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OIIMCAHUE U30BPETEHUA
2420-574735EA/081
INPEITAPATBI AMOP®HOI'O HHI'MBUTOPA KHMHA3bI U CITIOCOBBI UX
INPUMEHEHMUWA

ITEPEKPECTHAX CCBIJIKA HA POACTBEHHBIE 3ABKU

[0001] /lanHas 3asiBKa 3asBJIsleT MPUOPUTET HA OCHOBaHUU 3asBKM Ha mateHT CIIA Ne
62/955073, nomanHo# 30 nexabpst 2019 r., 3asBku Ha nareHT CIIIA Ne 62/955062, nonanHo# 30
nexabpst 2019 r., 3asBku Ha mareHT CIIIA Ne 62/968695, nonanuoii 31 siaBapst 2020 r., U 3asBKH
Ha nareHT CIITA Ne 62/968724, nonannoii 31 siuBapst 2020 r., conepkaHue KaKIOH U3 KOTOPBIX
BKJIFOUEHO B HACTOSLIUI TOKYMEHT ITOCPEIACTBOM CCHUIKH.

YPOBEHb TEXHUKU

[0002] c-KIT (taxxe wm3pectHast kak KIT, CD117 u peuentop ¢akropa CTBOJOBBIX
KJIETOK) MpencTaBisieT coOoil TpaHCMeMOpaHHbIM THPO3UHKUHA3HBIN Oenok maccoit 145 k/la,
KOTOpBI BeIMoHsIeT GyHkmto peuenropa 11 Tuma. [Tpotoonkoren ¢-KIT, pacrnonokeHHbIH Ha
xpomocome 4ql1-21, kommpyer penentop c-KIT, nurangamm kxotoporo sBISFOTCS (hakTop
ctBoJioBbIX KyeTok (SCF), cranbHoli (axrop, nmurana kit 1 ¢pakTop pocTa TYUHBIX KJIETOK. DTOT
peuenTop o0ianaeT aKTUBHOCTBIO THPO3MHOBOM NMPOTEHMHKHHA3BL, M CBs3biBaHue nuraiga SCF
npuBoauT K ayrodochopunmposannio c-KIT u x ero accounanum ¢ Takumu cyocTparamu, Kak
docharumummaosuton-3-kunaza (PI3K). ®ochopunupoBanne THPO3MHA THPO3ZHMHOBBIMHU
NPOTEUHKHUHA3aMH SIBJISIETCS. OCOOEHHO BAXKHBIM B KJIETOYHOH Mepefaye CHUTHAJIOB M MOKET
OMOCpeNoBaTh Mepenady CHUTHAJIOB JJii OCHOBHBIX KJIETOUHBIX IIPOLIECCOB, TaKUX Kak
nponudeparus, BbDKUBAEMOCTb, TU(PQPEPEHIINPOBKA, arloNTo3, NPHUKPEIUIEHHE, HHBa3HOHHA
ciocoOHocTh U Murpauus. Jedexto! B ¢-KIT sBisrorcs npudnHoi nbedanan3Ma - ayTOCOMHO-
JOMHUHAHTHOM TE€HETUYeCKOM AHOMAJIWU Pa3BUTHs INUIMEHTALUH, XapaKTepU3yHLIencs
BPOXKACHHBIMH IITHAMH O€JION KOJKH U BOJIOC, B KOTOPBIX OTCYTCTBYIOT MEJAHOLMTHI. MyTanun
reHa c-KIT ¢ npuoOperenrem QyHKIHMU U SKCTIPECCHUsT KOHCTUTYTUBHO (HOCHOPHUITMPOBAHHOTO C-
KIT o60HapyxuBatoTcsi B OOJBIIMHCTBE CJIy4aeB CTPOMAJIbHBIX OMyXOJEH JKEeIyIOYHO-
kumeyHoro tpakrta (GIST) u wmacroumrto3a. Kpome Toro, modtu BCe TOHagaJIbHBIC
CEMHHOMBI/JIUCTEPMIUHOMBI  IEMOHCTPHUPYIOT OKpamuBaHue wmemOpanel Ha c-KIT, u B
HEKOTOpBIX padoTax ObUIO BBLICHEHO, uTO HekoTopble (10-25%) Hecyr myrtammto rena c-KIT.
Hedexrsr c-KIT Takke OBUIM aCCOLMUPOBAHBI C ONMYXOJSIMH SIMYKA, BKIFOYAs OIyXOJIH
3aponpieBbix ki1eTok (GCT) u onyxonu 3aponbimesbix kiaerok simdka (TGCT). Myrauun C-
KIT Takxe ObUIH aCCOLMMPOBAHBI € TOATPYIIION KOKHON HITH aKPaJTbHON MENaHOMBL.

[0003] B0 MOKa3aHO, YTO OHKOTE€HHbIE I'eHOMHBbIE n3MeHeHus1 kuHazbl PDGFRa wmn
cBepxakcnpeccust kuHazbl PDGFRo  sBmsiroTcss npu4YMHON — BO3HHMKHOBEHHS  PAaKOBBIX
3a0oneBaHnil y yenoseka. bbuto mokasaHo, uto MucceHc-myranun knuHassl PDGFRo sBistroTes
NPUYMHON BO3HUKHOBeHMs mnoxarpynnel omyxojeii GIST. Myrtauuun PDGFRo  sBasroTces
OHKOTreHHbIMU (akTopamu B mpumepHo 8-10% cmyuaeB GIST. IlpeoGnamaromeii myTaumeit
PDGFRa siBnsiercst D842V B sx30He 18, X0Ts Takke cOOOMIANIOCh O APYTUX MYTALUAX B 9K30HE

18, Brirouast D846Y, N848K u Y849K, n mHCEpLUOHHO-ACNELUOHHBIX MyTalUsAX (MHIENSX) B



sk30He 18, Bxmouas RD841-842KI, DI842-843-IM u HDSN845-848P. Kpome Toro, Takke
coobmanoce o penkux myrauusx B 3k30Hax 12 u 14 PDGFRo. B cnydae GIST coobmanocs o
nenerponHbix Mytauusx PDGFRa AD842-H845 u AI843-D846 B sk3oHe 18. AMrmumdukanus
win mytauun PDGRFo Obplmn onmmcaHbl B TKaHSIX 3JI0KaYECTBEHHBIX OIyxoJsiell 00osouex
nepudepudeckux HepBoB uenoBeka (MPNST). Ammmudukauus PDGFRo Obuta onmcana npu
MHO)KECTBEHHBIX MOPAKEHHUSX KOXU HpU HenudpepeHLnpOBaHHON MIeOMOp(GHON capkoMme U
IpU MHTHUMaJIbHOW capkome. Ammundukanus PDGFRa Oblia cBsi3ana ¢ MOArpyIoi MalueHToB
¢ pakom jserkoro. 4ql2, comepxkammii jokyc reHa PDGFRo, ammnuduiuposadn B 3-7%
aneHOKapIuHOM Jierkoro U 8-10% TIUIOCKOKJIETOYHBIX KapLUHOM JIEKOro. AMIUM(UKALUsS
PDGFRo pacnpocTpaHeHa Tmpu acTpPOLUTOMAx JAETeH MW B3POCHBIX BBICOKOW CTETEHU
3JIOKQYEeCTBEHHOCTH M TIO3BOJIWJIA BBIABUTH IPYIITY ¢ HEOJIaronpusTHbIM nporHo3om mpu IDH1-
MyTaHTHOH rimobnacrome. Amrmumpukauus PDGEFRoo 4acto HaOmomanach NMpU OMyXOJsX
neteit (29,3%) u B3pocibix (20,9%). Coobmanock, uro ammmudukanus PDGFRa nosbImaercs ¢
NOBBIIIEHHEM CTENEHH 3JIOKAYEeCTBEHHOCTU U, B YaCTHOCTH, CBsI3aHA C MEHee OJaronpusTHBIM
nporHo3oM mpu HoBooOpazoBanHOW IDHI1-myrtantHoit GBM. Bputo mokaszaHo, 4To B JIOKycCe
PDGFRa npu obycnosnenHbix ammumndukanueit PDGFRo ramoMax nmeer MecTo BHYTPUTEHHAS
neneuuoHHasi mepectpoiika 3k30Ha 8,9 PDGFRo. JlanHass BHyTpureHHasr nejenusi Obuia
pacripocTpaHeHHO U mMena mecto B 40% cinyuaeB MynbTHGOpMHON rmodnactomsl (GBM),
xapaktepusyrommxcs ammmdukamumein PDGFRo.  Omyxonmu ¢ 1aHHOW — mepecTpoOrKon
JE€MOHCTPUPOBAJIN TUCTOJIOTUYECKHE IPU3HAKU OJIUTOJEHAPOTJINOMbBI, & BHYTPUT€HHAsl AeNeLs
sk30Ha 8,9 PDGFRo neMoHCTprpoBaia NOCTOSIHHO MOBBIIIEHHYI0 aKTUBHOCTh TUPO3UHKHHA3DI.
Cmureiit  Genoxk  FIP1L1-PDGFRA  sBnsiercs OHKOreHHbIM B IOATPYINIE ITaLUEHTOB,
cTpamaroumx runep’o3uHopmibHbiM cuHapomoM. Crnusuaue FIP1L1- PDGFRo Taxke Obuio
OOHAapy)X€HO TpPH OCTPOM MHEJIOMTHOM JIeWKO3€, CBSI3AaHHOM C J03MHOQWINEH, U
mumpobnactroit T-kneTouHOol TuMdome.

[0004] Taxoit unrubutop ¢-KIT mmpokoro crnekTpa HEWCTBUS W MpenapaTbl Ha €ro
OCHOBE HUMeNu Obl OONBLIYIO TEPaneBTUYECKYI) LEHHOCTh MPH JICYCHUH MaLUeHTOB C
pedpakrepupivu GIST ¥ mamueHTOB, CTpajalOUIMX APYrHMHU paccTtpoiictBamu. CymecTByer
noTpeOHOCTh B MEPOPANbHBIX Mpernaparax, OOeCNeYMBAIOIIUX B 3HAYUTENIBHOW CTENEeHH
CTa0MJIbHBIC MPOAYKTHI I MALMEHTOB. MyTalyu, AeNelny, NepEeCTPOUKH U aMILTH(pUKALHS
reHa PDGFRa cBs3aHbl ¢ psAAOM COJMIHBIX M TeMaTOJOIMYECKUX OMyXojei. YuuTeiBas
cnoxknytro ¢pynkuuo reHa PDGRFa u nmorennmaneayro npumennMmocts nHruonropos PDGFRa
NPY JICUEHUH PA3JTUYHBIX COJHMIHBIX U FE€MATOJOTHUECKUX OIMyXOJeH, CYyIEeCTBYeT MOTPEeOHOCTh
B IIEPOPAIbHBIX MPerapaTax HHIHOUTOPOB C XOPOIIUMH T€PAIIeBTUYECKIMU CBOWCTBAMHL.

KPATKOE OIITMCAHUWE U30bPETEHUA

[0005] B HacrosimeM AOKYMEHTE, CpPenu IpOYero, MpemiokeHbl aMop¢Hbie (HOpMBI
coenunennii Qgopmyner (I), TBepmple nucnepcun U (papMaleBTHUECKUE KOMITO3UIUH,
comepxkaiiie amopdHble Gopmbl coeauHeHuil Gopmynsl (I), mogxoxsmme 1 nMepopaIbHOrO

BBEZIEHUS, conepskaine amopduyro popmy coennnenus popmydsl (I):



Dopmyaa (I)

Hanpumep, B HacTOsILIEM JOKYMEHTE MNpEIJIOKeHa (hapMaleBTHYECKass KOMITO3ULIMS,
cofeprKaiiasi TBEPAYIO) BBICYIIEHHYI pPAaclbUICHHEM IHCIEPCUI0, COIAEPXKAIIYI aMOpP(HYIO
dopmy coenuHenus, npencraBieHHoro Qopmynoit (I), u ¢dapmaueBTHUECKH NPUEMIIEMBbIit
noJiuMep, U ofauH win Oonee papmauneBTHYECKH MPUEMIIEMBbIX HOcHTeled. PaccmarpuBaemble
KOMITO3UIINH, TPEIVIOKEHHBIE B HACTOSIIEM JOKYMEHTE, HampuMep, KOTOpPbIe BKIIOYAOT
amopdryro ¢opmy dopmyinel I, Hanpumep, B TBEPAOH TUCIIEPCHH, KAK OMHCAHO B HACTOSIIEM
IOKYMEHTE, MOTyT OOecCneuuBaTh, B OTAEIbHBIX BAPHAHTAX OCYIIECTBJICHUS, YJIyYIIEHHbIE
dapmakokuHeTHYeCKHEe TPO(GHIN TpPHU BBENCHWH MALMEHTY, HAMPHMEpP, 1O CPABHEHUIO C
BBEJICHUEM KpHCTAIHUecko (opmbl popmynsl I PackpeiTele koMmmosuiuu (Hampumep,
TabJIETKN) XapakTEepU3YIOTCS, MO MEHbIIEH Mepe B HEKOTOPbIX BapUAHTaX OCYIIECTBICHUS,
OBICTpBIM BBICBOOOXKIEHUEM (Hampumep, B TedeHue 30 MuHyT wiu Menee) Gopmynsl [ w/vmm
OBICTPBIM PACTBOPEHUEM.

[0006] Tak>xe B HacTOALIEM JOKYMEHTE B OJJHOM BapUaHTE OCYIIECTBIECHUS MPEIJIOKEeHA
dapmarieBTHUECKasT KOMIO3HMINSA, COAeprkaIlas: (a) BHYTPUTPAHYJSIPHYIO CMECh, COAEPIKAILYIO:
(1) TBepmyr AMCIEpPCHIO, coaepxkamyr amMopdHyo (GopMy COenMHEHUs, MPEACTaBJIEHHOTO
dopmynoii (I), 1 papmarieBTHUECKH MPpHUEMIIEMbIH oauMep; (ii) onuH uiam Gosee HaoIHUTENeH,
(iii) paspexnutenb; (iv) cKomb3simee BewmecTBo, M (V) cMasbiBaroinee BemiectBo; u (b)
BHETPAHYJISIPHYIO CMeCh, conepskainyro: (i) ckosp3simee BemecTBo, u (il) cMa3bIBarolIee
BEIIECTBO.

[0007] B HEKOTOPBIX BapHaHTaX OCYLIECTBJEHHUS B HACTOSIIEM JOKYMEHTE MpPEeIIOKeHa
amopdHasi popma coequnenus: popmysl (1), He comeprkainas 0OHAPYKUMBIX KOJUYECTB KaKOM-
100 KPUCTAJUTUIECKOH (HPOPMBL

[0008] B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHUS B HACTOSIIEM JOKYMEHTE MPEIJIOKeHa
amopdHasi popma coequnenus: popmysl (1), He comeprkamas 0OHAPYKUMBIX KOJUYECTB KaKOM-
100 KpUCTAIUTNYECKOH (opmel coenmHeHus popmysl (I).

[0009] B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS B HACTOSIIEM JOKYMEHTE MPEIJIOKEeHa
amopduas popma coenurenus dopmyinsl (I), conepskamas He Gonee mpuONM3UTENBLHO 5 Mac.%
KaKoh-1100 KpucTautniecko popmbl coenuaenus Gopmysi (I).

[00010] Takxke B HACTOsIIEM JOKYMEHTE B OJHOM BapHaHTE OCYIIECTBJICHHS
npemioxkeHa amopdHas ¢opma coemmHenuss ¢opmynbl (I), koropas comepxkutr He Oosee
npuOIM3UTENIbHO 5 Mac.% Kakou-Tub0 KpUCTATNYEeCKOH (HOPMBI WJIH HE CONEPKHUT KAKOro-
1100 0OHAPYKUMOTO KOJMYECTBA KAKOH-TM00 KPUCTAIUIINYECKOH (POPMBI COeANHEHUS (POPMYIIBI

() npu Bo3nelicTBun oTHOCUTENBHOM BiaxxHocTH 0-100% mpu 25-40 °C B TeyeHue 1o MeHbIeH



Mepe 3 MECALIEB.

[00011] Takxke B HacTOsIIEM JOKYMEHTE B OJHOM BapHaHTE OCYIIECTBJICHUS
npenioxeHo coequHenue Gopmyssl (1), rme coenuHenue siBisieTcss amMoppHBIM Oojiee uyeM Ha
npubnusuTenbHo 95%. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBJICHUS NPEJIOKEHO COETUHEHNE
dopmyast (I), rne coenunenue sisiercss aMopHbIM Oosiee 4yeM Ha mpuOnu3uTeNnbHO 95% Mo
nanHbIM aHanu3a PXRD (mopoirkoBasi peHTT€HOBCKas U PAKLIUS).

[00012] Takke B HacTOsIEM JOKYMEHTE B OJHOM BapHaHTE OCYLIECTBJIECHUS
npenoxeHo coenuHenue ¢Gopmyibl (I) B amopdHOl popme, 1o CyluecTBy He COmEpsKallei
KaKux-J1u00 qpyrux Kpucrauimueckux Gopm coequnerus Gopmysi (I).

[00013] Takke B HACTOSIIEM JOKYMEHTE B OJHOM BapHaHTE OCYILIECTBJICHUS
npenoxeHo coenuHenue ¢opmyinbl (I) B amopdHoii popme, Mo CylecTBy He ComepsKaliei
KPHUCTAJLUTMUECKOTO BEINECTBA, MMEIOIIeH YUCTOTY 10 MEHbLIeH Mepe mpudnusutensHo 95% 0Oe3
y4ueTa OCTaTOYHBIX PACTBOPUTENEH.

[00014] Takxxe B HACTOSIIEM JOKYMEHTE B OJHOM BapHaHTE OCYIIECTBJICHUS
npeasiockeHa (papmaneBTHUECKas KOMITO3ULMS, cofeprkamasi amopdHyro ¢GopMy COeaHHEHUs
dopmynel (I), umeromyro ymcrory mo manHbiM BOXXX (Bbeicokod(dexTuBHAS SKHIKOCTHAS
xpomatorpadusi) 6onee 95%, u oguH uam Oosee GapMaLeBTUYECKH MPUEMIIEMbIX HOCUTENEH,
BCIIOMOTATEJIbHBIX BEIIECTB MK pa30aBUTEIEH.

[00015] Takxke B HaACTOsIIEM JOKYMEHTE B OJHOM BapUaHTE OCYLIECTBIEHUS
npeasiockeHa (papMaLeBTHUECKAss KOMITO3ULMS, cofepramasi aMophHyo (GopMy coennHeHHs
dopmynbr (), He comepikamyro OOHAPYKUMBIX KOJHYECTB KAKOH-JIUOO KPUCTALIIHUECKON
dopmbl, 1 onuH UM Oojee (papMalEeBTHUECKH NPUEMIIEMbIX HOCUTENEH, BCIOMOTaTeJIbHbIX
BEIIECTB WK pa30aBUTENEeH.

[00016] B HEKOTOPBIX BapuaHTax OCYIIECTBIEHUS B HACTOSLIEM JOKYMEHTE MpejIoKeHa
(dapmaneBTHYECKAs KOMITO3ULIUS, cofeprkarias amopdHyro Gopmy coenraeHust popmysl (1), He
COIEPKALIYI0 OOHAPYKUMBIX KOJIMYECTB KAKOW-THOO KPUCTAJUIMYECKOH (POPMBbI COEAMHEHUS
bopmyner  (I), wu omuH waum  Oonee  (apMalleBTHUECKH TPHUEMJIEMbIX  HOCHTENEH,
BCIIOMOTATEJIbHBIX BEIIECTB MJIN pa30aBUTEIICH.

[00017] B HEKOTOpBIX BapUaHTAX OCYILIECTBJIEHHUS B HACTOSLIEM JOKYMEHTE MPEIJIOKEeHa
(dapmaineBTHYECKAsT KOMITO3UIUS, coaepkamas amopduyro dopmy coenunenus: ¢popmysl (1),
comepKalyro He Oosee mpuOMM3UTENBHO S5 Mac.% KakoW-mudo KpUCTAIUINYECKOH (GOpMBI
coenunenus: gopmyinsl (I), u omun win Oonee (papMalEeBTHUECKH MPUEMIIEMbIX HOCHTENEH,
BCIIOMOTATEJIbHBIX BEIIECTB MK pa30aBUTEIICH.

[00018] Takxke B HACTOSIIEM JOKYMEHTE B OJHOM BapUaHTE OCYLIECTBIEHUS
npeasioskeHa (apManeBTHUECKas KOMITO3ULMS, cofeprkamas aMophHyo (GopMy coenuHEeHHs
dopmyner (1), xotopast comepxkur He Oonee mnpubmusurenpHO S5 Mac.% Kkakoi-Ibdo
KPUCTAJTMUECKON (POPMBI MIIM HE CONEPKUT KAKOTO-THO0 OOHApPY>KUMOTO KOJIMYECTBA KaKOMH-
mbo kpuctaumdeckoit Gopmbl coenunenust Gopmyinsl (I) mpu BO3AEHCTBUU OTHOCUTENBHON
BiaxkHocTH 0-100% mpu 25-40 °C B TeueHne npuOIM3UTENBHO 110 MEHbIIEH Mepe 3 Mecsles, U

OonuH WiH Oosiee (hapMalleBTHUECKU MPUEMIIEMbIX HOCHTENIEH, BCIIOMOTATEbHBIX BEIECTB WJIH



pazbaBuTene.

[00019] Takxxe B HacTOALIEM JIOKYMEHTE B OJHOM BAapUaHTE OCYIIECTBICHMUS
npeasiockeHa (papmaneBTHUECKAss KOMITO3ULMS, coieprkamasi aMophHyo (GopMy coennHeHHs
dbopmynsl (I), rne coenunenue siBisiercs amopdubIM Ooee yem Ha mpuOIU3UTENBHO 95%, U
onuH wiu Oonee (apMaleBTUUECKH MPUEMJIEMbIX HOCHTENEH, BCIIOMOTaTeNIbHBIX BEIIECTB MM
pazOaBureneii. B HEKOTOPBIX BapuaHTaX OCYINECTBICHUS (apMaleBTHUECKas KOMIIO3ULIHS
copepxxur coenuHenue Gopmyisl (I), rme coemuHeHue sBisgeTcs amMopdHBIM Oojee ueM Ha
npubnu3uTeNbHO 95% 1o nanHbM anaan3a PXRD.

[00020] Takxxe B HacTOALIEM JOKYMEHTE B OJHOM BapUaHTE OCYIIECTBICHMUS
npeasiokeHa (papmaneBTHUECKAs KOMITO3ULMS, coaepramas aMophHyo (GopMy coenuHEeHHs
dbopmyibl (I), MO CylIeCTBY He COAEPKAIIYI0 KAKUX-JTUOO MPYrHX KPUCTAJUTMYECKUX (HOpM, U
onuH wiu Oonee papManeBTUYECKH MPUEMIIEMBIX HOCUTEJNIEH, BCIIOMOIaTEebHbBIX BEINECTB TN
pa3baBuTenei.

[00021] Takxxe B HacTosLleM JOKyYMEHTE B OJHOM BapUaHTE OCYIIECTBICHMUS
npeasiockeHa (papmaneBTHUECKAs KOMITO3ULMS, cofeprkamasi aMophHyo (GopMy coenuHEeHHs
dbopmysl (I), MO CyLIEeCTBY HE COAEPIKAINYIO KPUCTAJUTHUECKOH ()OPMBI, UMEFOIIYIO YUCTOTY IO
MeHbIllel wmepe mnpubnusnrenbHo 95% mnmo gaHHbIM BOXKX 6Ge3 yuera OCTaTOYHBIX
pacTBopuTenel, M OAMH WM Oosee  (PapMALEBTUYECKH TPHEMIIEMBIX HOCHTENEH,
BCIIOMOTATEJIbHBIX BEIIECTB MK pa30aBUTEIEH.

[00022] Takxxe B HacTOsLleM JOOKYMEHTE B OJHOM BapUaHTE OCYILECTBICHMUS
NpeaJIo’KeHa TBepAasi AHCIepcusi, copepskammas amopduyo ¢opmy coenunenus gopmyinsl (1),
umeroIyo yuctoty no naHHeiM BDXKX Gonee 95%, u nmonnmMep BMecTe ¢ OOHUM WiH Oojee
dapMaleBTUYECKH TPUEMJIEMbIMU HOCHUTENISIMH, BCIOMOTaTE€NbHBIMH  BELIECTBAMHU  HJIH
pa3baBUTENSIMU.

[00023] Takke B HacTOsIIEM JOKYMEHT€ B OJHOM BapHaHTE OCYLIECTBJICHUS
npeayiokeHa amopdHasi popma TBepAoOW aucnepcuu, coaepxkameil coenunenne ¢popmydst (1) u
bapmManeBTHYECKH MIpUEeMJIEMBIN MOJIUMED, HampuMmep, aleTaTCyKIuHAT
THIPOKCUIIPONMIMETHIILEIUIIONO3bL, e amMopdHas ¢opma XapakTepu3yeTcsi MOPOLIKOBOH
PEHTTeHOBCKOW MU(PPAKTOrPaMMON, MMEIOINEH MIMPOKHe MUKW B rpagycax 20, Hampumep, B
rpaaycax 20 npu npubnusutenbHo 9,5 u ot npudnusurenbHo 17 mpo nmpubmmsutensHo 29. B
HEKOTOpBIX ~BapHaHTaxX oOcymecTBieHuss amopdHas ¢opma coenuneHust Gopmyasr (1)
XapaKTepU3yeTCsl PEHTTeHOBCKOH Tu(pakTOrpaMMon 1o CYIeCTBY Kak Moka3aHo Ha ¢wur. 1.

[00024] Takxxe B HacTOALIEM JOKYMEHTE B OJHOM BapUaHTE OCYIIECTBICHMUS
NpeAsIo’KeHa TBepAas Iucnepcusi, coneprxamas amopduyro ¢opmy coennnenust popmynei (1), He
CoIep KaLY0 OOHAPYKUMBIX KOJMYECTB KaKOW-THOO KPUCTAJUITMYECKOH (OPMBI, M OIHUH WU
Oonee (QapManeBTUYECKH TNPUEMIIEMBIX HOCUTENIel, BCIIOMOTaTEeNIbHbIX BEINECTB MM
pa3baBuTenei.

[00025] B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHHUS B HACTOSALIEM JOKYMEHTE MPEIJIOKEeHa
TBepHasi Aucrepcus, conepxamas amopduyro ¢opmy coenunHenuss Gopmyner (I), He

COIEPIKAIIYI0 OOHAPYKUMBIX KOJUYECTB KaKOW-TMOO KPUCTAIUITMYECKON (HOPMBI COCAMHEHHS



dopmynbel (I), u momumep BMecTe ¢ OomHUM MM Oojiee (apMalleBTHUECKH MPUEMJIEMbIMU
HOCHUTEIISIMH, BCIIOMOTATENIbHBIMHU BEIECTBAMH HIIH Pa30aBUTEISIMIL.

[00026] Takxxe B HacTOAlleM JIOKYMEHTE B OJHOM BAapUAHTE OCYILECTBICHMUS
NpeaJIo’keHa TBepAasi AHCIepcusi, copepskamnas amopduyo ¢opmy coenunenus gopmyinsl (1),
comepkamyo He Oonee mpuOmusuTenbHO S5 Mac.% KakoH-TMOO KPHUCTAUINYECKOW (HOPMBI
coenunenus: gopmynsl (I), U monauMep BMecTe ¢ OAHUM WM Oonee (apMaleBTHYECKH
IpUEeMJIEMbIMI HOCUTEJISIMH, BCIIOMOTaTeIbHbIMU BELIECTBAMU HJIH Pa30aBUTEISIMU.

[00027] Takxxe B HACTOALIEM JOKYMEHTE B OJHOM BapUaHTE OCYIIECTBICHMUS
NpeAJIOKeHa TBepAasi AuCrepcusi, conepskammas amopduyo ¢opmy coenunenus: Gpopmyinsl (1),
KOTOpasi COAEePKUT He Oosiee MpHOIU3UTENbHO 5 Mac.% KakoH-miud0 KpUCTAITUYECKOH (OpMBbI
WIH HE CONEPIKUT KAKOTO-IMOO OOHApPYKUMOTO KOJMYECTBA KAKOH-JTUOO KPHUCTAJUTHYECKOM
dopmbl coenuuenust Gopmyssl (I) mpu Bo3gelcTBUN OTHOCUTENBbHOH BiaxkHOCTH 0-100% mpu
25-40 °C B TeueHue NMPHUOJIHM3UTEIBHO 3 MECSIEB WM OoJiee, U MOJHMEP BMECTE C OJHUM MU
Oonee (papmMaLEeBTHUECKH NPHEMIIEMBIMH HOCHUTEJSIMH, BCIIOMOTATEIbHBIMH BEIECTBAMHU HIIH
pa3baBUTENSIMU.

[00028] Takxxe B HacTOsAlLIeM JIOKYMEHTE B OJHOM BapUaHTE OCYIIECTBICHMUS
NpeaJIO’KeHa TBepaasi JUCTepcusi, copepkamas amopduyo popmy coenunenus Gopmyunsl (1),
I7ie COeNMHEeHHE SIBISIETCs] aMOP(HBIM OoJiee ueM Ha MpHOIM3UTENbHO 95%, 1 mommMep BMeCTe C
onHUM wuiu Oomee (apMaleBTUYECKH MPUEMIIEMBIMH HOCHUTEINSIMH, BCIOMOTATEbHBIMU
BEIIECTBAMH WJIH Pa30aBUTENSIMU.

[00029] Takxxe B HacTOALIEM [IOKYMEHTE B OJHOM BAapUAaHTE OCYILECTBICHMUS
NpeUIoKeHa TBepaasi IUCnepcust, coaepkamas amopdHyro Gopmy coennnenus: popmyisl (I), mo
CYILECTBY HE COAEPIKAIIYI0 KAaKUX-JTHOO APYruX KPUCTAJUIMYECKHX (POpM, U MOIUMEP BMECTE C
omnHMM wuiau Oonee (hapMaLEBTHYECKH TNPHEMIEMBbIMH HOCHTEISMH, BCIIOMOTATEeIbHBIMU
BEIECTBAMH WJIN pa30aBUTEISIMH.

[00030] Takxxe B HacTOALIEM JOKYMEHTE B OJHOM BapUaHTE OCYIIECTBICHUS
npeUIoKeHa TBepaasi IUCIEpCUst, coaepskainas amoppHyro Gopmy coenunenust popmyisi (I), mo
CYLIECTBY HE COIEPKAINYI0 KPHCTALUTUYECKOW (HOPMBI, UMEIOIIYI0 YHCTOTY IO MEHbIIEH Mepe
npudm3uTeNbHO 95% no nmanHbIM BOXKX 0e3 ydera OCTaTOYHBIX PACTBOPHUTENEH, U MOTUMED
BMECTe C OOHUM wuian  Oonee  (apMaleBTUYECKH  MPUEMJIEMBIMH  HOCHTEJSIMH,
BCIIOMOTATEJIbHBIMH BELIECTBAMH HIIH Pa30aBUTEISIMH.

[00031] B omHOM BapuaHTe OCYINECTBJIICHHMS B HACTOSIIEM IOKYMEHTE MPEIJIOKEeHa
dapmaneBTHYECKH TpUeMIIeMasi KOMITO3ULIUS Uil MEePOPajbHOrO BBEICHMs, coneprkamas: (1)
TBEPIAYIO IHUCIEPCUIO, TA€ TBEpAas IUCHEPCUs COMNEPXKHUT: aMOp(dHYIO (OpMy COETUHEHHS,

npenctasieHHoro gpopmyoit (I):



Dopmyna (I)

U (papMarieBTHYECKH mpHeMiieMblil monumep; u (i) ogHo wiu Oonee papMaLeBTHUECKU
MPUEMJIEMBIX BCTIOMOTaTEIbHBIX BEILECTB.

[00032] B nppyrom BapuaHTe OCYIIECTBJIEHHUS B HACTOALIEM JOKYMEHTE OIHMcaHa
(dapManeBTHUECKH TpUeMiIeMasi KOMIIO3HILMS, COIEeprKallasi COEIUHEHHEe, MPEeICTaBIEHHOEe
dbopmymoti (1)

®opmy.aa (I)

u  (apMaleBTHUECKH MPHUEMIIEMOE BCIIOMOTaTeIbHOE BEINEeCTBO, I7e Oojiee ueM
npubnusuTensHO 96 Mac.% coenuHeHHs, MPUCYTCTBYIOIIErO B (papMaieBTUYECKH MTPUEMIIEMON
KOMITO3UIINH, HAaXOOUTCS B aMOpdHOH opme.

[00033] B papyrom BapuaHTe OCYLIECTBJIEHUS B HACTOSILEM JOKYMEHTE OIHCaHA
(bapmMaleBTHUECKH TIpuemiieMasl KOMITO3ULMS ISl TEepOpasibHOW OCTaBKM HarueHTty 50 Mmr

coennHeHus1, npeacrasieHHoOro gopmymnoii (I):
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®opmyaa (I)

cojiepiKallasi: BHYTPUTPAHYJSIPHYIO CMeCh, Iie BHYTPUIPAHYJSIpHAs CMECh COJEPKHUT:
TBEPAYIO AUCIEPCHIO, cofepkalyro 50 MI COeAMHEHMs], T[e€ COEeIUHEHUE MPHUCYTCTBYET B
amop¢HOIl GopMe, aLeTaTCYKIUHAT T'MAPOKCUIPONUIMETUIILEIIIIONO03bL, 00beM0o00pa3yomuii
areHT W/WIM HAaTNOJHUTENb, M CMAa3blBAIOINEEe BEIECTBO H/MIM CKOJNb3AIIEE BEINECTBO, U
BHETPAHYJIIPHYIO CMECh, COAEPIKALIYIO CKOJIb3AIIee BEIECTBO 1/MIIN CMa3bIBAIOIIEE BEIIECTBO.

[00034] B ppyrom BapuaHTe OCYLIECTBJIEHHUS B HACTOALIEM JOKYMEHTE OIHcaHa
bapmareBTHUECKH TpUeMiieMasl KOMITO3ULMS ISl TEepOpasibHOW OCTaBKU MarmeHTy 50 mr

coenuHeHws], npeacrapieHHoro Gopmyoii (1):



Dopmyaa (I)

cozaeprKalasi: TBEPAYIO AUCIEPCHIO, coaepkamyro S0 Mr COEAUHEHHUs, T7i€ COCIMHEHUE
NPUCYTCTBYET B aMopdHOU ¢dopMe, M arneTaTCyKUUHAT THAPOKCUIPONUAIMETHILEILTFOIO3bI,
00BEeMOOOPA3YIOIUN areHT, HAIMOJHHUTENb M CMAa3blBAKOLIEEe BEINECTBO W/WIIM CKOJB3SIIEe
BEIIECTBO.

[00035] B pgpyrom BapwaHTe OCYLIECTBJEHUS B HACTOSIIEM JOKYMEHTE OIHUCaHa

(dapmaneBTHUECKH MpuemiieMas TadneTka, conepskamas S0 Mr COeIMHEHHs, TPEICTaBIEHHOTO

dbopmyoii (I):

M
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®opmy.aa (I)

coziepaKalasi: BHYTPUTPAHYJSIPHYIO CMEChb, T7Zie BHYTPUTPAHYJISIPHAsI CMECh COMIEPIKUT:
TBEPAYIO AUCIEPCUIO, cofepikauylo 50 Mr cOoeiMHEHUs, TIe COEAMHEHHE NPUCYTCTBYET B
amop(¢HOH Gopme, U aleTaTCyKIMHAT MHAPOKCHITPOIUIMETIIILEIUTF0IO3b!; TPUOIU3UTENBHO 25-
35 mac.% o0beMo0oOpa3yoIIero areHTa OTHOCUTENIbHO O0IIero Koiu4decTsa (hpapmaieBTHIeCKO
KOMITO3ULIUH;, MPUOIU3UTENBHO 25-35 Mac.% HAMOMHUTENSI OTHOCUTENIBHO OOIIEro KOJINYecTBa
¢dapmaneBTHUECKOIl KOMITO3MLIMM, W BHETPAHYJSIPHYK0 CMECh, COIEPIKALIYI0 CKOJIb3sIIee
BEIECTBO W/WIIN CMa3bIBAIOIIEE BEIIECTBO.

[00036] B pmpyrom BapuaHTe OCYIIECTBJIEHUS B HACTOALIEM JOKYMEHTE OIHMcaHa

(dapmaneBTHYECKU MpuemiieMas TadneTka, comepskamas S0 Mr COeIMHEHHs], TPEICTaBIEHHOTO

dbopmyoii (I):

M

L=
I=

®opmyaa (I)

rre TalbJjieTka COAEPIKUT. TBEPAYIO IUCIEPCHIO, conepskailyo S0 Mr COeauHEHHs, e



COEZIMHEHNE IPUCYTCTBYET B amopdHoH dopme, u aleTaTCyKLHAT
THAPOKCUIIPONTMIMETHIILIEIUIFOIO3bL, NPUOIH3UTENbHO 25-35 Mac.% MHKpPOKPUCTAIUTMYECKON
LIEJUTIOJIO3bl OTHOCUTENIBHO 00IIel Macchl TabJIeTKH;, U mpudmusuTenpHo 25-35 mac.% JaKTo3bl
WIN €€ TMpaTa OTHOCUTEIBHO OOIIEro KoJnuecTa papMaleBTHIECKOW KOMIIO3HULINH.

[00037] B ppyrom BapuaHTe OCYLIECTBJIEHUS B HACTOSILEM JOKYMEHTE OIHCAaHA
(dapmaneBTHUECKH MpHEMIIEMas KOMIIO3HLIMS JJIsI NepOpabHOM f0ocTaBKU SO MI' COEUHEHHS,
npezacrasiaeHHoro GopmyJoii (I):

®opmy.aa (I)

coZiepiKallasi. BHYTPUTPAHYJSIPHYIO CMeCh, Ile BHYTPUIPAHYJSIpHAs CMECh COJEPKHUT:
TBEPAYIO AUCIEPCHIO, cofepkalyro 50 Mr COeAVHEHMs], I7ie COEIUHEHHE IPUCYTCTBYET B
amopdHOIt popme, U arleTaTCyKUUHAT THIPOKCUTIPOIIIIMETHIILEIUTIONO3bI, TPUOITU3UTENBHO 25-
35 w™ac.% MHUKPOKPUCTAJUIMYECKOH LEJUTFOJIO3bI  OTHOCHTENBHO OOILIero  KOJUYECTBa
(apMaLeBTHUECKON KOMIO3UINH, MpUOIM3UTENbHO 25-35 Mac.% JakTo3bl WM €€ ruapara
OTHOCHUTEJIbHO 00IIero KoJn4ecTBa (papmMarneBTnieckoil KOMITO3UINN; MPUOIU3UTENBHO 5 Mac.%
KPOCIIOBUJIOHA ~ OTHOCHTENPHO O0IIero Kojgu4yecTBa (hapMaleBTHUECKOH  KOMIIO3UIUH;
npubnusutensHo 0,5 Mac.% guokcuga KpEeMHHs OTHOCHTENBHO OOIIEro KOJHYeCTBa
¢dapmaueBTHyeckoil kommosunmy, u npudmmsurensHo 0,5 wmac% creapara MarHus
OTHOCHUTENIBHO O0IIero Koju4yecTBa (hapMaleBTHYECKOH KOMIIO3MLIMHU, W BHETPAHYJSIPHYIO
cMech, copeprkallyro npudnusutenbHo 0,5 mac.% muokcHaa KpeMHHUs OTHOCHTEIBHO OOLIEro
KojuyecTBa (hapmareBTHUeckol kommosuuuu; u (ii) npubmmsurensHo 0,5 mac.% creapara
MAarHusi OTHOCUTEIbHO O0IIEro KOJM4YeCcTBa (hapMaLleBTHUECKOW KOMIO3ULIUH.

[00038] B npyrom BapuaHTe OCYLIECTBICHHS B HACTOSIIEM AOKYMEHTE OMHCAH CIIOCO0

TOJTyYEHUs] TBEPAOU qUCTiepCuu, coaepxkainei amoppuyro Gopmy coenunenus hopmyisl (I)

F B
o r
N JLN
H H
0% N N7
,) H
®opmy.aa (I)

Hampumep, amMopHy0 (GOpMy, ONHCAHHYIO B HACTOALIEM IOKYMEHTE, IJe CIoco0
BKIIIOUaeT: (a) cMemmBaHue coenuHeHus dopmyibl (1), pacTBOopuTeNs, mojuMepa M BOABI C

nojiyueHueM cycnensuu; (b) HeoOs3aTeapbHO, MepeMelInBaHie W/UIN CMEIINBAHUE CYCIIeH3UH
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IpU TOANEPKAHUM TeMIepaTypsl OT mpubmusurensHo 10 no mpubnusurtensHo 25 °C; (c)
HarpeBaHue CYCIIEH3WU Uil PAacTBOPEHHUs CYCIEHIMPOBAHHBIX YaCTUI[ IEPe BBEICHHUEM B
pacIbUTUTENbHYIO CYIIMIKy;, M (d) pacnbUIMTENbHYIO CYLIKY CYCHEH3MH C MOJy4YeHHEM
BBICYIIEHHOH paclbUIEHHEM IUCIEepCUH; (€) CYIIKY BBICYLIEHHOM pacHbUIEHHEM AHMCIIEPCUU C
NOJIydeHHEeM TBepAOH aucnepcud. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHMsS TBepHas

nucnepcusi, conepskanas amopduyro gopmy coenunenus popmysr (1),

o F Br
N 'J'LN
H H
0% N N
,) H
®opmyaa (I)

NOJIy4€Ha YKa3aHHBIM CIIOCOOOM.

