonee mnpudbnusurenbHOo 5 Mac.% KakoH-IUOO
KPHUCTAJLTHUECKOW (POPMBI WIIM HE CONEP’KUT KAKOTO-THOO OOHAPYKMUMOTO KOJIMYECTBA KaKOM-
mbo kpucrammdeckoil gopmbr coenuHennst Gopmyinel (I) mpu BO3AEHCTBUH OTHOCUTEIBHON
BiraxxHoct 0-75% mnpu 25-40 °C B TeueHue 13 wmecsaneB. B HekoToprIx BapHaHTax
OCYILIECTBIICHHUsT TBEpAasl OUCHepCHs, conepkamas coenuHeHne (opmynsl (1), comepxutr He
Oonee mpubnu3uTeNnpHO 5 Mac.% KaKOW-THOO KPUCTAIUINYECKOH (POPMBI HIIM HE CONEPIKUT
KaKOro-T100 OOHAPYKMMOTO KOJHYECTBA KAKOW-IN0O KPUCTAJUIMYECKON (POpPMBI COETMHEHHUS
dopmyel (I) mpu Bo3melicTBrU OTHOCHTENBHOMN BiaxkHOCTH 0-100% mpu 25-40 °C B Teuenue 14
MecsleB. B HEKOTOpbIX BapuaHTAaX OCYINECTBJIEHHUs TBEpHAas IUCHEPCHs, COAepKaras
coequHenne ¢opmynsl (I), comepxkur He Oonee mnpudbnusurenbHo 5 Mac.% KakoH-IUOO
KPHUCTAITNUECKOW (POPMBI MIIM HE COMNEPKUT KAKOTO-THOO OOHApPYKMMOTO KOJIMYECTBA KaKOM-

mbo kpucramndeckoil gopmbl coenuHenus ¢opmyinel (I) mpu BO3AENHCTBUH OTHOCUTEIBHOMN
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BiraxxkHoct 0-100% mpu 25-40 °C B Teuenue 15 mecsaues. B HeKoTOpbIX BapHaHTax
OCYILIECTBIICHUs TBEpAasl AUCHepcus, coiepskamas coenuHeHue dopmynst (1), comepxur He
Oonee mpubnusuTenbHO 5 Mac.% KakOM-THOO KPUCTAIUINYECKOH (OPMBI HIIM HE CONEPIKUT
KaKOro-m1u00 OOHapyKMMOTO KOJHYECTBa KaKOW-JIMOO KPUCTAJUIMYECKON (OpMBI COENMHEHHS
dbopmyel (I) mpu Bo3nelicTBrU OTHOCHTENBHOMN BiaxkHoCTH 0-100% mpu 25-40 °C B Teuenue 16
MecsleB. B HEKOTOpBIX BapuaHTax OCYLIECTBICHHUs TBEpAas IUCHEPCHs, COAeprKallas
coenunenue Qopmynbsl (I), comepxkur He Oonee npubnu3uTenbHO 5 Mac.% Kakoi-mudo
KPHUCTAJTHUECKOW (POPMBI WIIM HE CONEP’KUT KAKOTO-THOO OOHAPYKMUMOTO KOJIMYECTBA KAKOW-
mbo kpucramundeckoit Gopmbr coenunenus Gopmyisel (I) mpyu BO3AEHCTBUH OTHOCUTEIBHON
BiraxxkHoct 0-100% mpu 25-40 °C B Teuenwe 17 wmecsueB. B HeKoTOpbIX BapHaHTax
OCYLIECTBJICHHUs TBEpAasl OucCHepcus, conepkamas coexnuHeHue (opmynst (1), comepxutr He
Oonee mpubMU3UTENBEHO 5 Mac.% KaKOW-THOO KPUCTAIUINYECKOH (POPMBI HIIM HE CONEPIKUT
KaKOro-TH00 OOHAPYKMMOTO KOJHYECTBA KaKOW-INOO KPUCTAJUTMYECKON (POpMBI COETMHEHHUS
dbopmyel (I) mpu Bo3melicTBHU OTHOCHTEBHOMN BiakHOCTH 0-100% mipu 25-40 °C B Teuenue 18
MecslieB. B HeKOTOpbIX BapuaHTax OCYIIECTBIEHMsI TBepAas IUCHEpPCUs, CcojepsKaluas
coequHenne ¢opmynsl (I), comepxkur He Oonee mnpubmusurenbHo 5 Mac.% KakoH-IHOO
KPHUCTAJTMUECKOH (POPMBI WIIM HE CONEP)KUT KAKOTO-THOO OOHAPYKMMOTO KOJIMYECTBA KaKOM-
mbo kpucrammaeckoil gopmbl coenuHenns Gopmyiner (I) mpyu BO3EHCTBUH OTHOCUTEIBHOMN
BiaxkHOCTH 0-100% npu 25-40 °C B TeueHue 2 ner. B HEKOTOPBIX BapUaHTaX OCYILECTBICHMUS
OTHOCUTEJIbHAsI BJIAXKHOCTb COCTaBisieT mnpuOmmsurensHo 10%. B HeKOTOpIX BapuaHTax
OCYILIECTBIIEHUs] OTHOCUTENbHAS BJIAXKHOCTb COCTaBisieT npudiusurenbHo 20%. B HekoTOpBIX
BapHaHTaX OCYIIECTBJIEHHUS OTHOCUTENbHAS BJIAXKHOCTb COCTaBiisieT mpuOinmsutenbho 30%. B
HEKOTOPBIX ~ BAapUAHTAaX  OCYLIECTBJICHHUS  OTHOCUTENbHAs  BJIAXHOCTb  COCTAaBJISIET
npubmm3uTensHo 40%. B HEKOTOPBIX BapuaHTaxX OCYLIECTBJIEHUS OTHOCHUTENbHAs BJIAXKHOCTh
cocraBisieT npuommsuTenbHo 50%. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS OTHOCHUTENbHAS
BJIIAXKHOCTh COCTaBJsieT mnpuOmu3uTenbHo 60%. B HEKOTOpBIX BapuaHTaX OCYIIECTBIICHHS
OTHOCUTEJIbHAsI BJIAKHOCTb COCTaBJisieT mnpuOam3urenbHo 70%. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHsI OTHOCUTENbHAS BJIAXKHOCTb cOcTaBisier npudausurenbHo 80%. B HEKOTOpBIX
BapHAHTaX OCYINECTBJIEHUS OTHOCUTENbHAS BJIAXKHOCTh COCTaBJisieT mpuOamsutenbHo 90%. B
HEKOTOPBIX BapUaHTaxX OCYIIECTBIEHUs Temreparypa cocrasisieT 25 °C. B HekoTOpbIX
BapHaHTaX OCYIIECTBJIEHUS OTHOCUTENIbHAS BJIAXKHOCTh COCTaBJisieT mpuOmmsutenbHo 90%. B
HEKOTOPBIX BapUaHTax oOcCyllecTBiIeHUs Temneparypa cocrasisieT 30 °C. B HekoTOpbIX
BApUAHTAX OCYIIECTBJIEHHUs] OTHOCUTENbHAsI BJIAXKHOCTb COCTaBisieT nmpuommurensHo 90%. B
HEKOTOPBIX BapUaHTax OCYIIeCTBIeHUs Temreparypa cocrasiseT 35 °C. B HekoTOpbIX
BApUAHTAX OCYLIECTBJIEHHUs] OTHOCHTENbHAsI BJIAXKHOCTb COCTaBisieT nmpuommurenbHo 90%. B
HEKOTOPBIX BapuaHTax OCYyIleCTBJIeHUs TemnepaTypa cocrasisieT 40 °C.

[00093] B HekOTOpBIX BapuaHTax OCYIIECTBJICHHUS TBEpHas AUCIEPCHs, OMUCAHHAs B
HACTOSIIEM JIOKYMEHTe, conmepkut wmenee npuOmmsurensHo 0,05 mac.% (wanpumep, ot
npubnusutensHo 0,01 Mac.% no nmpubmmsurensHo 1 Mac.% unu ot npubnusutensHo 0,01 mac.%

no npubnusutensHo 0,08 mac.%) 3-(5-amunHo-2-0pom-4-pTopdennn)- 1-3Tun-7-(MeTuIaMmIHO)-
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1,6-nadTrpuann-2(1H)-oHa, aHnmuHA WM UX KOMOUHAIWMA, 110 1aHHBEIM BOXKX.

[00094] B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHHs amopdHass (opma coennHeHHs
¢dopmyiibl (I) HAXOIUTCS B BBICOKOYUCTOW M cTaOuiibHOU (popme. Bricokouncrast u amopdHast
¢dbopMa, Kak MpaBUIIO, UMEET YUCTOTY MO AaHHbIM BOXKX, cocTaBmsiroiyto mo MeHbIien mepe 95
Mac.%, MPEeANOUTUTENBHO 110 MeHbLIeH Mepe 96 Mac.%, MPennoYTUTEIBHO 110 MEeHbLIeH Mepe 97
Mac.%, PEANOUTUTENBHO 110 MeHblIeH Mepe 98 mMac.%, NpennoYTUTEIBHO 110 MEeHbLIeH Mepe 99
Mac.%, ¥ OHa He NMPEeBPAIIAeTCs B KPUCTAJUINYECKYIO (POPMyY, KaK ONMMCAHO BBILIE B HACTOSIIEM
nokymente. CleqoBaTeNIbHO, KaK PACKPBITO B HACTOSINEM JOKYMEHTE, TBepHas AHCIIEPCHs,
coaep:kamiasi coenuHeHue GopmyJibl (1), MOKET UMETh BBICOKYEO XHMHYECKYIO YHCTOTY, & TAKXKe
BBICOKYIO TOJMMMOp(HYIO YucTOTY BhIcOKOUNCTast u amopdHas ¢popma coenunenus popmy.isi (1)
conep:kuT He Oonee 10 mac.%, He Oonee 5 mac.%, He Oonee 4 mac.%, He Oonee 3 mac.%, He
bonee 2 mac.%, ne Oomee 1 mac.% KakoW-TMOO KPUCTAITMYECKOW (POPMBI MPH XPAHEHUH B
YCIIOBUSIX, KaK mMoka3aHo B Tabmuie 2 (a)-(c), KOTOpash BKIIIOYAET TBEPAYH IUCTIEPCHIO,
conepskamyro coenuaeHus: Gopmyisl (I), moNydeHHYIO COrTacHO MpuMepy | HUXKe B HACTOSIIEM
IOKyMeHTe. B dacTHOCTH, TBepnas AMCIIEpCHs, coiepkamas aMophHy (GopMy COCOHMHEHUS
dopmynbr (1), sBAsieTCST HEOKUAAHHO BBICOKOCTAOWMJIBHOW, IE€MOHCTPUPYS OTCYTCTBHUE
NOJMMOP(HOTO TpPEBpaIleHUs] B KPUCTAJUIHUECKue (POpPMBI B KECTKUX YCIOBHSAX BBICOKOH
OTHOCHUTEJIBHOH BJIAKHOCTU U BBICOKOHN TEMIIEPATYPBI.

[00095] B onnom acniekte amopdHas popma coennnenust popmyinsl (I) xapakrepuzyercs
PEHTI€HOBCKON TU(PPAKTOrpaMMOH MO CyIIeCTBY Kak Moka3aHo Ha ¢ur. 1. B Hacrosmem
IOKyMeHTe omnucaHa amop¢Has ¢opma coenuHeHust popmynsl (I). AmopdHas popma moker
OBITb OXapaKTEPU30BaHA MOPOLIKOBON PEHTI€HOBCKON Au(pakTorpaMMoii ¢ aMOp(HBIM «Trajioy,
MOPOIIKOBON PEHTTE€HOBCKOHN Au(ppakTorpaMMoil Mo CyLIeCTBY Kak IOka3aHo Ha ¢ur. 1 u
KoMOMHaImen 3Tux naHHbIX. AMopdHas ¢opma coenuHenus ¢opmynbl (I) moxer ObiTh
NoJly4eHa MyTeM Tpolecca pacTBOpeHus: coenuneHust Gopmyiel (I), pacmbUTUTENBHON CYIIKH
pacTBOpa COEMUHEHHS U CYIIKH BBICYIIEHHOTO PACIBICHUEM COSTUHEHMSI.

[00096] B onmHOoM acmekTe TBephas AUCIEPCHs, coaepskaiias amMopdHy ¢opmy
coenunenust popmyasl (I), UMeeT HEOKHIAHHO MOBBILIEHHYIO PAacTBOPUMOCTH (Tabmuua 3). B
HEKOTOPBIX BapUaHTAX OCYLIECTBJCHUS TBEPHAs AUCIEPCHUs, coaepkamas amMoppHy (opmy
coenuHeHust Gopmydbl (I), UMeeT MOBBIIEHHYIO PACTBOPUMOCTh, MpuOIU3UTENsHO B 10 pas
NPEBBIIAOIIYI0 TAaKOBYIO Ui KPHCTAJLNIMUECKOTO COCAMHEHUs. B HEKOTOphIX BapHaHTax
OCYLIECTBIICHHUsI TBEpHas AMCIEPCHs, copeprkaiias amophHyo (popmy coenmHEHUs: (OpPMYyIIbI
(I), MeeT MOBBIIIEHHYIO PACTBOPUMOCTD, MPHOIU3UTENBHO B 20 pa3 MPEBBIMIAOIIYIO TAKOBYIO
IUIl  KPUCTAJUTMYECKOTO COEOUHEHHs. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS TBEpHas
aucnepcusi, conepxkamasi amopduyro dopmy coemuHeHus: Gopmyiibl (I), UMeeT MOBBIIEHHYIO
PacTBOPUMOCTD, MPUONU3UTENBHO B 30 pa3 MPEeBBIIAIIIYI0 TAKOBYIO JJISI KPUCTAJUIMYECKOTO
coeMHEHUsl. B HEKOTOpPhIX BapMaHTaxX OCYINECTBJICHUS TBEpAas AUCIIEPCHs, COAepKaras
amoppuyro Qopmy coenunenuss ¢Gopmynbl (I), HWMeeT TNOBBIIEHHYI PacCTBOPUMOCTD,
npubnu3uTensHo B 40 pas3 MpeBBIUANONIYI0 TAKOBYIO Ul KPUCTAJUIMYECKOrO coenanHeHus. B

HEKOTOpBIX BapUaHTaX OCYLIECTBIEHUS TBEpAas AMUCIEPCHs, coaepkainas amMoppHy (opmy
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coenuneHust ¢opmyisl (I), UMeeT MOBBIIEHHYI0 PACTBOPUMOCTh, MpUOIU3UTENBEHO B S50 pas
NPEBBIIAOIYI0 TAaKOBYIO I KPHCTAJJIMUECKOrO COEAMHEHUs. B HEeKOTOphIX BapuaHTax
OCYLIECTBIIEHUs TBEpAas AMCIEPCHs, copeprkaiias amophHyro popmy coenuHeHus: GOpMyIbl
(I), nMeeT NMOBBIIIEHHYIO PACTBOPUMOCTbD, MPHUOIN3UTENBHO B 60 pa3 MPEBbIMIAOINYI0 TAKOBYIO
Il KPUCTAJUIMYECKOTO COEJUHEHUs. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUS TBepHas
aucniepcusi, copepskaias amopdHyro Gopmy coeaunenus Gopmyibl (I), ©MeeT NMOBBILIEHHYEO
PacTBOPUMOCTb, MPHONM3UTENBHO B 70 pa3 NPEBBINAOINYI0 TAKOBYIO AJISI KPHCTAUIMYECKOTO
CoeMHEHUsl. B HEKOTOpbIX BapHaHTaX OCYINECTBJICHUS TBEpAas AUCIIEPCHUs, COAep:Karas
amoppuyro  dopmy coemuHenus ¢opmynsl (I), HMeeT MNOBBIIEHHYIO PAaCTBOPUMOCTb,
npubu3uTeNbHO B 80 pas MPEeBBIUAIOMYI0 TAKOBYI U KPUCTAJUIMYECKOrO CoeanHeHus. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJICHUS TBEpHAs AUCIEPCHUs, coaepkamas amMoppHy (opmy
coenuHeHus1 Gopmyibl (I), UMeeT MOBBIIEHHYIO PACTBOPUMOCTh, MPUOIU3UTENBEHO B 90 pas
NPEBBIIAOIIYI0 TAaKOBYIO Ui KPHCTAJLNIMUECKOTO COCAMHEHUs. B HEKOTOphIX BapuaHTax
OCYILIECTBIICHHUsI TBEpAAs AMCIEPCHs, copeprkamiast amophHyo (GopMmy coenmHeHUs: (OpPMYyIIbI
(I), IMeeT MOBBIIIEHHYIO PACTBOPUMOCTD, MPUOIU3UTENBHO B 100 pa3s nmpeBbIIaONIyI0 TAKOBYIO
IUIl  KPUCTAJUTMYECKOTO COEOUHEHMs. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS TBEpHas
aucriepcusi, copepikamas amopdHyro ¢dopmy coenuHenus: dopmyinsl (I), ©MeeT NMOBBIIEHHYIO
PacTBOPUMOCTb, MPHUONM3UTENBHO B 110 pa3 mpeBBIIIAOMYI0 TAKOBYIO ISl KPUCTAILTHYECKOTO
coeMHEHUsl. B HEKOTOpPhIX BapMaHTax OCYINECTBJICEHUS TBEpAas AUCIIEPCHs, COAepKaras
amoppuyro ¢dopmy coemuHerus ¢opmynsl (I), HMeeT MOBBIIEHHYIO pPAaCTBOPUMOCTD,
npubnu3uTensHo B 120 pa3 mpeBBIIANOLIYI0 TAKOBYIO U KPUCTAIIMYECKOrO coenuHeHus. B
HEKOTOpBIX BapUaHTaX OCYLIECTBIEHUs TBEpAas AMUCIEPCUs, coaepikainas amMoppHy (opmy
coenuHenus: (opmynbsl (I), UMeeT NOBBILEHHYO pPACTBOPUMOCTb, NPUOIMZHTENBHO Ha 1
NOPSIIOK  TPEBBILIAIOIIYI0 TAKOBYIO JUISI KPUCTAJJIMYECKOTO COEAMHEHus. B  HeKoTOphIX
BApUAHTAX OCYILIECTBJICHUs TBepHas AMCHEepCHs, coneprkamas aMopdHyo (OopMy COCAMHEHHS
¢dopmynbl  (I), uMeeT MOBBIIEHHYK) pPAaCTBOPUMOCTb, TNPHUOJM3UTENBHO HAa 2 MOpsIKa
NPEBBIMIAIOIIYI0 TAKOBYIO Uil KPUCTAJUTHYECKOTO COSTUHEHMUSI.

[00097] B onmHOM acmekTe TBephas AUCIEPCHs, coaepskainas amMopdHy dopmy
COEIMHEHHUSI (hopmy bt (D, XapaKkTepU3yeTCs HEOXXUIAHHO yJIy4IIEeHHBIM
bapmakokuHeTHUeCKUM TpoduieMm (tadnuma 4). B HEKOTOpBIX BapHaHTAX OCYINECTBIICHHUS
TBEpHas Jaucrepcusi, copepkamas amoppuyro ¢opmy coemunenus —dopmynsr (D),
XapakTepusyercss MakcuMaibHOH KoHUeHTparmed (Cmax), npuOMM3UTENBHO B 5 pa3
NPEBBIIAOIEH TAaKOBYIO Ui KPUCTAJUIMYECKOTO COeNMHEHHs. B HEeKOTOphIX BapuaHTax
OCYILIECTBIICHHUsI TBEpAAs AMCIEPCHs, copeprkaiias amophHyo (popMmy coenmHeHUs: (OpPMYyIIbI
(I), xapakrepusyercss MakcuMaibHOW KOHUEHTpaumed (Cmax), NpuOIU3UTENEHO B 7 pas
NPEBBIIAOIEH TAaKOBYIO Ui KPUCTAJUIMYECKOTO COeNMHEHHs. B HEeKOTOpBIX BapuaHTax
OCYILIECTBIICHHUsI TBEpAAs AMCIEPCHs, comeprkaiiast amophHyo (popMmy coenuHeHUs: (OpPMYyIIbI
(I), xapakrtepusyercs MakcuMaiabHON KOHLEHTparuen (Cmax), mpuOmmsurensHo B 10 pas
NPEBBIIAONEN TAaKOBYIO i KPUCTAJUIMYECKOTO COeNMHeHHs. B HeKOoTOphIX BapuaHTax

OCYLIECTBIIEHHUs TBEpAas AMCIIEpCHs, copeprkaiias amophHyro (popMmy coennHeHUs: GOpMyIbl
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(I), xapakrtepusyercs MakcUMaidbHONH KOHLEHTparued (Cmax), mpuOmM3uTENHHO B 12 pas
NPEBBIIAONMEH TAaKOBYIKO Ui KPUCTAJUIMYECKOTO COeNMHeHHs. B HeKoTophIX BapuaHTax
OCYLIECTBIIEHUs TBEpAas AMCIEPCHs, copeprkaiias amophHyro popmy coenuHeHus: GOpMyIbl
(I), xapakrepusyercs MaxkcuMaiabHON KOHLEHTparued (Cmax), NpuOIM3UTENBHO B 15 pas
NPEBBIIAIONEN TAaKOBYIO Il KPUCTAJUIMYECKOTO COenMHEeHHs. B HeKoTopeIX BapuaHTax
OCYIUECTBJICHUSI TBepHas AUCIepCHs, coumeprkamas aMopduyo Gopmy coenuHeHus (OpMyJIbl
(I), xapakrtepusyercst MmakcumanbHON KoHueHTpauuedl (Cmax), mpubmusurensHo B 20 pas
NPEBBIMIAIONMEH TAaKOBYIO Ui KPUCTAJUTMYECKOTO COeNMHEHHs. B HEKOTOpBIX BapUaHTaX
OCYLIECTBJICHHUsI TBEpAasl AMCIEPCHUs, comeprkaiias amophHyo (GopMmy coenmHeHus: (popMyibl
(D), xapakrepusyetcsi obmel skcnozunuenn npernapata (AUC-«)), NpUOIU3UTENBHO B 5 pas
NPEBBIIIAOIEH TAaKOBYH I KPUCTAJUIMYECKOTO COeNMHEHHMs. B HEKOTOpBIX BapuaHTax
OCYLIECTBIICHHUsI TBEpHasl AMCIEPCHUs, comeprkaiiast amophHyo (Gopmy coenmHEHUs: (HOpPMYyIIbI
(D), xapakrepusyetcsi obmel skcnozunuenn mpemnapata (AUC.«)), mpuOausuTenbHo B 7 pas
NPEBBIIAOIEH TAaKOBYI I KPUCTAJUIMYECKOTO COeNMHEHHMs. B HEKOTOpBIX BapuaHTax
OCYILIECTBIICHHUsI TBEpHAs AMCIEPCHs, copeprkaiiast amophHyro (popmy coenmHeHUs: (OPMYIIbI
(D, xapakrepmyercs obmeit sxcnosunueii npenapara (AUC.)), npubnusurensao B 10 pas
NPEBBIIAOIMEH TAaKOBYO Ui KPUCTAJUIMYECKOTO COeNMHEeHHMs. B HEeKOTOphIX BapuaHTax
OCYILIECTBIICHHUsI TBEpAAs AMCIEPCHs, copepikaiiast amophHyo (popmy coenmHeHUs: GOpPMYyIIbI
(D, xapakrepmyercss obmeit sxcnosunueii npenapara (AUC.)), npubmusurensHo B 12 pas
NPEBBIIAONMEH TAaKOBYI Ui KPUCTAJUIMYECKOTO COeNMHEeHHs. B HEeKOTOphIX BapuaHTax
OCYLIECTBIIEHHUsI TBEpAas AMCIIEPCHs, copeprkaiias amophHyro popMmy coennHeHUs: GOpMyIIbI
(D, xapakrepmyercs obmeit sxcrosunueii npenapara (AUC.)), npubmuszurensHo B 15 pas
NPEBBIIAIONMEN TAaKOBYIO Il KPUCTAJUIMYECKOTO COelMHEeHHs. B HeKoTophIX BapuaHTax
OCYIUECTBJICHUSI TBepHasi AUCHepCHsi, conmeprkamas amopdHyo ¢opmy coenuHeHus (HOpMyJIbl
(I), xapakrepusyercs obmeit skcnosunmer npenapara (AUC.«)), npubnusurensHo B 20 pas
NPEBBIIAIOIIEH TAKOBYIO ISl KPUCTAJUIMYECKOTO COSTUHEHMSI.

Buvicywennvie pacnvinenuem oucnepcuu

[00098] ducnepcuy aKTUBHOIO areHTa U (papMareBTHYECKH MPHEMIIEMOTO TMOJMMeEpa,
KaK OIMHMCAHO B HACTOSIIEM JOKYMEHTE, MOJYyYalT C MOMOIIBI MPOLECCa PACIbLIUTEIBHOMN
CYyIIKH. B KOHTEKCTEe HACTOSIIETrO TOKYMEHTE TEPMHH «BBICYLICHHAS PACTIBUICHUEM AHCIIEPCHS)
WIN «BBICYIIEHHAsI PACIbUIEHHEM MOPOLIKOOOpa3Hash AUCMIEPCUs» O3HA4YaeT MPOAYKT Iporecca
PACTIBIUTENIPHON CYIIKH, TA€ MPOAYKT COAEPIKHUT AUCIEPCHIO 1O MEHbLIEH Mepe OIHOTO
AKTUBHOTO areHTa M IO MEHbIIeH Mepe OIHOTO BCIIOMOTaTENIbHOTO BELIECTBA, TAKOrO Kak
noiuMep. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHS NOJHMEP NPEACTaBiIsieT CoOoit
dapManieBTHYECKH TPUEMJIEMBIH TOJMMEP, BbIOPAHHBIM W3 TPYNIbBL, COCTOSINEH W3
NOJTMBUHUJITHPPOJIUIOHA, MOJIM3TUIICHOKCHUIA, MOJIM3 TUJIEHTITKOJIS, coronumepa
BUHIUIMUPPOJIUAOHA M BUHHWJIAIETATa,  OJIOK-COTOJUMEPOB  IOJUOKCHATHIIEHA |
NOJMOKCUTIPONIMIIEHA, TPUBUTHIX  COMOJIUMEPOB, COCTOSIIUX M3  IMOJU3TUJICHIJIUKOIIS,
NOJIMBHHUJIKAIPOJIaKTaMa u NOJIMBUHUJIALIETATA, NOJIMMETaKPHJIATOB,

MOJIMOKCUSTUIICHAJIKHUJIOBBIX 3(1)I/IpOB, MOJIMOKCUITUTTUPOBAHHbBIX KaCTOPOBBIX Macel,
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NOJUKAINPOJaKTamMa, TIOJIMMOJIOYHON KHCJOTBI, IOJUIVIMKOJIEBOM KHUCIOTBHI, CONOJUMEpPA
MOJIOYHOM M  TIJIMKOJEBOM KHCIOT, JIMIWIOB, LEJUIIOJIO3bl, MyJUlyJlaHa, JeKCTpaHa,
MaJIbTOAEKCTPUHA, T'MaJypOHOBOM KHCIIOTHI, MOJMCHUAIOBOM KHUCIIOTBI, XOHIAPOUTHUHCYIb(paTa,
remapuHa, (QykoupgaHa, mnonucyibdara  NEHTO3aHAa,  CIUPYJNAHA,  ALETATCYKIIMHATA
TUJPOKCUNIPONUIMETHIILIEIUTIONO3b], TIPOMUOHATCYKIIMHATA TUAPOKCUIIPONUIMETUIILEIIIONO3bI,
¢ranata ruaPOKCUIPOMMIMETHIILEIUIIONIO3bI, alerardranaTa HeJuIF0JI03bl, alleTaTTPUMEIIUTATa
LIeJUTFOJIO3BI, aleTaTdranaTta METHILEILIIONO03b], anerardranaTa THAPOKCHIPOIMILEIITIONO3BL,
anerarrepedranara LEJUTIOJIO3BI, aneraruzodranara LEJLTFOJIO3bI,
KapOOKCHMETHIIS THIILIEIUTIONO3bI, TUIPOKCUITPOTTUIMETHIILIEIITIONO3B, aneraTdTanara
TUAPOKCUIIPONTMIMETHIILEIUIFOJIO3bI, MPOMHOHAT(TAaNaTa TUAPOKCHITPOMUIMETHIILEITIOIO3BI,
aneTaTTpUMeIINTaTa TUIPOKCUTIPOIIIIMETHIILIEIUTIONIO3BI, MPOMUOHATTPUMEITIUTATA
TUPOKCUNIPONIUIMETHIILIEIUTIONO3b],  aleTaTCyKLUMHATa  LEJUIF0JIO3bl,  alleTaTCyKI[MHaTa
METHJILEJUTIONO3b], JEKCTpaHa, alerata JeKCTpaHa, IIpONHOHAaTa JEeKCTpaHa, CyKIMHaTa
JEKCTpaHa, aleTaTIIpoNnuoHaTa JeKCTpaHa, aleTaTCyKIMHaTa JeKCTPaHa, MPONHOHATCyKIMHATA
JEKCTpaHa, aleTaTIpPONUOHATCYKLIMHATA AEKCTPaHa, COMOJMMEepa METaKpUJIOBONH KHUCIOTHI U
MeTuiaMeTakpunara 1:1, comonmumepa MeTakpuiIOBOM KHCIOTBI U MeETHWIMeTakpuiara 1:2,
COMoJuMepa METAKPUIOBOM KHUCIOTBI M OSTHiIakpuigata 1:1, TUAPOKCHITUIILEIUIIONIO3BI,
METHJILIEJUTIONO3b] M THIPOKCUIIPONIILIEIUTIONO3b], COMOJUMEPa NOJUMETAKPUIOBON KUCIIOTHI U
STUJIAKpUJIATA, COMOJUMEpPA MOJUMETAKPUIIOBON KUCJIOTHl U METUJIMETAKpUJIaTa, COMOJUMeEpa
NOJUMETHIIMETaKpUiIaTa U JSTHJIAKpUIATa, COMOJMMepa TPUMETHUIAMMOHHO3TUIMETAaKpUiaTa
XJIOpU/a,  METHIMETakpwiata M OSTWiakpwiata, u  noau(OyTuiMerakpuiaar-ko-(2-
AMMETHUJIAMUHOA THIT)METaKPHIaT-KOMETUIMETAKPIIIATA), U UX CMECEH.

[00099] B mporecce pacHbUIMTENbHONW CYIIKM AKTHBHBIA areHT M OOUH WiIH Oolee
HIOJINMEPOB PACTBOPSIFOT B o0mmeM pactBoputene. «OOmmuiily B JaHHOM Clly4ae O3HAYAeT, YTO
PacTBOPUTEIb, KOTOPBIH MOXKET NMPEACTABISITL COOOH CMECh COSTMHEHNH, OyIeT pacTBOPSITh KaK
aKTUBHBIN areHT, Tak W momumep(el). [locme pacTBOpeHHs Kak aKTHBHOTO areHra, Tak |
NOJIMMepa PACTBOPUTENb OBICTPO YOAIAOT TyTEM BbIMAPHBAHHUA B YCTPOWCTBE JUIs
PACTIBITUTEIPHON CYIIKH, YTO MPUBOAUT K OOpPA30BAHMIO MO CYLIECTBY OAHOPOIHON TBEPIOH
aucrnepcuu. B Takux nucnepcusx akTUBHBIM areHT JUCTIEPTUPOBAH MO BCEMY IOJUMEPY Kak
MOXHO OoJiee PaBHOMEPHO, U MX MOXKHO PacCMaTpUBaTh KaK TBEPHbIH PAacTBOP AKTHBHOTO
areHTa, TUCTIEPTUPOBAHHOTO B MOJIMMepe(ax).

[000100] PactBopuTens ymaisiOT € TMOMOUIBI TMPOLECCAa PACTBUITUTEIBHON CYIIKH.
TepMHH «pacnbUIMTENbHAS CYIIKA) SIBJISETCS OOIIETPUHSATHIM U B IIUPOKOM CMBICIIE OTHOCHUTCS
K TporeccaM, NpPeAyCMATPUBAOIIUM pa3OMBaHUE JKUIKUX CMECed Ha MeJKHE KaruiH
(arommzanmio) u  OBICTpOE yOaJeHWE pAcTBOPUTENST W3 CMECH B YCTPOHCTBE IS
pacTbUINTENIbHON CYIIKH, [A€ MNPUCYTCTBYeT CHJIbHAsl MABIDKYyINAs cuja AJi BbIApUBAHUS
pacTBopuTenss u3 Kamenb. llpomeccel pacHbUITUTENBPHONW CYIIKH H  00OpyIOBaHHE IS
pacIbUINTENBHON CYyIIKH B 001eM onucansl B Perry's Chemical Engineers’ Handbook, ctp. ¢ 20-
54 mo 20-57 (wmecroe wm3manme, 1984). bonee mnompoOnas wuHpoOpMamusi O MpoLeccax

pacTbUIMTEIPHON CYIIKH U 0O0OPYIOBaHHUY AJIsl Hee puBeneHa B 0063ope Marshall, “Atomization
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and Spray-Drying,” 50 Chem. Eng. Prog. Monogr. Series 2 (1954), u Masters, Spray Drying
Handbook (uerseproe wusmanume, 1985). Kpome TOro, AONOJHHUTENBHBIA CrIOCOD, a Takke
METOANKU U O00OPYAOBaHUE UISI PACTIBUIUTENBHON CylIku B oOmem omucanbl B US 8343550 u
US 7780988, conepsxaHue KOTOPBIX BKJIIOUEHO B HACTOSIIIMI JOKYMEHT IOCPEICTBOM CCHUIKH B
noyHOM oObeMe st Bcex mesed. CriibHast JBIDKYINAs CHJla ISl BBITAPHBAHUSI PACTBOPHUTEIIS,
KaK MPaBWIO, 00ECTIeunBaeTCsl MyTeM MOAAEPKAHUS MapLUHaIbHOTO JABJICHUS PACTBOPUTEINS B
YCTPOMCTBE [Js1 PACHbUIMTENbHOW CyIIKHM HAa YPOBHE 3HAYMTEJIBbHO HIDKE IABJICHMs Iapa
pacTBOPUTENS MPHU TEMIEPAType COXHYIIUX Kameib. JTO pocturaercs nmytem (1) mognep:kaHus
JaBJIEHHsI B YCTPOMCTBE JJIsl PACIIbUTUTENIbHON CYIIKH B OOJIACTH HU3KOTO BakyyMa (Hampumep,
ot 0,01 mo 0,50 arm); wnm (2) cMemMBaHKUS Karesb KUAKOCTH C TEIUIBIM OCYLIAIOIIUM Ta3oM;
wiu (3) nytem kak (1), Tak u (2). Kpome Toro, 4acte Teria, HeoOXoauMasi 1Jisi BbITAPUBAHHUSI
PacTBOPUTEIIS, MOXKET OBITh OOECTIeYeHa MyTEM HArPEBAHHMsI PACIbUIIEMOrO PacTBOpA.

[000101] Ocymarommii ra3 MOKET MPENCTaBIISATh COOOM MPAKTUYECKH JIFOOOH ra3, HO JJIs
MUHUMU3ALUN pUCKAa BO3HUKHOBEHMsI TO)Kapa WJIM B3pblBA M3-32  BOCILIAMEHEHUsI
BOCILJIAMEHSFOLIUXCS NTAPOB U JJIs1 MUHUMM3ALMK HEXXENaTeIbHOIO OKHUCIIEHUS JIEKAPCTBEHHOTO
CpeICTBa, MOBBIIIAIOIEr0 KOHLEHTPALMIO MOJMMEpa WIN JPYrMX BeleCTB B JAMCIEPCHH,
UCTIONIB3YEOT HMHEPTHBIN Ta3, TAaKOW Kak a30T, OOOTalleHHBIH a30TOM BO3AYX WM aproH.
Temnepatypa ocyliaroIero rasa y BIYCKHOIO OTBEPCTUs AJIA rasa yCTpOICTBA, Kak IMPaBUIIO,
coctaBnsier oT npubnmsutensHo 60 °C mo mpubnusurensHo 300 °C. Temmeparypa dacTui
NPOAYKTA, OCYIIAKOIIEro ra3a 1 BBIIAPEHHOIO PACTBOPUTENS Y BBIIYCKHOTO OTBEPCTUS WUJIM Ha
JMCTAJIbHOM KOHIIE KOHYCHOW 4acTH OOBIYHO HAXOIUTCS B nuamna3oHe ot npudmusurensHo 0 °C
no npudmmsutensao 100 °C.

[000102] PacTBOpuTeny, MOAXOAALIUE AJS MPOLECCAa PACHBUINTENbHON CYLIKH, MOTYT
HPENCTaBISITh COO0H IF0O0E OPraHMYeCcKOe COSAMHEHHE, B KOTOPOM aKTHUBHBIN areHT U MOJUMEp
o0a SBIAIOTCA pacTBOPUMBIMH. PacTBOpuTENns mOMKEeH 00jamaTh OTHOCHTENBHO HHU3KOH
TOKCHYHOCTBIO M OBITh yAAJIeH U3 AMCIEPCHH 1O YPOBHS, MPUEMIIEMOrO B COOTBETCTBUU C
pekoMeHnmarusiMu  MexnayHapogHoro komwurera mno rapmonmsauuu (ICH). na ynanenus
PacCTBOPUTENISI IO 3TOTO YPOBHS MOXKET MOTPeOOBAThCS MOCAENyOIIas CTaaus 00padoTKH, Takas
KaK CylIKa Ha IOAJOHAX WJIM BTOPUYHAs CyIIKa. B HEKOTOpBIX BapuaHTaX OCYILECTBICHMUS
pPacTBOPUTENb MPENCTaBJseT COOOW CHHMPT, KETOH, NPOCTOH 3(up, CIOXKHBIA 3¢up,
rajJJOreHUPOBAHHBINA aJIKaH, aMUJ, CYJb(OH, KUCIOTYy WIM HUTPOCOENHMHEHHE. B HEKOTOpBIX
BApUAHTAX OCYLIECTBJICHUS PACTBOPUTEND MPENCTABISAET COOOM METaHOI, 3TAHOJ, H-NPOIAHOI,
U30TIPOTIAHON WJM  OyTaHOon. B  HEKOTOpPBIX BapuUaHTax OCYIIECTBJIEHHS PACTBOPUTENb
npenacrasisier codoi aneroH, MeTiBTHIKeTOH (MOK) mnn mermnnzobyrunkeron (MUBK). B
HEKOTOPBIX BAapHAHTaX OCYINECTBJICHUS PACTBOPHUTENb MPEICTABISET COOOH MeTHIALEeTaT,
STUJALleTaT WM MpomnuianeraT. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS pPacTBOPUTEND
npencTaBisier coOoi  mudTHNOBBIA 3dup, Terparuppopypan (TT'®), 2-merun-TI'®, 2,5-
auMetun-TI'®  wnum 2,2.5,5-trerpametun-TI'®. B  HEKOTOpPBIX BapuaHTax OCYLIECTBICHUS
PacTBOPUTENb PENCTABISIET COOON aLlETOHUTPWII, METIJICHXJIOpU, Tojyou, 1,1,1-TpuxmopaTaH,

mumerunanetamu (JIMAA), HuUTpOMeTaH, YKCYCHYIO KHCIOTY WM JUMETHICYJIb(OKCUA



40

(AMCO). Cmecu pacTBOPUTEISL U BOJBI SIBJISTFOTCS] TOIXOISIIMMHE TIPH yCJIIOBHH, YTO TOJUMED H
coequHenne ¢opmynbl  (I) SBIAIOTCS B OCTATOYHON CTENEHHU PACTBOPUMBIMH IS
OCYLIECTBJICHUs MPOLECCa PACIIBUINTEIbHOM CYLIKU. B HEKOTOPBIX BapUAaHTAaX OCYLLECTBJICHHUS
CMeCh BOJa:paCTBOPHUTENb MpPEACTaBisAeT COOOH BOAy:alleTOH. B HEKOTOpHIX BapuaHTax
OCYLIECTBIIEHUsT CMECh BOJA:pacTBOpUTENb npezcTaBisier coboi Boxay: TI'®. B HekoTophIxX
BAPUAHTAX OCYIUECTBJIECHHS CMECh BOJA:PACTBOPUTENb NMPENCTABIsIeT cOOOH BOAYy:MeTaHOI. B
HEKOTOPbIX BapUaHTaxX OCYINECTBJIEHUS CMeCh BOJA:PACTBOPUTENb NPENCTABISIET COOOH
BOAY:OTAHOJ. B  HEKOTOpPBIX BapuaHTax OCYIIECTBJEHMs CMECb BOJAA:PaCTBOPUTEID
npeacTaBisieT coOOH BOAY:METHJIITHIKETOH. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS CMECh
BOJIA:paCTBOPHUTEIb TMpPEACTaBsieT coOOH  BOAy:ITUAaLeTaT. B  HEKOTOpbIX BapUaHTaX
OCYLIECTBJICHHsT CMECh BOJAAPACTBOPHTENb MPENCTaBIsIET COOOH BOAy:MeTHIeHXJIopHa. B
HEKOTOPBIX BAapUAHTAX OCYLIECTBJIECHUs CMECHU PaCTBOPUTENEH SABJIAIOTCA MNOAXOAALUMU IPU
YCIOBHH, YTO TOJUMep U coenawHeHue ¢opmynsl (1) SBIAIOTCS B JOCTATOYHOW CTENEHH
pPacTBOPUMBIMH JJIs1 OCYILIECTBJIEHHS MPOLECCAa pPACHBbUIMTENBPHON CYIIKH. B HEKOTOpBIX
BApUAHTAX OCYIIECTBJIEHUS CMECh PACTBOPHTENb.PACTBOPUTENb MPEIACTABIsIET COOOH
METaHOJI: 3 TUJIALETaT. B HEKOTOPBIX BapUAHTax OCYILECTBJICHUS CMeECh
PacTBOPUTENb: PACTBOPHUTEID NPEACTABIIET COOOH STAHOI ATUIIALIETAT. B HEKOTOPBIX BapHaHTax
OCYLIECTBJICHUS CMECh PacCTBOPUTEND. PACTBOPUTEND MPEACTABIISET coboit
METaHOJI: IUXJIOPMETAH. B HEKOTOPBIX BapUAHTax OCYLIECTBJICHUS CMECh
PacTBOPUTEIB: PACTBOPHUTEND MPENCTABIAET COO0H STAHON: IUXJIOPMETAH.

[000103] CocTaB 3arpy304HOro MaTepuaja, HeCyero paCTBOPUTENb, OyIeT 3aBUCETh OT
TpeOyeMOro OTHOIIEHUS JIEKAPCTBEHHOTO CPENICTBA K MOJIMMEPY B IUCIIEPCUU U PACTBOPHUMOCTHU
JICKapCTBEHHOI'O CpeACTBA U MojuMepa B pactBoputene. Kax mpaBuio, KenaTeslbHO
UCIIOJIB30BATh KaK MOXHO O0Jiee BBICOKYIO OOLIYI0 KOHLIEHTPALMIO JIEKAPCTBEHHOTO CPENCTBA U
NoJIUMepa B 3arpy304HOM MaTepuajie, HECyLIeM pacTBOPUTENb, IPU YCIOBUHU, 4YTO
JIEKapCTBEHHOE CPEICTBO U IOJUMEp PACTBOPSAIOTCS B PACTBOPUTENE MPU TEMIIEPATyPHOM
AWana3oHe Tpouecca, UIsi yYMEHbIIEHHs OOINero KOJMYeCTBa PACTBOPHUTENS, KOTOPOE
HEOOXOMUMO ynajouTh i oOpa3oBaHMs TBepnol amopduoil nucnepcun. B HeKOTOpBIX
BAPUAHTAX OCYIIECTBJICHUS 3arpy304HBINl MaTepual, HECYIIUH pPacTBOPUTENb, UMEET OOIIYIO
KOHLIEHTPALMIO JIEKAPCTBEHHOI'O CPEACTBA M MOJMUMEPA, COCTABIISIIOLIYIO OT MO MEHBbLIEH Mepe
npubnusutensHo 0,01 Mac.% no mo menbie Mepe npudnusutensHo 20 Mac.%. B HekoTOpBIX
BApUAHTAX OCYIIECTBJICHUS 3arpy304HBIl MaTepual, HECYIIUH pPacTBOPUTENb, UMEET OOIIYIO
KOHLIEHTPALMIO JIEKAPCTBEHHOIO CPEACTBA U IOJHMMEPA, COCTABJSIIOINYK) MO MEHBbIIEH Mepe
npubnusutensHo 0,01 mac.%. B  HEKOTOpBIX BapuaHTaX OCYLIECTBIIEHHS 3arpy304HBIH
MaTepHaj, HeCyIUil paCTBOPUTEINb, UMEET OOINYI0 KOHIIEHTPALMIO JIEKAPCTBEHHOTO CPEACTBA U
MOJIUMEPA, COCTABISIIOINYIO MO MeHbIner mepe mpudmusurenpHo 0,1 mac.%. B HexoTopsix
BApUAHTAX OCYIIECTBJICHUS 3arpy304HbINl MaTepual, HECYIIUH pPacTBOPUTENb, UMEET OOIIYIO
KOHLIEHTPALUIO JIEKAPCTBEHHOIO CPEACTBA U IOJMMEPA, COCTABJSIIOLIYK) IO MEHBbILIEH Mepe
npubmmuTensHo 0,5 Mac.%. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS 3arpy304HbIA MaTepual,

HECYIIU PacTBOPUTEIIb, HMEET OOIIYI0 KOHLEHTPALHUIO JIEKAPCTBEHHOIO CPEICTBA U MOJIHMEPA,
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COCTaBJSIFOIIYI0 TIO MeHbIned Mmepe mpuOmmsutenbHo 1,0 mac.%. B HekoTOphIX BapuaHTax
OCYLIECTBIICHUs  3arpy30uHbI  MaTepuas, HeCyIlud  pacTBOPUTENb, HMEET  OOIIyIo
KOHLIEHTPALUIO JIEKAPCTBEHHOIO CPEACTBA U IOJMMEPA, COCTABJSIIOLIYK) IO MEHBbILIEH Mepe
npubmmuTensHo 2,0 Mac.%. B HEKOTOPBIX BapuaHTaX OCYIIECTBIIEHHS 3arpy304HbII MaTepual,
HECYILIUH PacTBOPUTEIb, HMeeT OOIIYI0 KOHLEHTPALUIO JIEKAPCTBEHHOI'O CPE/ICTBA U MOJIMMEPa,
COCTABIISIIOLIYIO MO MeHbIIeH Mepe npubmusutenbHo 3,0 Mac.%. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHHUSl  3arpy304YHBI  MaTepHal, HeCyLUIMid pacTBOPUTENb, HMeeT  OOIIyIo
KOHLIEHTPALMIO JIEKAPCTBEHHOIO CPEACTBA U IOJMMEPA, COCTABJIIIOLIYK) IO MEHbLIEH Mepe
npubm3uTeNnbHO 4,0 Mac.%. B HEKOTOPBIX BapHaHTaX OCYINECTBIEHHSI 3arpy304HbIN MaTepUal,
HECYIIUIl PaCTBOPHUTENb, MMEET OOINYI0 KOHIIEHTPALUIO JIEKAPCTBEHHOT'O CPEACTBA U MOJUMEpA,
COCTaBJISIFOIIYK0 TIO MeHbIneld Mepe mnpuOamsuTenbHo 5,0 mMac.%. B HekoTOphIX BapHaHTax
OCYLIECTBJICHUsT  3arPy304YHbI  MaTepuas, HeCyIUUHd pacTBOPUTENb, HMEET OOIIyIo
KOHLIEHTPALMIO JIEKAPCTBEHHOIO CPEACTBA U IOJHMMEPA, COCTABISIIOLIYK) MO MEHbIIEH Mepe
npubmuTeNbHO 6,0 Mac.%. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS 3arpy304HbIN MaTepual,
HECYIIUI PaCTBOPHUTEIb, IMEET OOIIYI0 KOHIIEHTPALUIO JIEKAPCTBEHHOTI'O CPEACTBA U MOJUMEPA,
COCTAaBJISIFOIIYIO TIO MeHbIeH Mepe mpuOamsuTenbHo 7,0 mac.%. B HekoTOphIX BapHaHTax
OCYLIECTBIICHUsT  3arpy304YHbI  MaTepuas, HeCYIUWd pacTBOPUTENb, HMEET  OOIIyIo
KOHLIEHTPALUIO JIEKAPCTBEHHOIO CPEACTBA U IOJHMMEPA, COCTABJSIIOIIYK) MO MEHBbIIEH Mepe
npubmmuTensHo 8,0 Mac.%. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS 3arPy304HbIN MaTepual,
HECYIIUI PaCTBOPHUTENb, IMEET OOINYI0 KOHIIEHTPALUIO JIEKAPCTBEHHOI'O CPEACTBA U MOJIUMEpA,
COCTAaBJSIFOIIYI0 TIO MeHbIeH Mepe mnpuOimsutenbHo 9,0 mac.%. B HexkoTOphIX BapuaHTax
OCYLIECTBIIEHUsT  3arpy30uHbI  MaTepuay, HeCcyllui pacTBOPUTENb, HMeEET  OOIIyIo
KOHLIEHTPALUIO JIEKAPCTBEHHOIO CPEACTBA U IOJMMEPA, COCTABJSIIOLIYK) IO MEHBbILIEH Mepe
npubmmsutensHo 10,0 mac.%.

[000104] Cpennee Bpemsi mnpeObIBaHUS YACTHUI[ B CYLIWIbHOM Kamepe JOJDKHO
COCTaBJIATH IO MeHblIel Mepe 10 cexyHn, npeanodTuTenpHo o MeHbluei Mepe 20 cexyna. Kak
NpaBWJIO, TIOCJIE 3aTBEpIAEBaHHs OOpPA30BABIIMICS MOPOLIOK OCTA€TCS B KaMmepe IS
PACTIBUTUTEPHON CYIIKH HAa NMPUOIM3UTENBHO 5-60 CEKYHI, YTO BBI3bIBAET JOMOJIHUTEIBHOE
BbIIIApUBaHuE pacTBopuTess. KoHeuHoe copmepskaHuMe PACTBOPUTENS B TBEPAON AUCIEPCHH,
KOT/1a OHA TOKUAAET CYLIMJIKY, JOJDKHO ObITh HU3KHM, MOCKOJBKY 3TO CHIDKAET MOABIIKHOCTB
MOJIEKYJI JIEKApCTBEHHOT'O CPENCTBA B JUCIIEPCHU, TEM CaMbIM yirydiiasi ee ctabmibpHOCTh. Kak
NPaBUJIO, COMAEpKaHUWE pPACTBOPUTENS B JUCNEPCHUM, KOINA OHA MOKHMAAET Kamepy AJid
PACTIBTUTENBHOMN CYIIKH, TOJKHO COCTAaBJIATh MeHee npubnusutenbHo 10 mac.%. B HeKoTOphIx
BAPUAHTaX OCYLIECTBJIEHUs COMAEPKAHUE PACTBOPUTENsSI B AUCHEPCHM, KOTJAa OHA IOKUIAET
KaMepy IUId PaclbUIMTENbHONW CYIIKH, COCTaBJsieT MeHee npubmmsutenbHo 9 wmac.%. B
HEKOTOPBIX BAapUAHTAX OCYLIECTBJICHUs COAEPXKAHUE PAaCTBOPUTENsSI B AUCHEPCHUM, KOrAA OHA
NOKHMJAET KaMepy Ul PACTIbUINTENIbHON CYIIKH, COCTABIISIET MeHee mpuonm3nuTenbHo 8 mac.%. B
HEKOTOPBIX BAapUAHTaX OCYLUECTBJICHUs CONEPXKAHUE PACTBOPUTENsSI B AUCIEPCUM, KOrAA OHA
NOKHMJAET KaMepy ISl PaCTIbUINTENbHON CYIIKH, COCTABISIET MeHee mpuonu3uTenbHo 7 mac.%. B

HEKOTOPBIX BapHAHTAX OCYLICCTBJICHUA COACPIKAHUC PACTBOPUTEIIA B AUCHICPCHU, KOrJa OHa
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NOKHMJAET KaMepy ISl PACTIbUINTENIbHON CYIIKH, COCTABISIET MeHee mpuOmmu3uTenbHo 6 Mac.%. B
HEKOTOPBIX BapHUaHTAaX OCYIIECTBJICHUS COJEpKaHWE PACTBOPUTENS B JUCIEPCHUH, KOTAA OHA
NOKHMJAET KaMepy ISl PaCTIbUINTENIbHON CYIIKH, COCTABIISIET MeHee MpuOnInu3uTenbHo S5 Mac.%. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBJICHUS COJEpKaHWE PACTBOPUTENS B JUCIEPCHUH, KOTAAa OHA
NOKMJAET KaMepy ISl PaCIbUINTENbHON CYIIKH, COCTABIISIET MeHee Mpuonu3uTesbHo 4 mac.%. B
HEKOTOPBIX BapUAHTAX OCYIIECTBJIEHUS COJEpKaHWE PACTBOPUTEN B JUCIEPCUH, KOTAAa OHA
HOKUAAET KaMepy JJIsl paCIIbUIUTEIbHON CYIIKH, COCTaBIIET MeHee NMPUOIU3UTeNbHO 3 Mac.%. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJICHUS COAEpPKAHME PACTBOPUTENS B JMCIEPCUH, KOTAA OHA
NOKHMJAET KaMepy JUIsl PACTIbUIUTENIbHOM CYIIKH, COCTABISIET MeHee puOInu3uTesbHO 2 Mac.%. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJICHUS COAEpPKAHUE PACTBOPUTENS B JHUCIEPCUH, KOTAA OHA
NOKHJIAET KaMepy U PACTIbUINTENIbHOM CYIIKH, COCTABISIET MeHee mpuonusuTenbHo 1 mac.%. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS COAEP KaHUE alleTOHA B IUCTIEPCUH, KOTJ]a OHA TIOKUAAET
KaMepy JUId paclbUINTENIbHOW CYLIKH, COCTaBiisieT MeHee mnpubmusurenpHo 0,5 mac.%. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS COAEP KaHUE alleTOHA B IUCTIEPCUH, KOTJIa OHA TIOKUAAET
KaMepy Ul pacClbUINTENIbHOW CYLIKH, COCTaBiisieT MeHee mnpubmmsurensHo 0,3 mac.%. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS COAEP KaHNE alleTOHA B IUCTIEPCUH, KOTJ]a OHA TIOKUAAET
KaMepy Uil PacHbUIMTENbHONH CYIIKH, COCTaBysieT MeHee npuoOmmsurensHo 0,1 mac.%. [l
yIAJEeHUsl PACTBOPHUTENS OO 3TOTO YPOBHS MOXKET ObITh HCIOJNB30BAaHA IMOCHIEAYIOIIAs CTaIus
00paboTKH, Takash Kak CyLIKa Ha MOAI0HAX.

Jucnepcuu uz copsiveco pacniasa

[000105] Jducnepcuu akTUBHOTO areHra u (papMareBTUYECKH MPUEMJIEMOro MOJINMepa,
KaK OIHMCAHO B HACTOALIEM JOKYMEHTE, MOTYT OBbITb MOJIy4eHbl MyTEM SKCTPY3UU TOpPSUETrO
pacmiaBa. B HacrosimeM NOKyMEHTE B OZHOM BapUaHTE OCYLIECTBJICHHs MPEIJIOKEH Crocod
NOJTy4eHUs] TBEPAOH JUCTIEPCHH, CoAep Kalei aMopHyr0 WK o cyuiectry amopduyro Gopmy
coenuHenus: popmydsl (I), roe cmocod BkiroUaer: (a) B3BEIINBAHUE U TO3UPOBAHUE COSIMHEHUS
dopmynbr  (I), omHoro wnm Oojiee TMOJUMEPOB W HEOOsI3aTeNbHO OAHOW wiu  Oosee
JOTOJHUTENbHBIX J00aBOK, TakuX Kak mmiactupukatopsl; (b) CMemIMBaHHE COCTUHEHUS
¢dopmysl (1), yka3aHHBIX MOJMMEPOB U YKA3aHHBIX JOTIOJHUTENBHBIX T00aBOK B cMecHTee; (C)
nojadyy CMEIIaHHOTO MaTepuaia B OJKCTPyIEp TOpsSHero pacijiaBa ¢ KOHTPOJIUPYEMOH
CKOPOCTBIO U TPU KOHTpOJHpyeMoil Temmepatype; (d) oxnakaeHHe 3KCTPYIUPOBAHHOIO
Marepuaia;, (€) H3BJIEUEHHE OXJAKISCHHOTO SKCTPYAMPOBAHHOIO W3 TOPSYEro paciuiaBa
marepuana; (f) u3MenbyeHne WM pasMajblBaHHE SKCTPYAUPOBAHHOTO Marepuana a0 (OopMmsl,
NOAXONALIECH ISl CMEIINBAHMS C AOTIOJHUTEIbHBIME (papMaLleBTHYECKUMH BCIIOMOTATEIbHBIMH
BEIECTBAMH. B HEKOTOPBIX BAapUAHTAX OCYIIECTBJIEHHUS SKCTPyAAaT TOPSYEro pacuiaBa
coenuneHust popmyuinl (I) momy4aroT B HArpeTOM IIHEKOBOM SKCTPYIEpE rOpsyYero pacriasa ¢
KOHTPOJIUPYEMON CKOPOCTBIO U NMPU KOHTPOJIMPYEMOH Temmeparype. B HEeKOTOpbIX BapuaHTax
OCYILIECTBIIEHUsT 3KCTPYAAT ropsiuero pacruiasa coenuHeHus ¢opmynel (I) momywaror mnpu
koHTponupyemoil Temneparype oT 130°C no 180 °C. B HEeKOTOpBIX BapuUaHTaX OCYILLECTBICHMUS
OUH WK OoJiee MOJMMEPOB B COCTaBE HKCTPYAATa rOpAYero pacruiaBa COeAUHEHUs! (POPMYJIbI

(D mpencraBnsitor coOO¥ aueTaTCYKUHHAT THAPOKCHITPOMIIMETHILEIUTIONO3bL. B HEKOTOPBIX
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BapUAHTAaX OCYLIECTBJICHUS OAWMH WM OOjee TMONMMEPOB B COCTABE JKCTPyZaTra TOpSUEro
pacmiaBa coemuHeHus: ¢opmyibl (1) mpencrapisaor coOON COMOMUMEpP BUHHWJIMTHUPPOIUAOHA U
BuHmnanerara (Hanpumep, Kollidon® VA64 u 1. n.).B HeKOTOpBIX BapHaHTax OCYIIECTBIIECHHS
TBEpHAasi NHUCIEPCHsl SKCTpyAaTra ropsuero pacruiaBa coeaunenust ¢opmyibl (I) comepxkur ot
npudmmsutenvHo 10 mac.% no mnpubmusutensHo 50 mac.% coenuHeHust popmyisl (1)
OTHOCHUTEJIbHO O0INeil Macchl JKCTpyJaTra Tropsdero pacmiiasa.B HeEKOTOpbIX BapuaHTax
OCYIIECTBJICHHSI TBEpHAsl TUCIEPCUs SKCTPyaaTa ropsdero paciuiasa coenuHenus: Gopmynst (I)
coaepkut oT nmpudnusutensHo 10 Mac.% no npubnusutensHo 40 mac.% coenuHeHus: GOPMYJIbI
(I) oTHocuTenpbHO OOIIEH MacChl AKCTpydaTa ropsyero pacruiaBa.B HeKOTOphIX BapHaHTaX
OCYLIECTBJICHHsI TBEpAAsi TUCTIEPCHUs SKCTPyAaTa TOpsYero pacruiasa coequrenus: popmyssl (1)
comepkut oT nmpudimsuTensHo 10 Mac.% no npubnusutensHo 30 Mac.% coenuHeHHs: POPMYJIbI
(I) otHOcuTenpHO OOIIEH MacChl PKCTpydaTa ropsidero pacruiaBa.B HeKOTOphIX BapHaHTaX
OCYILIECTBIICHHUsI TBEpAAsi IUCMIEPCHUs SKCTPyAaTa TOpsIero paciuiasa coequrenus: popmysl (I)
comepkut oT nmpudnusutensHo 20 Mac.% no npubnusutensHo 30 Mac.% coenuHeHHsT POPMYJIbI
(I) oTHOCHUTENBPHO OOIIElT MAacChl SKCTPYaTa TOPSIUEro paciijiana.

[000106] B HeKOTOpBIX BapuaHTAaX OCYIIECTBJICHHS OIHA WM OOJiee MOTOTHUTEIbHBIX
n00aBOK MpPEACTaBISIOT coboil mmactudukarop. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS
nobaBka B 3KCTpynaTe ropsiuero pacruiaBa coeanHenust ¢opmynst (I) comepxxutr PEG400. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJIEHHs J00aBKa B SKCTPYAATE rOPSUYEro paciulaBa COEAMHEHUs
dopmyner (I) comepxkur PEG1500. B HEKOTOpBIX BapHaHTax OCYLIECTBJIICHUs H00aBKa B
JKCTpyaaTe ropsiuero pacruiaBa coeannenust gopmynsl (I) comepxur suramun E TPGS. B
HEKOTOPBIX BapUAHTAX OCYILIECTBJIEHHs H00aBKa B OKCTPYAATE rOpPsSUYEro paciulaBa COeAMHEHUs
dopmynbt (I) comepxkur Labrasol. B HekOTOpbIX BapuaHTaX OCYLIECTBICHHs n00aBKa B
SKCTpyAaTe ropsiuero pacruiaBa coeauHenus ¢(opmynbsl (I) conmepxkur Pluronic P407. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJICHUS SKCTPYAAT ropsvero pacmiasa coenuHerus popmyst (1)
COAEPKUT OT NMPUONU3UTENBbHO 5 Mac.% no npudausurensHo 30 mac.% coeauHeHus: GOPMYJIbI
(I) oTHOCUTENBHO OOIIEH MAcChl SKCTPyAaTa ropsyero paciuiaBa, COCTOSIIErO U3 MOJIUMEPa U
wiactTudukaropa.B HEKOTOPBIX BapUaHTAX OCYIIECTBJIEHHUS SKCTPyNAT TOPSUEro paciuiaBa
coequHenus: ¢popmyinl (I) comepskur ot nmpudamsutTenbHo 10 Mac.% no npubmusutensHo 30
Mac.% coenunenust popmyJisl (I) oTHOCHTENTHPHO OOIIEH MACChl SKCTPyAaTa TOpsSiUero pacriana,
COCTOSIIIETO0 W3 TMOJHMepa M IutacTUGUKATopa.B HEKOTOpBIX BapuaHTAax OCYIIECTBIICHHS
SKCTPyIAT ropsiuero pacriiaBa coeauHeHust Gopmynsl (I) comepxur ot npuOmmsurensHo 20
mac.% no mpudnmurensHo 30 mac.% coenuHenust ¢popmydsl (I) oTHOCHTENBHO O0IIEH MacChl
SKCTPyJaTa ropsiuero paciuiaBa, COCTOSIIIEro 13 MOJIMMepa U IIacTu(UKaTopa.

[000107] B HekoTOpBIX BapuUaHTAX OCYIIECTBJICHHUS SKCTPyAAT TOPSYEro paciuiaBa
coenunenust ¢opmynsl (1), comepxamuii npubmusutensHo 25% coepunenust dopmyist (1),
npubnusutensHo 20% PEG1500 n npubmmsurensio 55% VA64, MoxeT ObITh SKCTPYIUpPOBaH
npu npudausutensHo 160 °C.

[000108] B HekOTOpBIX BapuUaHTaxX OCYIIECTBJICHUS OUCIEPCUI0 TMOJY4YalT MyTeM

CMCHIMBAHMA BCCX OTACJIBbHBIX KOMIIOHCHTOB B IIOAXOAAIIEM CMECHUTEIIC, TaKOM KakK
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CMECUTENIbHAsl YCTAaHOBKA, BCTPSAXUBATENb, V-00pa3HBII CMECHUTENb WIM MEJIbHULA, TOAA4YU
CMELIAHHOTO MaTepHalia B SKCTPYyAep TOPsSYero pacruiaBa ¢ KOHTPOIUPYEMOI CKOPOCTBIO U MPU
KOHTPOJIMPYEMOH TeMIepaType, OXJIXKISHUs SKCTPYIUPOBAHHOIO MaTepHaia Ha BO3AyXe, WM
IIOTOKOM Tras3a, WiIH B PE3epPByape C KUIAKOCTBIO, WJIM HA IBWKYIIEHCS JIEHTE, U IOJNyYeHHs
OXJIAXIEHHOT'O 3KCTPYAMPOBAHHOTO U3 FOPSIUEro paciuiaBa Marepuaia. B HEKOTOpBIX BapHaHTax
OCYLIECTBIIEHUsl SKCTPYAUPOBAHHBIN U3 rOpsiUero pacijiaBa MaTepual NPUMEHSIOT B UCXOIHOM
Buzie. B HEKOTOpBIX BapuaHTaX OCYINECTBJIEHUS U3 SKCTPYAMPOBAHHOTO M3 rOPsUEro paciuiaBa
MaTepuaja roTOBST MpenapaT sl KOHTPOJIUPYyEeMOl nocTaBku coenuaenus popmyusl (I).

[000109] B HekoTOpBIX BapuUaHTaX OCYIIECTBJICHHS AUCIEPCUI0 TONYYalOT IMyTeM
CMELIMBAHUSI OJHOTO MM 0OJiee OTAENbHBIX KOMIIOHEHTOB B MOAXOASILIEM CMECHTENE, TAKOM
KaK CMECUTEJIbHAsl YCTAHOBKA, BCTPSXUBATENb, V-OOpasHbIi CMECUTENb WJIM MEJIbHHLA,
noOaBeHNsI OAHOTO WK 0oJiee OTHEIbHBIX KOMIIOHEHTOB B SKCTPYAEP TOPsiUero paciuiaBa BO
BpeMsl TIpomecca SKCTPY3UHM C KOHTPOJHPYEMOH CKOPOCTBIO W TPH KOHTPOJIUPYEMOId
TEMIIepaType, OXJIAKIEHHs SKCTPYAUPOBAHHOIO MaTepraa Ha BO3AYyXe, FIIM MOTOKOM rasa, Win
B pe3epByape C JKHUAKOCTBIO, WM Ha JABIDKYIIEHCS JIGHTE, ¢ TOJYYEHHEM OXJIKICHHOTO
SKCTPYAUPOBAHHOIO M3 TOpsiMEro pacruiaBa Marepuana. B HEKOTOpPBIX — BapHaHTax
OCYILIECTBIICHHUsI SKCTPYAUPOBAHHBIA M3 TOPSUEro pacruiaBa MaTepuanl MOMKET MPHUMEHSTHCS B
UCXOHOM BHJE. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHHUS U3 SKCTPYAUPOBAHHOTO U3 TOPSIUEro
paciuiaBa MaTepuaia MOXET ObITh MPHUTOTOBJIEH NpernapaTr Ajis KOHTPOJIHPYEMOW HOCTaBKU
coenunenus popmyier (I).

Dapmayesemuyeckue KOMNOUYUU U NPENapambi

[000110] B omHOM acriekTe B HACTOALIEM AOKYMEHTE MpeasioskeHa (hapMarieBTHIecKast
KOMIIO3UIMSI, comepskamiasi aMmophuyo Gopmy coenuneHus: Gopmysl (1), UMeOLy0 YUCTOTY
no nanHbM BOXKX Gonee 95%, u ogun mu Gonee papManieBTHUECKH NPUEMIIEMBIX HOCUTEIEH,
BCIIOMOTATEJIbHBIX BEIECTB WIM pa3OaBureneldl. B ogHOM acrekTe B HACTOSINEM JOKYMEHTE
NpeSIoKeHa TBepAas AUCIepcusi, conepkammas amoppuyo Gopmy coenunenus: Gopmyisl (1),
UMEIOLIYI0 YUCTOTY MO maHHbIM BIXKX Oonee 95%, u ogun wim Oonee QapmMarnieBTUYECKH
NPUEMJIEMBIX HOCUTEJIEH, BCIIOMOTaTEIbHBIX BELIECTB MK pa3baButenel, u nmonumep. B ogHom
acrieKTe B HACTOSIIEM JAOKYMEHTE MpeioskeHa (papmarieBTUYeckass KOMIO3HUIHS, COAep Kaast
amopduyro ¢dopmy coenunenus popmynsl (I), comepxkamyro He Oomee S5 mac.% kakoi-mubo
KPHUCTAJUTMUECKOW (POPMBI WJIM HE COAEPIKAIIYID OOHAPYKUMOTO KOJHYECTBA KaKOH-THOO
KpHUCTaTHUecKoi (opmel, U oguH wiau Oosee (papMaleBTHYECKH NPUEMIIEMBIX HOCHTENEH,
BCIIOMOTaTEJIbHBIX BEIIECTB WIH pa30aBUTEICH.

[000111] Takwe xomMmo3umuu Wi (GpapMaeBTUYECKUe KOMITIO3ULIUU MOTYT, HampHUMep,
ObITh B Takou (Qopme, kak TabieTka, Kamcyja, Ipaske, MOPOIIOK, KUAKOCTH, CYCIICH3UH,
SMYJIBCHH, TPAHYJIbI, MpenapaTsl C 3aMEJIEHHbIM BBICBOOOJKACHHEM, PACTBOP M CYCIICH3HS.
dapmareBTHUECKAs] KOMIIO3HLIUS MOXKET COEPKAThCS B IEPOPAITBHOM IpernapaTe, MOIX O eM
JUI OMHOKPATHOTO BBEJEHHS TOUHBIX J103.

[000112] U3 amopdHoii dopmbl coenunenus: ¢opmyiel (I) moxker ObiTh OOpa3zoBaHa

roToBasi JiekapcTBeHHasi ¢opma. ['oToBast nekapcTBeHHass (opma BKIOYAET OOHY H3 OoJjee
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KUJKUX, TBEPABIX WIH MATKHUX JIEKAPCTBEHHBIX (POPM, B 3aBUCUMOCTHU OT CIIOCO0A BBEJICHHS.

[000113] BcmnomorarenbHble BELIECTBA, HCHOJb3yeMble B  (DapMaleBTUYECKUX
KOMITO3UIIMSIX, MOTYT TIPUAABATh IPECCYyeMOMY MaTepHally XOpOIIHE XapaKTEePUCTHKH
CBIY4YEeCTH IOPOIIKAa M TmpeccyeMocTH. JKenaTeabHble XapaKTEPUCTHKH BCIIOMOTaTENIbHBIX
BEIECTB MOT'YT BKJIIOYAaTh BBICOKYIO NPECCYEMOCTb, YTOOBI OOECTIEUUTH IMOJNyYEHHE MPOUHBIX
TaOJETOK TPU HUSKUX YCHIMAX IPECCOBAHMSA;, XOPOLINE CBOWCTBA CBIMYYECTH IOPOIIKA,
KOTOpblE MOTYT VJIYULINTh CBITy4eCTb IOPOLIKA JPYTUX BCIOMOTaTENbHBIX BEINECTB B
KOMITO3ULIMH;, U KOTE€3UOHHYIO CIIOCOOHOCTh, HANIPUMED, IS MPEJOTBPALLCHHS PACKPAIINBAHHS
TabNMeTKn BO BpeMsi 00pabOTKH, TOCTABKH U YIAKOBBIBAHMsI. Takue CBOMCTBA MPUIAIOTCS STHM
BCTIOMOTATEJIbHBIM BEIECTBAM MOCPEACTBOM CTAIUI MPEABAPUTEIBHON 00pabOTKH, TaKUX Kak
cyxXasi TpaHyJsiLusl (HampuMmep, MyTeM BajlbLIEBAHUS, OpPUKETUPOBAHMS), BJIAKHASI TPAHYJISALIUS,
pacmpUIMTENbHAS CyIIKa CO cdepoHmsaumeil (HampuMmep, BBICYLIIEHHAs pPaCHbLICHUEM
OWCTIEPCUs, TBEPIbIe HAHOMMCIEPCHUHU) WIM KPUCTAIM3alMs (HAIpUMep, coyieBble (hOPMBI)
dapmaneBrryeckoii komMmno3uuu. OHHU MOTryT ObITh KJIACCH(PUIMPOBAHBI B COOTBETCTBUU C
POJIBIO, KOTOPYHO OHHM HWIpar0T B KOHEYHOH Tabnerke. J[pyrme BCriOMOraTeibHBIE BEIIECTBA,
KOTOpble TMPHOAIOT TOTOBOH TalneTke (QHU3MUECKHe XapaKTEPUCTHUKH, MPEICTABISIOT COOOM
KPacuUTEeNM W BKYCOAQpPOMAaTUYECKHE AareHThl (HAmpuMep, B CiIydae >KEBATEJbHBIX TaOJETOK).
IIprmMepsl BCIIOMOTATENbHBIX BELIECTB OMHCAHBI, Hampumep, B Handbook of Pharmaceutical
FExcipients (5" edition), mon pexn. Raymond C. Rowe, Paul J. Sheskey u Sian C. Owen;
usnarenbcTBO: Pharmaceutical Press.

[000114] Kak ommcaHO B HAcTOSIIEM AOKyMEHTe, (hapMareBTHUYECKHE KOMITO3UIUH
TaKXK€ MOTYT coiepxkaTh (apMaleBTUUECKU MpuemyieMblii mnoaumep. PapmaneBTHUECKH
npUeMJIeMble MOJUMEPbl MOTYT ObITb MOHOT'€HHBIMH HJIM HEMOHOTe€HHbIMU. WIImIOCTpaTHBHbIE
dapmaueBTHYECKH npuemiieMble MOJIMMEPbI BKJIFOYAIOT NOJIMBUHUIIITUPPOIUAOH,
NOJMSTUIEHOKCH, TOJUATUIEHTJIUKOJb, COINOJUMED BUHWINMUPPOJUAOHA U BHUHMUIIALIETATA,
OJIOK-COTIONUMEPBI  MOJMOKCUATHIICHA U TOJUOKCUIIPONUJICHA, TPUBUTHIE COMOJHUMEPHI,
COCTOSIIME W3  TOJHMATHJICHTJIMKOJS, MOJUBHHMUJIKANPOJNAKTAMa W TOJMBUHUIIALIETATA,
MOJTMMETaKPUJIIATBI, TIOJIMOKCHA TUIICHAIKHIIOBBIE S(UPBI, TTOJHOKCHITUIMPOBAHHBIE KACTOPOBBIC
Macia, TMOJHKANPOJIaKTaM, MOJUMOJIOYHY KHUCIIOTY, TOJHIJIMKOJEBYIO KHCIOTY, COMOJIUMED
MOJIOYHOH U TJIMKOJIEBOM KUCIIOT, JIMMUABI, LEJUTI0JIO3Y, MyJUTYJIaH, AeKCTPaH, MaJbTONEKCTPHH,
THATyPOHOBYIO KHCJIOTY, TOJHCHAJIOBYIO KHCIIOTY, XOHAPOUTHUHCYJIb(AT, renapuH, (yKouIaH,
nojucynbpar MNEHTO3aHa, CHHUPYJAH, aLeTaTCyKIHHAT TUAPOKCHITPOMMIMETIIILEIITIONO3BL,
NPONMHUOHATCYKIIMHAT TUAPOKCUTIP ONUIMETHIIIEIUTFOJIO3bI, ¢ranar
TUAP OKCUIPOTTMIMETHITLEIITOJIO3B, aneratTanar  LEJUTFOJIO3bI, aneTaTTPUMEIUTUTAT
LEJUTFOJIO3BL, areTaTdTasaT METHIILNEIUTIONO3b], auneTatdTaiar THUAPOKCHIIPOMHIIIEIUITIONIO3bI,

arnieraTTepeTanaT LeJUTFOIO3bl, aleTaTH30(TaNaT HEJUTI0JI03b], KapOOKCHUMETIII3THIILEIUTIONO3Y,

T'UAPOKCUIPONUIMETHIILENIIONO3Y, auerarranar TUAPOKCUIPONUIMETUILENIIONO3I,
nponuoHargTanaT TUIPOKCUMPONUIMETUIILIEIUTIOJIO3bI, aueTaTTPUMEIIUTAT
TUAPOKCUIPONUIMETHIILEIIIONO3H, NPONUOHATTPUMEJUIUTAT

TUAPOKCUTIPOMUIMETUIILEILITIOJIO3bI, Al€TaTCYKIUHAT HCJITFOJIO3bI, AlCTaTCyKLIMHAT
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METUJILEJUTIONIO3b], AEKCTPaH, aueTaT AEeKCTPaHa, NMPONUOHAT AEKCTpaHa, CYKUMHAT AEKCTPaHa,
aUEeTaTIPONUOHAT AEKCTpaHa, aLeTaTCyKLUMWHAT OEeKCTPaHa, MPONUOHATCYKLMHAT AEKCTpaHa,
aUEeTAaTIPONUOHATCYKLMHAT  JEKCTPaHa,  CONOJMMEpP  METaKpPWIOBOM  KHUCIOTBI WU
MeTuiaMeTakpuiara 1:1, comoaumep METakpuiIOBOM KUCJIOTBI W MeTWIMeTakpuwiara 1:2,
COMOJUMEP METAKPUJIOBOW KHUCJIOTBI W J3TWwiakpwiara 1:1, TUIAPOKCHUAITUILEIUIIONO3Y,
METHJILEJUIION03Y U THMAPOKCUIIPONMILEIUIFOI03Y, COMOIMMEP MOJUMETAKPUIOBOW KHUCIOTHI U
STUJIAKPUJIATA, COMOJMMEP MOJUMETAKPUIOBON KHUCJIOTBI M METHIMETAKPUIIATA, COMOJIMMEP
MOJIMMETUIIMETAKPUIIATa M OTWIAKPWIATA, COMOJIUMEP TPUMETHIAMMOHHOITUIMETAKpUIaTa
XJIOpU/a,  METHJIMETaKpwiata ©  OSTWiakpwiata, W noau(OyTuiMerakpuiar-ko-(2-
IMMETHJIAMUHOITHIT)METAKPIJIAT-KO-METHIIMETaKpUiaTa), WIH HUX cMeceil. B HeKoTopbIx
BApUAHTAX OCYIIECTBJICHUS (PapMaleBTUYECKH TPUEMIIEMBIH IMOJUMEDP BBIOpAH W3 TPYIIIHL,
COCTOsILIEN U3 MOJUBUHWINUPPOIUAOHA, MONUITUICHOKCHIA, TONIUITUIIEHITIUKOIISA, CONOINMEpa
BUHIUIMUPPOJIUAOHA M BHUHHWJIAIETATa,  OJIOK-COMOJUMEPOB  IMOJUOKCHATHIIEHA |
MOJIMOKCUMIPONUJIEHA, INPUBHUTBIX  COMOJMMEPOB, COCTOSLIMX W3  MOJUITUIIEHIIIUKOJS,
MOJIMBUHUJIKANPOJIaKTamMa 51 MOJIMBUHUJIALIETATA, MOJIMMETAKPUIIATOB,
NOJMOKCU3TUIICHAJIKIJIOBBIX ~ 3(UPOB,  TOJIMOKCHSTHJIMPOBAHHBIX ~ KAaCTOPOBBIX  Macel,
MOJINKANPOJIAKTAMa, ITOJMMOJIOYHON KHUCJIOTBI, MOJIUIVIMKOJNEBOM KHUCJOTBI, COMNOJUMEpPa
MOJIOYHOM M TJIMKOJEBOH KMCJIOT, JIMIMAOB, LEJUIFOJIO3bl, MyJulyjlaHa, [AEeKCTpaHa,
MaJIbTOAEKCTPUHA, T'MAJypOHOBOHM KHCIIOTHI, MOJHCHUAIOBOM KHUCJIOTHI, XOHAPOUTHUHCYIb(paTa,
remapuHa, (QykonpgaHa, monucyjib(ara  NEHTO3aHa,  CIOUpPYJNAHA,  ALETATCYKIIMHATa
TUAPOKCUNIPONMMIMETHIILIEIUTIONO3b], MPOMMOHATCYKLIMHATA THAPOKCUIPONUIMETUIILEIUIIONIO3bI,
¢Tanara rUAPOKCUNPONUIMETIIILIEIUIFONIO3bI, alleTaTdranara HeUI0JI03bl, alleTaTTPUMENIUTATa
LIEJUTIOJIO3B, aneTardranaTta METHJILEIUIIOIO3b], aneraTdranaTa HMAPOKCUIIPONIIILEIITIONO03bI,
areratrepedranara LEJUTIOJIO3BI, arieratusodranara LEJUTIOJIO3BI,
KapOOKCHUMETHII3 THIILEJUTIOJIO3B, TUAPOKCUIIPOITMIMETHIILEIUTIONO3B, auerargTranara
TUAPOKCUIIPONTMIMETHIILEIUIFONIO3bI, MPOMHOHAT(TaNaTa TUAPOKCHITPOMUIMETHIILEITIONIO3BI,
aLeTaTTpUMeIIuTaTa TUAPOKCUNIPONUIMETHIILIEIITIONO3BI, MPONHOHATTPUMEIINTATA
TUPOKCUMIPONMJIMETHIILICIUTIONO3b],  alleTaTCyKIMHATa  LEJUI0JIO3bl,  aleTaTCyKIMHAaTa
METWIILEJUTIONO3b], AEKCTpaHa, aueTraTa [eKCTpaHa, IPONMOHAaTa JEKCTPaHa, CyKIUHAaTa
NEKCTpaHa, aleTaTIpPONMOHATa JEKCTPaHa, alleTaTCyKLIMHATA AEKCTPaHA, MPOMUOHATCYKI[MHATA
NEKCTpaHa, alueTaTIPONMOHATCYKLIIMHATA NEKCTPaHa, COMOJIMMEPAa METAKPUIOBOW KHUCIOTHI U
MeTuiaMeTakpunara 1:1, comonmumepa MeTakpUIOBOM KHCIOTBI M MeTHIMeTakpwiara 1:2,
COmojauMepa METAKpPWJIOBOM KHUCJIOTBI M 3Tuinakpunara 1:1, m ux cmeceil. B HEkOTOpBIX
BApUAHTAX OCYINECTBJICHUS (PapMaleBTUUECKH NPHEMJIEMbIH TOJUMEp NPEACTaBIsieT CcOoOOit
aUEeTaTCYKLUHAT MMAPOKCUNIPONMIMETUIILECIIFOIO3BL.

[000115] dapmaueBTHuecKkass KOMIO3ULIMS, MPEAJIOKEHHAs: B HACTOSLIEM JOKYMEHTE,
MOXET COAep)KaTh OAMH MWK OoJyiee HANOJHUTENEH, KOTOpble NOOABNSAIOT, HAMpPUMEp, I
YBEJIMYEHHUSI HACBITHOH MacChl CMECH, YTOOBI AOCTUYbL YAOOHOrO pasMepa Uil NMPEeCCOBAHMUS.
Hanonaurenu, kOoTopble MOTryT OBITH HCIIONB30BAHBI, BKIKOYAIOT OAHY MWK Oojee cosei

KaJbLIMs, TAKMX KaK JIBYXOCHOBHBIN (pocdaT Kalblys, U caxapa, TAKUX Kak JIAKTO3a, caxaposa,



47

JEKCTPO3a, MHKPOKPUCTAIJINYECKas LEJUII003a, MAHHUT U ManbToaekcTpuH. Ilpumepsl
dapManeBTUYECKH  TMPHEMJIEMBIX  HANOJHUTENeH ©  (papManeBTUYECKH  IPUEMJIEMbIX
pasbaBuTenell  BKJIIOYAIOT, HE OrPAaHWYUBASACH IEPEUUCICHHBIM, CaxapHyKW MOyapy,
MPECCOBAHHBIM  caxap,  JEKCTpaTbl, JAEKCTPUHBL,  JEKCTPO3y,  JIAKTO3y,  MAaHHWUT,
MHKPOKPHCTAINIMYECKYIO LIEJUII0JI03Y, MOPOIIKOBYIO LIEJUII0JI03y, COPOUT, caxapo3y U Tajibk. B
HEKOTOPbIX BapUaHTaxX OCYLIECTBJICHUS HAIOJHUTEIb NPEACTABIAET coboit
MHKPOKPHUCTATMYECKYIO LIEJUTIOJI03Y, KOTOPasi MOJKET ObITh MOJTy4eHa MyTeM KOHTPOJIHPYEMOTO
ruaponnsa anbgha-nesmunoaossl. [loaxoasimas MUKPOKPUCTATMYECKAs [IeJUTI0JI03a OyaeT UMETh
cpenHuil pasmep 4actuil oT npudnusureabHo 20 M a0 npudnusureapbHo 200 uM. [Togxoasimast
MHUKPOKpUCTaJTHYeckas nesuioyio3a Bkirodaer Avicel PH 101, Avicel PH 102, Avicel PH 103,
Avicel PH 105 u Avicel PH 200, nanpumep, usrorasnusaembie FMC Corporation. B HekoTOpbIx
BapUAHTAX OCYLIECTBJICHUS HATIOJHUTENb PEACTABISIET COOOH JIAKTO3Y.

[000116] dapmaueBTHUECKasi KOMIO3ULMA TAKXKE€ MOXKET BKJIIOYATh CMAa3bIBAIOIIEE
BemecTBo. «CMa3biBarolliee BEIIECTBO» B KOHTEKCTE HACTOSINEro JOKYMEHTa, Kak IPaBUIIO,
NO0aBJISIFOT Uil IPEAOTBPAIICHHUS PUIHITAHNST MaTEPUAJIOB i1 TAOJIETUPOBAHUS K MTyaHCOHAM,
MUHUMU3ALUN TPEHUS TIPU MPECCOBAHUHU TaOJETOK U JJisl 00ECTIeUeHUsT BO3MOXHOCTH yIaJICHHSI
NpecCOBaHHON TabneTku u3 npecc-popmbl. IIpumMepbl cMa3bIBalOIUX BEIIECTB BKIIIOYAIOT, HE
OTPaHUYMBASCH MMEPEUNCICHHBIM, KOJIJIOMIHBIN AUOKCUA KPEMHUS, TPUCHINKAT MarHus, TaJbK,
kapOOHAT MarHusi, OKCHUJA MAarHusi, DIHNEPUIOSTeHAT, TOJMSTUICHIJINKONb, IOJUMEPHI
stuneHokcuaa (Hampumep, Carowax), maypwicyibdaT HaTpws, CTeaparT MarHusi, creapar
AIFOMUHUS, CTe€apaT KaJbLHs, cTeapuipyMapaT HATpUs, CTEAPHHOBYIO KUCIIOTY, JIaypuiICTeapaT
MarHuss W CMeCH CTreapara MarHusg ¢ Jjaypwicyibparom Hatpus. WIUmoCcTpaTUBHBIE
CMa3bIBAIOIIME BEINECTBA BKJIIOYAIOT CTeapaT KajbLMs, CTeapaT MarHus U creapuidymapar
HaTpusi. B HEKOTOpBIX BapuaHTaX OCYLIECTBJIEHHUS CMAa3bIBAIOLIEE BELIECTBO IPEACTaBIIIET
co0o¥ cTeapaT MarHus.

[000117] dapmaneBTHUECKash KOMIO3ULIMS, MPEAJIOKEHHAs B HACTOSILIEM JOKYMEHTE,
TaK)K€ MOXKET COAEPKaTh CKOJb3SLIEE BEIEeCTBO. TEePMHUH «CKOJb3SIIEe BEIECTBO» B KOHTEKCTE
HACTOSILIETO JOKYMEHTa OTHOCHUTCSI K BELIECTBY, AOOABIIIEMOMY B MOPOLIOK, KOTOPOE MOMKET
VIAY4YIIUTH  €r0  ChIMy4eCTh, HAMpUMEp, 3a CYET CHIDKCHUS  TPEHUS  MEXAY
yactTuaMu. MJuTFOCTpaTBHBIE  CKOJIB3SIIIIME  BEIIECTBA  BKJIIOYAIOT, HE  OrPAHUYHBASICh
MEPEUNUCTICHHBIM,  KOJUJIOMIHBIE  KPEMHE3EMBI, KOJUIOUJHBIA  JUOKCHI  KPEMHUS,
BLICOKOAMCIIEPCHBIH nuokcun kpemuus, CAB-O-SIL® M-5P, AEROSIL®, Ttamek, Syloid®,
Kpaxmaja U aIFOMOCHJIUKAThl MarHusi. B HEKOTOPBIX BapMaHTAaX OCYIIECTBJICHHS CKOJIB3SIIEE
BEIIECTBO MPENCTaBIsieT Co0OM Anokcun KpeMHusi. CleayeT OTMETUTb, YTO BCIIOMOTATENIbHbIE
BEIIECTBA MOTYT BBIMOJHITh HECKOJNBKO (DYHKIUH. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHHS
CMa3bIBAIOIEe BELIECTBO, HAMPHUMEp, CTeapaT MAarHus, TAKXKe MOKET BBIMONHATH (DYHKIUIO
CKOJIb35I1IIETO BELIECTBA.

[000118] Paspexmutenps MOXKET NPUCYTCTBOBATb B KOJMYECTBE, HEOOXOTUMOM IS
YCKOpPEHUsI PaCTBOPEHUs (HampuMep, YBEJIUYCHHUsT CKOPOCTH pacmana TadjeTok). B koHTekcre

HaCTOALIECTO NJOKYMCHTA TECPMUH «PA3PBIXJIUTECIDL» OTHOCUTCA K BCIIOMOTaTCJIbHOMY BCLICCTBY,
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KOTOpPOE€ MOJKET IMPOTHBOCTOSATh (PU3HMUECKUM CHJIaM CBSI3bIBAHUS YACTHI] B TaOJNETKE WIIH
KarcyJie Mpy NOMEIIEHUH ITepOPaIbHOrO IpernapaTa B BOAHYIO cpeny. Pa3preIxiuTenu BKIIOUAIOT
NPOMU3BOJHBIE KpaxMalla U COJH KapOOKCHMETHILENIroNo3bl. IIpumMepsl ¢apMarieBTUIeCKH
NPUEMIIEMBIX PA3PBIXJIUTENEH BKIIOYAIOT, HE OrPAHUYMBASACH IEPEUYHCICHHBIM, KpaxMalbl,
HarpuMep, KpaxMaJIrIMKOJIAT HATPUs, MPeKeTaTHHU3NPOBAHHBIN KPaXMall, TJIMHBL, LEeJUTIOJIO3bI,
aNbIMHATBl, KaMEAM, CLINTbIE IIOJIUMEpBl, HANpUMep, CIIUTBIH MNOJMBUHUIIHUPPOIUIOH
(nanpumep, polyplasdone™, nonuBUHMAMUPPOTUIOH, KPOCTIOBUIOH), CIIUTAS KaJbLUEBAs COJIb
KapOOKCHMETHJILIEJUTFOJIO3bI W CLIWTasi  HATPHeBas COJb  KapOOKCHMETHUIILEIUTIONO3bI
(KpockapMeIio3a HaTpHsi), U COEBbIE MOJUCAXapUaAbl. B HEKOTOPBIX BapHUaHTAX OCYIIECTBIICHHS
Pa3pBIXJIUTENDb NPEACTaBIsieT CO00H KpocnoBuaoH (Hanpumep, PVP-XL).

[000119] Taxxxke B HacToseM JOKYMEHTE IIpelJioKeHa TBephas AucIepcus,
comeprkamiasi papMaleBTUIECKY0 KOMITO3ULIMIO, COMEpKaIlyo aMopdHyo GopMy CoenrHEHHs
dopmysl (1), umeromyro uuctoty no naHabiM BOXKX 6osee 95%, u momumep BMECTe C OTHUM
win Oonee papMareBTHIECKH MPUEMIIEMBIMH HOCHUTENSIMH, BCIIOMOTATENIbHBIMU BELIECTBAMHU
Wy pa3daBUTENsIMU. B HEKOTOPBIX BapHaHTax OCYIIECTBIICHUS MpPEIIokeHa aMopdHast TBepaast
aucnepcusi, couepkamasi amopduyro Gopmy coequnenust Gpopmysist (1), UMEIOTYIO YUCTOTY MO
nanHbiM BOXKX Gonee 95%, u monmumep u onuH win Oonee (papManeBTUYECKUX HOCHTENIEH,
BCIIOMOTATEbHBIX BELIECTB WM pa3daBuTeseldl. B HEKOTOPHIX BapHaHTax OCYIIECTBIICHHS
NpeIo’KeHa TBEpAasi JUCTIepCHst, coaepikainas aMopHyro ¢opmy coenurenus Gopmyisl (I) u
noJuMep, TJe TBepAas MAUCIEPCHS IO CYIIECTBY HE COAEPKUT KPHUCTAUTMYECKHX (opMm
coenuneHust ¢opmynsl (I). B HEKOTOpBIX BapuaHTax OCYILIECTBIEHUs IPEUIOKEHA TBEpAas
aucnepcusi, coneprkaiiasi amopduyro dopmy coenunenus: popmysl (1), conepskamyro He Oomee
5 wmac.% kakoi-mubo KpucTaAIM4Yeckoil (OpMBI WIM HE COAEpKAIIYH OOHaPYKUMOTO
KOJIMYECTBA KaKOH-TMOO KpUCTaJutmueckod (opmbl, M TonuMep M OOMH WM OoJjee
(apmaLeBTHYECKH TPUEMJIIEMBIX HOCUTEJIEH, BCIIOMOTATEIbHBIX BEIIECTB WIN pa30aBUTENeH.

[000120] B HekoTOpBbIX BapuaHTaxX OCYILECTBIEHUS B HACTOSALIEM IOKYMEHTE OIMHCaHa
(apManieBTHYECKas] KOMIIO3HLIUS, COMEPrKAIAsi TBEPAYIO AUCIEPCUI0, COAEPIKALIYI0 aMOPhHYIO
dopmy coenmHeHus, npencTaBieHHOro dopmysioit (1), umeromyro yucToty no gaHabM BOKX
Oonee 95%. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS NPEANIOKeHa (PapMaleBTHIECKas
KOMMO3UIWMsI, conmepkamas amopduyro Gopmy coenuHenus opmyner (I) u momumep, rae
TBEpAAsl AUCIIEPCHS 110 CYLIECTBY HE CONEPKHUT KPHUCTALTHUECKUX (POPM COEAMHEHUs (POPMYJIbI
(I). B HexoTOpBIX BapHaHTaxX OCYIIECTBJICHUS MpeIokeHa (papMaleBTHUECKash KOMIO3HLIHUS,
conepskamasi amopduyro dopmy coenuHenus: Gopmynsl (I), cogepkamyro He Gonee 5 mac.%
KaKOH-T1O0 KPUCTAIUTNYECKOH (POPMBI MM HE COep KAy OOHAPYKUMOTO KOJTMUECTBA KaKOM-
00 KPUCTAITHYECKOH (GOpMBIL, U (papMaeBTHIECKU MPUEMIIEMbIHA TTOJUMED.

[000121] B HeKOTOpBIX BapHaHTAaX OCYILIECTBJICHHS] TBEpAAss AUCIEPCHsS] CONEPIKHUT OT
npubnusutensHo 10 mMac.% no npubnusurtensHo S0 Mac.%, wimm ot npubnausurensHo 10 mac.%
no npubmusutensHo 30 mac.%, wim ot npubnusurenpbHo 20 mac.% no mpubmusurensHO 30
Mmac.% coenuHeHus, npenacrasieHHoro ¢opmynoi (I), oTHocuTenpbHO OOIEH MacChl TBEPAOM

AUCTICPCHUH. B HCKOTOPBIX BapHUAaHTAaX OCYILICCTBIICHUA (I)apMaLIeBTI/ILIeCKI/Ie KOMIIO3ULIMKU MOI'yT
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comep:kaTe mpUOMM3UTENBHO 25 wMac.% coenuHeHus, mnpeacraBieHHoro ¢opmynoit (1),
OTHOCHUTEJIbHO O0IIIeH MacChl TBEPAOH AUCIIEPCUH.

[000122] Tsepmas nucnepcus, NPeNJIOKEHHAas B HACTOALIEM JOKYMEHTE, COAEPKUT
dapManieBTUYECKH INPUEMJIEMbIHl  MONUMeEp, BBIOPAHHBIH W3  MOJUBUHIIJIIUPPOJIHMIOHA,
NOJIMSTUIIEHOKCHUA, TOJMITUIICHTIINKONIS, COMOJMMepa BUHWINMUPPOJIUAOHA U BUHWIIALIETATA,
OJI0K-COMONMMEPOB  TTOJIMOKCUATHIIEHA W TOJMOKCHIIPONMIEHA, MPUBHUTHIX COMOJMMEPOB,
COCTOSIIMX M3  MOJUSTWICHINIUKONS, TOJUBUHWIKAIIPONAKTaMa M IMOJMBUHUIIALIETATA,
NOJMMETAKPUIATOB,  TMOJUOKCHUATHICHAIKUIOBBIX  3(HUPOB,  MOJHOKCHUITUIMPOBAHHBIX
KaCTOPOBBIX MaceJl, MOJUKANPOJIAKTaMa, TOJMMOJIOUHOW KUCJIOTHI, MOJUTIHKONEBONW KHCIIOTHI,
COTOJIIMEPa MOJIOYHOH W TJIUKOJIEBOW KHCJIOT, JIMIUAOB, LEJUIFOJIO3bI, MyJUTyJIaHa, TEKCTPaHa,
MaJIbTOAEKCTPUHA, TMAJypPOHOBOH KHCIIOTHI, MOJHCHUAIOBOW KHUCJIOTBI, XOHAPOHTUHCYIb(]aTa,
remapuHa, (QykompmaHa, moNuCyJdb(ara  NMEHTO3aHa,  CIOUpPYJAHA,  ALETATCYKIIMHATA
TUAPOKCUIIPOTTMIMETHIILIEIUTFOJIO3b], MPOMMOHATCYKIIMHATA THAPOKCHITPOMMIMETHIILEIITIOIO3B,
¢Tanara THAPOKCUNPONUIMETIIILIEILTFONIO3bI, arleTaTdranara HeJUTF0JI03bl, alleTaTTPUMEITUTATA
LIEJUTFOJIO3BI, aneTardranaTta METHJILEIUIFOIO3b], aneraTtdTanaTa THAPOKCHIIPONIIILIEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, anerarum3odranara LEJUTIOJIO3BI,
KapOOKCHMETHIIS THIILIEIUTIOINO3bI, TUAPOKCUITPOTTAIMETHIILIEIITOIO3B, aneratdTranara
TUAPOKCUIPOTTMIMETHIILEIUIFOJIO3b,  MMPOMHOHAT(TAaNaTa TUAPOKCHITPOMMIMETHIILEIITIONO3E,
arneTaTTPUMEIUINTaTa THIPOKCUTIPOTTHIIMETHITLIEIUTIOJIO3bI, NPONHOHATTPUMEIUTUTATA
TUAPOKCUIIPONTMIMETHIILEIUIFONIO3b],  alleTaTCYKLUHWHATa  LEJUT0JIO3Bl,  aleTaTCyKIIMHATa
METUJILEIUTIONIO3b], JEKCTpaHa, alerata JAeKCTpaHa, IPONHOHATa [EeKCTpaHa, CyKIMHATa
JEKCTpaHa, alleTaTIpONMOHATa AEKCTPaHA, alleTaTCyKIMHATa JAeKCTpaHa, MPOMMOHATCYKIIMHATA
JEKCTpaHa, aleTaTIpPONMOHATCYKIIMHATA JEKCTPaHa, COMOJIMMEpa METAKPUIOBOM KHCIOTHI U
MeTuiMeTakpunata 1:1, comonumepa METaKpWJIOBOM KHUCJIOTBI M MeTUIMeETakpuiaara 1:2,
COMOJIMMEpa METaKpUJIOBOM KHUCIOTBI M sTUiaakpunata 1:1, mmm ux cmecei. Hanpumep,
dapManieBTHYECKH TPUEMIIEMBIH TOJUMEp B Mpemnapare, MPEIJIOKEHHOM B HACTOSIIIEM
JIOKYMEHTE, MPEICTaBIsIeT COOOH aleTaTCyKIIMHAT THAPOKCHITPOITHIMETHIILEIITIOIO3bL.