[00039] Taxxxe B HacTOSIEM JOKYMEHTE€ B JPYrOM BapHUaHTE OCYLIECTBJIEHUS
Npe/JIo’keH Ccnoco0 JieueHHWst 3a00JeBaHWs, BBIOPAHHOTO W3 TPYIIBL, COCTOSMIEH W3
CTPOMAJIBHBIX OMyXoJied kenynodHo-kuieyHoro tpakra (GIST), crpomanpHBIX oOmyxomneit
JKEIyJOYHO-KUIIEYHOTO TpakTa, oOycioBieHHbIXx KIT, cTrpomanpHBIX OmMyxonei KemyIouHO-
KHIIeYHOro Tpakta, obycnosineHHbIx PDGFRA, menaHOMBI, OCTPOro MHEIOMAHOTO JIEHKO3a,
ONMyXOJNeH  3apOABIIIEBBIX  KJIETOK CEMHUHOMBl WM  JUCTE€PMUHOMBI,  MAacTOLUTO3a,
TYYHOKJIETOYHOTO JIEWKO03a, aJ€HOKAPLIMHOMBI JIETKOrO, IJOCKOKJIETOUHOTO paka JIEerkoro,
IJIMOONACTOMBI, TJIMOMBI, JETCKON TJIMOMBI, ACTPOLIUTOM, CAPKOM, 3JI0Ka4ECTBEHHOH CapKOMBI
obosouek nepudepuIecKux HEpBOB, MHTUMAJIBHBIX CAPKOM, THIEPIO3HHO(UIBHOTO CHHAPOMA,
UJTUOTIATUYECKOTO THIIEPI03HHO(UIBHOTO CHHAPOMA, XPOHUYECKOTO 303NHO(PHIIBHOTO JIEHKO3a,
OCTPOr0 MHUEJIOMIHOTO JIEWK03a, CBS3aHHOTO ¢ »03uHOdmmer, umdodnactHoi T-kneTouHoMH
auM(OMBI M HEMEJKOKJIETOYHOrO paka JIeTKOro, y HYy)KJAIOLIerocs B OSTOM IaLUEHTa,
BKJIFOYAIOLIMI BBEACHUE YKA3aHHOMY TMALUEHTY TEpaneBTHUECKH 3(P(HEKTUBHOIO KOJHYECTBA
KOMITO3UIIUH WJIH OJHOU Wik OoJiee TaONeTOK, ONMMCAHHBIX B HACTOSIIEM JJOKYMEHTE.

[00040] Taxxe B HacTOSIEM JOKYMEHTE€ B JPYrOM BapHaHTE OCYLIECTBJIECHUS
NpeJIo’keH crnoco0 JieueHWst 3a00NeBaHus, BBIOPAHHOTO W3 TPYIIBL, COCTOSINEH U3
CTPOMAJIbHBIX OMyXOJieH kenyno4yHo-kuimedHoro tpakra (GIST), crpomampHBIX oOmyxomneit
JKEJyJOUYHO-KUIIEYHOTO TpakTa, oOycioBieHHbIXx KIT, cTpomanpHBIX OMyxoyiei KeyIo4HO-
KHIIEYHOro TpakTa, oOycnomieHHbix PDGFRA, paka nerkoro, rinoOJacTOMBI, TJHOMBI,
3JIOKAYECTBEHHON CapKOMBI O0ONIOUYEeK Nepu(pepudeckux HEPBOB W THUIEP303MHO(PHIBHOTO
CHUH/IPOMA, Y HY>KAAIOIIErocsi B 3TOM IMalLMeHTa, BKIIOYAIOIIHN BBEIeHUE YKA3aHHOMY MaLUeHTy
TepaneBTHUeCKH 3(EeKTUBHOrO KOJIMYeCTBa KOMITO3WULMHM WIM OJHOW mim Oosee TalNeTok,
OMMCAaHHBIX B HACTOSALIEM TOKYMEHTE.

[00041] Taxxe B HacTOALIEM JOKYMEHTE€ B JPYrOM BapHUaHTE OCYLIECTBJIEHUS
NpeasIoskeH crocod neueHust 3a0oneBaHusi, BHIOPAHHOTO U3 TPYMIBL, COCTOSIIEH M3 OMyXOJH

3apOoJbILIEBbIX KIETOK, oOycnonenHo KIT (Hampumep, 3aponpllIeBbIX KIETOK SHMYKA), paka
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ko, odyciosnenHoro KIT, mnm modedHo-kiaeTouHON KapiuHOMel, oOycnosinerHoit KIT, y
HY>KAAIOIIEerocss B 3TOM MAlMEHTa, BKIKOYAIOUIMI BBENEHHE YKAa3aHHOMY IALUEHTY
TepaneBTHUeCKH 3((EeKTUBHOrO KOJIMYECTBa KOMITO3ULUMM WIM OJHOW miu Oonee TabNETOK,
ONMCAaHHBIX B HACTOALIEM TOKYMEHTE.

[00042] Taxxe B HacTOsIIEM JOKYMEHTE€ B JAPYrOM BapHaHTE OCYILECTBICHMUS
NpemJioKeH crnocod JsedeHuss 3a00JeBaHMs, BBIOPAHHOIO W3 TPYIMIbI, COCTOSINEH W3 paka
IOJIOBOTO 4IEHA, paka mosioBoro wieHa, oOycnosinenHoro PDGFRA, paka mpeacraTenbHOI
JKEeJe3bl, paka MpeacTaTebHOU skeje3bl, obyciaoBneHHoro PDGFRA, HemenaHOMHOro paka
koxu, oOycnmoBinenHoro PDGFRA, rauombr, oOycnosiaenHoii PDGFRA,  capkombl,
obycnosnennoit PDGFRA, rmmobnacromsl, oOycioBnennoii PDGFRA, wmm  paka
MoKy IOYHOH skenie3bl, obycnoBiaeHHoro PDGFRA, y Hyxparomierocss B 3TOM MalUEHTa,
BKJIFOYAIOLMI BBEACHUE YKA3aHHOMY TMALUEHTY TEPareBTHUECKH 3(P(HEKTUBHOIO KOJHMYECTBA
KOMITO3UIIUH WJIH OJHOU MK OoJiee TaONeTOK, ONMMCAHHBIX B HACTOSIIIEM JJOKYMEHTE.

[00043] Taxxke B HacTosIeM JOKYMEHTE€ B JApPYyroM BapuaHTe OCYIIECTBJIEHUS
npeasioskeH crocod sedeHus: 3abonesanust ¢ myranueir PDGFRB, BpIOpaHHOrO W3 rpymibl,
COCTOsIIleW W3 paka Blarajuina, paka MpeACTaTeIbHOW >Kejle3bl, paka IIOJIOBOTO YJIeHa,
HEMEJIAHOMHOIO paka KOKH, MEJIAHOMbI WJIM CAPKOMbI MOJIOYHOMN Kese3bl, Y Hy>KAAI0Ierocs B
5TOM TMAalMEHTa, BKIIOYAIOLIMII  BBEAEHHE YKAa3aHHOMY NAlUEeHTy  TepaneBTUYeCKU
3¢} (PeKTUBHOrO KOJUYECTBA KOMITO3WULUU WJIM ONHOW WM Ooyiee TaONETOK, OMUCAHHBIX B
HACTOSLIEM IOKYMEHTE.

[00044] B HEKOTOpBIX BapUaHTaX OCYILECTBJICHUS B HACTOSIIEM JOKYMEHTE MPEIJIOKEH
crioco0 nedenus 3abonesanuii, o0ycnosiaeHHbIx MyTauuamu KIT umn mytauusmu PDGFRA| y
HY>KAAIOIIEroCss B 3TOM MALUEHTa, BKIOYAIOUIMI BBEIEHUE YKA3aHHOMY MALUEHTY
TepaneBTHUECKH >(PPEKTUBHOrO KOJIMYECTBA KOMITO3MLIMH WM ORHOW miu Oonee TabieTok,
ONMCAaHHBIX B HACTOSILEM AOKYMEHTe. B HEKOTOPBIX BapMaHTaX OCYILECTBJICHHs B HACTOSLIEM
JOKYMEHTE TPEMJIOKEH Crocod yedeHus: 3aboseBaHuii, oOycnoBneHHbIX Mytauusimu KIT wu
mytauusMu  PDGFRA, y Hyxparomerocs B 3TOM [allMEHTa, BKJIIOYAKOINUN BBEACHUE
YKa3aHHOMY MAaLUEHTy TeParneBTUYeCKU 3((PEKTUBHOIO KOJMYECTBA KOMIO3HMLIUU HJIM OTHOM
win Oojee TaONETOK, OIMUCAHHBIX B HACTOSIIEM JOKYMEHTe. B HEKOTOpBIX BapHaHTaX
OCYIIECTBIIEHHsI B HACTOSIIEM JOKYMEHTE TPEMJIONKEeH Crnocod JeueHus 3a0O0JIeBaHUM,
oOycnoBnenHbix MyTammsmMu KIT wmum myranmsmu PDGFRA, Brimrowast «maccaskupckuey
myTtauuu PDGFRB, y HyXparoimerocst B 5TOM MalUeHTa, BKIOYAOINUN BBEIEHUE YKa3aHHOMY
NAIMEHTY TepaneBTUYeCKH 3(P(PEKTUBHOrO KOJMYECTBA KOMIIO3WLIMU WJIM OJHOH HWiM Oolee
TabJIETOK, ONMHCAHHBIX B HACTOSIIEM JOKYMEHTE. B HEKOTOPBIX BapHaHTAax OCYLIECTBICHUS B
HACTOSIIEM JOKYMEHTE MPEIJIOKEH Crocod JiedeHus1 3a00JeBaHMs], BBIOPAHHOTO W3 TPYIIIIH,
COCTOSILIIEH U3 CTPOMAJIBHBIX OMyXOJIeH KenyaodHo-kuiedHoro Tpakra (GIST), crpomanbHbIX
ONyXOJIeH JKeNyAO4YHO-KuIneyHoro Ttpakrta ¢ paeduourom NF-1, crpoManbHbIX omyxosei
JKEJyJOUYHO-KUIIEYHOTO TpakTa ¢ AepuuuToM cykuuHataerunporesHassl (SDH), crpomanbHbIX
OIyXOJIeH KEeNyJOYHO-KUIIEYHOro TpakTa, obOycnoBneHHbIXx KIT, cTpomanpHbIX oOmyxonei

ey JOUYHO-KUIIEYHOr o TpakTa, o0ycnosieHHbIx PDGFRA, Menanomsl (HanpuMep, MEIaHOMBI,
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ooycnosinennoit KIT, wmm wmenaHombl, oOycioeneHHoit PGDFRA, wim  MenmaHOMBI,
obycnosiennoit PGDFR), octporo MueaougHOro Jeiko3a, OMyXOJel 3apOIbIIIeBbIX KJIETOK
CEMUHOMBI WJIM JUCT€PMHUHOMBI, MACTOLMTO3a, TYYHOKJIETOYHOIO JIEHK03a, aJleHOKAPLIMHOMBI
JIETKOT0, TUIOCKOKJIETOYHOTO paka JIETKOro, TIJIMOOJACTOMBI, TJIMOMBI, JETCKOH TIJIMOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKQYE€CTBEHHOM CapKOMbl 000JOYeK Tnepudepuueckux HEpBOB,
UHTUMAJIbHBIX CapKoM, TUNEeP303UHOPHIIBHOTO CHUHApOMA, UANONATHYECKOTrO
TUNIEP303UHOPIIIBHOTO  CHHIAPOMA, XPOHMYECKOTO HS03MHO(UIBHOIO  JIeHiK03a, OCTPOro
MUEJIOMIHOTO JIEHK03a, CBA3aHHOTO ¢ 303uHodummeli, mumdodaactaoi T-kineTounoit tumMpombl
U HEMEJKOKJETOYHOrO0 paka JIErKOro, y HYJKHAIOLIerocss B 3TOM MNal[MeHTa, BKIIIOYAIOLIUI
BBEJICHUE YKA3aHHOMY MAIEeHTY TePaneBTHUECKH 3P PEKTHBHOrO KOJINYECTBA KOMITO3ULIH HJTH
onHOW miu Oonee TabJETOK, OMUCAHHBIX B HACTOSIIEM JOKYMEHTEe. B HEKOTOpBbIX BapuaHTax
OCYILECTBIIEHHSI MEJIAHOMA MPECTABISET COOOH KOKHYIO METAHOMY WJIM HEKOXKHYIO MEJIAHOMY.
B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS MEJIaHOMA MPEACTABISIET COOOH KOXKHYIO MEJIAHOMY.
B HekoTOpBIX BapWaHTax OCYLIECTBICHHMS KOXHAs MEJAHOMAa TIPENCTaBIsAeT CoOOH
MOBEPXHOCTHO-PACIIPOCTPAHSIOLIYIOCSI ~ MEJaHOMY,  Y3JIOBYIO ~ MEJaHOMy,  aKpajbHO-
JEHTUTMHO3HYI0 MEJIaHOMY WIM aMeNTaHOTHYECKYI0 U JIeCMOIUIACTHYECKYI0 MelaHoMmy. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHHsI MEJTaHOMA MPEACTABIsIET COOONH HEKOXHYIO (HEKO)KHOM
JOKaJM3allui) MeNaHOMY. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS HEKO)KHAs MeEJIaHOMa
NPEACTaBIsieT COOOH MENaHOMY TIJla3a WIM MEJNaHOMY CIU3UCTBIX oOonouek. B HekoTOphIX
BapHaHTaX OCYIIECTBJIEHUs 3a00JieBaHME BBI3BAHO KHHA3HOW akTHBHOCTBIO C-KIT w/mmu
PDGFRA, w/unum uX OHKOreHHbIMH (opMaMu. B HEKOTOpBIX BapHaHTax OCYINECTBIICHUS
3a0oneBaHre BBIOPAHO W3 TPYIIBL, COCTOSINEH M3 ONYXOJM 3apOABIMEBBIX  KJETOK,
obycnosnennoi KIT (Hampumep, 3apOABILIEBBIX KIETOK SMYKa), paka KOXH, OOYCIOBIEHHOTrO
KIT (mampumep, MIOCKOKJIETOUHOH KapLUHOMBI Koxu, oOycnosnenHoi KIT, xapruHOMBI 13
kietok Mepkens, oOycnosiennoit KIT, yBeanbHOI MeTaHOMBI, HEMEIAHOMHOTO paka KOXH),
WIM TIOYEYHO-KJIETOYHON KapuuHOMbI, oOycnoBienHoit KIT (Hampumep, mo4evHO-KJIETOYHOMH
KapLHHOMBI, XPOMO(OOHOH MOYEYHO-KJIETOYHOW KapUUHOMBI). B HEKOTOpBIX BapuaHTax
OCYIECTBIIEHHsI 3a00JieBaHNE BHIOPAHO M3 TPYMIIbI, COCTOSIIEH M3 paka MOJOBOTO 4IEHA, paka
nojoBoro wieHa, oOyciosnerHoro PDGFRA, paka mnpexacratenbHON JKkene3bl, paka
npencraTenbHON  skenes3bl,  oOycioBneHHoro PDGFRA, HemenaHOMHOro paka  KOXH,
obycnosnennoro PDGFRA, rimowmsl, obycnonennoit PDGFRA, capkomel, 00ycioBIeHHOI
PDGFRA, rmmobnactomsl, oOycioBienHoit PDGFRA, wnm paka NOIKeNyIOYHOH JKeJe3bl,
obycnosienHoro PDGFRA. B HekoTOphIX BapraHTaX OCYLIECTBIICHHs 3a00IeBaHIE ¢ MyTalHen
PDGFRB BbIOpaHO U3 rpymibl, COCTOSIIIEH U3 paka Barajwina, paka MmpencTaTeIbHOMN JKele3bl,
paka IMOJIOBOTO 4YJI€Ha, HEMEJaHOMHOIO paka KOXXM, MEJaHOMbI WJIM CapKOMbI MOJIOUHOM
JKeJe3bl

[00045] Taxxe B HacTosIEM JOKYMEHTE€ B JAPYrOM BapHaHTE OCYILECTBICHMUS
NPEAJIOKEHO TPUMEHEHHE KOMIIO3MLIMK UM TaOJEeTOK, OMMCAHHBIX B HACTOALIEM JOKYMEHTE,
11 TIOJy4€HUs! JIEKAPCTBEHHOT'O CPEACTBA ISl JIeUeHHs 3a00J€BaHMsA, BBIOPAHHOTO U3 TPYIIIEL,

COCTOSIIIEeH U3 CTPOMAJIbHBIX OMyxouiel skenynouHo-kumedHoro tpakra (GIST), ctpomanbHbBIX
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OIyXOJIEH KEeNyJOYHO-KUIIEYHOro TpakTa, obOycnoBneHHbIXx KIT, cTpomanpHbIX oOmyxonei
JKEJyJOUYHO-KUIIEYHOT O TpakTa, o0ycnoBieHHbIXx PDGFRA, MenaHOMBI, OCTPOr0 MHUENIOHIHOTO
Jeiiko3a, ONyXoJed 3apOABILIEBBbIX KIETOK CEMHUHOMbI WJIM AMCTEPMUHOMBI, MAacCTOLIUTO3a,
TYYHOKJIETOYHOTO JIEWKO03a, aJ€HOKAPLIUHOMBI JIETKOrO, IJIOCKOKJIETOUYHOTO paka JErkoro,
IJINOONACTOMBI, TJIMOMBI, JETCKON TJIMOMBI, ACTPOLIUTOM, CApKOM, 3JI0KAYECTBEHHOH CapKOMBbI
obosouek nepudepuUIecKux HEPBOB, HHTUMAJBHBIX CAPKOM, HIIEP3O3MHOPHIBHOIO CHHIPOMA,
UJIUOTIATUYECKOTO THITEPIO3MHO(UIBHOTO CHHAPOMA, XPOHUYECKOTO 303NHO(PMIIBHOTO JIEHKO3a,
OCTPOr0 MHUEJIOUIAHOTrO JIEMKO3a, CBA3aHHOrO ¢ d03uHodumel, numpodaactHoi T-kieTodHOMH
JUM(OMBI U1 HEMEJIKOKJIETOUHOTO PaKa JIETKOTO.

KPATKOE OITUCAHUE I'PA®UYECKUX MATEPHAJIOB

[00046] Ha ¢wur. 1 n3o0pakeHa MOPOLIKOBast peHTreHoBcKas nudpakrorpamma (PXRD)
TBEPIIOH AHCIIepCcHH, copepskameii amophuyro popmy coennnenus popmyasr (I).

[00047] Ha ¢ur. 2 uzobpakeH Npoduiib pacTBOPEHUS WILTFOCTPATHBHBIX TaOJETOK,
COJZIeprKalNX COeUHEHHE |, C NCIIONBb30BaHUEM METOJa PAaCTBOPEHUs U3 mpumMepa 8.

NHOJAPOBHOE OITMCAHUE U30BPETEHUA

[00048] B nmamHOM pasmene Oynyt Oojiee MOOPOOHO OMHCAHBI MPHU3HAKU W JIPYTHE
noApoOHOCTH HacTosimero u3odpereHus. HekoTopele TEpMHUHBI, HUCIONb3YEMblE B OIMUCAHUH,
npuMepax W TpuiaraeMoil ¢opmyne wuzobpereHus, coOpaHsl B JaHHOM paszgene. Takue
OTIPENENIeHHUs] CIEeNYeT YUTATh B KOHTEKCTE OCTAJbHOTO PACKPBITUS HACTOSIIETO M300peTeHUs 1
B 3HA4YEHUH, OOIIETIPUHATOM Uil CIEHAINCTa B JaHHOW obyacTu TexHUKU. Ecnm He ykazaHo
MHOE, TO BCE TEXHMYECKHE M HAy4dHble TEPMUHBI, HUCIOJb3yeMble B HACTOSILEM JOKYMEHTE,
UMEIOT TaKOe K€ 3HA4YeHHE, B KOTOPOM OHHM OOBIYHO MOHMMAIOTCS CIELUAIUCTOM B JAHHOM
00J1aCTH TEXHUKH.

Onpeoenenus

[00049] B kOHTEKCTE HACTOALIETO JAOKYMEHTa TEPMHUH «BCIIOMOIaTeIbHOE BELIECTBOY
OTHOCUTCSl K BEINECTBY, KOTOPOE MOXKET OOeCHeuuTh MPEeUMYIIeCTBA IMPH BKIOYECHUU B
KOMIIO3UIIMIO C AaKTUBHBIM areHTOM. TepMHH «BCIIOMOTAaTelIbHOE BEIIEeCTBO» BKJIOYAET
WHEPTHBIE BELIECTBA, a TaKKe (PYHKIIMOHAIBbHBIE BCIIOMOTATENIbHbIC BEIIEeCTBA, KOTOPBIE MOTYT
NpUIaBaTh KOMIIO3ULIMU TMOJIOKUTENbHBIE CBOWCTBA. HWIMIOCTpaTHUBHBIE BCIIOMOTAaTeNbHbIE
BELIECTBA BKJIIOYAIOT, HE OrPaHUYMBAsICh MEPEUNUCIEHHBIM, MTOJUMEPDI, CKOJIb3SIIINE BELECTBA,
caxapa, CMAas3bIBAIOIIME BEIIECTBA, CONH, OyQepbl, JKUPbI, HAMOJIHHUTEIH, BEIIeCTBA IS
yJIy4dllleHUus pacnajaeMOCTH, CBS3YIOLIME BEIECTBA, IOBEPXHOCTHO-aKTUBHBbIE BEIIECTBa,
cyOCTpaThl C BBICOKOH IUIOLIABI0 MOBEPXHOCTH, BKYCOAPOMATHUECKHE MO0aBKH, HOCHUTEIH,
MaTpPUYHBbIE MAaTEPHAIIBI U T. 1.

[00050] B koHTeKCTE HACTOSALIETO TOKyMEHTa TEPMUHBI KMHIAUBUIYYMY, KITALIUEHT» WU
«CyOBEKT» HCHOJB3YIOTCS B3aHMO3aMEHSEMO U BKJIOYAKOT JFO00€ XKHUBOTHOE, B TOM YHCIE
MJIEKONUTAOLINX, MPEATNOYTUTENIbHO MBbIIIEH, KpbIC, APYTUX TPBI3YHOB, KPOJHMKOB, COOAK,
KOIIEeK, CBUHEW, KPYMHBIA pOraTblii CKOT, OBEL, JIOMAJeH WM TPUMATOB, U Hamboiee
npeanouTuTesnpHo Jmoneil. CoenuHeHHs, ONMHCAHHbIE B HACTOALIEM IOKYMEHTE, MOTYT OBITh

BBCACHBI MJICKOIMMUTAKOIIEMY, TAKOMY KaK YCJIOBCK, HO TaKXE MOIrYT OBITh BBCACHBI APYIrUM
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MJIEKOTIUTAIOLINM, TAKUM KaK >KHUBOTHOE, HYXXJaIolleecss B BETEpUHAPHOM JIEYEHUH, HAlpUMep,
JIOMAIHUM JKUBOTHBIM (Hampumep, cobakaM, KOIIKaM U T. IL.), CEIbCKOXO3SIHCTBEHHBIM
JKUBOTHBIM (HampuMep, KOpOBaM, OBLIAM, CBHHbBSIM, JIOMIAAsIM U T. I.) U JaOOpaTOPHBIM
JKUBOTHBIM (HAaIIpUMep, KpbICaM, MbIIIaM, MOPCKUM CBHHKAaM U T. I1.).

[00051] B kOHTEKCTe HACTOALIEr0 JOKYMEHTa TEPMUHBI «(hapMaleBTHUECKH
NpUEeMJIEMBII» WIN «(PapMaKOJIOTHUECKHU MPUEMIIEMBIID BKIIIOYAIOT COSTUHEHMUS] U KOMITO3ULUH,
KOTOpbIE HE BBI3bIBAIOT HEXKEJIATENbHbIX, AJUIEPTUYECKUX WIH APYrHX HeOIaronpusTHbIX
peaxkiuil Mpu BBEAEHUM >KMBOTHOMY WJIHM YeJIOBEKY, B COOTBETCTBYIOIIMX ciydasx.. Jlms
BBEJIEHUs] YEJIOBEKy IIpernapaThl JOJDKHBI COOTBETCTBOBATbH CTAHAAPTaM CTEPHJIBHOCTH,
NUPOTEHHOCTH W O0meil Oe30MmacHOCTH M YUCTOTHI, YCTAHABIMBAEMBIMH CTaHIAPTaMH
Otnenenust Ouonormueckux mnpenaparoB FDA (VYmopasieHwe MO CaHUTAPHOMY HAI30py 3a
Ka4eCTBOM IMUINEBBIX MPOAYKTOB 1 MeankameHTos CIITA).

[00052] B KOHTEKCTE HACTOALIETO JOKYMEHTA TEPMUH «(papMareBTUIECKH MPUEMIIEMBbIit
HOCHUTENbY WM «(apMaLEeBTHUECKH MPHEMJIEMOE BCIIOMOTAaTEbHOE BEIIECTBO» OTHOCHUTCS K
JT0OBIM BO3MOJKHBIM PACTBOPHUTENSIM, TUCIEPCHBIM CpenaM, TOKPBITHSIM, HW30TOHHYECKUM
CpeACTBAM M CpPEACTBaM, 3aMEUBIIOLIMM a0copOmuio, W T. 1., KOTOpBIE SIBJISFOTCS
COBMECTHMBIMH C (papMalleBTHUECKHIM BBelCHHEM. lIpuMeHEeHHe TakuxX Cpel W areHTOB I
(apManeBTHUECKN AaKTHBHBIX BEINECTB INHPOKO HM3BECTHO B YPOBHE TEXHHMKH. Kommosuiuu
MOTYT TaK)K€ COAEepXaTb IPyTrUe aKTHUBHBIE COENMHEHHs, O0eCHeuMBAIOLINE OTOJHSIOIINE,
TOTIONTHUTENBHBIE WM YCUJICHHBIE TepaneBTUIeCKie (yHKIINH.

[00053] B KkOHTEKCTe HACTOSLIErO JOKyMEHTa TepMUH «(dapMareBTHdecKast
KOMIIO3ULUSD» OTHOCUTCS K KOMITO3ULIMH, COAepXKallell MO MeHbIIeH Mepe OJHO COEJUHEHHE,
KaK pPAaCKpPBITO B HACTOSIIEM JOKYMEHTe, OOBbeIMHEHHOEe BMeCTe C OIHHM WM OoJjee
¢dapmaLeBTHYECKH TPUEMIIEMBIMI HOCUTEIISIMH.

[00054] B xOHTEKCTe HACTOSAIIErO JOKYMEHTA TEPMUHBI KIIPUMECh A» U «COECUHEHUE 2
00a OTHOCSTCS K CoequHEeHUI0 3-(5-amuHO-2-0pom-4-dpropdenwn)-1-stun-7-(merunamuno)-1,6-
HadrupunuH-2(1H)-oHy, koTOpOoe npeacrassier coboii coennaenue Gopmyis (1), kak onucano
B HACTOSILIEM JOKyMeHTe. B HeKOTOpbIX BapHaHTax OCYIIECTBJICHUS AHUJIMHOBOE BELIECTBO
MOJKET MPEACTABISTh COOOH MPUMECH A.

[00055] B kOHTeKCTe HACTOSIIErO MOKYMEHTa TePMHUH «TepareBTHUYeCKH 3P PeKkTUBHOE
KOJINYECTBO» O3HAYAET KOJUYECTBO COCTUHEHHUS COTJIIACHO HACTOALIEMY H300PETEHHUI0, KOTOPOe
Oyzner BbI3BIBATH OMOJIOTMYECKUH I MEIULMHCKHHA OTBET TKAHHW, CUCTEMbI MJIM JKUBOTHOTO
(HarmpuMep, MIJIEKOITUTAIOIIEr0 MJIM YeJIOBEKa), HeOOXOOUMBIH HCCIENOBATEN0, BETEPUHAPY,
Bpauy WM IpyromMy KiuHuULucTy. CoeanHeHus, ONMCaHHbIE B HACTOSIEM TOKYMEHTE, BBOIST B
KOJINYECTBAX, SIBIFOLIUXCS TEPAIEBTUIECKH 3 (PPEKTUBHBIMH IS JICUSHHST PACCTPOHNCTBA.

[00056] B KOHTEKCTe HACTOSILIErO NOKYMEHTa TEPMUH «JIEUEHHE» BKIIIOYAET JIFOOOM
s¢dexT, HampuMep, yYMEHbLICHHWE, CHIDKEHHE, MOAYJIMPOBAHHE WM YCTPAaHEHHWE, KOTOPBIN
NPUBOAUT K YJIYULIEHUIO COCTOSIHUSA, 3a00/I€BaHMs, PACCTPONCTBA U T. 1.

[00057] B KOHTEKCTe HACTOSIIEr0 JOKYMEHTAa TEPMHH «AKTUBHBIN areHT» O3Ha4aeT

JIEKapCTBEHHOE  CPEACTBO, JIEKAPCTBEHHBIN mpenapar, (apMaleBTUYeCKOe CPencCTBO,
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TEpaneBTHUECKUI areHT, Harmpumep, coexanHeHue (opmynsl (I), kKak OMMCaHO B HACTOSIIEM
JOKYMEHTE.

[00058] B koOHTEKCTe HACTOSLIErO AOKYMEHTAa TEPMHUH «IEepOpPAJbHBINA Mpenapar»
OTHOCHUTCSI K KOMIIO3ULIUU UJIU CPefie, UCIIOAb3yEeMOM JIJIs1 BBEJIEHUSI COEIMHEHNUs, KaK PACKPBITO
B HACTOSIIEM IOKyMeHTe (Hampumep, coenuHeHust ¢opmyinbl (1)), Hy)maromemycss B 3TOM
CyOBeKTy myTeM IepopaibHOro BeeaeHus. Kak mpaBuiio, nepopajbHbIi penapar BBOAST Yepes
pPOT, OAHAKO B KOHTEKCTE€ HACTOSINEro JOKYMEHTa IOAPa3yMEBAeTCs, 4YTO «IEPOpPaJIbHbIHN
mpenapar» OXBaThIBAET JIFOOOE BEIIECTBO, KOTOPOE BBOAUTCS CyOBeKTy U abcopOupyercs yepes
MeMOpaHy, Hampumep, CIU3UCTYE) OOOJOYKY KeTyAOYHO-KHUIIEYHOrO TPAaKTa, B TOM HHUCIE,
HampuMep, POTOBYIO TMOJOCTb, MUINEBOJ, KENYJOK, TOHKYK KHIIKY, TOJICTYIO KHUIIKY U
O0OMOYHYI KHIIKY. B HEKOTOpPBIX BapuUaHTAaX OCYIIECTBJICHUS NEPOPAIbHBIA mpenapar
npeacrasisier  coboil  (apMaleBTHYECKYHO  KOMIIO3MLHMI. B HEKOTOphIX  BapuaHTax
OCYIIECTBIIEHHUsI ~ MEPOpPAJbHBII  MpermapaT MNpencTaBisieT coboil  (apMaLeBTHYECKYIO
KOMITO3UIIHIO, BBOAMMYIO HYKIAIOIEMYCSl B 3TOM CyOBEKTY Uepe3 poT.

[00059] B kOHTEKCTE HACTOSIIErO JOKYMEHTA TEPMUH «IUTACTU(PUKATOPY» BKIIIOYAET BCE
COEAMHEHUs, CIOCOOHbIE IIAacTU(UIUPOBATh MpHUMEHseMbli nonumep. Kak mpasuio,
IUIACTH(HUKATOPBI MPENCTABISIOT CO0OH NOOAaBKH, KOTOpPbIE MPHU NOOABJIEHUH B TBEPIOM HIIH
JKUJIKOM COCTOSIHUM CIIOCOOHBI CMSIT4aTh IUIACTUYECKHE IOJIMMEPBI, TEM CaMbIM YBEIHYUBAsS
rHOKOCTh MOJIMMEPHON MaTPHULIBI B MpoOLecce 3KCTPy3uu pacruiaa. [Imactudukaropel 0ObMHO
CHIDKAIOT TEMITEPATYPY CTEKJIOBAHUS U TEMIIEPATYpPy IJIaBJieHUs noauMepoB. Ilnactuduxaropsr
Takke OOBIYHO CHIIKAIOT BSI3KOCTh MOJMMEPHOTO pacIuiaBa, TeM caMblM obecneunBas Oonee
HU3KYIO TeMIlepatypy oOpabOTKU IpU SKCTPY3UHU ropsuero pacruiaBa. Ilpumeps! coennHeHui,
KOTOpblE MOTYT BBINOJNHATh (YHKIHMIO IJIACTU(PUKATOPOB, BKJIIOYAIOT, HE OrPaHUYUBAsICH
nepeyrciaeHHbply, runepud;, nonustwieHrmukomun (PEG), wampumep, PEG300, PEG400,
PEG1500; ¢ranare, Hanpumep, audTwidranar, noaucopdaTel; COpOHUT; LUTPATHBIE CIOXKHBIE
3(upbl, TPHALETHH, IUTIOPOHUKH, Haripumep, Pluronic P407; Labrasol; u suramun E TPGS.

[00060] B KOHTEKCTe HACTOSALIEr0 MAOKYMEHTAa TEPMHUH «CTaOWIIbHBINY O3HA4YaeT
amopdHyr Gopmy coenuHeHus popmydisl (I), KOTOpas He MpeBpaIIAeTCs B KAaKYHO-JTHOO IPYTYIO
TBepAyr0 (GOpMy U COIEpKUT B OOIIel cioxHOCTH MeHee 5 Mac.% napyrux dopm (wm,
Hanpumep, meHee 4 mac.%, menee 3 mac.%, MeHee 2 Mac.%) MpU XpaHEHHUH MPHU TEMIIEpaType
no npubmmurenbo 40 °C U MpU OTHOCHUTENBHOW BJIAYKHOCTH OT NpuOMu3uTessHO 25% no
npuOIU3NTENBHO 75% B T€YEHHE 0 MEHBLICH Mepe MPUOIU3UTEIBHO TPEX MECSILIEB.

[00061] B xOHTEKCTE HACTOSIIETO NOKYMEHTAa TEPMHUH «TBEpIas TUCIIEPCUS» O3HAYAET
mo0yr0 TBEPAYID KOMIIO3WIMIO, COAEPIKALIYI0 10 MeHbIIel Mepe J[Ba KOMIIOHEHTa. B
OTIEJbHBIX BapUaHTAaxX OCYINECTBJIEHUS TBepAas MANUCIEPCHs, pacKpbiTas B HACTOALIEM
IOKYMEHTE, BKIIFOYAET aKTHBHBIM MHTPEIUEHT, MPEICTABIIAIOLINNA COOON coennHeHne pOopMyIbI
(I), nucnieprupoBaHHOE B IO MEHBINEH MepPE OTHOM JPYTrOM KOMIIOHEHTE, HalpuMep, MOJUMepe.

[00062] «KomOuHMpOBaHHAs Tepamus» MPEACTaBIsieT COOOH BUA JIEUEHHs], KOTOPBIM
BKJIFOYAET BBEJCHME IALMEHTy MABYX WM OoJiee TEpaneBTUYECKUX AareHTOB, Halpumep,

coenuHenust ¢opmynsl I u umHrHOuTopa curnambHoro nytu MAPKAP. JIga umu Oonee
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TEPANeBTHYECKUX areHTOB MOTYT OBITh JOCTaBJIEHbI B ONHO U TO K€ BpEMs, HAIpuUMep, B
OTAENbHBIX (PapMaleBTUYECKUX KOMIIO3ULMSIX WIM B OAHOH M TOH ke (apMaleBTHUECKON
KOMITO3UILIMH, WJIK OHH MOTYT OBITh JOCTaBJIEHBI B Pa3Hble MOMEHTHI BpeMeHu. Hanpumep, oHH
MOTYT OBITH JOCTaBJIEHBl OJHOBPEMEHHO WWJIM B TEUYEHHE IEPEKPBIBAIOIIUXCA IE€PUOIOB
BPEMEHH, W/WJIN OAMH TEPamneBTUYECKUN areHT MOXeT ObITb JOCTaBJIEH Iepel IOCTaBKOH
APYroro TEpaneBTHYECKOr0 areHra (areHToB) WM mocie Hee. JleueHne ¢ TOMOIIBIO
KOMOMHHPOBAHHON Tepanuu HeoOsS3aTeIbHO BKJIIOYAET JIeUeHHE OJHHM W3 areHTOB, KOTOPOMY
NPEAIECTBYET JHOO0 3a KOTOPBIM CJIEAYET MEPHOM OXHOBPEMEHHOTO JIeYeHUs] OOOUMU areHTaMu.
OnHako mpeamnoiaraercsi, 4ro B TEYEHHE HEKOTOPOro mnepuoma BpeMeHH 3(dQexTHBHbIE
KOJINYECTBA IBYX WK OOJiee TepareBTHUECKUX ar€HTOB MPUCYTCTBYIOT B OPraHU3Me TAllUEHTA.

[00063] Kax mpasuino, TBepmas ¢opma, Takas Kak KpHCTauTndeckas (opma HiH
amopdrass ¢opma, MOXKET YIIOMHHATHCSI B HACTOSIIEM IOKYMEHTE KaK XapaKTePH3YIOLIAsiCs
rpaueCKUMH JaHHBIMH, «KaK MOKAa3aHO Ha» WM «KaK IO CYLIECTBY IMOKa3aHO Ha» ¢ur. 1.
Takne naHHbIE BKIIOYAKOT, HAMpPHUMEP, MOPOLIKOBBIE PEHTTCHOBCKHE TU(PPAKTOTPAMMBI U
cnekTpel SIMP (smepHBIi MarHUTHBIA PE30HAHC) TBepAoro tena. Kak Xopomo H3BECTHO U3
YPOBHSI TEXHUKH, rpadUIecKre JaHHbIE MOTYT MPENOCTABNISATh JOMOJIHUTENBHYI0 TEXHUIECKYIO
UHPOPMALIMIO JUTsI AOMOJHHUTEIBHOTO OIPENENIEHHs] COOTBETCTBYIOINEH TBepAoi (Gopmbl (Tak
Ha3bIBAEMBI «OTHEYATOK TNalblla»), KOTOpash HEe BCerga MOXeT ObIThb OIMHMCAaHA TOJBKO
MIOCPEICTBOM YHCIIOBBIX 3HAYEHWH WM TOJIOKEHWH NHKOB. B moOoM ciydae cnenmaincty
Oyner sicHO, 4TO Takue rpadpuveckue MpencTaBIeHUs JaHHBIX MOTYT IpeTepreBaTh HeOOIbIINe
BapUaLlfK, HAIPUMEpP, B MHUKOBBIX OTHOCHUTENBHBIX 3HAUYEHUSX MHTEHCHBHOCTU M TOJOXKEHHUSX
IIUKOB, OOYCJIOBJIEHHBIE ONpENENeHHbIMA (pakTopaMy, TakUMH Kak, HE OrPaHMYUBAsCh
HepPEeYCICHHBIM, BapHaLUU OTBeTa Mpudopa W BapUalMU KOHLEHTPALMHK M YUCTOTHI 00pasla,
KOTOpbIE XOpOLIO H3BECTHBI cHenuaaucty. Kpucramn cOCTOMT W3 aTOMOB, NEPHOAMYECKH
PaCIOJIOKEHHBIX B TPEXMEPHOM IPOCTPAHCTBE, B TO BPeMs KaK aTOMbl aMOP(HBIX BELIECTB
cnydaiiHpIM ~ 00pa3oM  pacmpenejeHbl B TPEeXMEPHOM MpPOCTpaHCTBE. B pesynbrare
PEHTTeHOBCKasi TU(PPAKTOrpaMMa KPHUCTALTHMUECKOTO BelecTBa OyIeT NEMOHCTPUPOBATh y3KUe
IIUKU BBICOKOW MHTEHCHBHOCTH H3-32 TOTO, YTO PEHTTEHOBCKUE JIYYU PACCEUBAOTCS TOJBKO B
OTpENEeNIeHHBIX HANpaBleHMsIX (M3-3a MEPUOJUUECKOr0 PacroiokeHus: atToMoB). Hanpotus, Ha
PEeHTTreHOBCKOM AudpakTorpamme aMOp(HOTO BEIeCTBa OOBIMHO HAOMOMAFOTCS IMUPOKHUE TTHKU
(cTpyKTypa «rajio») HU3KOH MHTEHCUBHOCTH, MTOCKOJIbKY PEHTI€HOBCKHE JIYYH PACCEUBAIOTCS BO
MHOTHX Pa3JMYHBbIX HANPABJICHUSX, YTO MPHUBOAUT K OONBLIMM «XOJMaMm», OXBaTBIBAOIINM
IMPOKUH THUana3oH (2-tera).

[00064] Bce nuana3oHbl, NpUBEEHHbIE B HACTOALLEM JOKYMEHTE, BKIIOUAIOT KOHEUHbIE
TOYKHM, B TOM YHCII€ T€, KOTOPbIE OIPENEeNAIOT AWANAa30H KaK JIEKAMUHA «MEXKAY» ABYMS
3HAYEHUsMU. TEePMHUHBI «IO CYILIECTBY» U «IPUOIU3UTENBHO» CIIEAYET TOJKOBAaTh Kak
MOIU(DHUIMPYIOIINE TEPMUH WJIM 3HAYEHHE TaKUM oOo0pa3oM, YTO OHH He SBIISIOTCS
aOCONMIOTHBIMU. JTO BKJIIOYAET, [0 MeHbIIEH Mepe, CTEeNeHb OXHUAAeMOH OMHNOKH
SKCIIEPUMEHTa, OIIHUOKH, OOYCJIOBIEHHOW METOAMKOW, W WHCTPYMEHTAJIBHOW OIIMOKH IS

HaHHOﬁ MCTOOMKH, HCHOJ’[I)?;YGMOEI AJist UBMEPEHUA 3HAYCHU.
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[00065] Hacrosimee u3o0peTeHHEe OTHOCHUTCS K aMOpP(HBIM TBEPIABIM JHCIEPCUSIM
amopdpHubix (opm coenmHeruss (opmynsl (I), HeobOs3aTenbHO, B TOJUMEPHON MaTpule, H
amopdubM popmam coenuHeHuit popmyiel (I). AmopdHas mpupona TBepaOW IUCHEPCHH H
cofiepKaHue B HEH KPUCTAJUIMYECKOTO JIEKAPCTBEHHOI'O CPEACTBA MOTYT OBITh ONPENENEHbI C
MIOMOIIBIO NTOPOIIKOBOH peHTreHoBckor nudpakuun (PXRD), ananusa MeTonoM CKaHUPYIOLIEH
snekTpoHHON Mukpockonuu (COM), nuddepenunanbHoi ckanupyromeit kanopumerpun (JICK)
WM 0000 APYroro CTaHJApTHOrO KOJMYECTBEHHOro HccienoBaHus. Hampumep, BermecTBo
SIBJIIETCSI PEHTTEHOAMOP(HBIM, €CJIM Ha €ro MOPOILIKOBOH PEHTTeHOBCKOH Mu(ppakTorpamMme
HaOJIFOIAIOTCST HE OCTpbIE MUKHU, a CKOpee KapTHHA, cXoxas ¢ rajo. OCTpble MUKU Ha CIIEKTPe
YKa3bIBAIOT HA HAJTMYHE KPUCTAJUINYECKOTO BemecTBa. AMop(dHas ¢popma coenuHeHus: GopMyJIbl
(I) moxer ObITh OXapakTEpPH30BaHA PEHTICHOBCKOH aAmMdpakTorpaMMol MO CYIIECTBY Kak
MOKa3aHo Ha ¢wur. 1.