[000123] B HekoTOpbIX BapuaHTaxX OCYILECTBIEHUS B HACTOALIEM JOKYMEHTE OIHCaHa
(bapMaleBTUYECKH MpUEeMIIeMasi KOMIIO3UIIMS JJisi MepOpPabHOrO BBEACHMs], comepskamas: (i)
TBEPAYIO IUCHEPCUIO, TA€ TBEpAas IUCIEPCUS COMNEPXKHUT: aMOp(dHYIO (OPMY COENUHEHHS,

npeacTaBieHHoro dpopmyioi (I):

F; ""'H-i ,Br

®opmyna (I)
dapmaneBTHYeckn npuemiieMblii onumep, u (i) ogHO MM Oojee (apMaLeBTHUECKU

NpUEMIIEMbIX BCIIOMOTI'aTCJIbHBIX BCIICCTB.
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[000124] B HEKOTOpBIX BapHaHTaxX OCYILIECTBJEHUs TBEpHAs NUCTIEPCUS COAEPKUT HE
Oonee mnpubnmsurenpHO S5 Mac.% KakoH-muOo Kpucramundeckoil (opmbl coenuHeHus. B
HEKOTOPBIX BapHUaHTaxX OCYILECTBJICHHs TBepAas AUCIEpPCUs IO CYLIECTBY HE COAEPKUT
O0HapY>KUMOTO KOJIMYECTBA KaKOW-IMOO KpUCTAJIINYeCKOH (popmbl coenuHeHus. B HEKOTOpBIX
BapUAHTAaX OCYINECTBJIeHUs aMopdHass ¢opmMa HMEeT TOPOLIKOBYIO PEHTIEHOBCKYIO
auppakTorpaMmy IO CyIIECTBY Kak NOkazaHO Ha ¢ur. 1. B HekoTopeIx BapuaHTax
OCYIIECTBJICHUS KOMIIO3ULIMSI COAEPKUT B OOLIEH CIOKHOCTH He Oosiee NMpPUOTU3HTENIBHO 5
Mac.% KakoH-mnb0 KPHCTAUTMYECKOH (POPMBbI COCTUHEHUS] MPU BO3NEUCTBHH OTHOCHTEIBHOM
BiaxxHocTH 60% mpu 25 °C B TeueHue 1 Mmecsiua, 3 mMecsueB win 6 mecsieB. B HEKOTOPBIX
BAPUAHTAX OCYLIECTBJICHUS KOMIIO3ULHMS CONEPKUT B OOIIed CJIOKHOCTH He Ooee
NpUOJIMZUTENBHO 5 Mac.% KaKOH-TU0O0 KPUCTAJUTMIECKOM (DOPMBI COSTUHEHUS TIPU BO3EHCTBUH
oTHOcUTeNbHON BraxkHoctH 75% mpu 40 °C B TeueHue 1 mecsua, 3 mecsues wiu 6 mecsies. B
HEKOTOPBIX BapPUAHTAX OCYIIECTBIICHUS (PapMaLeBTUUECKH MPHEeMIIeMasi KOMITO3HIHS COAEPIKUT
ot nmpudmsurensHo 10 mMac.% po mpubmmsurensHo 30 Mac.% COEAMHEHUS OTHOCHTEIBHO
of0meil Maccel TBepAOW  JUCHEpCHHM. B HEKOTOpPBIX  BapHaHTAaX  OCYIIECTBIICHHS
bapmanieBTHUECKH TpUeMIIEMasl KOMIO3HMLUS COAEPKUT OT mpubmmsutensHo 20 mac.% no
npubmmuTenbHo 30 Mac.% COeMHEHHUsT OTHOCHTENILHO OO0IIei Macchl TBepAOH nucnepcun. B
HEKOTOPBIX BapPUAHTAaX OCYINECTBJICHHUS (papMaLleBTUUECKU MpHEeMIIeMasi KOMITO3UIHS COAEPIKUT
npuOIMBUTENbHO 25 Mac.% COeIMHEeHHUsT OTHOCHTENIbHO OO0IIei mMacchl TBepAOH mucnepcun. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBICHHs (hapMaLEBTHUECKH NMPUEMIIEMbIH MOJUMeEpP BBIOpAH U3
TPYMIIBbL, COCTOSIEH M3 MOJUBUHWINUPPOIUIOHA, MONMITUICHOKCHIA, MOJUITHIIEHIJIUKOJS,
COIOJIMMEpa BUHIIIMUPPOJIMIOHA M BHMHHUJALIETAaTa, OJIOK-COMOJIMMEPOB IOJMOKCHITHIIEHA U
NOJUOKCUMPONMWJIEHA, MPUBUTBIX  COMOJMMEPOB, COCTOSIIUX W3  MOJUITHICHIJIMKOJS,
NOJMBUHUJIKATIPOJIaKTaMa u MOJIMBUHUJIALIETATA, NOJIMMETaKPUIIATOB,
HOJIMOKCHITUJICHAJIKWIIOBBIX ~ 3(UPOB,  MOJMOKCHATHIMPOBAHHBIX  KACTOPOBBIX  Macel,
MOJIMKAIpPOJIaKTaMa, TIOJIMMOJIOYHON KHCJOTBI, TOJIMIJIMKOJIEBOM KHCIIOTBHI, COMOJIUMEpPA
MOJIOYHOM M  TJIMKOJEBOM KHCIOT, JIMIHIOB, LEJUTIOJIO3bl, MyJUTyJiaHa, JeKCTpaHa,
MaJIbTOAEKCTPUHA, TMAJyPOHOBOHM KHCIIOTHI, MOJHCUAJIOBOW KHUCJIOTHI, XOHIAPOMTUHCYIb(]aTa,
renapuHa, (QykomgaHa, momuCyJdb(ara  MEHTO3aHa,  CIOUpPYJAHA,  ALETaTCYKIMHATA
T'UIPOKCUTIPOITUIMETHIILIEIUTIONO3b], POMUOHATCYKIIMHATA THAPOKCUIIPOMUIMETUIILIEIITIONIO3bI,
¢Tanara rUAPOKCUNPONUIMETIIILIEILTFOIO3bI, arleTaTdranara HeJUTF0JIO3bl, alleTaTTPUMEITTATA
LIEJUTFOJIO3BI, aueTardranata METHILEIUIFOIO03b], aneraTtdTanaTa THAPOKCHIIPONIIILIEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3bI, anerarnzodranara LEJUTIOJIO3BI,
KapOOKCHMETHIIS THIILIEIUTIONO3BI, IUJPOKCUITPOTTUIMETHIILIEIITION O3B, aneratdTanara
TUAPOKCUIPOITMIMETHIILEIUIFOJIO3b, MMPOMHOHAT(TaNaTa THUAPOKCHIIPOMMIMETHIILEIITIONO3B,
aleTaTTpUMeIINTaTa TUIPOKCUIPONUIMETHIILIEIUTIONO3BI, MPONMUOHATTPUMEIINTATA
T'UPOKCUMIPONIUIMETUIILIEIUTIONO3b],  AlEeTaTCyKUMHATa  LEJUIF0JIO3bl,  alleTaTCyKI[MHaTa
METHJILIEJUIIONO3b], JAEKCTpaHa, alerata JeKCTpaHa, IIpPONUOHAaTa JEKCTPaHa, CyKIMHaTa
JEKCTPaHa, aleTaTIpoNuoHaTa JEeKCTpaHa, aleTaTCyKIMHATa JEeKCTPaHa, MPONHOHATCYKIMHATA

ACKCTpaHa, al€TaTIpPONUOHATCYKIIMHATA ACKCTPAaHA, COIMOJIMMEPA MeTaKpHHOBOﬁ KHUCJIOTbI U
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MeTuiaMeTakpuiara 1:1, comonmumepa METakpuUIOBOM KHUCIOTBI U METHWIMeTakpwiara 1:2,
COMoJMMepa METAaKpPUJIOBOM KHUCJIOTHI W dTuiakpuiara 1:1, wim ux cmece. B HEKOTOpBIX
BapUAHTAaX OCYINECTBJICHUS (hapMaleBTUUECKH IMPHEMIIEMbII TMOJUMEp NPEACTaBisieT coOoit
aUEeTaTCYKLUHAT THAPOKCUNIPONWIMETWILEIUIIOIO03bl. B HEKOTOPBIX BapuaHTaxX OCYILECTBIICHHUS
coeuHeHHe M (apMaLEBTHYECKH TNPUEMIIEMBIH IOJIUMEP MPHUCYTCTBYIOT B OTHOIIEHHUH
coenuHeHue: monumep ot npudmmsurensHo 40:60 no mpubmmsutensHo 10:90. B HexoTOpbIX
BAPUAHTAX OCYLIECTBIEHHUsS COEAMHEHHEe U (PapMaLeBTUYECKU MPUEMIIEMbIH IOJHMEp
NPUCYTCTBYIOT B OTHOIIEHWH COEIUWHEHHe rmosuMmep oOT mnpudmusurenbHo 30:70  no
npubnusutensHo  20:80. B HEKOTOpPBIX BapHaHTax OCYLIECTBICHHsS COEIMHEHHE U
(apMarieBTHYECKH MPHEMJIEMBII MOJUMEP MPUCYTCTBYIOT B OTHOLICHUU COEIUHEHHE: ITOJIUMED,
COCTABIISIFOIIEM NPUOMM3UTENbHO 25:75. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS TBEpIas
OWMCTIEPCUSl TIPENCTABJISIET COOOH TBEPAYK BBICYLICHHYIO pPAcCHbUIEHHEM IUCIEpPCHI0. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBIICHUs TBEPAAs AUCIEPCHUS MMEET PaCTBOPUMOCTb B BOAE IPU
pH 6,5, cocraBnsromyro ot npubnusutensHo 100 mxr/mia npu 25°C no npubnusurensHo 200
MKr/Min npu 25°C. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS TBEpHAAs TUCIIEPCHS HMEET
pacTBOpUMOCTh B Boae mipu pH 6,5, cocrasmsirornyto npubmmsurensao 120 mxr/mn mipu 25 °C. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHUs TBEPAAs OUCIEPCHS MMEET PACTBOPUMOCTb B BOAE IPH
pH 2, cocrapnsromyro ot npubnusutensHo 150 mxr/mn nmpu 25°C pno mpubmusurensao 300
MKr/Mn npu 25°C. B HEKOTOpBIX BapHaHTaxX OCYILIECTBIEHUs TBEpHAAs IUCIIEPCHUS HMeEEeT
pacTBOpUMOCTb B Bozie nipu pH 2, cocTtaBnstouyro npubnusutensHo 178 mxr/mu npu 25 °C.
[000125] B HekOTOpBIX BapuaHTaX OCYIIECTBJICHUS (HapMALEBTHYECKU MpHUeMIIeMas

KOMITO3ULIMSI COZIEPKUT MeHee mnpubmmsurenbHo 10 mac.% coenuHeHus, NpenCTaBIEHHOIO

dopmymnoit (1I):

H d
/N%TN\/O
N\?r/| -~JKINH2
|
Br~ N F

®opmy.a (1)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000126] B HekOTOpBIX BapuUaHTaX OCYIIECTBJIEHUS (hapMALEBTHYECKU MpHeMIIeMas

KOMITO3ULIMSI COINEPKUT MeHee NPUONU3UTENbHO 3 Mac.% COCOMHEHHs, MNPENCTaBICHHOTO

dopmynoit (11):

N__~_N_O
N |\‘£ A~ _NH,
§
Br N F
®opmy.ia (1)

OTHOCHTEJIbHO Macchl coenuHenus popmysl (I).
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[000127] B HEKOTOpBHIX BapHaHTaX OCYIIECTBIEHHs (HapMaLEBTUUECKU MpUeMIIEMast

KOMITO3ULIMST COIAEPKUT MeHee npubnusutenbHo | Mac.% CoeauHeHus, NpenCTaBIEHHOTO

dopmymnoit (1I):

-

H l/
N |/N o)
NQ,/L/I/ l NH,
NS

Br F

®opmy.a (1)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000128] B HEKOTOpBIX BapuUaHTaX OCYILIECTBJIEHUS (HhapMALIEBTHYECKU MpHUeMIIeMasi

KOMITO3UIIMSL comepkuT oT mnpudbmmsutenbHo 0,1 mac.% no npubmusurtensHo 0,5 mac.%

coenuHeHwusl, npencrapieHHoro ¢popmynoit (1I):

®opmy.ia (1)
OTHOCHUTEJIbHO Macchl coenuHenus popmysl (I).
[000129] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHUS (HapMALEBTHUYECKU MpHUeMIIeMas

KOMITO3ULIMSL copepkuT oT mnpudmusurensHo 0,01 mac.% po mpubmusurensHo 0,1 mac.%

coeuHeHws], npeacrasieHHoro ¢popmynoit (II):

®opmy.a (1)
OTHOCHUTEJIbHO Macchl coenuHerus popmysl (I).
[000130] B HekOTOpBIX BapuUaHTaX OCYILIECTBJIEHUS (HapMALEBTHYECKU MpHEeMIIeMas

KOMITO3ULIMSI COZNEPKUT MeHee mnpudmmsurenbHo 10 mac.% coenuHeHWs, NpeaCcTaBICHHOTO

dopmyoit (1II):

(\[ j\F\] : Br
|

N
H

®opmy.a (III)
OTHOCHUTEJIHO Macchl coenuHenus popmysl (I).
[000131] B HekOTOpBIX BapuaHTaX OCYLIECTBJIEHUS (HapMALIEBTHYECKU MpUemiieMas
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KOMITO3ULIMSI COIAEPKUT MeHee NpUONU3UTENbHO 3 Mac.% COEOMHEHHs, IPENCTaBIEHHOTO

dopmyoit (III):

A F
Shere

®opmyaa (IIT)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000132] B HEKOTOpBIX BapuaHTaX OCYILIECTBJIEHUS (hapMALIEBTHYECKU MpHUeMIIeMas

KOMITO3ULIMSI COINEP’KUT MeHee NPUOIU3UTENbHO 3 Mac.% COCOMHEHUs, MNPEeICTaBIEHHOTO

dopmyoit (1II):
N Y SN o~
ol LA A A
N *\N S
I H
®opmy.a (III)

OTHOCHUTEJIbHO Macchl coenuHerust popmysl (I).
[000133] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHUS (hapMALIEBTHYECKU MpHeMIIeMas

KOMITO3ULIMSI COAEPKUT MeHee npudbnusutenbHo | Mac.% coeauHeHus, NpenCTaBIEHHOTO

dopmyoit (III):

4
o SN NS
Aoy
| H
®opmy.a (III)

OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000134] B HeKOTOpBIX BapuUaHTaX OCYILIECTBJIEHUS (HhapMALEBTHYECKU MpHUeMIIeMas

KOMITO3UIIMSL comepkutT oT mnpudbmmsutenbHo 0,1 mac.% no npubmusurtensHo 0,5 mac.%

COEIUHEHUS, HpeI[CTaBJIeHHOFO dhopmyoit (110):

fi I\ Br

S s C
L

- \v/ N)*xg\l oy
| H

C” N

P

®opmy.a (III)
OTHOCHUTEJIbHO Macchl coenuHenus popmysl (I).
[000135] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHUS (HapMALIEBTHYECKU MpHUeMIIeMas

KOMITO3ULIMST copepkuT oT mnpudmusurensHo 0,01 mac.% po mpubmmusurensHo 0,1 mac.%
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COEIUHEHMS, HpeI[CTaBJ'IeHHOFO dopmyoit (110):

Q\ /Uj/ﬁk U

®opmy.a (III)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000136] B npyrom BapuaHTe OCYILIECTBJICHMsSI B HACTOSIIEM IOKYMEHTE IpeaJiosKeHa

(I)apMaLIeBTI/ILIeCKI/I npuemMJiEMass KOMIIO3ULMA, CcoacpKaasd COCAUMHEHUE, TMPEACTABICHHOC

dopmyoii (1)

L4,
H

Dopmy.a (I)

u  (¢apManeBTHYECKH NPUEMIIEMOE BCIIOMOTATENbHOE BEINECTBO, Ine Oojee uem
npubnusuTensHo 96 Mac.% coenuHeHHs, MPUCYTCTBYIOMIErO B (hapMaLeBTHYECKH MPHEMIIEMON
KOMIIO3HIINH, HAXOAUTCS B aMOp(HOI opme.

[000137] B HekOTOpBIX BapHaHTAaX OCYIIECTBICHHUs amopdHas ¢opMa uUMeeT
XapaKTEPUCTUUECKYIO MOPOIIKOBYIO PEHTTE€HOBCKYIO Au(pakTorpamMmy ¢ aMopdHbIM rajio. B
HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUs aMop(Has popmMa UMEET MOPOIIKOBYIO PEHTI€HOBCKYIO
aupakTorpaMmy Io CYLIECTBY Kak IMoKa3aHo Ha ¢ur. 1.

[000138] B HekOTOpBIX BapuaHTax OCYIIECTBJEHHUS CIIEKTP MOPOLIKOBOM PEHTTEHOBCKOM
mudpakuuy mony4yaroT ¢ ucnojb3oBaHueM m3nyueHuss Cu-Ko. B HekOTOpbIX BapHaHTax
ocymecTsiaeHust amopdHasi (GopMa COeQUHEHHsS HMEET TEMIIEPATypy  CTEKJIOBAHWS,
COCTaBISIFOIIYEO  mpuOMMm3uTenbHO  125°C. B HEKOTOPBIX  BapHaHTAaX  OCYIIECTBJICHHS
KOMITO3ULIMSI HE COAEPKUT OOHAPYKMMBIX KOJHYECTB KAaKOH-TMOO KPHCTATMUECKOH (GopMbl
coenunenus popmyier (I).

[000139] B omHOM BapuwaHTE€ OCYIIECTBJICHHS] B HACTOSIIEM JOKYMEHTE OIHCaHa
apmManieBTHYECKH TpUEMIIEMasi KOMITO3ULHS Ul TEePOPAIbHOW IOCTaBKH ManueHTy S50 Mmr

coenuHeHwusl, npeacrapieHHoro Gopmynoit (1):

Dopmy.a (I)
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coleprKallasi: BHYTPUTPAHYJISIPHYIO CMECh, I'I€ BHYTPUIPAHYJISAPHAsT CMECHh CONEPIKHUT:
TBEPAYIO IHUCIEPCHIO, comepskamyr S50 Mr COeNMHeHUs, TAe COCIUHEHUE MPHUCYTCTBYET B
amop(dHOI ¢opme, alETaTCYKIMHAT T'MIAPOKCHUIIPONUIMETHIILEIUIIONO3bI, 00beMO00pa3youii
areHT W/WIM HaIOJHWUTENb, W CMAa3blBAIOLEe BEINECTBO H/MIM CKOJB3AILIEE BEIIECTBO;, U
BHETPAHYJIIPHYIO CMECh, COZIEPIKAILYIO CKOJIb3sIIee BEIEeCTBO 1/ MIIN CMa3bIBAIOIIEe BEIECTBO.

[000140] B onmHOM BapuaHTe OCYIIECTBJCHHMS B HACTOSINEM JOKYMEHTE OIHCaHa
(apManieBTUYECKH TpUEeMIIeMasi KOMIIO3ULMS Ui TEepPOPaIbHOM AOCTaBKU ManueHTy S50 Mr

coenuHeHus, npeacrapieHHoro popmynoit (1):

Br

®opmy.a (I)

cozepsKallasi: TBEPAYI0 AUCIEPCHIO, coAepKauyro S0 Mr COeMHEHMs, TA€ COEAUHEHNE
NPUCYTCTBYET B aMOpdHO ¢opMe, M areTaTCyKIUHAT T'HAPOKCUIPONHIMETHUINEIUTIONIO3bI,
00BEeMOO0pa3yIOIUIl areHT, HAIMOJHHUTEIh M CMAa3bIBAIOLIEEe BELIECTBO W/WIM CKOJNb3sIIIEe
BEILIECTBO.

[000141] B HekoTOpBIX BapuUaHTax OCYILIECTBJCHUS TBEPAAs ITUCMEPCUS COAEPIKUT
amoppHyro QopMmy coenuHeHus, mnpenctaBieHHoro ¢opmynoit (I), u ¢apmaneBTHUECKH
npueMIIEMBIH MOJMMEP B OTHOLIEHUU OT npuonusurenbHo 40:60 no npudmusurensro 10:90 wnn
ot npubnusutensHo 30:70 no npubamsurenbHo 20:80. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS
amopdpHast Qopma coemnmHeHms, npexacrasieHHoro ¢opmyrnoit (I), u dapmaueBTHIECKH
NpUEeMJIEMBIH TOJIMMEpP MOTYT HAaXOAWTHCS B OTHOIIEHHWH, COCTABJIIIOLIEM NPUOIM3HTENBHO
25:75.

[000142] Takke B HaCTOsALIEM JOKYMEHTE TpemiokeHa (apManeBTHYEeCKas
KOMIO3UIMS, coaepskamasi: (a) BHYTPUTPAHYJSIPHYKO CMeECh, comaep:kamyr: (i) TBepayro
BBICYLIEHHYIO pAaCIbUIEHHEM JUCMEPCHI0, COAEPKAILYI0 COEANHEHHE, MPEICTaBIECHHOE
dopmynoii (I), u papmanepruyecku mpueMiIeMblil mojuMep; (i1) oauH WK Ooee HAMOIHUTENEH;
(1i1) paspexmmTenp, (1v) cKomb3simee BemectBo, M (V) cmasbBaromiee BemecTBo;, u (b)
BHETPAHYJISIPHYIO CMECh, cozepkamlyro: (i) ckoip3simiee BemecTBo, W (ii) cMasplBaroLIee
BEIIIECTBO.

[000143] B HEeKOTOpBIX BapHaHTaxX OCYIIECTBJICHHUS] COOTHOLIEHWE BHYTPUTPAHYJSIPHON
U BHETPAHYJISIPHON CMecel B CMECH COCTaBJsieT OT MpuOm3uTenbHo 90:10 no mpuOnmu3uTenbHO
99,5:0,5. Hanpumep, COOTHOLIEHHE BHYTPUIPAHYJAPHONW M BHETPAHYJIAPHON CMECEH B CMECH
MOXET COCTABJIATh NPUOIU3UTENBHO 99:1.

[000144] B  HeKOTOpBIX  BapuaHTaX  OCYIIECTBJICHUS  TBepAas  JIUCIEPCHUs
BHYTPUTPAHYJSIPHOM cMeCH conep>KUT oT npudnusurenpHo 10 mac.% no npubnusurtensHo 50

mac.%, wumu ot mnpuommsurenbHo 10 mac% o mnpubnusurenpbHo 30 mac.%, WM OT



56

npubnusutensHo 20 mac.% no nmpubmmsurensHo 30 mac.% amopdHON (GopMBI COeTUMHEHHS,
npencrasieHHoro ¢opmynoii (I), orHocuTenbHO OO0mEH Macchl TBEPAOW BBICYLIEHHOU
pacrblieHneM AHCIepcud. B HEKOTOPBIX BapuaHTaX OCYILIECTBICHUS TBEPHAs BBICYLICHHAs
pacIblIeHUeM IUCTIEPCHs MOXET COAep)KaTh NMPHONM3UTENbHO 25 mac.% amopdHON (Gopmbl
coenuHeHus, mnpeacraBieHHOro ¢opmynoi (I), oTrHocutenpbHO OOmEH Macchl TBEPAOH
BBICYLIEHHOH paclbUIEHUEM AUCTIEPCUH.

[000145] B HexOTOpBHIX BapHaHTaX OCYIIECTBICHUS (hapMaLeBTHYECKas KOMITO3HLIS
COAEPKUT (papMaLeBTUUECKU MPUEMJIEMbIi TIOJIMMEp, BHIOPAHHBIN U3 MOJUBUHIIITUPPOJIHIOHA,
MOJTMATUICHOKCHA, TOJMATUJICHTIIUKOJIS, COMOJMMepPa BUHWINMHUPPOIUAOHA U BUHWIIALIETATA,
OJIOK-COTIONIMMEPOB  MOJIMOKCHATHJIEHA U TOJUOKCUIIPONWIICHA, TPHUBHTHIX COMOJHMEPOB,
COCTOSIIMX W3 TOJUSTHICHIJIUKOJNS, TOJUBUHIJIKANIPONAKTAMA W TIOJHMBUHWIIALIETATA,
NOJIMMETAaKPUIIATOB,  IMOJUOKCHUATIJICHAJIKHWIOBBIX  3(UPOB, MIOJIMOKCUATUIIMPOBAHHBIX
KaCTOPOBBIX Macedl, MOJUKANPOJIAKTaMa, TOJMMOJIOUHOW KUCIIOTHI, MOJUTIHKONEBONH KHCIIOTHIL,
COTOJIIMEPa MOJIOYHOH M TJIMKOJIEBOW KHCIIOT, JIUIHUAOB, LEJUIFOJIO3bL, MyJUTyJIaHa, NeKCTPaHa,
MaJIbTOAEKCTPUHA, TMAJypPOHOBOH KHCIIOTHI, MOJHCHUAIOBOM KHUCJIOTBI, XOHAPOUTHUHCYIb(paTa,
remapuHa, (QykompmaHa, monmucyib(ara  MEHTO3aHa,  CIUpPYJAHA,  ALETaTCYKIMHATA
TUAPOKCUIPOTMIMETHIILEIUTFOJIO3b], MPOMMOHATCYKIIMHATA THAPOKCHITPOMMIMETHIILEIITIONO3B,
¢Tanara TUAPOKCUNIPONUIMETIIILIEILTFONIO3bI, arleTaTdranara HeJUTr0JI03bl, alleTaTTPUMEIITUTATA
LIEJUTFOJIO3BI, aneTardranata METHJILEIUIFOIO03b], aneraTdTanaTa THAPOKCHIPONIIILEIITIONO03bI,
anerarrepedranara LEJUTIOJIO3bI, auerarm3odranara LEJUTFOJIO3bI,
KapOOKCHMETHIIATHIILIEIUTIONO3bI, TUAPOKCUITPOTTAIMETHIILIEIITFOJIO3B, aneratdranara
TUAPOKCUIPONTMIMETHIILIEIIIONO3b], NPONMHOHAT(TAamaTa TUAPOKCHIIPONMIMETHIILENTIONO3E,
aleTaTTpUMeIUIUTaTa TUAPOKCUTIPONTUIMETHIILIEIUTFOJIO3bI, NPONMHOHATTPUMEITUTATA
TUAPOKCUTIPONMIMETHIILIEIUIIONO3bI,  alleTaTCyKLUHUHATa  LEJUT0JIO3bl,  aleTaTCyKIMHATa
METUJILIEJUTIONIO3b], JEKCTpaHa, alerata JAeKCTpPaHa, IPONHOHATa JEeKCTpaHa, CyKIMHATa
JEeKCTpaHa, aleTaTIpONMOHATA AEKCTPaHA, alleTaTCYKIMHATA AEKCTPaHa, MPOMMOHATCYKIIMHATA
JEKCTpaHa, aleTaTIpPONMOHATCYKIIMHATA JEKCTPaHa, COMOJHMMEpa METAKPUJIOBOW KHCIOTHI U
MeTuiaMeTakpuiara 1:1, comonmumepa MeTakpuiIOBOM KHUCIOTBI U MeETHIMeTakpwiara 1:2,
COMOJMMepa METAKPUIOBOM KHUCIOTHI M oSTmiakpunara 1:1, mnm ux cmeceil. Hampumep,
dapManieBTHYECKH ~ MPUEMJIEMbIH  TOJUMEpP  MPEACTaBisieT  COOOM  aleTaTCyKUMHAT
TUAP OKCHIIPOITHIMETHIILEIITIOJIO3BL.

[000146] B HEKOTOpBIX BapHaHTaX OCYILIECTBICHUS (hapMaLeBTHUECKAsT KOMITO3ULHS
comep:xkuT  amopdHyr0  ¢dopMmy coemuHeHusi, mnpenctaBieHHoro ¢opmynoit  (I), wm
(dapMaleBTUYECKH MPUEMIIEMbI TOJUMEP B OTHOWIEHHH OT mnpubmusurensHo 40:60 mo
npubnusutensHo 10:90 wnu ot mpubmusutensHo 30:70 no mpubmmsurensHo 20:80. B
HEKOTOpBIX BAapUAHTAX OCYINECTBJICHUS amopdHas (opMa COEIMHEHUs, MNPEICTaBIEHHOTO
dopmynoii (I), u papmaneBTHHIECKH MPHEMJIEMbIH TOJMMEDP MOTYT HAXOAUTHCS B OTHOLIEHUH,
COCTaBJISIFOIIEM MPUOTU3UTETHHO 25:75.

[000147] B HeKOTOpPHIX BapuUaHTaxX OCYLIECTBJEHUsS BHYTPUTPAHYJsIpHAs CMeECh

dapManieBTU4ECKON KOMIIO3MIIMM CONEPKUT OAWH MM Ooyee HamoJHWUTENeH, rae oduiee
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KOJIMYECTBO OJHOTO WK OoJiee HAMOJHHUTENeH cocTaBiisieT OT mpubiusurensHo 40 mac.% 1o
npubmmuTenbHo 80 mac.% oTHOcHTENBbHO O0med Macchl (hapMaleBTUYECKOW KOMITO3UIUH.
OnuH wnu Oojee HamMONHUTENEH MPEACTaBISIIOT COOOHM JIAKTO3y, MaIbTOAEKCTPUH, MAaHHMT,
MHUKPOKPHCTANIMYECKYIO LEJUTION03Y, MPEKeNaTUHU3UPOBAHHBIM KpPaxMal, CIOXHbIE 3(PHUPHI
caxapo3bl WIM UX TUApPaTbl. B HEKOTOPBIX BapHaHTaX OCYILECTBIECHWs BHYTPUIpaHYJISIpPHAs
CMECh COACPKUT JBa HamoJHuTeNns. Eciu BHyTpUrpaHyssspHass CMeCb COAEPXKUT [1Ba
HAIOJIHUTENS, KaXblil HAMOJIHUTENb MOXKET HE3aBUCUMO INPHUCYTCTBOBATb B KOJUYECTBE OT
npubmuTensHo 20 mac.% no npubnusurenbHo 40 mac.%, Hampumep, NMPUONU3UTETHHO 33
Mac.% OTHOCHTENBHO 001Ieil Macchl (hapMarleBTHUECKON KOMITO3UIMU. B HEKOTOPBIX BapUaHTaX
OCYLIECTBJICHUsT OIWH HAMOJHUTEIb MOMKET NPEACTaBIATh COO0H MHUKPOKPHCTALTHYECKYIO
LIEJUTIOJIO3Y, & APYTOH HATIOJHUTEb MOKET MPEACTABIATh COO0H MOHOTHIPAT JIAKTO3BI.

[000148] B HekOTOpBHIX BapuUaHTax OCYLIECTBJICHUs BHYTPUIPaHyJspHas CMeCh
(hapManeBTHYECKON KOMIO3HIMU CONEPKUT OT mpuOmu3utTensHo 1 Mac.% a0 mpuOIM3UTENbHO
10 mac.%, Hampumep, MPUOTU3UTENBHO 5 Mac.% pa3phIXJIUTENST OTHOCUTENBHO OOIell Macchl
¢dapManieBTUYECKOH  KOMIIO3MIMHU. Pa3pbeIXJIUTENb MPENcTaBisieT COOOH  KPOCHOBUIOH,
KPOCKapMeJIo3y HaTpHsl, KPaXMaITJIUKONIAT HATPUsA, MUKPOKPUCTAJUINYECKYIO LIEJTIOJI03Y WU
NpeXeNaTHHU3UPOBaHHbIN KpaxMajl. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUs Pa3pbIXJIUTENb
BO BHYTPHUI'PAHYJIIPHON CMECH MOKET MPENCTABIATh COOOH KPOCTIOBUIOH.

[000149] B HeKkOTOpBIX BapHaHTaX OCYIIECTBJIEHUS CKOJb3sIIEe BEIIECTBO BO
BHYTPUTPAHYJSIPHOM CMECH TNpPHUCYTCTBYET B KonudectBe OT mpuOmmsurensHo 0,1 mac.% no
npubnusutensHo 1 Mac.%, Hanpumep, npudauzuTensHo 0,5 Mac.% OTHOCUTENBHO OOLIeH MacChI
dapmaneBTuyeckoit komnosunun. Hanpumep, ckonp3siiee BELIECTBO BO BHYTPHUIPAHYJISPHOM
CMECH MOXET MPENICTABISITh COOOI TUOKCH] KPEMHUS.

[000150] B HexkOTOpBIX BapuaHTaX OCYIIECTBJICHUS CKOJB3SINEE BEIIECTBO BO
BHETPAHYJIIPHOM CMeCH MpPUCYTCTBYEeT B KosndecrBe OT mnpuOmmsutensHo 0,1 mac% mo
npubnusuTensHo 1 Mac.%, Hanpumep, npudbausutensHo 0,5 Mac.% OTHOCUTENBHO O0LIel MacChl
(apManieBTHYECKOH KOMIIO3MLIMU. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUS CKOJIb3SIIee
BEIECTBO BO BHETPAHYJISIPHOM CMECH MOXKET MPEACTABIISTh COOOH AUOKCHA KPEMHUSI.

[000151] B HexkoTOpBIX BapuaHTaX OCYLIECTBJCHHsI CMa3bIBalOIlee BELIECTBO BO
BHYTPUTPAHYJSIPHOW CMECH MPHCYTCTBYET B KonudectBe OT mpuOmmsurensbHo 0,1 mac.% no
npubnusuTensHo 1 Mac.%, Hanpumep, npudbausuTenbHo 0,5 Mac.% OTHOCHUTENBHO 00LIeH MacChI
dapmManieBTHIECKOH KOMITO3MIMU. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHHS CMa3bIBAOLIEe
BEIECTBO BO BHYTPUTPAHYJSIPHOW CMECH IMIPENCTaBJsieT COOOW creapaT MarHus, creapar
KaJbLYsl, TIHLEPHIMOHOCTEapaT, THAPOreHU3NPOBAHHOE KAaCTOPOBOE MACIo, Jaypuicynbghar
HaTpWsl, CTeapmwipyMapar HaTpHs, CTEAPUHOBYKD KHCJIOTy, CTe€apar LHMHKA, TaJIbK,
MHUKPOKPHCTAUIMYECKYI0 — LEJUTIOJIO3y MM CIOXHble 3(upel  caxapo3sl. Hampumep,
CMa3bIBAIOIEE BEIECTBO BO BHYTPUTPAHYJIPHONW CMECH MOKET NPEACTaBISTh COOOH creapar
MarHusl.

[000152] B HeKOTOpBIX BapHaHTaX OCYLIECTBJICHUs CMa3bIBalOllee BELIECTBO BO

BHETPAHYJISIPHON CMecH MpPHCYTCTBYeT B KonudecTBe OT mnpudnmsurensHo 0,1 mac.% 1o
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npubnusutensHo 1 Mac.%, Hanpumep, npudbausuTensHo 0,5 Mac.% OTHOCHUTENBHO OOLIeH MacChI
dapmManieBTUIECKON KOMITO3MIMU. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHHS CMa3bIBAOLIEe
BEIECTBO BO BHETPAHYJIIPHON CMECH NpEACTaBIsieT cOOOM creapaT MarHus, creapar KajbLius,
TJIMLEPHIIMOHOCTEAPAT, THAPOTeHU3HMPOBAHHOE KAaCTOPOBOE MAcCjoO, JIAypHIICYJIb(arT HaTpus,
creapuipymapar HaTpus, CTEapHHOBYIO KUCJIOTY, creapar LIMHKA, TaJbK,
MHUKPOKPUCTAINYECKYIO  LEJUTFOJIO3y  WJIM  CIIOKHBle  3¢Qupbl  caxaposbl.  Hampumep,
CMa3bIBaIOIlee BEIIECTBO BO BHETPAHYJSIPHON CMECH MOXET NpPeCTaBIsITh COOOW creapar
MarHusi.

[000153] B HekoTOpbIX BapHaHTaX OCYLIECTBIEHHS B HACTOSINEM JIOKYMEHTE
npeasiokeHa (papmaneBTUYeCKas KOMIO3HMLMSA, coaeprKaiias: (a) BHYTPUTPAHYJSIPHYIO CMECh,
comepskamyto: (1) npubnusurenbHo 33 Mac.% TBepAON BBICYLICHHOW PACIbUICHUEM IHCIIEPCHH
OTHOCUTEJIbHO 0O0mIel Macchl (papMareBTUYeCKOH KOMIIO3WIMH, I7I€ TBEpHAas BbICYIIEHHAs
pachbplIeHHEM IUCTIEPCHS COACPKUT aMOophHYI0 (OpMy COETUHEHHMS, MPEICTABIECHHOTO
dopmynoit (I), umeromyro uuctoty no manHbiM BDXX Oomee 95%, u ameraTcyknuHAT
TUAPOKCUIIPONTMIMETIIILEIUTFONIO3bI, TA€ TBEpAas BbICYIICHHAsl pPACMbUICHHEM IUCIEPCHs
COOepPKUT mpuOmm3uTenbHo 25 wmac.% coenmHeHus, mnpencrtaBieHHoro ¢opmymnoit (1),
OTHOCHUTEJIbHO O0meil Macchl TBEpAOH BBICYLIEHHOW pacmbuieHHeM aucrepcuu; (i)
npubnusuTensHo 30 Mac.% MUKPOKPHUCTAJUIMYECKOH LEJUIFOJIO3bl OTHOCHUTENBHO OO0IIero
Konu4ecTBa (apmMarneBTHUeckod kommnoszuuuny, (1i1) npudmmsurensro 30 mac.% MOHOrHUapaTa
JAKTO3bl OTHOCHUTENIBHO O0IIero KojudecTBa (papMauleBTHUECKOW Kommosuiuy, (1v)
npubnusutenbHo 5 Mac.%  KPOCHOBHAOHA  OTHOCUTENBHO  OOINEro  KOJIWYECTBA
dapmanepTuyeckoit kommnosunuy, (v) npudmmsurenbHo 0,5 Mac.% auokcHaa KpeMHHS
OTHOCUTEJIbHO OOINEro KOJu4ecTBa (papMarieBTHYECKOW KOMITO3ULMU; U (Vi) MPUOIU3UTETBHO
0,5 wmac% creapaTa MarHusi OTHOCHUTENBHO OO0IIEro KoiuuectBa (hapMarieBTUYECKON
xomnozuumy;, u (b) BHErpaHyJSIPHYIO CMechb, copepskamyro: (i) mpubmmsurensHo 0,5 mac.%
JIMOKCH/IA KPEMHHUSI OTHOCHTENIBHO OOIIEro KOJUYecTBa (hapMaleBTHISCKOW KOMIO3UIMHY; H (ii)
npubnusutensHo 0,5 wmac.% cTeapata MarHus ~OTHOCHUTENIbHO OOLIEro KOJIWYeCTBa
(bapManieBTUYECKON KOMITO3ULIHH.

[000154] B HekOTOpbIX BapHaHTaX OCYLIECTBIEHUS B HACTOSINEM JOKyMEHTE
npeasokeHa (papmaneBTUYeCKas KOMIO3HMLMSA, coaeprkaiiasi: (a) BHYTPUTPAHYJSIPHYIO CMECh,
comepskamyro: (1) mpubmmsutensHo 200 Mr TBepAOW BBICYIIEHHOW PACMbUICHUEM TUCTIEPCHUH,
comepkameii  amophHyro Qopmy coemuHeHus, mpencrasieHHoro ¢opmynoi (I), wu
aleTaTCYKIUHAT THAPOKCUITPOIMIMETHIILICIUTIONIO3b], T1Ie TBEpHAask BBICYLICHHAs PACHbUICHHEM
IHCTIEPCUS COAEPKUT MpUOIN3NTENbHO SO Mr coeTuHEHuS, npeacTaBieHHoro ¢opmyoit (I); (ii)
npubIu3uTENpbHO 179 Mr MUKpPOKPUCTAJUTMYECKOH meutoiossl, (1i1) mpubnusutensHo 179 mr
MOHOTHIpaTa JakTO3bl, (1v) mpubnusutensHo 30 Mr KpocnoBuIoHA; (V) MPUOIU3UTENBHO 3 MI
auokcuna kpemHus, u (vi) nmpubnusutenbHO 3 Mr creapara marHus; u (b) BHerpaHyJspHYIO
CMeCh, coeprkamyro: (1) MpHOTU3UTENBHO 3 MI' TUOKCUAA KpeMHUST; U (11) MPUOIU3UTENBHO 3 MI
cTeapara MarHusl.

Tabaerku
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[000155] ®apmaneBTHUECKHE KOMIIO3HMLIUU TaKKe€ MOTYT ObITh NpPEICTAaBJIEHBI B BUAE
tabnerok. TabneTkm MOryT OBITP HE MOKPBITBIMH OOOJIOYKOM, MOKPBITBIMH IUIEHOYHON
00OJIOYKON, TOKPBITBIMU CaxapHOH 000i0ukoil, ¢ (ackoil, C TpaBUPOBKOH, NPOCTHIMHU,
MHOTOCJIOHBIMH HJIM C 3aMEUIEHHBIM BbICBOOOKAEeHHEM. OHM MOTYyT OBITh M3TOTOBJIEHBI B
pasIu4HBIX pa3mepax, opmax M LBerax. TaOneTku MOXHO NPOINIATHIBATH, JKEBATh WM
PacTBOPATH B LIEYHOHN MOJOCTU WU MOJ S3BIKOM.

[000156] B onmHOM BapuaHTe OCYIIECTBJICHHMS B HACTOSIIEM JOKYMEHTE OITHMCaHa

(dapmaneBTUYECKH MpuemiieMasi TadjeTka, coaepskamias S0 Mr COeIMHEHUsI, MPEACTABIEHHOTO

bopmynoit (I):

Dopmy.a (I)

conep:Kalnasi. BHYTPUTPAHYJSIPHYIO CMEChb, € BHYTPUTPAHYJISAPHAS CMECh CONEPIKUT:
TBEPAYIO AMCIEPCHIO, coiepkailyo S50 Mr COenMHEeHHUs, TIe COeOUHEHHE MPHUCYTCTBYET B
amopdHO# popme, 1 aeTATCYKIIHAT THAPOKCUTIPONMHIMETUIILEIUTIOIO03b!; MPUOTH3UTENBHO 25-
35 mac.% 06beM000pa3yoIero areHTa OTHOCUTENBHO O0INero Kojau4decTsa (papmManeBTHIeCKO
KOMITO3ULIMH;, TPUOIM3UTENBHO 25-35 Mac.% HamoJHUTENs OTHOCHTENBHO OOIIEro KOJNYeCcTBa
(papMaLeBTHYECKOH KOMIIO3MLIMK, W BHEIPAHYJSIPHYIO CMECh, COAEPIKAIIYI CKOJb3SIIee
BELIECTBO W/WJIM CMasblBAIOIIEE BELIECTBO. B HEKOTOPbIX BAapUAHTAX OCYIIECTBIICHUS
00beMOOOpA3yIOIUIl areHT MPENCTaBIsAeT COOOH MHUKPOKPHCTAUTMYECKYI0 LeJUT0j03y. B
HEKOTOPBbIX BAPHAHTAX OCYIIECTBICHUS HAIMOJHUTENb NPECTABIsIeT COOOH JAaKTO3y WIH ee
TUApPAT.

[000157] B omHOM BapwaHTe€ OCYIIECTBJICHHS] B HACTOSIIIEM JOKYMEHTE OIHMCaHa

(dapmaneBTUYECKH MpuemiieMasi TadjeTka, coaepskamias 10 Mr CoeNMHEeHUs, MPEACTABIEHHOTO

dbopmyoit (I):

Dopmy.a (I)
cofeprkalias BHYTPUTPAHYJSIPHYIO CMEChb, TZi€ BHYTPUTPAHYJSIPHAs CMECh CONEPIKHUT:
TBEPAYIO IUCIEPCHI0, cofeprkamyro 10 Mr coenuHeHHs, TIe COeAMHEHHE NPUCYTCTBYET B

amopdHO# Popme, 1 aeTATCYKIMHAT TUAPOKCUTIPONHIMETUIILECIUTIONO03bI; MPUOIHU3UTENBHO 25-
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35 mac.% 06bpeM0o00pa3yoIero areHTa OTHOCUTENBHO O0IIero KoJau4decTsa (papmManeBTHIeCKOi
KOMITO3ULIMH;, MPUOIM3UTENBHO 25-35 Mac.% HamoJHUTENsT OTHOCHTENBHO OOIIEro KOJNYeCcTBa
(apmaLeBTUYECKOH KOMIIO3HLIUHM, U BHETPAHYJSIPHYIO CMECh, COAEPKALIYI CKOJb3sIIee
BELIECTBO W/MJIM CMas3blBalOIlee BELIECTBO. B HEKOTOPBIX BAapUAHTAX OCYIIECTBIICHUS
00peMo00pasyomuil areHT mpencTaBisieT cOOOH MHUKPOKPHCTAJUIMUYECKYIO ILeJUIoao3y. B
HEKOTOPBIX BAPUAHTaX OCYLIECTBJICHUS HAIOJHUTENb INPEACTABIAET COOOH JaKTO3y WIH ee
TUApAT.

[000158] B nmpyrom BapuaHTe OCYIIECTBJICHHUS B HACTOSIIEM IOKYMEHTE IpeaJiosKeHa

(dapmaneBTUYECKH MpuemiieMasi TadjeTka, coaepskamias S0 Mr COeMHEHUsI, MPEACTABIEHHOTO

dbopmynoit (I):

®opmy.a (I)

rae TabjieTka COAEPIKUT. TBEPAYIO AUCIEPCHIO, comepskalyro 50 Mr COeOWHEHWs, e
COCIMHEHHE IMPUCYTCTBYET B amopdHOH dopme, 151 aueTaTCyKLUHAT
TUAPOKCUIPOTTMIMETHIILIEIITIONIO3bL, MPUOIM3UTENbHO 25-35 Mac.% MUKPOKPUCTAIUINIECKOM
LIEJUTIOJIO3bI OTHOCUTENIBHO OOIIel Macchl TabJMeTKy, U mpuomm3nuTenbHo 25-35 mac.% JakTo3bl
WIN €e TuapaTta OTHOCUTENIbHO OOIIero kosudecTBa (apMaleBTHUECKOW Kommosuiuu. B
HEKOTOPBIX BapUaHTaX OCYINECTBIICHHS NMpeIokeHa (papMaleBTHYeCKH npuemieMast TableTka,
JOTIOJIHUTENBHO COAEprKallasi MO MEHbIIEH Mepe OAHO U3. CTeapaTra MarHus, KpOCIOBHJOHA U
AMOKCHIA KPEeMHUsI. B HEKOTOPBIX BapHaHTaX OCYILIECTBJIEHUs TabJIeTKa pacrnaiaeTcs MeHee YeM
3a 1 MuHyTy npu ucneitanuu o merony <701> USP nist tabnetok 6e3 006010ukH.

[000159] B nmpyroMm BapuaHTe OCYILIECTBJIEHMsSI B HACTOSIIEM JOKYMEHTE IpeaJio’KeHa

(dapmaneBTUYECKH MpuemiieMasi TadjeTka, coaepskamias 10 Mr CoeNMHEeHUs, MPEACTABIEHHOTO

dbopmyoit (I):

Dopmy.a (I)
rae TalbjeTka COAEPIKUT. TBEPAYIO AUCIEPCHIO, comepskainyto 10 Mr coeawHeHwHs, rie
COCIMHEHHE MPUCYTCTBYET B amopdHoOH dopme, 151 aueTaTCyKLUHAT

TUAPOKCUIPOITMIMETHIILEIIIIONO3bL, NMPUOIM3UTENbHO 25-35 Mac.% MHUKPOKPUCTAIUINYECKOMH
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LIEJUTIOJIO3bI OTHOCUTENIbHO OOIIel Macchl TabJMeTKy, U mpuoimm3nTenbHo 25-35 mac.% JakTo3bI
WIN €e TuapaTta OTHOCUTEIBHO OOIIero KkosudecTBa (papMaleBTHUECKOW Kommosunuu. B
HEKOTOPBIX BaPHAHTAaX OCYLIECTBIEHMs NpeAsio’keHa papMaleBTHUECKH MpueMieMas TadyieTka,
JOTIOJTHUTENBHO COZAEprKallasi Mo MeHbIIel Mepe OHO M3: cTeapaTa MarHusi, KpOCIOBHUAOHA U
IMOKCH/Ia KpEMHHUS. B HEKOTOPBIX BapHaHTaxX OCYILIECTBIIEHHs TabJeTKa pacragaeTcss MeHee YeM
3a 1 MuHyTY npu ucneltanuu 1o merony <701> USP (®apmaxoneun CIHA) s Tabnetok 6e3
000JI0YKH.

[000160] B ppyrom BapuaHTe OCYIIECTBIEHHMsS B HACTOSINEM JOKyMEHTE OIMCaHa
(dapManieBTHYECKH TTpUEeMIIeMasi KOMIIO3MLMS JUJIsl MEPOPATbHON AOCTaBKH S0 MI COCTUHEHUS,

npeacTaBieHHOTo Gopmyioi (I):

Dopmyna (1)

cojiepsKalasi. BHYTPUTPAHYJISIPHYIO CMeECh, i€ BHYTPUIPAHYJSIpHAs CMECh COJEPKUT:
TBEPAYIO NUCIEPCHIO, cofepkalyro 50 Mr COeAMHEHHUs, TAe COEeIUHEHUE MPHUCYTCTBYET B
amopdHoit popme, U aneTaTCyKIUHAT THUIPOKCUTIPOIMIIMETHIILICIUTIONO3bI; MPUOIU3UTENBHO 25-
35 ™ac.% MUKPOKPUCTAJUIMYECKOM LEJUIFOJIO3bI  OTHOCHTEJIBHO OOLIEro  KOJWYECTBA
dapManeBTUYECKON KOMIO3UINK, NPUOIM3UTENbHO 25-35 Mac.% JakTo3bpl WM ee THapara
OTHOCHTEJIbHO O0IIEero Koun4ecTa papManeBTHIECKON KOMIIO3UIMN, TPHOIU3UTENBHO 5 Mac.%
KPOCIIOBHIOHA OTHOCUTEJBHO 0O0INero komudectsa (hapMaleBTUUECKOW KOMIIO3HUIINY,
npubnusutensHo 0,5 wmac.% OUOKCHOA KPEMHHSI OTHOCHUTENIbHO OOIIero KOJWYecTBa
dapmaneBTUYECKOW KOMMIO3WIMM, | npubnusureapHo 0,5 w™ac.% creapara Marawus
OTHOCUTEJIbHO O0INero KOJH4YecTBa (hapMaleBTHUECKOW KOMIIO3UIUH, W BHETPAHYJSIPHYIO
cMech, copeprkamyr npudmusutesnsHo 0,5 mMac.% QuOKcHIa KPEMHHsI OTHOCHTEIBHO OOLIEro
konuyecTBa (hapmaneBTUueckol kommosunmu, u (ii) nmpubmmutensHo 0,5 mac.% creapara
MarHusi OTHOCHTEJBHO OOILIero KoJn4ecTBa (papManeBTHYECKOH KOMMO3ULMH. B HEKOTOpBIX
BApUAHTAX OCYLIECTBJICHUS KOMITO3UIMS WM TaOJeTKa BBICBOOOKAAET MO MeHblIed mepe 80%
coenunenus depe3 10-40 MuHyT nmpu ucnelTaHuM KoMno3uuuu B 900 mu1 HaTpui-aleTaTHOTO
Ooydepa mpu pH 4,5 ¢ ucnons3zoBanuem yctpoiictea Il USP (Metoxg ¢ wucCmonbp30BaHHEM
JonacTHoU Memanku) npu 37°C ¢o CKOPOCTBIO BpalleHus jonacteil 75 00./MuH. B HekoTOpBIX
BapUAHTAX OCYIIECTBJICHUS KOMITO3UIMSA WM TaOJeTKa BBICBOOOKAAET MO MeHblIer mepe 80%
coenuHeHust 4epe3 10 mMuHYT nmpu ucnbITaHud komnosuuuu B 900 My HaTpuii-aLeTaTHOTO
Ooydpepa mpu pH 4,5 ¢ ucnons3zoBanuem yctpoiictea II USP (Metoxg ¢ wucnonbp3oBaHHEM
JonacTHOW Memanku) npu 37°C co CKOPOCTBIO BpareHus jonacteil 75 00./mMuH.B HeKOoTOpBIX
BapUAHTaX OCYIIECTBJICHUS KOMITO3UIMA MM TaOJeTka BbICBOOOKAAET MO MeHblIer mepe 80%

coenuHeHust 4yepe3 20 MUHYT IpU UCHbITAaHUM Komno3uuuu B 900 My HaTpui-aLeTaTHOTO
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Ooydpepa mpu pH 4,5 ¢ ucnons3zoBanuem yctpoiictea II USP (Metoxg ¢ wucmonbp30BaHHEM
JonacTHOM Memanku) npu 37°C co CKOPOCTBIO BpaleHus jionactei 75 00./MuH. B HEKOTOPBIX
BapUAHTaX OCYIIECTBJICHUS KOMITO3UIMA MM TaOJeTka BbICBOOOKAAET MO MeHblIer mepe 80%
coenuHeHust 4epe3 30 MUHYT IpU UCHObITAHUM Komno3uuuu B 900 My HaTpui-aLeTaTHOTO
Ooydepa mpu pH 4,5 ¢ ucnonszoBanuem yctpoiictea II USP (Meroxg ¢ wucnonbp3oBaHHEM
nonacTHOM Memanku) npu 37°C co CKOPOCTBIO BpalieHus jJonactei 75 00./MuH. B HexoTOpBIX
BApUAHTAX OCYIUECTBJICHUS KOMIO3UIMA WK TabjeTka BbICBOOOKAAeT 1Mo MeHbluel mMepe 80%
coenuHeHus: 4epe3 40 MUHYT IpU UCHOBITAHUM KoMmno3uuuu B 900 My HaTpuii-aleTaTHOTO
Oydpepa mpu pH 4,5 ¢ ucnons3oBanuem yctpoiictea II USP (Metoxg ¢ wuCHOiIb30BaHHEM
JonacTHOU Mernanku) pu 37°C co CKOPOCTBIO BpalleHus Jonactei 75 00./MuH.

[000161] B HekoTOpbIX BapHaHTaX OCYLIECTBIEHHS B HACTOSINEM JOKyMEHTE
npensiokeHa Tabnerka, obecneunBaromas npuoOausuTenpHo S0 Mr  amop¢HOH  HopMBI
coenuHeHus, mnpenacrasieHHoro  ¢opmynoit  (I), rme Tabmerka  comepxkutr.  (a)
BHYTPUTPAHYJBSIPHYIO CMeCh, cofepxamyro: (1) or npudausutensHo 195 mr 1o npuOian3uTensHO
205 Mr TBepHOil BBICYLICHHOH PacHbUICHHEM TUCIIEPCUH, KOTOPask COAEPKUT MPUOIU3UTENHHO
50 wMr coeaWHEHHMs W AaleTaTCyKIUHAT TUAPOKCUIPOMMIMETHINCIUIFONO03b, (i1) OT
npubnusuTensHo 177 mr go npubnusutenbHo 181 Mr MUKpPOKPUCTAITHYECKON LENITFOIO3L; (1i1)
oT npubmmurenbHo 177 mr go npubmmsurensHo 181 mMr monoruaparta naktosel, u (iv) OT
npuOIMBUTENbHO 28 Mr m0 mpuOmu3uTensHo 32 Mr kpocrnoBuaoHa, u (b) BHErpaHyJsIpHYIO
cMech, conepkamyr: (1) OT TPHOJM3UTENBHO 2 MI OO MPHUOSU3UTENBHO 4 MI TUOKCHAA
KpeMHus; U (i1) OT mpuOIU3UTENPHO 2 MI 10 NpHUONM3UTENBHO 4 Mr cTeapara marHus. B
HEKOTOpBIX BAapUAHTAaX OCYLIECTBJICHUS MHMKPOKPUCTAJIMYECKAs] LEJUII0NI03a MOXET OBbITh
3aMEHEeHa JIaKTO30M. B HEKOTOphIX BapuaHTaX OCYIIECTBIEHHS MUKPOKPUCTAJUINYECKas
LIEJUTF0JIO3a MOXKET OBITh 3aMEHEHa MAaHHUTOM. B HEKOTOpBIX BapHaHTaX OCYINECTBIICHUS
MHKPOKPHUCTAINYIECKAS LIEJUTI0JI03a MOXKET OBbITh 3aMEHeHA MOAN(HIUPOBAHHBIM KPAXMAJIOM.

[000162] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHHS B HACTOSIIEM JIOKYMEHTE
npeioxkeHa TadjaeTka Maccor npudausuteapbHo 600 Mr, obecnieunBaromas NPUOIU3UTETBHO 25
mr amopdHOU hopmbl coenuHeHus1, pencTasienHoro Gopmynoi (1), roe TabneTka COmepKUT:
(a) BHYTPUTPAHYJISIPHYIO CMECh, coaepxxkamyto: (1) npubnusureapbHo 16,7 Mac.% OTHOCHTENBHO
o0mell Macchl TaONETKH TBEPAOW BBICYIICHHOW PACHBUICHUEM AHCIIEPCUH, KOTOPAs COAEPIKUT
NpUOIU3UTENBHO 25 MI' COEAMHEHUS U alleTaTCYKLUUHAT THAPOKCHITPOITHIMETHIILEIITEONIO3BL; (i1)
npubmm3uTeNbHO 37,7 Mac.% OTHOCUTENbHO OOIIel MacChl TaOJIETKH MUKPOKPHUCTAJUTMYECKOM
HeJUTE0JI03bL;,  (111) mpubmusutensHo 37,6 Mac.% OTHOCHTEIBHO OOIIeld Macchl TalleTKH
MOHOTHIpATa JAKTO3bI, (1v) mpudmusuTeapHo 6,0 Mac.% OTHOCUTENBHO O0IIEel MacChl TAOIETKH
KpockapMmesutio3el Hatpusi, (v) mpubnusmrenpHo 0,5 mac.% oTHOcHTEnhbHO OOIIel MacChl
TabneTkn quokcuaa KpeMaust; u (vi) nmpudnusutensHo 0,5 mac.% oTHOCHTENBHO OOIIEi Macchl
TabneTku creapara Maraus; U (b) BHErpaHYJSIPHYIO CMeCh, coaepskamyro: (1) mpuOIU3UTEIbHO
0,5 mac.% oTHOCUTENbHO OO0IIel Macchl TaONETKHU AMOKCHUAA KpeMHUS, U (11) MpHOIM3UTENIBHO
0,5 mac.% OTHOCHUTEJIbHO O0IIIel MacCchl TAOJIETKU CTeapaTa MarHusl.

[000163] B HeKOTOpbIX BapHaHTaX OCYLIECTBJIEHUS B HACTOSINEM [OKYMEHTE
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npeioKkeHa TadjaeTka Maccor npudnusurenpbHo 600 Mr, obecnieunBaromas NPUOIU3UTEIBHO 25
mr amopdHON hopmbl coenuHeHus1, pencTasieHHoro Gopmynoi (1), roe Tabnerka comepKur:
(a) BHYTPUTPAHYJISIPHYIO CMeCh, coaepxamyto: (1) npubnusureapHo 16,7 Mac.% OTHOCHTENBHO
o0meil Macchl TAONETKH TBEPAOH BBICYIIEHHOH pacHbUICHUEM IUCTIEPCHH, KOTOpasi COAEPIKHUT
NpUOIM3UTENBHO 25 MI' COeIMHEHHUS U alleTaTCYKLMHAT THAPOKCHITPOIMIMETHIILEIUTFONIO3HL; (i1)
npubnu3uTensHO 38,2 Mac.% OTHOCUTENBHO OOLIei MacChl TaONETKU MHUKPOKPUCTAIUIMYECKOMN
uesurosio3er; (i) mpubnusurensHo 38,1 wmac.% oTHOcHTENbHO OOImEH Macchl TaOMeTKH
MOHOTHpATa JAKTO3bI, (1v) npudau3uTeabHo 5,0 Mac.% OTHOCUTENBHO O0IIEH MacChl TAONIETKH
kpocrioBuaoHa, (v) mpubnusutenbHo 0,5 mac.% OTHOCHUTENBbHO OOIIel Macchl TaOJIeTKH
auokcuna kpemuus, u (vi) mpubmusutenbio 0,5 Mac.% OTHOCHTENbHO O0IIei Macchl TaONeTKH
creapata Marausi;, u (b) BHEPaHYJSIPHYIO CMeCh, conepskamyto: (1) mpubmusurenpro 0,5 mac.%
OTHOCHUTEJIbHO O0Inel Macchl TaOneTku nuokcuaa kpemuust;, u (ii) mpudmmsurensao 0,5 mac.%
OTHOCHTEJIbHO 001Ieli MacChl TAOJETKH cTeapaTa MarHusl.

[000164] B HekoTOpbIX BapHaHTaX OCYLIECTBIEHUS B HACTOSIIEM JOKyMEHTE
npeioKeHa TadjaeTka Maccor npudnusurenbHo 600 Mr, obecnieunBaromas NPUOIU3UTETBHO 25
mr amopdHOU hopmbl coenuHeHus1, pencTasieHHoro Gopmyoi (1), roe TabneTka COmepKHUT:
(a) BHYTpUTPAHYJISIPHYIO CMECh, coaepxkamyto: (1) npubnusureapHo 16,7 Mac.% OTHOCHTENBHO
o01Ieil Macchl TaONETKH TBEPAOH BBICYIIEHHOH pacTbUICHUEM IUCTIEPCHUH, KOTOpasi COAEPIKHT
NpUOIM3UTENFHO 25 MI' COeIMHEHHUS U alleTaTCYKLMHAT THAPOKCHITPOIMIMETHIILEIUTFONIO3bI; (ii)
npubmm3uTeNbHo 32,7 Mac.% OTHOCUTENIbHO OOILIel MacChl TaOJIETKU MUKPOKPHUCTAJUTMIECKOM
HeJUTE0JI03bL;,  (111) mpubmusutensHo 32,6 Mac.% OTHOCHTENBHO OOImeld Macchl TalNIeTKH
MOHOTHpATa JAKTO3bI, (1v) mpudau3uTeabHo 6,0 Mac.% OTHOCUTENBHO O0IIel MacChl TaOIETKH
KpockapMesuio3bl Hatpusi, (v) mpuommsurensHo 10,0 mac.% OTHOCHTENbHO OOIIEH MacChl
tabnerku TPGS/Cabosil B orHomennn 70/30; (vi) mpubnusurensHo 0,5 mMac.% OTHOCHUTEIBHO
o0edt Maccel TaOJIETKU AMOKCHAA KpeMHUsT; H (vil) npubnusurensbHo 0,5 Mac.% OTHOCHTENBHO
oOmeii Macchl TaOneTku creapara Maraus;, u (b) BHErpaHyJSIpHYIO CMecChb, comepskamyro: (i)
npubnusuTensHo 0,5 mac.% oTHOocHUTENbHO O0LIel Macchl TabJIeTKU MUOKCHUAA KpeMHust, u (i1)
npubnu3uTensHo 0,5 Mac.% OTHOCUTENTPHO O0IIel Macchl TAONETKU CTeapaTa MarHusl.

Cnocobvr nevenus

[000165] Coenunenne Gopmyinsl (1) sBisercss marudburopom c-KIT mupokoro crnekrpa
nevicteusi. PaccTpoiicTBa, monnaromuecs jedeHuto coequHeHneM Gopmyiel (I), BKirouaroT, He
OrPAaHUYMBASCh TMEPEYUCICHHBIM. CTPOMAJIbHBIE OMYXOJH JKETyJOYHO-KHIIEYHOrO TPaKTa
(GIST), crpoMajnbHBIE OMyXOJH >KEJNyJOYHO-KUIIEYHOro Tpakta ¢ naedummrom NF-1,
CTPOMAJIbHbIE OIMYyXOJIU JKENYJOYHO-KHIIEYHOTO TPAKTa ¢ AeQULHTOM CYKLHUHATAETUAPOreHA3bI
(SDH), ctpomayibHBIE OMNYyXOJU JKEIyAOYHO-KUINIEYHOro Tpakta, oOycnosnennble KIT,
CTPOMAJIbHbIE OIMYyXOJIH JKeNYAOYHO-KHLIEYHOro TpakTa, obycnoieHHbie PDGFRA, menanomy,
OCTPBIH MUEJIOUIHBIN JIEWKO3, OMYXOJIH 3aPO/BIIEBbIX KJIETOK CEMUHOMbBI HJIM JUCTEPMHHOMBI,
MAaCTOLIUTO3, TYYHOKJICTOUHBIH JIEHKO3, aJCHOKAPLMHOMY JIETKOTO, IJIOCKOKJIETOUHBIN pak
JIETKOT0, MIHO0IACTOMY, TIIHOMY, IETCKYIO TJIMOMY, aCTPOLIUTOMBI, CAPKOMBI, 3JI0KAYECTBEHHYIO

capkoMy 000I04eK MepudpepruuecKux HEPBOB, HHTUMAJIbHbIE CAPKOMBI, TUMEP303UHO(IIBHBIN
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CHHIPOM, WIAMONATHYECKHH THIep303WHO(UIBHBI CUHAPOM, XPOHHYECKUN 3>03MHO(DHIBHBIN
JEeWKO3, OCTPbII MMENIOWAHBIN JIeHKO03, CBA3aHHBIM ¢ »03uHOdMInel, nuMmdodmactayro T-
KJIETOUHYIO JTUM(pOMY, HEMENKOKJIETOUHBIA PaK JIETKOro, pak JIETKOro, TIHo0IacToMy, IJIHOMY,
3JI0KAQUECTBEHHYIO CapkoMy o00oiodek mnepudepudeckux HEepBOB, TUNEPIO3UHOPUIBHBIN
CHHIPOM, OIyXOJIb 3apOABIIEBBIX KjIeTok, oOycioBiaeHHyro KIT (Hanmpumep, 3aponblueBbIX
KJIETOK sMYKa), pak Koy, oOycnoieHHblli KIT, mno4YeyHO-KIETOUHYIO KapLHUHOMY,
obycinosnennyro KIT, pak mojoBoro ujieHa, pak mojoBoro wieHa, ooycnosneHHbli PDGFRA,
paK TpPeACTaTEeNIbHOM JKeJie3bl, paK MpeacTaTeNibHON skenesbl, oOyciosneHHbli PDGFRA,
HEMEJIAHOMHBIN pak koxH, oOyciosienHblii PDGFRA, rmuomy, obycnosneHHyro PDGFRA,
capkomy, oOycnoenennyro PDGFRA, rnuobnacromy, oOycnosiennyto PDGFRA, pak
NOKETyI0UHOM skene3bl, oOycnosneHHblii PDGFRA, nnm 3a0oneBanue pak Biarajuiga, pak
NPEeACTaTeNIbHON >KeJe3bl, paKk MOJOBOIO WiIEHAa, HEMEJAaHOMHBIN paK KOXKH, MEJAHOMYy WIH
CapKOMy MOJIOYHOH »KeJie3bl (HampuMep, paKk BiArajuila, pak MPeACTaTeNbHON JKeNe3bl, pak
MOJIOBOTO 4JIEHA, HEMEJIAHOMHBIM PaKk KOXKH, MEJaHOMY HWJIM CapKOMY MOJIOUHOH >Kene3bl C
mytarmeln PDGFRB).

[000166] CooTBeTCTBEHHO, B HACTOALIEM JOKYMEHTE B JPYIrOM BapUaHTe
OCYILIECTBIICHHS MPEIUIOKEH CIIOCO0 JieueHus 3a00eBaHus, BBIOPAHHOTO U3 TPYIIIBI, COCTOSIIEH
U3 CTPOMAJIBHBIX OMyXoyed kenynodHo-kumewyHoro tpakrta (GIST), crpomanbHbIX omyxosei
KEIyJOYHO-KUIIEYHOTrO TpakTa, oOycioBieHHbIXx KIT, cTpoManpHBIX Omyxonei >Kesyno4HO-
KULIEYHOTO TpakTa, o0ycioBieHHbIx PDGFRA, menaHOMBI, OCTpPOro MHEIOHIHOTO JIeHKO3a,
ONMyXOJNeW 3apOABbIIIEBBIX  KJIETOK CEMHUHOMBl WM  JUCTEPMUHOMBI,  MAacTOLMTO34,
TYYHOKJIETOYHOIO JIEWKO03a, aJ€HOKAPLIMHOMBI JIETKOIO, IUIOCKOKJIETOUYHOIO paka Jerkoro,
IJIMO0IACTOMBI, TJIMOMBI, JETCKOH TJIMOMBI, aCTPOLIMTOM, CApKOM, 3JIOKa4eCTBEHHOW CapKOMBI
obonouek nepupepudecKux HEPBOB, HHTUMAJIBHBIX CAPKOM, THIIEPIO3MHO(UIBHOTO CHHAPOMA,
UMONIATHYECKOTO THIEPIO3MHO(MIBHOTO CHHIPOMA, XPOHUYECKOTO 303MHO(MIIBHOTO JIEHKO034,
OCTPOr0 MHUEJIOMIAHOTO JIEWKO3a, CBA3aHHOIO ¢ d03uHOodminelt, mumdpodnacTtHol T-kiIeTouHOM
TMM(GOMBI U HEMEJKOKJIETOYHOTO paka JIETKOTrO, Yy HYKIAKMerocs B 3TOM IaLUEHTa,
BKJIFOYAIOLINI BBEACHUE YKA3aHHOMY MALMEHTY TepaneBTU4YeCKHd 3()(HEKTHBHOTO KOJINYECTBA
KOMITO3ULIMH WJIH OJHOW WK OoJiee TaONeTOK, ONMUCAHHBIX B HACTOSIIIEM TOKYMEHTE.

[000167] Taxxe B HacTOsIeM JAOKYMEHTE B JPYIOM BapHUaHTE OCYLIECTBICHMUS
NpesIockeH Ccrnoco0 JedeHust 3a00neBaHus, BBIOPAHHOTO W3 TPYMIBL, COCTOSIIEH U3
CTPOMAJIBHBIX OMyXOJeH skenynodHo-kumednoro Tpakra (GIST), crpomampHBIX oOmyxoneit
KENyJOYHO-KUIIEYHOTO TpakTa, oOycioBieHHbIXx KIT, cTpoManbpHBIX OMyXOnei >Keiyno4HO-
KUIIEYHOTO TpakTa, oOycnoBieHHbIx PDGFRA, paka merkoro, rnoOJacTOMBI, TJIHOMBI,
3JI0KAYECTBEHHON CapKOMBI 00OJIOUeK TNepu(pepudIeckux HEPBOB U THUIEPI03MHO(PHIBHOTO
CHUHJIPOMA, Y HY>KAAIOIIErocsl B 3TOM MAaLMEHTa, BKIKYAIOIINN BBEICHUE YKa3aHHOMY MallUeHTy
TepaneBTHUECKH 3(()EKTHBHOrO KONMYECTBA KOMIIO3WULMM WIM ONHOW MK Oosee TabNETOK,
OINMCAHHBIX B HACTOALIEM JOKyMEHTE. B HEKOTOPBIX BapuaHTaX OCYLIECTBIIEHHs 3a00JeBaHUE
NPEeACTaBIISIET COOOM CTPOMAJIbHBIE OITYX OJIH JKeTy 1OoYHO-KuiedHoro Tpakra (GIST).

[000168] Taxxe B HacTOsIIEM MAOKYMEHTE B JPYIOM BapHaHTE OCYLIECTBICHMUS
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npeasioskeH crnocod neueHust 3a00neBaHusi, BHIOPAHHOTO W3 T'PYMIIBI, COCTOSIINEH U3 OIMyXOJH
3apOABIIEBbIX KIETOK, oOycnosnenHor KIT (Hampumep, 3apoipllIeBbIX KIETOK SMYKA), paka
koku, oOyciosnenHoro KIT, mnm modeuHo-kinerouHoON kapiuHOMBL, oOycnosneHHoit KIT, y
HY’>KAAIOIIErocss B 3TOM MALMEHTa, BKIOYAIOUINI BBENEHHWE YKA3aHHOMY MAaLMEHTY
TepaneBTUUeCKH 3(PQPEKTUBHOrO KOJIMYECTBA KOMIIO3MLIMH WIM OAHOW miu Oojee TabNeToK,
ONUCAHHBIX B HACTOSALIEM JOKYMEHTE.

[000169] Taxxe B HacTOsleM MAOKYMEHTE B JPYIOM BapUaHTE OCYLIECTBICHHUS
npeayioskeH crnocod JnedeHus: 3abojeBaHUs, BBIOPAHHOTO W3 TPYIIBL, COCTOSALICH W3 paka
NOJIOBOTO 4JIEHA, paka mojioBoro wieHa, oOycnosneHHoro PDGFRA, paka npencratenpHON
JKENIe3bl, paka MpeacTaTebHON skejie3bl, oOycioBieHHoro PDGFRA, HemenaHOMHOro paka
koxku, oOycnoienHoro PDGFRA, rmmombr, obycnosnenHoit PDGFRA, capkowmsl,
oOycnosnenHoit PDGFRA, rimobnacromsl, oOycnosiaennoii PDGFRA, wmm  paka
NOKETYI0UHOM kene3bl, oOyciosierHoro PDGFRA, y Hyxnaromerocst B 3TOM TNaLUEHTA,
BKJIFOYAIOLINI BBEACHHE YKA3aHHOMY MALMEHTY TeparneBTUYeCKH 3(P(EKTUBHOTO KOJINYECTBA
KOMITO3ULIMH WJIH OJHOW MK OoJiee TabNeTOK, ONMCAHHBIX B HACTOSIIEM TOKYMEHTE.

[000170] Taxxe B HacTOsleM JAOKYMEHTE B JPYrOM BapHUaHTE OCYLIECTBJICHMUs
npensokeH crnocod sedeHus: 3abornesanus ¢ myrauuein PDGFRB, BpIOpaHHOro W3 rpymmsbl,
COCTOsIIleNl W3 paka BJarajuila, paka MpeACcTaTeNbHON >Kene3bl, paka IIOJIOBOrO YJieHa,
HEMEJIAHOMHOI'O Paka KOKH, MEJIAHOMBI MJIM CAPKOMbI MOJIOUHOMW KeNe3bl, Y HY>KAAIOIIerocs B
5TOM TMALMEHTa, BKIOYAIOLIMI  BBEJEHHE YKa3aHHOMY NAalUEeHTy TepaneBTUYECKU
3¢ (HEeKTUBHOrO KOJUYECTBA KOMITO3ULMU WM OHHOW WM Ooyiee TaOJIETOK, OIMUCAHHBIX B
HACTOSILIEM JJOKYMEHTE.

[000171] B HeKkOTOpbIX BapHaHTaX OCYLIECTBJIEHUS B HACTOSINEM [OKYMEHTE
npenIokeH crocod jeueHus 3aboneBanuid, oOycnoBneHHbIXx MyTauusimMu KIT unn myranusimu
PDGFRA, y Hy>xaaromerocst B 5TOM MalUeHTa, BKIIOYAOMUN BBEACHUE YKa3aHHOMY MallHeHTY
TepaneBTHYeCKH 3(()EKTUBHOTO KOJIMYECTBA KOMIIO3WULMHM WJIM ONHOW MM Ooyiee TabNEeTOK,
OMUCAHHBIX B HACTOSLIEM JAOKyMeHTe. B HEKOTOPBIX BapuaHTaX OCYLIECTBJICHUS B HACTOSIIEM
JIOKYMEHTE TPEMJIOKEH Crocod JiedeHus: 3aboneBaHui, oOycnoBneHHbIXx MmyTaumsmu KIT u
mytauusimu PDGFRA, y Hyxpgaromerocss B 3TOM TalMeHTa, BKIIOYAIOIIUNA BBEIEHHE
YKa3aHHOMY MAaLMEHTy TEParneBTU4YeCKU 3(P(PEKTUBHOIO KOJIMYECTBA KOMIO3ULIUU WIJIM OJHON
win Oojiee TaONETOK, OMHCAHHBIX B HACTOSIIEM JOKyMEHTe. B HEKOTOpBIX BapHaHTaX
OCYLIECTBIICHHsT B HACTOSINEM JOKYMEHTE TPEMJIONKEeH Crocod JedeHus 3a00JieBaHMH,
oOycnoBnenHbix MyTamusmMu KIT wmm mytammsimu PDGFRA, Bkirouass «maccaskupckue»
myTtauuu PDGFRB, y HyXparoierocst B 5TOM NMalUeHTa, BKIIOYAOINUN BBEEHUE YKa3aHHOMY
MALKUEHTY TepaneBTHYeCKu 3(P(PEKTUBHOrO KOJNYECTBA KOMIIO3HIMHM WIM ONHOW wiu Oonee
TabJIETOK, ONMMCAHHBIX B HACTOSIIEM TOKYMEHTE.

[000172] B HeKOTOpbIX BapHaHTaX OCYLIECTBJIEHUS B HACTOSINEM JOKyMEHTE
NpeNsIokeH Ccroco0 JeuyeHWss 3a00neBaHusi, BBIOPAHHOTO U3 TIPYMIBL, COCTOSINEH U3
CTPOMAJIBHBIX OMNyXOJeH >kenynodHo-kumedHoro Tpakra (GIST), crpomanpHBIX Omyxomneit

KENyJOYHO-KUIIEYHOro TpakTa, oOycioBieHHbIx KIT, cTpoManbpHBIX Omyxoneil >Kesyno4uHo-
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KUIIeYHOro Tpakra, oOycnosneHHbIx PDGFRA, wmenaHomel (Hampumep, METaHOMBEI,
ooycnosnennoit KIT, wmm wmenanomsl, oOycioBinenHoir PGDFRA, winm  mMenaHOMBI,
ooycnosnenHoit PGDFR), octporo mMuenonmgHOro Jjeikosa, OMyXojel 3apOIbIeBbIX KJIETOK
CEMHHOMBI WJIM JUCT€PMHUHOMBI, MAaCTOLIMTO3a, TYYHOKJIETOYHOIO JIEHKO03a, aJ€HOKaPLMHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO paka JIErKOro, TIJIMOOJNACTOMBI, TJIMOMBI, JETCKOH TIJIMOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKAYeCTBEHHOW CapKOMbl 00ONOueK mnepudepudeckux HEpPBOB,
UHTUMAJIbHBIX CapKoM, TUNep303uHOPUIBHOTO CHUHIIPOMA, UAMONATHYECKOrO
TUMEPIO3UHOPUIBHOTO  CHHAPOMA, XPOHHUYECKOTO HO3MHO(MIBHOTO  JIEMKO3a, OCTPOro
MHEJIOUHOTO JIEHKO3a, CBA3aHHOTO C 303uHodmmueit, mumdodnactaoit T-kneTounoit tumMpombl
U HEMEJKOKJETOYHOrO paka JIErKOro, y HYJKAAIOLIerocss B 3TOM Mal[MeHTa, BKJIIOYAOLIHI
BBE/ICHUE YKA3aHHOMY MAIHEeHTY TePANeBTHUECKH 3P PEKTHBHOTO KOJINYECTBA KOMITO3ULIUH FITH
onHON wmiu Oonee TabJETOK, ONMUCAHHBIX B HACTOSIIEM AOKYMEHTE. B HEKOTOpPBIX BapHaHTax
OCYILIECTBIICHHUSI MEIAHOMA MPECTABISIET COO0H KOKHYIO MEJTAaHOMY WJIM HEKOJKHYIO METaHOMY.
B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHUS MEIAHOMA IMPEICTABISET COOOH KOKHYIO MEJAHOMY.
B HekoTOphIX BapuaHTax OCYLIECTBJICHHUS KOXKHAsg MeJlaHOMa TPEACTaBisieT coboi
MOBEPXHOCTHO-PACTIPOCTPAHSIIOLIYIOCST ~ MEJaHOMY,  Y3JIOBYIO ~ MEJaHOMy,  aKpajbHO-
JICHTUTMHO3HYI0 MEJIaHOMY WJIM aMeJaHOTHUYECKYI0 U JIeCMOIUIaCTUYEeCKYl0 MelaHoMmy. B
HEKOTOPBIX BaPUAHTAX OCYIIECTBJICHHSI MEJIaHOMA IMPEICTABISIET COOON HEKOKHYIO (HEKOXXHOMN
JIOKaJIM3allui) MeNaHOMy. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS HEKOXKHAs MeJNaHOMa
NpeACTaBisieT cOOOH MeNaHOMy IJla3a WIM MENAHOMY CIU3UCTBIX oOonouek. B HEKOTOpBIX
BapHaHTaX OCYIIECTBJIEHUs 3a00JeBaHME BBI3BAHO KHHA3HOW akTUBHOCTBIO C-KIT w/umm
PDGFRA, w/unu uX OHKOreHHbIMH (opMaMu. B HEKOTOpBIX BapHaHTax OCYIIECTBJIECHUS
3a0oneBaHne BBIOPAHO W3 TPYIIBL, COCTOSIIEH M3 OMYyXOJNH 3apOIBILIEBBIX  KIETOK,
obycrnosnenHoit KIT (Hampumep, 3apOAbIIIEBbIX KJIETOK SHUYKA), paka KOKU, 0OyCIOBICHHOTO
KIT (mampumep, MIOCKOKIETOYHOH KapLUHOMbI koxu, oOycnosnenHoi KIT, xapruHOMBI 13
kietok Mepkessi, odycnosnerHou KIT, yBeanbHOI MeNnaHOMBI, HEMEJIAHOMHOI'O paka KOKH),
WIA TIOYEYHO-KJIETOUHON KapuuHOMBbI, oOyciosienHolt KIT (Hampumep, mo4edHO-KJIETOYHOM
KapLUHUHOMBI, XPOMO(OOHOH MOYEYHO-KJIETOYHONH KapUUHOMBI). B HEKOTOphIX BapuaHTax
OCYLIECTBIICHHs 3a00JieBaHHE BBHIOPAHO M3 TPYIIIBI, COCTOSIIEH M3 paka MOJOBOTO YIEHA, paka
nojoBoro wieHa, oOycioBnenHoro PDGFRA, paka mnpeacraTenpHOW JKee3bl, paka
npeAcTaTeNbHON  kene3bl, oOycioenenHoro PDGFRA, HemenaHOMHOTO paka — KOXH,
oOycnosnenHoro PDGFRA, rimowmsl, obycnoBnennoit PDGFRA, capkombl, 00ycioBIeHHOI
PDGFRA, rmobnacromsl, oOycioBiaerHoii PDGFRA, miam paka NOMKETyAOYHON JKenesbl,
obycnosienHoro PDGFRA. B HeKOTOpBIX BapraHTaxX OCYIIECTBICHHS 3a00IeBaHIE C MyTalHe
PDGFRB BbiOpaHO U3 rpymibl, COCTOSIICH U3 paka Barajuina, paka MpeacTaTeIbHON JKeJIe3bl,
paka IOJIOBOIO 4YJI€Ha, HEMEJIAaHOMHOIO paka KOKH, MENTaHOMbl MM CapKOMbl MOJIOUHOM
JKENe3bl.

[000173] Taxxe B HacTOseM MAOKYMEHTE B JPYIOM BapUaHTE OCYLIECTBJICHMUS
NPEJIOKEHO MPUMEHEHHE KOMIO3MLIMU MM TaOJETOK, ONMMCAHHBIX B HACTOALIEM HOKYMEHTE,

AJIs TTOJTYUCHUS JICKAPCTBCHHOI'O CPpEACTBA AJIS JICUCHUA 3a6OJ'IeBaHI/I$I, Bbl6paHHOFO U3 I'pyIHIibl,
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COCTOSIIIEN M3 CTPOMAJIBHBIX OIMyXoJiel kenynouHo-kumednoro tpakra (GIST), crpomanbHbIX
OINyXOJIeH KeNyNOYHO-KUIIEeYHOro Tpakra, obycnosneHHbIXx KIT, cTpomanpHBIX Omyxonei
KENyJOYHO-KUIIEYHOro TpakTa, ooycnoineHHbIx PDGFRA, MenaHoMBbl, OCTPOro MHENIOUIHOTO
JIENKO3a, OINyXOJIeH 3apOAbIIIEBBIX KJIETOK CEMHUHOMBI WU JUCTEPMHHOMBI, MaCTOLMTO3a,
TYYHOKJIETOYHOIO JIEWKO03a, aJ€HOKAPLUHOMBI JIETKOTO, IIOCKOKJIETOUYHOIO paka Jerkoro,
rIO0IaCTOMBI, TJIMOMBI, IETCKOW TJIMOMBI, aCTPOLIUTOM, CApKOM, 3JI0KAYECTBEHHOH CapPKOMBI
obonouek nepupepuIecKkux HEPBOB, HHTUMAJIBHBIX CAPKOM, THIIEPIO3MHO(UIBHOIO CHHAPOMA,
UTUOTIATHYECKOTO TUIEPIO3UHOPMIBHOTO CHHAPOMA, XPOHHUECKOTO 303UMHO(HIBHOTO JIEHKO3a,
OCTPOr0 MHUEJIOMIHOTO JIEWKO3a, CBA3aHHOIO ¢ d03uHO(miuel, mumdpodnactHol T-kieTouHOM
mMM(GOMBI U HEMEJIKOKJIETOYHOTO paka JIErKOro. B HEKOTOpPhIX BapHaHTaX OCYIIECTBIICHHUS
NPEJIOKEHO MOJTyUeHHe JIEKAPCTBEHHOTO CPEACTBA IS JIUeHUs 3a00JIeBaHUsI, BBIOPAHHOTO M3
IPYIIBL, COCTOSIIEH M3 CTPOMAJBHBIX OMyXosiel skenymodHo-kumieuHoro Ttpakra (GIST),
CTPOMAJIBHBIX OMYXOJIEH JKeNyAOYHO-KHIIEYHOro Tpakrta, odycnosneHHbIX KIT, cTpomManmbpHBIX
OMyXOJIed JKeNyJOYHO-KUINEYHOro Tpakra, oOycnoBienHbix PDGFRA, paka nerkoro,
IJIHO0JIACTOMBI, TIIHMOMBI, 3JIOKAYECTBEHHOW CapKOMbI 000JIOueK mnepuepuyecKux HEPBOB U
TUTIEPIO3MHOPHIBHOTO CHHIPOMA.

[000174] AmopdHas popma coemunenus ¢popmyiel (1), UMeroIass YUCTOTY MO JAHHBIM
B2XKX Oonee 95%, xak OmMCaHO B HACTOALIEM JOKYMEHTeE, siBjsiercss mHruoutopom c-KIT
LIMPOKOrO CIEKTpa HEHCTBHs. B HEKOTOpPBIX BapHaHTaxX OCYLIECTBJIEHUS B HACTOSILIEM
TOKYMEHTE TPENJIONKEeH Crocod JeueHus 3a00IeBaHNsl, BBIOPAHHOTO U3 TPYIIIBL, COCTOSINEH M3
CTPOMAJIbHBIX OMNyXOJeH skemymodyHo-kumedHoro Tpakra (GIST), crpomanpHBIX oOmyxomneit
KENyJOYHO-KUIIEYHOro TpakTa, oOyciosieHHbIx KIT, cTpoManbpHBIX Omyxoneil >kesynouHo-
KUIIEYHOro Tpakrta, oOycnosieHHbIXx PDGFRA, menaHoMbl (HampuMep, KOXXHOH MeJaHOMBI,
HEKOXKHOH MeNaHOMBI, MenaHoMbl, oOycnoBneHHoW KIT, wiu menaHoMbl, 0O0yCIIOBICHHOM
PGDFRA, wumu wmenanomsl, oOyciosiennoit PGDFR), octporo muenongHOro neikosa,
OMyXOJIed  3apOABIIIEBBIX  KJIETOK CEMHHOMBI WM  AUCTEPMHUHOMBI,  MacCTOLMTO3a,
TY4YHOKJIETOYHOI'O JIEWKO03a, aA€HOKApPLHUHOMBI JIETKOIO, IUIOCKOKJIETOYHOIO paka JIErKoro,
IJIHO0JIACTOMBI, TJIMOMBI, JETCKOH TJIIMOMBI, aCTPOLIUTOM, CapKOM, 3JIOKAYECTBEHHOW CapKOMBI
obosnovek nepudepruuecKux HEPBOB, MHTUMAJIBHBIX CAPKOM, THIEP303UHOMUIBHOTO CHHAPOMA,
UJTUOTIATHYECKOTO TUIEPIO3MHOPMIIBHOTO CHHAPOMA, XPOHHYECKOTO 303NMHO(HIBHOTO JIEHKO3a,
OCTPOr0 MHUEJIOHMIHOTO JIEHK03a, CBA3AHHOTO ¢ 303uHOGmmel, auMmdodnactHoit T-kieTouHON
TMM(pOMBI U HEMEJIKOKJIETOYHOTO paka JIETKOTO, BKJIIOUAOLIMN BBENEHHE HYKIAOIIEMYCS B
5TOM TMALUEHTy TepaneBTHYeCKH >(PQPEeKTUBHOrO KojuuectBa coenuHeHust ¢opmyist (),
UMEIOLIEro YUCToTy 1o naHHbM BOXKX Gonee 95%. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS
3a00JieBaHNe BbI3BAHO KMHA3HOM akTUBHOCTHIO C-KIT w/uan PDGFRA, w/unu ux OHKOreHHbIMU
dopmamu. B HEKOTOpHIX BapuaHTaX OCYIIECTBJICHUS 3a00NeBaHHE NPEACTaBIAET COOOM
CTPOMAJIbHBbIE OIYXOJH KenyAaouHo-kumewyHoro tpakra (GIST). B HekoTopeIX BapuaHTax
ocyliecTBiieHUs 3a00yieBaHHE TPEACTaBIACT COOOW CTPOMANIbHBIE OIYXOJHU JKENyAOYHO-
KUIIEYHOro TpakTa, oOycnoBneHHele KIT. B HekoTOphIX BapuaHTax OCYIIECTBIIECHHS

3a0oeBaHue MPEACTABISIET COOOI CTPOMAJbHBIE OMYXOJU >KETyJOYHO-KHIIEYHOTO TPAKTa,



68

oOycnoBnennele PDGFRA. B  HekOoTOpbIX BapuaHTax OCYLIECTBICHUs 3a0oJeBaHue
npenacTaBisier co0oi pak Jerkoro. B HEKOTOPHIX BapuaHTaxX OCYLIECTBIEHHs 3a00JeBaHue
npeacTaBisier co0ol rauodiacToMy. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUs 3a00JieBaHHE
npencTaBisieT coOOH TIauMoMy. B HEKOTOpBIX BapuaHTax OCYIIECTBIEHHS 3a0ojeBaHue
NpencTaBisieT COOOHM 3JI0KAaYeCTBEHHYIO capkoMmy obonouek mnepudepudeckux HepBoB. B
HEKOTOPBIX BapHUaHTaX OCYLIECTBJIEHUS 3aboneBaHue NPEACTABIAET coboit
TUNEepP303UHOPIIIBHBI CHHAPOM. B HEKOTOpPBIX BapuaHTaX OCYLIECTBJICHUS B HACTOSLIEM
JOKYMEHTEe MPEIJIOKEH Croco0 JICUEeHHUs] WM TMPEeayNpekACHUs ONOCPEJOBAHHOTO KHUHA30M
PDGFR pocra omyxonu uiau MPOrpecCUpPOBAaHUs OIMyXOJH, BKJIIOYANOIUN  BBEIEHUE
HYKJAIOLIEMYyCsl B 3TOM TMALMEHTY TepaneBTHYECKH 3(P(EKTUBHOIO KOJHMYECTBA COETMHEHHSI
dopmyasl (I), umeromero yuctoty no ganHeiM BOXKX Gonee 95%.

[000175] B  HeKOTOpPBIX BapuUaHTaX OCYILIECTBJICHUS POCT OMyXOJH WU
MPOrPECCHPOBAHNE OMYXOJH BbI3BaHbI CBepxaKkcnpeccuer kuHazbl PDGFRao, oHKOreHHBIME
mucceHc-mytammsimu  PDGFRa,  OHKOTeHHBIMU — AeneuuoHHbIMU — MyTauusmu  PDGFRa,
OHKOTeHHBbIMU TiepecTpoiikamu reHa PDGFRo, npuomgsmmmu kK ciutbiM Oenkam PDGFRa,
BHYTPUI'€HHbIMH fenerusiMu  PDGFRo. BHYTpU paMKM  CUUTHIBAHUS W/WIM  OHKOTE€HHOHN
ammmndukammein resa PDGFRo. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHUS COEAHHEHUE
dopmynsr (1), umeromee unctory mno aaHHbIM BIXX Oonee 95%, BBOmAT maumeHty,
CTpAJialOIleMy DPaKOM, TA€ paKk MPeNCTaBisieT COOOW CTPOMANIbHBIE OIyXONH KENyIOYHO-
KUIIEYHOro Tpakrta, oOycnosneHHble PDGFRA, aneHOKapImHOMY JIETKOTO, IIOCKOKJIETOYHBIH
paK JIErKOro, MHO0IACTOMY, TIIHOMY, NE€TCKYIO IIIHOMY, aCTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE
ONMyXONMU  JKETyAOYHO-KUIIEYHOTO  TPAKTa,  3J0KAYECTBEHHYKD  CapkoMy  00oJodex
nepugepuyeckux  HEPBOB, WHTUMAJbHbIE CApKOMBI, TUNEPIO3MHOQWIBHBIA  CHHIPOM,
UIMOTIATUYECKUI TUIePI03UHOPMIBHBII CHHAPOM, XPOHHUYECKUH 303MHO(PMIBHBIN JIEHKO3,
OCTpBIl MUEJIOM/THBIN JIEHKO3, CBSI3aHHBIN ¢ 303uHO(UImei, miu tumdodnactayro T-kieTouHyro
muMpomy. B HEKOTOpBIX BapHaHTaxX OCYILIECTBICHHs 3a00JeBaHUE TMPEACTaBsieT CcoOOH
CTpOMAaJIbHBbIE OMyXOJH JKenynouHo-kumeynoro tpakra (GIST), obycnosnennsie PDGFRA. B
HEKOTOpBIX BapHaHTAaX OCYIIECTBJICHUS 3a0ojieBaHHE MpencraBisieT coboil pak yerkoro. B
HEKOTOPBIX BapHaHTAaX OCYINECTBJICHHUs 3aboyieBaHHe mpenacrasisier coboil rmmobmacromy. B
HEKOTOpBIX BAapUAHTaX OCYINECTBJIICHUs 3aboieBaHue mpencrTaBisier coboll riamomy. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJICHUS 3a00JEeBaHUE MPEICTABISET COOOH 3JI0KAYECTBEHHYIO
capkoMmy oOosiouek mnepudepruuecKux HEpPBOB. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHS
3a0oneBaHne MPEACTaBIsIET cOOON rumnep303nHO(GMIbHBIA CHHAPOM. B HEKOTOPBIX BapHaHTax
ocymecteieHus coenuaenue gopmynel (1), rne coenumnenue Gopmynsl (I) umeer yucrory mo
maHHbIM BOXXX Gonee 95%, BBOAST B Ka4yeCcTBE €OUHCTBEHHOIO areHTa WJIM B KOMOMHAIMU C
APyTUMHU IPOTHUBOPAKOBBIMU TepaneBTUUYECKUMHU areHTamuy, IPOTUBOPAKOBBIMU
OMONOTMYECKUMHU  TIpenapaTaMy, HWHTUOUTOPAMH HMMMYHHBIX KOHTPOJBHBIX TOYEK HIIU
XUMHOTEPANeBTUUECKUMH ar€HTaMU.

[000176] B HexoTOpBIX BapuUaHTaX OCYLIECTBJEHHs CIOCOOBI JICUEHUs], OIHCAHHBIC B

HACTOSLIEM JIOKYMEHTE, BKJIIOYAIOT BBeAeHHe aMophHOH popmbl coenunenus popmyisl (I) mmm
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comepskameit ee (papMaleBTHUECKOH KOMIIO3MIMH HYKIAIOMIEMYCs B 3TOM CyOBEKTy 10
NPOBENIEHNs] XHMPYPrUYeCKOro BMEINATeNbCTBA (B KadeCTBE HEOAIbIOBAHTHOH Tepammu).B
HEKOTOpBIX BapHUaHTaX OCYIIECTBIEHHUs CHOCOOBI JICYEHHUS, OIMCAHHbIE B HACTOSIIEM
JIOKYMEHTE, BKJIIOYAIOT BBEJEHHE KOMMO3MLMU coenuHeHus ¢opmynel (1), ommcaHHON B
HACTOSALIEM JOKYMEHTE, HY>KIAIOLIEMYyCsl B 5TOM CYOBEKTY MOCJe MPOBEAEHHUsS XUPYPTrUieCKOro
BMELIATENLCTBA (B KAYECTBE aAbIOBAHTHOW TepaIum).

[000177] Amopdras popma coenunaenust Gopmyins! (I), He coneprkamas 0OHAPYKUMBIX
KOJINYECTB KaKOH-JIMOO KPUCTATUYECKON (OPMBI, KaK OMUCAHO B HACTOSIIIEM JOKYMEHTE,
sBisiercss  mHruoutopom c-KIT mmpokoro cmektpa nedctBus. B HEKOTOpPBIX BapHaHTax
OCYLIECTBJICHHsT B HACTOSIIEM JOKYMEHTE MpPEJIOKEH Crocod JiedeHus 3a0oJieBaHus,
BBIOPAHHOTO U3 TPYIIIBL, COCTOSIIEH U3 CTPOMAJIBHBIX OIyXOJIEH JKeJyJOUHO-KUIIIEYHOTO TPAKTa
(GIST), cTpoMaNbHBIX OMyXOJIeH KEeNyAOYHO-KUIIEUHOro TpakTa, oOychosieHHbx KIT,
CTPOMAJIbHBIX ~ OMyXOJiel  JKeNyJOYHO-KMINEYHOro TpakTta, oOycioeneHHbIx PDGFRA,
MeJIaHOMBI (HanpuMep, KOXKHON MeNaHOMBI, HEKOKHOH MEJNaHOMBI, MEJIAHOMBIL, 00y CIIOBIIEHHOM
KIT, wiu menanomsbl, oOycnosnennoit PGDFRA, wnu menanomsbl, oOycnosnennoit PGDFR),
OCTPOr0  MHUEJIOMAHOIO JIEWKO3a, ONyXOJied 3apOoIbIIEBbIX KIETOK CEMHUHOMBbI  WJIH
JUCTePMHHOMBIL, MAacTOLMTO3a, TYYHOKJIETOUHOIO JIeHKO3a, aJleHOKapLUHOMBI JIETKOro,
IUTOCKOKJIETOYHOTO paka JIETKOro, TIMOOJACTOMBI, TJIMOMBI, JE€TCKOH TJIMOMBI, aCTPOLUTOM,
CapKOM, 3JIOKAUYECTBEHHOM CapKOMbl 000yiouek mnepudepuuecKux HEPBOB, HHTUMAJbHBIX
CapKOM, THUIEP303UMHO(PHIBHOIO  CHHAPOMA, HAMONATUYECKOrO  THIEP303UHO(UIBHOTO
CHHIPOMA, XPOHUYECKOTrO 3O3MHO(PUIBHOrO JIEHK03a, OCTPOrO MHEJIOMIHOTO JIEWKO3a,
CBSI3aHHOTO C 303uHOdmIHeH, tuMpodnacTHON T-K1eTOYHON TUM(POMBI U HEMEJKOKJIETOUHOTO
paka JIErKOro, BKJIIOYAIOIIMUN BBEAEHUE HYXAAIOIIEMYCsl B 3TOM MALMEHTy TepaneBTHYECKU
s¢pdexTuBHOrO Konmuecrsa coeauHeHus Qopmyrasl (I), He comepikamero OOHAPYKUMBIX
KOJIMYECTB KAKOH-TMOO0 KPHUCTAJUTMUECKOH (OpMbL. B HEKOTOPBIX BapHaHTaX OCYIIECTBIECHUS
3a00JieBaHNEe BbI3BAHO KHHA3HOM akTUBHOCTBIO C-KIT w/man PDGFRA, w/unu ux OHKOr€HHbIMU
dopmamu. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUs 3a0ojieBaHHE TNPEACTaBiIsAeT COOOi
CTPOMAJIbHBIE OIMYXOJH KenynouHo-kumewynoro tpakta (GIST). B HekoTophIx BapuaHTax
ocyuiecTBiieHHss 3a00JieBaHHE TIPEACTABIACT COOOW CTPOMANIbHBIE OIMyXOJHU JKEJIyAOYHO-
KUIIEYHOTO TpakTa, oOycnoBneHHele KIT. B  HEKOTOphIX BapuaHTaX OCYIIECTBIICHHS
3a0oneBaHne MpPEACTABIsieT COOOM CTPOMAJIbHBIE OIYyXOJH JKEIyAOYHO-KHIIEYHOTO TPAKTA,
oOycnoBnennele PDGFRA. B HeKOTOpbIX BapuaHTax OCYLIECTBICHUS 3a0oJeBaHHE
npencTaBisier co0oi pak Jerkoro. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHs 3a00JeBaHHE
npeAcTaBisieT coO0ol rauodiaacToMy. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUs 3a0OJieBaHHE
npencTaBisieT co0OH TaHMoMy. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHHS 3a0oJeBaHue
NpeCTaBisieT COOOH 3JIOKAUYECTBEHHYIO CapKkoMy oOOonouek nepudepudecknx HepsBoB. B
HEKOTOPBIX BapHUaHTax OCYIII€CTBJIEHUS 3a0oneBaHue NPECTABIISAET coboit
TUNEPI03MHOPMIBHBIA CUHAPOM. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHS B HACTOSIIEM
JIOKYMEHTE MpPEIUIOKEH Croco0 JIEUEHHUs] WM TPEeNyNpekAeHUs ONOCPEJOBAHHOTO KHHA30M

PDGFR pocra omyxonu WA MPOrPEeCCUPOBAHUs OINyXOJH, BKIIOYAIOLUN  BBEIECHUE
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HYKJQIOLIEMYyCsl B 3TOM TALMEHTY TepaneBTHYeCKH 3(P(EKTUBHOIO KOJMYECTBA COEIMHEHHS
dopmyner (I), He comepskamero OOHAPYKUMBIX KOJHYECTB KAKOH-JIMOO KPUCTAJLTHYECKOM
¢dopmbl. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHS POCT OIYXOJU WIH IPOrPECCHPOBAHUE
OIyXOJH BbI3BaHbl cBepxakcnpeccueinl kuHa3bl PDGFRo, OHKOreHHbIMH MHCCEHC-MYyTalUsMU
PDGFRo, OHKOT€HHBIMU JeNeHOHHBIMU MyTalmsiMu PDGFRo, OHKOTEeHHBIMU TTEPECTPOHKaMH
reHa PDGFRa, npusomsamumu k ciutbiM Oenkam PDGFRa, BHyTpureHHbIMH JeienysiMH
PDGFRo BHYTpY paMKM CUUTBIBAHUS W/WIN OHKOreHHOH amrundukaumein rena PDGFRa. B
HEKOTOPBIX BapUaHTAax oOCylnecTBiaeHuss coenuHenune Gopmyasl (I), He coxepskaiiee
OOHAPYKUMBIX ~ KOJIUYECTB KAKOH-IMOO KPUCTAJUIMYECKOH (HOPMBI, BBOAST TMALUEHTY,
CTpaJialOIIeMy pPaKOM, TA€ pak MPENCTaBjsieT COOOW CTPOMANIbHBIE OIMYXOJH KENyIOYHO-
KUIIeYHOro Tpakra, odycnosnernasle PDGFRA, aneHOKapIuHOMY JIETKOTO, TUIOCKOKJIETOYHBIH
PaK JIETKOTO, TITHO0JIACTOMY, TJIHOMY, NE€TCKYIO TJIHOMY, aCTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE
OMyXOJNU  JKEIYAOYHO-KUIIEYHOTO  TPAKTa,  3JOKAYECTBEHHYKD  CapKoMy  00OJOdeK
nepuQepruIeckux HEPBOB, WHTUMAJbHBIE CAPKOMBI, THUNEPIO3UHOQPWIBHBIA  CHHIPOM,
UIUOTIATUYECKUH TUNEP303MHO(PHIBHBIA CHHAPOM, XPOHHUECKHUH S03MHOQMUIBHBIN JIEHKO3,
OCTPBIN MUEJIOUIHBIHN JIEHKO3, CBS3aHHBIN ¢ d03uHO(IINeH, min tuMpoonacTHy0 T-KIeTOYHYIO
miM¢pomy. B HEKOTOpBIX BapHaHTax OCYILIECTBICHHS 3a00NeBaHUE TMPEACTaBIsieT COOOH
CTpOMAaJIbHbIE OINMyXOJH >KenmynouHo-kumeyHoro tpakra (GIST), obycnosnennsie PDGFRA. B
HEKOTOPBIX BapHaHTax OCYINECTBJICHUS 3a0ojieBaHHME MNpencraBisieT coboil pak yerkoro. B
HEKOTOPBIX BapHaHTAax OCYINECTBJIECHHUs 3a0oyieBaHHE MpenacTaBisier coboil rmmobmacromy. B
HEKOTOpBIX BAapHAaHTaX OCYINECTBJIEHUs 3a0oieBaHue TmpenacTaBisieT coboit riamomy. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBJICHUS 3a00JE€BaHUE MPECTABISAET COOON 3JI0KAaUE€CTBEHHYIO
capkoMy oOonodek mnepupepudeckux HEpBOB. B HEKOTOPBIX BapHAHTAX OCYINECTBIICHUS
3aboseBaHNe TPENCTABIsIeT COOON TUIepI03UHO(IIIBHBIA CHHAPOM. B HEKOTOPBIX BapHaHTax
ocymectsinenuss coenunenne (opmynsl (I), rme coenunenne Qopmynsr (I) He copmepxkuT
OOHAPYKUMBIX KOJHMYECTB KaKOH-TUOO KPHCTAJUIMYECKOW (DOPMBI, BBOISAT B KAaueCTBE
€IMHCTBEHHOTO areHTa Wiu B KOMOWHAIMU C JPYTMMH NMPOTHBOPAKOBBIMH TEPANEBTHUECKUMU
areHTaMy, TPOTHBOPAKOBBIMU OHOJOIMYECKHMMH TMpernapataMi, HHTHOUTOPAMHU HMMMYHHBIX
KOHTPOJIBHBIX TOYEK UM XHMHOTEPAIEBTUYECKUMHU areHTaMu.