[00066] AmopdHOE INeKapCTBEHHOE CPEeACTBO MOXKET CYILIECTBOBAaTbh B TBEPAOM
amopHOI AmcriepcHu B BHUAE YHCTOH (pa3bl, B BUAE TBEPIOrO PaCTBOPA JIEKAPCTBEHHOTO
CPeACTBa, PAaBHOMEPHO IHUCIIEPTHPOBAHHOIO IO BCEMY IOJUMEPY, MK JIFOOOH KOMOWHALUU
3TUX  COCTOSIHMM  WJIH  COCTOSIHMSIX, THPOMEXYTOUHBIX MeXay HumMu. Jlucmepcus
NPEATIOUYTUTENBHO SIBISIETCS MO CYLIECTBY OMHOPOAHOH, Tak 4TO aMOp(HOE JEKapCTBEHHOE
CPEACTBO JAUCHEPTHPOBAHO MO BCEMY IMOJIMMEPY KaK MOXKHO Oosee paBHOMepHO. B koHTEkcTe
HACTOSIIEr0 JOKYMEHTa TEPMHH «IIO CYLIECTBY OJHOPONHBIN» O3HAYAET, YTO JAOJA
JIEKApCTBEHHOTO CPEACTBA, KOTOpas TNPUCYTCTBYET B OTHOCHUTENBHO HYHCTBIX aMOP(QHBIX
00J1acTsIX B TBEPAOH TUCTIEPCHH, SIBJISETCS] OTHOCUTEIBHO HEOOIBIIOHN.

Cnocob

[00067] Taxke B HACTOSLIEM IOKYMEHTE MpPEIIOKEeH CIOCO0 TMOJIyuYeHUs] TBEPAOit
aucniepcuu, conepxameii amopduyro ¢opmy coenunenust ¢popmynbl (I), kak omucaHO B
HACTOSIIEM JIOKYMEHTE, T7ie CIIOCO0 BKIIFOYAET:

B3BEIIMBAHUE W JO3UpOBaHMe coenuHeHusi ¢opmynbl (I), pacTBopuTeNs, mojauMmepa U
BOJIBL;

3arpy3Ky M CyCleHaupoBaHue coequHenus popmyisl (I);

HeoOsI3aTeNbHO, MEpPEeMElIMBAHUE W CMEIIMBAHWE KOHEYHOH CyCNIeH3UH TIpU
NOA/IePKaHUH TeMIIepaTypol mpuoamsurensHo 10-25 °C;

NPOMYCKaHHE MOJyYE€HHOH CYCIEeH3UH Yepe3 BCTPOCHHBIN B JINHUIO TEINIOOOMEHHHK JIJIS
PacTBOPEHHsI CyCIIEHANPOBAHHBIX YaCTHUL IIEPE]l BBEACHHUEM B PACTIBUTUTENBbHYIO CYLIIIKY; U

HeoOs13aTeNbHO, CYIIKY BBICYLIEHHOTO paclblUieHHeM coeanHeHus popmysl (I).

[00068] Hanpumep, B OIHOM BapHaHTE OCYLIECTBJIEHHUs B HACTOALIEM JAOKYMEHTE
Npe/JIO’KeH Crmocod TOJNy4eHUs TBEPAOH aucrepcuu, coxpepkamed amopdHyro dopmy

coennnaenust popmyer (1)
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®opmy.a (I)

rae cnoco0 BKIOUAeT: cMmemuBaHue coenuHeHust ¢opmynsl  (I), pactBopuTens,
MOJIMMepa, TaKOro Kak aleTaTCyKUMHAT TUAPOKCUMIPONUIMETHIILEIUIFONO03bl, W BOABI C
NOJIy4eHHUEM CYCIEH3HH,; HEOOs3aTeNIbHO, MePEeMEIINBAHIE U/ UM CMEIIUBAHUE CYCIIEH3UU TPU
NOJIEPKAaHUHM TeMIiepatypbl oT npudnmsutenbHo 10 no mpubmusurensHo 25 °C; HarpeBaHue
CYCII€H3UH JJIsl PACTBOPEHUs CyCIIeHIUPOBAHHBIX YaCTHI] Iiepe]] BBEAEHUEM B PACIIbUINTENbHYIO
CYLIWJIKY, PAacIbUIUTENbHYIO CYIIKY CYCIEH3UM C TOJyuY€HHEM BbICYLIEHHOW pacHblLIEHUEM
JUCHEePCUH;, CYLIKY BbICYLIEHHON paclblIieHHEeM JUCIIEPCUH C MOTyYeHHeM TBepAOH JUCIEPCHH.
B oTaenpHBIX BapHaHTax OCYILECTBJIEHMs HArpeBaHKUEe BKIIIOUAET MPONYyCKaHKUE CYCIIEH3UH Yepes3
BCTPOEHHBIN B JINHUIO TETJIOOOMEHHHK.

[00069] B npyrom BapmaHTe OCYIIECTBIEHHS B HACTOALIEM NOKYMEHTE OIHCAH CIIOCO0

MIOJTyYeHUs TBEPAOU UCTIEpCHH, coaepxkaiei amoppHyto Gopmy coenunenus: popmys (I)

F B
o r
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H H
0N N
‘) H
®opmy.a (I)

rae crnocod Bkiovaer: (a) cmemmBanue coenuHeHus (opmyner (I), pactBopuTens,
NoJIMMepa W BOABI C mojydyeHneM cycrneHsuu; (b) HeoOsi3aTeNpHO, NMepeMeInuBaHue W/Win
CMEIIMBAaHUE CYCMEH3WU MPHU MOANEPKAHUU TemIepatypbl oT mnpubmusutensho 10 °C mo
npubnusutensHo 25 °C; (c) HarpeBaHHWe CYCHEH3UH JIsl PACTBOPEHHs CYCHEHAWPOBAHHBIX
YacTUI] Tepel BBEACHHEM B pPACIBUIUTEIbHYIO CymIiuiky, u (d) paclbUIMTENbHYIO CYIIKY
CYCIIEH3UH C TOJYYEHHEM BBICYLICHHOW pPACHbUICHHEM AMCIEPCUH, (€) CYIIKY BBICYLICHHOM
pacriblUIeHHEM JUCIEPCHH C TOJNyYeHHEeM TBEpAOH Iuchepcrd. B HEKOTOpBIX BapHUaHTax
OCYIIECTBIIEHHs] HArPEBaHHE BKIIIOYAET MPOITYCKAHUE CYCIIEH3WU 4Yepe3 BCTPOSHHBIN B JIMHHIO
TEIUIOOOMEHHUK. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHUS TBEpAAas AMCIIEPCHUS, COIEprKaInas

amopdHyo dopmy coennaenust Gopmysl (1),
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®opmy.a (I)

NOJIy4€Ha YKa3aHHBIM CIIOCOOOM.

[00070] B HekoTOpbIX BapHaHTax oOcylecTBiaeHus coenuHenne Qopmynnsl (1),
pacTBOpPUTENb, TMOJUMEP U BOAY OOBEOMHSIOT, U CMECh MEPEMELIMBAIOT W CMELIMBAIOT C
cycneHsuel. B HEKOTOpBIX BapHUaHTaX OCYLIECTBIEHUS PaCTBOPUTENb, BOAY U IOJUMEP
OOBEIUHSIIOT M MepeMeIInBaOT nepen nodasieHuemM coenrHeHus: ¢popmysl (I). B HekoTOphIX
BAPHUAHTAX OCYINECTBJICHUS PACTBOPUTENb U BOAY OOBEAMHSAIOT U MEPEMEIIUBAIOT MeEpen
nobasyieHueM nonmumepa u coequHerns Gopmyiiel (I). B HeKOTOPBIX BapHaHTax OCYIIECTBICHHS
PacTBOPUTENb U BOAY OOBEOUHSIOT U MEPEMEIINBAIOT, MOCIE Yero NOOABISIOT MOJIUMED, MOCTe
yero n1o0aBisitoT coenuHenue Gopmyisr (I).

[00071] B HekoTOpBIX BapuUaHTaX OCYIIECTBJEHHUS COOTHOLIEHHWE PAacTBOPHUTEJb:BOMA
MOJKET COCTaBJISITh MPUOTU3UTENBHO 95:5, mocie yero mo0aBisiioT M PacTBOPSIIOT mojuMep. B
HEKOTOPBIX BAapUAHTaX OCYLIECTBJECHHUS] COOTHOLUIEHHUE PAaCTBOPUTENb.BOAA MOXKET COCTABJIATH
npubnusutensHo 90:10, mocne wero no0aBISIOT W PacTBOPAIOT MOJIMMEP. B HEKOTOphIX
BapUAHTaX  OCYIUECTBJICHHs]  COOTHOLIEHHWE  pPaCTBOPUTEIbBOAA  MOXKET  COCTaBJIATH
npubnusutensHo 85:15, mocne dero n0OABISAIOT M PacTBOPSIOT mnonumep. B HekoTOpbIX
BapUaHTaX  OCYIUECTBJICHUs]  COOTHOLIEHHWE  PaCTBOPUTEIbBOAA  MOXKET  COCTaBJIATH
npubmsurensHo 80:20, mocie uero AOOABISIOT M PAcTBOPSIOT moiuMep. B HEKOTOpbIX
BAPMAHTAX  OCYLIECTBJIEHUS  COOTHOLICHHE  PACTBOPUTENb.BOJA  MOXKET  COCTABJIATH
npubnusuTensHo 7525, mocne 4ero n0OABISIFOT W PACTBOPSIIOT MmojuMep. B HEKOTOpBIX
BApUAHTaX  OCYINECTBJICHHs]  COOTHOLIEHHWE  PACTBOPUTENBLBOJA  MOXKET  COCTaBJIThH
npubnusutensHo 70:30, mocne dYero n0OABISIFOT W PACTBOPSIOT mojsuMmep. B HEKOTOPBIX
BApUAHTaX  OCYIUECTBJICHHMs  COOTHOLIEHHWE  pPaCTBOPUTEIbBOAA  MOXKET  COCTaBJATH
npubnusuTensHO 65:35, mocne Yero MOOABISIFOT W PACTBOPSIIOT MOJUMeEp. B HEKOTOpBIX
BApUAHTaX  OCYIUECTBJICHHMs  COOTHOLIEHHWE  pPaCTBOPUTENIbBOAA  MOXKET  COCTaBJATH
npubnusutensHo 60:40, mocne Yero n0O0ABISIFOT W PAaCTBOPSIOT MoimuMep. B HEKOTOPBIX
BApUAHTaX  OCYIUECTBJICHHMs  COOTHOLIEHHWE  pPaCTBOPUTEIb.BOAA  MOXKET  COCTAaBJATH
npubnusuTensHo 55:45, mocne Yero AOOaBISIOT U PACTBOPSAIOT MoyiMMep. B HEKOTOpBIX
BApUAHTaX  OCYIUECTBJICHHMs]  COOTHOLIEHHWE  pPAaCTBOPUTEIBbBOAA  MOXKET  COCTAaBJATH
npudm3uTensHo 50:50, mocie yero qoOaBISIIOT U PACTBOPSIOT MOJIUMED.

[00072] B HEKOTOPBIX BapHaHTaxX OCYIIECTBJIEHUS PACTBOPHUTENb IMPEICTABISAET COOOM
OpPTaHHYECKOEe COEOUHEHHE, B KOTOPOM aKTHBHBIII areHT M ImonuMmep o0a SBISIFOTCS
pacTBOpUMBIMU. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHs PACTBOPUTENDb MPENCTABISAET COOOM

CIHPT, KETOH, MPOCTOH 3(PHp, CIOXKHBIA 3(Up, raJOreHUPOBAHHBIN alKaH, aMuj, CyJIb(OH,
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KHCJIOTY WJIM HUTPOCOeAUHEHHEe. B HEKOTOpBhIX BapHUaHTax OCYILIECTBJIEHUsS PacTBOPUTENb
npeacTasisieT coO0i METaHOI, 3TaHOJ, H-MPOMAHOJ, U30MPOIAaHO WK OyTaHod. B HekoTophIX
BApPUAHTAaX OCYIIECTBJIEHUs] PACTBOPHUTENb IPEACTABISAET COOOM aleTOH, METHISTUIKETOH
(M3OK) wumn mernmmzoOyTtunkeron (MHMBK). B HekoTOpbIXx BapMaHTax OCYIIECTBIICHUS
PacTBOPUTENb MPEACTABISIET COOON MEeTUIALIeTaT, STHIIALIETAT UM MPOMIIaLeTaT. B HeKOTOpbIX
BapUAHTaX OCYINECTBJICHUS PACTBOPUTENb NpeAcTaBisieT coOOW  OUSTHIOBBIA  3¢up,
terparuapodypan (TI'D), 2-metun-TT'®, 2,5-mumerun-TT'® umu 2,2,5,5-terpamernn-TT'®. B
HEKOTOPBIX BAapPHAHTAX OCYLIECTBJIEHHsS PACTBOPUTENb MPEICTABISET COOOW AalleTOHHTPHIIL,
metmineHxiopua, tonyod, 1,1, 1-tpuxnopatan, aumerwnaueramun (JAMAA), HuTpomeraH,
YKCYCHYIO KUCIOTY win aumetricyibhokcun (JIMCO). Cmecu pacTBOPUTENST U BOABI SIBJISTIOTCS
NOAXOMSALUIMMH TPU YCJIOBHM, 4YTO mosumep u coenuHeHne ¢opmyisl (I) sBisroTcs B
JOCTATOUYHOM CTEMEeHU PACTBOPUMBIMHU JJIsl OCYIIECTBIEHUSI MTPOLIECCa PACTIBIIUTENBHON CYLIKH.
B HekoTOphIX BapuaHTaX OCYLIECTBICHHS CMECh BOJAPACTBOPHTENb IPENCTABISET COOOH
BOAY:alleTOH. B  HEKOTOpbIX BApPHAHTAX OCYLIECTBJIEHUS CMEChb BOJA:paCTBOPUTEIND
npencraBisier coboit  Boay:TT'®@. B  HekoTOpbIXx BapWaHTaX OCYIIECTBICHUS CMeCh
BOJIA:PaCTBOPUTENb  MpPEACTaBIsieT CcoOOW  BOAy:MeTaHOJN. B HEKOTOphIX  BapuaHTax
OCYILECTBIIEHHsI CMECh BOJA:pacTBOPHUTENb MPEACTaBIsieT cCOOOH BOAY:3TaHON. B HEKoTOphIX
BapHaHTax OCYLIECTBJICHUS CMeCh BOJA: PACTBOPUTEND MPENCTABIIAET coboit
BOAY :METWJISTUJIKETOH. B HEKOTOpBIX BapHaHTax OCYIUECTBJICHHs CMECh BOJA:PaCTBOPUTEIND
npeAcTaBsieT coOOM BoAy:ATHNALlETaT. B  HEKOTOPBIX BapHMaHTaxX OCYINECTBJIEHUS CMECh
BOJIA:PaCTBOPUTENb TPEACTABIACT COOOH BOMY:METWJIEHXJOPHA. B HEKOTOpBIX BapuaHTax
OCYILECTBJICHUS] CMECH PACTBOPUTENIEH SBJSIOTCSA MOAXOASAIIMMU NIPU YCIOBHUM, UYTO MOJUMEP U
coenuHenne Qopmynsl (I) sABAIOTCA B JOCTATOYHON CTENEHU PACTBOPHUMBIMH IS
OCYILIECTBJICHUS] IPOLIECCA PACTIBUINTENBHON CYIIKU. B HEKOTOPBIX BapMaHTaX OCYILECTBJICHMUS
CMECh PAaCTBOPUTEIIb: PACTBOPHUTENb NPEACTABIAET COOOM MeTaHON dTHIALETaT. B HeKoTopbhIX
BApPUAHTAX  OCYLIECTBJIEHHs] CMECh PAaCTBOPUTENb.PACTBOPUTENb  MPEACTaBIsieT  CoOOi
5TaHOJ3TUJIALIETAT. B HEKOTOPBIX BapUaHTax OCYIIEeCTBIIEHUS CMeCh
PacTBOPUTENb: PACTBOPUTENb MPENCTABIsAET COOOM METaHOI JUXJIOPMETaH. B HEKOTOphIX
BAPUAHTAX  OCYIIECTBJIEHUS] CMECh PAaCTBOPUTEJNbPACTBOPUTENb MPEACTABIsieT  COOOi
5TaHOJ: AUXJIOPMETaH.

[00073] B HeKOTOpPBIX BapHAaHTAX OCYLIECTBJICHHs PACTBOPHUTENb MPEICTABIsieT COOOH
OpraHMYeCKOe COEJUHEHHE, B KOTOPOM CYCIEHIUPYIOT aKTUBHBbIH areHT. B HekoTopbIx
BapHUAHTaX OCYLIECTBIEHHs coenuHeHne ¢opmynsl (I) cycneHAMpyrOT B CMECH OUYMIIEHHOM
Bonel 1 TI'® mnepen noGasneHWeM mnonuMepa. B HEKOTOPBIX BapUaHTAaX OCYILIECTBIICHHS
coenuHeHHe | CyCmeHAMPYHOT B CMecu ouuineHHoi Bombl u TI'® mepen nobaBieHmeM
HPMCAS-HG.

[00074] B HexkoTOpbIX BapHaHTaX OCYIIECTBJIEHUS JUANa30H TeMIepaTyp i
nepeMeIInBaHus U CMEIINBaHMsI KOHEYHOH CyCIeH3uu cocTanisieT npuodmsurensHo 0-25 °C. B
HEKOTOPBIX BapUaHTax OCYIIECTBJEHMs [UAMA30H TeMIeparyp AJs IepeMeLIUBaHus MU

CMEIINBAaHUsA KOHEYHON CyCNeH3UH cocTaBisier npubnusurensHo 5-25 °C. B HekoTopbIx
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BapHAHTaX OCYLIECTBJICHUsI AMANa30H TeMIeparyp s MepeMelIMBaHusS U CMELIMBaHMs
KOHEYHOH CyCneH3uu cocTasisier npubnusutenpHo 10-25 °C. B HEKOTOpPHIX BapHaHTax
OCYILIECTBJICHUS] [AMANa30H TeMIepaTyp MAJs MepeMeIlNBaHus U CMELIMBAaHUS KOHEYHOU
CYCHEH3UH cOcTaBisieT nmpubnusutenbHo 15-25 °C. B HEKOTOpBIX BapHaHTaX OCYIIECTBIIEHHS
AUAIa3oH TEMIEPATyp AJsl MePEeMEIINBAHUs U CMELIMBAHUA KOHEYHOM CYCIEH3UHM COCTABIISIET
npubausutensHo 15-24 °C. B HEKOTOpPBIX BapUaHTax OCYLIECTBIICHHS OHANA30H TEMIIEpaTyp
AJISL TIEPEMELINBAHUS U CMEIINBAHUS KOHEUHOH CYCIIEH3MH COCTaBJIAeT MPHONM3UTENbHO 15-23
°C. B HEKOTOpBIX BapuUaHTaxX OCYLIECTBJICHUs NUAINA30H TeMIepaTyp Uil MepeMeIluBaHUs U
CMEIIMBAHMs KOHEUHOW CYCIEH3WU COCTaBisier npuonmsurenbHo 15-22 °C. B HekoTopbIx
BapHaHTaX OCYLIECTBJICHUs] AMANa30H TeMIeparyp i MepeMeLINBAaHUuS U CMELIMBaHUS
KOHEYHOH CYCHEeH3UH CcocTaBisier npubmusutenpHo 15-21 °C. B HEKOTOpPBIX BapHUaHTax
OCYIIECTBJIEHUs] JMala3oH TeMIepaTyp MAJs IepeMellnBaHus U CMELIMBAaHUS KOHEYHOM
CYCHEH3UH COCTaBisieT nmpubnusuTensHo 15-20 °C. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
AUANa30H TEMIEPaTyp AJs NePEeMEIINBAHNUS U CMELUIMBAHUA KOHEYHOHN CYyCHEH3MM COCTABIISIET
npubnusutensHo 17-25 °C. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS AHMAINA30H TEMIIEPATyp
IUTS TIEpEMEIIMBAHNS U CMEIIMBAHUS KOHEYHOH CYCIIEH3UH COCTaBIsIeT MpuOIm3uTensHo 17-24
°C. B HeKOTOpbIX BapuaHTax OCYLIECTBJIEHUs IUAINA30H TeMIepaTyp Ui MepeMeIlNBaHUs U
CMEIINBAaHMs KOHEUHOW CYCIEH3HH cOcTaBisier npuommsurensHo 17-23 °C. B HekoTopbIx
BapHaHTaX OCYLIECTBJIECHUsI AMANAa30H TeMIeparyp i MepeMelIMBaHusS U CMELIMBAaHUs
KOHEYHOH CYCIeH3UH CcocTaBisier mnpubnusutenpHo 17-22 °C. B HEKOTOpPBHIX BapHUaHTax
OCYILIECTBJIEHUs] [AMANa30H TeMIepaTyp MAJs MepeMeIlNBaHus U CMELIMBAaHUS KOHEYHOU
CyCHeH3uH cocTaBisieT npubnusutenbHo 17-21 °C. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS
AUAIa3oH TEMIEPaTyp AJsl MePEeMELINBaHUs U CMEUIMBAHUA KOHEYHOM CYCIEH3UHM COCTABIISIET
npubmmsutensHo 17-20 °C. B HEKOTOpPBIX BapUaHTax OCYLIECTBIECHHS IHANA30H TEMIEpaTyp
1Tl TIEpEMEIIUBAHNS U CMELIMBAHUS KOHEYHOH CYCIIeH3MH COCTaBJIsIeT NMpUOIu3uTenbHo 18-25
°C. B HEKOTOpBIX BapuUaHTaxX OCYLIECTBJICHUs NUAINA30H TeMIepaTyp Uil MepeMeIlUBaHUs U
CMEIIMBAHMs KOHEUHOW CYCHEH3UH cocTaBisier npuOnusurensHo 18-24 °C. B HekoTopbIx
BapHaHTaX OCYLIECTBJICHUs [AMANa3OH TeMIleparyp il IepeMelIMBaHUs U CMELINBaHUS
KOHEYHOH CYCIeH3uu cocTaBisier npubnusutenpHo 18-23 °C. B HEKOTOpPBIX BapHUaHTax
OCYIIECTBJIEHUs] JMala30oH TeMIlepaTyp MJis [epeMeIlNBaHus U CMELIMBAaHUS KOHEYHOM
CYCHEH3UH cOCTaBisieT nmpuOnusutensHo 18-22 °C. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
AUANa30H TEMIEPATyp AJs MNePEeMEIINBAHNs U CMELUIMBAHUA KOHEYHOM CYyCHEH3MM COCTABJISIET
npubnusutensHo 18-21 °C. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS IHANA30H TEMIIEPATyp
IUTS TIEPEMEIIMBAHNS U CMEIIMBAHUS KOHEYHOH CYCIIEH3UN COCTABISIET MpHOIM3uTeNbHO 18-20
°C.

[00075] B HekoTOpBIX BapHaHTaX OCYLIECTBIIEHUS paOOUYWil TUana3oH CKOPOCTH TMOTOKA
CYCIIEH3UH Yepe3 BCTPOCHHBIN B JIMHUIO TEINIOOOMEHHUK MOYKET COCTABIISITH MPUOIM3UTEIBHO S-
100 xr/u. B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHS pabO4Mii IHMAma3oH CKOPOCTH IOTOKa
CYCIIEH3UH Yepe3 BCTPOCHHBIN B JIMHUIO TETNIOOOMEHHHUK MOXKET COCTABIISATh MPUOIM3UTEIBHO 5-

30 kr/u. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHUS pPaOO4YMil Hama3oH CKOPOCTHU IOTOKA
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CYCIIEH3UH Yepe3 BCTPOCHHBIN B JIMHUIO TENIOOOMEHHUK MOYKET COCTABIISITh MPUOIM3UTEIBHO 5-
25 kr/u. B HEKOTOpBIX BapHaHTaX OCYINECTBJIECHHs paboumii AHMAana3oH CKOPOCTH IIOTOKA
CYCIEH3UH Yepe3 BCTPOCHHBIN B JIMHUIO TETJIOOOMEHHUK MOXKET COCTABIISTH NMPUOIM3UTENIBHO 5-
20 kr/u. B HEKOTOpBIX BapHAaHTaX OCYIIECTBJIEHUS paOOuYMil NHAama30H CKOPOCTHU IOTOKA
CYCIIEH3UH Yepe3 BCTPOCHHBIN B JIMHUIO TEIUIOOOMEHHUK MOKET COCTABIISATh MPHOIU3UTEBHO S-
15 xr/4. B HeKoTOpBIX BapHaHTaX OCYLIECTBJIEHUs pabouMii OMama3soH CKOPOCTH MOTOKA
CYCIIEH3UH Yepe3 BCTPOCHHBIN B JIMHUIO TEINIOOOMEHHUK MOKET COCTABIISATh MPUOIU3UTENIBHO 5-
10 kr/u. B HEKOTOpBIX BapHAaHTaX OCYIIECTBJIICHUS pPaOOYMil IUAMa30H CKOPOCTH IMOTOKA
CYCIIEH3UH 4Yepe3 BCTPOCHHBIH B JIMHUIO TEINIOOOMEHHUK MOXKET COCTABJISATH MPHOIMU3UTENBHO
30-50 kr/4. B HEKOTOPBIX BapUaHTaX OCYIIECTBJIEHUS CKOPOCTh IMOTOKA CYCIIEH3UH COCTABJISIET
npubIu3NTeNbHO 35-45 Kr/du. B HEKOTOpBIX BapUaHTaX OCYLIECTBICHHS CKOPOCTb IMOTOKA
CYCIEH3UH COCTaBJsIeT MPUOIM3UTENBbHO 35-40 Kr/u. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
CKOPOCTb MOTOKA CYCHEH3UH COCTABISET MPUOMU3NTENbHO 40-45 Kkr/4. B HEKOTOpBIX BapUaHTax
OCYIIECTBJICHUS] CKOPOCTh TIOTOKA CYCIEH3MH COCTaByisieT mpudausutenbHo 42-48 kr/4. B
HEKOTOPBIX  BapUaHTaxX  OCYINECTBIEHUS CKOPOCTb TMOTOKA  CYCIEH3UU  COCTaBJISIET
npubnusuTensHo 45-50 kr/d4. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS pabouMii AHana3oH
CKOPOCTH TOTOKA CYCIIEH3MH Yepe3 BCTPOCHHBIH B JHMHUIO TEIUIOOOMEHHUK MOJKET COCTABIISITH
npubnusutensHo 50-100 kr/4. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHsS CKOPOCTb IMOTOKA
CYCHEH3UH cOCTaBisieT mpubnusnutenbHo 50-90 kr/u. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHHS
CKOPOCTb MOTOKA CYCHEH3UH COCTaBIsieT npuomu3uTenbHo 50-80 kr/4. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHUS] CKOPOCTh TOTOKA CYCIEH3MHM cocTaBisier npubmusurenpbHo 50-70 kr/u. B
HEKOTOPbIX  BapUaHTaX  OCYIUECTBJIECHHUs CKOPOCTb  TIOTOKA  CYCIIEH3UH  COCTaBJISIET
npubnusuTensHo 50-60 Kr/4.

[00076] B HeKOTOpBIX BapHaHTaX OCYLIECTBJICHHs TeMIlepaTypa pacTBopa Ha (GOpPCYyHKe
PACTIBUTUTEIPHON CYIIMJIKUA WM BOJM3U HEe MOXKET COCTaBJsTh npudmamsurenbHo 110-130 °C,
NPEANoYTUTENbHO pubau3uTenbHo 115-125 °C, naubonee npennoyTUTEIbHO NPHOIH3UTEIBHO
116 °C, npubmmsurenvro 117 °C, npubmmsurensro 118 °C, npubmmsurensHo 119 °C,
npubnusutensHo 120 °C, npubmmsurensuo 121 °C, npubnusurtensio 122 °C, npubausutensHO
123 °C, npubmusurensHo 124 °C, mpubmusurensHo 125 °C. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHs TEMIIEPATypa pacTBopa Ha (POPCYHKE PACHBUIUTENBHON CYIIMIKU WA BOJH3H
HEe MOJKET COCTaBJIATh MpUOMM3UTENbHO 15-25 °C. B HEKOTOpPBIX BapuaHTaX OCYIIECTBIICHUS
TeMIepaTrypa pacTBopa Ha (POPCYHKE pACHBUIUTEIbHON CYIIMJIKH WM BOJH3H HEe MOXKET
cocTaBysATh npuoOmm3uTeabHO 20-25 °C. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS TeMIIEpaTypa
pactBopa Ha (POpCYHKE pPACTBUTUTEIBHON CYIIMJIKH WIH BOJHM3M HEe MOXET COCTaBJISTh
npudmm3uTenbHo 10-100 °C. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHUS TeMIlepaTypa pacTBopa
Ha (POPCYHKE PaCHbUIMTEIBHON CYLIMIIKA WIN BOJIH3H HEE MOXKET COCTABISATH MPUOINU3UTENBHO
20-90 °C. B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS TeMIepaTypa pacTBopa Ha (OPCYHKe
PaCTIbUINTEIbHOW CYIIMJIKH FJIA BOJIM3U Hee MOXKET COCTaBisATh mpubnusurensHo 20-80 °C. B
HEKOTOPBIX BapUaHTaX OCYIIECTBJIEHUS TEMIIEpPaTypa pacTBopa Ha (POPCYHKE PaCHbUIMTEIbHOM

CYLUIMJIKM WM BONM3UM Hee MOXeT cocTaBiaATh mnpubmmsurenbHo 20-70 °C. B HekoTOpbIX
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BapUAHTaX OCYLIECTBIICHHs TEMIIEpaTypa pacTBopa Ha (POPCYHKE PACHbUIMTENBHOW CYIIWJIKH
Wi BONM3M HEEe MOXKET COCTaByATh npuOmmsurenbHo 20-60 °C. B HEKOTOpBIX BapuUaHTax
OCYILECTBIIEHHs TEMIIEPATypa pacTBopa Ha (POPCyHKE PACHBUIMTENbHON CYIIMIKU WA BOJM3H
Hee MOJKET COCTaByATh MpuOmmsuTenabHo 20-50 °C. B HEKOTOpBIX BapuUaHTaX OCYINECTBIICHUS
TeMIIepaTypa pacTBopa Ha (POPCYHKE pACHbUIMTEIbHOH CYINWIKM WM BOJHM3H HEE MOXKET
coctaBysTh npudnmsutensHo 20-40 °C. B HEKOTOpBIX BapuaHTaxX OCYINECTBIICHUS TEMIIEpaTypa
pacTBopa Ha (OPCYHKE pACHbUINTEIbHOW CYIIWJIKA WM BOJW3M Hee MOXET COCTaBJIAThH
npubnusutensHo 20-30 °C.

[00077] B HEeKOTOpPBIX BapHaHTaX OCYLIECTBIIEHHS AaBJIEHHE 3AIIUTHOTO ra3a (popCcyHKH
IUTSL PACTIBUIMTENIHOM CYLIKH MOXKET COCTaBJIATh mpuOnmsnutenbHo 50-100 GyHT/KB. mroiiM u30.
B HekOTOpBIX BapHaHTaxX OCYIIECTBIEHHS OOBEMHAs CKOPOCTb IMOTOKA OCYIIAIOINIEro Trasa
PACTIBUTUTEIPHON CYIIMJIKM MOJKET COCTaBJIATh nmpuOnusutenbHo 400-500 kr/4. B HEeKOTOpBIX
BapHaHTaX OCYIIECTBJIEHUS TeMIlepaTypa Ha BbIXOAE U3 KaMepbl PaCMbUIMTENbHON CYIIMIKU
MOJKET COCTaBJSITh NpHOIM3UTENbHO 45-75 °C. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHHUS
TeMIiepaTypa B KOHJEHCATOpE paCHbUIMTENBbHON  CYLIMJIKH MOXET COCTaBJATH  OT
npUOIU3UTENBHO -5 10 npudamsurensHo -20 °C.

[00078] Ilocne 3aBeplueHMsl PACHbUIMTENbHOM CYIIKM BbICYLIEHHBINH pacHbUIEHUEM
IPOMEKYTOUYHBIN MPOAYKT TMOABEPTAIOT HEOOA3aTENbHON BTOPUYHON PACTIbUTUTENbHON CYIIKE B
BaKYyMHOH CyIIMJIKE C I[epeMellnBaHueM. B HEKOTOphIX BapuaHTax OCYILECTBICHMUS
TeMIlepaTypa CYIIKH MOXKeT COCTaBJisATh mnpudmusurenbHo 30-60 °C, npeanoyTHTENTHHO
npubnusutensHo 35-55 °C, HamOonee mnpeamouturenbHo mnpudmsurensHo 40-50 °C. B
HEKOTOPBIX BApUAHTAX OCYILECTBJICHMs MPOAOJIKUTEIBHOCTb CYLIKA MOJXKET COCTaBJATH He
MeHee NPHUOIN3UTENIBHO 3 YacoB, MPEANOYTUTEIbHO HE MEHee NMPHOIM3UTENIBHO 6 4YacoB, HE
MeHee TNPUONM3UTENBHO 7 4YacoB, HE MeHee NpUONM3HTENbHO 8 YacoB, HE MeHee
npuOIM3UTENBEHO 9 yacoB. B HEKOTOPBIX BApHMAHTAX OCYILIECTBJICHUS JABJICHHE B KAMEPE MOXKET
COCTaBJIATh TpuONMU3UTENbHO 30-60 MOap, MpeanoyYTUTENbHO NPUOIM3UTETBHO 35-55 MOap,
HauboJiee MPeanoUTUTENbHO Mpudmu3uTensHo 40-50 MOap.

[00079] B HekoTOpBIX BapHaHTaX OCYIIECTBJIEHHUS TMOJUMEDP MOKET ObITb HOHOT€HHBIM.
B HEKOTOpBIX BapHaHTaxX OCYIIECTBIICHUS MOJIUMEP MOXKET OBbITh HEHOHOTEHHBIM. B HEKOTOpPBIX
BApPHUAHTAX OCYIIECTBJICHUS (papMaLleBTUUECKHU NPUEMJIEMBIH IMOJUMEp BBIOPaH W3 TPYIIIbL,
COCTOsIIIIeN U3 NMONTUBUHUINHPPOINIOHA, MOJUSTUICHOKCU A, TIOIUATUIICHIJIUKOJIS, COMOINMEpPa
BUHIIMUPPOJIMAOHA M BUHHWJALETAaTa,  OJIOK-COTNOJIMMEPOB  TOJIMOKCHSTHIIEHA U
MOJIMOKCUMNIPONMJIEHA, TPUBUTHIX  COMOJUMEPOB, COCTOSIIUX U3  MOJUITHIIEHIJIUKOJIS,
MOJIMBUHUJIKANIPOJIaKTamMa u MOJIMBHUHUJIALIETATA, MOJIMMETAKPUIIATOB,
NOJMOKCUAITUIICHAJIKIJIOBBIX ~ 3(UPOB,  MOJMOKCHSTIJIMPOBAHHBIX ~ KACTOPOBBIX  Maced,
MOJIMKANpOJIaKTamMa, TIOJMMOJOYHOW KHMCJOTBI, IOJUIVIMKOJIEBOM KHCIOTHI, CONOJUMEpA
MOJIOYHOM M TJIMKOJIEBOM KHCJIOT, JIMIMAOB, LEJUIFOJIO3bl, MyJUIyJaHa, JOEeKCTPaHa,
MaJIbTOJIEKCTPHHA, T'MaJypOHOBOM KHCIIOTHI, MOJMCHATIOBON KHCJIOTHI, XOHAPOUTHUHCYNIb(ATA,
renapuHa,  (QykomnmaHa, monucynbdara  MEHTO3aHa,  CIHpPYJAHA,  aleTaTCyKIMHATa

TUAPOKCUTIPOMUIMETUIILCIUIIOJIO3b], MPOMUOHATCYKIIUHATA TUAPOKCHUIIPONMHUIMETUIIIECIIIFOJIO3bI,
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¢TanaTa TUAPOKCUNPONUIMETIIILEILTFOJIO3bI, aneTaTdranara HeJUTF0JIO3b], alleTaTTPUMENINTATa
LIEJUTIONIO3B], aueTardrajgata METHUILEIUIFOJIO3b], aleraTdTanara THAPOKCUIIPONIIILENTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, aneratuzodranara LEJUTEFOJIO3bI,
KapOOKCHUMETHIIITHIILIEIUTIONO3BI, TUPOKCUITPONUIMETHIILEIIIIOIO3bI, aneratdranara
TUPOKCUTIPONMIMETIIILIENIIIONO3bL,  PONUOHAT(TAaIaTa TUAPOKCUIIPONMMIMETHIILEIUTIONO3E,
aleTaTTPUMEIINTATa TUAPOKCUITPONMIMETIIILEIITIOJIOSB, IPOMUOHATTPUMEIUINTATA
TUIPOKCUNIPONUIMETHIILIEIUIFONO3bL,  AUEeTaTCyKUMHATa  LEJJIF0JIO3bl,  alleTaTCyKIMHATa
METHJILIEJUTIONIO3b], JEeKCTpaHa, alerara AeKCTpaHa, IMpONUOHATa JeKCTpaHa, CyKIUHaTa
JEKCTpaHa, alleTaTIpoNnuoHaTa IeKCTpaHa, aleTaTCyKIMHAaTa JeKCTpaHa, MPONMHOHATCYKIIMHATA
JEKCTpaHa, aleTaTIPONUOHATCYKLMHATA JEKCTPaHa, COMOJIMMepa METAaKpUJIOBONH KHUCJIOTHI U
MeTunmeTtakpuiara 1:1, comonumepa MeTakKpuWIOBOM KHUCIOTBI U MeTHIMeTakpuiara 1:2,
COMOJMMEpa METAKPWIOBOM KHUCJIOTBI M JTUjakpuigata 1:1, TUAPOKCHUITHIILIEITIONO3HI,
METHJILIEJUTIONIO3b M TUAPOKCUIIPOIUIILIEIUIIONO3b], COMONIMMepa METaKpHJIOBOM KUCIOTHI U
STUJAKpUJIaTa, COMOJMMEpPa METAKPUJIOBOM KHUCIOTHI M METUJIMETaKpuliaTa, CONOJUMepa
MEeTWJIMEeTaKpuiaTa ¢ OSTUJIAKPUIIATa, COMNOJMMEpa TPUMETHUIAMMOHHOSTUIIMETaKpUiaTa
XJOpUAa,  METHJIIMETaKpuiata W 3TWiIakpwiata, #  nona(OyTHiIMeTakpuiaT-Ko-(2-
IUMETHUIIAMUHOA THIT)METAaKPHJIAT-KO-METHIIMETaKpUiIaTa), W HX cMecel. B HekoTophix
BApPUAHTAaX OCYIIECTBJICHUS (papMalleBTUUECKHU TNPUEMIIEMBIH IOJUMEp BBIOPaH W3 TPYIIIbL,
COCTOSIIIEeN U3 MONMBUHWINUPPOIUAOHA, MOJUTUICHOKCU A, TOIUATUIIEHTTIMKOIIS, COTIONINMepa
BUHIIIMUPPOJIUAOHA M BUHWIAIETAaTa,  OJOK-COMOJMMEPOB  IOJMOKCHSTHIIEHA U
NOJIMOKCUNIPONMJIEHA, IPUBUTBIX  COMOJMMEPOB, COCTOSIIUX U3  MOJUITHIIEHIJIUKOJS,
MOJIMBUHUJIKAIIPOJIAKTaMa u MOJMBHUHUJIALIETATA, MOJIMMETAKPUIIATOB,
NOJIMOKCUATUIICHAJIKWIIOBBIX ~ 3(UPOB,  MOJMOKCHUAITUIMPOBAHHBIX  KACTOPOBBIX  Macel,
NOJIMKANPOJaKTaMa, TOJMMOJOYHOM KHCJIOTBI, TOJMIVIMKOJIEBOH KHUCIOTBI, COIMNOJIHUMEpPA
MOJIOYHOM M TJIMKOJEBOM KHUCJIOT, JIMIMAOB, LEJUIIONO3bl, IyJUlyJlaHa, [eKCTpaHa,
MaJIbTOJIEKCTPUHA, THATYPOHOBOH KHCJOTBI, TMOJMCUATIOBONW KHUCJIOTHI, XOHAPOUTHHCYJb(]ATa,
renapuHa,  (QykomnmaHa, monucyibdara  TNEHTO3aHa,  CHOUpPYJAHA,  AlEeTaTCYKIMHATA
TUJIPOKCUITPOTTUIMETHIILIEIUTIONO3b], MTPOMUOHATCYKIIMHATA THAPOKCUIIPONIIMETUIILEIUTIOIO3bI,
¢TanaTa THAPOKCUNPONUIMETHIILEILTFOJIO3bI, aneTaTdranara HeJUTI0JI03bl, alleTaTTPUMEIIUTATA
LEJUTFOJIO3BL, anerardranata METWILEIUTIONO3bI, anerargTanaTa THAPOKCHIIPONIUILEIUTIONIO3bI,
anerarrepedranara LEJUTIOJIO3BI, aneraruzodraiara LEJUTEFOJIO3bI,
KapOOKCHUMETHIIS THIILIEIUTIOJIO3 B, TUJPOKCUITPOTTUIMETHIILIEIITIONO3EI, aneratdranara
THIPOKCUITPONTMIMETHIILEIITIONO3bI,  MPONMOHAT(TamaTa TrHIPOKCUIPOMHMIMETHIILEIIIONO3BIL,
aleTaTTpUMeIINTaTa TUJIPOKCUIIPONMIMETHIILIEIUIIONO3BI, MPOMUOHATTPUMEIUINTATA
TUJIPOKCUNIPONUIMETHIILIEIUTIONO3bI,  AleTaTCyKLUMHATa  LeJJII0JIO3bl,  alleTaTCyKI[MHaTa
METHJILIEJUIIONIO3b], JEKCTpaHa, alerara JeKCTpaHa, IpONUOHAaTa JEeKCTpaHa, CyKIUHaTa
JIEKCTPaHa, aleTaTIpoNuoHaTa JeKCTpaHa, aleTaTCyKIMHATa AEKCTpaHa, MPONHUOHATCYKIMHATA
JEKCTPaHa, aleTaTIPONUOHATCYKLMHATA AEKCTPaHa, COMOJMMEepa METAaKpUJIOBONH KUCJIOTHI U
Metunmerakpunara 1:1, comonumepa METaKpWIOBOM KHUCIOTBI U MeTHIMeTakpuiara 1:2,

COMOJIMMEepa METAaKpPWJIOBOM KHUCIOTBI M JTuiakpuiara 1:1, m ux cmeceil. B HEKOTOpBIX
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BapHaHTaX OCYILIECTBIICHUS TOJUMEp MPEACTaBIseT COO0H THAPOKCUIPONMIIMETHIICIUTIONI03Y,
TUAPOKCUTIPONIIILIEIUTFOJIO3Y, KapOOKCHUMETUIII TUIILIEIITIOJIO3Y, aleTaTCyKIMHAT
THJIPOKCHUITPOTMIIMETHIILIEIUTIONO3bI, (PTajlaT THAPOKCUTIPOIIIMETHIIIEIUIIONIO3bI, anerardranar
LEJUTIOJIO3b], ALETATTPUMEIUIUTAT LEJUIF0JIO3bl, MOJUBUHWIOBBIE CHOUPTBL, B KOTOPBIX IIO
MEHBIIeH Mepe 4YacTb MOBTOPSIOLINXCS 3BEHbEB HAXOAUTCS B TUAPOIM30BAaHHOH (opme,
MOJIMBUHUINHUPOIUIOH, MOJOKCAMEPBI WIIM UX CMECU. B HEKOTOpBIX BapUaHTax OCYIIECTBJICHUS
(apMaleBTHUECKH  MpHEMJIEMbIl  MOJUMEp  MpEeAcTaBisieT  coOOH  aleTaTCyKLMHAT
TUAPOKCHITPOITHIIMETHIILIEIUTIOJIO3bI.