[000178] AmopdHas dpopma coequnenust popmyisr (1), conep:kamas He Oonee 5 mac.%
KaKOM-T1O0 KpUCTAITHYECKOH (POPMBI HITH He coaeprkarnast OOHapyKMMOTO KOJIMYEeCTBA KaKOI-
mbo kpucramumdeckoit ¢opmbl coenuHeHust (opmyner (I), kKak OMMCAHO B HACTOSIIEM
OOKyMeHTe, sBisiercs uHruomropom c-KIT mupokoro crekrpa aedcTBusi. B HEkOTOpbIX
BapUAHTAX OCYLIECTBICHUS B HACTOSIIEM JOKYMEHTE MPEAJIONKEeH croco0 ieueHns 3a00eBanus,
BBIOPAHHOTO U3 TPYIIIBL, COCTOSIIEH U3 CTPOMAJIBHBIX OIyXOJIEH YKeJyJOUHO-KUILIEYHOTO TPAKTa
(GIST), cTpoMaNbHBIX OMyXOJIeH KEeNyAOYHO-KUIIEUHOTO TpakTa, oOyciosieHHbx KIT,
CTPOMAJIbHBIX ~ OMyXOJiel  JKeNyJOYHO-KHIIEYHOro TpakTta, oOycioeineHHbIx PDGFRA,
MeJIaHOMBI (HanmpuMep, KOXKHON MeNaHOMBI, HEKOKHOH MEJNaHOMBI, MEJIAHOMBI, 00y CIIOBJIEHHOM
KIT, wiu menanomsbl, oOycnosnenHoit PGDFRA, wnu menanomsbl, oOycnosnennoit PGDFR),

OCTPOr0  MHUEJIOMAHOIO JIEWKO3a, ONyXOJeld 3apOoAbIIEBbIX KIETOK CEMHUHOMBI WU
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IVCTEPMUHOMBI, MAaCTOLMTO3a, TYYHOKJIETOYHOTO JIEHKO3a, aJ€HOKAPILMHOMBI JIETKOTO,
IUIOCKOKJIETOYHOTO paka JIETKOTo, IIMOOJACTOMBI, TJIMOMBI, JE€TCKOW TJIHOMBI, aCTPOLUTOM,
CapKOM, 3JIOKAUeCTBEHHOM CapkoMbl 00osiouek mnepudepruuecKkux HEPBOB, HHTUMAJbHBIX
CapKOM, THUIEP303UMHO(PHUIBHOIO  CHHAPOMA, HAMONATUYECKOrO  THIEP303UHO(UIBHOTO
CHHIPOMA, XPOHUYECKOTO 3O3MHO(PUIBHOrO JIeHK03a, OCTPOr0 MHEJIOMIHOIO JIeWKO03a,
CBSI3aHHOTO ¢ »o03uHOduiuert, numdoOnactHor  T-kiaerounoit  aumMdombl WM
HEMEJIKOKJIETOYHOIO paka JIETKOTO, BKJIIOYAIOLINN BBEACHUE HYXKAAIOIEMYCsl B 3TOM MALUEHTY
TepaneBTryuecku dhdexTruBHOrO KoNMuecTBa coequnenus popmysl (I), conepkaiero He 6onee
5 wmac.% xkakoi-mMOO KPHUCTANTMUECKOW (OPMBI MM HE COAep)Kalero OOHApyKUMOTO
KOJINYECTBA KaKOH-m1O0 kpuctamamdeckon (opmer coenunenus gopmynsl (I). B HekoTOphIX
BapHaHTaX OCYIIECTBJIEHUs] 3a00JIeBaHME BBI3BAHO KHHA3HOW akTUBHOCTBIO C-KIT w/umm
PDGFRA, w/unu uX OHKOreHHbIMH (opMamMu. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHHUS
3a0oneBaHne TIPEACTaBIIET COOOW CTPOMAJIBHBIC OIYXOJH KEJIyAOYHO-KHUIIEYHOTO TpPAaKTa
(GIST). B HekoTOpbIX BapHaHTaxX OCYLIECTBJICHUS 3a00JieBaHHE MPEACTABISET COOOi
CTPOMAJIbHBIE OIYXOJH JKEJyAOYHO-KUIIEYHOTO Tpakta, obycnosneHHble KIT. B HexoTOpBIX
BApUAHTAX OCYIUIECTBJICHUS 3a00NIeBaHHE TMPEACTABIACT COOOHW CTPOMAJbHBIE —OIYXOJH
KENyJOYHO-KUIIEYHOro Tpakrta, oOycnoeneHHsle PDGFRA. B HekoTOophIx BapmaHTax
ocyliecTBleHHs1 3a00eBaHHE MpPEACTABIsieT COOOH pak Jierkoro. B HEKOTOpBIX BapuaHTax
ocyliecTBlieHUs 3a00JeBaHue MpeACTaBisieT coOoi rimodiacToMy. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHUsT 3a00JieBaHUE TMpEACTaBsieT CcoO0OW rimoMy. B HEKOTOphIX BapuaHTax
OCYyLIECTBIIEHUs 3a00JieBaHHE IMPEACTABISAET COOOHM 3JI0KAYeCTBEHHYIO CapKOMy O0OJ04eK
nepudepruIeckux HepBOB. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIIEHHS 3a00JI€BaHHE MPECTABIISAET
co0O0H runep’03NHOGUIBbHBIA CHHAPOM. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHHUS B HACTOSILIEM
TOKYMEHTE MPEeAJIOKEH CHOCO0 JIeueHHs WM MPeAyNpekIeHUs ONOCPENOBAHHOTO KHHA30M
PDGFR pocra omyxonm WIH NPOrpecCUpPOBAaHMsS  OINYXOJH, BKIIOYAIOIIUN  BBEICHHE
HYKJAIOLIEMYyCsl B 3TOM TMALUEHTY TepaneBTHYECKH 3(P(EKTUBHOIO KOJHMYECTBA COETMHEHHSI
dopmyisl (1), conepkaiero He Oosee S mMac.% KakoH-TUOO KPUCTAJUTMIECKOU (GOPMBI MU HE
cozepkaliero OOHaPyKMMOTO KOJIMYECTBA KaKOH-THO0 KPUCTATUUECKOH (POPMBI COETMHEHUSI
dopmyisl (I). B HEKOTOPBIX BapUaHTaX OCYINECTBIIEHUS POCT OMYyXOJH M MPOTrPECCHPOBAHKE
ONyXOJM BbI3BaHbl cBepxakcnpeccueil kuHasbl PDGFRo, OHKOreHHbIMH MHCCEHC-MyTalUsIMU
PDGFRa, OHKOT€HHBIMH JTeJICIMOHHBIMUA MyTalusiMu PDGFRo, OHKOT€HHBIME TIEPeCTPOUKaMHU
rena PDGFRo, npuBomsmumu k ciautbiM Oenkam PDGFRa, BHyTpureHHbIMEH nenenusiMu
PDGFRo. BHYTpU paMKU CUUTBIBAHHUS W/WJIM OHKOT€HHOW ammuudukammen reHa PDGIFRa. B
HEKOTOPBIX BapUaHTax ocymecTBieHuss coenuHenne Qopmyasr (1), He coxepskaiiee
OOHApPY>KUMBIX ~KOJIMYECTB KaKOH-IMOO KPUCTAJUIMYECKOH (OPMBL, BBOAST TALUEHTY,
CTPAJIalOIIEMy DPaKOM, TA€ pak MPeNCTaBisieT COOOW CTPOMANIbHBIE OIyXOJH IKENyIOYHO-
KUIIeYHOro Tpakrta, oOycnosneHHble PDGFRA, aneHOKapImHOMY JIETKOTO, TUIOCKOKJIETOYHBIH
paK JIETKOTo, MIHO0IACTOMY, TIIHOMY, NE€TCKYIO IIIHOMY, aCTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE
ONMyXONMH  JKEIyAOYHO-KUINEYHOTO  TPAKTa,  3J0KAYECTBEHHYKD  CapkoMy  00OJoYeK

nepuepruyeckux  HEpBOB, WHTUMAJbHbIE CApKOMBI, TUNEPIO3UHOQPMIBHBIA  CHHIAPOM,
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UJIMOTIATUYECKUH TUNEeP303MHO(DIIIBHBIA CHHAPOM, XPOHHUYECKUH S03MHO(UIBHBIN JIEHKO3,
OCTPBIN MUEJIOUIHBIHN JIEHKO3, CBS3aHHBIN ¢ d03uHO(IINeH, min tuMpooiacTHy0 T-KIeTOUHYIO
miM¢pomy. B HEKOTOpBIX BapHaHTax OCYILIECTBIEHHs 3a00NeBaHUE TMPEACTaBIsieT COOOH
CTpOMAaJIbHbIE OINyXOJH >kenynouHo-kumeuHoro tpakra (GIST), obycnosnennsie PDGFRA. B
HEKOTOPBbIX BapUaHTaX OCyLIeCTBJIEeHUs 3aboneBaHue mnpexacraBiser coboil pak serkoro. B
HEKOTOPBbIX BapUaHTaX OCYIIECTBIECHHUS 3a0oieBaHue INpeacramisieT coboil riamobiacromy. B
HEKOTOPbIX BapHAHTAaX OCYLIECTBJIECHHs 3aboieBaHMe TpencTaBiasieT coboil ramomy. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJICHUS 3a00JeBaHUE MPEICTABISET COOON 3JIOKAYE€CTBEHHYIO
capkoMmy oOosiouek mnepudepruuecKux HEpPBOB. B HEKOTOPBIX BapHaHTAX OCYIIECTBIICHHS
3a0oneBaHue TPEACTaBIsIeT COOON runep’03uHO(GMIbHBIA CUHAPOM. B HEKOTOPBIX BapHaHTax
ocymecteieHus coenuHenune Gopmyinsl (1), rne coenunenne gpopmyinel (I) comepxut He Honee S
Mac.% KakoH-MOO KPHUCTAIMUECKOW (POPMBI MIIM HE COXEPKUT OOHAPYKHMOTO KOJUYECTBA
Kakoi-mnbo kpuctayummdeckod (opmbl coenuHeHust ¢opmyisl (I), BBOmAT B KadecTBe
€IMHCTBEHHOTO areHTa Wid B KOMOWHAIMU C OPYTMMH NMPOTHBOPAKOBBIMH TEPANEBTHUECKUMHU
areHTaMy, NPOTHBOPAKOBBIMH OHMOJOIMYECKHMMH IpernapataMy, HHTHOUTOPAMH HWMMYHHBIX
KOHTPOJIBHBIX TOYEK WM XMMHOTEPAIIEBTUIECKUMHU areHTaMu.

[000179] Awmopduas ¢opma coemnunenuss ¢Gopmynbl (I), comepxkamas He Oonee
npubIU3UTENBHO S Mac.% KakoH-mnbo KpucTaunueckoi Gopmel coenuaenus popmynsl (1), kak
OIMMCAHO B HACTOALIEM AOKyMeHTe, siByisieTcst tHruontTopom c-KIT mupokoro crnekrpa neicTBusl.
B HexOTOpBIX BapHaHTax OCYLIECTBICHUS B HACTOSIIEM TOKYMEHTE MPEJIOKEH CIOCO0 JIeUeHUs
3a0oneBaHus, BBIOPAHHOTO W3 TPYIIIBI, COCTOAILIEH W3 CTPOMAJBHBIX OIYXOJIEH >KEeNyIO0YHO-
kumednoro Tpakta (GIST), cTpomManbHBIX OMyXOJIeH KEeNyAOYHO-KUIIEYHOTO TpPAKTa,
obycnosnenHbix KIT, cTpoMabHBIX OMyXOJeH ey 10YHO-KHIIEYHOTO TPAKTa, 00YCIOBIEHHBIX
PDGFRA, menanombl (Hampumep, KOKHOM MEJaHOMBI, HEKOJKHON MEJNaHOMBI, MEJIAHOMBI,
obycnosnennoit KIT, wnu wmenmanomelr, oOycnoienHoit PGDFRA, wiu  MenaHOMSBI,
obycnosiennoit PGDFR), ocTporo MueOMgHOrO JIeMKOo3a, OMyXOJjel 3apObIIIeBbIX KJIETOK
CEMUHOMBI HJIH JAUCTEPMHHOMBI, MAaCTOLIMTO3a, TYYHOKJIETOYHOI'O JIEWKO3a, aJeHOKAPIIMHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO paka JIETKOro, TJIHOOJACTOMBI, TJIMOMBI, JETCKOW TJIHOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKAYECTBEHHOW CapKOMbl 000JoueKk mnepudepruuecKux HEPBOB,
UHTUMAJIbHBIX CapKOM, TUITEeP303UHO(UITBHOTO CHHIpPOMA, UTHOTIATHYECKOTO
TUNIEPIO3UHOPMIBHOTO  CHHAPOMA, XPOHHUYECKOTO 303MHO(MIIBHOIO JIEWKO3a, OCTPOro
MHEJIOUIHOTO JIEHKO3a, CBA3aHHOTO C 303uHOodmmueit, mumdobdnactaoi T-kneTounoit tumpomsl
WIN HEMEJIKOKIETOYHOIO paka JIErKOro, BKJIIOYAIOIIMH BBEACHHE HYKIAIOIIEMYCS B 3TOM
NMALMEHTy TepaneBTUUeCcKH d¢pdexkTuBHOro kommuectsa coenuHerus Qopmynsl (1),
comepkamiero He Oojee mpuONM3UTENBHO 5 Mac.% KakoH-TMOO KpHUCTAUTMYECKOH (POpMBI
coequHenus: ¢opmynsl  (I). B HekoTOpbIX BapwaHTaX OCYINECTBIEHHUs 3a0oJieBaHUE
npencTaBisieT coOOi  CTpOMalibHBIE OMyXOJdH JkenyaodHo-kumewynoro Ttpakra (GIST). B
HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHUs 3a00JeBaHHE TPENCTaBiIsAeT COOOH CTpOMAalibHBIE
OINyXOJIM KENyAOYHO-KUIIEYHOro TpakTa, oOycnosieHHble KIT. B HekoTOphIX BapuaHTax

OCyLIECTBJICHUs1 3a00JeBaHHE MPEACTABISAET COOONH CTPOMAJIBHBIE OIYXOJIH SKENYJOYHO-
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KUIIEYHOrO Tpakrta, obycnosieHHple PDGFRA. B HEKOTOpPHIX BapHaHTax OCYLIECTBIICHHS
3a0oneBaHne TIPENCTaBJsAeT COOOW pak JIerkoro. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJICHUS
3a0oneBaHue TNpencTaBiseT coOoi rauobmacTroMy. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIECHUS
3a0oneBaHue TMpEACTaBIsieT CcoOOH TIiauMoMy. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS
3aboeBaHNe TPENCTaBIsIeT COOOHM 3JI0KAYECTBEHHYI CapKoMy OOOJOYeK mepudepryecKkux
HepBOB. B HEKOTOpBIX BapHaHTAaX OCYLIECTBICHUS 3a00jieBaHUE MpPEACTaBIsET COOOH
TUNEepP303UHOPIIIBHBI CHHAPOM. B HEKOTOpPBIX BapuaHTaX OCYLIECTBJICHUS B HACTOSLIEM
JOKYMEHTEe MPEIJIOKEH Croco0 JICUEeHHUs] WM TMPEeayNpekACHUs ONOCPEJOBAHHOTO KHUHA30M
PDGFR pocra omyxonu uiau MPOrpecCUpPOBAaHUs OIMyXOJH, BKJIIOYANOIUN  BBEIEHUE
HYKJAIOLIEMYyCsl B 3TOM TMALMEHTY TepaneBTHYECKH 3(P(EKTUBHOIO KOJHMYECTBA COETMHEHHSI
dbopmysl (1), conepskamiero He Oojiee MPUOTHZUTENBHO 5 Mac.% KaKOH-TMOO KPUCTAJUTUYECKOM
dbopmbl coequreHust popmyibl (I). B HEKOTOPBIX BapuaHTaX OCYLIECTBIICHUS POCT OMYXOJU WJIH
MPOrPECCHPOBAHNE OMYXOJH BbI3BaHbI CBepxaKkcnpeccuer kuHazbl PDGFRao, oHKOreHHBIME
mucceHc-mytammsimu  PDGFRa,  OHKOTeHHBIMU — AeneuuoHHbIMU — MyTauusmu  PDGFRa,
OHKOTeHHBbIMU TiepecTpoiikamu reHa PDGFRo, npuomgsmmmu kK ciutbiM Oenkam PDGFRa,
BHYTPUI'€HHbIMH fenerusiMu  PDGFRo. BHYTpU paMKM  CUUTHIBAHUS W/WIM  OHKOTE€HHOHN
ammmndukammein resa PDGFRo. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHUS COEAHHEHUE
dopmyner (I), He comepskamee OOHAPYKUMBIX KOJUYECTB KAKOW-THOO KPHUCTAITHYECKOU
(bopMBI, BBOIAT MALMEHTY, CTPAJAIOIIEMY PAaKOM, I7le paK MPEACTaBIsieT cOOOH CTpOMAaSbHbBIE
ONyXOJIM  JKENTy[JOYHO-KUIIEYHOro TpakTa, oOycnosienHele PDGFRA, anenokapuuHOoMy
JIETKOTO, TIJIOCKOKJIETOYHBIH paK JIETKOro, IHOOJacTOMy, TJIHOMY, JETCKYI TJIHOMY,
aCTPOLUTOMBI,  CapKOMBI,  CTPOMAJIbHbIE  OMYXOJHM  JKEJNYJOYHO-KUIIEYHOIO  TPAaKTa,
3JIOKAYeCTBEHHYIO CapKoMy o0oiouek mnepuepudeckux HEepPBOB, HMHTHMAJIbHBIE CAPKOMBI,
TUNEeP303UHOPIIIBHBI  CHHAPOM,  WAMONATHMYECKUH  THNEpPIO3HMHOMWIBHBIA  CHHIPOM,
XPOHUYECKUH 303MHOQMIBHBIN JIEMKO3, OCTPBIA MUENOWAHBbIA JIEHKO3, CBSI3AHHBIA C
so3uHOMMel, win JguMmdobnactayro T-knerounyro saumpomy. B HEKOTOpBIX BapuaHTax
ocyuiecTiieHuss 3a00JieBaHHE TPEACTABIACT COOOW CTPOMANIbHBIE OINyXOJHU KEJIyAOYHO-
kumeunoro Tpakra (GIST), oOycnosnennbie PDGFRA. B HekoTOpbIX  BapHaHTax
OCyLIecTBIIeHHs 3a00JIeBaHUE MPEACTABIsieT COOOH pak JIerkoro. B HEKOTOpBIX BapUaHTaX
ocyuiecTiieHuss 3a00JeBaHue MpPEACTaBisieT coOOl rimodiacTtoMy. B HEKOTOpBIX BapuaHTax
OCYLIECTBIICHUs 3a00JieBaHUE TMPEACTABIsieT COOOW TIMOMYy. B HEKOTOpBIX BapuaHTax
OCyILIeCTBIICHUs 3a00NieBaHUE MPEACTABISET COOOH 3JIOKAYeCTBEHHYIO CapKOMy O0OJIO4eK
nepudepruIeckux HepBOB. B HEKOTOPBIX BapHaHTaX OCYINECTBIECHHS 3a00JI€BaHHIE MPECTABIISAET
co0ol runep303MHOPIIBHBINA CHHAPOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS COCAMHECHUE
dopmyinel (1), rome coenunenue dopmynnl (I) comepkur He Oonee mpubam3uTenbHO 5 Mac.%
Kakoi-mnbo kpuctamumyeckod (opmbl coenuHeHust ¢opmyisl (I), BBOmAT B KadecTBe
€IMHCTBEHHOTO areHTa Wid B KOMOWHAIMU C JPYTMMH IMPOTHBOPAKOBBIMH TEPANEBTHUECKUMHU
areHTaMy, NPOTHBOPAKOBBIMH OHMOJOrMYECKMMHM IIpernapataMy, HHTHOUTOPAMH HWMMYHHBIX
KOHTPOJIBbHBIX TOYEK UM XMMHOTEPAIeBTUYECKIMHU areHTaMu.

[000180] B HekoTOpbIX BapuaHTaxX OCYyIIECTBIEHHs aMOp(dHyr (GopMy COeTUHEHUS
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dopmyel (1), umeromyro unctory nmo gaHHbiM BOYKX Gosee 95%, mpuMEHSIIOT AJIsl MOy YCHHSI
JIEKapCTBEHHOTO CPENCTBA JJIS JIeUeHUsl 3a00JIeBaHNs, BBIOPAHHOTO U3 TPYIIIbI, COCTOSLIEH M3
CTPOMAJIbHBIX OMNyXoJeH >kenynodHo-kumedHoro Tpakra (GIST), crpomampHBIX oOmyxomneit
KENyJOYHO-KUIIEYHOro TpakTa, oOycioBieHHbIx KIT, cTpoManbHBIX Omyxoneil >kesynouHo-
KUIIEYHOro Tpakrta, oOycnosineHHbIXx PDGFRA, menaHoMbl (Hampumep, KOXXHOH MeJIaHOMBI,
HEKOXKHOH MeNaHOMBI, MenaHoMbl, oOycnosneHHoN KIT, wiu menaHoMbl, 00yCIIOBICHHOM
PGDFRA, wmu wmenanombl, oOyciosneHHoii PGDFR), ocrporo wmumenonmgHOro neikosa,
OMyXOJIeH  3apOABIIIEBBIX  KJIETOK CEMHHOMBbl WJIM  JUCTEPMUHOMBI,  MAacTOLUTO3a,
TYYHOKJIETOYHOTO JIeMKO3a, aJeHOKAPLIMHOMBI JIETKOTO, IUIOCKOKJIETOUHOIO paka JIerkoro,
IJIHO0JIACTOMBI, TJIMOMBI, JETCKOH TJIIMOMBI, aCTPOLIMTOM, CAPKOM, 3JIOKAaYECTBEHHOW CapKOMBI
obomnouek nepudepruuecKux HEPBOB, MHTUMAJIBHBIX CAPKOM, THIEPI03UHOMUIBHOTO CHHAPOMA,
UJTUOTIATHYECKOTO TUIIEPIO3MHOPMIBHOTO CHHAPOMA, XPOHHYECKOTO 303WHO(HIBHOTO JIEHKO3a,
OCTPOr0 MHUEJIOMIHOTO JIEHK03a, CBA3aHHOTO ¢ 303uHOGmmel, auMdodnactHoit T-kieTouHON
TMM(POMBI U HEMENIKOKJIETOYHOTO paka JIETKOTo. B HEKOTOpPBhIX BapHaHTaX OCYIIECTBICHHUS
3a00JieBaHNEe BbI3BaHO KMHA3HOU akTUBHOCTHIO C-KIT w/man PDGFRA,| w/unu ux OHKOreHHbIMU
dopmamu. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHUS 3a00NeBaHHE NPEACTaBIsAET COOOi
CTPOMAJIbHBIE OIYXOJH KenyaouHo-kumewynoro tpakrta (GIST). B HekoTopeIx BapuaHTax
ocyliecTBlieHHs: 3a00JieBaHHE TPEACTaBIACT COOOW CTPOMANIbHBIE OIYXONHU JKEIyAOYHO-
KUIIEYHOTO TpakTa, oOycnoBnenHele KIT. B  HEKOTOphIX BapuaHTaX OCYIIECTBIICHHS
3a0oneBaHne TMPEACTABIsIET COOOM CTpPOMAaJIbHBIE OIYyXONH JKEIyAOYHO-KHUIIEYHOTO TPAKTA,
oOycnoBnennsle PDGFRA. B  HekoTOpbIX BapuaHTax OCYLIECTBIEHUs 3a0ojeBaHue
npenacTaBisier coOoi pak Jerkoro. B HEKOTOPBIX BapuaHTaxX OCYLIECTBIEHHs 3a00JeBaHue
npencrasisier coOoit rimmobmactoMy. B HEKOTOpPBIX BapuaHTaX OCYIIECTBIEHHUS 3a00ieBaHHe
npencraBisier coOoi IMoMy. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUs 3a0oJeBaHHe
NpenCcTaBisieT COOOHM 3JI0KAaYeCTBEHHYIO capkoMmy obonouek mnepudepudeckux HepBoB. B
HEKOTOPBIX BapHUaHTaxX OCYIIECTBJIEHHUS 3aboneBaHue NPECTaBIISAET coboit
TUNIEPIO3MHOPUIbHBIA CHHAPOM. B HEKOTOPBIX BapuaHTaX OCYLIECTBICHUS aMOpdHYIO (hopmy
coequHenus popmyisl (1), umeromyr 4uctoty no aanabiM BOYKX Gonee 95%, npuMeHsIOT 1J1st
MOJIyYeHUs] JIEKApCTBEHHOT'O CPEACTBAa AJI JICUEHUs WIIN NPENyNpexIeHUs ONOCPEAOBAHHOTO
knHa30ii PDGFR omnyxonesoro pocra onmyxonu. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHUS POCT
OMyXOJIU WJIM TPOTPECCHPOBAHUE OMYXOJM BbI3BaHbI CBepxdkcnpeccueit kuHassl PDGFRa,
OHKOTE€HHBIMU MHCCEHC-MyTarusiMu  PDGFRo, OHKOTEHHBIMHU JEIELIMOHHBIMH  MYTaLHSIMHU
PDGFRo, oHKOTEHHBIMH TiepecTpoiikamu reHa PDGIRao, TpUBOAALIUMH K CIUTBIM O€lKam
PDGFRa, BHyTpureHHeiMu neneuussMua PDGEFRo BHYTPU paMKd  CUUTBIBAHHMS W/WIH
OHKOreHHOW amrum¢ukanueii reHa PDGFRo. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIICHHS
amopduyro dopmy coenunenust Gopmyisl (1), umerornyro yucroty mo gaHHeiM BOXKX Gonee
95%, MPUMEHSIOT AJIA TOJyYeHHs JIEKAPCTBEHHOTO CPEACTBA JUIsl JieueHHs 3a00JIeBaHMs, I1e
3a0oneBaHNne TMpPEACTABIsIET COOOM CTpPOMAaJIbHBIE OIyXONHU JKEIyAOYHO-KHIIEYHOTO TPAKTA,
ooycnosnennble PDGFRA, aneHOKapuuHOMY JIErKOro, IUIOCKOKJIETOYHBIH pak JIETKOTO,

FJ'II/IO6J'IaCTOMy, oMy, ACTCKYHO TJIMOMY, aCTPOUHUTOMBI, CAPKOMBI, CTPOMAJIbHBIC OITYyXOJIH
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KENMYJOYHO-KUIIEYHOTO TPAKTa, 3JI0KAYECTBEHHYIO CapKoMy o0osiouek nepudpepudecKux
HEPBOB, HHTHUMAJIbHbIE CApKOMBI, THIEPI03UHO(UIBHBI  CHHAPOM, HMIUONIATHYECKHUH
TUTIEPI03UHOPUIIBHBIA CHHAPOM, XPOHUYECKUN 303MHOMUIBHBIN JIEMKO3, OCTPBIH MHEIOUIHBIN
JeWKO3, CBsI3aHHbIN ¢ 303uHOQummel, wmn aumdodnactayro T-knerounyro numpomy. B
HEKOTOPbIX BapHUaHTaX OCYIIECTBJICHUs 3a00JjieBaHHE NPENCTaBsieT COOOW CTpOMAaJbHbIC
omyxonu sxenynouHo-kumeyHoro tpakra (GIST), ofycnosnenasie PDGFRA. B HekoTOpbIX
BAPUAHTAX OCYLIECTBIEHUs 3a0oyeBaHNEe MPEACTaBisieT COOOW pak Jerkoro. B HekoTopbIx
BapHaHTaxX OCYIIECTBJIEHUs 3a00JieBaHUE MpencTaBisieT coOoi rnmodmacToMy. B HEKOTOPBIX
BapUAHTAX OCYLIECTBJCHUs 3a0ojieBaHUE TpencraBisier coboi rmomy. B HEKOTOpBIX
BapUAHTAX OCYINECTBJIEHHs] 3a00JeBaHUE NPEACTABIsIET COOOHM 3JI0KAYECTBEHHYI) CapKOMY
oboyiouek mepudepudecKux HEPBOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS 3a0OJieBaHUE
NpeACTaBIsIET COOOH THIEP303MHOQPIIBHBIA CHHIPOM.

[000181] B HekoTOpbIX BapuaHTaX OCYyINeCTBJIeHHsS aMOophHyr (GopMy CcoemuHeHUs
dopmyner (), He comepkamlyrdo OOHAPYKUMBIX KOJIUYECTB KAKOU-TUOO KPHCTAJUTMYECKOU
(bopMBI, MPUMEHSIOT MUl TOJYyYEHHUs] JIEKAPCTBEHHOTO CPEACTBA IS JIEYeHHsl 3a00JIeBaHUs,
BBIOPAHHOTO U3 TPYIIIBL, COCTOSIIEH U3 CTPOMAJIBHBIX OIyXOJIEH JKeJyJOUHO-KUIIEYHOTO TPAKTa
(GIST), cTpoMaNbHBIX OIMyXOJIeH KeNyAOYHO-KUINIEUHOTO TpakTa, oOyciosieHHbx KIT,
CTPOMAJIbHBIX ~ OMyXOJiel  JKeNMyJOYHO-KHIIEYHOro TpakTta, oOycioeneHHbIx PDGFRA,
MeJIaHOMBI (HanmpuMep, KOXKHON MeNTaHOMBI, HEKOKHON MEJNaHOMBI, MEJIAHOMBI, 00y CIIOBIIEHHOM
KIT, win menanomsl, oOycnosnenHoit PGDFRA, wnmu menanomsbl, oOycnosiennoit PGDFR),
OCTPOr0  MHUEJIOMAHOIO JIEWKO3a, ONyXOJed 3apOoAbIIeBbIX KIETOK CEMHUHOMBI WU
IUCTEPMUHOMBI, MACTOLMTO3a, TYYHOKJIETOYHOTO JIeHK03a, aJ€HOKAPILMHOMBI JIETKOrO,
IUIOCKOKJIETOYHOTO PakKa JIETKOTrO, TJIMOONACTOMBI, TJIMOMBI, JETCKOH IJIMOMBI, ACTPOLIHTOM,
CapKOM, 3JIOKAYECTBEHHOW CapKOMbI 00OJOYeK mepudepuyecknx HEPBOB, HHTUMAJIbHBIX
CapKOM, THUNEPI03MHO(PHUIBPHOTO  CHHAPOMA, HAMONATHYECKOTO  THIEPI03MHO(UIBHOIO
CHHIPOMA, XPOHUYECKOTO HO3MHO(PUIBHOTO JIEHK03a, OCTPOr0 MHEJIOUIHOTO JIeWKO3a,
CBSI3AHHOTO C 03uHOdmIHel, TuMpodnacTHoM T-Ki1eTodHON TUMEGOMBI U HEMEKOKJIETOUYHOTO
paka Jerkoro. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHUs 3a00JieBaHHE BBI3BAHO KHHA3HON
akTuBHOCTBIO C-KIT w/mmu PDGFRA, w/mnnm ux onHkoreHHbiMH (opMamu. B HEKOTOpBIX
BApUAHTAX OCYIIECTBJICHUS 3a00JieBaHHE TMPEACTaBIACT COOOW CTPOMAJIbHBIE —OIYXOJIH
xenmynouHo-kumeyHoro Tpakra (GIST). B HekoTOphIX BapuaHTax OCYIIECTBJICHHs 3a00IeBaHNE
npeacTaBisieT co00i CTPOMANbHBIE OMYXOJIU SKEJYAOYHO-KHIIEYHOTO TPAKTa, OOYCIOBICHHbIE
KIT. B HEKOTOpPBIX BapHaHTax OCYLIECTBICHHs 3a00e€BaHIE MTPEICTABISAET COOOI CTpOMaIbHBIE
OIyXOJIN JKEJTyTOUYHO-KHUIIeYHOro Tpakra, odycnosneHHsle PDGFRA. B HekoTOphIX BapuaHTax
ocyliecTBlieHHs1 3a00eBaHHE MPEACTABIsieT COOOH pak Jierkoro. B HEKOTOpBIX BapuaHTax
ocyuiecTBieHuss 3a00JIeBaHue MpeAcTaBisier coOol rimmodnacToMy. B HEKOTOpBIX BapuaHTax
OCYLIECTBIIEHUsT 3a00JieBaHWE TNPEACTaBsieT CcoO0OW TrimoMy. B HEKOTOphIX BapuaHTax
OCyLIeCTBIIEHUs 3a00JeBaHHE MPEACTABISET COOOHM 3JI0KAYeCTBEHHYIO CapKOMy O0OJ0deK
nepudepruIeckux HepBOB. B HEKOTOPHIX BapHaHTaxX OCYIIECTBIIEHHS 3a00JI€BaHHIE MPECTABIIAET

co0ol runep303uHOPUIBHBIN CHHAPOM. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJIECHUS aMOPQHYIO
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dopmy coenunenust Gopmyinbl (I), He comeprkamryr0 OOHAPYKUMBIX KOJHYECTB KaKOW-THOO
KPHUCTANTNUECKONW (POPMBI, IPUMEHSIIOT AJIS MTOJYUEHHS JIEKAPCTBEHHOTO CPENICTBA IS JICUEHHS
WK TmpenynpexnaeHus onocpenosaHHoro kunHasoii PDGFR omyxonesoro pocra omyxomu. B
HEKOTOPBIX BApUAHTAaX OCYIIECTBJIEHHS POCT OIYXOJH WJIM IPOrpecCUPOBAHUE OIMYXOJH
BbI3BaHbI cBepXxdkcnpeccueil kuHasbl PDGFRa, onkorenHsiMu mucceHc-mytauusimu PDGFRa,
OHKOT€HHBIMU JeNeMOHHBbIMI MyTalmsiMu PDGFRo, OHKOTEHHBIMU TEPeCTpONKaMH TreHa
PDGFRo, npusogsimumu k ciutbiM Oenkam PDGFRa, BayTpurenneivu peneuysivu PDGFRa
BHYTPH PAMKH CUHTBIBAHUS W/WJIM OHKOT€HHOH amrmuindukauuei rena PDGFRo. B HEKOTOPBIX
BapHaHTax ocyuecTBiaeHuss amopduyro dopmy coemuHenus dopmyisl (I), HE comepskainyro
OOHAPYKUMBIX KOJHYECTB KaKOW-JINOO KPUCTAJUTHUECKOW (POPMBI, MPUMEHSIFOT IS TTOJTyYEHHSI
JIEKapCTBEHHOTO CPENCTBA Ui JieueHHs 3a0oneBaHus, rae 3aboeBaHue MPeacTaBisieT coOOH
CTpPOMAJIbHBIE  OMyXOJIM  JKEJyJOYHO-KHIIEYHOro  Tpakrta, oOycnoBienHsie PDGFRA,
aIEHOKAPIITHOMY JIETKOTO, TUIOCKOKJIETOYHBIH PaK JIETKOro, TIHOOJAcTOMY, TIIHOMY, AETCKYHO
IJIHIOMY, AaCTPOLIUTOMBI, CAPKOMBI, CTPOMAJBHBIE OIYXOJH KEJIyAOYHO-KUIIEYHOTO TPAKTa,
3JIOKQUECTBEHHYIO CapkoMy o0osiouek mnepupepuyeckinx HEPBOB, WHTHMAJbHBIE CAPKOMB,
TUNIEPI03MHOPWIIBHBIA  CHHAPOM,  HMAMONATUYECKHH  THIEP303WHOMUIBHBIA  CHHIPOM,
XPOHMYECKHH 303MHOQMIBHBIA  JIEHKO3, OCTPBIi MHENOWAHBIN JIEHKO3, CBSI3aHHBIA C
so3uHOMmMel, win JguMmdobnactayro T-xnerounyro sanmpomy. B HEKOTOpBIX BapuaHTax
ocyliecTBiieHUss 3a00JieBaHHE TPEACTaBIACT COOOW CTPOMANIbHBIE OIYXONHU JKEIyAOYHO-
kumeunoro Tpakra (GIST), oOycnosnennsie PDGFRA. B HekoTOphIX  BapHaHTax
ocylLIecTBlIeHUs 3a00eBaHue MpPEACTaBsieT COOOM pak Jierkoro. B HEKOTOpBIX BapuaHTax
ocyliecTBieHUs 3a00JeBaHue MpeAcTaBisier coOoi rnmodnacToMy. B HEKOTOpBIX BapuaHTax
ocymiecTBieHus: 3aboneBaHue mpezacTaBiseTr coOOi rimmoMy. B HekoTOpsIX BapuaHTax
ocyliecTBieHus1 3a0oyieBaHUE TPEACTaBIAeT COOOH 3JI0KAYECTBEHHYIO CapKOMy 00OJOueK
nepuepuIecKuX HEpPBOB. B HEKOTOPBHIX BapHaHTAaX OCYILIECTBIIEHHS 3a00I€BaHUE TIPEICTABISIET
co00¥ runep’03MHOPUIBHBIA CHHIPOM.

[000182] B HekOTOpBbIX BapuaHTaX OCYyINeCTBJeHHsS aMOpdHyr (GopMy CoequHEHUs
dopmyel (I), conepskainyro He Oosee MPUOTUZUTENHHO 5 Mac.% KaKOH-THOO KPUCTAITHYECKOM
dopmbl coenraerust Gopmyibl (I), MPUMEHSIFOT Ui MONyYeHUs JIEKAPCTBEHHOTO CPENCTBA TSI
JgeyeHust 3a00JeBaHUs, BBIOPAHHOTO W3 TPYIIBL, COCTOSINEH M3 CTPOMAJbHBIX OMyXOJeH
xkenynoyHo-kumeynoro Ttpakta (GIST), cTpoMaibHBIX OMyXONEeH KeJyIOYHO-KHUIIEUHOTO
Tpakta, oOycnoBneHHbIX KIT, CTpOManbHBIX OMNyXOJNeH IKEeNyJOYHO-KHUIIEYHOTO TPAaKTa,
oOycnoBinenHbix PDGFRA, MenanoMbl (Hanpumep, KOXKHOH MENaHOMBI, HEKOYKHON MEJIaHOMBI,
menanombl, odyciosiennor KIT, wiun menanomer, obycnosnennoit PGDFRA, wnu menaHOMBI,
obycnosnenHoit PGDFR), octporo MueonmgHOro Jeiko3a, OMyXOjel 3apOJbIIEeBbIX KJIETOK
CEMHUHOMBI HJIM JAUCT€PMHHOMBI, MAaCTOLIMTO3a, TYYHOKJIETOYHOIO JIEHK03a, aJeHOKAPIIMHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO paka JIETKOro, TJHOOJNACTOMBI, TJIMOMBI, JETCKOH TIJIMOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKAUYECTBEHHOM CapkoMbl 00oyouek mnepudepruuecKux HEPBOB,
UHTHUMAJIbHBIX CapKoM, TUITEPI03UHO(UIBHOTO CHHIpPOMA, UIMOTIATHYECKOTO

TUNEeP303UHOPHIBHOTO  CHHIPOMA, XPOHMYECKOTO 303MHO(UIBHOrO JeiKko3a, OCTPOro
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MHEJIOUIHOTO JIEHK03a, CBA3aHHOTO C 303uHOopmumueit, mumdodnactaoit T-kneTounoit mumpomsl
U HEMEJIKOKJIETOUHOTO paka JIETKOro. B HEKOTOpBhIX BapuaHTax OCYIIECTBJIECHHUs 3a00ieBaHue
BbI3BaHO KMHA3HOM akTHBHOCTHIO C-KIT n/mnun PDGFRA, w/nnu nx onkorenHsiMu ¢popmamu. B
HEKOTOpBIX BapHaHTaX OCYLIECTBIEHUs 3a00JeBaHUE TPENCTaBisAeT COOOH CTpOMalibHbIE
ONyxosu skenynouHo-kumedHoro Tpakra (GIST). B HexkoTOpbIX BapuaHTax OCYIIECTBIIEHHS
3a00eBaHNe MPEACTAaBIsIET COOOM CTPOMAJbHBIE OMYXOJH JKENTyJOYHO-KHIIEYHOTO TPAKTa,
obycnosnennele KIT. B HexkoTOphIX BapHaHTax OCYIIECTBIECHHUsS 3a00J€BaHHE NPENCTABISIET
co0O# CTpOMaJIbHBbIE OMYyXOJIU KEJyIOYHO-KUIIeUHOTro Tpakta, odyciosineHHbie PDGFRA. B
HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS 3a0ojieBaHHME mMpencraBisieT coOoil pak yerkoro. B
HEKOTOPBIX BapHAHTAaX OCYINECTBJICHHUs 3a0oyieBaHHe mpenacrasisier coboil rmmobmacromy. B
HEKOTOpBIX BAapUAHTaX OCYINECTBJICHUs 3aboieBaHue mnpencTaBisier cobol riamomy. B
HEKOTOPBIX BapHUAHTAaX OCYIIECTBJICHUS 3a00JEeBaHUE MPEACTABISIET COOOH 3JIOKAYE€CTBEHHYIO
capkoMmy oOosiouek mnepudepruuecKux HEpPBOB. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHS
3a0oneBaHne MPEACTaBIsIeT cOOON runep303nHO(GIIbHBIA CHHAPOM. B HEKOTOPBIX BapHaHTax
ocymecteiaeHus: amopduyro ¢dopmy coenunenusi ¢opmynbl (I), comepxkamyr He Oonee
npubnu3uTenbHO 5 Mac.% KakoH-nmnbo Kpuctayumueckoil gopmsel coenuHeHust dopmynsl (1),
NPUMEHSIIOT Ul TIOJMYYEHHUsl JIEKAPCTBEHHOTO CPEACTBAa IS JICYSHUS WIN TPEAyIpPeKIEHUs
onocpenosanHoro kuHazoii PDGFR omyxoneBoro pocra omyxonu. B HeEKOTOpbIX BapHaHTax
OCYILIECTBIIEHUS POCT OIMYXOJHU WJIHM MPOTPECCHPOBAHKE OIyXOJIM BBI3BAHBI CBEPXIKCIIPECCUEH
kuHasel  PDGFRa,  onkorennsiMu  MucceHc-mytaumsiMua  PDGFRo,  OHKOT@HHBIMH
nenenuoHHbIMU  MyTaumsiMu  PDGEFRo, oHkoreHHbIMH —mepectpoiikamu reHa PDGFRa,
npuBomAmuMU K ciutbiM Oenkam PDGFRa, BHyTpurennsiMu neneuusimu PDGFRo BHYTpH
pPaMK{ CUUTBIBAHUS W/MIM OHKOreHHOW ammmpukaimend reHa PDGFRa. B HexoTopbix
BapUAHTaX OCyllecTBIeHUs amopduyro ¢opmy coemnunenus gopmynsr (I), comepxkainyro He
Gonee mpubIM3UTENBEHO 5 Mac.% KakoH-m100 KpUCTATNUeCKOH (HOpMBI COEAMHEHHST (POPMYJIBI
(I), mpUMEHSIOT AJIsl TOJNyYEHUs] JIEKAPCTBEHHOTO CPEACTBA MAJIsl JIeYeHUs 3a00JIeBaHUsS, TIe
3a0oneBaHue MpPEACTaBIsieT COOOM CTPOMAJIbHBIE OIYXOJH JKEJIyAOYHO-KHIIEYHOTO TPAKTA,
obycnosnennbie PDGFRA, aneHOKapuuHOMY JIErKOTO, TUIOCKOKJIETOYHBIA pakK JIErKOTO,
IIHO0IACTOMY, TJIHOMY, NETCKYI0 TJIHOMY, ACTPOLIUTOMBI, CAapKOMBI, CTPOMAIIbHBIC OIYXOJIH
KENYJOYHO-KUIIEYHOTO TPAKTa, 3JIOKAYECTBEHHYIO CapKoMy o00osiouek nepudpepuIecKux
HEPBOB, HMHTUMAJIbHBIE CApKOMBI, THIEP303UHO(UIBHBI  CHHAPOM, HIUOMATHYECKHUI
THITEeP303MHOPUIIBHBIA CHHIPOM, XPOHUYECKUH S03MHO(PUIIbHBIN JIEHKO3, OCTPBIN MHEJIOH THbIHI
JEeWKO3, CBsI3aHHBIN ¢ 303uHO(umeir, wmm numdodnactayro T-knerounyrwo mumpomy. B
HEKOTOpBIX BapHAHTaX OCYLIECTBICHHUs 3a00JeBaHHE TPENCTaBJIsAeT COOOH CTpOMAaNIbHBIE
omyxonu skeiayaouHo-kumedHoro tpakta (GIST), oOycnonennbie PDGFRA. B HekoTOphIX
BApUAHTaX OCYINECTBJICHUS 3a00NIeBaHHME IPENCTAaBJSAET COOOHW pak Jerkoro. B HEKOTOpBIX
BapHaHTaX OCYLISCTBJICHUs 3a0oJieBaHUE MpPeNCTaBiisieT coOoil rimodmacTomy. B HEKOTOPBIX
BapUAHTAaX OCYLIECTBICHUs 3a0ojieBaHuEe TpencraBisier coboit rmomy. B HekoTOphIX
BApUAHTAaX OCYINECTBIEHHUs 3a00JeBaHUE NPEACTaBIsIET COOOHM 3JI0KAYECTBEHHYIO CapKOMY

obosnovek nepudepuueckux HEpBOB. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHUs 3a00ieBaHue
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npeacTaBisieT coO0i runep303MHOPIIIBHBIA CHHIPOM.

[000183] B HekoTOpbIX BapuaHTaX OCYyIIECTBJIEHHs aMOpdHyr (GopMy CoequHEHUs
dopmyner (1), comepxkamyro He Oonee S5 wmac.% KakoH-IMOO KPHUCTAJUIMYECKOW (POPMBI
coenuHeHust ¢opmynbl (I) wnm He copepxaiyr OOHAPYKMMOTO KOJHYECTBA KaKOW-THOO
KPHUCTAITNUECKONW (POPMBI, IPUMEHSIIOT AJIS MTOJYUeHHs JIEKAPCTBEHHOTO CPENCTBA IS JICUEHHS
3a00eBaHus, BHIOPAHHOTO W3 TPYIIIBI, COCTOSINEH U3 CTPOMAJIBbHBIX OMyXOJIEH JKelyIO0uHO-
kumeyHoro Tpakta (GIST), cTpomanmbHBIX OMyXOJel KeJlyJOYHO-KUIIEYHOTO TPAaKTa,
o0ycrosnenHbix KIT, cTpoManbHBIX OMyXO0iel sKeayI04HO-KHIIEUHOTO TPAKTa, O0YCIOBICHHBIX
PDGFRA, menanombl (Hampumep, KOXKHOM MeJIaHOMbI, HEKOKHON MEJNaHOMBI, MEJAHOMBI,
oboycnonennoit KIT, wnm wmenaHombl, oOycioBneHHoit PGDFRA, wnu  MenaHOMBI,
obycnosnennoit PGDFR), ocTporo MuejoumgHOro Jeiko3a, OMyXoJjed 3apOJbIIIeBbIX KJIETOK
CEMHUHOMBI HJIH JAUCTEPMHHOMBI, MAaCTOLIMTO3a, TYYHOKJIETOYHOI'O JIEHK03a, aJeHOKAPIIHHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO pakKa JIETKOro, TJIHOOJACTOMBI, TJIIMOMBI, IETCKOW TJIHOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKAYECTBEHHOW CapKOMbl 00oyouek mnepudepruuecKux HEPBOB,
WHTHMAJTbHBIX CapKoM, TUITEeP303UHO(UITBHOTO CHHIpPOMA, UTHOTIATHYECKOTO
TUTNIEPI03UHOPMIBHOTO  CHHAPOMA, XPOHHUYECKOTO 303MHO(IIIBHOIO JIEWKO3a, OCTPOro
MHEJIOUHOTO JIEHK03a, CBA3aHHOTO C 303uHOpmmnei, mumdodnactaoit T-kneTounoit mumpomsl
U HEMEJIKOKJIETOUHOTO PaKa JIETKOro. B HEKOTOpBhIX BapuaHTaX OCYIIECTBJICHHUs 3a00ieBaHUe
BbI3BaHO KMHA3HOM akTHBHOCTHIO C-KIT n/mmn PDGFRA, w/nnu nx oHkoreHHeiMu ¢popmamu. B
HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUs 3a00JeBaHHE TIPENCTaBJIsAeT COOOH CTpOMalbHBbIE
onyxoJyu skenynodHo-kumedHoro Tpakra (GIST). B HexkoTopbIX BapMaHTax OCYIIECTBIIEHHS
3a0oneBaHNne TMPEACTABIsIET COOOM CTpPOMAasIbHBIE OIYyXONHU JKENyAOYHO-KHIIEYHOTO TPAKTa,
oOycnosnennbie KIT. B HekoTOpBIX BapwaHTax OCYLIECTBJICHHs 3a00JIeBaHHE MPEICTABISIET
co0Ol CTpOMaJIbHBIE OMyXOJIH JKEJTyIOYHO-KUIIeUHOro Tpakta, oOycnosineHHsie PDGFRA. B
HEKOTOPbIX BapUaHTaX OCYyLIeCTBJIEHUs 3aboyeBaHue mNpeacTaBiser coboi pak serkoro. B
HEKOTOPBIX BapHAHTAaX OCYIIECTBJICHHUs 3a0oyieBaHHE MpencTasisier coboil rmuobmacromy. B
HEKOTOpBIX BapUAHTaX OCYINECTBJICHUs 3aboieBaHue mpencTaBisier cobod riamomy. B
HEKOTOPBIX BapHUaHTAaX OCYIIECTBJICHUS 3a00JeBaHUE MPECTABISET COOON 3JIOKAYE€CTBEHHYIO
capkomy oOosiouek mnepudepruuecKux HEpPBOB. B HEKOTOPBIX BapHaHTAX OCYIIECTBIICHHS
3a0oneBaHne TPEACTABIsIET COOON runep’03nHO(GIIBbHBIA CUHAPOM. B HEKOTOPBIX BapHaHTax
ocymectsieHus: amophHyro Gopmy coequnenus: hopmysl (I), cogepxkamyro He Oonee 5 mac.%
Kakoh-mn00 KpucTaumdeckoil ¢opmbl coeauHeHust ¢Gopmynbl (I) wim He conmepskallyro
O0HapY>KUMOTO KOJTMYECTBA KaKOW-THO0 KPUCTAIUTNIECKOH (POPMBI, MPUMEHSFOT JIS TIOJTyYEHUsI
JIEKapCTBEHHOTO CPEACTBA MU JICYCHUS WIH TPEAyNPekIeHUs OIOCPEAOBAHHOIO KHHA30M
PDGFR onyxoneBoro pocta onyxoiu. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS] POCT OMyXOJIU
W TIPOTPECCUPOBAHUE OIyXOJIU BbI3BaHbI cBepxakcmpeccueit kuHazsl PDGFRo, oHkOreHHBIMEU
mucceHc-mytatmsimu - PDGFRa, OHKOTeHHBIMU — AeneuuoHHbIMU — MyTauusmu  PDGFRa,
OHKOTeHHBbIMU TiepecTpoiikamu reHa PDGFRo, npuomsmmmu k ciutbiM Oemkam PDGFRa,
BHYTPUI'€HHbIMH fenerussMu  PDGFRo. BHYTpU paMKM  CUUTHIBAHUS W/WIM  OHKOTE€HHOMN

ammndukammen rena PDGFRo. B HeKOTOpBIX BapHaHTaxX OCYLIECTBJIEHUs aMOp(HYyIO (hopmy
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coequHenust gopmynsl (I), comepxkamyo He Oonee 5 mac.% KakoW-TUOO KPUCTAITHYECKOM
dopmbl coenuHeHust Gpopmyibl (I) winm He comepskamyr0 OOHAPYKHUMOTO KOJMYECTBA KaKOM-
b0 KpUCTAIUTMYECKONH (POPMBI, NMPUMEHSIOT Ui TOJNyYeHHs JIEKAPCTBEHHOIO CPENCTBa JJIs
JeueHus 3a0oseBaHus, rae 3a0ojeBaHHE TIPEACTaBiIsAeT COOOH CTPOMAJbHbIE OIYXOJHU
JKEJYJOYHO-KUIIEYHOro TpakTa, oOyciosiaenHbie PDGFRA, aneHOKapuMHOMY JIETKOro,
IUIOCKOKJIETOUHBIH paK JIErKOro, IIHOOJacTOMy, TIIMOMY, HETCKYH0 TJIHOMY, acTPOLMTOMBI
CapKOMBI, CTPOMAJIbHBIE ONYXOJH KEJYyJOYHO-KUIIEYHOIO TPAKTA, 3J0KAYECTBEHHYIO CApKOMY
obosovek nepudepruuecKux HEPBOB, MHTUMAIbHBIE CAPKOMBI, THIIEPI03UHOMUIIBHBIN CUHIPOM,
UTUOTIATUYECKUN TUNEPI03MHO(PMIIBHBIA CHHAPOM, XPOHHYECKUH S03MHOQPUIIBHBIN JIEWKO3,
OCTPBIN MUEJIOUIHBIH JIEHKO3, CB3aHHBIN ¢ d03uHO(MINEl, min TuMpoOIacTHYO T-KIeTOYHYIO
muMpomy. B HEKOTOpBIX BapWaHTax OCYLIECTBICHHs 3a00NeBaHUE TMPEACTaBIsieT CcoOOH
CTpOMAaJIbHBIE ONMyXOJH KenmynouHo-kumeuHoro tpakra (GIST), obycnosnennsie PDGFRA. B
HEKOTOpBIX BapHaHTAaX OCYINECTBJICHUS 3a00jieBaHHME TNpencraBisieT coOoil pak yerkoro. B
HEKOTOPBIX BapHAHTAaX OCYINECTBJICHHUS 3a0oyieBaHHE MpencTarBisier coboil rmmobmacromy. B
HEKOTOpBIX BAapHAHTaX OCYINECTBJICHUs 3aboneBaHue mpencrtaBisier coboil riamomy. B
HEKOTOPBIX BapHaHTAaxX OCYIIECTBJICHUS 3a00JE€BaHUE MPEINCTABISET COOOH 3JI0KAYE€CTBEHHYIO
capkoMmy oOosiouek mnepudepruuecKux HEpPBOB. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHS
3a0oieBaHNe MPEACTaBISIET COOOH TUIIEPI03MHOMMITBHBIA CHHAPOM.

[000184] dapmaneBTHUECKHE KOMIO3MIMUA ©  (hapMaLEBTUYECKUE KOMITO3UIIUH,
comepkamme amopHyro ¢opmy coenuneHus ¢opmynbl (I), kak OmMCaHO B HACTOSIIEM
IOKYMEHTEe, TakuM O0pa3oM, MOryT OBITb NPHUMEHHMBI TPH JIEUEHUH ONpPEAETIeHHbIX
pPacCTPONCTB y HYKIAKOLIErocsi B 3TOM MNalMeHTa. B HEKOTOpBIX BapHaHTax OCYILECTBICHUs
Takoe 3a00JieBaHNe BbI3BaHO KHMHA3HOM akTUBHOCTBIO C-KIT mmun PDGFRA, u ux OHKOreHHBIMU
dopmamu. B HEKOTOpBIX BapHaHTaX OCYIUECTBJIEHHs 3a00JeBaHUE NPENCTABIIET COOOH
CTPOMAJIbHbIE OMYyXOJH JKenynouHo-kumeyHoro tpakra (GIST), crpomanpHble OmyXosu
JKEJYyJOYHO-KUIIEYHOTrO TpakTa, oOyciosnenHbie KIT, cTpomasibHbIe OMyXOJU JKEJTyqOYHO-
KUIIeyHoro tpakta, oOycnosneHHsle PDGFRA, menanomy (Hanmpumep, KOKHYIO MEJIaHOMY,
HEKOJKHYIKO MeJIaHoMy, MejaHomy, oOycioBieHHyro KIT, wiu menanomy, 0OOyCIOBICHHYIO
PGDFRA, unu menanomy, oOycnosinernnyro PGDFR), ocTpblii MUETOUIHBIN JIEHKO3, OMyXOJIH
3apOJIBIIIEBBIX KJIETOK CEMUHOMBI MM JAUCTE€PMUHOMBI, MaCTOLIUTO3, Ty4YHOKJIETOUHbIN JIEHKO3,
aIEHOKAPIITHOMY JIETKOTO, TUIOCKOKJIETOYHBIH PaK JIETKOTO, TIIHOOJACTOMY, TITHOMY, AETCKYHO
IJIIOMY, aCTPOLIUTOMBI, CAPKOMBI, 3JIOKAYECTBEHHYIO CapkoMy o00oiodek mnepudepudeckux
HEPBOB, HMHTHUMAJIbHBIE CapKOMBI, THIEP303UHO(UIBHBI  CHHAPOM, HIUOTIATHYECKHUI
THITEeP303MHOPUIIBHBIA CHHIPOM, XPOHUYECKUH S03MHO(PUIIbHBIN JIEHKO3, OCTPBIH MHEJIOH THbIHI
JEeWKO3, CBsA3aHHBIA C »o3mHOGMIneH, numbodnacTHyro T-kieTouHyro numMpoMy HIU
HEMEJIKOKJIETOYHBII PaK JIErkoro. B HEKOTOPBIX BapuaHTaX OCYIIECTBIEHHs 3a00ieBaHue
npencTaBisieT coOOi  CTpOMalibHBIE OMyXOJdH JkenyaodHo-kumewynoro Ttpakra (GIST). B
HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHUs 3a00JeBaHHE TPENCTaBiIsAeT COOOH CTpOMAalibHBIE
OINyXOJIM KENyAOYHO-KUIIEYHOro TpakTa, oOycnosieHHble KIT. B HekoTOphIX BapuaHTax

OCyLIECTBJICHUs1 3a00JeBaHHE MPEACTABISAET COOONH CTPOMAJIBHBIE OIYXOJIH SKENYJOYHO-



80

KUIIEYHOrO Tpakrta, obycnosieHHple PDGFRA. B HEKOTOpPHIX BapHaHTax OCYLIECTBIICHHS
3a0oneBaHne TIPENCTaBJsAeT COOOW pak JIerkoro. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJICHUS
3a0oneBaHue TNpencTaBiseT coOoi rauobmacTroMy. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIECHUS
3a0oneBaHue TMpEACTaBIsieT CcoOOH TIiauMoMy. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS
3aboeBaHNe TPENCTaBIsIeT COOOHM 3JI0KAYECTBEHHYI CapKoMy OOOJOYeK mepudepryecKkux
HepBOB. B HEKOTOpBIX BapHaHTAaX OCYLIECTBICHUS 3a00jieBaHUE MpPEACTaBIsET COOOH
TUNeP303UHOPHIIBHBIA CHHAPOM.

[000185] B HekOTOpBIX BapHaHTaX OCYIIECTBJIEHHs Takoe 3a00yieBaHHE MPECTABISIET
coboii onocpenosannblii kuHazoii PDGFR omyxoneBblil pocT onyxomn. B HEKOTOphIX BapuaHTax
OCYLIECTBJICHHsI POCT OIMyXOJU WJIM MPOTPECCUPOBAHKE OMyXOJIM BBI3BAHBI CBEPXIKCIIPECCUEH
kuHasel  PDGFRa,  onkorennpiMu  MucceHc-mytanusiMa  PDGFRo,  OHKOT€HHBIMH
nenenroHHbIME  MyTaumsimu  PDGFRo,  oHKoreHHbIMH —mepectpoiikamu rena PDGFRa,
npuBomAmuMUA K ciutbiM Oenkam PDGFRa, BHyTpurennsiMu neneuwsimu PDGFRo BHYTpH
paMKH CUUTBIBAHHMS W/HMJIW OHKOreHHOW amrumpukanuedn rena PDGIFRa. B HexoToOpbIx
BapUAHTAX OCYILIECTBICHHs] Takoe 3a0oyieBaHHE MpeACTaBisieT cOOOM MpencTaBisieT CcoOOit
CTPOMAJIbHBIE ~ OMyXOJH  JKEJyJOYHO-KHIIEYHOro  Tpakrta, oOycnoBienHsie PDGFRA,
aIEHOKAPILITHOMY JIETKOTO, TUIOCKOKJIETOYHBIH PaK JETKOro, rIHOOJacToMy, TIIHOMY, AETCKYHO
IJIHOMY, AaCTPOLIUTOMBI, CApKOMBI, CTPOMAJBbHBIE OIYXOJH KENyAOYHO-KUIIEYHOTO TPAKTa,
3JIOKAQUECTBEHHYIO CapkoMy o0osiouek nepupepuyeckinx HEPBOB, WHTHMAJbHBIE CAPKOMBI,
TUNEPI03UHOPMIIBHBIA  CHHAPOM,  HWAMONATUYECKHH  T'MIEePI03UHOQUIBHBIA  CHHAPOM,
XPOHMYECKHH 303MHOQMIBbHBIA JIEHKO3, OCTPBII MHUENOWAHBIN JIEHKO3, CBSI3aHHBIM C
so3uHOMImel, win nuMmdobnactayo T-knerounyro anmpomy. B HekoTOpBIX BapuaHTax
oCylIecTBleHHUs1 3a00NeBaHHe MPEACTAaBNsAeT COOOH CTPOMAJIbHBIE OIYXOJH  JKEJNyIOYHO-
kumeyHoro tpakrta (GIST), oOycnosnenusie PDGFRA. B HekoTOpeIX BapuaHTax
OCYLIECTBJICHHSI 3a00JeBaHHE MNpPEACTaBIsAeT COOOI pak Jierkoro. B HEKOTOpBIX BapuaHTax
ocyuiecTeieHuss 3a00JeBaHue MpeACTaBisier coOol rimmodaactoMy. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHs 3a00JieBaHUE TMPEACTABsieT COOOW TJIMOMY. B HEKOTOpBIX BapuaHTax
OCyLIeCTBIIeHHs 3a00JieBaHHE MPEACTABIsET COOOH 3JIOKAYeCTBEHHYIO CapKOMy OO0OJIOUeK
nepudepruIeckux HepBOB. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHs 3a00JI€BAHHE MPENCTABIISET
co0oH runep303MHOPUIBHBIA CHHIPOM.

[000186] dapmarieBTHUECKH KOMIIO3ULIUU, OMHMCAHHBIE B HACTOSIIIEM JOKYMEHTE, MOTYT
ObITb BBENEHBI MaLUeHTaM (KUBOTHBIM M JIOJSIM), HYKOAOIIUMCS B TaKOM JICYCHUH, B
JO3UPOBKAX, KOTOPbIe 00ecredaT ONTUMAIbHYIO (hapManeBTHIecKyo 3 dexkTuBHOCT. Crenyer
UCXOIUTh M3 TOTO, YTO 11032, HEOOXOAMMAas B KaKOM-JMOO KOHKPETHOM Ciydae MPUMEHEHUS,
Oyzmer OTINYaThCs sl Pa3HBIX MALMEHTOB, HE TOJIBKO BBIOPAHHBIM KOHKPETHBIM COCTUHEHUEM
WIN KOMITO3UIIMEH, HO TaKXKe CIIOCOOOM BBENEHUs, MPHUPOJAON COCTOSHUS, JIEUYEHHE KOTOPOro
OCYILIECTBISIFOT, BO3PAaCTOM M COCTOSIHHEM TAIlMeHTa, COMYyTCTBYIOLIEH JIeKapCTBEHHON
Tepanue nim 0coOOM MUETOH, KOTOPOH clienyeT MalueHT, U APYruMHU (PakTOpaMu, KOTOpBIE
OyAyT M3BECTHBI CIELUAHCTY B JaHHOW OOJIACTU T€XHUKHU, U BBIOOP MOAXOSAMEH JO3UPOBKU B

KOHEYHOM UTOI'€ OCYHICCTBIISACTCA HA YCMOTPCHUEC JICHALLICTO Bpa4a.
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[000187] JleueHue MOKET MPOBOAUTHCS B TEUEHHE HACTOJBKO JUJIUTEJNBHOTO WU
HACTOJIbKO KOPOTKOrO MEpUOJa BPEMEHH, HACKOJIbKO HeoOxomumo. Kommosuumu moryt ObITh
BBE/ICHBI 10 CX€Me, IPeNyCMaTPUBAIOIIEH, HAIPUMeEp, OT OAHOIO 0 YeThIpex Wiu Oosee pas B
cytku. IlogxopsmuMm nepuonoM JieUYeHUsT MOXKET SIBJATbCS, HApUMep, MO MEHbLIEH Mepe
npuOIU3UTENBHO OJIHA HEJEls, M0 MEHblleld Mepe MPUONN3UTENBHO JIBE€ HENeNU, N0 MeHbIIeH
Mepe NPHOJIM3UTENBHO OUH MECSL, MO MEHbINeil Mepe MPUOIM3UTENbHO LIECTh MECSLEB, MO
MEHbIIeH Mepe NpUOIM3UTENbHO 1 rog WM HeompeneneHHbI cpok. Ilepuon jedeHus Moxer
OBITh MPEKpaIIeH MO JTOCTUKEHUH HEOOXOMMOr0o pe3yJibTarta.

Kombunuposannas mepanus

[000188] B Hacrosimem H300peT€HUH OMUCAHBI METOIbl KOMOWHHPOBAHHOW TEpaIvu,
KOTOpbIE TPEeAyCMAaTPUBAIOT BBeneHHe amopHoil Qopmbel coemuHenus ¢opmyasl (I) wmm
KOMITO3ULIMH, coaepxaiiein amopduyro ¢opmy coenmnenust popmyisl (I), m omHoro miu Gonee
TEPANEeBTHUECKUX areHTOB. MeToapl KOMOWHUPOBAHHOHM TEpAaIuM, OMHCAHHBIE B HACTOSIIEM
JIOKYMEHTE, MOYKHO MPHUMEHSTH 10 OTAEIBbHOCTH WIN B TOMOJHUTEIbHOH KOMOMHALIMN C OTHUM
win Ooyiee JOTONHUTEIbHBIMA TEPANIeBTUYECKUMH areHTaMH (HampuMep, OOHMM Wiu Oolee
JOTIOTHUTEBHBIMH TEPANIEBTHUECKUMH areHTaMu, ONMCaHHBIMU HIKe). Hanpumep, coennHeHne
dopmynsr (I) mnm kommosunusi, coxepxamasi amopdHyro ¢popmy coenunerust Gopmynsl (1),
MOTYT ObITh BBEIEHBI BMECTE C MPOTUBOPAKOBBIM TEPATIEBTUYECKHM areHTOM, MPOTHBOPAKOBBIM
OMONOTHYECKUM  TIpenapaToM, HWHIHOMTOPOM HMMYHHBIX  KOHTPOJIBHBIX — TOUYEK WM
XUMHOTEPANEeBTUYECKUM areHToM. B ciydae KOMOMHUpPOBAHHOM Tepanmuu TepareBTUYECKHe
areHTbl MOTYT OBITh BBEIEHBI BMECTE€ C JPYIMM TEPANEBTHUECKUM AareHTOM, ONHMCAHHBIM B
HACTOSIIIEM JOKYMEHTE, WJIH NIOCJIEA0BATENbHO C HUM.

[000189] KomOuHMpOBaHHAS TEPAITHsi MOKET ObITh OCYLIECTBIIEHA MyTEM BBEACHHS IBYX
i Ooliee TEPANeBTUUECKHX areHTOB, KAXKAbIH W3 KOTOPBIX BKJIIOYAIOT B COCTAB IperapaTta u
BBOJSIT OTAEIBbHO. B KauecTBe aibTepHATHBBI, KOMOMHMPOBAHHAS TEPANHs MOXET ObITh
OCYLIECTBJICHA ITyTE€M BBEICHUS IBYX WK OOJiee TepareBTUYeCKUX areHTOB B OTHOM Ipernapare.

[000190] [pyrue KOMOWHAIMH Tak:K€ OXBATBIBAIOTCS KOMOWHHPOBAHHOW Teparuei.
Xots naBa wian Oojiee areHTOB, UCIONB3YeMbIX B KOMOWHUPOBAHHOH TEpanuu, MOTYT OBITh
BBE/ICHBI OTHOBPEMEHHO, 3TO He sIBJIIEeTCS 00si3aTenbHbIM. HanpuMep, BBEIeHHE IEPBOrO areHTa
(v kOMOWHALIMK areHTOB) MOXKET MPOHCXOIUTHh pPAaHbIIE BBEIEHHS BTOPOrO areHra (WM
KOMOWHAIIMY areHTOB) Ha HECKOJIbKO MUHYT, YAaCOB, JHEH WM Heelb. Takum o0pa3oMm, ABa UITH
OoJiee areHTOB MOTYT OBbITh BBEIEHBI C HHTEPBAJIOM B HECKOJIbKO MUHYT WJIH C HHTEPBAJIOM B 1,
2,3,6,9,12, 15, 18 unu 24 yaca, unu ¢ uHTepBagoM B 1, 2, 3, 4,5, 6, 7, 8, 9, 10, 12, 14 nuei,
WU C UHTEpBAJIOM B 2, 3, 4, 5, 6, 7, 8, 9 unu Henenb. B HEKOTOPBIX Cllydasx BO3MOKHBI JaKe
Oonee nnUTENBHBIE HHTEPBAJBL. XOTS BO MHOTHX CIIy4asX JKeIaTeNbHO, YTOOBI Ba WM Oojee
areHTOB, IPUMEHSIEMbIX B Ka4eCTBE KOMOMHUPOBAHHON TEPAITH, MPUCYTCTBOBAIN B OPTaHU3ME
MALMEHTa B OJTHO U TO K€ BPEMsi, 3TO He ABISETCSA 0053aTEIbHBIM.

[000191] KomOuHMpOBaHHAs TepaIis TAK:KE MOKET BKJIFOYATh J1BA HJIK OOJiee BBEICHHI
OJHOro Wiu 0OoJiee areHTOB, NMPUMEHSIEMbIX B KOMOMHAIMM, C HCIOJNb30BAaHUEM Pa3JIMYHOM

NnoCJICA0BATCIIbHOCTU BBCACHUA arCHTOB, ABJIAIOINUXCA KOMIIOHCHTaAMMU. HaanMep, CCJIN ar¢HT
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X u areHT Y NPUMEHSIOT B KOMOMHALIUHM, TO UX MOKHO BBOJUTH IOCJIENOBATENLHO B JIFOOOH
KOMOWHALIMY OAWH Wik Oojiee pas, Hanpumep, B mopsiake X-Y-X, X-X-Y, Y-X-Y, Y-Y-X, X-X-
Y-Yur. o

[000192] B HeKOTOpBIX BapUaHTaX OCYLIECTBJIEHUS JOMOJHUTENbHBIN TepaneBTUYECKUI
areHT, KOTOPBIH MOXKET ObITb BBEAEH COIJIACHO HACTOSINEMY H300pETeHHIO, BKIIIOYAET, HE
OTPAaHUYMBASACH IEPEUYHCICHHBIM, LUTOTOKCUYECKHE AareHTbl, LUCIUIATUH, JOKCOPYOUIMH,
STONO3UA, UPHHOTEKAaH, TOMOTEKAH, MAaKJIUTAKCEN, NOLETAKCeN, STOTHIIOHBI, TaMOKCH(eH, 5-
bTopypanui, METOTpeKcaT, TeMo3ojoMu, nukiodochamun, noHapapuuod, Tunudapuud, 4-((5-
((4-(3-xnopdenun)-3-okconunepasun- | -mwi)merin)- 1 H-umunazon- 1 -uin)meTin ) OeH30HUTpHIIA
TUIPOXJIOPUL, (R)-1-((1Humunazon-5-mn)merin )-3-0e H3uia-4-(Tnod eH-2-uicy b OHMI )-
2,3,4,5-terparunpo- 1 H-Oen3onnazenun-7-kapOOHUTPII, HETyKCMMad, MMATHHHUO, MHTEphepoH
anbda-2b, merunmupoBaHHbIil HHTEPhEPOH anbda-2b, kOMOMHAIMK ¢ apOMaTa3ol, TeMIUTA0UH,
ypamycTuH,  XjopmetruH,  wudochamun, — mendanaH, — XyjopaMOymmy,  MUMNOOPOMAH,
TPUSTUIEHMENAMHH,  TpudTIWiIeHTHOdochopamut, OycynbdaH, KapMyCTHH, JIOMyCTHH,
CTPENTO301MH, JnakapOasuH, (QIOKCYpUANH, LUTApaOuH, O-MEPKaNTONMypHH, O-THOTyaHUH,
baynapadbundocdar, TeHKOBOPUH, OKCAJTUIUIATHH, MEHTOCTATHH, BUHOJACTHH, BHHKPUCTHH,
BUHAE3UH, OJEOMUIMH, JaKTUHOMHLWH, JAayHOPYOWIWH, OJNUPyOULHMH, WAaPyOUIINH,
MHUTPAMHULIMH, JAe30KcuKopopmunuH, MutoMuimH-C, L-acmaparmnasy, Ttenunosupa 170-
STUHUJIACTPAANON,  AUITHICTHIBOSCTPON, TECTOCTEPOH, MNPEAHU30H, (PIYOKCHMECTEPOH,
IPOMOCTAHOJIOHA ~TPOMUOHAT, TECTONAKTOH, MErecTpojia aleTaT, MEeTWINPEIHU3O0IIOH,
METHJITECTOCTEPOH, NPEAHU3O0JIOH, TPUAMLIUHOJIOH, XJIOPTPHUAHU3EH, 17a-
TUAPOKCUIIPOTECTEPOH, AMMHOTIYTETUMUA, SCTPAMYCTHH, MEIPOKCUIIPOreCTepoHa aleTar,
Jednponuna aunerar, Quytamua, TopeMudeHa LUTpaT, ro3epeirHa auerar, KapOOIUIaTHH,
T'HAPOKCUMOYEBUHY, AaMCAKpWH, MpokapOaswH, MHUTOTaH, MHUTOKCAHTPOH, JIEBAMH3O0JI,
BUHOpENOWH,  aHACTPO30J,  JIETPO30J,  KameuutaOuH,  pajokcudeH,  aAposokcaduH,
rekcameTuIMeNnaMuH, OeBaru3ymad, Tpacty3ymad, To3utymomad, Oopre3omud, nbputymomad
TUYKCETaH, TPUOKCHI MBbIIIbsAKA, MOppuMep HATpusi, LETyKCuMad, THUOTEINy, alTPETaMHH,
(dynBeCTpaHT, »SKCEMeCTaH, pUTyKcumad, anemry3ymad, [eKcaMeTa3OH, OWKalyTaMuf,
XJIOpaMOyIIHIT ¥ BaJIPYOHIIHH.

[000193] B HekOTOpbIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUYeCKHUil
areHT, KOTOPbI MOXeT ObIThb BBEACH, MOXKET BKJIOUATh, HE OTPAHUYHMBASICH TEPEUHCIECHHBIM,
uarnourop AKT, ankuiaupyromuil areHT, MOJUTPAHCPETUHOEBYIO KHCIJIOTY, aHTHAHIPOTEH,
azarmruanH, nHruoutop BCL2, uarundurop BCL-XL, naru6urop BCR-ABL, uaruturop BTK,
uarnourop BTK/LCK/LYN, wunruburop CDK1/2/4/6/7/9, marubutop CDK4/6, marudurop
CDK9, wunrudurop CBP/p300, unrnburop EGFR, anTarommcr peunentopa >HIOTENHHA,
uarndourop RAF, narndurop MEK (Mutoren-akrusupyemast mporenHknHasa), nHruontop ERK,
uHrnouTOp  QapHesuntpancdepaspl, uHrnoOmrop FLT3, aroHHCT TIIFOKOKOPTHKOUAHOTO
peuenropa, uHruOutop HDM2, wunHrubutop rucronneanermnassl, wuHruourop KK,
UMMyHOMOAyJupytomee JiekapctBeHHoe cpeactso (IMiD), wunrenon, wnruburop ITK,
uaruourop JAK1/JAK2/JAK3/TYK?2, uaruourop MTOR, unruburop kunasel PI3, nBoitHOi
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uarnourop kwmHasbel PI3/MTOR, wuHruOutop mnporeacoMbl, aroHUCT mpoTenHkuHasbl C,
uarudburop SUV39HI1, TRAIL, unruburop VEGFR2, unruOurop curnampHoro myta Wnt/p-
KaTeHWHA, NeUTaONH U MOHOKJIOHAJIbHOE anTuTen0 K CD20.

[000194] B HekOTOpBIX BapUaHTaX OCYIIECTBJIEHUS JOMOJHUTENbHBIN TepaneBTUIECKUI
areHT MpeACTaBIsieT COOOH UMMYHOMOYJIMPYIOLIHI areHT, BBIOPAHHBIA U3 IPYIIIbI, COCTOSIIEH
3 uHruOutopoB CTLA4, Takux Kak, HE OTrPaHUYMBASICH IEPEUNCIEHHbIM, HIMWIMMyMald u
TpeMenuMmymad; uHrHOuTopoB PD1, Takux Kak, HE OrpPaHUYMBASACH IEPEUYHCICHHBIM,
nemOponusymad u HuBonymMad, wuHruOutopoB PDLI1, Takux Kkak, HE OrpaHHUYMUBASIChH
NepeuncCIeHHbIM, ate3onu3ymad (panee MPDL3280A), nypsanymab (panee MEDI4736),
asenymad, PDROO1; unru6buropos 4 1BB unu nuranna 4 1BB, Takux kak, He OrpaHUYMBAsCh
nepedyucieHHbiM, ypenymad u PF-05082566; aronuctoB juranma OX40, Takux Kak, He
orpaHuumnBasicb mnepeuducieHHbiM, MEDI6469; arentoB mnporuB GITR, Ttakux kak, He
orpaHn4yuBasich nepedrcieHHbiM, TRXS518; uarudburopos CD27, Takux Kak, HE OrPaHUYHBASIChH
nepevyucyieHHbiM, Bapiymad; uaruouropoB TNFRSF25 unn TL1A; aronuctos CD40, Takux
KaK, He orpaHuuuBasich nepeuncieHabiM, CP-870893; unruburopos HVEM, wiu LIGHT, wm
LTA, wmu BTLA, wmu CD160; wunruburopoB LAG3, Takux Kak, HE OrpaHHYUBASCH
nepeuncieHHbiM, BMS-986016; uaruduropos TIM3; unruduropos Siglec; aronmcros ICOS
win quragaa ICOS; uaruburopoB B7 H3, Takux kak, HE OTpaHUYUBAACH NEPEUNCIICHHBIM,
MGA271; uarudutopo B7 H4;, uarudutopos VISTA; maruburopos HHLA2 unn TMIGD?2;
UHruouTOpoB OyTHpOodmInMHOB, BkiIto4Yass uHruOuTopsl BTNL2; muruburopos CD244 wmm
CD48; unruduropos npencrasureneit cemeiictea TIGIT u PVR; nuaru6uropos KIR, Takux kak,
HE OrpaHUYMBAsCh NepeunciIeHHbIM, Jupuiaymad; uHruouropoB ILT u LIR; uHrubturopos
NKG2D u NKG2A, Takux Kak, He OrpaHu4MBasch nepeuuncieHHsiv, IPH2201; uaruburopos
MICA u MICB; unruturopos CD244; unrnburopo CSFIR, Takux kak, He OrpaHUYMBASICH
NEePEeYNCICHHBIM, SMakKTy3ymad, kaOupamusymad, mnexcumaptuaund, ARRY382, BLZ94S;
uaruouropos IDO, Takux Kak, He OrpaHu4MBasch nepeuncieHnbiM, INCB024360; Tanunomuna,
neHamuaomuna, uHruOutopo TGFP, TakuMx kak, HeE OrPaHUYHMBASCH NEPEUYUCITCHHBIM,
rajgyHu3eptud; uHruobutopos aneHosumHa wiu CD39, wnu CD73; unruburopos CXCR4 wim
CXCL12, Takux  Kak,
(35,6S,9S,12R,17R,208,238S,268S,298,34aS)-N-((S)- 1 -amun0-5-ryaHuinHO- | -OKCOTIEHTaH-2-11)-
26,29-6uc(4-amuao0yTII)-17-((S)-2-((S)-2-((S)-2-(4-propbenzamuno)-5-

I'yaHUAUHONIEHTAHAMHIO)-5-TyaHUAMHONIEHTAHAMHO )-3-(Ha(p TaTnH-2-1T) TponaHaMuao)-6-(3 -

HE  OrPaHMYMBAsCh  NEPEUUCICHHBIM,  YJOKYIIymMad U

ryanunuHonponi)-3,20-6uc(4-runpokcudensmn)-1,4,7,10,18,21,24,27,30-HoHa0KC0-9,23-
ouc(3-ypennonponwn)rpuakonraruapo- 1H,16H-muppono[2,1-
pl[1,2]nutunals,8,11,14,17,20,23,26,29|HOHaa3anukIoq0TpuakoHTHH- 1 2-kapbokcamun BKT140;

UHruOUTOpOoB  docharunmuiacepruHa, TaKUX KakK, HE OIrPaHUYHMBAACH IIEPEUHCIICHHBIM,

2

Oasurykcumad;, wuHrubutopoB SIRPA wunu CD47, Takux Kak, HE OrpaHUYUBASIChH

2

nepeuncinenHelM, CC-90002; wunruouropoB VEGF, Takux kak, He OrpaHMYHBAsCH

2

MepeYNCIIEHHbIM, OeBaun3yMad;, U MHTUOUTOPOB HEHPOMIIINHA, TAKUX KaK, HE OrPAHUYHBASICH
nepeuncieHHbIM, MNRP1685A.



84

[000195] B HekOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIN TepaneBTUIECKHUI
areHT MPeACTaBIsieT COO0H XUMHUOTEPAIeBTHUECKHUI areHT, BBIOPAHHBIN M3 TPYIMIIbI, COCTOSIIEH
U3 XHUMHUOTEPANeBTUYECKUX AareHTOB, BKJIIOYAIOIIMUX, HE OrPAaHUYUBASICH IEPEUHCIICHHBIM,
aHTUTYOYJIMHOBbIE areHThl (HAmpuMep, MAKIUTAKCeN, CBSI3aHHblE C OENKOM YacCTHIIbI
NAKJIUTAKCeNa JUIi MHBEKIMOHHOW CYCNEH3MH, B TOM 4YHCJIe HaO-TakiuTakcels, >puOyIIHH,
JoLeTakces, UKCaOenmuiIoH, BUHKPHUCTHH), BuHOpenOuH, JJHK-ankunupyromue areHTsl (B TOM
YHCJIe MUCIUIATHH, KapOOIUIaTHH, OKCAIUIUIATHH, luKiIodochamun, ndpochamun, Temozonomun),
JHK-unTepKamupyromue areHtsl (B TOM  YHCIE  JOKCOPYOMLIMH, TErMIUpOBaHHBIN
JIMTTOCOMAJIbHBIN TOKCOPYOULIMH, NayHOPYyOHIIMH, UAapyOULMH U SnupyOounuH), S-gropypar,
KanenuTabuH, qUTapabuH, JeUTa0WH, S-a3aUTaIuH, TeMIUTAOUH U METOTPEKCAT.

[000196] B HekoTOpBIX BapUaHTaX OCYIIECTBJEHUS NOMOJHUTENbHBIA TeparneBTUYeCKHUil
areHT BBIOPaH W3 TPYIIbI, COCTOSINEH W3 MAKIUTAKCENa, CBS3aHHBIX C OEJKOM YacTHIl
MAaKJIUTaKCeNa JUIsi WHBEKUMOHHOW CyCneH3uH, 3puOyJIMHA, MAOLETaKCeNa, HKCAOeNHIOHa,
BUHKPHUCTHHA, BHHOPEJIONHA, NUCIUIATHHA, KapOOIUTaTHHA, OKCAJIMIUIaTHHA, HHKiIodochamuna,
udpochamuma, TEMO30JOMHUNA,  JOKCOPYOWIIMHA,  METWIMPOBAHHOTO  JIMIIOCOMAJIbHOTO
JNOKCOPYOUWIIMHA,  JayHOPYOWIIMHA, uaapyounuHa,  SNUpyOHIINHA, 5-pTopyparmna,
karenutabuHa, uuTapaOuHa, nenuTabwHa, S-a3auuTaguHa, reMuuTabuHa, METOTPEeKCaTa,
spnotuHuOa, repurnaMba, TanaTuHNOAa, SBEepoIUMyca, Temcuponumyca, LY2835219, LEEOI11,
PD 0332991, kpusorunuOa, kabo3aHTHMHUOA, CYHUTHHUOA, ma3omaHuba, copadeHuda,
peropadennda, akcutuHHOa, pasaTuHUOa, uWMaTHHWUOA, HWIOTHHHMOA, BeMypadeHuoa,
nabpagenuda, Ttpamerunuba, wunenracuda, KuszapTuHHOa, TaMoKcudeHa, (QyIBECTpaHTa,
aHaCTpO30J1a, JIETPO30Ja, HKCeMecTaHa, abupaTepoHa aleTaTa, SH3aJyTaMuaa, HHIJIyTaMHIA,
Oukanyramuna, GuyraMuaa, LUMPOTEPOHA alleTaTa, MPeIHN30Ha, JeKCaMeTa30Ha, UPUHOTEKAaHa,
KaMITOTEIMHA, TOMOTEKaHa, 3TONo3uaa, stono3unaa ¢ocharta, MUTOKCAHTPOHA, BOPHUHOCTATA,
poMHAENCHHA, MAaHOOWHOCTATa, BaJbIPOEBON KHCIOTHI, OenmuHoctata, DZNep 5-aza-2’-
J€30KCHLIUTUINHA, bopTe3omuoda, kappumomuoda, TAIUIOMUIA, JIEHAJIUIOMMIA,
NMOMAaJIMIOMHUAA, TpacTy3ymada, mepry3ymada, LeTykcumada, maHuTymymada, UmuIumMymada,
nabponusymada, HuBoaymaba, MPDL3280A, Oesauuszymada, adsmbepuenrta, OpeHTyKcuMada
BEIOTHHA, a[I0-TPACcTy3yMada SMTaH3UHA, JIy4e€BOH Tepanuu u cumnyeinena-T.

[000197] B HekOTOpbIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUIeCKHUil
areHT NpPEeACTaBsieT CcOOOH WHrMOMTOp KWHA3bl, BBIOPAHHBIA M3 TPYMIbL, COCTOSINEH H3
spaotuHnOa, reputurnOa, NanaraHuba, sBeponumyca, Temcupoianmyca, LY2835219, LEEO11,
PD 0332991, kpusotuHubOa, kabo3aHTHMHUOA, CYHUTHHUOA, ma3omaHuba, copadeHuoda,
peropadennda, akcutuHHOa, pasatuHUOa, WMaTHHWUOA, HWIOTHHMOA, BeMypadeHuoa,
nabpadenunda, TpameTuHuba, UaEenaIKcHOa U KBU3apTHHHIOA.

[000198] B HekOTOpbIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUIeCKHUi
areHT MpenCTaBisieT coOON TeparmeBTUYECKOe CPEACTBO HAa OCHOBe aHTuTena K PD1. IIpumepsr
TEPANeBTHUECKUX CPEACTB Ha OCHOBe aHTuTen K PDI1, kotopeie Moryr ObITh BBEIEHBI B
KOMOMHaIMu ¢ coenuHeHneM Gpopmydsl (1) nnu ero papmareBTHUECKH TPUEMIIEMON COJIBIO, HIIH

KOMIIO3HIMEH, conepskatieit coennnenne ¢popmysl (1) umu ero papmaneBTUIECKH IPUEMIIEMYIO
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COJIb, OTIMCAHHBIMHU B HACTOSIIEM JAOKYMEHTE, BKJIIOUAIOT, HE OTPAHUYMBASCH NEPEUNCIICHHBIM,
HUBOJIyMaO, muowim3ymad, uemMuruinmad, Ttucienmsymad, AMP-224, AMP-514 wu
neMOponmzymad.

[000199] B HekOTOpBIX BapUaHTaX OCYLIECTBJIEHUS JOMOJHUTENbHBIN TepaneBTUYECKHUI
areHT BBIOPAaH M3 TPYMIbIL, COCTOSALICH M3 WMMYHOMOIYJHPYIOIIMX areHTOB, BKJIIOYAs, HE
OTrPaHUYMUBASACH MEPEUUCIICHHBIM, TEpaneBTUUECKHE CPEencTBa Ha OCHOBe aHTuTen k PD-LI,
BKJIFOYAs aTe30J1M3yMal, nypsanymad, BMS-936559 u aBenymal, TepaneBTH4ECKHUE CPEACTBA HA
ocHoBe antuten k TIM3, Bkirouast TSR-022 u MBG453, TepaneBTHdeckrue CpeacTBa Ha OCHOBE
anturen k LAG3, Bkimouas penatiumad, LAGS25 u TSR-033, TepaneBTudeckue CpeacTBa Ha
ocHoBe aronucra CD40, sxmouas SGN-40, CP-870,893 u RO7009789, TepameBTUYECKHE
cpencrBa Ha ocHoBe aHTuTen kK CDA47, Brmouas HuSF9-G4, tepamesTudeckue cpencrsa Ha
ocHoBe aHtuten k CD20, tepanesBruueckue cpencrtsa Ha ocHoBe aHtuten k CD38 u npyrue
UMMYHOMOIYJUPYIOIIUE TEPAeBTUYECKUE CPEACTBA, BKJIIOYAS TATUIOMHI, JICHAJTUIOMHU,
NOMAJIMAOMU/, TPETHU30H M JeKCaMeTa30H. B HEKOTOpPhIX BapHaHTaxX OCYIIECTBIICHHS
JOTIOTHUTETBHBIN TePANIEBTUYECKHI areHT MPENCTaBIsieT coOo aBenymMad.

[000200] B HekoTOpbIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUYeCKHUil
areHT MPEeACTaBIsIeT COO0N XMMHUOTEPANIEBTUUECKUN areHT, BBIOPAHHBIA U3 TPYIIIBI, COCTOSLIEH
U3 AHTUTYOYJMHOBBIX AareHTOB (HANpUMeEpP, MAKJIUTAKCeNa, CBS3aHHBIX C OEJIKOM YacCTHIl
NaKJIUTaKceNna [UIsi HWHBbEKUWOHHOW CycneH3uy, sSpulynnHa, alOpakcaHa, [OLIETaKcena,
uKCcaOeNmIoOHa, TaKCUTEpPeMa, BHUHKPUCTUHA WJIM BuUHOpenOwmHa), antaronucros LHRH,
BKJIIOYasi, HE OrPAaHUYMBASICh NEPEUYMCICHHBIM, JICHNPOJIMI, TO3€PEIUH, TPUNTOPEIHH HIIH
TUCTPEMH, AHTHUAHJIPOTEHHBIX AareHTOB, BKJOYas, HE OrPAHUYMBAACH IIEPEUHCIECHHBIM,
abuparepoH, ¢uyramun, OUKaNyTaMHZ, HIJIYTAMHA, LUMNPOTEPOHA aleTaT, SH3AIYyTAMUA U
amajyTaMHJl, AaHTUACTPOT€HHBIX AareHTOB, BKJIOYas, HE OrPAaHUYUBAACH IEPEUHUCIICHHBIM,
TaMOKCH(eH, (yIBECTPAaHT, aHACTPO30J, JeTpo3on u skceMecrad, JIHK-anxwmmupyromumx
areHToB (BKJIFOYAsl LMCIUIATHH, KapOOIUIaTHH, OKCanuIuiaTiH, uukiodochamun, udochamun u
temozoniomun), JTHK-uHTepKaaupyomux areHToB (BKII0Yast JOKCOPYOUIIUH, MEerHIHpPOBAHHbIH
JIMIIOCOMAJIbHBIA ~ JOKCOPYOWIIMH, NayHOPYOMUMH, WAApyOMUMH ©  3S1UpyOunuH), S-
dropypanmia, kaneuurabuHa, nurapabuna, neuurtabWHa, S-a3alUTHANHA, TeMUIUTAOWHA
MeToTpekcara, doprezomuda u kapuirzomuoa.

[000201] B HekoTOpbIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUYeCKHUil
areHT BbIOpPAaH U3 TPYIIbI, COCTOALIEH U3 TEPANEBTUYECKUX CPEICTB HAIMPABICHHOTO NEHCTBHS,
BKJTFOYasi MHTHOUTOPBI KWHA3 3PJIOTUHUO, re(UTHHHUO, JTanaTaHuO, SBEPOTUMYC, TEMCUPOIHUMYC,
abemaumkn6, LEEO11, manGoumkmub, kpu3oTHHUO, KaOO3aHTUHUO, CYHUTHUHHO, Ma30MaHuod,
copadenud, peropadernd, akcHTHHUO, Ha3aTUHHO, UMATUHHUO, HHUJIOTHHUO, BeMypadeHuoO,
nabpadpennd, TpameTuHud, KOOMMETHHWUO, OWHMMETHHUO, WAENAINCHO, KBU3APTHHHO,
aBanputunu®, BLU-667, BLU-263, Loxo 292, naporpekTuHUO U  KBHU3APTUHUO,
AHTUICTPOTEHHBIE AareHThl, BKJIOYAs, HE OrPaHUYMBASACH IE€PEUYHCICHHBIM, TaMOKCH(eEH,
(dyaBeCTpaHT, aHACTPO30JI, JIETPO30J U SKCEMECTaH, aHTUAHAPOTCHHbIE AreHTHI, BKIFOYas, He

OrpaHHu4nBasiCb MNEPCUUCIICHHBIM, a61/1paTep0Ha aneTar, OH3aJlyTaMHA, HUJTyTaMUA,
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Oukanyramun, ¢ayTamMun, LUNPOTEPOHA AaneTaT, CTEPOMIHbIE areHThl, BKJIIOYAs, He
OrpaHUYNBASCh MIEPEUNCIEHHBIM, IPEIHU30H U AeKcameTa3oH, MHruouTopsl PARP, Bkitouast, He
OrpaHUYMBASACh NEPEUYHMCICHHBIM, HepamapuO, omamapud W  pykanapud, MHTHOUTOPBI
TOMOU30MeEpaskl I, BKIItOUas, He OrPAHUYNBASCH NIEPEUNCIEHHBIM, HPUHOTEKAH, KAMOTOTELIUH U
TONOTEKaH, WHTHOUTOpPBI Tomou3oMepasbl II, BkIIOUas, HE OrpaHHYUBASACH MEPEUHCICHHBIM,
3TONO3uA, 3Tono3uzaa ¢ochar W MHUTOKCAHTPOH, HMHTUOMTOPBI THCTOHOBOW J€alleTHIIa3bl
(HDAC), Bxirodas, He OrpaHHYMBAsCh MEPEYHCICHHBIM, BOPHHOCTAT, POMHICIICHH,
NMaHOOMHOCTAT, BaJbIIPOEBYIO KHUCIOTY M OenuHOCTaT, MHruOuTOophl MerwnupoBanus JIHK,
BKJIFOYAs, HE OrpPaHUYMBAsCh TmepedncieHHbiM, DZNep u 5-a3a-2'-me30KCUIUTHINH,
UHTUOUTOPBI TPOTEACOM, BKJIIOUAs, HE OrPAHUYMBASCH IEPEUUCIEHHBIM, OopTe3oMubO u
kappuazomMuo, TaTUuAOMUA, JEHATUIOMUA, MOMATHIOMU, OUOJOrHYECKHIe areHThl, BKJII0Yasi, HE
OTPaHUYUBASCH TEPEYUCIICHHBIM, TpacTy3ymad, amo-TpacTy3ymad, mepTy3ymad, meTykcumad,
NAHUTYMyMal, WNWINMyMa0, TpeMmeanMmymad, BaKLUHBI, BKJIOYAas, HE OrPAHUYHBASCH
NepevyrCIeHHbIM, cunyJeinen-T, u J1ydeByro Tepamnuo.

[000202] B HeKkOTOpbIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHbIA TepaneBTHYeCKHUil
areHT BBIOpaH W3 TPYMIBI, COCTOSINEH W3 MHIHMOMTOpa MMMyHOKHHa3bl TIE2, BKIIOHYaroIiero
pebactunud umm ARRY-614.

[000203] B HeKOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUIEeCKHil
areHT BBIOpaH W3 TPYMIBI, COCTOSINEH W3 MHrHOMTOpa MMMyHOKHHa3bl TIE2, BKIIOUaroIiero
pedacturub um ARRY-614, u TepaneBTHYECKOro CpencTBa Ha OCHOBE aHTuTeNa k PD1.

[000204] B HeKOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIN TepaneBTUYECKHUI
areHT BbIOpAaH M3 IPYIIbI, COCTOSINEH M3 aHTHAHTHOTE€HHBIX areHToB, BKiouarommx AMG386,
OeBarmzymad u adaubepuent, U KOHBIOTATOB AaHTUTENO-IekapcTBeHHOe cpenctso (ADC),
BKJIFOYAOIINX OpeHTykcumald BemoTHH, Tpactysymaba osmrtamsuH u ADC, cogepxkariue
TIOJIE3HYIO Harpy3Ky, TaKyl0 Kak IMPOU3BOAHOE KAMITOTELMHA, JUMEpP MUPPOIOOEH301a3eHa
(PBD), numep unnonunobenzoauazenusa (IGN), DM1, DM4, MMAE uiu MMAF.

[000205] B HekoTOpBIX BapUaHTaX OCYIIECTBJEHUS NOMOJHUTENbHBIA TepareBTUIeCKHUil
areHT BBHIOpAaH W3 aHAJIOra JIIOTEUHM3HPYIOIEro TropMoHa pemusuHr ropmona (JIIPD),
BKJIFOYAIOIIEr0 rO3epesiuH U JeHIpOIn.