Xapaxmepucmuxu Kpucmaniuyeckux u amopghusix popm

[00080] B omHOM oOmiem acriekre cBOOOmNHOE OCHOBaHue coenuHeHus (Gopmybl (1)
MOJKET OBITh HCIIOJIb30BAHO B KAa4YECTBE HCXOAHOIO BEINECTBA WJIM MOXKET OBbITh TOJY4YEHO
cniocobamu, onucanHbiMu B US 8940756 u US 8461179, BKJIFOYEHHBIX B HACTOSIIIUN JTOKYMEHT
MOCPEICTBOM CCBLIKH.

[00081] B onHoM o01iem acriekte mpemioxkena amopduast popma coequHeHUs (POPMYJIIbI

).

M

i
I=

®opmy.a (I)

[00082] B pmpyrom ofmem acmekte mnpemyiokeHa amopdHas ¢opma CoenrHEHUs
dopmyast (I), umeromas uuctotry nmo naHHeiM BIXKX Oonee mnpubnmsurensho 95% wu
COZiep’KaHKUe OCTATOYHBIX pacTBOpUTENeH MeHee yeM npuonnsutensHo 0,5%.

[00083] Kak mpasmio, amopdHas ¢opma coenunenust Gopmynel (I) mo cymectBy He
COIEPKHUT OCTATOUHBIX pacTBOpuTeneil. TepMMH «IO CyIIecTBY HE COAEPIKHT» O3HAayaer
ocrato4Hble pactBoputenu B pomnyctuMmbix ICH (MexnyHaponHas KOH(EpEHIHs o
rapMOHU3AIMH) TpeaeNnax, MOAXOAIIUX s (hapMaleBTHUECKUX TpenaparoB. B HEKOTOPBIX
BapHUaHTax OcyluecTByeHus: amopduas popma coenunenus popmyinsl (I) cogepxur menee 1%
OCTaTOYHBIX pacTBOpuTeNiell. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHUS amopdHas ¢opma
coenunenusi Gopmyisl (I) comepskut menee 0,9% OCTATOYHBIX pacTBOpUTENIEH. B HEKOTOPBIX
BapHUaHTaxX OCYIIECTBJIEHUs amopdHast ¢opma coennaenus Gopmydsl (I) conepxut menee 0,8%
OCTaTOYHBIX pacTBOpuTeNell. B HEKOTOpPHIX BapWaHTax OCYIIECTBICHUS amopdHas ¢opma
coenunenusi Gopmynsl (I) cogepxkut menee 0,7% OCTATOYHBIX pacTBOpHUTENEH. B HEKOTOPBIX
BapHUaHTaxX OCYIIECTBJIeHUs amopdHast ¢opma coennaenus Gopmydsl (I) conepxut menee 0,6%
OCTaTOYHBIX pacTBOpuTenell. B HEKOTOPHIX BapWaHTax OCYIIECTBJIEHUS amopdHas Qopma
coenunenusi Gopmyisl (I) cogepxkutr menee 0,5% OCTaTOYHBIX PACTBOpPUTENIECH. B HEKOTOPBIX
BapUaHTax OCYIIECTBJIeHUs amopdHas ¢opma coennHenus popmydsl (I) conepxxut menee 0,4%

OCTAaTOUYHBIX pacTBOpuTeNeld. B HEKOTOpPBIX BapuaHTax OCYLIECTBJICHUss amopdHas ¢Gopma
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coenunenusi Gopmyisl (I) cogepkutr menee 0,3% OCTaTOYHBIX pacTBOpUTENEeH. B HEKOTOPBIX
BapHUaHTax OCYIIECTBJIeHUs amopdHast ¢opma coennHenus popmydsl (I) conepxut menee 0,2%
OCTaTOYHBIX pacTBopuTeneil. B HEKOTOPBIX BapHaHTax OCYIIECTBJIEHUS amopdHas Qopma
coenunenus popmyinsl (I) conepxut menee 0,1% ocTaTOYHBIX PaCTBOPUTENEH.

[00084] B mpyrom oOuiemM acriekTe B HACTOSILIEM JOKYMEHTE MpemjioxkeHa aMopdHast
dopma coemunenus ¢opmyasl (I), mmeromas uwucrory mo aaHHeiM BDXKX Oonee uem
npuban3uTenbHo 95%. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHs YHCTOTA MO JaHHBIM BOXKX
cocTaBysieT Oonee ueM mnpuOmM3uTenbHO 96%. B HEKOTOPBIX BapUaHTAX OCYIIECTBIICHUS
yucrota nmo aaHHbiIM BOJXKX cocraBnsier Oonee uwem mnpubnausutenbHo 97%. B HEKOTOpPBIX
BApMAHTAaX OCYIIECTBJIEHUs uymcTtora 1o pgaHHbiM BDXXX cocraBnser Oomee dyem
npubnusuTensHO 98%. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHHsS] YMCTOTA MO AaHHbIM BDIKX
coctaBysier Oonee uveM mnpuOmM3uTENbHO 99%. B HEKOTOPBIX BapuaHTaX OCYLIECTBIICHHS
gyucrota o aaHHbiIM BDXX cocraBnser Oonee yem mpudmusurenbHo 99,5%. B HekoTOpbIX
BApUAHTAaX OCYINECTBJIEHUs umcTtora 1o paHHeiM BDXKX cocraBnser Oomee dyem
npubnu3nuTensHO 99,8%. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIEHHS YUCTOTA MO AaHHBIM BOXXX
coctaBysier Oosnee 4yeM mpuONMM3UTENbHO 99,9%. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
gyucrota o aaHHbIM BOXKX cocraBmsier Oonee uwem mpuOnmsutenbHo 90%. B HekoTOpBIX
BAapUAHTAaX OCYINECTBJIEHUs uymcrora 10 paHHbiM BDXXX cocraBnser Oonee uem
npubnusuTensHO 92%. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJIEHHsS] YMCTOTA MO AaHHbIM BDIKX
cocrasJisieT OoJiee ueM npudau3uTeabHo 94%.

[00085] B npyroM acmekTe B HACTOSIEM JAOKYMEHTe MpPeAJOKeHO COCIUHECHUE
dopmynsr (I) B amop¢HnOil (opme, MO CymecTBYy He copaepkaileld Kakux-JIuOo ApYyrux
KpHUcTaIMueckux Gpopm. B HeKOTOphIX BapuaHTax ocyuiecTBieHHs coenuHeHue ¢popmynsl (I) B
amop¢HOH (opme COmepKUT MeHee NpUOIM3UTENbHO 5% Apyrux Kpucraummueckux ¢opm. B
HEKOTOPBIX BapHaHTaX OCylIecTBIeHus amopduas ¢opma coemunenus: popmyisl (I) comepxur
He Oonee mpuOMM3UTENBHO 5 Mac.% Kakoi-TMOO0 KPUCTAJUTUYECKON (POPMBI WIIM HE CONEPIKUT
OOHapyKUMOTO KOJIMYECTBA KakKOU-TuOO Kpucraummueckoit ¢opmbl. AmopdHas dopma,
NpPEIJIOKEHHAasE B HACTOALIEM JOKYMEHTe, IO CYINEeCTBY HE MpPeBpaIlaeTcs B Kakue-JuOo
Kpucranueckue ¢popmel coenuHerust Gpopmyisl (I) B pa3uIHBIX YCIOBHSX, T. €. COAEPIKUT HE
6onee uem («NMT») npubmuzurensao 10 mac.%, npudnuzurensbHo S Mac.%, npubIu3uTensHo 4
mac.%, npudmmsurensHo 3 Mac.%, npubnusurensHo 2 mac.%, mpubmusutensHo 1 wmac.%,
npudm3uTeNbHO 0,5 Mac.% kakoh-1r0o KpucTandeckon ¢popmbl coenraenust Gopmys (1),

[00086] B KOHTEKCTE HACTOSIIETO TOKYMEHTA IO CYIIECTBY HE CONEPIKUT KaKUX-JIUOO
apyrux ¢Gopm» O3HadaeT, 4To TBepnaas amopdHas ¢opma coenunenus Gopmynsl (I) comepxur
npubnusutensHo 20% wn MeHee, npuoOam3uTensHo 10% wmmn meHee, npuOam3uTenbHO 5% win
MeHee, MPUOIM3UTENbHO 2% WM MeHee WM npubnusurtenbHo 1% wnnm MeHee Kakux-Judo
apyrux (opM paccMaTpUBAEMOrO COENWHEHMs, MO AaHHbIM, Hampumep, PXRD, wiu menee
npubnusutensHo 20%, meHee mnpuOnmsurenbHo 10%, meHee mnpuOnusutensHO 5%, MeHee
npubnusutensHo 4%, MeHee mpuOIM3UTENbHO 3%, MeHee NPHONM3UTENbHO 2% WM MEHee

npubnusuTenpbHo 1% kakux-n1ubo Apyrux GpopM paccMaTpUBaEMOro COEIUHEHHs, MO JAHHBIM,
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Hanpumep, PXRD. Takum oOpa3om, mox TBEPABIM COCTOSIHUEM aMOpP(HOH (HOpMBI COENUHEHHS
¢dopmysl (1), onucaHHO! B HACTOSIIEM AOKYMEHTE KakK IO CYIIECTBY HE COZAEpIKallas KaKHX-
a0 Ipyrux TBEpAbIX (GopM, MmoxpasyMeBaeTcs, YTo oHa cogepxut dosee 80 mac.%, Gomee 90
mac.%, 6onee 95 mac.%, Gonee 98 mac.% unu Oonee 99 mac.% paccmarpuBaeMoil TBepHOi
amopdHoit ¢popmbl coequHeHust Gopmyisbl (I). CoOTBETCTBEHHO, B HEKOTOPBIX BapHaHTaX
OCYLIECTBJICHHUsI ONHUCAaHHbIE TBepable (Gopmbl amopdHOil Gopmbl coenunenust opmynsl (1)
MoryT coxepxkath oT 1 1o 20 mac.%, ot 5 1o 20 mac.% umm ot 5 o 10 mac.% oxHoit ninu Gosee
apyrux TBepabix Gopm coenmuenus popmyier ().

[00087] B kOHTEKCTE HACTOSIIEr0 NOKYMEHTa «OTCYTCTBHE OOHAPYKHUMBIX KOJUYECTB
Kakoi-mubo kpucramumueckoit Gopmbl (popm)» o3HauaeT, 4Tto TBepnas amopdHas ¢opma
coenuaeHust ¢popmysbl () comepKUT KOJMYECTBO KPHCTALIMUECKOW (OPMBI, KOTOpPOE
HAXOIUTCS HAa YPOBHE MJIM HUKE KOJHYECTB, KOTOPBIE MOTYT OBITh OOHAPY KEHBI MPHOOPOM IS
oOHapy:xkeHuss w/minu w3MepeHusi, Harnpumep, PXRD. DTo KOIM4YECTBO MOKET BKIIFOYATh,
NPEATIOUYTUTENIbHO, MEHee MPHOIM3UTENBbHO 4 Mac.%, MeHee MPHOIM3UTENbHO 3 Mac.%, MeHee
npuOM3uTeNbHO 2 Mac.% wiau MeHee npuOaM3uTeNbHO 1 Mac.% kakux-nmubo npyrux ¢Gopm
paccMaTpUBaEMOro COENMHEHHs, Hampumep, no gaHHeiM PXRD. 3T10 Komu4uecTBo
MPEATIOYTUTEIBHO MOXKET COCTaBJsITh MeHee 4 mac.%, meHee 3 mac.%, menee 2 mac.% wn
MmeHee 1 mac.%.

[00088] Conmepykanue TBepAbIX (OpPM, Kak MPABUIIO, U3MEPSIOT C IOMOLIBIO JHOOOTOo
MOIXOASIIETr0 METO/1a, TOHITHOTO CHEHAUCTY B TAHHOW 00JIaCTH TEXHUKHU, Takoro kak PXRD,
SMP tBepnoro tena, UK-cnektpockonusi, Pamanosckas cnexktpockonus umu JJCK.

[00089] MmmocTpaTHBHBIM METOA aHalu3a sBisieTcss cienyroumM: Ilopoinkosas
PEHTreHOBCKast Iu(pakTorpaMMa MOXeT ObITh CHATa C moMmolnbio audpaxromerpa Rigaku
D/MAX 2200 VPC wnmu PANALYTICAL ExpertPro DY2408, unu Apyrux MOOXOASIIMX
UCIIONIB3YEMbIX MPHOOPOB, IMOPOLIKOBYIO PEHTTEHOBCKYIO OU(PPaKTOrpaMMy CHHUMAIH MpPU
KOMHATHOW TeMIeparype ¢ UCIOjb30BaHueM TpyOku, 3anoiHenHoi Cu-Ka (40 kB, 40 MA), B
Ka4eCTBE HCTOYHUKA PEHTIEHOBCKOTO H3JIyYEHUs] C INUPOKOYTOJIbHBIM TOHHUOMETpoM, 1°
paccenBaroIei MENbo, 1° meapl0 PacXOaUMOCTH, BTOPHYHBIM rPpad) U'TOBBIM MOHOXPOMATOPOM
U CUMHTHWUILMOHHBIM CcueTyukoM. COOp IaHHBIX BBINOJNHSIN B PEXHME 20-HENpepbIBHOTO
CKAHUPOBAHUSI C CKOPOCTBIO CKAaHHUPOBaHHUsS 3°%MuHyTa C mmarom ckaHupoBanus 0,02° B
nuanasoHe ot 2° no 40°.

[00090] B omHOM acmekTe B HACTOSIMIEM JIOKYMEHTe MpemjiokeHa amopdHas (opma
coenunenus popmyusl (1), koTopasi conepskut He Gonee S Mac.% KaKoW-THOO KPUCTAJUTHYECKOM
(GOpMBI HJTH HE CONEPKUT OOHAPYKUMOTO KOJMYECTBA KAKOW-THOO KPHUCTAJUTUYECKOU (hOPMBI
NpU XpaHEHUH NpU TeMneparype a0 npudamsurenabHo 40 °C u npu OTHOCHUTENBHON BJIAYKHOCTH
or mnpubmusurenpHo 25% o mpubnusurenbHO 75% B TE€YEHHWE 10 MEHbLIEH Mepe
npUOIM3UTENIbHO TpeX MecsiueB. Hactosmee wu3zo0pereHue BrmouaeT amophuyro (opmy
coenunenusi Gopmyner (I) B crabunbHoit opme. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHUS
amopdras ¢opmMa Mo CymECTBY HE IpEBpAIlaeTcss B KaKHe-THOO KpUCTajutnueckue (Gpopmbl

coenuHeHusi popmyiiel (I) B pa3mudHBIX YCIOBUSX, T. €. COAEPKUT He Oosee ueM («NMT») 10
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mac.%, 5 mac.%, 4 wmac%, 3 wmac%, 2 wmac%, 1 wmac%, 0,5 mac% xkakoi-md0
KpUCTAJUTHUECKOH (opmMbl. B HEkOTOphIX BapuwaHTax ocymecTBieHus amopdHas ¢Gopma
coenunenus popmyisl (I) cogepxut He Gonee 10 mac.% kakoh-1uOO KPUCTAILTHUECKOH (HOPMBI
U MIPENOYTUTENBHO HE COMAEPKUT OOHAPY>KUMOIO KOJHUYECTBAa KaKOH-TNO0 KPUCTAIUINYECKON
¢dopmbl pu xpaneHuu npu 25 °C U npu CleAyOIUX YCIOBUAX: OTHOCUTENbHAS BIaXXKHOCTh 0%
B TeUeHHUe 3 JIHEeH, MPEeANoUTUTEIbHO B TeUeHUe 7 AHEH, WIM OTHOCUTENbHAs BlaxHOCTh 20% B
TedyeHue 3 AHeH, MPEeANOYTUTEIbHO B TeueHue 7 JHEH, UM OTHOCUTENbHas BiIakHOCTb 40% B
TeueHue 3 AHeH, MPenrnoYTHTENIbHO B TeUueHue 7 AHEH, WM OTHOCUTEJbHAs BIAXXHOCTh 60% B
TeueHue 3 AHEH, WM MPEATIOUYTUTENIbHO B TeUeHUe 7 AHEH, WM OTHOCUTENbHAS BIAXKHOCTh 80%
B T€YEHHUE 3 THEW, MPEATIOYTUTEBHO B TEUEHUE 7 AHEH, MM OTHOCHUTENIbHAsI BIaKHOCTh 100% B
TeueHue 3 AHeH, MPEANOUYTUTEIbHO B TeueHne 7 qHel. B HEKOTOPBIX BapuaHTaX OCYILECTBIICHUS
amopdHasi dopma coemuHenus ¢opmynbl (I), ommcaHHAas B HACTOSIIEM IOKYMEHTE, He
npeBpamaeTcss B KpUCTAUIMYeckoe coenuHeHue (opmynbl (I) B yCIOBHAX OTHOCHTEIBHOM
BrnaxkHoctu 0-100% mpu 25-40°C B TeueHue no meHbluei mepe 0-360 nHeil. B HexoTOpbIX
BapHUaHTax ocyluecTBieHus amopduas Gopma coenunenus Gopmysl (1) conepxut He Gonee 10
Mac.% W TIPEANOUTHUTENBPHO HE COHNEPKUT OOHApy)KMMOTO KOJHYEeCTBA KaKOH-InO0
KpHUCTaTUecKoi Gpopmbl npu xparnenuu mpu 25 °C u orHocurenpHOH BiaxkHocTH (RH) 60% B
TeYeHue 3 NHeH, MIPEANOUYTUTEIbHO B TeUeHne 7 JHeH. B HEKOTOPBIX BapUaHTaX OCYILECTBIICHUS
amopdHas popma coequnenus: popmysl (I) coneprxur He 6onee 10 mac.% u MPEAOYTUTENBHO
HE COEP>KUT OOHAPYKUMOTO KOJIMYECTBA KaKOH-JIN00 KPUCTAIUINYECKOH (POPMBI IPU XpaHEHUH
npu 25 °C u or”ocurenbHoll BraxkHoctu (RH) 80% B Teuenue 3 nHeH, NMpeanoyYTUTENHHO B
TeyeHue 7 nHeil. B HeKOTOpBIX BapHaHTax OcCylecTBieHus amopduas (opma coequHEHUs
dopmyast (I) comepxur He Oonee 5%, NPEANOYTUTENILHO HE CONEPXKUT OOHAPYKUMOTO
KOJIMYECTBA KAaKOH-THMOO KpUCTAUTMUECKOH (OpMBI TNpH  BO3IEHCTBHM  OTHOCHTEIBbHON
BiaxkHocTH 0-100% mpu 25 °C B TeyeHue 7 nHell. B HEKOTOpPBIX BapHaHTaX OCYILECTBJICHHUS
amopdHasi popma coenunenusi popmysbl (I) comepkut He Oonee 5%, MPEANOYTUTESTHHO HE
COAEPKUT OOHAPYKUMOTO KOJHUYECTBA KAKOW-THOO KPUCTAIUINYECKOH (POPMBI ITPHU BO3AEHCTBUN
otHOcuTeNnbHOU BiaxkHocTu 0-100% mpu 25 °C B Teuenue 30 gHeil. B HeKoTOpbIX BapuaHTax
ocymecteieHus: amoppHas (opma coemunenus ¢opmynsl (I) comepxkutr He Oonee 5%,
NPEATIOUYTUTENIBHO HE CONEPKUT OOHAPYKMMOTO KOJIHYECTBA KAKOH-JTMOO KPUCTAJUTHYECKON
(bopMBI TIpH BO3AEUCTBUU OTHOCHUTENBHOMN BiaxHOCTH 0-100% mpu 25 °C B Teuenue 60 nueii. B
HEKOTOPBIX BapUaHTaX OCYIIECTBIEHUs amopdHas ¢opma coenunenus dopmynsl (I) comepxur
He Oonee mpuOMM3UTENBbHO 5 Mac.% KakoH-TMOO0 KPUCTAJUTNYECKOH (POPMBI WIIM HE CONEPIKUT
KaKoOro-mdo OOHAPYKMMOTO KOJIMYECTBA KAKOHW-JIHOO KPUCTAJUIMYECKOH (OPMBI COSAMHEHUS
dbopmyisl (1) mpu BO3AEWCTBUM OTHOCUTENBbHOH BiaxkHOCTH 0-75% mpu 25-40 °C B TeueHue 3
MecseB. B HEKOTOPBIX BapHaHTax ocylecTBieHus: amopdHas popma coenmaeHust popmysl (I)
comepkuT He Oojee mMpUOIU3UTENBHO S Mac.% KakoW-mnO0 KpHCTALTHYECKOH (opMbl min He
COIEPKUT KaKOro-THOO OOHAPY>KUMOIO KOJNYECTBA KAaKOWH-IMOO KPHUCTAIIMYECKOH (POpMbI
coenunenus popmyisl (I) mpu Bo3melcTBUN OTHOCUTENBHOHN BiaxkHOCTH 0-75% mipu 25-40 °C B

TedyeHue 4 mecsLeB. B HEKOTOPBIX BapHaHTax OCYINECTBJIEHUs amopdHas ¢popma COCOMHEHUs
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dopmynsl (I) comepxkut He Oosnee MpUOMM3UTENBHO 5 Mac.% KaKOH-JIMOO KPUCTAJUTHYECKOH
dbopMBl MIM HE COHEPXKHUT KAaKOro-1mbo OOHApyKUMOrO  KOJIWYEeCTBA  KaKOH-JIHOO
KpUcTamnueckol ¢opmel coeauHenuss ¢opmynbsl (I) mpu BO3AEHCTBUM OTHOCHTEIBHOM
BnaxxkHoctu 0-75% mnpu 25-40 °C B TeueHue 5 MecAues. B HEKOTOpbIX BapHaHTax
ocywectBieHust amopduas ¢opma coenunenuss ¢opmynsl  (I) comepxkur He Oonee
npubIU3UTENEHO 5 Mac.% KakoH-mudo KpucTaInueckor (HOpMbI MM HE COIAEPKHUT KaKOro-
160 0OHAPYKUMOTO KOJMUYECTBA KAaKOH-INO0 KPUCTAIIIMYECKOH (GOPMBI COeAMHEHHS (POPMYJIBI
(I) mpu Bo3nelicTBIM OTHOCUTENBHOMN BiaskHOCTH 0-75% mipu 25-40 °C B Teuenue 6 mecsies. B
HEKOTOPBIX BapUaHTaX OCYINECTBiIeHUs amopdHas ¢opma coenunenus dopmyisl (I) comepxur
He Oonee mpuOIM3UTENBHO 5 Mac.% KakoH-TMO0 KPUCTAJUTNYECKOH (POPMBI WIIM HE CONEPIKUT
KaKoOro-mdo OOHAPYKMMOT'O KOJIMYECTBA KAKOW-JIHOO KPUCTAUIMYECKOH (OPMBI COESTHHEHUS
dbopmyisl (I) mpu BO3AEWCTBUM OTHOCUTENBbHOH BiaxkHOCTH 0-75% mpu 25-40 °C B TeueHue 7
MecseB. B HEeKOTOPBIX BapHaHTax ocylecTBieHus: amopdHas popma coenraeHust popmysl (1)
comepkuT He Oojiee MPUOTU3UTENBHO 5 Mac.% Kakoi-mudo KpHucTauTmuecko (Gpopmbl win He
COIEPKHUT KaKOTo-THOO OOHApPYKUMOTO KOJMYECTBA KAaKOW-ITMOO KPHUCTAITHYECKOH (POpMBI
coenunenus popmyisl (I) mpu Bo3meWCTBUN OTHOCUTENBHOHN BiaxkHOCTH 0-75% mipu 25-40 °C B
TedueHne 8 mecsueB. B HEKOTOpPBIX BapHaHTax OCyllecTBIeHHs amopdHas popma coenuHeHUs
dopmynsl (I) comepxkut He Oosnee mMpUOMMBUTENBHO 5 Mac.% KakOH-JTUOO KPUCTAJUTHYECKOH
dbopMBl MM HE COHEPXKHUT KAaKOro-1mbo OOHApyKUMOTO  KOJIWYECTBA  KaKOH-JIHOO
KpUcTaueckol ¢opmel coenmHeHuss Qopmynbl (I) nmpu BO3EEHCTBUM OTHOCHTEIBHOMN
BnaxxHoctn 0-75% mnpu 25-40 °C B TedyeHue 9 wMecsueB. B HEKOTOpbIX BapHaHTax
ocymectsieHus: amopduas ¢opma coegunenuss ¢Gopmynsl (I) comepxkur He Oonee
npubIU3NUTENEHO 5 Mac.% KakoH-mud0 KpuCTaIMYecKol (HOpMbI MM HE COIAEPXKHUT KaKOro-
160 0OHAPYKUMOTO KOJMUYECTBA KAaKOW-ITNO0 KPUCTAIIIMYECKOH GOPMBI COeMHEHHS (POPMYJIBI
(I) mpu BO3mEHCTBUM OTHOCHTENBHOI Biaxknoctu 0-75% mpu 25-40 °C B Teuenue 10 mecsiues. B
HEKOTOPBIX BapUaHTaX OCYINECTBJIeHUs amopdHas ¢opma coenunenus dopmyisl (I) comepxur
He Oonee mpuOMM3UTENBHO 5 Mac.% Kakoi-TMO0 KPUCTAJUTUYECKON (POPMBI WIIM HE CONEPIKUT
KaKoOro-mdo OOHAPYKMMOTO KOJIMYECTBA KAKOW-JIHOO KPUCTAJUIMYECKOH (OPMBI COSAMHEHUS
dopmysl (I) mpu BO3aeHCTBUN OTHOCUTENBHON BiaxkHocTU 0-75% mpu 25-40 °C B Teuenwue 11
MecseB. B HEKOTOPBIX BapHaHTax OcylecTBiIeHHs amopdras Gopma coenraenus popmysl (1)
comepkuT He Oojiee MPUOTM3UTENBHO 5 Mac.% KakoW-muO0 KpHCTaLTHYeCKOn (opMbl Win He
COIEPKHUT KAKOTo-THOO OOHApPYKUMOTO KOJMYECTBA KAaKOH-ITMOO KPHUCTATHYECKOH (POpMBI
coenunenus popmyisl (I) mpu Bo3melCTBUN OTHOCUTENBHOHN BiaxkHOCTH 0-75% mipu 25-40 °C B
TeyeHre 12 MecsieB. B HEKOTOPBIX BapuaHTaX OCYIIECTBIIEHUs aMopdHas GopMa COSTUHEHHUSI
dopmynbl (I) comepxkut He Oosnee mpUOMMBUTENBHO 5 Mac.% KakOH-JTUOO KPUCTAJUTHYECKOH
dbopMBl MM HE COHEPXKHUT KAaKOro-1mbo OOHApyKUMOTO  KOJIWYEeCTBA  KaKOH-JINOO
KpUCTaJIueckol ¢opmel coenmHeHuss ¢opmynsl (I) mpu BO3AEHCTBUM OTHOCHTEIBHOM
BnaxxHoctu 0-75% mnpu 25-40 °C B TeueHue 13 wmecsueB. B HEKOTOprIX BapuaHTax
ocymectieHust amopduas Qopma coenunenus ¢opmynsl (I) comepxxur He Oonee

npuOIM3UTENIbHO 5 Mac.% Kakou-mubo KpUCTATNYEeCKOW (POpMBI MM HE COAEPKUT KaKOro-



30

1100 OOHAPYKUMOTO KOJMYECTBA KAKOW-THOO0 KPUCTAIUINYECKOH (POPMBI COETUHEHUS (hOPMYITBI
(D) mpu Bo3neticTBuu oTHOCUTENBbHOH BiaxkHOCTH 0-100% mpu 25-40 °C B Teuenue 14 mecsimes.
B HexoTophIx BapmaHTax ocyuiecTBieHus amop¢Has ¢opma coenuHeHus ¢opmyiasl (1)
cofepkuUT He Oonee mpubOIM3UTENBHO S5 Mac.% KakoW-mnO0 KpHCTaTMYECKOH (opMbl Min He
COEPKUT KakKoro-mubo OOHAPY)KMMOTO KOJIMYECTBA KAKOW-INOO KPUCTAUIMYECKOH (OpMBI
coenurenus popmysl (I) mpu Bo3aelicTBUM OTHOCHTEIBHOM BraskHocTH 0-100% mpu 25-40 °C B
TeueHne 15 mecsueB. B HEKOTOPBIX BapHaHTax ocyuiecTBIeHus: amopdHas Gopma coenrHeHus
dopmynbl (I) comepkut He Oosiee mpUOIM3UTENBHO 5 Mac.% KakOH-JIMOO KPUCTAITHYECKOMH
dbopMBI MM HE COHEPXNKHUT KAaKOro-imbo OOHApyKUMOTO  KOJIMYECTBA  KaKOH-JUOO
KpUCTa/THueckoil (¢opmbl coenuHenuss ¢opmynbl (I) mpu BO3AEHCTBUU OTHOCUTEIBHOM
BnaxxkHoct 0-100% mnpu 25-40 °C B TeueHue 16 wmecsueB. B HekoTOpbIX BapHaHTax
ocymectieHus: amopduast ¢opma coemunenuss ¢Gopmynsl  (I) comepxxkutr He Oonee
npuOIM3UTENLHO 5 Mac.% Kakou-TuOO KPUCTATUYECKOH (HOPMBI UJIH HE COAEPKUT KaKOro-
1100 OOHAPYKUMOTO KOJMYECTBA KAKOW-THOO0 KPUCTAIUINIECKOH (POPMBI COSTUHEHUS (POPMYITBI
(I) mpu Bo3neticTBUU OTHOCUTENBbHON BiaxkHOCTH 0-100% mpu 25-40 °C B Teuenue 17 mecsies.
B HexkoTophIx BapmaHTax ocyuiecTBieHuss amopdHas ¢opma coenuHerus ¢opmyias (1)
comepkuT He Oojee MpUOTM3UTENBHO S Mac.% KakoW-mMO0 KpHCTALTHYECKOH (opMbl Win HE
COIEPKUT KAKOTo-THOO OOHApPY>KUMOTO KOJNYECTBA KAaKOWH-IMOO KPHUCTAIIIHMYECKOH (POpMbI
coenuHenus popmyds (I) mpu Bo3aelcTBUM OTHOCUTENBHOU BlaxkHOCTH 0-100% mpu 25-40 °C B
TeyeHre 18 mecseB. B HEKOTOPBIX BapuaHTaX OCYIIECTBJIEHUs aMopdHas popMa COSTUHEHUS
dopmynsl (I) comepxkut HEe Oonee mpuOMMBUTENBHO 5 Mac.% KakOH-JIMOO KPUCTAJUTHYECKOH
bopMBl MIM HE COHEPKUT KAaKOro-1mbo OOHApyKMMOrO  KOJIWYEeCTBA  KaKOH-IHOO
KpUcTaInueckol ¢opmel coenuHeHus ¢opmynsl (I) mpu Bo3geHCTBUH  OTHOCUTEIBHOMN
BiaxkHocTH 0-100% mpu 25-40 °C B TeueHue 2 jer. B HEKOTOPBIX BapHaHTax OCYILECTBIICHHUS
OTHOCHUTENbHAsI BIAXKHOCTb coCTaBisieT npubiamsurensHo 10%. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHsS] OTHOCHTENIbHASI BJIAXKHOCTb COCTaBysieT npubmusutensHo 20%. B HeKoTOphIX
BAPHUAHTAX OCYLIECTBJIEHHUs] OTHOCHTENbHAsI BJIAXKHOCTb COCTaBjsieT mpuOmmsurensHo 30%. B
HEKOTOPBIX ~ BapUaHTax  OCYILIECTBJIEHHS  OTHOCUTENbHAs  BJIAXHOCTb  COCTaBJISIET
npubnusuTensHo 40%. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS OTHOCUTENIbHAS BJIAKHOCTH
coctaByisieT npubau3uTeabHo 50%. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS OTHOCUTENbHAs
BJIAKHOCTh COCTaBisieT npuOmusutensHo 60%. B HEKOTOpPBIX BapHaHTaX OCYLIECTBIICHHS
OTHOCHTEJIbHASI BJIAXKHOCTh COCTaBisieT mnpuoOamsurenpbHo 70%. B HeKoTOphIX BapuaHTax
OCYIIECTBIIEHHsI OTHOCHTENbHAS BJIAXKHOCTh cocTaBisieT npudmmsurenbHo 80%. B HekoTopsIx
BapPHUAHTAX OCYIIECTBJIEHHUs] OTHOCHTENbHAsI BJIAYKHOCTb COCTaBisieT mpuOmmsurensHo 90%. B
HEKOTOPBIX BapUaHTax OCYINECTBIEHUs Temmeparypa cocrasiaser 25 °C. B HeKoTOpbIX
BAPHUAHTAX OCYIIECTBJIEHHUs] OTHOCHTENIbHAS BJIAXHOCTh COCTaBisieT npuoiamsurensHo 90%. B
HEKOTOPBIX BapUaHTax oOcCyIllecTBiIeHUs Temmeparypa cocrasiaser 30 °C. B HeKOTOpbIX
BAapPUAHTAX OCYLIECTBJIEHHUs] OTHOCHTENbHAs BJIAXKHOCTb COCTaBisieT mpudmmsurensHo 90%. B
HEKOTOPBIX BapUaHTaxX OCYINECTBIEHUs TeMmeparypa cocrasiaser 35 °C. B HeEKOTOpbIX

BapHaHTaX OCYIIECTBJIEHUS OTHOCHUTENIbHAS BJIAXKHOCTb COCTaBJisieT mpuOiausutenbHo 90%. B
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HEKOTOPBIX BapUaHTaxX OCyLIeCTBIIeHUs TeMmnepaTypa coctasisier 40 °C.

[00091] B HekoTOpBIX BapHaHTax OCYyLIeCTBIEHHs amopdHas (opma coennHeHHs
dbopmyinsl (I) HAXOAUTCA B BBICOKOYUCTON M CTaOuibHOU (popme. Bricokouncras u amopdHast
¢dbopma, Kak MpaBUIIO, UMEET YUCTOTY 1o naHHbIM BOXKX, cocraBmsromyo no MeHbIuel mepe 95
Mac.%, IPeANOUTUTENBHO 0 MeHbLIeH Mepe 96 Mac.%, MpeanoYTUTEIBHO 110 MeHbIIeH Mepe 97
Mac.%, IPeANOUTUTENBHO IO MeHblIeH Mepe 98 mac.%, MpennoYTUTENBHO 110 MeHblIeH Mepe 99
Mac.%, U OHA HE MPEBPAIIAETCS B KPUCTAIMUYECKYIO (POPMY, KaK OMHMCAHO BBILIE B HACTOSLIEM
nokymenrte. CnenoBaTesbHO, KaK pPACKpbITO B HACTOSINEM JOKyMeHTe, amopdHas ¢popma
coenuHeHus: Gopmyiibl (I) MOKET UMETh BBICOKYKO XUMHUYECKYH) YHCTOTY, a TaKKe BBICOKYIO
noauMopdHyr0 4uCTOTY. Bbicokouucras u amopdnas ¢Gopma coepmnenus Qopmynsr (I)
conepxxut He Oonee 10 mac.%, He Oonee 5 mac.%, He Oonee 4 mac.%, He Oonee 3 mac.%, He
bonee 2 mac.%, He Oomee 1 mac.% kakoi-mubO KpHUCTALIMYECKOW (OPMBbI MPU XPAHEHUH B
YCIIOBHUAX, KaK TOKa3aHO B Tabmuue 2 (a)-(c), kKoTopas BKIHOYaeT aMopdHyr Qopmy
coenunenuit popmysl (1), mOTyYeHHYIO COTJIACHO MpUMepy | HIbKe B HACTOSIIEM TOKyMeHTe. B
yactHocTH, amopdHas Qopma coemmaenus ¢Gopmynsl ()  sSBISETCS  HEOKHUIAHHO
BBICOKOCTAOMJIBHOH, ~ JEMOHCTPUPYS  OTCYTCTBHE  NOJMMOP(GHOrO  MpPEBpAIleHHs B
KpUCTaTMUecKue (GOpMBI B JKECTKHUX YCIOBHAX BBICOKOW OTHOCHUTENBHOW BIQKHOCTH H
BBICOKOU TeMIIEPaTypPhl.

[00092] B onHOM acmekTe B HACTOSLIEM AOKYMEHTE IpenioskeHa TBepAas AUCIIEPCHs,
conepskamasi amopduyro dopmy coenmrenust popmynbl (I), koTopasi comepkut He Oojee S
Mac.% KakoH-TuO0 KPHUCTANIHMUYECKOH (POPMBbI MM HE CONEPKUT OOHAPYKMMOTO KOJHYECTBA
Kakoi-mubo KpucTammmdeckoi (opMbl IPHU XPaHEHUU NIPU TEMIIEpaType A0 NPHOIU3UTENBHO 40
°C M IpU OTHOCHTENbHON BJIAXKHOCTH OT MpHOIm3uTenbHo 25% no npubmamsurensHo 75% B
TeueHHe N0 MEHbIIell Mepe NPHOIN3NUTENbHO TpeX MecsaLeB. Hacrosiiee n3o0peTeHne BKIFOYaeT
TBEPIYIO TUCTIEPCHIO, COAEp KAy aMopdHyto popmy coenunerus ¢popmybl (I) B crabunbHON
¢dopme. B HEKOTOPBIX BapUaHTAaX OCYIIECTBIECHHs TBEPAAsi IUCTIEPCHs], COAeprKalas aMophHYIO
¢dopMy, Mo CylIecTBY He MpeBpallaeTcs B Kakue-mud0 KpucTauindeckue (popMbl COCOMHEHUs
dopmynbl (I) B pasiu4HbIX YCIOBUSX, T. €. COAep:KUT He Oonee dyem («NMT») 10 mac.%, 5
mac.%, 4 mac.%, 3 mac.%, 2 mac.%, 1 mac.%, 0,5 mac.% kakoH-TuOO0 KPUCTAIITUYECKOH (HOPMBI.
B HekoTOphIX BapHaHTaX OCYLIECTBIEHUS TBEpAAs AMCIEPCHs, coaepkamas aMopdHyo Gopmy
coenunenusi ¢popmynsl (I), comepxkut He Oonee 10 Mmac.% kakoW-THOO KPUCTAITHYECKOH
(dopMBI, ¥ TNPENNOYTHTENIBHO HE CONEPNKHUT OOHAPYKUMOrO KOJIWYECTBA KaKOH-THOO
KpUCTAJUTHUECKOH (¢GopMbl mpu xpaHeHmn mnpu 25 °C W TOpU  CIEAYIOIMUX YCIOBHSX:
OTHOCUTENIbHAs BIAXHOCTh 0% B TeueHue 3 AHEH, MPEANOYTUTENbHO B T€UCHUE 7 THEH, WIH
OTHOCUTEJIbHAS BIAKHOCTb 20% B TeueHue 3 AHEH, MPENNOYTUTENIbHO B T€UEHUE 7 AHEH, WIH
OTHOCUTEJIbHAS BIAKHOCTh 40% B TeueHue 3 AHEH, MPENNOYTUTENIbHO B T€UEHUE 7 JAHEH, WIH
OTHOCUTEJIbHAS BJIAXKHOCTb 60% B TeueHue 3 AHEH, WU MPEANOUYTUTENbHO B T€UEHHE 7 IHEM,
WM OTHOCUTEJbHAs BIAXXHOCTh 80% B TeueHHe 3 NHEH, MPeanouTUTENbHO B T€UeHUe 7 IHEM,
WM OTHOCHUTENbHAS BIaKHOCTh 100% B TeueHue 3 gHEHN, MPeanOUTUTENIbHO B TeUeHHe 7 JHEH.