[000206] B HekOTOpBIX BapUaHTaX OCYIIECTBJEHUS NOMOJHUTENbHBIA TepaneBTHYeCKHUil
areHT BbIOpaH W3 TPYIIBI, COCTOSALIEH U3 3BepomMyca, TpadekTenuHa, adpakcana, TLK 286,
AV-299, DN-101, mazomanuba, GSK690693, RTA 744, ON 0910.Na, AZD 6244 (ARRY-
142886), AMN-107, TKI-258, GSK461364, AZD 1152, su3acraypuHna, Bangerannda, ARQ-197,
MK-0457, MLN8054, PHA-739358, R-763, AT-9263, nemerpekcena, SpJoTuHUOA, Aa3aTaHuOa,
HIWIOTHHKOA, NekataHnba, maHuTymymada, ampyOuiinHa, operopomada, Lep-etu, HomaTpekcena,
azd2171, GaraOynuHa, atymTyHaba, 3aHOIMMYyMada, SA0TEeKapuHa, TeTPAHIPHHA, PyOUTEKaHa,
tecmundena, obnuMepcena, TMUUINMyMada, unmmwinMmymada, roccunona, Bio 111, 131-I-TM-
601, ALT-110, BIO 140, CC 8490, nunenrutuna, rumarekana, IL13-PE38QQR, INO 1001,
IPdR; KRX-0402, nykanrona, LY 317615, nelipanuaba, Butecmana, Rta 744, Sdx 102,

Tajamranena, arpacenrana, Xr 311, pomunencuna, ADS-100380, cynntunuda, S-¢propypara,
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BOPUHOCTATa, JTOMO3WIA, TeMIHUTA0MHA, JOKCOPYOWIIMHA, WPUHOTEKAHA, JIUIIOCOMAJIbHOTO
OokcopyOunmHa, S'-ne3okcu-S-GTopypuanHa, BHHKPHCTHUHA, Temo3onomuna, ZK-304709,
cemmuukinbda; PD0325901, AZD-6244, kanenuraduna, L-rimyraMiuHOBON KUCTOTHI, N-[4-[2-(2-
amuHo-4,7-nurunpo-4-okco- 1 H-mupposo[ 2,3-d Jnupumuann-5-wmn)-stui | OeHzonna |-,

OUHATPUEBOU COJIH, renraruapara, kamnroreunHa, PEG-meueHoro npuHorekana, TaMOKCU(peHa,
TopemueHa UTpaTa, aHACTpaszoyia, dKCeMecTaHa, Jierpo3oja, DES (mudTunctunsbscTpona),
3CTpPaANOIIa, 3CTPOreHa, KOHBIOTUPOBAHHOTO ACTporeHa, oesanmszymada, IMC-1C11, CHIR-258;
3-[5-(MeTrncyappOHUINUIIEpAAMHMETI )-UHAOIWI |-XMHOJIOHA,  Batajanuba, AG-013736,
AVE-0005, aueratHoii conu [D-Ser(Bu t) 6, Azgly 10] (mupo-Glu-His-Trp-Ser-Tyr-D-Ser(Bu t)-
Leu-Arg-Pro-Azgly-NH; anetara [CsoHgaNigOis-(C2H402)s, tme x paBmsiercs ot 1 mo 2.4],
ro3epesivHa anerara, JISHIMPOJUIa alerarta, TPUNTOPEJIMHA MamMoaTa, MeIPOKCHIIPOTrecTepOoHa
aleTara, THIPOKCUIIPOreCTEPOHA KampoaTa, MerecTpoia alerara, pajokcudena, Oukanyramuna,
dbayranuna, HuIyTamMuaa, merectpona amerara, CP-724714; TAK-165, HKI-272, spnotunubda,
namatannbOa, kaneptuauOa, anturena ABX-EGF, spourykca, EKB-569, PKI-166, GW-572016,
noHadapHuOa, BMS-214662, tunudapHuda; aMu(OCTHHA, NVP-LAQS824,
CyOepOMITaHMITUATHAPOKCAMOBON KHUCJIOTHI, BaJBIIPOEBON KUCJIOTHI, TpuxoctatnHa A, FK-228,
SU11248, copadennda, KRNOS1, ammuOornmyrermMupa, apHCakpWHa, aHarpenudaa, L-
acraparmHasbl, BaknuHbl Oammiuibl Kamemerra-l'epena (BLDK), Oneommumua, OycepenmHa,
Oycynbdana, kapOomyaTuHa, KapMyCTHHA, XJopamOyuuja, UUCIUIATHHA, KJIagpuOuHa,
KJIOJIpOHATa, LUMNPOTepOHa, murTapabuna, nakapOa3wHa, NAKTHHOMHUIMHA, JayHOPYOHIMHA,
OVMATHICTIIIOECTpOJia, SnupyoumHa, Gaynapaduna, (uiayapokopTH3oHa, (IyOoKCHMeCTepoHa,
¢bnyramuna, reMuuTaOMHA, TJIMBEKa, TUAPOKCHMOYEBHHBbI, uaapyOuinuHa, wudochamuna,
uMmatuHuOa, Jednponuna, JieBaMH30Ja, JIOMYCTHHA, MeXJopeTaMuHa, MendanaHa, 6-
MEpKaNTOMypruHa, MECHBI, METOTpeKcaTa, MHTOMHUIMHA, MHTOTaHa, MUTOKCAHTPOHA,
HIUIyTaMHUJa, OKTPEOTHAA, OKCAJIUIUIATHHA, [aMHIPOHATA, IEHTOCTATHUHA, IUIMKAMUIMHA,
nopdumepa, mnpokapbasuHa, pajdTUTpeKcena, PUTYKCcuMada, CTPENTO30LMHA, TEHUITO3H/A,
TECTOCTEPOHA, TAJUAOMHIA, THOTYaHWHA, TUOTENbl, TPETUHOWHA, BHHAE3UHA, 13-mHC-
PETHHOEBOU KUCIOTHI, (PeHIIaJAHMHOBOMN TOPYHULIbI, YPaMYyCTHHA, S3CTPAMyCTHHA, alITPETAMUHA,
(boKkcypunuHa, S5-ne30KcuypuanHa, UTO3UH-apabMHO3HA, 6-MepKanTOMypPUHA,
Ne30KCUKO(OPMHUIIMHA,  KAJNbLUUTPHOJA,  BajJpyOWIIMHA,  MHUTPAMUIIMHA,  BHHOJIACTHHA,
BUHOpeJOWHA, TOMOTeKaHa, pasokcwHa, Mmapumacrata, COL-3, neoBactara, BMS-275291,
CKkBajaMuHa, sHAoctatuHa, SUS416, SU6668, EMDI121974, wunrepneiikuna-12, IM862,
AHTMOCTATHHA, BUTAKCHHA, Apojokcudena, wumokcudeHa, CHUPOHOJAKTOHA, (UHACTEPUAA,
IIMMETUANHA, TpacTy3ymMaba, peHunedknHa audTurokca, redurunnda, Oopresumuda,
UPUHOTEKaHa, TOMOTEKaHa, JOKCOPYOHWIIMHA, JOIeTakcesa, BUHOpenOuHa, OeBanmszymada
(MOHOKJIOHAJIPHOE aHTHTENO) W JpOWUTyKCa, HE comep:kamero kpemodop mMmakiIuTakcena,
smutwioHa B, BMS-247550, BMS-310705, aponokcudena, 4-runpokcuramokcudena,
nunernokcudena, ERA-923, apsokcudena, ¢ynsectpanta, akonOudena, mnazodokcudena,
unokcudena, TSE-424, HMR-3339, ZK186619, PTK787/ZK 222584, VX-745, PD 184352,
panamunuza, 40-O-(2-rugpokcusThi)-panaMuuuHa, Temcupoimumyca, AP-23573, RADOOI,
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ABT-578, BC-210, LY294002, LY292223, LY292696, LY293684, LY293646, BOpTMaHHHHA,
ZM336372, L-779,450, PEG-¢unrpacruma, napOenosTuHa, 3pUTPOINIOITHHA, TPAHYJIOLUTAPHOTO
KOJIOHUECTHUMYJIUPYIOIIETO dakropa, 30JIeIpOHATA, NpeaHU30Ha, LeTyKcumaoa,
IPaHyJIOLUTAPHO-MAKPO(DaraJbHOr0  KOJIOHMECTUMYJIMPYIOLIEro  (akropa,  T'UCTpENHHA,
NEeTMINPOBAHHOIO MHTepdepoHa anbda-2a, uHTeppepoHa anbda-2a, MNErHIUPOBAHHOTO
uHrepdpepona anbda-2b, wuHTrepdpepona anpda-2b, aszauutunuHa, PEG-L-acmaparunassi,
JEeHAIUIOMUAA,  reMTy3ymada, THAPOKOPTH30HA,  HMHTepneiikuHa-11,  nmexcpa3okcasa,
aneMTy3ymada, MOJUTPAHCPETUHOEBOU KHUCIIOThI, KETOKOHA30j1a, UHTEPJIEHKUHA-2, METeCTPOJIa,
UMMYHHOTJIOOYJIMHA, a30TUCTOrO HWIPUTA, METHIINPEIHU30JI0HA, HOpUTyMOMada THyKCETaHa,
AHJIPOTEHOB, JelHWTa0WHA, TeKCaMeTHIMEIaMHuHa, OeKCcapoTeHa, TOCUTyMomabda, TPHUOKCHAA
MBIIIbSIKA,  KOPTHU30HA,  SOUTPOHATA,  MUTOTaHA,  LUKJIOCHOPHHA,  JIMIIOCOMAJIBHOTO
nayHopyOuLMHA, acmaparuHasbl Erwinia, crpoHmus 89, KacomuTaHTa, HETYIHTAHTA,
aHTaroHUCToB  peuentopa NK-1, majoHOCeTpOHa, ampenuTanTta, IU(PEHTHAPaAMHHA,
TUAPOKCU3MHA, METOKJIONpaMHa, Jiopa3enama, ajnpasoiaMa, TaJoNepHIoia, IPOTNepHIoa,
IpOHAOMHONA, MAEKCAMETa30Ha, METHJNPEAHU30NIOHa, MPOXJOpNepasuHa, TI'PAHUCETPOHA,
OHIAHCETPOHA, IOJACETPOHA, TPOIUCETPOHA, MArPUITPACTIMA, SPUTPONOITHHA, 3TO3THHA
anb(a u gapbenosTrHa anbda, nmuiumMymada, Bemypadennda u ux cmeceit.

[000207] B HeKOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUIECKHUil
areHT npeacrasisier codor naruourop HSPO0 (manpumep, AT13387). B HekoTOpBIX BapuaHTax
OCYLIECTBIICHUs]  JOTOJHUTENbHBI  TEPaneBTUYECKUN  areHT  MpeACTaBiseT  coOOi
mkinodochamun. B HEKOTOpPBIX ~ BapHMaHTax  OCYIIECTBIEHHS  JOMOJHHUTEIbHBIH
TepaneBTHUECKUi areHT mnpezacrasisier codoi mHrunomrop AKT (mampumep, nepudosun). B
HEKOTOPBIX ~ BapUAHTAaX  OCYLIECTBJIEHHUS  JONOJHUTEJBbHBIAH  TEpaneBTUUYECKUNH  areHT
npencrasisier codort uurnourop BCR-ABL (sanpumep, HuinotnHu0). B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHHUSI JOTOJHUTEIbHbIA TEePAaNeBTHYECKUI areHT NPeICTaBsAeT COOOW HHIHOUTOP
mTOR (manpumep, RADOO1). B HekOTOpBIX BapuaHTAaX OCYLIECTBICHHS IOMOJHUTEIbHBIN
TepaneBTHUECKUI areHT mnpencrasiser coboit murubutop FGFR (manpumep, spradurunud,
K097 wm BGJ398). B HEKOTOpPBIX BapHaHTax OCYIIECTBICHUS JIOTOJIHUTEJIbHBINA
TEPANeBTHUECKUI areHT MPeaCTaBIsieT COO0H TeparneBTHYeCKOe CPEICTBO Ha OCHOBE aHTHUTENA K
PDL1. B HexkOTOpBIX BapuUaHTaX OCYINECTBJICHUS AOMOJHUTEIbHBIA TEPANEBTUYECKUI areHT
npexacrasisier codoit mHruoOutop Bcl2 (Hampumep, BeHeToksakc). B HEKOTOpBIX BapuaHTax
OCYILIECTBIICHHUsI JIOTIOJIHUTENbHBIA TEPANeBTUYECKUN areHT NPeACTaBisieT cOOOH HHrHOUTOP
ayrodaruu (Hampumep, THIPOKCHXJOPOXHWH). B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHHUS
TOTIOJTHUTENBHBIN TEPANeBTHYECKHIH areHT npeacranisier codboit narudutop MET.

INPUMEPBI

[000208] Hacrosimee n3obpeTenne He MOAJIEKUT OTPAHUYEHUIO B 00beMe KOHKPETHBIMH
BapUAHTAMHU OCYIIECTBJICHHUs, PACKPBITBIMH B IpUMepax, KOTOPbIE MPEAHA3HAUYEHBI B KaUeCTBE
WUTIOCTPAllMH HECKOJBKHX AaCMEKTOB H300peTeHusi, M JI0Oble BAapUAHTHI OCYIIECTBIICHUS,
KOTOpbIe SABISIOTCS (PYHKIMOHAJIBHO OKBHMBAJICHTHBIMH, BXOASAT B OOBEM HACTOSIIETO

I/I306peTeHI/IH. ﬂel‘/’ICTBI/ITeJ'IbHO, Ppa3JIn4YHbIC MOI[I/I(I)I/IKaL[I/II/I, IIOMHUMO ITOKAa3aHHBIX M OINMMCAaHHBIX
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B HACTOSILIEM NOKYMEHTe, OyAyT OYeBHIHBI CHELMAINCTaM B JAHHOW OONACTH TEXHUKH, H
NOAPA3yMEBAETCs, YTO OHU BXOMAT B 00BbeM npuiiaraeMoi (opMyJibl H300pETEHHS.

[000209] B mpuBeneHHbIX HUKE MPUMEPAX HCIOJB3YIOTCS CIEAYIOIINE COKPALICHUS:
«HPMCAS-HG» oTHOCHTCS K aleTaTCyKIUHATYy THIPOKCHMETUJIIPOMIIILIEIUIIONIO3bI (MapKa,
pactBopumasi npu BbicOkoM pH; rpanynupoBanHas), «SDD» OTHOCUTCS K BBICYIIEHHOMN
pacnbuieHueM aucnepcuu; U «PVP-XL» OTHOCHUTCS K CIIMTOMY MOJMBUHUINUPPOIUAOHY. B
NPUBEIEHHBIX HIDKE NMPUMeEpax CoeauHeHue 1» oTHocures K coepmHeHuro dopmyns! (I), xkax
omucaHo B HacrosimeMm nokymente. «I[Ipumech A» M «coenuHeHHe 2» o0a OTHOCUTCS K
coenquHennro Gopmynsl (1), kak omucaHo B HacrosimeM nokymeHre. «CoenvHeHune 3»
OTHOCHUTCS K coenuHernto popmydsl (111), kak onmucaHo B HACTOSIIEM JOKYMEHTE.

[000210] B xoHTekcTe MPHUBEAECHHOIO HIDKE Npumepa | «MaccoBasi [OJsI CyCHEH3UN»
npescTaBisieT COOOM TOJIF0 KOMIIOHEHTA, BBIPAXKEHHYIO B MAcCOBBIX IPOLIEHTAX, B CyCIICH3UH,
UCTIOJB30BAHHON [UIl MOJIyY€HHUs BBICYIIEHHOM paclbUIEHHEM [IUCIEPCUH, OTHOCUTENIBHO
KOJINYECTBA COEIMHEHUs | B CyCIIEH3UU.

IIpumep 1. IlonydyeHne BBLICYIIEHHOH PACHBIJICHHEM AHCIEPCHH, COAEp KAIIEH
coenunenue 1 u HPMCAS-HG.

[000211] Ionyuenue cycnensuu. HPMCAS-HG no0aBnsioT B OYMIIEHHYIO BOAY H
pacTBOp aleTOHa M MEPEeMEIINBAIOT Ui OOeCreueHHsl pacTBOPEHMs moiumepa. B pactsop
N00aBISAIOT KPUCTAIUTMYECKOE COeNMHEHHE | U MepeMeIlnBaIOT CYCIEH3HMIO NMPH TeMIIepaType
15-25 °C. IlepemelnnBaHue He BBIKIOYAIOT 10 KOHLIA MIPOLIECCA PACTIBIMTENBHOMN CYIIKH.

[000212] Ilonyuenue u wuchnonsvzosanue pacmeopumensi Ons 3aNYCKA U OCHMAHOBKI.
CMelmnBarOT OYMIIEHHYK) BOAY U aLeToH. PacTBopurenb A 3alycka U AJisl OCTAHOBKH
pPacHbUIAIOT B HaYasle U B KOHLIE LIUKJIA PACTIbUINTENbHON CYLIKH.

[000213] Pacnoinumensuas cyuika. CyCIEH3UIO MPOIMYCKAIOT 4Yepe3 BCTPOECHHBIM B
JIMHUKO TerI0O0OMEHHHMK (CKOPOCTh MOTOKa 38-51 Kr/4), KOTOpBI HArpeBaeT CyCIEH3HMIO A0
TeMrepatypbl B auana3zoHe 112-124°C nns pacTBOpeHUs CyCHEHAMPOBAHHBIX YAaCTHIl TMEpen
pacTbUINTEIPHOW CyIIKOH. 3areM pacTBOpP TOABEPrarOT pPacHbUIMTENBbHOM CyIIKEe B
dapmaneBTHyeckol pacnbuiuTeNbHON cymmike (PSD-2 miam 3KBHUBaJEHTHOH), OCHALEHHOM
KanmuUIIPHOU (POPCYHKOM, TpU MOMOIIY AaBJICHUS 3aIUTHOTO Tra3a a3ota 65-85 GyHT/kB. moiiM
u30., UCTIOJB3YSl OOBEMHYIO CKOPOCTh MOTOKA ocyImaromiero raza 400-500 kr/4, TemMnepaTypy Ha
BbIxoze u3 kamepsl 50-70 °C u Temneparypy konnencaropa -10 °C.

[000214] Bmopuunas cywxa. YacTUYHO BJIAXHBIH BBICYIIEHHBIN pacIbUIEHUEM
NPOMEXKYTOUYHBIN MPOAYKT, NOJYUYEHHBIH B pe3yjbTaTe Mpoliecca, OMUCAHHOTO BBIIIE, CyLIaT C
nonyuyenuem SDD, conepxaieit coenqunenne 1 u HPMCAS-HG, ¢ nomoinpio BakyyMHOM
CYLIMJIKH C NIepeMellIBaHueM Npu Temnepatype B auanasone 40-50°C u nasienuu B kamepe 40-
50 mOap.

IIpumep 2. IlonydyeHne BBLICYIIEHHOH PACHBIJICHHEM AHCIEPCHH, COAEpPKAIIEH
coenunenue 1 u HPMCAS-HG.

[000215] [Ilonyuenue pacmeopa. Kpucranmmueckoe coenuHeHune 1 mo0aBisiOT B

OUWIleHHYI0 Bony u pactBop TI'® wu mnepememuBaroT myisgs 00eCIEUEHUS] PACTBOPEHUS
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coenunenusi. K pacrBopy nobasmsror HPMCAS-HG u mepeMemnBaroT npu TeMmIepaTtype
OKpY>Karollel Cpefbl A0 PACTBOPEHMsI MOJIUMeEpa.

[000216] Illonyuenue u wucnonsvzosanue pacmeopumensi Ons 3aNYCKA U OCMAHOBKI.
CmemmuBaroT ouunieHHyro Boay u TI'®. PacTeopurenb A 3amycka M AJs OCTAHOBKH
pPacHbUIAIOT B HaYaJle U B KOHLIE LIUKJIA PACTIbUINTENbHON CYLIKH.

[000217] Pacnoinumensuas cyuika. 3aTeM pacTBOP MOABEPralOT PACTIbUINTENBHON CyIIKe
B (hapMaleBTUUECKON PACIBUIMTENbHON CYLIMJIKE MPU CKOPOCTH pacmbulieHus 175-205 r/mus,
UCTIONB3Ys1 OOBEMHYIO CKOPOCTh MOTOKA Ocywiaroiero raza 1550-2150 r/mMuH u TeMmmnepaTtypy Ha
BbIxoze u3 kamepsl 40-50 °C.

[000218] Bmopuynas cywxa. YacTUYHO BIAXHBIM BBICYIIEHHBIN pacIbUIEHUEM
NPOMEXKYTOUYHBIN MPOAYKT, NOMYUYEHHBIH B pe3yjbTaTe Mpolecca, OMUCAHHOTO BBIIIE, CyLIaT C
nonyueaneM SDD, copepskameii coemunenne 1 u HPMCAS-HG, ¢ moMompr0 CyIIWIKA Ha
NOJAOHAX MpHU TeMrepaType B fuanasone 15-45 °C.

[pumep 3. Uucrora meromom BIKX nns TBepaoii aucmepcum, coaepRamie
amop¢Hoe coennnenue gpopmy.ni (I).

[000219] B Tabnuie 1 moka3aHbl 3HAYEHUS] YUCTOTHI, H3MEPEeHHbIe ¢ momoisro BOKX
IUIE TBEPABIX IUCHEPCUH, KaKAas M3 KOTOPBIX copepikana amophHyro (GopMy COCOUHEHUS
dopmynsr (I). Kaxxayro mapturo (mapruro 1, mapruro 2, mapturo 3 U mapTuro 4) NOJydaiu
COTJIaCHO CTIOcO0y, OMUCAHHOMY B IpumMepe 1.

Ta6muua 1. Teepable aucnepcuu, coaep:kamue amopgHy (opMy coeaMHEHHUs
¢popmy.ni (I).

Homep naptuu HapTusa 1 IHapTus 2 IHapTusa 3 HapTus 4
benbrit benbrii
Buemnnii Bug benb1ii nopomok benblii nopomoxk
MOPOLIOK MOPOLIOK

1 u3mepenue: | | usmepenue: | 1 usMepenue: | 1 usmepenue:

Nnentuduranus 100,0% 100,0% 100,0% 100,0%
(BIXKX) 2 usMmepeHue: | 2 u3MepeHue: | 2 U3MEPEHUE: | 2 U3MEpPEHHUeE:
99,9% 100,0% 100,0% 100,0%
KoanyecTBeHHbIH
248 249 249 249

2 2 2

a"aaus (mac. %)

OtcyTcTBUE OTtcyTcTBUE OtcyTcTBUE OtcyTcTBHE

KPUCTAJJIIMYHOC KPUCTAJIJNIMYHO | KPUCTAJUIMIHOCT | KPHUCTAJUJIMYHO

PXRD TH CTH a CTH
Teepaas
He Oosee 4% He 6osee 4% He 6onee 4% He 6onee 4%
¢opma
(LOD=4%) (LOD=4%) (LOD=4%) (LOD=4%)
He
Tg (°C) 125 125 125

NpoOTECTUPOBAHO
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Coeaunenue 2
(mac.%

OTHOCHUTEJIbHO 0,14 0,13 0,13 0,13

2

MacCCbl COCIUHCHUSA

1)

Coeaunenue 3

(mac.%
OTHOCHUTEJIbHO 0,3 0,2 0,2 0,2

MacCCbl COCIUMHCHUS

1)
Coaep:xanue BoabI
0,26 0,52 0,59 0,40

(mac.%)
AunertoH (m.a.) 1837 1642 1552 711

Dloi 5 Dloi 5 Dloi 6 D101 5
Pasmep yacTun

Dsoi 15 Dsoi 14 Dsoi 15 Dsoi 14
(MKMm)

Dgoi 32 Dgoi 29 Dgoi 30 D902 29
HacbinHaa
IUIOTHOCTH MOCJje 0,44 0,43 0,43 0,42

yIJIOTHeHHUs (r/Mu1)

Jlerenna: LOD: npenen oOHapyskeHUs

IIpumep 4. Uccienosanus ctabuabHOCTH aMOP(PHBIX popm coennHeHHUsi Gpopmyibl
(I) B TBepaBIX AUCHIEPCHSAX.

[000220] Omnmcanbl ucciaenoBanusi amopdHbix (opm coeaunenus Gopmynsr (I) B
TBEPABIX Aucrepcusix. B tabnumax 2(a)-(c) onucaHbl 3TH UCCIEAOBAHMS i 00pa3oB (MapTUu
5, mapTuu 6 ¥ apTUH 7), MOJYYEHHBIX COTJIACHO CIIOCO0y U3 mpumMepa 1, B yKa3aHHbIE MOMEHTBI
BPEMEHH, BKJIFOYAsl MCIIOJIb30BAHHBIC YCIOBUS (TEMIEPAaTypy M OTHOCUTENIbHYIO BIIQYKHOCTB),
temneparypy crexnoBanus (Tg), omeHky kpuctajummyaoctu meronoM XPRD u onpenenenue
KoJM4ecTBa mpuMecu A B obOpasuax. MccnenoBaHusl MOKa3bIBAOT, YTO TBEpAAs AHMCIIEPCHS,
conepskamasi amopdroe coenuaerue Ghopmyibl (I), SABISIETCS HEOKUIAHHO BBICOKOCTAOWMIIBHOM,
IEMOHCTPHUPYS OTCYTCTBHE IOJUMOP(GHOro MpeBpalleHUus B KpUCTaJUTMYeckne (GopMbl B
KECTKUX YCIIOBHUSAX BBICOKOW OTHOCHUTENIbHON BJIAYKHOCTH U BBICOKOW TEMITEPATYPHL

Tabnuua 2 (a): UcciaegoBaHuss mapTuud S, MOJy4eHHOH COIJIACHO Cmocody wu3

npumepa 1.
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OTcyTCTBHE KPUCTAIUTMIHOCTH
NA Hcxoaubiii 122 | 0,13
(LOD =4%)
OTcyTCTBHE KPUCTAIUIMIHOCTH
5°C 124 | 0,15
(LOD =4%)
25 °C/OB 60%, OTCcyTCTBHE KPUCTAJUIMYHOCTH
123 | 0,17
3aKpbITasi Tapa (LOD =4%)
1 mecsn
40 °C/OB 75%, OTcyTCTBUE KPUCTAJUIMYHOCTU
123 |0,34
3aKpbITasi Tapa (LOD =4%)
40 °C/OB 75%, OTcyTCcTBUE KPUCTAJUINYHOCTU
125 10,37
OTKpBITasi Tapa (LOD =4%)
ITaprus 5, OTcyTCTBHE KPUCTAITMYHOCTH
5°C 125 |0,14
HIOJTyYeHHAsT (LOD =4%)
COTJIACHO 25 °C/OB 60%, OTCcyTCTBHE KPUCTAJUINIHOCTH 125 | o1
crocody u3 3aKpbITas Tapa (LOD =4%) ’
3 mecsua
npumepa 1 40 °C/OB 75%, OTcyTCTBUE KPUCTAJUIUYHOCTH
124 | 0,64
3aKpbITasi Tapa (LOD =4%)
40 °C/OB 75%, OTcyTCTBUE KPUCTAJUINYHOCTU
124 |0,76
OTKpBITasi Tapa (LOD =4%)
OTcyTCTBHE KPUCTAIUTMIHOCTH
5°C 125 |0,14
(LOD =4%)
25 °C/OB 60%, OTCcyTCTBHE KPUCTAJUNIMYHOCTH
125 10,25
3aKpbITasi Tapa 6 MecsIeB (LOD =4%)
40 °C/OB 75%, OTcyTCTBUE KPUCTAJUINYHOCTU
124 | 1,10
3aKpbITasi Tapa (LOD =4%)
40 °C/OB 75%, OtcyTcTBue KpucTtamuuHocTu | 124 | 1,26
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OTKpbITas Tapa

5°C

25 °C/OB 60%,

3aKpbITast TApa

(LOD =4%)
OTcyTCcTBUE KPUCTATUINYHOCTU
124 | 0,13
12 (LOD =4%)
Mecsanes | OTcyTCTBHE KPUCTAJNINYHOCTH
123 0,31

(LOD =4%)

2

Ta6muua 2 (b): UccnenoBanusi mapTum

6, MOJIy4eHHOH COrJacHo cnocoly u3

npumepa 1.
MomeHT Teepaas popma T IIpumecn
MMapTusa SDI YcaoBue i
BpeMeHH meroaom PXRD ©O) A (%)
OTtcyrcrBHe
NA Hcxonnblii KPUCTAJUIMYHOCTH 124 0,15
(LOD =4%)
OTtcyrcrBHue
5°C KPUCTAJIMYHOCTU 124 0,17
(LOD =4%)
OtcyrcTBHe
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 124 0,18
3aKpbITasi Tapa
(LOD =4%)
1 mecsn
OtcyTtcTBHe
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 124 0,35
[Taprus 6, 3aKpbITas Tapa
(LOD =4%)
MOy YeHHast
OTtcyTcTBUE
COIJIACHO 40 °C/OB 75%,
KPUCTAJUIMYHOCTH 125 0,39
crocody u3 OTKpbITas Tapa
(LOD =4%)
npumepa 1
OTtcyrcrBHe
5°C KPUCTAJUTMYHOCTU 125 0,16
(LOD =4%)
OrtcyrcrBue
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 125 0,22
3aKpbITas Tapa
3 Mecsua (LOD =4%)
OTtcyrcTBHe
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 126 0,65
3aKpbITas Tapa
(LOD =4%)
40 °C/OB 75%, OtcyTcTBHE 15 076
OTKpBITasi Tapa KPUCTAJIMYHOCTU '
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(LOD =4%)
OtcyTtcTBHe
5°C KPUCTAJIMYHOCTU 125 0,16
(LOD =4%)
OtcyTtcTBue
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 124 0,27
3aKpbITas Tapa
(LOD =4%)
6 MecsleB
OTtcyrcrBHe
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 124 1,06
3aKpbITasi Tapa
(LOD =4%)
OTtcyrcrBHe
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 124 1,15
OTKpBbITasi Tapa
(LOD =4%)
OTtcyrcTBHe
5°C KPUCTAJIMYHOCTHU 125 0,14
(LOD =4%)
12 mecsaues
OTtcyrcTBHe
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 124 0,32
3aKpbITasi Tapa
(LOD =4%)
Tabnuna 2(c): HcciaepoBanusi napTud 7, NOJYYEHHOH COIVIACHO C€mocody wu3
npumepa 1.
MomenT Teepaas ¢popma T IIpumecn
IMapTusa SDI Ycaosue *
BpeMeHH meroaom PXRD ©O) A (%)
OTtcyTcTBHE
NA Hcxonnsbiin KPUCTAJTIMYHOCTU 124 0,14
(LOD =4%)
ITaptus 7, OtcyTcTBUE
NOJTy4eHHast 5°C KPUCTAJIIMYHOCTH 125 0,16
COTJIACHO (LOD =4%)
CTagusIM, OTtcyTtcTBHE
25 °C/OB 60%,
OIIMCAaHHBIM B 1 mecsan KPUCTAJUIMYHOCTH 124 0,17
3aKpbITas Tapa
npumepe 1 (LOD =4%)
OTtcyTcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 124 0,34
3aKpbITas Tapa
(LOD =4%)
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OTtcyTcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 125 0,37
OTKpbITasi Tapa
(LOD =4%)
OTtcyTcTBHE
5°C KPHUCTAJUIMUHOCTH 125 0,15
(LOD =4%)
OTtcyTcTBHE
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 125 0,20
3aKpbITas Tapa
(LOD =4%)
3 mecsua
OTtcytcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTU 125 0,63
3aKphITas Tapa
(LOD =4%)
OTtcyTtcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTU 125 0,75
OTKpbITasi Tapa
(LOD =4%)
OTtcyTcTBHE
5°C KPUCTAJJIMYHOCTH 124 0,14
(LOD =4%)
OTtcyTcTBHE
25 °C/OB 60%,
KPUCTAJUTMYHOCTH 124 0,25
3aKpbITas Tapa
(LOD =4%)
6 MecsiLeB
OTtcyTcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 124 1,05
3aKpbITas Tapa
(LOD =4%)
OTtcyTcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTU 124 1,24
OTKpBbITasi Tapa
(LOD =4%)
OTtcyTtcTBHE
5°C KPUCTAJJIMYHOCTH 124 0,13
(LOD =4%)
12 mecsaues
OTtcyTcTBHE
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 124 0,31
3aKpbITas Tapa
(LOD =4%)

[000221] B omHoM acmekte amopdHoe coenuneHue (opmynsl (I) xapakrepusyercs

PEHTI€HOBCKON MU(PAKTOrpaMMOH MO CyLIECTBY Kak Moka3aHo Ha ¢ur. 1. B Hacrosmem
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IOKyMeHTe omucaHo amop¢Hoe coenunenue (opmyner (I). Amoppuas dopma Moxker ObITH
OXapaKTePU30BaHa TOPOIIKOBON PEHTI€HOBCKOH AU(PPAKTOrpaMMOil C aMOP(HBIM «rajioy,
MOPOIIKOBON PEHTTeHOBCKOH MU(PaKTOrpaMMOl MO CYIIECTBY Kak IMOKa3aHo Ha ¢ur. 1 u
KoMOMHauuen 3THX JaHHbIX. AMoppHoe coeauHenune (opmyisl (I) Moxker OBITH MOMYYEHO
IyTeM IpoLecca pacTBOpeHus coeauHeHus ¢opmydbl (1), pacnbUIUTENBHON CYLIKH pacTBOpa
COEJIMHEHMsI U CYLIKH BBICYLIEHHOTO PAClbIICHUEM COCIUHEHUS.

Ipumep S. HcciaenoBaHusi pacTBOPHMMOCTH TBepPAOil AHUCHEPCHH, COAep RAlIeH
amopduyo ¢popmy coeannenusi popmyasi (I).

[000222] OueHuBasu pacTBOPUMOCTb TBEPAOH AmMCrepcur amopdHOro coeawHeHus 1
(25%)/HPMCAS-HG, nony4enHoii B npumepe 1, npu BbiOpaHHbIX 3HaueHusix pH. B wactHoCTH,
B Tabiuue 3 TmpHUBEOeHbl 3HAUEHUs] KHHETUYECKOW PACTBOPUMOCTH KPUCTAJUIMYECKOTO
coenuHeHust 1 u TBepmoi aucnepcun amopduoro coemuHenus 1 (25%)/HPMCAS-HG npu
BBIOpaHHBIX 3HaueHHsx pH. B tabmuue 3 mpogeMOHCTpHpOBaHA 3HAYUTENbHAS IMOBBIICHHAS
PacCTBOPUMOCTD TBEPIAOU MTUCTIEPCUU IO CPABHEHHIO C KPUCTAJTNYeCKOoi (hopMoit coequHeHus 1

Tabmnua 3. KuHernueckasi pacTBOPHMOCTb KPHCTANIHYECKOro coeanHeHusi 1 u

TBepaoil AucnepcHy, coaepkameii amopguyro ¢popmy, npu spidopannom pH.

Kunernueckasi pactBopuMocThb (MKI/MJ1)
pH Kpucranmueckoe AmopdHoe coenunenue 1,
coenuHeHue 1 25%/HPMCAS-HG
2 6 178
6,5 1 120

Kunernueckass pacTBOpuMOCTb B Boje coenuHeHus | mpu 25°C B KpUCTAIMYECKOMN
dopme nim amopduoii TBeproit popme SDI B 3aBucumoctu ot pH

IIpumep 6. PapMakOKHMHETHYECKHE HCCIEA0BAHUS BbICYIIEHHOH PACHblICHHEM
AUCNepPCHH coequHeHus 1.

[000223] IIpoBomuiau HCCIeMOBAaHUS HAa KpbICax, A€ CpaBHUBAIM (HaPMaKOKUHETHUKY
KPUCTAJUTMUECKOTO coenviHeHus | u TBepmoil mucnepcun amopdHoro coemuuenus 1 (25%),
nosy4eHHoi B mpumepe 1. Jloza B oboux ucciaenopanusix cocrasisiia 10 mr/kr (B mepecuere Ha
coequHenne 1). Kpbicam BBOOWIM KPHUCTAJUIMYECKOE COEAMHEHHWE | B BUJAE MEPOPATbHOM
CYCIIEH3WH B HOCHTENE, npeacTasisiBieM codoit 20% Captisol/0,4% HPMC, npu pH 2. Kpeicam
BBONWIM amop(dHoe coenwHeHHWe | B BUAE NEPOPANBHON CYCHEH3MH C HCIOJIb30BAHUEM
HocuTens, npeacrasisiBiero codorr 0,5% Methocel. Pesynbrarsl nccnenoBanus NpuUBENEHB! B
Tabmure 4, KOTOpas JAEMOHCTPHUPYET HEOXKHAAHHO YIYYIIEHHBIH (papMaKkOKHHETHIECKUI
npo b ISt TBEPAOH JUCTIEPCHH.

Tabnauua 4. ®apmakoknHeTHYECKHE JaHHbIE.
MMapamerp (enununubl | Kpucraniuueckoe coenudenue 1, | Amopdnoe coenunenue 1

HU3MepeHusl) cB00OJHOE OCHOBAHHUE (25% B SDD)




97

Tmax (1) 1,67 4,00

Crax (HT/MIT) 20,2 437
AUC - (Hr®u/mui) 111 2570
AUC(0-0) (HT®1/MIT) 131 2584
ti2 (1) 8,76 3,43

DapMaKOKMHETUYECKHE MapaMeTpbl COENMHEHUs | Mocne NepopaJbHOTO BBENCHUS
KpbICAaM CBOOOJHOTO OCHOBAHHUSI KPHCTAJIMYECKOrO coeAnHeHus 1, (apmMakoKMHeTHUecKue
nmapameTpbl COeNMHEHHsI | TMocie MepopajbHOrO BBENEHHs Kpbicam amopdHoi 25%-HOi
JVCTIEPCUH, BBICYIIEHHOU pacmbuieHueM (SDD).

Ipumep 7. Iloayuyenue TadjieTok.

[000224] Beicymennyto pacnbuieHueM aucrnepcuro coenunenus 1 1 HPMCAS-HG, kak
yKa3aHo B TMpumMepe 1, MepBOHAauYaJbHO CMELIMBAIOT CO BCEMU BHYTPUTPaHYJIbHBIMU
KOMIIOHEHTaMHu, 32 UCKJIOUYEHHEM CMa3bIBAIOLIEro BELIECTBAa CTeapaTa MarHus, B MOAXOAIIEM
cmecutene ¢ audQy3MoOHHBIM cMelrBaHueM (OyHKEPHOM CMECUTENle WM SKBHBAJICHTE).
IIpoBomsT ynaneHHe KOMKOB W3 HCXOOHOM MPEABAPUTEIBHOW CMECH C IMOMOIIBK) CUTOBOU
MENbHUIIB (TAaKOH Kak KOHYCHas MEJbHHMLA WIM SKBHBAJICHT) M IMOBTOPHO NEPEMELINBAIOT
(mepemernBanue nepen 100ABIEHNEM CMa3bIBAIOLIETO BELIECTBA) Meper J00aBICHUEM cTeapaTa
MarHusi U nepeMernnBaHueM (TepeMeInnBaHue mociae N00aBIeHNs CMa3bIBAIOIIErO BEIIECTBA).
Koneunyro cmech mpeccyloT B TaOJNeTKH C TPUMEHEHHEM IOAXOJSINEro POTOPHOIO
TabJIETOYHOrO Tmpecca C BIEKTPOnpuBOnOM. KOMNO3MLMM MIUTFOCTPATHBHBIX — TaOJETOK,
comepskamux 25 mr coequHenus 1 wiau 50 Mr coequHeHus 1, MpeacTaBIeHbl HIDKE B TAOIHIax S
U 6 COOTBETCTBEHHO. B Tabmuie 5 Kaaplii U3 BBICYIIEHHBIX PACIBIICHUEM MPOMEKYTOYHBIX
npoaykToB Tadnerok 1, 2 u 3 moayudanu cniocobom u3 nmpumepa 2. B Tabnuie 6 BBICYIIEHHBIH
pacnbuUIeHHEM NPOMEXYTOUHBIH MPOAYKT TaOneTku 4 mojydanau crnocoOoMm u3 mpumepa 2, a

BBICYIICHHBIN PACIBUICHUEM MPOMEXKYTOYHBIH MPOAYKT TaOJEeTKH S5 mojiydanu crnocodoM u3

npumepa 1.
Tab6muua S. UnnwocrpaTtuBHblie TabaeTKH, coaep:kamue 25 mr coeguneHus 1.
IHapTus npenapara
Komnonent Dynrcuus Tabnerka 1 | Tabnerka 2 |Tabuerka 3
BuyTpurpanyasipabie % cvecH
BCIOMOraTe/IbHbIE BellecTBa
25% coegunenusi 1: HMPCAS- JleiicTByroiiee
HG BOIICCTED 16,67% 16,67% 16,67%
MUK pOKpHCTAITUECKAs O6wvemoobpazyrorn
esutroso3a (Avicel PH101) Ul areHT 37.67% 38,17% 32,67%
Monoruagpar
JIAKTO3BI  (J1AKTO3a Hanonuurens 37,67% 38,17% 32,67%
Ne 310)
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Kpockapmennosa HaTpus

(Ac-Di-Sol®) Paspexnurens 6,00% NA 6,00%
Kpocnosunon
(PVP-XL: Paszpeixiurens NA 5,00% NA
MOJIMBUHUJITTUP POJTHIOH )
TPGS/Cabosil 70/30 ComroOunuzarop NA NA 10,00%
Jlnoxcun KPEMHHMS CKob3siIee
) 0,50%
(CabOSil® M5P) BOIIIECTEO 0,50% 0,50% ’
CwmasbiBarolee
Crteapat mMarsus 0,50% 0,50% 0,50%
BEIIECTBO
BHerpaHyJsipHbie BCIOMOTaTe/IbHbIE BENIeCTBA
HOKCHT KPEMHHUSI
puoxcn; P Cxonpssmee 0.50% 0.50% 0.50%
(CabOSil® M5P) BELIeCTBO
CwmasbiBaroinee
CteapaTt Maraus 0,50% 0,50% 0,50%
BEIIECTBO
OnpeneneHne XapakTePHCTHK|
TA0JEeTOK
OO61as macca TabneTku 600 mr 600 mr 600 mr
J{ost TBEpAOro BelmecTsa ~87,6% ~87,2% ~94 7%
[IpouHOCTE Ha  PacTSKEHUE
1,95 2,00 1,98
(MITIa)
Bpewms MOJIHOTO acrnanaaj
P pactia 0:20 0:10 2:24
(MMH:CeK)

Tab6auua 6. UnnocrparusHblie TabaeTkH, conep:kamue S0 mr coexunenus 1.

(Avicel PH101)

Cocras
Tab6nerka | Tabnerka | Tabnerka | Tadnerka
Komnonent | ®PyHkuus MapkupoBKa
4 5 4 5
mac.% mac.% (mr) (mr)
BeiCcymieHHBIH pacnblIeHHEM NPOMEKYTOYHBIH NMPOAYKT
JletictByromee |(COOCTBEHHOTO
Coemurenme 1 8,42% 8,33% 50,0 50,0
BELIECTBO MPOU3BOCTBA
HPMCAS-HG (AHCTIEPTHPYION |\ 2525% | 25,0% 150,0 150,0
€€ BELECTBO
Buytpurpanyasipusie (IG) BcnomorarebHbie BeliecTBa
Muxkpokpucran O6emo0Gpasy0
praecKast INF 30,13 29,84% 179,0 179,0
L(EJUTI0JI03a M1 ar€HT
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Monoruapat
JIaKTO3bI Hamonuutens  [NF 30,13 29,83% 179,0 179,0
(makTo3a No
310)
Kpocnosunon
(PVP-XL:

Pasperxmurens [NF 5,05% 5,0% 30,0 30,0
MOJTMBUHUJITTAD
[POJIUIIOH)
Jluokenn Cxomnb3sitee
KPEMHHsT NF 0,5% 0,5% 3,0 N/A
(CabOSil® BEIIIECTBO
MSP)
Jluokcun Cxonb3sitee
KpEMHTS emeerno INF 0,5% 0,5% N/A 3,0
(Syloid 244FP) [°°™

CmasbiBaroinee
Creapat NF 0,5% 0,5% 3,0 3,0
MATrHUA BCINCCTBO

BuerpanyasipHbeie BCIOMOraTe/lbHbIE BEIECTBA
CabOSil® MS5P)
. [Cxonb3siiiee

(KONTONTHBI NF 0% 0,5% 3,0 N/A
MMOKCHUTT BEIIECTBO
KpEeMHUs)

Cxonb3sitiee
Jlnoxenn NF 0,51% 0,5% N/A 3,0
KPEMHUsL BCILNCCTBO

CmasbiBarolnee
Creapat INF 0% 0,5% 3,0 3,0
MarHust BEIIECTBO
Bcero 100% 100% 600 600,0

NF=Haumonanensiii popmysip; USP=@apmakones: CIIA; N/A=He WCHOIB30BaIU C
yKa3aHHOW JIEKAPCTBEHHOH (OPMOH.

IIpumep 8. UcnbiTaHne Ta0/1€TOK HA PACTBOPEHHUE

[000225] TabneTkn, HM3rOTOBJIEHHBIE COMJIACHO CIOCOOYy M COCTaBY, OIHCAHHBIM B
npuMepe 7, TOABEpPrajd MWCIbITAHUIO Ha pAacTBOPEHHE C WCIOJNb30BAHHEM IapaMeTpOB
yCTPOHCTBA JJII PACTBOPEHHUs, ONMHMCAHHBIX B TaOnuue 7, u mapametpoB npudopa BOXX mns
aHaym3a 0Opas3IoB, UCTIBITHIBAEMBIX Ha PaCTBOpEHUE, B Tabme 8.

Ta6auua 8. PactBopenne.

Ycrpoiicteo 2 USP  (nomacTHas Memmanka) ¢
YcTpoiicTBO
aBTOMATHYECKUM MTPOOOOTOOPHUKOM Ml O€3 Hero.

Cocyn nnst pactBopenust oobeMom 1 11
75 £ 3 00./MuH
37,0°C £0,5°C

Cocyabi

CxopocTh BpaleHus JionacTel

Cpennsisi TeMnepatypa

Pa3mep o0pa3ua ITo oxHoli TabneTke Ha cocyn, Bcero 6 TabieTok.
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0,25% (mac./00.) nmaypuncynbdpara HaTpus B 10 MM
Cpena nnis pacTBopeHust
Hatpuii-anieratHoM Oydepe mpu pH 4,5.

Oo0bem cpeabt 900 mn

Tabauua 9. BO)KX-anaau3 06pa3suoB U3 HCNbITAHHUS HA PACTBOPEHHeE.
Tomxopsmas O®-BOXX, ocHamenHas Y ®-

BIKX-cucrema
AETEKTOPOM U CHCTEMOW 00pabOTKM JaHHBIX

Zorbax Bonus RP, 3,5 mkm, 4,6 MM x 50 Mm
Kojionka )
(Agilent), uiau >KBUBaJICHT

Temneparypa KOJIOHKH 30 °C

Temneparypa aBTOMATHYECKOI0
TemmnepaTtypa OKkpy>KarOIEen Cpeasl

npo00oTOOpHUKA

CxopocTh moToKa 1,0 m/muH

Oo0bem BBOANMOIT MPOOBI 10 Mk

HeTexkuust Y@ npu 252 am

Bpems 3anucH XpoMaTorpaMMBel 8 MUHYT (M30KPATHIECKOE)

65:35:0,1 (06./06./00.)
Hoasu:xkuas ¢a3za
BOJIA: aLIE€TOHUTPWI: MypaBbHUHAS KUCJIOTA

IIpOMBIBKY KOJIOHKH NOCJIE aHAJINU3A CIEAYeT
IIpoMbIBKA KOJIOHKH MOCJE AHAJIH3A IIPOBOAMTDL B COOTBETCTBUU C NMPOLIEAYPOH Ha

MECTC MPOBEACHHS UCIIbITAHUA

[000226] M3yueHrne TECTUPYEMBIX XapaKTEPUCTUK WILTIOCTPATHBHBIX TaOneTok ¢ 50 mr
coenunenusi 1 (DOE 1, DOE 2, DOE 3 u DOE 4), Bxmouas % BBICBOOOXKIEHHS MPH
pPacTBOPEHHH B 3aBUCUMOCTH OT BpPEMEHH, C WCIOJb30BAHUEM METOJA PACTBOPEHHUS,
ornucaHHoro Bbime. Ha ¢ur. 2 B 0000umeHHOM BHAEe TpPEACTaBIeH NPOQHIb PacTBOPEHUs
Kak10# TabJeTKH, MPOTeCTHPOBaHHOM B Tabmie 10.

Ta6auua 10. XapakrepucTukH TadJIeTKH

XapakTepucTHKH Ta0JIeTKH

DOE 1 DOE 2 DOE 3 DOE 4

Cpeansist macca Hauauno 601 (0,6) | 601(0,6) | 607(0,8) | 602(0,9)
TabaeTku (Mr)

OxonuaHnue 600 (0,6) | 599(0,7) | 602(0,8) | 600 (0,9)
(%RSD)

Hauano 0,05 0,01 0,03 0,01
KpomumocTts (%)

OxoHuaHnue 0,06 0,00 0,02 0,00
Bpems nosiHoro Hauano 0:16 1:34 0:16 1:23

pacnaaa (MuH:cexk) | Cepeauna 0:18 1:37 0:17 2:01
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OxoHuyaHue 0:16 1:36 0:17 2:02
AHanu3 97,3 97,6 98,8 98,4
Coeaunenue 2 (Mac.% OTHOCHUTEJIbHO
0,13 0,13 0,13 0,14
Macchbl coequHeHus 1)
AV (nmoka3areib
OpnopoaHocTh 2,9 3,6 2,8 1,9
NpPHEMJIeMOCTH)
A03UPOBAHHUSA 0,8 0,9 0,7 0,6
%RSD
5 muH 50 34 41 31
10 mun 70 54 62 51
%
15 mun 81 67 74 65
BbicBoOOKIEHUS
20 MuH 87 75 82 73
NpH  PacTBOPEHHH
30 muH 93 86 91 84
(n=12)
40 Mmun 96 91 94 90
60 Mmun 97 96 97 96

[000227] Kpome Toro, B Tabmuie 11 mpuBeneHbl mokas3aTesid PacTBOPEHHSI U JIPYTHe
XapaKTePUCTUKH TpPeX WUIOCTPATUBHBIX mapTuii Tabmerok ¢ S50 wr coemuHeHus 1,
M3TOTOBJIEHHBIX CIIOCOOOM, OITMCAHHBIM B IpuMepe 7 (Tabnerka 5). BricylieHHbIe paciblIeHHEM
NPOMEXKYTOUHbIE MPOAYKTHI U3TOTABIMBAJIN B COOTBETCTBUU C Ipoueaypod B mpumepe 1. %
BpicBOOOKIEHUS TIPU PACTBOPEHUH U3MEPSUTN C TIOMOLIBIO METO/Aa UCTIBITAHNSI HA PAaCTBOPEHHE,
OMNMCAHHOTO BBILIE.

Tadauna 11. UnaocTpaTHBHBIE NAPTHH.

Ne mapTuu TadjeTox 1 2 3
Konnuecrso
220 240 170
Ta0JIeTOK
Oo6mee
Macca cpeaHee 602 601 595
TabJIeTKH 3HAYEHHE
(mr) Oommit
1,3 1,3 1,4
%RSD
Cpeanee nas
590-612 584-614 584-610
10 Tabnerox
KpomumocTts (%) 0,0 0,0 0,0
Bpemsi  moaHoro pacmaaa
00:35 00:27 00:36

(MHH:CeK)

AHanau3 100,5 99,9 98,0

2
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Coegunenne 2
0,2 0,2 0,2
(mac. %)
Coegunenne 3
(mac.%
OTHOCHUTEJIbHO 0,3 0,2 0,2
MAaCChl
coenuHeHus 1)
Oo0mee
coJepiKaHue
npumMecen
(mac.% 0,5 0,4 0,4
OTHOCHTEJIbHO
Macchl
coeanHenus 1)
Coaep:xanue Boabi, % 3,5 3,4 3,4
OtcyTcTBHE OTtcyTcTBHE OtcyTcTBUE
Teeppas d¢opma MeToaOM
XRPD KPUCTAJJIMYHOCTH | KPUCTAJUIMYHOCTH | KPUCTAJIIMYHOCTH
(LOD=6%) (LOD=6%) (LOD=6%)
S muH 46 44 40
% 10 Mmun 69 67 62
BoicBoGoxkae | 15 muH 82 79 75
HHSA npu | 20 muH 88 87 83
pacTBopeHun | 30 MuH 95 93 91
(n=6) 40 MmuH 97 96 95
60 MmuH 98 97 97

[pumep 9. lonyuenue crangapTHoro o6pasua coennnenus popmy.ani (I1I).

[000228] 3-(5-amuHO-2-Opom-4-propdennn)-1-3tun-7-(MmerunamMuno)-1,6-HapTHpUANH-
2(1H)-oH (40 1), ¢penmnuzonmanar (30 r, 2,7 5kB.), mupUAUH (3 3KB.) U METaHCYJIb(HOHOBYIO
kucioty (1 5kB.) OObEAMHSIIN B PACTBOPUTEIIE, coepskaiieM 1-metui-2-nupponunuHoH (10 00.)
U MeTaHCYIb(poHOBYIO KHUCIOTY (5 00.). Cmech nepememuBanu npu S0°C B TeueHune 7 aHEH C
nepuoanydeckum nodasnenuem eme 0,1-0,2 3xB. perunuzonmanara (0,1-0,2 3kB.) ¢ mOTyYEeHHEM
HEOYUINEHHOTO BJaXKHOro ocanka 1-(3-(2-6pom-4-drop-5-(3-¢penmnypenno)denmn)-1-3tun-2-
okco-1,2-nurunpo-1,6-HadpTupunun-7-um)- 1 -meTnin-3-heHuIMOUEBUHBL Heouuniennsiii
BJIAKHBIM OCAJOK KPUCTAILTH30BAIN U3 1-MeTrn-2-nupponuanHona (4 00.) u meranona (8 00.) ¢
nonyueHueM 57 r©  1-(3-(2-Opom-4-¢rop-5-(3-pennnypenno)dennn)-1-3Tun-2-okco-1,2-
murunpo-1,6-nadgrupuaun-7-1un)- 1 -MeTun-3-gpenuamodesunsl. MC m/z: 629 (M+1). 'H SAMP
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(400 Mro, IMCO-des): 6 11,44 (s, 1 H), 9,12 (s, 1 H), 8,84 (s, 1 H), 8,74 (s, 1 H), 8,29 u 8,27 (d,
1H),802(s, 1 H),7,72u 7,70 (d, 1 H), 7,59 u 7,57 (d, 2 H), 7,45 u 7,43 (d, 2 H), 7,34-7,26 (m,
4 H), 7,24 (s, 1 H), 7,06-6,97 (m, 2 H), 4,35-4,28 (m, 2 H), 3,53 (s, 3 H), 1,27-1,23 (t, 3 H).

IKBUBAJIEHTHI

[000229] Pa3nuuHble 5KBUBAJEHTbl KOHKPETHBIX BAPUAHTOB OCYLIECTBJEHUS, OTAEIbHO
ONMHUCAHHBIX B HACTOSIIEM AOKYMEHTE, OyOyT OYEeBHIHBI CHELMAJNCTy B JaHHOW OO0NacTH
TEXHUKHU, WIH OH OyeT CroCcOOeH YCTaHOBUTH MX C MCIIOJb30BAHHEM He 0oJiee 4eM OOBIYHBIX
sKkcrepuMeHTOB. [logpasymeBaercs, 4YTO TaKHe ObIIKBUBAJIEHThI BKJIIOYEHbBI B 00BEM

HIDKeCenyromei GopmyJibl U300peTeHusl.
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®OPMYIJIA U3OBPETEHUA
1. Cnoco® JneueHHs CTPOMAJbHBIX OMYXOJeH KeJyAOYHO-KUIIEYHOrO TpakTa Y
NAaLMEeHTa, HYXXIAIOLUErocs B STOM, BKIIOYAIOIIMI BBEACHHE MNALMEHTy OOHOW win Oonee
(I)apMaI_IeBTI/ILIeCKI/I MPUEMIIEMBIX Ta6.]'IeTOK, raic Kaxaas (I)apMaI_IeBTI/ILIeCKI/I npuemJieMas
TabJIeTKa CONEPIKHT:
(1) TBepAYIO AMCTIEPCHIO, TAE TBEPAAs JUCTIEPCHSI COAEPIKUT:
amopdHyI0 GopMy coenuHeHus, npeacrasieHHoro ®@opmynoi (I):

- oo F : .Br
QLI
H H

®opmyna (I) u

dapManeBTHIECKH PUEMIIEMBIH MTOJIUMED; U

(1) omHO Min Oonee papmManeBTUYECKU MPUEMIIEMOE BCIIOMOTATENIbHOE BEIECTBO.

2. Cnocod mo m.l, roe TBepmas Aucmepcusi coaep:kuT He Oosnee 5 mac.% 00O
KPHUCTAJUTHUECKOH (POPMBI COETMHEHHUSI.

3. Cnocod mo mm.1 wmu 2, xmouaromuii or 10 mac.% mo 30 mac.% coenuHeHHs
OTHOCHTEJIbHO O0IIeH MacChl TBEPAOH AUCIIEPCHH.

4. Cnocob mo mrobomy u3 i 1-3, Brmrouarommii 25 Mac.% COeIUHEHHs] OTHOCUTEJIBHO
o01meit Maccel TBEPAOH AUCTIEPCHUHL.

5. Cnoco6 mo mobomy u3 nm. 1-4, MOMOMHUTENBHO BKMOuaromuii meHee 10 mac.%

coenuHeHwsl, npeacrasieHHoro Gopmynoii (1I):

®opmyina (II)
OTHOCHUTEJIbHO Macchl coenuHeHust popmysl (I).
6. Crnocob mo moboMy u3 mm. 1-5, JONMOSHHUTENBHO BKIIOHAKOIIMKA MeHee 3 mac.%

coenuHeHws, npeacraBieHHoro Gopmynoit (1I):

®opmyna (II)
OTHOCHTENIbHO Macchl coenuHeHust popmysl (I).

7. Cnocob mo mobomy u3 mm. 1-6, momonHuTenbHO BKModaroumii menee 10 mac.%
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coenuHeHwus, npeacrasyieHHoro Gopmyoit (11):

1A U :
K O"’N NN)L‘/Lj

Dopmyna (1)
OTHOCHUTEJIbHO Macchl coenuHeHust popmysl (I).
8. Cnocod® mo mobomy u3 mm. 1-7, NOMOJHHUTENBHO BKJIIOYAKOIIMH MeHee 3 Mac.%

coenuHeHwus, npeacrasieHHoro Gopmynoii (I11):

"

Dopmyna (III)

OTHOCHUTENIbHO Macchl coenuHeHust popmysl (I).

9. Criocob mo mobomy u3 m. 1-8, rae papmaneBTHUIECKH TPUEMIIEMBIH MTOJUMEP BbIOpaH
U3 TPYIIIbI, COCTOSAIIEH U3: MOJUBUHIJIMHPPOIUIOHA, MOJHATHICHOKCHA, TTOJHI THIICHIJIUKOIS,
COnoJMMepa BUHUJIMUPPOJIMIAOHA M BHHWIALETATa, OJIOK-CONOJIMMEPOB IMOJIMOKCUITUIICHA U
NOJMOKCUIIPONIMJICHA, TPUBUTBIX  COMOJHMMEPOB, COCTOSIIMX W3  IMOJHITHUICHIJIUKOJIIS,
HOJIMBHUHIUIKAIIPOJIAKTaMa u NOJIMBUHMJIALIETATA, HOJIMMETaKPUJIATOB,
NOJMOKCHATWICHAIKWIOBBIX ~ 3(UPOB,  MOJMOKCHATHIMPOBAHHBIX  KACTOPOBBIX  Macer,
NOJIMKANPOJIAKTAMa, IOJMMOJIOYHOW KHUCJIOTBI, MOJHIVIMKOJIEBOH KHUCIIOTBI, COIMOJINMEpa
MOJIOYHONM M  TJIMKOJNIEBOM KUCJIOT, JIMMKAOB, LEJUTFOJIO3bI, MyJUlyJaHa, AeKCTpaHa,
MaJIbTOAEKCTPHHA, THATYPOHOBON KHCJOTHI, MOJMCHUAIOBOM KHCJIOTHI, XOHAPOUTHHCYJIb(DATA,
remapuHa, (QykoummaHa, noaucyibdara  MEHTO3aHa,  COUpYJaHa,  alEeTaTCyKI[HHATA
TUAPOKCUTPOTTHIMETUIILIEIUTIOJIO3bI, MTPOMUOHATCYKIIMHATA TUAPOKCUIIPOMUIMETHIILIEIUTIOIO3bI,
¢TanaTa rUAPOKCUMPONMIMETIIILEIUIFOJIO3b], anleTaTdranara HeJUTFOI03b], aleTaTTPUMEITUTATA
LEJUTFOJIO3b], aneTaTdrangata METWILEIUTIONO3b], alueraTdTanaTa THAPOKCUIIPONIUILEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, anerarnm3odranara LEJUTIOJIO3BI,
KapOOKCUMETHIIA TUIILIEIUTIOJIO3bI, THAPOKCUIPONTAIMETHIILICIUTFOJIO3bI, aneratdranara
T'MAPOKCUNPONMIMETHIILIEIUTIONO3bI, MPOMHOHAT(TANATA TUAPOKCUIPOMUIMETHIILEIUTIOIO3bI,
alleTaTTPUMEIUIUTaTa TUAPOKCUTIPONUIMETHIILIEIITIONIO3bI, NPOMUOHATTPUMEIUINTATA
TMAPOKCUNIPONMIMETUIILIEIUTIONO3bI,  aleTATCYKLMHATA  LEJUIIOJO3bI,  aLeTaTCyKI[MHATA
METUJILICJUTIONIO3b], JIEKCTpaHa, alerarta [IeKCTPaHa, TIPONHOHATa JeKCTpaHa, CYyKIMHATa
IEeKCTpaHa, aleTaTpONHOHaTa JEKCTPaHa, aleTaTCyKIIHATA JeKCTpaHa, MPOMHOHATCYKIIHATA
IEKCTpaHa, aleTaTpONMOHATCYKIMHATA IEKCTPaHa, COMOJMMEpa METaKpUJIOBOW KHCIOTHI H

MeTuiaMeTakpunata 1:1, comonumepa METaKpUIOBOM KHUCJIOTBI U MeETUIMeTakpuiara 1:2,
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COMoJIMMepa METAKPUJIIOBOM KHUCJIOTBI M 3Twiakpujara 1:1, TUAPOKCUSTUIILIEIUTIONO3BI,

>
METHJILIEJUTIONIO3b] M TUAPOKCUIIPONUJILIENIIIONO3b], COMONIMMepa METAKPUIOBON KHUCIOTHI U
STUJIAKPUJIATA, COMOJMMEpAa METAKPUJIOBOM KHCIOTBI M METUIMETAKpUJIaTa, CONOJUMEpA
METUJIMETaKpuiaTa ¢ OTUJIAKPUJIATA, CONOJUMEPAa TPUMETUIAMMOHHUOATUIMETAKPHUIIATA
XJIOpHAA, ~ METWIMeTakpwiara W dTwiakpwiata, u  noju(OyTuiaMerakpuiaT-ko-(2-
AMMETHIIAMUHOITWI)METAKPUJIAT-KO-METHIIMETAKpUIaTa), W WX  CMeced,  Hampumep,
dapmaneBTHYECKH ~ NPUEMIIEMbIH  IOJUMEP BbIOpaH W3  TPYNIbl, COCTOSALIEH  W3!
MOJIMBUHUJIITUP POJIU/IOHA, MOJINATHJIEHOKCHAA, MOJIUA THJICHTJIUKOJIS, cormojnuMepa
BUHIUIMUPPOJIMAOHA W  BUHHJIALETATa,  OJIOK-COMOJIUMEPOB  MOJUOKCHATHIIEHA U
MOJIMOKCUIIPONIMJICHA, MPUBUTBIX  COMOJUMEPOB, COCTOSIIIUX W3  MOJUITUIICHIJIMKOJIS,
MOJIMBUHUJIKATIPOJIaKTaMa u MOJIMBUHUJIALIETATA, MOJIUMETAKPUIIATOB,
NOJMOKCUITHICHAJKIIIOBBIX ~ 3(UPOB,  TOJMOKCUSTWIMPOBAHHBIX  KACTOPOBBIX  Macel,
MOJIMKANPOJIaKTaMa, TIOJUMOJOYHOW KHCIOTBI, IOJUIJIMKOJNEBON KHCJIOTBI, COIMOJIUMEpa
MOJIOUHOM M  TJIMKOJNEBOM KHUCJIOT, JUIHWIOB, LEJUIIOJO3bl, MyJUlyJaHa, JeKCTpaHa,
MaJIbTOJIEKCTPUHA, THATyPOHOBOH KHCIIOTBI, MOJHCHAIOBOW KHUCJIOTBI, XOHAPOUTHHCYJb(para,
remapuHa,  (QykommaHa, moNuCyib(aTta  MEHTO3aHa,  CIOUpPYyJIaHA,  ALETATCYKIMHATA
T'UAPOKCUNPONUIMETHIILIEIUTIONO3b], TPOMUOHATCYKIMHATA THAPOKCUIIPOMUIMETUIILIEIIIFOJIO3bI,
¢TanaTa rUAPOKCUNPONMIMETHIILEIUIFOJIO3b], aneTaTdranara HeJUTF0I03b], aleTaTTPUMEIIUTATA
LEJUTIONIO3b], aneTaTdrangata METHWILEIUTIONO3b], aleraTdranaTa TUAPOKCUIIPONIUILEIITIONO03bI,
anerarrepedranara LEJUTIOJIO3BI, auerarm3odranara LEJUTFOJIO3BI,
KapOOKCHUMETHIII THIILIEIUTIOJIO3 B, TUPOKCUIIPONMIMETHIILIEIUTIOJIO3BI, aneratdranara
TUAPOKCUIIPONTMIMETHIILEIUIIONO3b], MPONUOHAT(TANATa TUAPOKCUIIPOINIIMETHIILEIITIONO3H,
aueTaTTpUMeNIuTaTa TUIPOKCUITPONUIMETHIILEIITIOJIOSHI, IPOMUOHATTPUMEIUINTATA
TUAPOKCUNIPONUIMETHIILICIUTIONO3bI,  ALUETATCYKLMHATA  LEJUIIOJO3bl,  aLeTaTCyKLUHATa
METHJILIEJUTIOJIO3b], JEKCTpaHa, auerara JeKCTpaHa, MpONHOHATa JEKCTpaHa, CyKLUHaTa
JEKCTpaHa, aleTaTIponuoHaTa IeKCTpaHa, alleTaTCyKIMHAaTa eKCTpaHa, MPOMHOHATCYKLIMHATA
JEKCTPaHa, aleTaTPONMOHATCYKIIMHATA AEKCTPaHa, COMOJMMepa METaKPHUJIOBOM KHCJIOTBHI U
MeTuiaMeTakpunata 1:1, comonumepa MeETaKpUIOBOM KHUCIOTBI M MeTUIMeTakpuiara 1:2,
COnmoJiMMepa METaKpUJIOBOM KUCJIOTHI U 3TWiakpuiata 1:1, u ux cmecei.

10. Cnmoco6 mo mobomy u3 nm.1-9, rme QapmaueBTHYeCKH NPUEMIIEMBIH TTOJIUMED
NpEeACTaBIsIeT COOOH aleTaTCyKUUHAT THAPOKCUIPOITHIMETUIILEIUTIOIO03bI.

11. Cnocol nedeHust CTPOMANBHBIX ONyXOJeH KEeNyAOYHO-KHIIEYHOTO TpPaKTa Y
NAlMEHTa, HYXXIAIOIIETrocss B 3TOM, BKIIIOYANOIIUI BBENEHHE MAMEHTy ONHOW wiu Oonee
(dapManeBTHYECKH TPUEMIIEMBIX TaONeTOK, TrAe Kaxnas (apMaLeBTHUECKH MpHeMIeMast
TabJeTKa CONEPIKUT:

TBEPIAYIO OUCIEPCHIO, Comepkaiyro S0 Mr COennHEHUs], MPeACTABICHHOTO (OpMyJIOi

(@:
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Dopmyna (I)

r7ie COeNMHEHHEe MPUCYTCTBYET B aMOpPQHOU Popme, 1

(bapManeBTHYECKH MPUEMJIIEMBII TOJIUMED;

00BeMO0OPa3YIOIIHUIT areHT,

HAIIOJIHUTEIb U

CMa3bIBAIOIIIEE BEIECTBO W/MIJIA CKOJIB3SIIEE BEIIEeCTRO.

12. Criocob no m.11, roe papmaneBTHUECKH NPUEMIIEMBII MTOJUMEP BIOPAH U3 TPYIIIL,
COCTOSALIEH  W3.  TMOJUBUHWIMUPPOIMIAOHA,  MMOJUITUICHOKCUIA,  MOJHSTHUICHIJIHKOIIS,
COTIONIUMEpa BUHIUIMUPPOJIMIOHA M BHHMJIALETATa, OJIOK-COMOIMMEPOB IOJMOKCHSTHIIEHA W
NOJMOKCUTIPOTIMIIEHA, MPHUBHUTBHIX  COMOJIMMEPOB, COCTOSIIIUX M3  MOJHUSTHUICHTJIUKOIIS,
NOJMBUHUJIKATIPOJIAKTAMA u NOJMBUHUJIALIETATA, NOJIMMETaKPUIIATOB,
NOJIMOKCU3THIICHAJIKIJIOBBIX ~ 3(UpPOB,  TMOJMOKCHUSTWIMPOBAHHBIX  KACTOPOBBIX  Macel,
NOJIMKANPOJIAKTaMa, TIOJMMOJIOYHOW KHCJIOTBHI, TOJIUIJIMKOJEBOH KHCIOTBL, COMOJUMEpa
MOJIOYHOH M  TJIMKOJNEBOW KHUCJIOT, JIMIIUZAOB, LEJUIFOJIO3bI, MYJUIyJiaHa, JAEKCTPaHa,
MaJIbTOJIEKCTPUHA, T'MaJypPOHOBOM KHCIIOTBI, MOJMCHAIOBOM KUCJIOTBI, XOHAPOUTHHCYJb(paTa,
renapuHa,  (QykomnmaHa, mnonucyib(ara  MEHTO3aHa,  CIOUpPYyJaHA,  ALETaTCYKIMHATa
TUAPOKCUIIPONMIMETHIILIEIUTIONO3b], MPOMMOHATCYKIIMHATA THAPOKCUIIPOIIIMETHIILENTIONIO3E,
¢ranata rEAPOKCUNTPONMIMETHIILIEIUTFOJIO3b, alleTaTdhTanaTa eJUItoI03bl, aleTaTTPUMEIUITATa
LIeJUTIOJIO3BI, aueTaTdTanata MEeTHIILEIUIIONIO3b], aneraTdranaTa HIPOKCHIIPOITHILEIUIFOIO3bI,
anerarrepedranara LEJUTIOJIO3BI, anerarusodranara LEJLTFOJIO3bI,
KapOOKCHUMETHIII THIILEILTIOJIO3 B, THAPOKCUIPONAIMETHIILCIUTFOJIO3bI, aneratdranara
THAPOKCUTIPONMIMETHIILEIUTIOIO3b],  MPOMUOHAT(TANATa TUAPOKCHIIPOMIIMETHIILEIITIOIO3BIL,
areTaTTPUMEIUIUTATa THIAPOKCUTIPOTAIMETHIILEIUTFOJIO3bI, NPOMHUOHATTPUMEIUTHTATA
THAPOKCUTIPONMIMETIIILIEIUIIONIO3bL,  alleTaTCYKLUMHATA  LEJUTIOJIO3bl,  aLeTaTCyKIIMHATA
METUJILICJUTIONIO3bI, JIEKCTpaHa, alerara [eKCTpaHa, MPONHOHATA JEKCTPaHa, CyKIMHATa
IEKCTpaHa, aleTaTIpONHOoHaTa AEKCTPaHa, alleTaTCYKLUWHATA JEKCTPaHa, MPOMHOHATCYKI[MHATA
IEKCTpPaHa, aleTaTIPONMOHATCYKIIMHATA NEKCTPaHa, COMOJIMMEpPa METAKPUJIIOBOH KHCIOTHI U
MeTuiaMeTakpunata 1:1, comonumepa METaKpUIOBOM KHUCIOTBI M MeTUIMeTakpuiara 1:2,
COMOJMMEpa METAKPUJIOBOM KHUCJIOTBI M STWIAakpuiaata 1:1, TIHAPOKCHITHIILEIUIIONO3H,
METUJILIEIUTIONIO3bl U TUAPOKCUIIPONMILEIUTIONIO3bL, CONOINMEPa METAKPHJIOBOH KHCIOTBI U
STHJIAKPUIIATa, COIMOJUMEPA METAKPUIIOBOH KHCIOTHI M METHWJIMETaKpUjaTa, CONOJHMEpa
METUJIMETAKpHJIaTa W JSTWIAKPHIIATA, CONOJUMEpPa TPUMETHIAMMOHHOSTHIIMETAKpUIaTa
XJOpUAa,  METHIMETakpuwiata ©W  OSTWiakpwiara, #  nonu(OyTuiMerakpuiaT-ko-(2-

OUMETIJIAMUHOS T )METaKPUJIaT-KO-MeTUIIMETaKpIlaTa), W UX  CMeced,  Hampumep,
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dapmanieBTHYECKH ~ NPUEMJIEMBbIH  IMOJUMEpP BbIOpAaH M3  TPYNNbL,  COCTOSMIEH  M3:
NOJIMBUHUJIITAP POJIU/IOHA, MOJIMA TUIIEHOKC U, MOJIUS TUJICHT JTUK OIS, comnosumepa
BUHIUIMUPPOJMAOHA WM BUHMJIALIETATa,  OJIOK-COMOJIUMEPOB  IOJHUOKCHITHIIEHA U
NOJHOKCUIIPOTIUIIEHA, TPUBHUTBHIX  COMOJMMEPOB, COCTOSIIUX M3  MOJHUITHUICHTIIUKOIIS,
NOJIMBUHUJIKATIPOJIAKTaMa u NOJMBUHUJIALIETATA, NOJIMMETaKPUJIATOB,
NOJMOKCHATHICHAIKWIOBBIX ~ 3(UPOB,  MOJMOKCHATHIMPOBAHHBIX  KACTOPOBBIX  Macel,
NOJIMKANpPOJAKTaMa, IIOJMMOJIOYHONW KHCJIOTBI, IOJIUIJIMKOJEBOH KHCIOTBI, COMOJUMEpa
MOJIOYHOH M  TJIMKOJNEBOW KHUCJIOT, JIMIIUJAOB, LEJUIFOJIO3bI, MyJUTyJiaHa, JEKCTpaHa,
MaJIbTOJIEKCTPUHA, THAJTYPOHOBOH KHCIJIOTBI, MOJMCHAIOBOW KHUCJIOTBI, XOHAPOUTHHCYJb(]ara,
renapuHa,  (QykomnmaHa, momuCyib(aTta  MEHTO3aHa,  CHOUpYyJIaHA,  ALETATCYKIMHATA
THAPOKCUITPONTMIMETHIILEIUTIOIO3b], MPOMHOHATCYKIIMHATA THAPOKCHITPOMIIMETHIILEIUTIOJO3BI,
¢TanaTa rUAPOKCUMPONMIMETIIILEIUTFOJIO3b], aleTaTdranara HeJUTFOI03b], aleTaTTPUMEITUTATA
LIeJUTIOJIO3B], aueTaTdTagaTa MEeTHILEIUIFONIO3b], aneTraTdranaTa HIPOKCHIIPOIMILEIUIFOIO3bI,
anerarrepedranara LEJUTIOJIO3BI, anerarnm3odranara LEJUTIOJIO3BI,
KapOOKCHUMETHII3 THIILEIITIOJIO3 B, TUPOKCUTIPOTTUIMETHIILIEIUTIOJIO3bI, auerargranara
THAPOKCUIIPONTMIMETHIILIEIUTIONO3b],  MPOIMUOHAT(TANATa TUAPOKCHIIPONIIMETHIILEIITIONIO3B,
areTaTTPUMEIUINTATa TUAPOKCUTIPOTMIMETHIILEIUTFOJIO3bI, NPONHUOHATTPUMEIUTUTATA
THAPOKCUTIPONMIMETIIILEIUIIONO3bL,  alleTaTCYKLUMHATA  LEJUTIOJIO3bl,  ALeTaTCyKIIMHATA
METUJILICJUTIONIO3b], JIEKCTpaHa, alerarta [eKCTpaHa, IPONHOHATa JeKCTpaHa, CyKIMHATa
JEKCTpaHa, aleTaTIpONMOHaTa AEKCTPaHa, alleTaTCYKLUWHATA JEKCTpaHa, NMPOMHOHATCYKI[MHATA
IEKCTpaHa, aleTaTIpPONMOHATCYKIIMHATA NEKCTPaHa, COMOJIMMEpPa METAKPUJIOBOH KHCIOTHI U
MetunaMeTakpunata 1:1, comonumepa METaKpUIOBOM KHUCJIOTBI M MeTUIMeTakpuiara 1:2,
COMOJIMMEpa METAKPUIIOBOU KUCJIOThI U dTUjIakpunata 1:1, u ux cmecen.

13. Cnoco6 mo ml1l wmmm 12, rme ¢apMaueBTHYECKH NPHEMIIEMBIH IOJHUMEp
npencTaBisieT coOO0H aneTaTCyKIMHAT THAPOKCUIIPONMIMETHIILEIUIFOJIO3BI.

14. Cnoco0 JnedeHHs: CTPOMAJIbHBIX ONyXOJeH KeJNyAOYHO-KHIIEYHOTO TPaKTa Y
MAlMEHTa, HYXXIAKIIEerocs B 3TOM, BKIIIOYAIOIIUI BBENEHHE MAIMEHTy OOHOW wiu Oonee
(apMaleBTHYECKH TPUEMIIEMBIX TaONeTOK, TrAe Kaxzas (apMaLEeBTHUECKH MpHeMIIeMas
TabJeTKa CONEPIKUT:

TBEPIAYIO TUCTIEPCHIO, COomepkaiyro S0 Mr cCOenuHEHUs], MPEeACTABICHHOTO (OpMYyJIOi

@:

dopmyna (I)
I7ie COeIMHEHNEe MPUCYTCTBYET B aMOp(pHON opme U

dapmareBTHIECKH PUEMIIEMBI ITOJIUMED;
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25-35 wmac.% MUKPOKPUCTAJUIMYECKON LEJUTI0JIO3bI OTHOCHUTENBHO OOIIed Macchl
TaOJETKH, U

25-35 wac.% JakTo3bl WM €€ THApaTa OTHOCUTENIbHO OOIIero KOJHYECTBA
dapmaneBTHIeCKONH KOMITO3ULIIH.

15. Cnoco6 mo m.10, JOTMONHUTENbHO BKJIOUAOLIMA MO MEHbIIEH Mepe OJHO U3
cTeapara MarHusi, KpOCIOBHOHA U JTUOKCUA KPEMHUSI.

16. Cnioco6 mo mobomy u3 m. 10 w11, roe Tabnerka pacmagaercst MeHee ueM 3a |
MUHYTY, npu ucnbitTanuu o Meroay USP <701> nnst Tabnerok 6e3 000a04Ky.

17. Cnocob mo mobomy w3 mm.14-16, rae dapManeBTHYECKH MPUEMIIEMBbIH MOJTUMED
BbIOpaH W3 TIPYNIbL, COCTOSIIEH W3: TMOJUBHHWIMHMPPOJIUIOHA, TMOJUSTUICHOKCHNIA,
MOJIMA TUJICHTJIMKOJIS, COTMOJMMEpPa BHHUJMUPPOJIUAOHA M BHHMIALETATa, OJIOK-COMOJIMMEPOB
NOJMOKCUATHIICHA W IOJMOKCUIIPOINUJICHA, MPUBUTBIX COIMOJUMEPOB, COCTOSIIIUX U3
NOJIMATUJICHTJINKOIIS, TOJMBHHUJIKANIPOJIAKTAMa M TOJIMBUHIUIALIETATA, MOJMMETaKPHIIATOB,
NOJMOKCUITHIICHAJKIJIOBBIX ~ 3(UPOB,  TOJMOKCHUSTWIMPOBAHHBIX  KACTOPOBBIX  Macel,
MOJIMKANPOJIAKTaMa, TIOJMMOJIOYHONW KHCJIOTBHI, TOJUIJIMKOJIEBOH KHCIOTBI, COMOJHUMEpa
MOJIOYHOH M  TJIMKOJNEBOW KHCJIOT, JIMIIUAOB, LEJUIFOJIO3bI, MYJUTyJiaHa, JAEKCTPaHa,
MaJIbTOJEKCTPUHA, THATyPOHOBOH KHCIIOTHI, MOJHCHAIOBOM KHUCJIOTBI, XOHAPOUTHHCYJb(para,
remapuHa,  (QykommaHa, —monucCyib(ara  MEHTO3aHa,  CIOUpPYyJIaHA,  ALETATCYKIMHATA
THAPOKCUITPONTMIMETHIILIEIUTIOIO3b], MPOMMOHATCYKIIMHATA TUAPOKCHITPONMIIMETHIILEIITIOIO3B,
¢dTanaTa rugPOKCUNPONMIMETHIILIEIUIFOIO3b], aneTaTdranara HeJUTF0I03bl, aleTaTTPUMENIIHTATa
LIEJUTIONIO3b], aneTaTdrangata METWILEIUIIONIO3b], aueraTdranaTa TUAPOKCUIIPONIUILENIONO03bI,
anerarrepedranara LEJUTIOJIO3BI, aneraruzodranara LEJUTFOJIO3BI,
KapOOKCHUMETHIII THIILIEIUTIONIO3H, T'MAPOKCUTIPOTTUIMETHIILIEIUTFOJIO3bI, aneratdranara
T'HAPOKCUIIPOTIMIIMETHIILIEIUTIONO3bL,  MPONHOHAT(TAIATA TUAPOKCUIPOMUIMETHIILEIUTIOIO3BI,
aleTaTTpUMeIUIUTaTa TUAPOKCUITPONTHIMETHIILIENITIONIO3H, NPOMUOHATTPUMEITUTATA
THAPOKCUTIPONMIMETHIILEIUIFONO3bL,  alleTaTCYKLMHATa  LEJUTIOJIO3bI,  aleTaTCyKIIMHATA
METUJILICJUTIONIO3bI, JIEKCTpaHa, alerarta [OeKCTpaHa, MPONHOHATA JEKCTPaHa, CYyKIMHATa
JIEKCTpaHa, aleTaTIpONHOHaTa AEKCTPaHa, alleTaTCYKLMHATA JEKCTPaHa, MPOMHOHATCYKI[MHATA
JEKCTpaHa, aleTaTIPONHMOHATCYKIIMHATA NEKCTPaHa, COMOJIMMEpPa METAKPUJIOBOH KHCIOTHI H
MeTuiaMeTakpunata 1:1, comonumepa METaKpUIOBOM KHUCJIOTBI M MeTuUIMeTakpuiara 1:2,
COMOJMMepa METAaKPUJIOBOM KHUCJIOTBI M STWiIakpuiaata 1:1, TIHAPOKCHSTHUIILEIUIIONO3H,
METUJILICIUTIONIO3bl U TUAPOKCHIIPONMILEIUTIONO3bL, CONOIMMEpPa METAKPHJIOBOH KHUCIOTBI U
STHJIAKPUIIATA, COMOJUMEpPa METAKPUJIOBOH KHCIOTHI W METHJIMETaKpHjaTa, CONOJHMEpa
METUJIMETAKpHJiaTa W JSTWIAKPHIIATA, CONOJUMEpPa TPUMETHIAMMOHHOSTHIIMETAKPUIIATA
XJOpUAa,  METHIMETaKpwiata HW  STWiIakpwiarta, #  nonu(OyTHiIMeTakpuiaT-Ko-(2-
IMMETHIIAMUHOITII)METAKPHJIAT-KO-METHIIMETaKpuiiaTa), W WX  CMeCel,  HaImpumep,
dapManeBTHYECKH  NPUEMJIEMBbIH  IMOJUMEpP BbIOpAaH M3  TIPYNNbL,  COCTOSMIEH  M3:
NOJIMBUHUJIITAP POJIUIOHA, MOJIMA TUIIEHOKC U, MOJIUS TUJICHT JTUK OIS, coronuMepa
BUHIUIMUPPOJMAOHA WM BUHMJIALIETATa,  OJIOK-COMOJIUMEPOB  IOJUOKCHITHIIEHA U

MOJIMOKCUIIPOIINIICHA, IMPUBUTBIX COMOJIMMEPOB, COCTOAIIUX nu3 MOJINSTUIICHT JIUKOJIA,
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MOJIMBUHUJIKATIPOJIaKTaMa u MOJMBHUHUJIALIETATA, MOJIMMETAKPUIIATOB,
NOJMOKCUATHIICHAJKIIIOBBIX ~ 3(UPOB,  MOJMOKCHUSTWIMPOBAHHBIX  KACTOPOBBIX  Macel,
MOJIMKANPOJaKTaMa, TIOJUMOJOYHON KHMCJOTBI, IOJUIJIMKOJIEBOM KHUCJIOTBI, CONOJIHUMEpa
MOJIOYHOM M  TJIMKOJNEBOM KHUCJIOT, JUIHWIOB, LEJUIIOJNO3bl, MyJUlyJlaHa, JeKCTpaHa,
MaJIbTOJIEKCTPUHA, T'MajypOHOBOM KHCIJIOTBI, MOJMCHAIOBOM KUCJIOTBI, XOHAPOUTHUHCYJb(DaTa,
remapuHa, (Qykoumana, noiucyib(aTa  MEHTO3aHA,  CIOUpYJIAaHa,  ALETATCYKIHHATAa
TUAPOKCUNIPONUIMETHIILIEIUTIONO3b], MPOMUOHATCYKIUHATA TUAPOKCUIIPOMUIMETHIILEIUIFOIIO3bI,
¢TanaTa rUAPOKCUMPONMMIMETHIILEIUIFOJIO3b], aleTaT(ranara HeJUTr0JI03bl, aleTaTTPUMEIIUTATA
LEeJUTIONIO3bI, aneTaTdrangara METHUILEUTIONO03b], alueTaTgranaTa THAPOKCUMIPONIIILEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, aneraruzodranara LEJLTFOJIO3bI,
KapOOKCHUMETHIIS THIILEIUTIOJIO3 B, TUIPOKCUIIPOTTHIIMETHIILIEIUTIOJIO3BI, anerargTranaTa
THAPOKCUTIPONTMIMETHIILEIUTIOIO3b],  MPOMUOHAT(TANATa TUAPOKCHIIPOMIIMETHIILEIUTIOIO3BIL,
aleTaTTpuMeIuTaTa TUIPOKCUIPONMIMETHIILIEIUIIOIO3bI, MPOMUOHATTPUMEIUINTATA
TUIPOKCUMIPONUIMETHIILIEIUTIONO3b],  ALETaTCyKLMHATA  LEJUIIOJO3bl,  aleTaTCyKLUHaTa
METHJILIEJUTIONIO3b], JEKCTpaHa, alerara JeKCTpaHa, IpOoNMHOHAaTa JeKCTpaHa, CyKLUHaTa
JEKCTPaHa, aleTaTIponuoHaTa IeKCTpaHa, alleTaTCyKLHaTa JeKCTpaHa, MPONMOHATCYKLIMHATA
JEKCTPaHa, aLeTaTIPONMOHATCYKIIMHATA JEKCTPaHa, COMOJMMepa METaKPUJIOBOM KHCIOTBI U
MeTuiaMeTakpunata 1:1, comonumepa METaKpUIOBOM KHUCJIOTBI M MeTUIMeTakpuiara 1:2,
CONoJIMMepa METAKPUIOBOM KUCJIOTHI U 3TWiIakpuiata 1:1, u ux cmecen.

18. Cnocod mo mobomy u3 mi.14-17, roe ¢dapmaneBTUYECKH MPUEMIIEMbIH MOJUMEP
NpeACTaBIsIET COOOH aleTaTCyKUUHAT MHIPOKCUIIPOITMIMETUIILEIUTIOIO3bI.

19. Cnoco® nedeHHst CTPOMANBHBIX OMYyXOJeH KeNyAOYHO-KHIIEYHOTO TpPakTa Yy
NAaLMEeHTa, HYXXIAOLUErocs B 3TOM, BKIIOYAIOIIMII BBEACHHE NALMEHTy OOHOW wiu Oosee
(dapmaneBTHYECKH MpUEMJIEMbIX TaOJNeTOK, TIAe Kaknas (papMaleBTUUECKH IpHeMiIeMast
TabJIeTKa CONEPIKHT:

BHYTPUTPAHYJISIPHYIO CMECh, TJIe BHYTPUTPaHYJISIPHAsS CMECh COAEPIKHUT:

TBEPIAYIO TUCIEPCHIO, COmepkaiyro 50 Mr COeIMHEHHs], MPeICTABICHHOTO (OpMYyJIOi

(D:

®opmyna (1)

I7ie COeNMHEHNE MPUCYTCTBYET B aMOp(HOU popme u

aleTaTCyKUMWHAT THIPOKCUIIP ONMIMETHIILIEIUTIOJIOSbI,

25-35 mac.% MUKPOKPUCTAJUINYECKON LEJUTIOJI03bI OTHOCUTENBHO OOINEro KOJHUYECTBa
(bapMaLeBTHYECKON KOMIIO3ULINY,

25-35 wac.% JakTo3pl WJIM €€ THApaTa OTHOCUTENIbHO OOIIero KOJHYeCTBa
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(hapMaLeBTHYECKON KOMIIO3HIINY,

5 mac.% KpocnoBHUAOHA OT OOLIEro KOJIM4YecTBa (papMaLeBTHUECKONW KOMITO3ULIUH,

0,5 mac.% nuokcHIa KpeMHHsT OTHOCHUTENBHO OOINEro KOJM4YecTBa (papMalieBTHYECKON
KOMITO3ULINH; U

0,5 mac.% creapaTta MarHusi OTHOCHTEJIbHO OOIIEro KoJudecTBa (papMaleBTHUECKOMN
KOMITO3ULINH; U

BHETPAHYJIPHYIO CMech, cozepskamryro 0,5 mac.% IHOKCHIAa KPEMHHsSI OTHOCHTENBHO
o0mrero koju4ecTBa hapMaleBTHUECKONH KOMIO3HUIUH, 1

0,5 mac.% creapata MarHusi OTHOCUTEJIbHO OOIIEero KoinvecTBa (papMareBTHYECKON
KOMITO3HULIHH.

20. Cnocob no m.19, roe papmaneBTHYECKH NMPUEMIIEMBII TOJUMEP BHIOPAH U3 TPYIIIbI,
COCTOSALIEH  W3:  MOJMBUHWIMUPPOJIMAOHA,  MOJUITUICHOKCUNA,  MOJHSTHUICHIJIHKOJIS,
COTOJIMMepa BUHIUIMUPPOJMIOHA M BHHMJIALIETATa, OJIOK-COMOIMMEPOB IMOJIMOKCHITHIIEHA M
NOJMOKCUTIPOTIMJIEHA, MPHUBHUTBHIX  COMOJMMEPOB, COCTOSIIIUX M3  MOJHUSTHUICHTJIUKOJIS,
NOJMBUHUJIKATIPOJIAKTAMA u NOJMBUHUJIALIETATA, NOJIMMETaKPUIIATOB,
NOJMOKCU3THICHAJIKIJIOBBIX ~ 3(UPOB,  TOJMOKCHUSTWIMPOBAHHBIX ~ KaCTOPOBBIX  Macel,
NOJIMKANPOJIAKTaMa, TIOJMMOJIOYHOW KHCJIOTBHI, TOJIUIIIMKOJEBOH KHCIOTBI, COMOJHUMEpa
MOJIOYHOH M  TJIMKOJNEBOW KHCJIOT, JIMIIUJAOB, LEJUIFOJIO3bI, MyJUTyJiaHa, JAEKCTPaHa,
MaJIbTOJEKCTPUHA, T'MaypPOHOBOHM KHCIIOTBI, MOJMCHAIOBOM KHUCJIOTBI, XOHAPOUTHHCYJb(paTa,
renapuHa,  (QykommaHa, Monucyib(arta  MEHTO3aHa,  CIOUpPYyJaHA,  ALETATCYKIMHATa
THAPOKCUIIPONTMIMETHIILIEIUTIONO3b], MPOMMOHATCYKIIMHATA THAPOKCHUITPOIMIIMETHIILEIITIONIO3B,
¢dTanaTa rugPOKCUNPONMIMETHIILEIUIFOIO3b], aleTaTdranara HeJUIF0I03bl, aleTaTTPUMENINTATa
LEJUTIONIO3b], aneTaTdrangata METHUILEIUIIONIO3b], aueraTgranaTa TUAPOKCUIIPONIIILENIIONO03bI,
arierarrepedranara LEJUTIOJIO3BI, arieratusodranara LeJUTIOJIO3bI,
KapOOKCUMETHIII THIILIEIUTIOIO3bI, T'UIPOKCUTIPONTUIMETHIILIEIUTFOJIO3bI, auerargranara
THAPOKCUTIPONMIMETHIILEIUIIOIO3bL,  MPOMUOHAT(TANATa TUAPOKCHITPOMHIMETHIILEITIONIO3BI,
areTaTTPUMEIUIUTATa THIPOKCUTIPOTNAIMETHUIILIEIUTFOJIO3bI, NPOMUOHATTPUMEJUTUTATA
THAPOKCUTIPONMIMETHIILECIUTIONO3bL,  alleTaTCYKLUMHATA  LEJUTIOJIO3bl,  aleTaTCyKIIMHATA
METWJILICJUTIONIO3bI, JIEKCTpaHa, alerara [OeKCTpaHa, MPONHOHATA JEKCTPaHa, CYyKIMHATa
JIEKCTpaHa, aleTaTIpONHOHaTa AEKCTPaHa, alleTaTCYKLWHATA JEKCTPaHa, MPOMUOHATCYKI[MHATA
JIEKCTpaHa, aleTaTIPONHMOHATCYKIIMHATA NEKCTPaHa, COMOJIMMEpPa METAKPUJIIOBOH KHCIOTHI U
MeTuiaMeTakpunata 1:1, comonumepa METaKpUIOBOM KHCJIOTBI M MeTuUIMeTakpuiara 1:2,
COMOJMMEpa METAKPUJIOBOM KHUCJIOTBI M STWiIakpuiaata 1:1, TIMAPOKCHSTHIILEUIIONO3H,
METUJILICIUTIONIO3bl U TUAPOKCHIIPONMILEIUTIONO3bL, CONOIMMEPa METAKPHIOBOH KHUCIOTBI U
STHJIAKPUIIATa, COMOJUMEPa METAKPUJIOBOH KHCIOTHI W METHJIMETaKpUjaTa, CONOJHMEpa
METUJIMETAKpHJIaTa W JSTWIAKPIIIATA, COMOJUMEpPa TPUMETHIAMMOHHOSTHIIMETAKPUIIATA
XJOpUAa,  METHWIMETaKpwiata ¢ STWiIakpwiara, #  nonu(OyTHiIMeTakpuiaT-Ko-(2-
IVMMETHIAMHUHOITII)METAKPUJIAT-KO-METHIIMETaKpuiiaTa), W WX  CMeCel,  HaIlpumep,
dapmanieBTHYECKH  NpPUEMJIEMBbIH  IMOJMMEp BbIOpAaH M3  TIPYNNbL,  COCTOSALIEH — M3:

MOJIMBUHUJIITUPPOJIHNIO0OHA, MOJIMSTUIICHOKCH A, MOJIUS TUIICHI JIUKOJIA, ConojmMmepa
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BUHIUIMUPPOJMAOHA W BUHHWJIALIETATa,  OJIOK-COMOJIUMEPOB  IOJHUOKCHITHIIEHA U
NOJIMOKCUIIPONIMJIEHA, PUBUTBIX  COMOJUMEPOB, COCTOSIIIMX M3  MOJUITUICHIJIMKOJIS,
MOJIMBUHUJIKATIPOJIaKTaMa u MOJMBUHUJIALIETATA, MOJIMMETAKPUIIATOB,
NOJMOKCUATHIICHAJIKIIIOBBIX ~ 3(UpPOB,  MOJMOKCHUSTWIMPOBAHHBIX  KACTOPOBBIX  Macel,
MOJIMKANPOJAKTaMa, TOJUMOJOYHOW KHMCJOTBI, IOJUIJIMKOJIEBON KHUCJIOTBI, CONOJHUMEpa
MOJIOYHOM M  TJIMKOJEBOM KHUCJOT, JUIHWIOB, LEJUIIOJNO3bl, IMyJUIyJlaHa, JEKCTpaHa,
MaJIbTOIEKCTPHHA, THATYPOHOBOH KHCJIOTBI, MOJMCHAIIOBOM KHCIIOTHI, XOHAPOUTHHCYJIb(ATA,
renapuHa, (QykomnmaHa, mMoONuCyib(aTta  MEHTO3aHa,  COUpYJiaHA,  ALETATCYKIMHATA
TUIPOKCUITPOIUIMETHIILIEIUTIONO3bI, MPOMUOHATCYKIIMHATA THAPOKCUIIPOMUIMETUIILIEIUTFOJIO3H,
¢ranara ruaPOKCUNTPONMIMETHIILIEIUIFOIO3E, aleTaTdhTanaTa eJuroI03bl, aleTaTTPUMEIUINTATa
LIeJUTIOJIO3B], aueTaTdTanata MEeTHIILEIUIFONIO3b], aneraTdranaTa HIPOKCHIIPOITHILEIUIFOIO3bI,
anerarrepedranara LEJUTIOJIO3BI, anerarnzodranara LEJLTFOJIO3bI,
KapOOKCHUMETHIIS THIILEIUTIOJIO3 B, TUAPOKCUIPONUIMETUILEIUTFOIO3bI, auerargranara
THAPOKCUIIPONTMIMETHIILEIUTIONIO3bL,  MPOMMMOHAT(TANATa TUAPOKCHIIPONIIMETHIILEIUTIOIO3BIL,
aleTaTTpuMesiuTaTa TUJIPOKCUIIPONMIMETHIILIEIUIIOJIO3bI, MPOMUOHATTPUMEIUINTATA
TUPOKCUMIPONUIMETHIILIEIUTIONO3b],  aLETaTCyKLMHATA  LEJUIIOJO3bl,  aleTaTCyKlUHAaTa
METUJILEJUIIOJIO3b], JIeKCTpaHa, auerarta [eKCTpaHa, MPONUOHATa JEKCTpaHa, CyKIMHAaTa
JEKCTPaHa, aleTaTIponuoHaTa 1eKCTpaHa, alleTaTCyKLHaTa JeKCTpaHa, MPONHOHATCYKLIMHATA
JEKCTPaHa, alLeTaTIPONMOHATCYKIIMHATA JEKCTPaHa, COMOJMMepa METaKPUJIOBOM KHCIOTBI U
MeTunaMeTakpunata 1:1, comonumepa METaKpUIOBOM KHUCJIOTBI M MeTUIMeTakpuiara 1:2,
COMOJIMMEpa METAKPUIIOBOU KUCJIOTHI U dTUIakpuiata 1:1, u ux cmecen.

21. Cnmoco6 mo ml19 wmmum 20, roe ¢QapmaueBTUUECKH NPUEMIIEMBIH IOJIUMED
npencTaBisieT coOO0i aneTaTCyKIMHAT THAPOKCUIIPONMIMETUIILEIUIFOJIO3BI.

22. Cnoco® no mobomy u3 mm. 1-21, rae KOMHOo3uius Wik TabieTka BbICBOOOXKAET MO
menblIeil Mmepe 80% coenunenus yepe3 10-40 MUHYT npu UCTIBITAHUM KoMMo3uiuu B 900 mn
Hatpuii-auetatHoro Oydepa npu pH 4,5 ¢ ucnombzoBanuem yctpoiictea USP II (Meton ¢
UCTIOJIb30BAHUEM JIOMACTHOW Mewanku) npu 37°C U cO CKOPOCTBIO BpalleHHs jonacred 75
00/MuH.

ITo noBepenHocTH



581033
1/2

Nmn/c

B L L L L L L T L R L L L L L Y L L B

3 5 7 9 1 13 16 17 19 21 23 26 27 2

2-teta (cornacosaHHoe 2-TeTa/TeTa), AnMHa BoAHbI =1,54060

odur. 1



% pacTBOpUBLLEICA A03bl

2/2

100

weipe TecT DOE Nol
=&~ Tect DOE Ne2
-G TecT DOE N23
w3 TecT DOE Ne4
z ‘ 9
10 20 30 40 50

Bpema (MUHYTbI)

dwur. 2

80



PATENT COOPERATION TREATY

PCT

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

Applicant's or agent's file reference FOR FURTHER see Form PCT/ISA/220
DCP-084WO ACTION as well as, where applicable, item 5 below.
International application No. International filing date (day/month/year) (Earliest) Priority Date (day/month/year)
PCT/US2020/067557 30 December 2020 (30-12-2020) 30 December 2019 (30-12-2019)
Applicant

DECIPHERA PHARMACEUTICALS, LLC

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

4

This international search report consists of a total of sheets.

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

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

the international application in the language in which it was filed

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

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

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

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

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

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

6. With regard to the drawings,
a. the figure of the drawings to be published with the abstract is Figure No.
|:| as suggested by the applicant
|:| as selected by this Authority, because the applicant failed to suggest a figure
|:| as selected by this Authority, because this figure better characterizes the invention
b. none of the figures is to be published with the abstract

Form PCT/ISA/210 (first sheet) (January 2015)



INTERNATIONAL SEARCH REPORT

International application No

PCT/US2020/067557

A. CLASSIFICATION OF SUBJECT MATTER

INV. A61K9/16 A61K9/20
A61K45/06
ADD.

A61K31/00

A61P35/00 C07C15/00

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

B. FIELDS SEARCHED

A61K CO7C A61P

Minimum documentation searched (classification system followed by classification symbols)

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

EPO-Internal, WPI Data

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

PHARMACY, NEW YORK, NY, US,
vol. 30, no. 1,

XP009124621,
ISSN: 0363-9045, DOI:
10.1081/DDC-120027506

hypromellose acetate succinate (HPMCAS) as
a carrier in solid dispersions",
JOURNAL DRUG DEVELOPMENT AND INDUSTRIAL

1 January 2004 (2004-01-01), pages 9-17,

Category™ | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A US 8 461 179 Bl (FLYNN DANIEL L [US] ET 1-58

AL) 11 June 2013 (2013-06-11)

cited in the application

column 85; example 31
A TANNO FUMIE ET AL: "Evaluation of 1-58

Further documents are listed in the continuation of Box C.

See patent family annex.

* Special categories of cited documents :

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

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

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

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

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

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

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

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

"&" document member of the same patent family

Date of the actual completion of the international search

12 April 2021

Date of mailing of the international search report

23/04/2021

Name and mailing address of the ISA/

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

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

Fax: (+31-70) 340-3016

Authorized officer

Weiss, Marie-France

Form PCT/ISA/210 (second sheet) (April 2005)

page 1 of 2




INTERNATIONAL SEARCH REPORT

International application No

PCT/US2020/067557

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

17 September 2020 (2020-09-17)
paragraph [0003]

paragraph [0012]

paragraph [0044]

paragraph [0058]

paragraph [00119] - paragraph [00120]

Category™ | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X,P WO 2020/185812 Al (TEVA PHARMACEUTICALS 29-34,
INT GMBH [CH]; TEVA PHARMA [US]) 46-55

Form PCT/ISA/210 (continuation of second sheet) (April 2005)

page 2 of 2




INTERNATIONAL SEARCH REPORT

Information on patent family members

International application No

PCT/US2020/067557
Patent document Publication Patent family Publication
cited in search report date member(s) date
US 8461179 Bl 11-06-2013  US 8461179 B1 11-06-2013
US 2014088075 Al 27-03-2014
US 2015320759 Al 12-11-2015
WO 2020185812 Al 17-09-2020  NONE

Form PCT/ISA/210 (patent family annex) (April 2005)




	Bibliographic data
	Abstract
	Description
	Claims
	Drawings
	Search Report