B HekoTOphIX BapuaHTax OCYIIECTBJICHHs TBEpAas AUCIEPCUsi, conep:kaiiasi amopduyo Gpopmy
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coenuHenusi (¢opmynbl (I), omucaHHyr0O B HAcTOSIIEM JOKYMEHTE, HE TMPeBpalaeTcs B
KpucTayuueckoe coenuHerne ¢opmyinsl (I) B yciaoBusx oTHocutenbHOU BiakHOCTH 0-100%
npu 25-40°C B TeueHue mno MeHbuied mepe 0-360 nHeli. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHs TBepHas AUCIEpcUsi, coiepikaiias amMophHyo GopMmy coennHeHHsT (OpMYJIbI
(I), comepxxut He Oomee 10 Mac.% ¥ MPEANOYTUTENBHO HE CONEPKUT OOHAPYKHUMOTO
KOJIMYECTBA KAKOH-TMO0 KpUCTAITHYeCKOH (popMbl rpu xpaHeHuu npu 25 °C 1 OTHOCHTENBbHON
BiaxkHocTH (RH) 60% B Teuenune 3 nHel, npennoyTUTENbHO B TeueHue 7 nHeill. B HekoTopbIx
BapHUAHTAX OCYINECTBJICHUS] TBEpAasl AMCIEPCUsi, conmeprkamas aMophHyo GopMy COEAHMHEHUs
dbopmysl (I), conepkut He 6ojee 10 Mac.% U NPEANOYTUTENHHO HE COAEPKUT OOHAPYKIUMOTO
KOJINYECTBA KaKOH-IMO0 KpUCTAIUINYECKOi (opMmbl npu xpaHeHuu npu 25 °C U OTHOCHTENBHOM
BiaxkHocTH (RH) 80% B Teuenme 3 nHeH, NMpennoyTUTENbHO B TeueHHe 7 aAHeH. B HeKoTOpbIX
BapHUAHTaX OCYINECTBJICHUS TBEpHasl AMCIEPCUsi, conmepkamas aMophHy (OopMy COETUHEHHS
dbopmyner (I), comepxkut He Oonee 5%, TPEANOYTUTENILHO HE COHEPKUT OOHAPYKHUMOTO
KOJINYECTBA KAKOW-THMOO KPHUCTAJUIMYECKOH (OpMBI TpH BO3ACHCTBHH  OTHOCHTEIBHOM
BiaxkHoctu 0-100% mpu 25 °C B TeueHue 7 nHel. B HEKOTOpPBIX BapuaHTax OCYLIECTBIIECHMUS
TBepAasi AUCTIepcHs, comepxkaimas amopduyo dopmy coequneHus: ¢popmyisl (1), conep:kut He
bonee 5%, TPEONOYTUTENHHO HE CONEPKUT OOHAPYKUMOTO KOJHUYECTBA KaKOH-THOO0
KPUCTAJUTHYECKOH (HOPMBI TIPH BO3AEHCTBUM OTHOCUTEIbHOU BiaxkHOCTH 0-100% mpu 25 °C B
teueHue 30 nHeN. B HEKOTOPBIX BapuaHTax OCYUIECTBJICHUS TBEpJas AUCIEPCHsi, COAep Kalias
amopduyro popmy coenunenusi popmynsl (I), conepxut He O6onee 5%, MPEANOYTUTETHHO HE
COIEPKUT OOHAPYKUMOTO KOJHMUYECTBA KaKON-IMO0 KpUCTAIUINYECKOH (POPMBI ITPH BO3AEHCTBUN
oTHOcuTenbHOM BiakHocTH 0-100% mpu 25 °C B Teuenue 60 nHeil. B HEKOTOpBIX BapuaHTax
OCYILECTBJIEHHs TBepHas AUCIEpCUsi, coaeprkaiias amophHyo (Gopmy coennHeHHs: GOpMYJIbI
(), comepxut He Oosee MPUOIM3UTETBHO 5 Mac.% KakoW-JIHOO0 KPUCTAJUTNYECKON (OpPMBI HITH
HE COIEPXKUT KaKOro-1ubo OOHAPYKUMOIO KOJMYECTBA KaKOH-INOO KPUCTALTHYECKOH (opMBI
coenunenus Gopmybl (I) mpu BO3mEeNHCTBUN OTHOCUTENBHOM BiiaxkHOCTH 0-75% mipu 25-40 °C B
TedeHue 3 MecsLeB. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS TBEPHAs AUCTIEPCHs, COAEpIKaInast
amopdHuyro hopmy coenunenusi Gopmyibl (1), comepkut He Oojnee mpuOIU3UTENBHO 5 Mac.%
KaKoH-mubo KpuUCTAUTHYECKOH (OPMBI MM HE CONEPKUT KaKOro-imubo OOHApYyKUMOTo
KOJINYECTBA KaKOH-IMO0 KpUcTaLTHIecKoi Gpopmbl coenurenus Gopmydsl (I) mpu Bo3pelicTBUH
oTHocuTenbHON BraxkHoctu 0-75% mnpu 25-40 °C B TeueHue 4 wmecsueB. B HekoTOpbIX
BapHUAHTAX OCYINECTBJICHUS TBEpHasl AMCIEPCHsi, conmepkamas aMophHy GopMy COETUHEHHS
dopmynsl (I), comep:xkut He Oonee mMpUOIU3UTENBHO 5 Mac.% KakoW-THO0 KPUCTATUYECKOH
dbopMBI MM HE COHEPXKHUT KAaKOro-IMOO OOHApyKUMOTO  KOJIWYECTBA  KaKOH-JIHOO
KpUcTaTueckoil ¢opmel coepmHeHuss ¢opmynsl (I) mpu BO3AEHCTBUH OTHOCHTEIBHOM
BraxxkHoct 0-75% mnpu 25-40 °C B TedyeHue S5 wMecsueB. B HEKOTOpbIX BapHaHTax
OCYIECTBIIEHHsI TBEpHasl AUCIEpCHsi, coiepkaiias amopdHyro GopMmy coenwHEHHUs! (HOpPMYIIbI
(D, comepxut He Oonee mpubIU3UTETHHO 5 Mac.% KakoH-IMOO0 KpHUCTaLINYeCKOd (HOpPMBI HITH
HE COAEPIKUT KaKOro-Inbo 0OHApy>KUMOIO KOJMYECTBA KaKOW-JINOO KPUCTAJUINYECKOH (opMbl

coenuHenus popmyisl (I) mpu Bo3nelcTBUN OTHOCUTENBHOHN BiaxkHOCTH 0-75% mipu 25-40 °C B
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TedyeHue 6 MecsLeB. B HEKOTOPBIX BapHaHTaxX OCYINECTBJICHUS TBEPHAAS AUCIEPCHs, COMEpIKaInas
coenunenne ¢opmyasl (I), comepxkur He Oonee mnpubnusurenpbHo S5 Mac.% KakoH-1HOO
KPUCTAITNUECKON (POPMBI MIIM HE COMNEPKUT KAKOro-ITMO0 OOHApPY>KUMOTO KOJIMYECTBA KaKOM-
00 kpuctaumdeckoil Gopmsl coenunenust Gopmynsl (I) mpu Bo3aeHcTBUH OTHOCUTENBHOMN
BiraxxHocTH 0-75% mpu 25-40 °C B TeweHume 7 MecAueB. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHUsI TBepHas Qucrepcusi, copepskamas coeauHeHue (opmynst (I), comepkut He
Gonee mpubnusuTenbHO 5 Mac.% KakoW-mubO KpUCTATMUeCKOH (OpMBI MJIM HE COREPIKUT
KaKOro-mdo OOHAPYKMMOTO KOJIMYECTBA KAKOW-IHMOO0 KPUCTAIIMYECKOH (OPMBI COCAMHEHUS
dbopmyinsl (I) mpu BO3AEWCTBUM OTHOCUTENbHOH BiakHoCcTU 0-75% mpu 25-40 °C B TeueHnue 8
MecsiieB. B HEKOTOpBIX BapHaHTaX OCYILIECTBJICHUS TBEpHAAs AHMCIEPCUs, COIEepIKainas
coenunenne ¢opmynsl (1), comepxkut He Oonee mnpudbnusurespbHO S5 Mac.% KakoH-1HOO
KPUCTAJLTHUECKON (POPMBI WIIM HE CONEPIKUT KAKOTo-THO0 OOHApPYKUMOTO KOJIMYECTBA KaKOW-
0o Kpuctaumdeckoil gopmbl coenunenust popmyinel (I) mpu BO3AEHCTBUN OTHOCUTEIBHON
BraxxHoct 0-75% mnpu 25-40 °C B TedueHue 9 wMecsueB. B HeEKOTOpbIX BapHaHTax
OCYIIECTBIIEHHsI TBEpHas IUCHEpCHs, comeprkamas coenuHeHne ¢dopmyisl (I), comepxur He
bonee mpubnusuTenbHO 5 Mac.% KakOW-THOO KPUCTAIUTMYECKOH (POPMBI MIIM HE CONEPIKUT
KaKoOro-mdo OOHAPYKMMOTO KOJIMYECTBA KaKOW-JIHOO KPUCTAIUIMYECKOH (OPMBI COSAMHEHUS
dbopmysl (I) mpu BO3aeHCTBUU OTHOCUTENBHOHN BraxHoCTH 0-75% mipu 25-40 °C B Teuenue 10
MecseB. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS TBEpHAas MAWUCHEPCHs, COAep Kaiast
coenunenne ¢opmynsl (I), comepxkur He Oonee npubmm3urenbHo 5 Mac.% KakoW-1HOO
KPUCTAITNUECKON (POPMBI MIIM HE COMAEPKUT KAKOro-TMO0 OOHApPY>KUMOTO KOJIMYECTBA KaKOM-
00 kpuctaudeckoit gopmbl coenunenust Gopmynsl (I) mpu BO3AENHCTBUU OTHOCUTEIBHOMN
BiaaxxHocTH 0-75% mpu 25-40 °C B Teuenune 11 mecsaneB. B HekOTOpbIX BapuaHTax
OCYLIECTBJICHHUsI TBepHas Qucrepcusi, copepskamas coeauHeHue Qopmynst (I), comepkut He
Gonee mpubnusuTenbHO 5 Mac.% KakoW-mubO KpUCTALIHMYECKOH (HOpMBI MM HE CONEPIKHT
KaKoOro-mdo OOHAPYKMMOTO KOJIMYECTBA KaKOW-IHMOO KPUCTAIMYECKOH (OPMBI COESAMHEHUS
dbopmynbl (I) mpu BO3aeHCTBUH OTHOCUTENBHON BraxkHOCTH 0-75% mipu 25-40 °C B Teuenue 12
MecsiieB. B HEKOTOpBIX BapHaHTAaX OCYIIECTBJICHUS TBEpHAas JAUCHEPCHs], COAep Kaiiast
coenunenne ¢opmynsl (1), comepxkut He Oonee mnpudbnusureapbHo S5 Mac.% KakoH-1HOO
KPUCTAJLUTHUECKOH (POPMBI MIIM HE CONEPIKUT KAKOTO-THOO0 OOHApPYKUMOTO KOJIMYECTBA KaKOW-
0o Kpuctaumdeckoit gopmbl coenunenust gopmyinel (I) mpu BO3AEHCTBUU OTHOCUTEIBHON
BraxxHoct 0-75% mnpu 25-40 °C B TeueHue 13 wmecsueB. B HekoTOprIX BapuaHTax
OCYIECTBIIEHHsI TBEpHasl IUCIEpCHsi, conepkamas coenuHeHue Gopmyinsl (1), comepxutr He
bonee mpubnusuTensHO 5 Mac.% KakOW-THOO KPUCTAIUITMYECKOH (POPMBI MIIM HE CONEPIKUT
KaKoro-mmdo OOHAPYKMMOTO KOJMYECTBA KAKOW-JIHOO KPUCTAUIMYECKOH (OPMBI COSAMHEHUS
dbopmysl (1) mpu Bo3aeiicTBIM OTHOCUTETBHOU BlakHOCTH 0-100% mpu 25-40 °C B Teuenue 14
MecsiieB. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS TBEpHAAs MAUCHEPCHs, COAep Kaiiast
coenunenne ¢opmynsl (I), comepxkur He Oonee mnpubnusurenpHo S5 Mac.% KakoH-IHOO
KPUCTAITNUECKON (POPMBI WIIM HE COMNEPKUT KAKOro-ITMO0 OOHApPY>KUMOI'O KOJIMYECTBA KaKOM-

00 kpuctaudeckoit gopmbl coenunenust gopmyinsl (I) mpu Bo3aeHCTBUH OTHOCUTENBHOMN
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BnaxxHoctu 0-100% mnpu 25-40 °C B TeueHue 15 wMmecsaueB. B HekoTOpbIX BapHaHTax
OCYIIECTBIIEHHsI TBEpHas IUCHepcusi, copepxkamas coenuHeHue ¢dopmynsl (I), comepxur He
Oonee mpubnusutenbHO 5 Mac.% KakoH-THMOO KpUCTAUIMYECKOH (OpMBI WIIM HE CONEPIKUT
KaKoro-mmdo OOHapYyKMMOTO KOJIMYECTBA KaKOH-JIMOO KPUCTAIMYECKOH (OpPMBI COEAMHEHUS
dbopmysl (I) mpu Bo3aelicTBHU OTHOCUTENBHON BiIakHOCTH 0-100% mpu 25-40 °C B Teuenue 16
MecsleB. B HEKOTOPBIX BapuaHTax OCYIECTBICHHWs TBepAash OUCHEPCHs, COAeprKallast
coenunenne Qopmynbsl (I), comepxur He Oonee npubnusutenbHo S5 Mac.% Kakoi-1uO0
KPUCTAJTHUECKOH (POPMBI WIIM HE CONEPIKUT KAKOTO-THO0 OOHApPY:KUMOTO KOJIMYECTBA KaKOW-
0o kpuctaumyeckoit gopmbl coenunenust Gopmyinel (I) mpu BO3AEHCTBUU OTHOCUTENILHOU
BnaxxkHoct 0-100% mnpu 25-40 °C B Teuenue 17 wmecsueB. B HekoTOpbIX BapHaHTax
OCYIECTBIIEHHsI TBEpHas IUCHEepCHsi, comepramas coenuHeHue ¢dopmyisl (I), comepxur He
Oonee mpubnuanuTeNbHO 5 Mac.% KakOW-THOO KPUCTAUIMYECKOH (POPMBI MIIM HE CONEPIKUT
KaKoro-mdo OOHAPYKMUMOTO KOJIMYECTBA KAKOW-JTHOO KPUCTAUIMYECKOH (OPMBI COSAMHEHUS
dbopmysl (I) mpu Bo3aelicTBHU OTHOCUTENBHON BiaskHOCTH 0-100% mipu 25-40 °C B Teuenue 18
MecsleB. B HEKOTOpbIX BapuaHTax OCYINECTBIEHUs TBepAas IUCIEPCUs, COAepsKaliasi
coenunenne ¢opmynsl (I), comepxkutr He Oonee npudbmusuTenbHO S5 Mac.% KakoH-1HOO
KPUCTAJTMUECKOH (POPMBI MIIM HE CONEP)KUT KAKOTO-THOO0 OOHApPY>KMMOTO KOJIMYECTBA KaKOM-
0o Kkpuctaumdeckoit gpopmbl coenunenust Gopmyinel (I) mpu BO3AEHCTBUU OTHOCUTENHHON
BiaxxHoctu 0-100% npu 25-40 °C B Teuenue 2 jer. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJIECHMUSI
OTHOCUTEJIbHAsT BJIAXKHOCTh COCTaBisieT mnpuoOmmsurenbHo 10%. B HekoTopeIx BapuaHTax
OCYIIECTBIIEHHsI OTHOCHUTENbHAS BJIAXKHOCTb COCTaBysieT npuoiamsurenbHo 20%. B HekoTopbIx
BapHaHTaX OCYIIECTBJIEHUS OTHOCHUTENbHAS BJIAXKHOCTH CocTaBiisieT nmpuOnusurensro 30%. B
HEKOTOPBbIX  BAapUAHTax  OCYLIECTBJIEHUS  OTHOCUTENbHAs  BJAXHOCTb  COCTABJISIET
npubamsutensHo 40%. B HEKOTOpBIX BapuaHTaX OCYLIECTBJIEHHsI OTHOCHUTENbHAs BIIAXKHOCTH
cocraBisieT npuOmmsnTeabHo 50%. B HEKOTOpBIX BapHaHTaX OCYILIECTBJIEHHsS OTHOCUTEIbHAS
BJIAKHOCTh COCTaBJsieT mnpuOnusutTenbHo 60%. B HEKOTOpPBIX BapUaHTaX OCYLIECTBIICHHS
OTHOCUTEJIbHASI BJIAXKHOCTh COCTaBisier mnpuoOamsureabHo 70%. B HEKOTOphIX BapuaHTax
OCYIIECTBIIEHHsSI OTHOCHTENbHAS BJIAXKHOCTb COCTaBysieT npuoiamsureabHo 80%. B HekoTopbIx
BAPHUAHTAX OCYILIECTBJICHHUs] OTHOCUTENIbHAS BJIAXKHOCTh COCTaBisier mpuoiamsurensHo 90%. B
HEKOTOPBIX BapUaHTaxX OCYINECTBIEHUs Temmeparypa cocrasiaser 25 °C. B HeKoTOpbIX
BApPHUAHTAX OCYILIECTBJIEHHMs] OTHOCHTENbHAsI BJIAYKHOCTb COCTaBisieT nmpuOmmsurensHo 90%. B
HEKOTOPBIX BapUaHTax OCyIlecTBIeHUs TeMmrepatrypa cocrasinser 30 °C. B HeKOTOpbIX
BapPHUAHTAX OCYLIECTBJIEHHUs] OTHOCHTENbHAs BJIAXKHOCTb COCTaBisieT mpuOmmsurensHo 90%. B
HEKOTOPBIX BapUaHTax OCYIIECTBIEHUs Temmeparypa cocrasiaser 35 °C. B HeKoTOpbIX
BAPHUAHTAX OCYIIECTBIICHHUs] OTHOCHTENbHAs BJIAXKHOCTb COCTaBisieT mpuOmmsutensHo 90%. B
HEKOTOPBIX BapUaHTaxX OCyLIeCTBIIeHUs TemnepaTypa cocrasisier 40 °C.

[00093] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHHUS TBEpAas AUCIEPCHs, OMUCAHHAs B
HACTOSALIEM JOKYMEHTe, conepxut MeHee mnpuOmmsutenbho 0,05 wmac.% (Hampumep, oOT
npubnusutensHo 0,01 Mac.% no nmpudnusurensHo 1 Mac.% wnu ot npubnusutensHo 0,01 mac.%

no npubnusutensHo 0,08 mac.%) 3-(5-amuHO-2-0pom-4-¢pTopdenun)- 1-3Tun-7-(MeTHIAMHIHO)-
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1,6-vadrupuann-2(1H)-oHa, aHnIHA Ui ©X KOMOWHALIMH, 10 JaHHbIM BOXXX.

[00094] B HekOTOpBIX BapHaHTax OCYLIECTBIEHHs amMopdHas (opMa COeAHMHEHUs
dbopmyisl (I) HAXOIUTCA B BBICOKOYUCTOW M cTaOuiibHOU (popme. Bricokouncrast u amopdHast
¢dbopma, Kak MpaBUIIO, UMEET YUCTOTY 1o naHHbIM BOXKX, cocraBmsromyo no MeHbIuel mepe 95
Mac.%, IPEANOUTUTENBHO 0 MeHbLIeH Mepe 96 Mac.%, NpennoYTUTENBHO 110 MEHbLIEH Mepe 97
mac.%, IPEANOUTUTENBHO 10 MeHblIeH Mepe 98 mMac.%, NpeanoYTUTEIBHO 110 MeHbIIeH Mepe 99
Mac.%, ¥ OHa He MPEeBpAIlaeTCs B KPHCTAUINYECKYIO (OpPMY, KaK ONMHCAHO BBILIE B HACTOSIIEM
nokymenrte. CleqoBaTeNbHO, KaK PACKPBITO B HACTOSIIIEM JOKYMEHTE, TBepHash AHMCIIEPCHS,
comepxkaiasi coenuHerune GopmyJibl (I), MOKET UMETh BBICOKYIO XHMUYECKYEO YUCTOTY, & TAKXKe
BBICOKYIO nouMopdHyro unctoty Beicokouncras u amopduas ¢popma coenunerus popmy.isi (1)
conepxxut He Oonee 10 mac.%, He Oonee 5 mac.%, He Oonee 4 mac.%, He Oonee 3 mac.%, He
bonee 2 mac.%, He Oomee 1 mac.% kakoi-mubO KpHCTALIMYECKOW (HOPMBI MPH XPAHEHUH B
YCIIOBUSIX, KakK TOKa3aHO B Tabmuie 2 (a)-(c), KOTopash BKJIFOYAET TBEPAYID IUCIEPCHIO,
conepskamyto coenuaenus Gopmys (I), monydeHHy0 cormacHo npumMepy | HIKe B HACTOSIIIEM
IOKyMeHTe. B yacTHOCTH, TBepnas AMCIIEpCHsi, coiepskaiias aMopdHyr (GopMy COCOMHEHUS
dbopmynbr  (I), sIBAsieTCSs HEOKUAAHHO BBICOKOCTAOMJIBHOW, IE€MOHCTPHUPYSI OTCYTCTBHE
NOJMMOP(HOTO MpEeBpaIleHs] B KPUCTAIMUECKHe (POPMBbI B IKECTKUX YCIOBUSX BBICOKOM
OTHOCHUTEJIBHOM BJIA>KHOCTU U BBICOKOM TEMIIEPATYPBHI.

[00095] B onnom acniekte amopdHas popma coennrenust Gopmysl (I) xapakrepusyercs
PEHTIeHOBCKON U(PaKTOrpaMMOil MO CyIIECTBY Kak Moka3aHo Ha ¢ur. 1. B Hacrosmem
IOKyMeHTe onucaHa amop¢Has ¢opma coenuneHust Gopmynbl (I). AmopdHas Gopma MoxeT
OBITH OXapaKTepU30BaHA MOPOLIKOBOH PEHTI€HOBCKON AM(pakTOorpaMmMoi ¢ aMOp(PHBIM «Trajioy,
MOPOLIKOBOM PEHTIeHOBCKOH Au(pakTorpaMMoil IO CYLIECTBY Kak IOKa3zaHO Ha ¢ur. 1 u
KoMOMHanel »>Tux nAaHHbIX. AMopdHas ¢opma coenuHenus ¢opmynbsl (I) moxer ObITh
NOJIy4eHa TyTeM MpoLecca pacTBOpeHus: coenrHeHus: Gopmyibl (I), pacnbUIMTENBHON CYLIKH
pacTBOpa COENMHEHHSI U CYIIKH BBICYIIEHHOTO PACIBIICHUEM COSIUHEHHSI.

[00096] B onmHOM acmekTe TBephas MOUCIEPCHs, coaepskamas amMopdHy dopmy
coenrHeHus1 popmyisl (I), MMeeT HEOKMIAHHO MOBBILICHHYIO PAaCTBOPUMOCTH (Tabmuua 3). B
HEKOTOPBIX BapUAHTaX OCYLIECTBJICHUS TBEpHAsl AUCIEPCHs, copepskaias amMopdHyr (opmy
coennHeHus1 Gopmynbl (I), UMeeT MOBBIIEHHYIO PAaCTBOPUMOCTh, Mpubau3uTenpHo B 10 pas
NPEBBIIAOINYI0 TAaKOBYIO Ui KPHUCTAJUIMUECKOTO COCAMHEHHs. B HEKOTOphIX BapuaHTax
OCYIIECTBIIEHHs TBEpHas AMCIEpCHs, colepikaiias amMophHyo (opMmy coenmHEHHsT (OpPMYJIbI
(I), *MeeT MOBBIIIEHHYIO PACTBOPUMOCTbD, PUOIU3UTENBFHO B 20 pa3 MPEBBIIIAIOIYI0 TAKOBYIO
I KPUCTAJUTMYECKOTO COEOUHEHMs. B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHUS TBEpHas
aucnepcusi, conepxkamasi amopduyro dopmy coenuHeHus: Gopmynsl (I), UMeeT MOBBIIEHHYIO
PacTBOPUMOCTD, MPUOIM3UTENBHO B 30 pa3 MPeBBIIAIONIYI0 TAKOBYIO ISl KPUCTAJUTHYECKOTO
COeANHEHUsl. B HEKOTOpPhIX BapHaHTax OCYINECTBJICHUS TBEpAas AMCIEPCHs, ConeprKarast
amoppuyro Qopmy coenmnenuss ¢Gopmynbl (I), HUMeeT TOBBIIEHHYIO PaCTBOPUMOCTD,
npubnu3uTensHO B 40 pa3 MPeBBIIANOLIYI0 TAKOBYIO Ul KPUCTAJUIMYECKOrO coenuHeHus. B

HEKOTOpBIX BapUaHTaX OCYLIECTBIECHUS TBEpAas AUCIEPCHUs, copepskaias amMopHyr (opmy
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coennHeHus1 Gopmynbl (I), ©MeeT MOBBILIEHHYI0 PAaCTBOPUMOCTh, MPUOIM3UTENHHO B S50 pas
NPEBBIIAOINYI0 TAaKOBYIO Il KPHCTAJJIMUECKOrO0 COEAMHEHHUs. B HEeKOTOphIX BapuaHTax
OCYILIECTBIIEHHs TBepHasl AMCIEpcHsi, coaeprkaiias amophHyo GopMmy coennHeHHsT (OpPMYJIbI
(I), nMeeT MOBBIIIEHHYIO PACTBOPUMOCTb, MPUOIU3UTENBHO B 60 pa3 MPEeBHIMIAIOINYI0 TAKOBYIO
I KPUCTAJUIMYECKOTO COEOUHEHUs. B HEKOTOpBIX BapHaHTax OCYINECTBJICHUS TBepas
aucnepcusi, copepskammas amopduyro Gopmy coeaunenusi Gpopmyinnl (I), UIMeeT MOBBILICHHYIO
PacTBOPUMOCTb, MPUOIM3UTENBHO B 70 pa3 MpEeBBINAOIIYI0 TAKOBYIO I KPUCTALTHYECKOTO
COeNHEHUsl. B HEKOTOpPbIX BapHaHTaxX OCYIIECTBJICHUS TBEpAas IUCIEPCHs, COAepsKaruas
amoppuyro  dopmy coenunenuss ¢opmynsl (I), HMeeT TOBBIIEHHY) pPacTBOPUMOCTD,
npubnu3nuTensHO B 80 pa3 MPEeBBIUAOLIYI0 TAKOBYIO Ui KPUCTAJUIMYECKOrO COenMHeHHs. B
HEKOTOPBIX BapHUaHTaX OCYLIECTBJCHMS TBEpHAsl AUCIEPCHUs, coaepskamas aMopdHyr (opmy
coennHeHus1 Gopmynbl (I), UMeeT MOBBIIEHHYIO PAaCTBOPUMOCTh, MpuOIU3UTENpbHO B 90 pas
NPEBBIIAOINYI0 TAaKOBYIO I KPHCTAJLUIMUECKOTO COCAMHEHHUs. B HEKOTOphIX BapHaHTaX
OCYIIECTBIIEHHs TBEpHasl AMCIEpCHs, comeprkamas aMopdHyro GopMy coearHEHUs: (pOopMyJIbI
(I), IMeeT NOBBIIIEHHYIO PACTBOPUMOCTb, MPUOIH3UTENHHO B 100 pa3 npeBbIIAIOLIYI0 TAKOBYIO
Ui KPUCTAJUIMYECKOTO COEOUHEHUs. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS TBEpIas
oucriepcusi, copepikamas amopdHyro Gopmy coenuHeHus Gopmynsl (I), MeeT NMOBBIIEHHYIO
PacTBOPUMOCTD, MPUOIM3UTENBHO B 110 pa3 mpeBBIIaOMy0 TAKOBYIO ISl KPUCTAJUIMYECKOTO
COoenNHEHUsl. B HEKOTOphIX BapHaHTax OCYINECTBJICHUS TBEpAas IUCHEPCHs, COAep Karnas
amoppryro ¢opmy coenunenuss ¢opmyiasl (I), HMeeT mNOBBIIEHHYO pPacTBOPUMOCTD,
npubnusuTensHo B 120 pa3s mpeBBIIAIONIYI0 TAKOBYIO IJIsl KPUCTAJUIMYECKOro coenuHeHus. B
HEKOTOpBIX BapUaHTaX OCYLIECTBIECHUS TBEpAas AUCIEPCHUs, copepskainas aMopHyr (opmy
coenuHenus: (opmynbl (I), UMeeT MNOBBILEHHYIO pPAaCTBOPUMOCTb, NPUOIM3UTENBHO Ha |
NOPSIZIOK  TPEBBIIIAIOINYI0 TAKOBYIO JUISI KPUCTAIJIMYECKOrO COeANHEeHus. B  HekoTophIX
BapUAHTAaX OCYILIECTBJICHHUS TBepHas AMCHEpCHs, coiepkamas aMopdHyo GopMy COeAMHEHUsS
¢dopmyasl (I), uMeeT MOBBILEHHYIO pPACTBOPUMOCTb, MNPHUOJIM3UTEIBPHO HAa 2 MOpsAKA
MPEBBIMIAINYIO TAKOBYIO ISl KPUCTAJUIMYECKOTO COSIUHEHMS.

[00097] B onHOM acmekTe TBephas MOUCIEPCHs, coaepskamas amMopHyr ¢opmy
COEIMHEHMSI hopmy bt (D, XapaKTePU3yeTCs HEOXKUTAHHO YIIYYIIEHHBIM
dapmakokuHeTnueckuM mpoduieMm (tabnuma 4). B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHUS
TBepHas AMCIepcusi, copepxkamas amopdryro ¢opmy coenuneHus opmyner (D),
xapakrepusyercss MakcuMmaibHOH KoHUeHTpauued (Cy.x), npubnmsutensHo B 5 pas
NPEBBbIIAIOINEH TAKOBYIO Ui KPUCTAJUIMYECKOTO COeNMHEeHHMs. B HEeKOTOphIX BapHaHTax
OCYIIECTBIIEHHs TBEpHasl AMCIEpCHs, coaepikaiias aMophHyo (GopMmy coenmHEHHs! (OpMYJIbI
(), xapakrepusyercss MakcuManbHOW KoOHUEHTpamuend (Cpax), npubnusurensHo B 7 pas
NPEBBbIIAIOINEH TAKOBYIO Ul KPUCTAJUIMYECKOTO COeNMHEeHHMs. B HEeKOTOphIX BapuaHTax
OCYIIECTBIIEHHs TBepHasl AMCIEpCHsi, coaeprkaiias aMophHyo (popMmy coenrHEHHs! (OpPMYJIbI
(D, xapaxrepusyercss MakcumanbHOW KOHUEeHTpauuehd (Cpax), mpubmumsurensao B 10 pas
NPEBBbIIAIOINEH TAaKOBYIO Ui KPUCTAJUIMYECKOrO COenuHeHHs. B HEeKOTOphIX BapuaHTax

OCYIIECTBIIEHHs TBepHasl AMCIEpCHsi, coleprkaiias amMophHyo popMmy coennHeHHsT (OpMYJIbI
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(), xapakrepusyercs MakcumanbHONH KoHLeHTpamuen (Cpax), mpubnmsurensHo B 12 pa3s
NPEBBbIIAIOINEH TAKOBYIO Ui KPUCTAJUIMYECKOTrO COelMHEeHHs. B HeKOTOphIX BapuaHTax
OCYILIECTBIIEHHs TBepHasl AMCIEpcHsi, coaeprkaiias amophHyo GopMmy coennHeHHsT (OpPMYJIbI
(I), xapakrepusyercs MakcumanbHON KoHLeHTparued (Cpax), npubnausurenbHo B 15 pa3s
NPEBBbIIAIOINEH TAaKOBYIO Ui KPUCTAJUIMYECKOrO CcOoeiuHeHHs. B HeKoTophIX BapuaHTax
OCYLIECTBJICHHUsI TBEpAas AMCHEPCHs, cozeprkamas amopdHyo ¢opmy coennHeHUs GOpPMYJIbI
(I), xapakrepusyercs MmakcuManbHOH KoHueHTpauueil (Cp.y), nmpubmusurensHo B 20 pas
NPEBBbIIAIOINEH TAaKOBYIO Uil KPUCTAUIMYECKOTO COeNMHEHHs. B HEKOTOpBIX BapHaHTaX
OCYIECTBIIEHHs TBepHas AUCIEpCHsi, coiepkaiias amophHyo (Gopmy coenuHeHHsT GOpMYJIbI
(I), xapakrepusyercs obmeil skcrnosuuueil npemnapata (AUC.)), npubausurensHo B 5 pas
NPEBBbIIAOINEH TAKOBYIO Ul KPUCTAJUIMYECKOTO COEAMHEHUs. B HEKOTOpBIX BapUaHTax
OCYIECTBIIEHHs TBEpHasl AUCIEpCHs, coaepikaiias amophHyo (Gopmy coenmHeHHs] (OpPMYJIbI
(I), xapakrepusyerca obmeil skcnosuuueil npemnapata (AUC .)), npubamsurensHo B 7 pas
NPEBBIIAOINEH TAKOBYIO Ul KPUCTAJUIMYECKOTO COEAWHEHHs. B HEeKOTOpPhIX BapHUaHTax
OCYIIECTBIIEHHs TBEpHasl AMCIEpCHsi, colepikaiias aMophHyo (GopMmy coenwHEHHs! (OpMYJIbI
(I), xapakrepusyercst obmel 3xcrosunueil npenapara (AUC .)), npubnusurensHo B 10 pas
NPEBBIIAOINEH TAKOBYIO Ul KPUCTAJUIMYECKOTO COeAWHEeHHs. B HEeKOTOpBIX BapHaHTax
OCYIIECTBIIEHHs TBEpHasl AMCIEpCHsi, coaepikaiias amophHyo (GopMmy coenmHEHHsT (OPMYJIbI
(I), xapakrepusyercst obmeli 3xcniosuuueil npenapara (AUC .)), npubnusurensHo B 12 pas
NPEBBbIIAIOINEH TAaKOBYIO Ui KPUCTAJUIMYECKOTO COeNMHEeHHWs. B HEeKOTOphIX BapuaHTax
OCYILIECTBIIEHHs TBepHasl AMCIepcHs1, comepxaiiast amophHyo popmy coennHeHUs: GOpMyJIbI
(I), xapakrepusyercst obmieli s3xcnosuuueil npenapara (AUC g.)), npubnusurensHo B 15 pas
NPEBBbIIAIOINEH TAaKOBYIO Ui KPUCTAJUIMYECKOrO CcOoeiuHeHHs. B HeKoTopeIX BapuaHTax
OCYLIECTBJICHHUsI TBEpAas AMCHEpCHs, copepkamnas amopduyro (opmy coemnnHenus GopmyJisl
(I), xapaxrepusyercs obmelt skcnosuuuein npenapara (AUC o)), npubnusurensHo B 20 pas
NPEBBIIAOIIEH TAKOBYIO Ul KPUCTAJUTMYECKOTO COSTUHEHMUSI.

Buicymwennvie pacnvinenuem oucnepcuu

[00098] Jucnepcun akTUBHOTO areHTa M (papMarieBTUYeCKU MPUEMJIEMOTrO IMOJIUMeEpa,
KaK OINHCAHO B HACTOSIIEM JOKYMEHTE, MOJIyYarOT C MOMOIIBK) MPOLECCa PACHbLINTEIbHOM
CylKH. B KOHTEKCTE HACTOSIIETrO TOKYMEHTE TEPMHH «BBICYLICHHAS! PACIIBUICHUEM AHCIIEPCUSY
WIN «BBICYIIEHHAs] PACTbUIEHUEM MOPOLIKOOOpa3Hash TUCTIEPCUs» O3HA4YaeT MPOAYKT Iporecca
PACTIBUTUTENIPHON CYIIKH, TA€ MPOAYKT COAEPIKUT AWUCIEPCHIO IO MEHbIIEH Mepe OIHOTO
AKTUBHOTO areHTa M IO MEHbIIeH Mepe OJHOrO BCIIOMOTATENbHOIO BELIECTBA, TAKOTO Kak
nojguMep. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHS TIOJMMEP TNPEACTaBiIsieT CoOOit
dapManieBTHUECKH TMPHEMJIEMbIH MOJUMEP, BBIOPAHHBIM W3 TPYNIBL, COCTOSINEH U3
NOJIMBUHUIIITAPPOIIUIOHA, MOJIM3TUIIEHOKCHA, OSN3 TUIICHTITUKOJIS, coronumepa
BUHIUIMUPPOJIMAOHA M BUHWIAIETAaTa,  OJOK-CONOJIMMEPOB  TOJMOKCHSTHIIEHA U
NOJMOKCUTIPONIUJIEHA, TPUBUTBIX  COIMOJUMEPOB, COCTOSIIUX W3  IMOJUSTHUIICHTIJIUKOIIS,
NOJIMBUHUJIKATIPOJIAKTaAMa u NOJMBUHUJIALIETATA, NOJIMMETaKPUJIATOB,

MOJIMOKCUSTUIICHAJIKHUIIOBBIX B(I)I/IpOB, MOJIMOKCUITUIINPOBAHHbBIX KaCTOPOBBIX MacCell,
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MOJIMKANIPOJIaKTaMa, TOJMMOJIOYHOW KHUCJIOTBI, TOJMIVIMKOJEBON KHUCIOTHI, COIOJHUMEpA
MOJIOUHOM M  TIJIMKOJEBOM KHUCJIOT, JIMIUAOB, LEJJIIOJIO3bl, IMyJUlyJaHa, JeKCTpaHa,
MaJIbTOJIEKCTPUHA, T'MajJypOHOBOM KHCIOTHI, MOJMCHATIOBON KHCJIOTHI, XOHAPOUTHUHCYNb(ATA,
renapuHa,  (QykomnmaHa, mnonucynbdara  NEHTO3aHa,  CIUPYJAaHA,  AlETaTCYKIMHATa
TUIPOKCUNIPONUIMETHIILIEIUTFONO3b], TPOMUOHATCYKLMHATA TUAPOKCUIPONUIMETUIILEIUTIOIIO3bI,
¢Tanara ruaPOKCUITPONMMIMETHIILEIUIFONIO3bI, arieTardranara HeJuIF0I0o3bl, alleTaTTPUMEIIUTATa
LIeJUTIOJIO3BI, aleTaTdTagata MEeTHIILEIUIIONO03b], aneraTdranaTa rMAPOKCHIPONIIILEIUTIONO3bL,
anerarrepedranara LEJUTIOJIO3BI, aneraruzodraiara LEJLTFOJIO3bI,
KapOOKCHUMETHIIS THIILEILITIOJIO3 B, TUIPOKCUITPOTTMIMETHIILIEIITIONO3EI, arieraTdTanara
THIPOKCUITPONMIMETHIILEIUIFOIO3bL,  MPONMUOHAT(TaIaTa TUAPOKCHIIPOMMIMETHIILESIUTIONO3BI,
aleTaTTpUMeIINTaTa TUJIPOKCUTIPOTTMIMETHIILIEIUTIONIO3BI, MPOMUOHATTPUMEIUINTATA
TUJIPOKCUNIPONUIMETHIILIEIUTIONO3bI,  aleTaTCyKLMHATa  LEJJIIOJIO3bl,  aleTaTcyKLMHaTa
METWJILIEJUTIONIO3b], JEeKCTpaHa, alerara JeKCTpaHa, IpoNuOHAaTa JeKCTpaHa, CyKIuHaTa
JIEKCTPaHa, alleTaTIPoNuoHaTa IeKCTpaHa, aleTaTCyKIMHATa JeKCTpaHa, NMPONHOHATCYKIMHATA
JEKCTPaHa, aleTaTPONMOHATCYKLMHATA AEKCTPaHa, COIMOJIMMepa METAKpUJIOBOW KHUCIOTBHI U
MeTunmerakpunara 1:1, comonumepa MeTakpWIOBOM KHCIOTBI M MeTHIMeTakpuiara 1:2,
COMOJMMEpa METAKPUJIOBOM KHUCJIOTBI M JTUjakpuiaata 1:1, T'UAPOKCHUITUILIEIUTIONOSBL,
METHJILIEJUTIONIO3b] M THAPOKCUIIPONMIILIEIUIIONO03b], CONOJUMEPA OJUMETAKPUIIOBON KUCIIOTBI U
STUJAKPUJIATa, CONOJUMEpPA MOJMMETAKPUIIOBON KHCJIOTHl U METUJIMETAaKpUiaTa, COMOJIMMepa
NOJIMMETHJIMETAKpUiIaTa U JSTUIAKPUIATA, COMOJMMepa TPUMETUIAMMOHHO3TUIMETAaKpUiaTa
XJOpUAa,  METHJIMEeTakpuiata ¢ OSTWwiakpwiata, #  nonu(OyTuiaMeTakpuiaT-ko-(2-
AUMETUIIAMHUHOA THIT)METaKPUIIAT-KOMETUIIMETAKPIIIATA), U X CMECEH.

[00099] B mporecce pacHbUIMTENbHONW CYIIKHM AKTHBHBIM areHT W OOUH Wiu Oosee
HOJIMMEPOB PAcTBOPSIIOT B 00meM pactBoputene. «OOmmuii» B JaHHOM Clly4ae O3HAYaeT, YTO
PacTBOPUTEIb, KOTOPBIH MOXET NPEICTABISITh COOOH CMECh COEMHEHHH, OyIeT pacTBOPATH KaK
aKTUBHBIA areHT, Tak U momumep(w). [locne pacTBOpeHHs] Kak aKTUBHOTO areHTa, TaK H
NOJIIMepPa  PAaCTBOPUTENb OBICTPO YHAIAIOT TyTEM BBbIMAPUBAHMA B YCTPOWCTBE IS
PaCTIBUTUTEIPHON CYIIKH, YTO MPUBOAMT K OOPA30BAHMIO MO CYIIECTBY OIHOPOIHOW TBEpPAOH
aucnepcud. B Takux nucnepcusix aKTUBHBIM areHT JUCHEPrUpOBaH MO BCEMY MOJIUMEPY Kak
MOXKHO OoJiee paBHOMEPHO, U MX MOXKHO PacCMaTpUBaTh KaK TBEPHAbIH PAaCTBOP AKTUBHOTO
areHTa, TUCIIEPTUPOBAHHOTO B MOJMMepe(ax).

[000100] PactBopuTens ymanstOT € TMOMOUIBK) TPOLIECCA PACTBUIMTENIBHONW CYIIKH.
TepMHH «pacHbUIUTENIbHAS CYIIKaY SIBJISIETCS] OOIIENPUHATHIM U B INUPOKOM CMBICIIE OTHOCHUTCS
K TporeccaMm, NPEeAyCMATPUBAIOIINM pa3OMBaHUE JKUIKUX CMeCed Ha MeJNKHEe KarliH
(aromm3anmo) u  OBICTPOE yOaJeHHWE pAcTBOPUTENS] W3 CMECH B YCTPOWCTBE JUIA
pacnbUINTEIbHON CYIIKH, TJ€ MNPUCYTCTBYET CHJIbHAsl ABMKYINas CuJia AJis BbINApUBaHUS
pacTBopuTenss U3 Kamenb. llpomeccel pacHbUIMTENBHONH CYIIKHM W OOOpPYAOBaHUE IS
pacnbUTUTENBHON cyIukH B 00mmemM onmcanbl B Perry's Chemical Engineers' Handbook, ctp. ¢ 20-
54 mo 20-57 (wecroe wusmanume, 1984). bonmee mnoppoOnas wuHpopmaums O mpomeccax

pacTbUINTEIPHON CYIIKH U OOOPYIOBAaHUHY JJisl Hee puBeneHa B 063ope Marshall, “Atomization
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and Spray-Drying,” 50 Chem. Eng. Prog. Monogr. Series 2 (1954), u Masters, Spray Drying
Handbook (uerBeproe wusnmanue, 1985). Kpome TOro, DOMONHUTEIBHBIA CIOCOO, a TakKke
METOJUKUA U O0OOPYAOBaHHE JUISI PACTIBUIMTENBHON Cyliku B obmem omucanbl B US 8343550 u
US 7780988, conepsxkaHne KOTOPBIX BKIIOYEHO B HACTOSIIIMNI JOKYMEHT IIOCPENCTBOM CCBUIKH B
NOJHOM oObeMe st Becex mened. CuiibHast OBYIKyIUAs CHJIA JJIs BBIAPUBAHUSI PACTBOPUTEIIS,
KaK MpaBWIO, 00eCreunBaeTcsl MyTeM MOAAEPKaHUS MapLUaIbHOTO JaBJICHHUsS PACTBOPUTENS B
YCTPONCTBE [Jisl PACHbUIMTENbHOW CyIIKM Ha YPOBHE 3HAUMUTEIbHO HWXKE MAABJICHUS Iapa
pacTBOpUTENS IPU TEMIEpPAType COXHYIIUX Kamejb. JTO pocturaercs nmytem (1) mognep:kaHus
JaBJIEHUs] B YCTPOICTBE JJIsl pACIbUIUTENIbHON CYIIKH B OOJIACTH HU3KOTO BakyyMma (Hampumep,
ot 0,01 no 0,50 atm); unm (2) cCMeUIMBaHUS KaIejib KUAKOCTH C TETUIBIM OCYINAKOLINM Ta30M;
win (3) nytem kak (1), Tak u (2). Kpome Toro, 4actp Tera, HeoOXOauMasi Jisl BbITAPUBAHUS
PacTBOPUTEIS, MOJKET ObITh OOECIIeYeHa MyTEM HArPEBAHHS PACIIbUIIEMOTO PACTBOPA.

[000101] Ocymarommuii ra3 MOXKeT MPENCTaBJISTh COOOM MPAKTUYECKH JIFOOOH ra3, HO IJIs
MUHUMH3ALUN pUCKA BO3HMKHOBEHMs [O)Kapa WJIM B3pblBa U3-32  BOCILIAMEHEHUS
BOCIUIAMEHSIOLINXCS NApOB U JUJIs1 MUHUMU3ALUKN HEXXeNaTelbHOrO OKHCIIEHHUS JIEKapCTBEHHOTO
CpeICTBa, MOBBIIIAIOINET0 KOHIEHTPALMIO IOJMMepa MWW JPYyrux BeEIleCTB B AMCIEPCHH,
UCTIONB3YIOT HMHEPTHBIN Ta3, TaKOW Kak a30T, OOOralleHHBIH a30TOM BO3AyX WJIH aproH.
TemnepaTtypa ocyliaroIero rasa y BIYCKHOIO OTBEPCTHsl AJA rasa yCTpPOWCTBA, KaK IMpaBuUIIO,
coctaByisier or npubmmsurensHo 60 °C mo mpubnusurensHo 300 °C. Temmeparypa dacTui
IPOAYKTA, OCYIIAIOLIErO ra3a 1 BBIIAPEHHOIO PACTBOPUTENS Y BBINYCKHOTO OTBEPCTUS WM Ha
JUCTAJbHOM KOHIIE KOHYCHOM YacTH OOBIMHO HAXOAMTCS B Auamna3oHe oT npudimsurensHo 0 °C
no npubmusutensao 100 °C.

[000102] PactBOpuTeny, MOAXOASINNE A MpOLECCa PACMIbUIMTEIbHON CYLIKH, MOTYT
IPEeACTAaBISITh COOO0I IF0O0E OPraHNUeCcKOe COSAMHEHHE, B KOTOPOM aKTUBHBIN areHT U NOJUMEp
oba SBIAIOTCS PacTBOPUMBIMH. PacTBOpuTenb AOMKEH o00JagaTh OTHOCHTENBHO HU3KOH
TOKCUYHOCTBIO M OBITh yHAJIeH M3 AMCIEPCUU 1O YPOBHS, MPHEMJIEMOTO B COOTBETCTBUH C
pekoMeHnausiMu - MexnyHaponHoro komwurera mno rapmonmsauun (ICH). na ynanenus
PacTBOPUTENISI IO 3TOr'O YPOBHSI MOKET MOTPeOOBATHCS MOCAENYIOIIasi CTaaus 00pabOTKH, TakKast
KaK CylIKa Ha MOAJOHAaxX WM BTOPUYHAs CylIKa. B HEKOTOpPBIX BapHaHTax OCYIIECTBJICHUS
pacTBOPUTENb MPENCTaBisieT COoOOW CHHMPT, KETOH, NpOocTOW 3dup, CIoXHBIA 3dup,
raJIOTCHUPOBAHHBIN aJIKaH, aMUJ, CYJb(OH, KUCIOTY WIM HUTPOCOeNUHEHHE. B HEKOTOpBIX
BaPHUAHTAX OCYLIECTBICHUS PACTBOPHUTENb MPENCTABISAET COOOH METaHOJ, 3TAHOJ, H-TIPOMAHOI,
U30MPOMNAHOA Wi OyTaHon. B HEKOTOpPBIX BapuUaHTaX OCYLIECTBIIEHHUS PaCTBOPHUTENb
npeacrasisier codoit aneroH, MeTmnTHIKeTOH (MOK) mnmn metmnmuzodytunkeron (MUBK). B
HEKOTOPBIX BAPUAHTAX OCYINECTBJICHUS DPACTBOPUTENb MPENCTaBJsAeT cOOOH MeTuianerar,
STUNALleTaT WM MpomnmianeraT. B HEKOTOpbIX BapuaHTax OCYLIECTBIIEHUS pPAacTBOPUTENb
npeacTassier cobod nudTHIOBBIA 3¢up, Terparuppodypan (TT'®), 2-mernn-TI'®, 2.5-
auMetun-TI'®  wimm  2,2.5,5-terpametun-TI'®@. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHUS
PacTBOPUTENb MPENCTABISIET COOON aLlETOHUTPIUI, METIJICHXJIOpU, Toyou, 1,1,1-Tpuxioparas,

numermnaneramun (JIMAA), HUTpOMETaH, YKCYCHYIO KHUCIIOTY WU JUMETHICYJIb(OKCUA
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(AMCO). Cmecu pacTBOPHUTEINS M BOIBI SIBJISIFOTCS] MOAXOISIINMHE TPU YCJIOBUU, YTO TOJUMEP U
coenquHenne ¢opmynbl (I) SBIAIOTCS B OOCTaTOYHON CTENEHW pPACTBOPUMBIMHU IS
OCYLLIECTBJICHUS] MPOLECCA PACIIBUINTEIBPHON CYLIKH. B HEKOTOpBIX BapUAaHTAaX OCYILECTBJICHHUS
CMeChb BOJa:paCTBOPUTENb IPEACTaBisAeT cOoOOH Boay:aleTOH. B HEKOTOphIX BapuaHTax
OCYILIECTBJIEHHsI CMECh BOJA:pacTBOpUTENb mpezacTaBisier codol Bony: TI'®. B HekoTopbIX
BapUAHTAaX OCYIUECTBJICHHS CMECh BOJA:PACTBOPUTENb NMpEACTaBiIsieT coOoW Boay:MeTaHOI B
HEKOTOPbIX BapHaHTaX OCYINECTBJEHUS CMeChb BOJA:PACTBOPUTENb TIPENCTABISIET COOOH
BOAY:OTAHOJ. B  HEKOTOpPBIX BapuUaHTaX OCYIIECTBJIEHUS CMEChb BOJAA:pPaCTBOPUTEND
NpEeACTaBIsieT COOOH BOMY:METHIIITHIIKETOH. B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHHS CMECh
BOJIA:paCTBOPUTEIb MpPEACTaBIsieT CoOOH BOAy:3TUJAaLeTaT. B  HEKOTOpbIX BapUaHTaX
OCYIIECTBIIEHHsI CMECh BOJA:PACTBOPHUTENb MPENCTABIsAET COOOH BOAY:MeTHJIEHXJopua. B
HEKOTOPBIX BAPUAHTAX OCYILECTBJICHHUs CMECH PACTBOPUTENECH SIBJISIFOTCS MOAXOMSIIUMU IIPU
YCIIOBHH, YTO TMOJNUMep U coeamHeHue Qopmynsl (1) SBISIOTCA B JOCTATOYHOW CTENEHH
pPacTBOPUMBIMH Il OCYLLECTBJICHHs TPOLECCAa pPACHbUIMTEIBPHON CyWIKH. B HEKOTOpBIX
BApUAHTAaX OCYIIECTBJIEHUS CMECh pACTBOPUTENb.PACTBOPUTENb MPEACTABIsieT  COOOi
METaHOJ. 3THJIALeTaT. B HEKOTOPBIX BAapUAHTaX OCYLIECTBJICHUS CMeECh
PaCTBOPUTEND: PACTBOPUTEIb NPEACTABIISIET COOOH ATAHOM . ATUIIALETAT. B HEKOTOPBIX BapHUaHTax
OCYLIECTBJIEHUS CMECh PaCTBOPUTEIb. pACTBOPUTEND MPENCTABISAET coboii
METAHOJ. IUXJIOPMETaH. B HEKOTOPBIX BapUAHTaxX OCYLIECTBJICHUS CMECh
PacTBOPUTEI: PACTBOPUTEND MPENCTABIISAET COOOM STAHON: TUXJIOPMETAH.

[000103] CocTaB 3arpy304HOro MaTepuajia, HeCyero paCTBOPUTEINb, OyIeT 3aBUCETh OT
TpeOyeMOro OTHOIIEHUS JIEKAPCTBEHHOT'O CPENICTBA K MOJUMEPY B TUCIIEPCUH M PACTBOPUMOCTHU
JEKapCTBEHHOTO CpeACTBA U MojuMepa B pacrtBoputene. Kaxk mpaBuio, >KeaaTelbHO
UCTIOJIB30BATh KaK MOYKHO 00Jiee BBICOKYIO OOIIYI0 KOHIIEHTPALMIO JIEKAPCTBEHHOTO CPEACTBA U
oJIUMepa B 3arpy304HOM MaTepuasie, HECYLIEM pacTBOPUTENb, IIPU YCJIOBUU, YTO
JIEKapCTBEHHOE CPENCTBO U IOJHUMEP PACTBOPSIOTCS B PAaCTBOPUTENE MPU TEMIIEPATypPHOM
IWanasoHe Tpouecca, UIsi YMEHbIIEHHs OOINero KOJMYeCTBa pACTBOPHTENS, KOTOpOe
HEOOXOIMMO ynanuTh Uit oOpa3oBaHMs TBepHol amopdHoil nucnepcun. B HekoTOpbIX
BApPHUAHTAX OCYINECTBJICHUS 3arPy30YHBIN MaTephali, HeCyIlUd pacTBOPUTENb, UMEET OOLIYIO
KOHLIEHTPALMIO JIEKAPCTBEHHOIO CPEACTBA M MOJHUMEpa, COCTABIISIIOLIYIO OT MO MEHbLIEH Mepe
npubnusutensHo 0,01 Mac.% no mo mMeHbliel Mepe npudnusutensHo 20 Mac.%. B HeKoTOpBIX
BAPHUAHTAX OCYIIECTBJICHUS 3arpy304HBIN MaTepHuall, HEeCyIlUHd pacTBOPUTENb, UMEET OOLIYIO
KOHLIEHTPALUKO JIEKAPCTBEHHOIO CPEACTBA U IMOJMMEPA, COCTABJSIOLIYK) O MEHBLIEH Mepe
npubnusutensHo 0,01 mac.%. B  HEKOoTOpbIX BapuaHTaX OCYLIECTBIEHHS 3arpy304HBIH
MaTepHal, HeCyIUi pacTBOPUTENb, UMEET OOINYI0 KOHIIEHTPALHUIO JIEKAPCTBEHHOTO CPEACTBA U
MOJIUMEPA, COCTABJBIIOINYIO MO MeHblner Mepe mpudmusurenpbHo 0,1 mac.%. B HexoTopbIxX
BApPUAHTAX OCYINECTBJICHUS 3arpy304HBIN MaTephali, HEeCyIlUHd pacTBOPUTENb, UMEET OOIIYIO
KOHLIEHTPALUIO JIEKAPCTBEHHOIO CPEACTBA U IOJHMMEPA, COCTABJSIOLIYI0 IO MEHBLIEH Mepe
npubnusutensHo 0,5 Mac.%. B HEKOTOPBIX BapHaHTax OCYIIECTBJIEHUS 3arpy304HbIN MaTepHal,

HECYLIUH PacTBOPUTEIb, IMEET OOIIYI0 KOHLEHTPALHUIO JIEKAPCTBEHHOI'O CPECTBA U MOJHMEPA,
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COCTaBJISIIOLIYI0 TIO MeHbIned Mmepe mnpuOmmsurenbHo 1,0 mac.%. B HekoTophIx BapHaHTax
OCYIIECTBIIEHHsI ~ 3arpy30YHbI  MaTepuas, HeCyIlud pacTBOPUTENb, HMEET  OOIIYIO
KOHLIEHTPALMIO JIEKAPCTBEHHOIO CPEACTBA U IOJMMEPA, COCTABJISIOLIYK) IO MEHBbLIEH Mepe
npuOm3uTeNnbHo 2,0 Mac.%. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHHS 3arpy304HbIN MaTepual,
HECYLIHH PaCTBOPUTEINb, IMEET OOLIYI0 KOHLEHTPALUIO JIEKAPCTBEHHOT'O CPEZICTBA U MOJHMEPa,
COCTABJISIFOLIYIO MO MeHblIel Mepe mnpubausurenbHo 3,0 mac.%. B HeKOTOphIX BapuaHTax
OCYLIECTBJICHHsT  3arpy304YHBIl  MaTepHal, HeCyLIMi pacTBOPUTENb, HMeeT  OOLIyIo
KOHLIGHTPALMIO JIEKAPCTBEHHOIO CPEACTBA U MMOJMMEPA, COCTABJSIOLIYI) IO MEHBLIEH Mepe
npubm3uTenbHo 4,0 Mac.%. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHHS 3arpy304HbIN MaTepUal,
HECYIIUH PaCTBOPUTENb, IMEET OOINYI0 KOHIIEHTPALUIO JEKAPCTBEHHOTO CPENICTBA U TOJIHMEPA,
COCTaBJISIIOLIYIO TIO MeHbIneld Mepe mpuOmmsuTenbHo 5,0 mac.%. B HeKOTOphIX BapHaHTaxX
OCYIIECTBIIEHHs] ~ 3arPy30YHbIA  MaTepuas, HeCyIlUHd pacTBOPUTENb, HMEET  OOIIYIO
KOHLIEHTPALMIO JIEKAPCTBEHHOIO CPEACTBA U IMOJMMEPA, COCTABJIOLIYK) O MEHBbLIEH Mepe
npuOm3uTeNbHO 6,0 Mac.%. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS 3arpy309YHbIA MaTepHal,
HECYIIUH PaCTBOPUTEIb, IMEET OOINYI0 KOHIIEHTPALIMIO JIEKAPCTBEHHOTO CPENICTBA U TOJIHMEPA,
COCTAaBJISIIOLIYI0 TIO MeHbIned Mepe mnpuOmmsutensHo 7,0 mac.%. B HEKOTOpBIX BapuaHTax
OCYINECTBIIEHHs] ~ 3arpy30YHbI  MaTepuas, HeCYIUUHd pacTBOPUTENb, HMEET  OOIIYIO
KOHLIEHTPALUIO JIEKAPCTBEHHOIO CPEACTBA U IMOJMMEPA, COCTABJSIOLIYI0 MO MEHBbLIEH Mepe
npudmm3uTenbHo 8,0 Mac.%. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHHs 3arpy304HbIN MaTepual,
HECYIIUH PacCTBOPUTEID, HMEET OOINYI0 KOHIIEHTPALIMIO JIEKAPCTBEHHOTO CPENICTBA U TOJINMEPA,
COCTaBJISIIOLIYI0 TIO MeHbIIelH Mepe mpuOamsutenbHo 9,0 mac.%. B HekoTophIX BapHaHTax
OCYLIECTBIIEHHsI ~ 3arpy30YHbI  MaTepuay, HeCcyIlud  pacTBOPUTENb, HMEET  OOIIYIO
KOHLIEHTPALMIO JIEKAPCTBEHHOIO CPEACTBA U IOJMMEPA, COCTABJISIOLIYIO IO MEHBbLIEH Mepe
npubmusurensHo 10,0 mac.%.

[000104] Cpennee Bpemsi mnpeObIBaHUS YACTUL[ B CYLIMJIBHOH KaMepe JOJDKHO
COCTaBJIATh O MeHblIel Mepe 10 cexyHn, npeanodTutenbHo o MeHbluei Mepe 20 cexyna. Kak
NpPaBUWIO, TIOCJIE 3aTBEPAEBaHUS OOpPA30BABLIMICS MMOPOLIOK OCTA€TCS B Kamepe IS
PACTIBUTUTEIPHON CYLIKH Ha MPHONIM3UTENBHO 5-60 CEKYHI, YTO BBI3BIBAET JOMOJIHUTEIBHOE
BbIIIapUBaHuE pacTBopuTens. KoHeuHoe comepskaHHE pacTBOPUTENS B TBEPAOW AUCIEPCHH,
KOTZla OHA TMOKUAAET CYLIMJIKY, JOJDKHO ObITh HU3KHM, MOCKOJBKY 3TO CHIDKAET MOJBHXKHOCTB
MOJIEKYJI JIEKAPCTBEHHOT'O CPENCTBA B AMCIIEPCHH, TEM CaMbIM yiyumias ee ctabmipHOCTh. Kak
NPaBUJIO, COAEpPKAHWE pPACTBOPUTENS B JUCIEPCHUH, KOIAA OHA IOKHWAAeT Kamepy s
PACTIBUTUTENIPHON CYIIKH, TOJKHO COCTAaBIIATh MeHee npubamsutenbHo 10 mac.%. B HekoTOphIX
BApUAHTaX OCYLIECTBJIEHUs COMAEPXKAHUE PACTBOPUTEN B AMCIEPCHH, KOT[JAa OHA IOKUAAET
KaMepy [UId PaclbUIMTENbHONW CYIIKH, COCTaBJIsIeT MeHee npubmusurenpHo 9 mac.%. B
HEKOTOPBIX BAapUAHTaX OCYIUECTBJIECHUs COIEPKAHUE PACTBOPUTENA B AMCHEPCHM, KOIZa OHA
MOKHMAET KaMepy Ul PaCTIbUINTENIbHON CYIIKH, COCTaBJISIET MeHee mpuonu3nuTenpHo 8 Mac.%. B
HEKOTOPBIX BAapUAHTax OCYILUECTBJICHUs CONEPKAHUE PACTBOPUTENsSI B AUCHEPCHM, KOrAa OHA
NOKHUJAET KaMepy Ul PacTIbUINTENIbHON CYIIKH, COCTaBJIsIET MeHee npubnusnuTensHo 7 Mac.%. B

HEKOTOPBIX BapHAaHTAX OCYIICCTBJICHUA COACPIKAHUC PACTBOPUTEIIL B AUCHICPCHUH, KOTAa OHa
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NOKHUJAET KaMepy Ul PaCTIbUIMTENBbHON CYIIKH, COCTABIISIET MeHee puOin3uTenpHo 6 Mac.%. B
HEKOTOPBIX BapUAHTAaX OCYINECTBJIEHUS] COJEpIKaHHWE PACTBOPUTENS B IUCHEPCHH, KOTZa OHA
NOKHUJAET KaMepy Ul PacIbUINTENbHON CYIIKH, COCTaBJIsIET MeHee npubnu3nuTensHo S Mac.%. B
HEKOTOPBIX BapUAHTAaX OCYINECTBJICHUS CONEpKaHHE PACTBOPUTENS B AMCIEPCUH, KOTAAa OHA
NOKHUJAET KaMepy JUIsl PacIbUINTENbHON CYIIKH, COCTaBJIsIeT MeHee npubnusnuTtensHo 4 mac.%. B
HEKOTOPBIX BapUAHTAaX OCYILECTBJIEHUS COJEp:KaHHWE PACTBOPUTENS B JIUCHEPCHH, KOrZAa OHa
NOKUAAET KaMepy AJIsl paCIIbUTUTEIbHON CYIIKH, COCTaBIIIeT MeHee MpUOIU3uTeNbHO 3 Mac.%. B
HEKOTOPBIX BapHUAHTAaX OCYINECTBJICHUS COIEpIKAHUE PACTBOPUTENST B IUCIEPCUH, KOTZIa OHA
MOKHIAET KaMepy JUTsl PaCIbUINTENIbHON CYIIKH, COCTaBJISIET MeHee puOIu3nuTespHo 2 Mac.%. B
HEKOTOPBIX BapHUAHTAaX OCYINECTBJICHUS COIEpIKAHWE PACTBOPUTENS B JHCIEPCHUU, KOTAA OHA
MOKHIAET KaMepy JUIsl PaCIbUIUTENIbHON CYIIKH, COCTaBJIsIET MeHee mpubnusutensHo 1 mac.%. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS COAEP KaHNE alleTOHA B TUCIIEPCUH, KOTJ]a OHA MMOKHIAeT
KaMepy Ul pacCTbUIMTENIbHOW CYIIKH, COCTaBisieT MeHee mnpubmusurenbHo 0,5 mac.%. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS COAEP KaHNE alleTOHA B TUCIIEPCUH, KOTJ]a OHA MMOKUIAeT
KaMepy IUIsl pacTbUIMTENIbHOW CYIIKH, COCTaBisier MeHee mnpudmmsurensHo 0,3 mac.%. B
HEKOTOPBIX BAPHUAHTAX OCYINECTBIIEHUS COEPIKaHHE alleTOHA B IUCIIEPCHH, KOTTIa OHA TIOKUAAET
KaMepy Ui PacIbUTUTENbHONH CYIIKH, COCTaBisieT MeHee npuoOmmsurensHo 0,1 mac.%. [l
yIaJeHNs] PACTBOPHUTENS O 3TOrO YPOBHS MOXET ObITh HCIOJIb30BaHA MOCIEAYIOLIAs CTaIus
00paboTKH, Takast Kak CyLIKa Ha MOAI0HAX.

Hucnepcuu uz 2opsive2o pacniasa

[000105] Aucnepcun akTUBHOTO areHTa W (papMaleBTHUECKH IMPUEMIIEMOTO IMOJIUMeEpa,
KaK OIMCAHO B HACTOALIEM JIOKYMEHTE, MOTYT OBITb IMOJYYE€HbI IMyTEM 3KCTPY3HH TOPSUErO
pacruiaBa. B HacrosmeM NOKyMEHTE B OJHOM BapUaHTE OCYLIECTBICHMS MPEAJIOKEH CIoco0
NIOJIy4eHHST TBEPIOW JUCTIEPCHH, COoMeprKaleli aMOppHYIO WM MO CyuiecTBy amopdHyro Gopmy
coenuHenus: popmyisl (I), roe cocod Bkirouaer: (a) B3BEMINBAHKUE U TO3UPOBAHUE COSTMHEHUS
dopmyasl  (I), omHoro wnam Oojiee TNOMUMEPOB U HeoOs3aTeNbHO OAHON wiu  Ooree
JOTIOJIHUTEIBHBIX J00aBOK, Takux Kak miactugukaroper; (b) cMemmBaHHE COCTUHEHUS
¢dopmyasl (I), yka3aHHBIX TOJMMEPOB U YKa3aHHBIX JOMOJHUTEIbHBIX T00ABOK B cMecHTeNe; (C)
nojady CMEIIaHHOTO MaTepuaja B OKCTPYIEp TOpsYero paciiaBa ¢ KOHTPOJIUPYEMOMt
CKOPOCTBEO M TpPHU KOHTposupyemoi Temmepatype, (d) oxyaxkmeHue SKCTPYIUPOBAHHOTO
Marepuana;, (€) H3BJIEUEHHE OXJAKICHHOTO SKCTPYIAMPOBAHHOIO U3 TOPSYEro pacrijiaBa
marepuana; (f) u3MenbyeHne WM pa3MajblBaHUE SKCTPYAUPOBAHHOTO MaTepuana 10 (GpOpMBI,
MOAXOMALIECH ISl CMEIIUBAHUSI C JOMOJHUTEIbHBIME (hapMalleBTHIECKUMH BCTIOMOTaTEIbHBIMHU
BEIECTBAMH. B HEKOTOpBIX BapUaHTAaX OCYIIECTBIEHHUS 3KCTPYAAT TOPSUEro pacruiaBa
coennHeHus1 popmyibl (I) momyyaroT B HarpeTOM LIHEKOBOM SKCTPYIEPE TOPsiUero pacruiaBa C
KOHTPOJIUPYEMON CKOPOCTBIO U NPU KOHTPOJIHMPYEMOU Temmneparype. B HEeKOTOpbIX BapuaHTax
OCYIIECTBIIEHHsI 3KCTPYAaT Topsiuero pacruiasa coenuHeHus ¢opmynsl (I) momydaror mpu
koHTposnupyeMoil Temneparype ot 130°C no 180 °C. B HEeKOTOpBIX BapuaHTax OCYLIECTBJICHMUS
OUH WU OoJiee MOJMMEPOB B COCTaBE SKCTPYAATa ropsAvero pacruiaBa COeIUHEHUs! (POpPMYJIbI

(I) mpencraBnsroT cOOOM aLETATCYKIMHAT THUAPOKCUIIPOMIIIMETUIILEIUTIONO03bI. B HEKOTOpPhIX
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BapUAHTaX OCYLIECTBICHHUS OIWH WM OOJee TOJMMEPOB B COCTABE 3KCTPyZaTa TOpPSUEro
pacmiaBa coenuHeHust ¢popmyinsl (I) mpencrasisor cobON COMOMMMEpP BUHWIMHPPOJIHIOHA H
BuHmnanerara (Hanpumep, Kollidon® VA64 u 1. 11.).B HeKoTOphIX BapuaHTaxX OCYIIECTBICHUS
TBepAast AMCIEPCHsl KCTpyAara ropsdero pacruiaBa coenuHenust gpopmynsl (I) comepxkur ot
npubmmsutensHo 10 mac.% no mnpubmmsurtensHo S50 mac.% coemunenus (opmynst (1)
OTHOCHUTENBbHO OOIIell MacCchl OSKCTpylnaTra Tropsiuero pacmiiaBa.B HexkoTopeIx BapuaHTax
OCYLIECTBJICHHsI TBEPAAs IAUCIEPCUs SKCTPyJaTa ropsuero pacuiasa coenuHenus: Gopmyst (1)
comepxut oT mpubnusutensHo 10 Mac.% no npubmusutensHo 40 Mac.% coenuHeHHst POPMYJIbI
(I) oTHOcuTenpPHO OOIIEH MacChl AKCTpyAaTra ropsiyero pacruiaBa.B HeKOTOpbIX BapHaHTaX
OCYIECTBIIEHHsI TBEpJAsl TUCIIEPCHUsI SKCTPyAATa TOpsSYero pacruiasa coequHenus: popmysl (1)
comepxut OT mpudnusutensHo 10 Mac.% no npubmusutensHo 30 Mac.% coenuHeHHs GOPMYJIbI
(I) oTHOcuTenpHO OOIIEH MAacChl SKCTpyAaTra ropsiyero paciuiaBa.B HEKOTOpBIX BapHaHTaX
OCYIECTBIIEHHsI TBEpJAsl NUCIEPCHUs SKCTPyAaTa Topsuero pacruiasa coequaeHus: Gopmysl (1)
comepxut oT mpudnusutensHo 20 Mac.% no npudbmusutensHo 30 Mac.% coenuHeHHs POPMYJIBI
(I) oTHOCHTENBEHO O0IIEl MacChl SKCTPYIaTa TOPSTYEro pacijiaBa.

[000106] B HekoTOpBbIX BapuUaHTaX OCYIIECTBJEHUS OAHA Wi OOJiee NOMOJHUTEbHBIX
n00aBOK MpPEACTaBISIOT coOol muacTudukarop. B HEKOTOpPHIX BapuaHTaX OCYIIECTBICHUS
nobaBKka B 3KCTpynaTe ropsdero pacruiaBa coenuHenust ¢popmyasl (I) comepxxutr PEG400. B
HEKOTOPBIX BAPUAHTAX OCYINECTBJIEHHs N0OaBKa B SKCTPYAATE rOPSYEro paciijiaBa COCAUHEHHUS
dopmynel (I) comepxkur PEG1500. B HekoTOphIX BapuaHTax OCYLIECTBJICHHsS a00aBKa B
JKCTpynaTe ropsiaero pacrutasa coexunHeHust gopmynel (I) comepxur suramun E TPGS. B
HEKOTOPBIX BapHAHTAX OCYLIECTBJIEHHs A00aBKa B SKCTPYJATe rOpsUero pacIuiaBa COeAMHEHUs
dopmyasl (I) comepxkutr Labrasol. B HekOTOphIX BapuaHTaxX OCYIIECTBIEHHs H00aBKa B
SKCTpyAaTe ropsiuero pacruiaBa coenuHeHust ¢opmynbsl (I) conmepxwur Pluronic P407. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJICHUS SKCTPYJAT ropsvero pacmiasa coenuHenus Gpopmyast (1)
COAEPKUT OT MpUONU3UTENBbHO 5 Mac.% no npubnusurenbHo 30 mac.% coenuHeHUs1 GOPMYJIbI
(I) oTHOCHTENBHO OOIIEH MACcChl SKCTPYAaTa rOpsHYero paciuiaBa, COCTOSIIErO U3 MOJUMEPA U
wiactudukaropa.B HEKOTOPBIX BapUaHTAX OCYIIECTBJICHUS SKCTPYAAT TOPSYEro pacruiaBa
coenunenusi ¢popmyibl (I) comepxxur ot mpudmusurenbro 10 mac.% no npubnmsurensHo 30
mac.% coenunenust popmyJinl (I) oTHOCUTETHPHO OOIIEH MACChl SKCTPYAaTa TOPSiUEro pacriiaBa,
COCTOSILIIETO W3 TMoJuMepa M IutacTU(UKaTopa.B HEKOTOPBIX BapHaHTaxX OCYINECTBIICHHS
SKCTpyaT ropsiero pacriiaBa coeauHeHus: (opmynel (I) comepxur ot npubmmsurensHo 20
mac.% no npudmmurensHo 30 mac.% coenuHeHust ¢popmydsl (I) oTHocHTENbHO OOMIEH Macchl
HKCTpPYlaTa ropsiuero paciuiaBa, COCTOSINEro U3 MoJIMMepa | IIacTU(UKATOpa.

[000107] B HexkoTOpBIX BapHaHTax OCYIIECTBJICHHUS SKCTPYNAT TOPSYEro pacruiaBa
coennaenust ¢opmynsl (I), comepxamuit npubmusutensHo 25% coenunenus Qopmynsl (1),
npudmmsuTensHo 20% PEG1500 u npubmusurensao 55% VA64, Moxer ObITh 3KCTPYIUPOBAH
npu npudauzutensHo 160 °C.

[000108] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHUS AUCIEPCUI0 TOJY4YAOT IMyTEM

CMCIIUBaHUA BCEX OTACIJIIBHBIX KOMIIOHCHTOB B MNOAXOAAIICM CMCCUTCIIC, TaKOM KakK
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CMECUTENIbHAsl YCTAaHOBKA, BCTPSXUBATENb, V-00pa3sHbIi CMECHTENb WM MEJIbHHLA, MOAAauu
CMEILIAHHOTO MaTepHajia B SKCTPYyAep TOpsSYero pacruiaBa ¢ KOHTPOJIUPYEMOI CKOPOCTBIO U MPH
KOHTPOJIMPYEMOH TeMIlepaType, OXJIXKASHHs SKCTPYIUPOBAHHOIO MaTepHaa Ha BO3MyXe, WU
IIOTOKOM Tra3a, WIH B pe3epByape C JKUAKOCTBIO, WJIM HAa ABIKYILIEHCS JIEHTe, W MOJy4YeHUs
OXJIXKJIEHHOT'O 3KCTPYAUPOBAHHOTO U3 FOPSIUEro paciuiaBa Marepuaia. B HEeKOTOpBIX BapuaHTax
OCYILECTBJIEHHsI SKCTPYIAUPOBAHHBIN U3 rOPsYEro pacijiaBa MaTepual NPUMEHSIOT B UCXOAHOM
BUzie. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS U3 SKCTPYAUPOBAHHOIO U3 TOPSYEro pacruiasa
MarepHalia TOTOBSIT MpernapaT sl KOHTPOJIUPYyeMOol noctaBku coenraenus popmyusr (I).

[000109] B HekoTOpBIX BapuUaHTaX OCYIIECTBJCHHS AUCIEPCUI0 TIONYYalT IyTeM
CMELINBAHMS OJHOTO HJIM OOJiee OTHENIbHBIX KOMIIOHEHTOB B MOIXOMASILIEM CMECUTENE, TAKOM
KaK CMECUTEJIbHAsl YCTAHOBKA, BCTPSXUBATENb, V-OOpa3HbIii CMECUTENb WM MEJIbHHLA,
no0aByieHUs] OTHOTO WM OOJiee OTHETbHBIX KOMIIOHEHTOB B 3KCTPYZAEp rOpsiuero paciuiaBa BO
BpeMsl Tpolecca JKCTPY3UH C KOHTPOJHPYEMOH CKOPOCTBIO W IPH KOHTPOJHPYEMOH
TeMIepaType, OXJIXKIEHUS SKCTPYAUPOBAHHOIO MaTepraa Ha BO3AYXe, MM TIOTOKOM ras3a, Hiu
B pe3epByape C JKHUAKOCTBIO, WM Ha JBIDKYIIEHCS JIEHTE, C IOJyY€HHEM OXJIQKIECHHOTO
SKCTPYIMPOBAHHOIO M3 TOpsSYero pacruiaBa Marepuana. B HEKOTOpBIX  BapHaHTax
OCYIECTBIIEHHs] SKCTPYIAUPOBAHHBIA M3 TOPSUEro pacriiaBa MaTepyanl MOXKET NMPUMEHSTHCS B
HCXOJTHOM BHJIEe. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHUS W3 SKCTPYAUPOBAHHOTO M3 TOPSUYETO
pacriaBa MaTepuana MOKET ObITh MPHUIOTOBJIEH Mpenapar Ajs KOHTPOJHUPYEMOH HOCTaBKU
coenuHenus popmysr (I).

Dapmayesemuyeckie KOMROUYUU U Npenapambol

[000110] B omHOM acriekTe B HACTOALIEM AOKYMEHTE MpemioskeHa (papMareBTudeckast
KOMITIO3UIIHS, conepskaiias amopduyo ¢opmy coennnenus Gopmyiisl (I), UMEOIy0 YUCTOTY
no nanHbM BOXKX Gonee 95%, u ogun mu Gonee papMarieBTHUECKU PHUEMIIEMBIX HOCUTENIEH,
BCIIOMOT'aTeIbHbIX BEINECTB MM pasdaBuresnell. B ogHOM acmekTe B HACTOSINEM JOKYMEHTE
NpeaJIo’KeHa TBepAasi Aucrepcusi, coxepskamas amopduyo ¢opmy coenunenus Gopmyisl (1),
UMEOINYI0 YHUCTOTY TO maHHbIM BIXKX Gonee 95%, m omuH wnm Oonee QapmManieBTUYECKH
NPUEMJIEMBIX HOCUTEJIEH, BCIIOMOTaTeIbHbIX BEIIECTB MK pa3zdaButenel, u nmoaumep. B ogHoM
acrieKTe B HACTOSIIEM JAOKYMEHTE MpeJIoskeHa (papMalieBTUYeCKass KOMITO3ULIHS, COAeprKaIas
amopduyro dopmy coenunenus gopmyisnl (I), conepxkamyro He Oonee 5 mac.% kakoi-n1nudo
KPUCTAJUTMUECKON (OPMBI MM HE COAEPXKAIIY OOHAPYKUMOTO KOJHUYECTBA KaKOH-IHO0
KPUCTATMUECKOH (opMbL, U OnuH wik Oosee (papMaleBTUYECKH NPUEMIIEMbIX HOCUTEINEH,
BCIIOMOTATEJIbHBIX BEIIECTB MK pa30aBUTEIICH.

[000111] Takuwe xoMmo3umuu win (papMaleBTUYECKUE KOMITO3UIUU MOTYT, HAampUMep,
ObITb B Takoil Qopme, kak TabneTka, Karncyja, Ipake, MOPOIIOK, KHUIKOCTH, CYCIEH3UH,
SMYJIbCHH, TPAHYJbL, MpenapaTel C 3aMEIJIEHHbIM BBICBOOOJKIECHHUEM, PAcCTBOP U CYCIICH3HSL.
dapmaneBTHUECKas KOMIIO3HLINS MOKET CONEPKAThCS B IEPOPAIBHOM Ipernapare, NOAXOASIIEM
111 OTHOKPATHOT'O BBEJEHHS TOUHBIX J103.

[000112] 13 amopdHoit dopmbl coenunenus Gopmyibl (I) moxker ObiTh 0Opa3zoBaHa

roToBasi JiekapcTBeHHasi ¢opma. ['oTroBasi nekapcTBeHHass (opma BKIOYAeT OAHY U3 Ooee
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KHUJIKHX, TBEPABIX UM MATKHUX JIEKAPCTBEHHBIX (JOPM, B 3aBHCUMOCTH OT CIIOCO0a BBEICHMUSI.

[000113] BcmnomorarenbHble BEIIECTBA, HCHONb3yeMble B  (papMaleBTUYECKHX
KOMIO3ULMSAX, MOTYT MpHAABaTh IIPECCYEMOMY MaTepHally XOpOLIWE XapaKTEePUCTUKU
CBIy4eCTH MOpOUIKAa M IpeccyemMocTu. JKenarenbHble XapaKTEPUCTHKU BCIIOMOTATENbHbIX
BEIIIECTB MOT'YT BKJIIOYAaTh BBICOKYIO IPECCYEMOCTb, YTOOBI OOECTIEYUTh MOJY4YEHHE MPOUYHBIX
TaOJeTOK MNpPU HU3KUX YCHIMSIX IPECCOBAHMS;, XOPOLIME CBOWCTBA CBIMYYECTH ITOPOIIKA,
KOTOpbIE MOTYT YJY4YLIUTh CBINy4e€CTh IIOPOLIKA APYTUX BCIIOMOTaTENbHBIX BELIECTB B
KOMITO3ULIMH;, U KOTE€3UOHHYIO CIOCOOHOCTh, HATIPUMED, Ui MPEAOTBPALICHHs PACKPAIIHBAHUS
TabJIETKU BO BpeMsi 00OpabOTKH, TOCTABKHM M YIAKOBBIBAHUS. Takue CBOHCTBA MPUIAIOTCS 3THM
BCIIOMOTATEJIbHBIM BEIECTBAM TOCPEACTBOM CTAIUil MpPEABAPUTENHbHON 00pabOTKH, TAKMX Kak
cyxas TpaHyJsiLusl (Hampumep, IMyTeM BajbLIeBAaHUS, OPUKETHPOBAHUS), BIIAXKHAS TPAHYJISLIHS,
pacmpUTUTENbHAS CyIIKa cO cdepoHusauueidi (Hampumep, BBICYIIEHHAs pPAaCIbUICHUEM
IOUCTIEPCHs, TBEPIble HAHOAMCIEPCHH) WM KpUCTAJUIM3auus (HAmpuUMep, CoJieBbie (OpPMBI)
dapmaneBTrueckol KoMrmo3uuud. OHHU MOTYT ObITh KJIACCH(PHUHUPOBAHBI B COOTBETCTBUH C
POJIBIO, KOTOPYIO OHHM HWIparOT B KOHEYHOH Tabnerke. [[pyrue BcrmomorarenbHbIE BELIECTBA,
KOTOpbI€ TPHIAIOT TOTOBOH TalyeTke (PU3HMUECKHE XapaKTEPUCTUKH, MPEACTABISIFOT COOOM
KPacHUTENIM W BKYCOAPOMAaTHYECKHE AareHThl (HampuMep, B CJydae >KEeBaTEIbHBIX TaOJETOK).
IIpumepsl BcrioMoraTeNnbHbIX BellecTB onucaHbl, Hanpumep, B Handbook of Pharmaceutical
Excipients (5" edition), mox pex. Raymond C. Rowe, Paul J. Sheskey u Sian C. Owen;
u3natenbcTBo: Pharmaceutical Press.

[000114] Kak ommcaHO B HAacTOsIEM JAOKyMEHTe, (apMaleBTHUECKHE KOMITO3UIUH
TAK)K€ MOTYT cofepaThb (apMaleBTUYeCKH INpuemieMblii nomumep. PapmaneBTHYECKU
npUeMJIeMble MOJUMEPbl MOTYT ObITh MOHOT€HHBIMH HJIM HEMOHOTEHHBIMHU. MIuTocTpaTuBHBIE
bapmaueBTHUECKH pUeMJIeMble MOJIUMEPbI BKJIFOYAIOT MOJIMBUHUJIIUPPOIUIOH,
MNOJIU3TUJICHOKCUJI, TOJUATUICHITIMKOMIb, COMOJMMED BUHUINMPPOIMAOHA WU BUHUJALIETATa,
OJIOK-COTIOIMMEpPBI  TIOJMOKCUATHUJIEHA U TOJHMOKCUIIPONUIICHA, TPUBUTHIE COMOJHUMEPHI,
COCTOSIIIME U3 TOJMATWICHIJIMKOJS, TMOJMBHUHWJIKANPONAKTaMa U TOJUBUHUIIALIETATa,
MOJIMMETaKPHJIAThI, TIOJTHOKCHATHIICHAIKIIIOBBIE 3(DUPBI, MOJHMOKCUITUIIMPOBAHHBIE KACTOPOBBIE
Macia, MOJUKANpOoiIaKkTaM, MOJUMOJIOUHYIO KHUCJOTY, MOJUITHKOJNEBYH0 KHUCJIOTY, COIOJIHUMEp
MOJIOUHOM U IIMKOJIEBOM KUCIOT, JUMUBL, LeJUT0JI03Y, MyJUlyIaH, JeKCTPaH, MaJbTONEKCTPUH,
I'HaJypPOHOBYIO KHCJIOTY, TOJHCHAJIIOBYIO KHCJIOTY, XOHAPOUTHHCYJIb(AT, renapuH, (pyKouIaH,
nojucynbhar MNEHTO3aHa, CHUPYJIAH, alUeTaTCYKIMHAT THIPOKCUIPOMUIMETHIILENIIONO3BL,
MIPOMUOHATCYKITHAT TUPOKCUIIPOIHIMETHUIILIEIUTIONO3b, ¢ranar
T'UJIPOKCUNTPOIUIMETHIILIEIITIOJIO3B, anerardranar LEJUTIOJIO3B, aleTaTTpUMEeIJIUTaT
LEJUTIONIO3BL, aneraTdTanaT METHWILEIUTIONO3b], aunerardraiar TUAPOKCHIIPONHIILIEIUTIONIO3bI,

arieraTreperanaT LEeUTF0JI03b], aleTaTu30(hTaNaT HeJUTFOI03bl, KAPOOKCHUMETHII3 TUIILEIUTIONO3Y,

TUAPOKCUNPONUIMETUIILENIIONO3Y, aunerargTanar T'UAPOKCUIPONUIMETUILENIIONO3I,
nponuoHaTgTanaT TUIPOKCUMPOIMIMETHIILIEIIIIOIO3bI, alleTaTTPUMEIUIUTAT
TUAPOKCUMIPONUIMETUIILENIIONIO3I, IIPONUOHATTPUMEIUIUTAT

TUAPOKCUTIPOMUIMETUIILCIITIOJIO3BI, AlCTATCYKIIUHAT LHECJITHOJIO3bI, aneTaTCyKiuHar
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METHUJILEJUTIONIO3b], JEKCTPaH, aleTaT NEeKCTPaHa, MPONUOHAT AEKCTpaHa, CYKLMHAT AEKCTPaHa,
aUEeTaTIPONMOHAT NEKCTpaHa, aUeTaTCYKLUMHAT [OEKCTPaHa, NPONHUOHATCYKLMHAT AEKCTPaHa,
aUeTaTIPONMOHATCYKLIMHAT  AEKCTpaHa, COMOJUMEP  METAKPWIOBOM  KHUCJIOTBI WU
MeTuiameTrakpuiara 1:1, comomumep METaKpUIOBOM KHUCJIOTBI W MeTWIMeTakpuiara 1:2,
COMONMMEpP METAaKpUJIOBOW KHUCIOTBI M JTuiakpuiara 1:1, I'MAPOKCUSTUILEIUIIONO3Y,
METHJILEJUIIONIO3Y U THMAPOKCUIPONMILENIIOO3Y, COMOIMMED MOJUMETAKPUIOBONW KHUCIOTBI U
STUIAKPUJIATA, COMOJMMEP MOJIMMETAKPUIOBON KHUCJIOTBI U METUIMETAKPUIIATA, COMOIUMEP
NOJIMMETUIIMETAKpWJIaTa M OTWIAKPUIATA, COMOJIUMEP TPUMETHIAMMOHHOITUIIMETAKpUIaTa
XJOpUAa,  METHJIIMETaKpwiata MW OSTWwiakpwiata, #  nonua(OyTHiMeTrakpuiaT-Ko-(2-
IUMETHUIIAMUHOI THJT)METAaKPHUJIAT-KO-METHIIMETAKpUJIaTa), MM HMX CMeceil. B HEeKOoTOpbIX
BApPHUAHTAX OCYIIECTBJICHUs (PapMaLIeBTUUECKHU NPUEMJIEMbIH IMOJUMEp BBIOPaH W3 TPYIIIbL,
COCTOsALIEH U3 NOJUBUHWINHUPPOIUAOHA, MONUSTUICHOKCHIA, TONUITUIIEHTJINKOJIS, CONOIUMeEpa
BUHIIMUPPOJIMAOHA M BUHWIAIETATa,  OJIOK-CONOJIMMEPOB  IOJIMOKCHSTHIIEHA U
MOJIMOKCUMNIPONUJIEHA, INPUBHUTBIX  COMOJHUMEPOB, COCTOSLIUMX W3  MOJU3THICHIJIUKOJS,
MOJIMBUHUJIKAIPOJIAKTaMa 51 MOJINBUHUJIALIETATA, MOJIMMETAKPUIIATOB,
NOJIMOKCUAITUIICHAJIKIJIOBBIX ~ 3(UPOB,  MOJHUOKCHSTIJIMPOBAHHBIX ~ KACTOPOBBIX  Maced,
MOJIMKANPOJIAKTaMa, IIOJUMOJIOYHOM KHUCJIOTBI, IOJIUIJIMKOJNEBOM KHUCJIOTBHI, COMNOJUMEpPA
MOJIOYHOM M TJIMKOJEBOM KHCJIOT, JIMIUAOB, LEJUIFOJIO3bL, MyJUIyJaHa, JEKCTPaHa,
MaJIbTOJIEKCTPUHA, T'MaJypOHOBOM KHCIOTHI, MOJHMCHUAIOBON KHCJIOTHI, XOHAPOUTHUHCYIb(ATA,
renapuHa,  (QykommaHa, mnonucyinbdara  NEHTO3aHa,  CIOUpPYJaHa,  aleTaTCyKIMHATa
TUAPOKCUIIPONUIMETHIILIEIUTIONIO3b], MPOMUOHATCYKLIMHATA TUAPOKCUIIPONUIMETUIILEIUTIOIO3bI,
¢TanaTa rUAPOKCUNPONUIMETIIILIEIUIFOJIO3bI, aneTaTdranara HeJUII0JI03b], alleTaTTPUMENINTATa
LIEJUTIONIO3B], aueTardrangata METHUILEIUIFOJIO3b], aleraTgTanara rHIPOKCUIPONUILEIUII0NIO3H,
arierarrepedranara LeJUTIOJIO3BI, areratusogranara LeJUTIOJIO3bI,
KapOOKCHMETHII3 THIILIEIUTIOJO3b], TUAPOKCUTPOITMIIMETHIILIEIUTIONO3bI, auerargranara
THIPOKCUIIPONMIMETHIILEIUIFOIO3b], MPONMUOHAT(TAaNaTa TUAPOKCUIIPOMMIMETHIILEIUTIONO3BI,
aLeTaTTpUMeIIuTaTa TUAPOKCUNPOIUIMETHIILIEIIIFOIO3bI, MPONMUOHATTPUMEIJINTATA
TUAPOKCUIIPONMIMETHILIEIUTIONIO3bL,  alleTaTCyKIMHATa  LEJUIOJIO3bl,  alleTaTCyKIMHaTa
METUJILIEJUTIONO3b], JEKCTpaHa, aueraTta [AeKCTpaHa, IIPONMOHATa JEKCTPaHa, CyKLMHATa
NEKCTpaHa, aleTaTIpONMOHATa JEKCTPaHa, aleTaTCyKLIUHATa JEeKCTPaHa, MPONUOHATCYKI[MHATA
NEKCTpaHa, aleTaTIPONMOHATCYKLIMHATA EKCTPaHa, COMOJMMEPAa METAKPUIOBOW KHUCIOTHI U
MeTunmerakpunara 1:1, comonumepa MeTaKpWIOBOM KHCIOTBI M MeTHIMeTakpwiara 1:2,
COMOJMMEepa METAaKpWJIOBOM KHUCIOTBI M 3TWiakpunara 1:1, m ux cmeceil. B HeEkOTOpbIX
BApPHUAHTAX OCYIIECTBJICHUS (HapMaLeBTUUYECKH MPHEMJIEMbIH TOJHMEp MNpPEACTaBisieT CoOoit
aueTaTCyKLUHUHAT TUAPOKCUNIPONUIMETHIILIEIIIFOIO3BL.

[000115] dapmaneBTHuecKkasi KOMITO3ULIUS, MPENJIOKEHHAs! B HACTOSIIEM JIOKYMEHTE,
MOJKET COAepKaTh OAMH WK OoJjiee HANOJHHUTENEH, KOTOpble NOOABISAIOT, HANPUMEp, AJIS
YBEJIMYEHUSI HACBITHONH MAacChl CMECH, YTOOBI HOCTHYb YAOOHOTO pasMepa Ui MPEeCCOBAHMUS.
Hanonnurenyn, koTopble MOTYT OBITH HCIIONB30BaHBI, BKIIOYAOT OAHY MWK Oojee coneit

KaJbIMs, TAKMX KaK JBYXOCHOBHBIN (pocaT Kanblys, U caxapa, TAKUX Kak JIAKTO3a, caxaposa,
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NEKCTPO3a, MHUKPOKPUCTAJUIMYECKAs] LEJUTI003a, MAHHUT U MalbTOAEKCTpUH. llpumepsi
(dapMaleBTHUECKH  MPHUEMJIEMBbIX  HAmNoJHUTENeH W (papMaleBTUYECKH  IPUEMJIEMbIX
pa3baBuTeNell  BKJIIOHUAIOT, HE OrPaHWYUBASCh IEPEUUCICHHBIM, CaxXapHyK MOyApy,
MPECCOBAHHBIM  caxap,  JAEKCTpaThl,  JEKCTPUHBL,  JEKCTPO3y,  JIAKTO3y,  MAaHHHUT,
MHUKPOKPHCTAITMUECKYIO LEJUII0JIO3Y, TOPOLIKOBYIO LIEJUII0JI03Y, COpOUT, caxapo3y H Taibk. B
HEKOTOPbIX BapUaHTax OCYLIECTBJICHUS HaTOJIHUTENb NPECTaBIISIET coboi
MUKPOKPHCTATHUECKYIO LIEJUTIOJIO3Y, KOTOPast MOKET ObITh MOJIyYeHa MyTeM KOHTPOJIHPYEMOTO
ruaposnsa anbgha-nemnnonossl. [logxoasaimas MUKPOKPUCTAIUTUYECKAs LEJUTI0JI03a OyIeT UMETh
CpenHuil pa3Mep 4acTuil OT npudnusuteabHo 20 HM 1o npudnuszureabHo 200 uM. [Togxoasimast
MUKPOKpUCTaJINYeckas nesunosio3a BriarodaerT Avicel PH 101, Avicel PH 102, Avicel PH 103,
Avicel PH 105 u Avicel PH 200, nanpumep, usrorasiusaembie FMC Corporation. B HekoTOpbIx
BapHUAHTAX OCYLIECTBJICHUS HATIOJHUTEINDb TPEACTABISIET COOOH JIAaKTO3Y.

[000116] dapmaueBTHUeCKasi KOMMO3WLIMA TaKKe€ MOMKET BKIIOYATh CMa3bIBAIOLIEE
BewecTBO. «CMa3pIBaOIIEe BEIIECTBO» B KOHTEKCTE HACTOSINErO JOKYMEHTAa, KaK IMPAaBUIIO,
N00aBJISIFOT JJTsI PEAOTBPAIIEHHUS MPUJIMITAHUST MATEPUAJIOB JJIsl TA0JIETUPOBAHUS K MTyaHCOHAM,
MUHUMU3ALUN TPEHHS TIPU MTPECCOBAHUU TaOJIETOK U IJisi 00eCTIeueHUs] BO3MOKHOCTH YIAICHUS
npeccoBaHHON TabneTku u3 mpecc-Gpopmbl. [IprMepsl CMa3bIBAIOIINX BEIIECTB BKIIIOYAIOT, HE
OTPAaHUYMBASCH MMEPEUNCIICHHBIM, KOJUIOUIHBIN TUOKCUA KPEMHUS, TPUCUIIUKAT MAarHUs, TaJbK,
KapOOHAT MarHusi, OKCHUJI MarHusi, DJIHNEPWIOEreHaT, TOJMSTUICHIJINKOb, IOJHMEPHI
stuneHokcuaa (Hampumep, Carowax), naypwicyibdaT HaTpuisi, CTeapaT MarHusi, creapar
ANFOMUHUS, CTeapaT KaJblusl, creapuidymapaTr HATPuUs, CTEAPUHOBYIO KUCIIOTY, JIAypHJICTEapaT
MarHus W CMeCH Creapara MarHus ¢ Jaypwicyibdarom Hatpus. WmoCcTpaTUBHBIE
CMa3bIBaIOIINE BEIIECTBA BKJIOUAIOT CTeapaT KajbLUs, CTeapaT MarHus W creapuidymapar
HaTpusi. B HEKOTOpBIX BapHaHTaxX OCYILIECTBJIEHUs CMa3bIBAlOLEe BELIECTBO IPEICTABJISET
co0oli cTeapaT MarHusl.

[000117] dapmaneBTHUecKasi KOMITO3ULIMS, MPEAIOKEHHAs B HACTOSIIEM JIOKYMEHTE,
TaK)ke MOXKET COZIEPKaTh CKOJb3sIIee BEIeCTBO. TePMHUH «CKOJb3SIIee BEIeCTBO» B KOHTEKCTE
HACTOSIIEr0 JOKYMEHTa OTHOCHUTCSl K BELIECTBY, JOOABJIIEMOMY B MOPOLIOK, KOTOPOE MOXKET
VAY4YIIUTh  €r0  ChIy4eCTh, HAMpUMEp, 3a CUET CHIKEHUS  TPEHHs  MEXIy
yacTuaMu. MJUTFOCTpaTUBHBIE  CKOJIB3SIIIME  BEINECTBA  BKJIIOYAIOT, HE OrPAHUYUBASCH
MEPEUUCIIEHHBIM, KOJUIOUJHBIE  KPEMHE3EMBI, KOJUIOUIHBI ~ JHOKCUA  KPEMHHS,
BBICOKOIMCTIEPCHBIA JTUOKCUJl KPEMHHUS, CAB-O-SIL® M-5P, AEROSIL®, Taisk, Syloid®,
KpaxMaj U aJIFOMOCHJIUKAThl Marausi. B HEKOTOpPBIX BapHaHTAaX OCYIIECTBJICHHUS CKOJIb3SIIEE
BEIIECTBO MPENCTaBIsieT CO00M auokcua KpeMHusi. ClieayeT OTMETUTb, YTO BCIIOMOTATENIbHbIE
BEIECTBA MOTYT BBITIOJHITh HECKOJBKO (YHKIMI. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CMa3bIBAIOIIee BELISCTBO, HAMPUMEP, CTeapaT MAarHus, TaKXKe MOKET BBIIOJHATb (DYHKLIUIO
CKOJIB3SIIIIETO BELIECTBaA.

[000118] Paspexiutenps MOXET NPUCYTCTBOBATb B KOJMYECTBE, HEOOXOOUMOM IS
YCKOPEHUsI paCTBOPEHUsl (HAmpuMep, YBEJIUYEeHUsI CKOPOCTH pacmana TadjieTrok). B koHTekcre

HACTOALICTO JOKYMCHTA TEPMUH «PA3PBIXJIUTEIDL» OTHOCUTCA K BCIIOMOTAaTCJIbHOMY BCIICCTBY,
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KOTOPO€ MOJKET IMPOTHUBOCTOATh (PU3HMUECKUM CHJIaM CBSI3bIBAHUS YACTHIl B TaOJETKE WIIH
KaricyJje Mpy NOMEIIeHNH TePOPabHOIO IpenapaTa B BOAHYIO cpeny. Pa3pbIXiuTenu BKIIOYAIOT
NPOM3BOMHBIE KpaxMaja U COJMH KapOoKcHMeTHnuesrono3bl. Ilpumeps! QapmaneBrudecku
NPUEMJIEMBIX Pa3pBIXJIUTENEH BKIIOYAIOT, HE OrPAHUYMBASCH MEPEUYUCICHHBIM, KpaxMalbl,
HanpuMep, KpaxMaJrJIHKOJAT HATPUs, MPeKeJaTUHU3UPOBAHHBIN KpaxMall, TJIHHbI, LIEJUTI0JIO3bI,
aNbIUHATBL, KaMEAM, CLINTbIE IIOJIUMEPBl, HANpuUMep, CIIUTBHIA MNOJUMBHUHUIHUPPOIUIOH
(sanpumep, polyplasdone™, MONMMBHHUIMHPPONNIOH, KPOCTIOBUAOH), CLIHTAS KAJIbLIHEBAs COJIb
KapOOKCHUMETWIILIEIUTIONIO3b U CLIMTAsl  HATpHeBas COlMb  KapOOKCHMETHJILEIUIIOJIO3bI
(KpockapMeIyio3a HaTpHsi), U COEBbIE MOJUCcaxapuabl. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS
Pa3PBIXJIUTENDb MPEACTABIsIET COO0M KpocnoBUaoH (Hampumep, PVP-XL).

[000119] Taxxxe B HacTosIeM JOKYMEHTE IIpelJioKeHa TBephas AucIepcus,
comepxamiasi papMaeBTUYECKYI0 KOMIIO3ULIMIO, CONEPIKAINy0 aMOp(HYO (GOpMy COEAHHEHUS
dbopmysl (I), umeromyro ynuctoty no ganasiM BOXKX Gonee 95%, u nmoaumep BMecTe C OHUM
wii Oonee ¢papMarieBTHYECKH NMPUEMIIEMBIMH HOCHUTENSIMH, BCIIOMOTATENIbHBIMU BELIECTBAMH
WM pa3daBUTENSIMU. B HEKOTOPBIX BapHaHTaxX OCYINECTBJICHUS MpeiokeHa amopdHas TBepaas
nucnepcusi, copepkamasi amoppuyro Gopmy coenunenus: Gpopmyis (1), UMEIONIYIO YUCTOTY MO
narabIM BOXKX Gonee 95%, u momumep u onuH wiM Oonee (papManeBTHUECKHUX HOCHTENEH,
BCIIOMOTATENbHBIX BELIECTB WM pa3daBureneil. B HEKOTOPHIX BapHaHTaX OCYIIECTBJICHHUS
NpeaJIo’KeHa TBepAasi JUCTIepCHs, coaepakaiias aMoppHyro ¢opmy coenuaenus: Gopmyusl (1) u
NOJIMMEp, TZe TBepHAas ANCIEPCHUs IO CYINECTBY HE CONEPKUT KPUCTAUIMYECKHX (opM
coenuHenust gopmynbl (I). B HekoTOpBIX BapmaHTax OCYILIECTBIEHUs IpPEIOKEHA TBepAas
nucnepcusi, conepakamasi amopduyro ¢opmy coenunenus: popmyist (1), conepskamyro He Oosee
5 wmac.% kakoi-nmubo KpuCTaIMYeckoil (OpMBI MM HE COAEpKAINYK OOHAPYKUMOTO
KOJIMYECTBA KAKOH-THOO KPHUCTAJUIMYECKOW (OpMBbI, M TONMMEp M OOUH Win OoJjee
(dapmaLieBTHYECKH TPUEMIIEMBIX HOCUTENIEH, BCIIOMOTaTeIbHBIX BEIIECTB W pa30aBUTENeH.

[000120] B HEkOTOpPBIX BapUaHTaxX OCYILECTBJEHHUS B HACTOSLIEM AOKYMEHTE OINMHCaHa
(apmaneBTHUECKasT KOMIIO3HULIUS, COMEPIKAIasi TBEPAYIO AUCIIEPCUI0, COAEPIKAIIYI0 aMOP(PHYIO
bopmy coenmHeHus1, npenctaBieHHoro dopmysioi (1), umeromyro yncToty no maHHbIM BOXX
bonee 95%. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS TpENJIoKeHa (apMarieBTHIecKast
KOMIO3UIHs, conmepkamasi amopduyro dopmy coenunenus: Gopmynsr (I) u momumep, rme
TBEpJasi JUCIIEPCHS 110 CYLIECTBY HE COAEPKUT KPUCTAIHMUECKUX (POpPM CoennHEHHs (POPMYJIbI
(I). B HexoTOpBIX BapHaHTaX OCYIIECTBICHHUS IMpeIJIokKeHa (apMaleBTHUECKass KOMITO3HLIUS,
conepskamasi amopduyro dopmy coenunenus: gopmynsl (I), cogepkamyro He Gonee 5 mac.%
KaKOH-TM00 KPUCTAIUTNYECKOH (POPMBI MITH HE COAEPIKAIIYI0 OOHAPYKIMOTO KOJTMYECTBA KaKOM-
100 KPUCTAIUTNYECKOH (HOpMBIL, U (papMaLeBTUIECKN PUEMIIEMBIN TIOJIMMED.

[000121] B HekOTOpBIX BapHaHTaxX OCYILIECTBJCHHS TBEpAasl AUCTIEPCUS COAEPIKUT OT
npubnusutensHo 10 Mac.% no npubnusurensHo S0 Mac.%, wimm ot npubnusurensHo 10 mac.%
no npubmusurensHo 30 Mac.%, wim ot npubmusurensHo 20 Mac.% no mpubmusurensHo 30
mac.% coenuHeHus, npencrasieHHoro ¢opmynoi (I), orHOocHTENBHO O0WIEH Macchl TBEPHOU

AUCIICPCHUA. B HEKOTOPBIX BapUaHTaX OCYILICCTBIICHUA (I)apMaLIeBTI/ILIeCKI/Ie KOMIIO3UIIUU MOI'yT
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comepxkath mNpUOMM3UTENBPHO 25 wMac.% coenuHeHus, mnpexacrasieHHoro ¢opmynoit (1),
OTHOCHUTEJIbHO 0011l MacChl TBEPAOH AUCIIEPCHH.

[000122] Tsepnas nucmepcusi, MpeNIOXKEHHAas B HACTOALIEM JOKYMEHTE, COJAEPKUT
dapMaleBTHUECKH IPHEMJIEMbIHl  [ONUMEp, BBIOPAHHBIH M3  MOJUBUHIJINHPPOIUIOHA,
NOJIM3TUIIEHOKCUA, MOJUSTUIICHIJIMKOJISA, COMOJMMepa BUHMINUPPOJIUAOHA M BUHUJALIETATA,
OJIOK-CONOJIMMEPOB  TTOJIMOKCUAITHIIEHA W MOJMOKCHUIIPONMIEHA, TPUBUTBHIX COMOJHMEPOB,
COCTOSALIMX M3 MOJUSTWUIICHIVIMKONS, IOJUBUHWIKANPOJAKTaMa U IOJMBHUHUJIALIETATA,
MOJIUMETAKPHUIIATOB, NOJHOKCUITUIICHAJKIIIOBBIX  3(HPOB, MOJIMOKCUATUITUPOBAHHBIX
KaCTOPOBBIX MaceJl, MOJHUKANpPOIaKTaMa, MMOJUMOJIOYHON KHUCIOTHI, TOJUTTIUKOIEBON KUCIIOTHI,
COIOJIMMEpPa MOJIOYHOH U INIMKOJIEBOW KHCJIOT, JUIUAOB, LENJIIONO03bl, MyJUlyJiaHa, JeKCTpaHa,
MaJIbTOJIEKCTPUHA, THAJTyPOHOBOW KHCJIOTHI, TOJHCHUAIOBON KHUCJIOTHI, XOHAPOUTUHCYJb(ATA,
renapuHa, (QykomnmaHa, monucyibdara  NEHTO3aHa,  CIHUpPYJAaHA,  AlEeTaTCYKIMHATA
T'UJIPOKCUNTPOTUIMETHIILIEIUTIONO3b], TPOMUOHATCYKIIMHATA THAPOKCUIIPONHIMETUIILIEIUTIONIO3bI,
¢Tanara rugpOKCUNTPONMMIMETHIILEIUIFONIO3B], aneTardranara HeJulioIo3bl, aleTaTTPUMEIIUTATa
LIeJUTIOJIO3B], aneTaTdTagaTa MEeTHIILEIUIF0I03b], aneraTdranaTta THAPOKCUIPONMILENTIONO3bL,
anerarrepedranara LEJUTIOJIO3BI, aneratuzodranara LEJUTFOJIO3BI,
KapOOKCHUMETHIIS THIILIEIUTIOJIO3B, TUAPOKCUMTPOITMIMETUIILEIIIFONIOSE, auerargranara
THPOKCUIIPONMIMETHIILEIITIOIO3b],  MMPONMOHAT(Tanara TrUIPOKCUNIPONIIMETHIIIEIUTIONO3L,
aleTaTTpUMeIINTaTa TUJIPOKCUIIPOTNMIMETHIILIEIUIIONO3BI, MPONMUOHATTPUMEIINTATA
TUPOKCUMIPONUIMETHIILIEIUTIONO3b],  ALEeTaTCyKUMHATa  LeJJII0JIO3bl,  alleTaTCyKIMHATa
METHJILIEJUIIONIO3b], JEKCTpaHa, alerara [eKCTpaHa, IpPONUOHATa JEKCTPaHa, CyKIUHATa
JEKCTPaHa, aleTaTIpoNuOoHaTa JeKCTpaHa, alleTaTCyKIMHaTa JEeKCTPaHa, PONHOHATCYKIMHATA
JEKCTPaHa, aleTaTIpPONUOHATCYKLIMHATA AEKCTPaHa, COMOJMMEepa METAaKpUJIOBOW KUCJIOTHI U
MeTunMeTrakpunata 1:1, comoaumepa METaKpWJIOBOM KUCJIOTbI M MeTUIMeETakpuiara 1:2,
ComonyuMepa METAaKpUIOBOM KUCJIOTBI M 3TUiaakpunara 1:1, wim ux cmecei. Hanpuwmep,
(apMaleBTHUECKH TIPUEMJIEMBI IOJIMMEpP B Tpernapare, MNPeIIOKEHHOM B HACTOSIIEM
JIOKYMEHTE, MPENCTABIIAET COOOH aleTaTCyKIIMHAT TUAPOKCHITPOMTIIMETIIILSIUTIONO3BI.

[000123] B HekoTOpBbIX BapUaHTaxX OCYILECTBJEHHUS B HACTOSLIEM AOKYMEHTE ONHCaHa
(apManeBTHYECKH TpUemMyieMasl KOMITIO3ULIUS Uil MEePOPajbHOrO BBEICHHMs, coneprkamasi: (1)
TBEPIAYIO IHUCIEPCUIO, TA€ TBEpAas IUCHEPCUS COINEPKHUT. aMOp(HYIO (OpMy COCTUHEHHS,

npencrasieHHoro gpopmyoit (I):

®opmymna (I)
dapmaneBTHYECKH TpUeMiieMblii nonumep;, U (11) ogHO wiuu Oonee (apMaLeBTHUECKU

MPUEMIIEMbBIX BCIIOMOTI'aTCJIbHBIX BCIICCTB.
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[000124] B HEKOTOpBIX BapUaHTAaX OCYLIECTBJIEHUS TBEpHAs NUCIEPCUS COACPIKUT HE
Oonee npubmmsurenpHO S5 Mac.% Kakoi-nmuOo kpucraudeckoil ¢opmbl coenuHeHus. B
HEKOTOPBIX BApHaHTaX OCYILECTBICHMs] TBEpAas IUCHEPCHUs IO CYLIECTBY HE COAEPKUT
O0OHapPY>KUMOT0 KOJIMYECTBA KaKOH-IMOO0 KpUCTaIndeckoil popmbl coenuHeHns. B HeKoTOpBIX
BApUAHTAaX OCYINECTBIEeHUs amopdHast (¢GopMa HMeeT NOPOLIKOBYIO PEHTI€HOBCKYIO
nudpakrorpaMmy MO CyINECTBY Kak I©Oka3aHO Ha ¢ur. 1. B HekoTopsIX BapuaHTax
OCYLIECTBJICHHS] KOMITO3MLIUSI COAEPIKUT B OOLIeH CloKHOCTH He Oojee NMpUOIM3HTENBHO S
Mac.% KakoH-TUOO KPHCTAUTMYECKOW (POPMbI COCTUHEHHUS] NPU BO3ACUCTBHH OTHOCHTEIBHOM
BiaxxHoctu 60% mpu 25 °C B TeueHue 1 mecsua, 3 MecsueB win 6 mecsueB. B HeKoTOpbIX
BAPUAHTAX OCYLIECTBJICHHUS KOMIIO3ULUS CONEPKUT B OOIIeH CIOKHOCTH He Ooree
npUOIM3UTENBHO 5 Mac.% KakoW-1r00 KPUCTATHYeCKON (JOPMBbI COSTUHEHHSI TIPU BO3AEHCTBUU
OTHOCUTENBHOU BiaxkHocTH 75% mpu 40 °C B TeueHue 1 mecsua, 3 mecsues unu 6 mecsues. B
HEKOTOPBIX BapPUAHTAX OCYINECTBJICHUS (DapMaLleBTUUECKU MPHEeMIIeMas KOMITO3ULIUS CONEPIKUT
or npudbmmurenso 10 mac.% no npubmmsurensHo 30 Mac.% COEAMHEHUS OTHOCHTEIBHO
of0meil Maccel  TBepIOW  OUCHEpPCHU. B HEKOTOpPBIX  BapHaHTAX  OCYLIECTBJICHHS
dapManeBTHUECKH NpHUeMiIeMas KOMIO3HIHUS COAEPKUT OT mnpubmusutenbHo 20 mac.% nmo
npudmmsuTensHo 30 Mac.% CoenMHEeHUsT OTHOCUTENLHO OO0IIel Macchl TBepHoi mucmepcuu. B
HEKOTOPBIX BaPUAHTAX OCYINECTBJICHUS (PapMaLeBTUUECKH MpHEeMIIeMasi KOMIIO3HLUS CONEPIKUT
npuOIM3UTENbHO 25 Mac.% COeAMHEeHHsT OTHOCUTENbHO OOIIei Macchl TBepAOH mucnepcuu. B
HEKOTOPBIX BaPHAHTaX OCYLIECTBIEHHs (hapMalleBTUUECKU NMPUEMJIEMBIH MOJMMep BBIOpAH U3
IPYNIbl, COCTOSIIEN W3 MNOJUBUHUINUPPOIMIAOHA, MOJMSTUICHOKCHIA, MOJUITHUIEHIJIUKOJS,
COIOJIMMEpa BUHIJIMUPPOJIUIOHA M BHHMUJIALIETaTa, OJIOK-COMOJUMEPOB TMOJUOKCHUATUIIEHA U
NOJIMOKCUNIPONIMJIEHA, NPUBUTBIX  COMOJMMEPOB, COCTOSIIIUX M3  MOJUITHICHIVIUKOJS,
MOJIMBUHUJIKAIIPOJIAKTaMa u MOJMBUHUJIALIETATA, MOJIMMETAKPUIIATOB,
NOJMOKCUATUICHAIKWIOBBIX ~ 3(QUpPOB,  MOJMOKCHATHIMPOBAHHBIX  KAaCTOPOBBIX  Macel,
MOJINKAIPOJIaKTaMa, TIOJMMOJIOYHOM  KHCJIOTBI, IOJIMIJIMKOJIEBOM KHUCIOTBI, COMOJIUMEpa
MOJIOUHOM M  TJIMKOJIEBOM  KHCJIOT, JIMIHAOB, ILIEJUIFOJIO3bI, MyJUTyJiaHa, JeKCTpaHa,
MaJIbTOJIEKCTPUHA, THAJyPOHOBOW KHCJIOTHI, TOJHCUATIOBON KHUCJIOTHI, XOHAPOUTUHCYJb(ATA,
renapuHa,  (QykompmaHa, monucynbdara  NEHTO3aHa,  CIUpPYJAaHA,  AlEeTaTCYKIMHATA
T'UJIPOKCUNTPOTTUIMETHIILIEIUTIONO3b], MPOMUOHATCYKIIMHATA THAPOKCUIIPONUIMETUIILIEIUTIONIO3bI,
¢ranaTa THAPOKCUNPONUIMETIIILEILTIOJIO3bI, aneTaTdranara HeJUTF0JI03b], alleTaTTPUMEITITATA
LEJUTIOJIO3BL, aueTardranata METUIILEIUTIONO3b], anerargranaTa THAPOKCHIIPONHIILIEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, aneraruzodranara LIEJUTIOJIO3BI,
KapOOKCHUMETHIIS THIILIEIUTIOJIO3BI, TUJPOKCUITPONTUIMETHIILIEIITIONO3EI, aneratdranara
THIPOKCUIIPONMIMETHIILEIUIFOIO3bL,  PONMMOHAT(TanaTa TUAPOKCHITPOMMIMETHIILEIUTIONIO3B,
aleTaTTpUMeIINTaTa TUJIPOKCUIIPONMIMETHIILIEIUIIONO3BI, NPONUOHATTPUMEIINTATA
TUJIPOKCUNIPONUIMETHILIEIUTIONO3bL,  ALEeTaTCyKLMHATAa  LeJJIIOJIO3bl,  alleTaTCyKIMHaTa
METHJILIEJUIIONIO3bL, JEKCTpaHa, alerara JAeKCTpaHa, IIpONMUOHAaTa JEeKCTpPaHa, CyKIUHATa
JEKCTPaHa, aleTaTIpONuOHaTa JEeKCTPaHa, aleTaTCyKLIMHATa AEKCTPaHa, MPONUOHATCYKIMHATA

ACKCTpaHa, al€TaTIpPONUOHATCYKIUMHATA ACKCTPaHA, COMNOJIUMEpPa MeTaKpI/IJ'IOBOI‘/'I KHUCJIOTBI U
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MeTuiamerakpunara 1:1, comonumepa METakpWIOBOM KHUCIOTBI U MeTHIMeTakpwiara 1:2,
COMOJIMMEpa METAKPUJIOBOM KHUCJIOTBI M sTuiakpuiara 1:1, wim ux cmece. B HExkOTOpbIX
BApPUAHTAX OCYINECTBJICHUS (PapMalleBTHUECKH TNPHEMJIEMbIH NOJMMeEp IpPeACTaBIseT COOOMH
aUEeTaTCYKLUHUHAT FMAPOKCUTIPONMIMETHILIEIIIOIO03bL. B HEKOTOPBIX BapuaHTax OCYILECTBJICHHUS
coenHeHHe M (apMaLEeBTHUECKH TNPUEMJIEMBbIH IOJIUMEP MPUCYTCTBYIOT B OTHOLIEHUU
coenuHeHue: monumep ot npudbmmsurensHo 40:60 mo mpubmmsutensHo 10:90. B HekoTOpBIX
BapUAHTaX OCYLIECTBJICHHs COEAMHEHHe U (apMaleBTUYECKU NpPUEMJIEMbIH MOJIUMeEp
NPUCYTCTBYIOT B OTHOIIEHWH COEIMHEHHEe.rmojuMep oOT mnpuOmusurensho 30:70  no
npubnusutensHo  20:80. B HEKOTOpBIX BapUaHTaxX OCYLIECTBJICHUS COENUHEHHE |
(bapMaeBTHUECKH MPUEMJIEMBbII MOJUMEP NPUCYTCTBYIOT B OTHOLICHUU COEIUHEHHE:IOJIUMED,
COCTABJISIFOLIEM MNPUOMM3UTENBHO 25:75. B HEKOTOpPBHIX BapHaHTax OCYINECTBIIEHHs] TBEpAas
OUCTIEpPCHsl TIPENCTaBJIIET COOOW TBEPAYKO BBICYIIEHHYIO paclbUIeHHEM aucrepcuoo. B
HEKOTOPBIX BapUaHTaX OCYIUECTBJICHHs TBEpJAs AUCIEPCUs UMEET paCTBOPUMOCTb B BOJE NPHU
pH 6,5, cocraBnsromyro ot npudmusutensHo 100 mxr/mu npu 25°C no npudmmsurensao 200
Mkr/mn mipu 25°C. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS TBEpHas IHCIIEPCUS HMeEeT
pacTBOpuUMOCTh B Boje nipu pH 6,5, cocrasmsirotnyro npubmusurensHo 120 mxr/mi nipu 25 °C. B
HEKOTOPBIX BapUaHTaxX OCYIUECTBJICHHs TBEPAAs AUCIEPCUs UMEET paCTBOPUMOCTDL B BOAE MPHU
pH 2, cocramsromyro ot npubnusutensHo 150 mxr/mn npu 25°C po npubnusurtensHo 300
Mkr/mn mipu 25°C. B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHUS TBepHas IHCIEPCUS HMeEeT
pacTBopuMOCTh B Boze nipu pH 2, coctaBnstontyto npubnusurensHo 178 mxr/mu npu 25 °C.
[000125] B HekOTOpBIX BapuUaHTaX OCYIIECTBJIEHUS (hapMaLEBTUYECKU MpUeMieMast

KOMITO3UIIUST CONEPKUT MeHee mnpubmmsurenbHo 10 mac.% coenuHeHMs, NpPENCTaBIEHHOTO

dopmyoii (II):

®opmyaa (II)
OTHOCHUTEJIbHO Macchl coenuHerust popmysl (I).
[000126] B HekOTOpBIX BapuUaHTaX OCYINECTBIEHUS (hapMaLEBTUYECKU MpUeMyIeMast

KOMITO3UIIMST CONEPKUT MeHee NpuOMu3uTensHo 3 Mac.% COeAMHEHUs], MpPEICTABICHHOTO

dopmymoii (1I):

®opmyaa (II)

OTHOCHTENIBHO Macchl coenuHenus popmyrsl (1).
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[000127] B HekOTOpBIX BapuUaHTaX OCYIIECTBJIEHUS (hapMaLEBTUYECKU MpUeMiIeMast

KOMITO3ULIUST CONEPXKUT MeHee npuOmusutenpHo | Mac.% coennHEHUs, MpPENCTAaBISCHHOTO

dopmyoii (II):

®opmyaa (II)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000128] B HekOTOpBHIX BapuUaHTaX OCYILIECTBJIEHUs (hapMALEBTHUECKU MpUEeMIIEMast

KOMITO3UIUST  conepkuT oT mnpubmusutensHo 0,1 mac.% no npubmusurensHo 0,5 mac.%

coenuHeHwsl, npencraeieHHoro ¢popmynoit (1I):

®opmyaa (II)
OTHOCHUTENIbHO Macchl coenuHerus popmysl (I).
[000129] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHUS (HapMaLEBTHUECKU MpHeMIIeMas

KOMITO3UIUsT copepkuT oT mnpudmusurensHo 0,01 mac.% po mpubmusurensHo 0,1 mac.%

coenuHeHwus], npencrasieHHoro ¢popmynoit (II):

®opmyaa (II)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000130] B HekOTOpBIX BapuaHTaX OCYINECTBJICHUs (HapMaleBTHUECKU MpHeMIieMas

KOMITO3UIIUST CONEP’KUT MeHee mnpudmmsurenbHo 10 mac.% coenuHeHHs, MpPeNCTaBICHHOTO

dopmymoii (III):

®opmyaa (III)
OTHOCHTENIbHO Macchl coenuHenus popmysl (I).
[000131] B HekOoTOpBIX BapuaHTaX OCYIIECTBJIEHUS (hapMaLEBTUYECKH MpHeMIIeMast
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KOMITO3ULIUST CONEPXKUT MeHee NpuOmu3uTenbHo 3 Mac.% COeAMHEHUs], MpPEINCTABICHHOTO

dopmyoii (IIT):

®opmy.aa (IIT)
OTHOCHUTEJIbHO Macchl coenuHenust popmy.sl (I).
[000132] B HeKOTOpBIX BapuUaHTaX OCYINECTBJIECHUS (hapMAaLEBTUYECKU MpUeMyIeMast

KOMITO3UIIUST CONEPKUT MeHee NpPUONU3UTENbHO 3 Mac.% COEOMHEHUs, MPEeICTaBISHHOIO

dopmyoii (IIT):

®opmyaa (III)
OTHOCHUTENIbHO Macchl coenuHerus popmysl (I).
[000133] B HekOoTOpBIX BapuUaHTaX OCYIIECTBJIEHUS (hapMaLEBTUYECKU MpUeMiIeMast

KOMITO3ULIUST CONEPKUT MeHee npubnusutenbHo | Mac.% CoOeauHeHHUs, NPenCTaBIEHHOTO

dopmyoii (IIT):

®opmyaa (III)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000134] B HekOTOpBHIX BapuUaHTaX OCYINECTBJIEHUS (hapMaLEBTUYECKU MpUeMyIeMast

KOMITO3ULUST  conepkuT oT mnpubmusutensHo 0,1 mac.% no npubmusurensHo 0,5 mac.%

coenuHeHus1, npeacrasieHHoro Gopmyoii (I11):

®opmyaa (IIT)
OTHOCHTENIbHO Macchl coenuHenus popmysl (I).
[000135] B HekOoTOpBIX BapuUaHTaX OCYIIECTBJIEHUS (hapMaLEBTUYECKU MpUeMieMast

KOMITO3ULUST copepkuT oT mnpubmusurensHo 0,01 mac.% po mpubnusurensHo 0,1 mac.%
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coenuHeHwus, npeacrasyieHHoro Gopmyoit (1I1):

®opmyaa (III)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
[000136] B npyrom BapuaHTe OCYILIECTBJIEHMsI B HACTOSIIEM JOKYMEHTE IpeljIoKeHa

(1)apMaLIeBTI/I“IeCKI/I npuemMJjieMas KOMITIO3ULUA, CoAacpKallasd COCAUHCHUE, TMPEACTAaBIICHHOEC

dopmyoti (1)

®opmy.aa (I)

u  dapMaleBTHUECKH MPHUEMIIEMOE BCIIOMOTaTelIbHOE BEINEeCTBO, IZe Oojee ueMm
npubnusuTensHO 96 Mac.% coenuHEeHHs, TPUCYTCTBYIOIIErO B (papMaieBTUYECKH MTPUEMIIEMON
KOMITO3UIINH, HAXOOUTCS B aMOpHOH opme.

[000137] B HekoTOpbIX BapuaHTax oOcCyllecTBieHuss amopdHas ¢opma wumeer
XapaKTEePUCTHUECKYIO MOPOIIKOBYIO PEHTTEHOBCKYIO Au(pakTorpammy ¢ amopdubsM raio. B
HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUs amop(dHas Gpopma NMeeT MOPOIIKOBYIO PEHTI€HOBCKYIO
audpakTorpaMmy 1o CymecTBy Kak NokasaHo Ha ¢ur. 1.

[000138] B HEKOTOPBIX BapHaHTaX OCYILECTBJIEHUS CIIEKTP MOPOLIKOBOH PEHTI€HOBCKOM
audpakuuy MONy4YaroT ¢ ucnojb3oBanueM m3nyueHus Cu-Ko. B HekoTopbIx BapuaHTax
ocymiecTBiieHus: amopdHast (Gopma COeqUHEHHS HMMEET TEMIIEPaTypy  CTEKJIOBAHWS,
cocTaBysirOLIyr0  mpubmmsutenbHo  125°C. B HEKOTOPBIX  BapuUaHTAX  OCYIIECTBIICHUS
KOMITO3UIUSI HE COIEPIKUT OOHAPY)KMMBIX KOJHYECTB KaKOU-THOO KPHCTALTHUECKOW (POpMbI
coennaenus popmyer (I).

[000139] B omgHOM BapuwaHTE€ OCYIIECTBJICHUS B HACTOSIIIEM JOKYMEHTE OIHCaHa
(apManeBTHYECKH TpUeMIIeMasi KOMITO3ULMS U TEePOPaTbHON IOCTaBKM HanueHTy S50 mr

coenuHeHwsl, npeacrapieHHoro Gopmyoii (1):

Br

®opmy.aa (I)
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COoIep Kallasi: BHYTPUTPAHYJISIPHYIO CMECh, I'I€ BHYTPUIPAHYJISAPHAsT CMECHh COINEPIKHUT:
TBEPAYIO AUCIIEPCHIO, Comepkamyr S50 Mr COeNWHEHHs, TAe COeNUHEHUE MPHCYTCTBYET B
amopdHOI popme, aleTaTCyKIMHAT T'MAPOKCHUIPONMIMETUIILEIUIIONO03bL, 00beM0o00pa3yomuit
areHT W/WIM HAaINONHHUTENb, W CMAa3blBAIOLIEe BEINECTBO H/MIM CKOJB3AILIEE BEIECTBO;, U
BHETPAHYJIIPHYIO CMECh, COZIEPIKAIIYIO CKOJIb351Ilee BEIECTBO W/ MIIN CMa3bIBAIOIIEe BEIECTBO.

[000140] B onmHOM BapuaHTe OCYIIECTBJEHHS B HACTOSILEM JOKYMEHTE OIHCaHA
(apMaleBTHYECKH TpUeMiieMasl KOMITO3ULHS JJIsl TIepOPaIbHOM JOCTaBKM mMarueHTty S50 Mr

coenuHeHus, npencrapieHHoro Gopmynoii (1):

F B
o r
N “‘J'LN
H H
0% N N7
,) H
®opmy.aa (I)

cozeprKallasi: TBEPAYIO AUCIEPCHIO, coaepkamyro 50 Mr COEAMHEHMs, T71€ COCIMHEHNE
NPUCYTCTBYET B aMopdHOW ¢GopMe, M aleTaTCYKUWHAT THIPOKCHUIPONMHIMETHUINEIUTIONO3bI,
00BeMOOOpa3yIOIUN areHT, HAIMOJHHUTENb M CMAa3blBAIOLIEEe BEINECTBO W/HMIM CKOJB3SIIEe
BELIECTBO.

[000141] B HexkoTOpBIX BapuUaHTax OCYIIECTBICHUS TBEpAAss IUCIEPCUS COHEPIKUT
amopdryro Qopmy coenuHeHus, mnpexncrtaBieHHoro ¢opmynoi (I), u ¢dapmaueBTHUECKH
IpUEMJIEMBIH MTOJIUMEP B OTHOLIEHUU OT npuonu3urenbHo 40:60 no npudmsurensHo 10:90 unn
ot npubnusutensHo 30:70 no mpubausurenbHo 20:80. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHMUS
amop¢Hast ¢opma coeauHeHus, mpencrasieHHoro ¢opmynoi (I), u ¢apmaneBTHUecKH
NpUeMJIeMbI TOJIMMEpP MOTYT HAaXOAUTHCS B OTHOLIEHHH, COCTaBJIAIOLIEM NPUOIM3HTENBHO
25:75.

[000142] Takke B HACTOALIEM JOKYMEHTe TpemiokeHa (apMaleBTHIeCKas]
KOMITIO3MIIMS, conepskamiasi: (a) BHYTPUTPAHYJSIPHYIO CMeECh, comepkamyro: (1) TBepayro
BBICYLIEHHYIO paclbUIEHHEM JHCIEPCHI0, COAEPIKALYID COEAWHEHHE, MPEICTaBJICHHOE
dopmynotii (1), u papmaneprudeckn mpueMieMsli mojuMep; (i1) oguH wim O6oee HaOJIHUTENEH;
(ii1) paspexsuTenp; (1v) CKomb3simee BewmecTBo, M (V) cMasbiBaroinee BemectBo;, U (b)
BHETPAHYJISIPHYIO CMECh, cozepskamyro: (i) ckomp3smiee BemecTBo;, W (ii) cMasblBaroliee
BELIECTBO.

[000143] B HEekOTOpBIX BapuaHTaX OCYIIECTBJICHHS COOTHOLIEHHWE BHYTPUTPAHYJSPHOMN
U BHETPAHYJISIPHOH CMeCeH B CMeCH COCTaBJisieT OT npuOmusutenbHo 90:10 no mpuOnmu3uTeNnbHO
99,5:0,5. Hampumep, COOTHOLIEHHE BHYTPUIPAHYJISIPHOW M BHETPAHYJIIPHONW CMECEH B CMECH
MOJKET COCTaBJIATh NPUOIU3UTENHHO 99:1.

[000144] B  HeKkOTOpPBIX  BapuaHTaX  OCYIIECTBJICHUS  TBepAas  OUCIEPCHUs
BHYTPUTPAHYJISIPHOM CMecH cozepskuT oT npudmusurenpHo 10 mac.% no npubnusurensHo 50

mac.%, wmm ot mnpudmmsurenbHo 10 mac.% no npubmmsurensHo 30 Mmac.%, wim OT
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npubnusutensHo 20 mac.% no nmpubmmsurensHo 30 mac.% amopdHON (popMbI COenMHEHUS,
npencrasieHHoro ¢opmynoit (I), orHocuTeNnbHO OOIIEH MacChl TBEPIOH BBICYIIEHHOM
pacrpUieHHEeM AuCIepcud. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHUS TBEpHAas BBICYLICHHAs
pacrbUIeHHEM JTUCIIEPCHsT MOXKET COoaep:kaTh NMpuOIu3uTenbHo 25 mac.% amopdHON (Gopmbl
coefMHeHus, TmpencTaBieHHoro ¢opmynoit (I), orHocurenbHO oOOmEH Maccel TBEPAOH
BBICYLIEHHOH pacrbUIEHUEM TUCIIEPCHU.

[000145] B HeKOTOpBIX BapHaHTAaX OCYLIECTBJICHUS (apMaleBTHYeCKas KOMITO3HLINS
comepkuT (papMaLeBTUUECKU MPUEMJIEMBbIi TIOJIMMEp, BHIOPAHHBIN U3 MOJUBUHIITHPPOIUIOHA,
MOJIMATUJIEHOKCHA, TOJMATUIICHTJIMKOJIS, COMOJIMMepa BHHUIMUPPOJHIOHA W BHUHUJIALIETATA,
OJIOK-COTIONIMMEPOB  MOJIMOKCHATHJIEHA Y TIOJMOKCHIIPONMICHA, TPHUBUTHIX COTOJIHMEPOB,
COCTOSIIMX M3 MOJUSTWICHIJIUKOJS, TIOJUBHHIJIKANIPOJAKTAMA U TMOJIMBUHHIJIALIETATA,
NOJIMMETAKPHUJIATOB,  IMOJUOKCUATHJICHAJIKWIOBBIX  3(UPOB, MOJIMOKCUATUIIMPOBAHHBIX
KaCTOPOBBIX MaceJ, TMOJHKANPOJIaKTaMa, MOJMMOJIOUHOW KHCIIOTHI, MOJUTIHUKOJIEBONH KHUCIIOTHI,
COTOJIUMEpPa MOJIOYHOH U TJIMKOJIEBOW KHUCIIOT, JIMIUAOB, LEJUIFOJIO3bI, MyJUTyJIaHa, NEeKCTPaHa,
MaJIbTOJIEKCTPUHA, THAJyPOHOBOW KHCIOTHI, TOJHCHATIOBONW KHCJIOTHI, XOHAPOUTHHCYNb(ATA,
renapuHa,  (QykommaHa, monucynbdara = NEHTO3aHa,  CIUPYJAaHa,  aleTaTCYKIMHATa
THIPOKCUITPONTMIMETHIILEIITIOIO3b], MPOMMOHATCYKIIMHATA THAPOKCHITPOITMIIMETHIILEIUTIOIO3B,
¢TanaTa THAPOKCUNPONUIMETIIILIEILTFOJIO3bI, aneTaTdranara HeJUTI0JIO3b], alleTaTTPUMENINTATa
LIEJUTIONIO3B], aueTardranata METWIILEIUTIONO3b], anerargranaTa THAPOKCHIIPONMIILIEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, aneraruzodranara LEJUTEOJIO3BI,
KapOOKCHUMETHIII THIILIEIUTIOJNO3BI, TUIPOKCUITPOITAIMETHIILIEIITOJIO3H, aneratdranara
TUPOKCUIIPONTMIMETHIILIEIIIIONO3bL,  PONUOHAT(TaNaTa TUAPOKCUIIPONMIMETHIILEIUTIONO3H,
aleTaTTpUMeIUIUTaTa TUAPOKCUIIPOMTUIIMETHIILIENITIONO3H, NPOMHOHATTPUMENTIUTATA
TUPOKCUIIPONIMIMETIIILIENUTIONO3bI,  alleTaTCyKIUHATa  LEJUTIOJIO3bl,  aleTaTCyKIMHATa
METUJILIEJUTIONIO3b], JIEKCTpaHa, alerarta JeKCTPaHa, IPOMHOHATa JEeKCTpaHa, CyKIMHATa
JEKCTpaHa, alleTaTIpONHOHAaTa AeKCTPaHA, alleTaTCYKLIUHATA AEKCTPaHa, MPOMHOHATCYKIIMHATA
JEKCTpaHa, aleTaTHpPONMOHATCYKIMHATA IEKCTPaHa, COMOJIMMEPa METAKPHJIOBOH KHCIOTHI U
MeTunmerakpunara 1:1, comonumepa MeTakpuWIOBOM KHUCIOTBI U MeTHIMeTakpuiara 1:2,
COMOJIMMEpa METAaKpPUJIOBOM KHUCIOTHI M oSTWiaakpunata 1:1, wnm ux cmeceil. Hampumep,
(dapMaleBTHUECKH  MPHEMJIEMbI  TMOJUMEpP  TNPEeACTaBisieT  COOOH  aleTaTCyKUMHAT
THIPOKCUITPONTHIMETHIILIEIITFOIO3bL.

[000146] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS (hapMaLeBTHUECKAs KOMITO3ULHS
comepxkut  amopdHyrO  dopMy coenuHeHus, mnpexncrasieHHoro ¢opmymoit  (I), wu
(dapMalleBTHUECKU TMPUEMJIEMbIH TOJIMMEP B OTHOWIEHWH OT mnpubmmsutensHo 40:60 mo
npubnusutensHo 10:90 wmm ot npubmmsurensHo 30:70 mo npubmmsurensHo 20:80. B
HEKOTOpBIX BAapUAHTaX OCYIIECTBICHUS amopdras ¢opMa COENUHEHHs, MpPENCTABICHHOTO
dopmynoii (I), u papManeBTUYECKH MPUEMIIEMBIA MOJUMEDP MOTYT HAXOAUTHCS B OTHOLIEHHH,
COCTaBJISIFOLIEM MPUOIU3UTETHHO 25:75.

[000147] B HeKOTOpPbIX BapuUaHTaX OCYLIECTBJEHUs BHYTPUIPAHYJsSIPHAs CMeECh

dapmaneBTHIECKOH KOMITO3ULIMU COAEPKUT OAWH MM Ooyee HamoJHWUTENeH, rae oduiee
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KOJIMUECTBO ONHOrO mWin Oojiee HAMOJHUTENeH cocTaBisier OoT npubnusurenpbHo 40 mac.% 1o
npudmmsuTensHo 80 mac.% oTHocHTenpbHO 00meld Macchl (papManeBTUYECKOW KOMITO3ULIUU.
Onun wnn Oojee HamMOJHUTENEH MPEACTaBIAIOT COOOH JIAKTO3y, MalbTOAEKCTPUH, MAaHHMT,
MHUKPOKPHCTANIMUECKYIO LEJTI0N03Y, MPeXeNaTUHU3UPOBAHHBIM KpaxMal, CIOXHbIE 3(PHUPHI
caxapo3bl WM UX TUApPaTbl. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUs BHYTpPUIPaHYJSIpPHAs
CMECb COJEp)KUT J[Ba HamonHuTens. Eciau BHYTpUIpaHyJsipHass CMECb COAEpP)KUT 1B
HATIOJIHUTENIS, KaX/blil HAMOJHUTENb MOXKET HE3aBUCUMO NPUCYTCTBOBATb B KOJUYECTBE OT
npubmm3uTensHo 20 mac.% no npubnusurenbHo 40 mac.%, Hampumep, NMPUOIU3UTENBHO 33
Mac.% OTHOCHTENBHO 001Ieil Macchl (papMaLeBTHUECKON KOMITO3UIMU. B HEKOTOPBIX BapHaHTaX
OCYIIECTBIIEHHUs] OIWH HAMOJHUTEIb MOXET NPEACTaBIATh COOOH MHUKPOKPUCTAJUTHYECKYIO
LEJUTIOJNIO3Y, a APYTOH HATIOJHUTEb MOKET MPEACTABIATh COOOH MOHOTHIPAT JIAKTO3BI.

[000148] B HekOTOpbIX BapuaHTaX OCYILIECTBJIEHUS BHYTPHUTPAHYJSIPHAS CMECh
(hapMaleBTHUECKON KOMIO3UIMK COAEPKUT OT mpuOIu3uTensHo 1 Mac.% 10 mpuOIM3UTENbHO
10 mac.%, Hampumep, MpUOMU3UTENBHO 5 Mac.% pa3pbIXJIUTENS OTHOCUTENBHO OOIell MacChl
dapManieBTHUECKOH KOMITO3ULIMU. Pa3peIxyMTens MpencraBisieT Cco0oi  KPOCMOBHIOH,
KpPOCKapMeJUlo3y HaTpusi, KpaXMalTrJUKOIAT HATPUsl, MUKPOKPUCTAJUIMYECKYIO LIEJIF0JIO3Y WU
IpeKeIaTUHU3UPOBaHHBIN KpaxMajl. B HEKOTOpBhIX BapHaHTaX OCYILIECTBJICHUs Pa3pbIXJIUTENb
BO BHYTPHUTPAHYJIIPHON CMECH MOJKET MPENCTABIATh COOOH KPOCTIOBUIOH.

[000149] B HekOTOpBIX BapHaHTaX OCYILECTBJIEHUS CKOJb3slIee BEIIECTBO BO
BHYTPUTPAHYJSIPHOM CMECH TNPHCYTCTBYET B KonudecTBe OT mpudbnumsurensHo 0,1 mac.% mo
npubnusutensHo 1 Mac.%, Hanpumep, npudbausutensHo 0,5 Mac.% OTHOCUTENBHO O0IIel MacChl
dapmaneBTHyeckol komno3unuu. Hampumep, ckonb3sinee BELIECTBO BO BHYTPHUIPAHYJISIPHOM
CMECH MOJKET IPENICTABISITh COOOM THOKCHI KPEMHUS.

[000150] B HexkoTOpbIX BapuaHTaX OCYIIECTBJIEHUS CKOJB3SIIEE BELIECTBO BO
BHETPAHYJIIPHOH CMeCH IpPUCYTCTBYeT B KoindecTBe OT mnpuOmmsutensHo 0,1 mac.% nmo
npubnusuTenbHo 1 Mac.%, Hanpumep, npudbausutensHo 0,5 Mac.% OTHOCUTENBHO O0IIel MacChl
(apManeBTHYECKOW KOMITO3UIMU. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS CKOJb3SIIIEe
BEIIIECTBO BO BHETPAHYJISIPHOM CMECH MOKET MPEICTABISATh COOOH THOKCHUA KPEMHHS.

[000151] B HexkoTOpbIX BapHaHTaX OCYLIECTBICHMsS] CMAa3bIBaloOllee BELIECTBO BO
BHYTPUTPAHYJSIPHOH CMECH MPHCYTCTBYET B KonudecTBe OT mpudOimsutensHo 0,1 mac.% mo
npubnusuTensHo 1 Mac.%, Hanpumep, npudbausuTenbHo 0,5 Mac.% OTHOCHUTENBHO O0IIel MacChl
dapmaneBTHIECKOH KOMITO3UIMHU. B HEKOTOPHIX BapHaHTaX OCYINECTBJICHHS CMa3bIBAOILEe
BEIIECTBO BO BHYTPUTPAHYJSIPHOM CMECH TMPEACTaBIseT COOOW cTeapaT MarHus, cTeapar
KaJbLYsl, TIHLEPHIMOHOCTEApaT, TMAPOreHU3NPOBAHHOE KAaCTOPOBOE MACIO, JAypHIICYJbdaT
HAaTpusi, creapmwidyMapar HaTpHs, CTEAPUHOBYIO KHCIOTY, CTe€apaT I[HMHKA, TaJbK,
MUKPOKPHCTAIMUECKYI0 — LEJUTI0JIO3y MM CIOXKHble 3(upel  caxapo3sl. Hampumep,
CMa3bIBaIOLIEe BEIECTBO BO BHYTPUTPAHYJIAPHONW CMECH MOXKET IpPEACTaBISTh COOOW creapar
MAarHusl.

[000152] B HeKkOTOpBIX BapuaHTaX OCYLIECTBJICHUs CMAa3bIBalOllee BELIECTBO BO

BHETPAHYJIIPHON CMecH MpHCYTCTBYeT B KosudecTBe OT mnpudnmsurenbHo 0,1 mac.% 1o
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npubnusuTensHo 1 Mac.%, Hanpumep, npudbausnuTensHo 0,5 Mac.% OTHOCUTENBHO O0IIeH MacChl
dapmarieBTHUECKOH KOMITO3UIMU. B HEKOTOpPBIX BapuaHTaX OCYLIECTBIIEHHS CMa3bIBAIOLIEE
BEIIIECTBO BO BHETPAHYJISIPHON CMECH NPEACTaBIseT cOOOI cTeapaT MarHusi, creapaTr KajbLus,
TIIMLEPHUIIMOHOCTEAPAT, THAPOTEHU3UPOBAHHOE KAaCTOPOBOE MACiO, JIAYypHICYIb(aT HaTpus,
creapuipymapar HaTpus, CTEapUHOBYIO KUCJIOTY, creapar LIUHKA, TaJbK,
MHUKPOKPUCTAUTMYECKYIO  LEJUTFOJIO3Yy WJIM  CIOKHBIE  5¢upbl  caxaposbl.  Hampumep,
CMa3bIBaIOLee BEIIECTBO BO BHETPAHYJSIPHON CMECH MOXKET INpPeCTaBiIATh COOOH creapar
MarHusl.

[000153] B HekoTOpbIX BapuaHTaX OCYLIECTBJIEHUS B HACTOSIIEM JOKYMEHTE
npeasiokeHa (papmaneBTUYecKas KOMIO3HMLMUSA, CoAeprkaias: (a) BHYTPUTPAHYJSIPHYIO CMECh,
comepskamyo: (1) mpubnusurensHo 33 Mac.% TBEpION BBICYIIEHHOW PACIbUIEHUEM JHCIIEPCHH
OTHOCUTEJIbHO 00miel Macchl (papMarieBTHYECKOH KOMIIO3WIMH, TJ€ TBEpHAas BbICYIIEHHAs
pacribplUIeHHEM TUCTIEPCHS COAEPKUT aMOphHYHO (GOpMYy COEIUHEHHs, IPENCTaBICHHOIO
dopmynoii (I), umeromyro uuctory no aanabiM BOXX Gomee 95%, um amerarcykuuHat
THIPOKCUIIPONMIMETHIILEIUTIONO3bL, T TBEpAas BbICYIIEHHAs pPACIbUICHHEM TUCIEPCHS
COIEPXKHUT MpHONMM3UTENbHO 25 ™ac.% coenmHeHWs, mnpencraBieHHoro ¢opmynoit (1),
OTHOCHUTENIbHO O0Iell Macchl TBEpAOH BBICYLIEHHOW pacmbuleHHeM aucrepcuu;, (i)
npubmmsutensHo 30 Mac.% MUKPOKPHUCTAJUIMYECKOH MEJUTFOJIO3bl OTHOCHTEIBHO OOIIero
KondecTBa (apmMarneBTHUecKod kommnoszuuuy, (1i1) npudmmsurensro 30 mac.% MoHOruapara
JAKTO3bl OTHOCHUTENBHO OOIIero KoigudecTBa (papMmaueBTHUECKOH kommozuuuy, (1v)
npubnusutenbHo 5 Mac.%  KPOCIOBHAOHA  OTHOCHTENBHO  OOINEro  KOJUYECTBa
dapmaueTrueckoit kommosunuu;, (v) npudOmmsurensHo 0,5 mac.% AuokcHaa KpeMHHS
OTHOCUTEJIbHO OOINero KOJu4uecTBa (hapMaleBTHYECKONH KOMITO3ULMU; U (Vi) MPUOIU3UTENBHO
0,5 wmac.% creapaTa MarHMs OTHOCHUTENIBHO OOINero KosndecTBa (hapManeBTHYECKOM
xommnozuuuy;, U (b) BHErpaHyJSpHYIO CMech, copepskamyro: (i) mpubmmsurensHo 0,5 mac.%
IUOKCUAA KPEMHHUsS] OTHOCHTEIBHO OOIIEro KOJMYECTBa (papMalieBTUYeCKOW KOMIO3ULUUM; U (ii)
npubnusutensHo 0,5 wmac.% cTeapara MarHus OTHOCHUTENIBHO OOLIEro  KOJUYeCTBa
(apManeBTHYECKONH KOMITO3ULIHH.

[000154] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHHUs B HACTOSIIEM JOKYMEHTE
npeasiokeHa (papmaneBTUYECKass KOMIO3HMLMS, CoAeprkamas: (a) BHYTPUTPAHYJSIPHYIO CMECh,
comepskamyro: (1) mpubmmsutensHo 200 Mr TBepAOW BBICYIIEHHOW PACIbUICHUEM JHCIIEPCHH,
comepxkameit amophHyro QGopMy coemuHeHusi, mnpexncraBieHHoro ¢opmynoit (), wu
aleTaTCYKLUMHAT THAPOKCUITPONUIMETIIILEIUTFOJIO3bI, Te TBEpAasl BBICYLICHHAS PACIbUICHUEM
IUCTIEPCHS COAEPKUT MPUONN3UTENbHO SO MI coeIMHeHus, npencTaieHHoro dopmynoii (I); (ii)
npuOIU3NUTENBbHO 179 MI MUKPOKPUCTAJUTMYECKOH MeJuTrosio3sl; (1i1) mpubmusurtensHo 179 mr
MOHOTHApaTa JaKkTO3bl, (1v) mpubmmsurenbHo 30 M KpOCIIOBUIOHA; (V) MPUOIU3UTENBHO 3 MI
auokcuaa kpemHus; U (vi) mpubmusurenpbHo 3 Mr creapara maruus, u (b) BHerpaHyJSIpHYIO
CMeCh, comepkaiyro: (1) MpUOIU3UTENHHO 3 M TUOKCHAA KpeMHUST, U (11) MPUOIU3UTENBHO 3 MI
creapara MarHusl.

Tabnerku
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[000155] ®apmaneBTHUECKHE KOMITO3ULIUU TaK)K€ MOTYT OBITh NPENCTABJIECHBI B BUAE
tabnetok. Tabmerkn MoOryt OBITb HE MOKPBITBIMH OOOJIOYKOH, MOKPBITBIMH IUIEHOYHON
00ONIOYKOM, TOKPBITBIMU CaxapHOH o00010ukol, ¢ (ackoil, C TpaBUPOBKOH, NPOCTHIMHU,
MHOTOCJIOHBIMH WJIM C 3aMEIJIEHHbIM BBICBOOOKAE€HHEM. OHM MOTryT OBITH HU3TOTOBIIEHBI B
pa3nuYHbIX pasMmepax, (popmax u nBerax. TaOneTku MOXKHO IPOIJAThIBATh, >XE€BATh WU
PacTBOPSATH B LEYHOHN MOJOCTU WM MOJ S3bIKOM.

[000156] B omHOM BapuaHTe OCYLIECTBJIEHHsS B HACTOSIEM IOKYMEHTE OIHCaHa

(dapmaieBTHUECKU MpuemiieMas TadjeTka, coaepskaiias S0 Mr COeqVMHEeHHUs], TPEACTaBIEHHOTO

dbopmyoii (I):

M

e
I=

®opmy.aa (I)

COOepsKalasi: BHYTPUTPAHYJSIPHYIO CMEChb, € BHYTPUIPAHYJISAPHAS CMECh CONEPKUT:
TBEPAYIO AMCIEPCHIO, coiepikailyrd S50 Mr COenMHEeHMs, TIe COeOUHEHHE MPHUCYTCTBYET B
amop¢HO# Gopme, 1 aeTaTCYKIIUHAT THAPOKCUTIPONIIMETILEIUTIOIO3bI, TPUOIH3UTENBHO 25 -
35 mac.% oObeMo0o0pa3yoIero areHTa OTHOCUTENIBHO O0IIEro Koinu4decTna (papmManeBTHIECKOM
KOMITO3ULIUH;, MPUOIM3UTENBHO 25-35 Mac.% HaIMOJHUTENS] OTHOCUTENBHO OOIIero KOJINYecTBa
(apmMaLeBTHYECKOI KOMITO3MLIMM, W BHETPAHYJSIPHYIO CMECh, COIEPIKALIYIO CKOJIb3sIee
BEIECTBO W/WJIM CMAasblBAIOIEe BELIECTBO. B HEKOTOPbIX BAapUAHTaX OCYINECTBICHUS
00BpeMOOOpasyIOIUI areHT MPENCTaBisieT COOOH MHUKPOKPHUCTAUTUYECKYI0 LeJUTroJiosy. B
HEKOTOPBIX BapUAHTAX OCYILIECTBJCHUS HAIOJHUTENb MPEACTABIsieT COOOH JIaKTO3y WK ee
TUJIPAT.

[000157] B omHOM BapwaHTe OCYIIECTBJICHHS] B HACTOSIIIEM JOKYMEHTE OIHCaHa

(dapmaineBTHUECKU MpuemiieMasi Tadjerka, coaepskainas 10 Mr coearHeHus, MPeaCTaBIEHHOTO

dbopmyoii (I):

M

L=
I=

®opmyaa (I)
cozep Kaliasi: BHYTPUTPAHYJSIPHYIO CMECh, TZi€ BHYTPUTPAHYJSIPHAS CMECh CONEPIKHUT:
TBEPIAYIO AUCIEPCHIO, cofeprkamyro 10 Mr coenuHeHus, Te COeAMHEHHE NPUCYTCTBYET B

amop¢HO# GopMe, 1 aleTATCYKIIUHAT TUAPOKCUTIPONIIMETUILEIUTIONIO3bI, TPUOIH3UTENBHO 25 -
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35 mac.% oObeMo0o0Opa3yoIero areHTa OTHOCUTENBHO O0IIero KoJn4yecTsa (papmManeBTHIeCKOi
KOMITO3ULIUH;, MPUOIM3UTENBHO 25-35 Mac.% HAIMOJHUTENS] OTHOCUTENBHO OOIIEro KOJINYecTBa
(bapmaLeBTHUECKOIl KOMIIO3ULIUU, U BHETPAHYJSIPHYKO CMeECh, COIEPIKALIYI0 CKOJIB3AIIee
BEIECTBO W/WJIM CMa3bIBaIOIlee BELIECTBO. B HEKOTOpBIX BapuaHTax OCYIIECTBJICHUs
00beMO00pa3yIOIUil areHT NPeACTaBisieT COOOH MHUKPOKPHCTAUIMYECKYIO LEeJUIoao3y. B
HEKOTOPBIX BAapHAHTaX OCYIIECTBJICHUS HAIOJHHUTENb MPEACTABIAET COOOH JaKTO3y HIH ee
ruzpar.

[000158] B nmpyrom BapuaHTe OCYIIECTBJICHMsI B HACTOSIIEM JOKYMEHTE IPeaJIOKeHa

(dapmaineBTHUECKU MpuemiieMas TadjeTka, comepskaiias S0 Mr COeqMHEeHHs], TPEACTaBIEHHOTO

dbopmyoii (I):

M

L=
I=

®opmy.aa (I)

rne TabjieTKa COAEPIKUT. TBEPAYI0 IUCIEPCHIO, conmepskamyro 50 Mr COeOWHEHWs, e
COEIMHEHHE INPUCYTCTBYET B amopdHoH bopme, 151 aUeTaTCyKLUHAT
TUAPOKCUIIPONTMIMETHIILEIUTIOIO3bL, NPUOIM3UTENbHO 25-35 Mac.% MHKpPOKPUCTAIUTMYECKON
LIEJUTIOJIO3bl OTHOCUTENBHO 00IIel Macchl TabJIeTKy;, U mpudmusuTenpHo 25-35 mac.% JaKTo3bl
WIN €e Tuapara OTHOCHUTENbHO OOIIero KOoiudecTBa (papMaleBTHUECKOW KOMIo3uImu. B
HEKOTOPBIX BapUaHTaX OCYLIECTBIICHMS MpeIokeHa (papMaleBTHYeCKu puemiemast Tabierka,
JOTIOJHUTEBHO COAEpKallasi 0 MEHbIIEH Mepe OJHO U3. CTeapaTra MarHus, KPOCIOBHUJOHA U
AMOKCHIAa KPEMHHUS. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHUs TabJIeTKa pacrafaeTcss MeHee YeM
3a 1 MuHyTY nipu ucnbitanuu o Meroay <701> USP nnst Tabnetok 6e3 000I0UKH.

[000159] B npyroMm BapuaHTe OCYILIECTBJIEHMsI B HACTOSIIEM NOKYMEHTE IpeljioKeHa

(dapmaineBTHYECKU MpuemiieMas TadjeTka, comepskamias 10 Mr coequHeHusl, MPEACTaBIEHHOTO

dbopmyoii (I):

M

L=
I=

®opmy.aa (I)
rre TabJjieTka COAEPIKUT. TBEPAYIO OUCIEPCHIO, conmepkamyro 10 Mr coeguHeHwUs, rue
COEAMHEHNE MIPUCYTCTBYET B amop¢HOI dopwme, u aLEeTaTCYKIMHAT

TUPOKCUIIPONTMIMETHIILEIIIIONO3bL, NPUOIM3UTENbHO 25-35 Mac.% MHMKpPOKPUCTAJUTMYECKON
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L[EJUTIOJIO3bI OTHOCUTENLHO 00Iel Macchl Ta0ineTKu, U npudimusuTeabHo 25-35 mac.% JakTo3bl
WIM ee TuApaTta OTHOCHTENIbHO oOmiero KomuuectBa (apMaleBTUUECKOW KOMIO3WIMU. B
HEKOTOPBIX BapUaHTaX OCYLIECTBIICHUS MPEUIOKeHa (papMaleBTH4YeCKu npuemiemast Tabierka,
JOMOJHUTENIBHO CONEpIKaIasi Mo MEHbIIeH Mepe OJHO W3: cTeapaTa MarHus, KPOCIIOBUAOHA U
AMOKCHIA KPEMHUS. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUs TabJIeTKa pacrnaaeTcss MeHee YeM
3a 1 MuHyTYy npu ucneitanuu 1o merony <701> USP (®apmaxonen CIHIA) nnst tabnetok 6e3
00004KH.

[000160] B ppyrom BapuaHTe OCYIIECTBJIEHHMsS B HACTOSINEM IOKYMEHTE OIHMCaHa
(bapmarieBTHYECKH MpHeMIEMasi KOMIIO3HULIHUS JJIsl IEPOPATbHOI H0ocTaBKU SO MI COeTUHEHHS],

npencrasieHHoro gpopmyoit (I):

dopmyna (I)

coiepiKallasi: BHYTPUTPAHYJSIPHYIO CMeECh, i€ BHYTPUIPAHYJSIpHAs CMECh COJEPKUT:
TBEPAYIO AUCIEPCHIO, colepkamyro 50 Mr COeAUHEHMs], TAe COeNUHEHHUE NPUCYTCTBYET B
amopdHOIt popme, U areTaTCyKUHUHAT THIPOKCUTIPOIMIMETHIILEIUTIONO03bI, TPUOITU3UTENBHO 25-
35 w™ac.% MHKPOKPUCTAJUIMYECKOH LEJUIFOJIO3bI OTHOCHUTENBHO OOLIero  KOJUYeCTBa
(dapMaLeBTHYECKON KOMMO3UINH, MpUOMM3UTEeNbHO 25-35 Mac.% JakTo3bl WIIM ee ruapara
OTHOCHUTEJIBHO O0IIEero KoJn4ecTa papManeBTHIECKON KOMITO3UIIMY, TIPHONU3UTENBHO S5 Mac.%
KPOCIIOBHJIOHA ~ OTHOCHUTEJIBHO O0Iero KoiuyecTsa (hapMaleBTUUECKOW KOMIIO3UIIMY,
npubnusutensHo 0,5 wmac.% OUOKCHIAa KPEMHHUSl OTHOCHUTENBHO OOINero KOJUYecTBa
dapmaneBTHYECKON KOMMIO3uIMKu, | npubmmsurensHo 0,5 wmac.% creapara MarHwus
OTHOCHUTEJIbHO OO0IIero KOJU4ecTBa (hapMaLEeBTHUECKOW KOMIIO3ULUK, U BHETPAHYJSIPHYIO
cMech, copeprkallyro npudnmsutenbHo 0,5 mac.% IuoKcHIa KPEMHUs OTHOCHTEIBHO OOLIEero
KojmyecTBa (hapMmarieBTUUeckol kommosunmu, u (ii) mpubmusurenbHo 0,5 mac.% creapara
MarHusi OTHOCHTEJIBHO OOILIero KOoJn4ecTBa (papManeBTUYeCKOH KOMIO3MLMH. B HEKOTOpBIX
BaPHUAHTAX OCYLIECTBJICHUS KOMITO3ULMS WM TaOleTka BBICBOOOKIAET MO MeHblIel mepe 80%
coenunenus: depe3 10-40 mMuHyT nmpu ucnelTanuu komnosuuuu B 900 mu1 HaTpuii-alleTaTHOrO
Ooydepa mpu pH 4,5 ¢ ucnompzoBanuem ycrporictea II USP (Meton ¢ wuCmonbp30BaHHEM
JonacTHOW Memanku) npu 37°C co CKOPOCTBIO BpalneHus jonacteil 75 00./MuH.B HekoTOpBIX
BapHUAHTaX OCYLIECTBJICHUS KOMITO3ULMS WM TaOJleTka BBICBOOOXKAAET MO MeHblIed mepe 80%
coenuHenus: 4yepe3 10 MuHYT mpu ucnbITaHuM Komno3uuuu B 900 Mi HaTpuii-aleTaTHOIO
Ooydepa mpu pH 4,5 ¢ ucnompzoBanuem ycrporictea II USP (Meron ¢ wucCmonbp3oBaHHEM
JonacTHOM Memanku) npu 37°C co CKOPOCTBIO BpameHus jonacteil 75 00./mMuH.B HekoTOphIX
BapUAHTaX OCYIIECTBJIECHUS KOMITO3ULMS MM TaOJeTka BbICBOOOKAAET 1Mo MeHbliel mepe 80%

coenuHenus: 4yepe3 20 MUHYT IpU UCHbITAHUM Komno3uuuu B 900 M HaTpuii-alleTaTHOIO
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Ooydpepa mpu pH 4,5 ¢ ucnompzoBanuem ycrporictea II USP (Meron ¢ wucmonbp3oBaHHEM
JonacTHOM Memanku) nmpu 37°C co CKOPOCTBIO BpalleHus jonacteit 75 00./mMuH. B HeKOTOpBIX
BapUAHTaX OCYLIECTBJIECHUS KOMITO3ULMS MM TaOJNeTka BBICBOOOKIAET MO MeHblIed mepe 80%
coenuHenust 4yepe3 30 MUHYT IpPU UCHbITAHUM Komno3uuuu B 900 M HaTpuii-aleTaTHOIO
Oydpepa mpu pH 4,5 ¢ ucnompzoBanuem yctpoiictea II USP (Meroxn ¢ ucnosp3oBaHuEM
nonacTHO Memanku) npu 37°C co CKOPOCTBIO BpalieHus jonactei 75 00./MuH. B HexoTophix
BapUAHTAaX OCYINECTBJICHUS KOMIIO3UIMS MU TalneTka BbICBOOOKAAeT 1o MeHbIueil mepe 80%
coenuHenus: 4yepe3 40 MUHYT IpU UCMBITAaHUM Komno3uuuu B 900 Mi HaTpuii-alleTaTHOIO
Oydpepa mpu pH 4,5 ¢ ucnomwszoBanuem ycrporictea II USP (Meton ¢ uCHOiIb30BaHHEM
JonacTHOM Mernanku) mpu 37°C co CKOPOCTBIO BpalleHus jonactei 75 00./MuH.

[000161] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHHUs B HACTOSIIEM JOKYMEHTE
npemsiockeHa TabneTka, obecreunBaromas npuOmusutensHo S0 mr  amopdHoit  Gopmbl
coenuHeHus, mnpencrasieHHoro  ¢opmynoit  (I), rme  Tabnerka  comepxwur.  (a)
BHYTPUTPAHYJSIPHYIO CMeCh, cofepxkainyro: (1) or mpubmmsurenasHo 195 Mr 10 npuOIU3UTENBHO
205 Mr TBepAOi BBICYLICHHOH pacHbUIEHUEM TUCIIEPCHH, KOTOPas COAEPKUT MPHUOIU3UTETBHO
50 Mr coeguHeHWs] W AlEeTaTCyKIWHAT TUAPOKCHUIPONMWIMETHINCIUIION03b, (1) OT
npubnusuTensHo 177 Mr no npubnusurenbHo 181 Mr MUKpPOKpPUCTAIUINYECKOH HeuTroo3bl; (1ii)
ot npubnmsurensHo 177 mr pno npubimsurensHo 181 Mr moHormapara naktos3el, u (1v) OT
npuOIM3UTENIbHO 28 Mr A0 mpuOmm3uTeNnbHO 32 Mr kpocrnoBuaoHa, u (b) BHerpaHyJsIpHYIO
cMech, comepxkamyr: (1) OT MpPUOSU3UTENBHO 2 Mr OO NPUOJU3UTENBHO 4 M JHOKCHAA
KpeMHus; U (i1) OT HmpUOSU3UTENBHO 2 MI 1O NpHONM3UTENbHO 4 Mr creapara marHus. B
HEKOTOPBIX BApUAHTAX OCYLIECTBJIEHUS MHMKPOKPUCTAIIIMYECKAs] LEJUII0JI03a MOXET OBbITh
3aMEHEHa JIaKTO30H. B HEKOTOphIX BapuaHTaX OCYLIECTBIEHHS MHKPOKPHUCTAJUIMUECKas
LIeJUTIOJIO3a MOXKET OBITh 3aMEHeHa MAaHHUTOM. B HEKOTOpBIX BapHaHTAaX OCYINECTBIICHHUS
MHKPOKPHUCTAITMYECKAs LEJUTF0JI03a MOXKET ObITh 3aMEeHeHa MOAN(UIIMPOBAHHBIM KPaXMaJIOM.

[000162] B HekoTOpbIX BapHaHTAaX OCYLIECTBJIEHHUS B HACTOSIIEM JOKYMEHTE
npensioxkeHa TadjaeTka Maccor nmpubnuszurenbHo 600 Mr, oOecreunBaroIasi MPUOIU3UTETBHO 25
Mmr amopdHoit Gopmbl coenunenusi, mpencrasienHoro ¢opmynoit (I), rme TabneTka ComepKuT:
(a) BHYTPUTPAHYJISIPHYIO CMeCh, coaepskainyro: (1) npubnusurensHo 16,7 Mac.% OTHOCHTENBHO
o0mieli Macchl TabNETKN TBEPAOW BBICYIICHHOW PACIBbUICHUEM AHCIIEPCUH, KOTOpPAas CONEPIKUT
NPUOU3UTENBHO 25 MI' COEAMHEHUS U alleTaTCYKLWHAT TUAPOKCHITPOITIIIMETHIILISIUTIONO3BL; (i1)
npubm3uTenbHO 37,7 Mac.% OTHOCUTENBbHO OOIIell Macchl TabJeTKH MUKPOKPHUCTAJUTHYECKOM
HesutroIo3br;, (i) mpudmmsutensHo 37,6 Mac.% OTHOCHTETBHO OOIIeld Macchl TaOJeTKH
MOHOTHJIpaTa JIAKTO3bI, (1v) mpudmusutenbHo 6,0 Mac.% OTHOCUTENBHO O0IIel MacChl TaOIeTKH
KpockapMesuio3bl Hatpusi, (v) mpubmusurenbHo 0,5 mac.% OTHOCHTETBHO OOIIEH MacChl
TabNeTKN Tuokcuaa KpeMaust; u (vi) nmpudmusurtensHo 0,5 Mac.% OTHOCHTENIBHO OOILIEeH MaccChl
TabneTku creapata Maraus; u (b) BHErpaHyJSIPHYIO CMeCh, comeprKainyro: (1) mpuOIH3UTEeNbHO
0,5 mac.% oTHOcUTENbHO O0IIel Macchl TAONETKH AMOKCHUAA KpeMHHUS, U (11) MPpHOIM3UTENBHO
0,5 mac.% oTHOCUTENBHO 001IIel Macchl TaOJIETKU CTeapaTa MarHusl.

[000163] B HekoTOpbIX BapuaHTax OCYLIECTBJIEHHUs B HACTOSIIEM JAOKYMEHTE
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npensioxkeHa TadjaeTka Maccor nmpudnusurenbHo 600 Mr, obecniednBaromas MPUOIU3UTENBHO 25
mr amopdHoit Gopmbl coennHeHus1, pencrasieHHoro ¢popmynoit (1), roe TabneTka ComepsKuT:
(a) BHYTpUTPAHYJISIPHYIO CMeCh, comepkammyto: (1) npubnusurensHo 16,7 Mac.% OTHOCHUTENBHO
o01meil Macchl TaONETKU TBEPIOH BBICYIIEHHOH pAaCIbUICHUEM IUCIIEPCUH, KOTOPAs CONEPIKUT
npUOIU3UTENBHO 25 MI' COSIMHEHNS U alleTaTCYKUUHAT THAPOKCHITPOIMUIMETHIILEIUTFONIO3bI; (i)
npubnusuTensHo 38,2 Mac.% OTHOCUTENbHO OOIei Macchl TaOJETKH MHUKPOKPUCTAJUTHYECKOM
uesrosioser; (i) mpubmusurensHo 38,1 wmac.% oTHOcHTENnbHO OOImEH Macchl TaOJeTKH
MOHOTHIpaTa JAKTO3bI, (1v) npudau3uTeapbHo 5,0 Mac.% OTHOCUTENBHO O0LIEH MacChl TAOIEeTKH
kpocnioBunoHa; (v) mnpubnusutenbHo 0,5 mac.% OTHOCHUTENbHO OOIIeld MacChl TaOJNeTKH
auokcuna kpemuus, u (vi) mpubausutenbHo 0,5 Mac.% OTHOCHTENTBHO OOIIeH MacChl TaONeTKH
creapara Maraust; u (b) BHErpaHyJSIPHYIO CMeCh, coaepxamyo: (1) mpudnmsurensHo 0,5 mac.%
OTHOCHUTEJIbHO O0IIel Macchl TaONeTKu quokcuaa kpemuust; u (i) mpudmausurensuo 0,5 mac.%
OTHOCHUTEJIbHO 001Iel Macchl TaOJIETKU cTeapaTa MarHusl.

[000164] B HexkoTOpbIX BapuaHTaX OCYLIECTBJIEHHUS B HACTOSIIEM JOKYMEHTE
npeyioxkeHa TabjaeTka Maccor nmpubnusurenbHo 600 Mr, obecrieunBaroIasi MPUOIU3UTEITBHO 25
mr amopdHoit Gopmbl coenuHeHus1, pencTasieHHoro ¢popmynoit (1), roe TabneTka COmepsKUT:
(a) BHYTPUTPAHYJISIPHYIO CMeCh, coaepkamyto: (i) npubnusurenpHo 16,7 Mac.% OTHOCHTENBHO
o01eit Macchl TaONETKH TBEPIOH BBICYIIEHHOH pAaclbUICHUEM IUCIEPCHH, KOTOPAs CONEPIKHT
npUOIM3UTENBHO 25 MI' COeIMHEHHUS U alleTaTCYKLUHAT THAPOKCHITPOMMIMETHIILEIUTFONI03bI; (i)
npuOm3uTeNbHO 32,7 Mac.% OTHOCUTENBHO O0IIell MacChl TaOJETKH MUKPOKPHUCTAJUTMYECKOM
HeJuTroI03bL;,  (111) mpuOnmsutensHo 32,6 Mac.% OTHOCHTENBHO OOIIeld Macchl TaOJIeTKH
MOHOTHJIpaTa JIAKTO3bI, (1v) nmpubausutenbHo 6,0 Mac.% OTHOCHUTENBHO 00IIei MacChl TaOIeTKH
KpockapMmesuio3bl Hatpusi; (v) mpubmusurenpbHo 10,0 mac.% OTHOCHTENbHO OOINEH MacChl
tabnetku TPGS/Cabosil B otHomenun 70/30; (vi) mpubmusurenso 0,5 mac.% OTHOCHUTEIBHO
o0meit Maccsl TabJIeTKU AHOKCHIA KpeMHUst;  (vil) npubmusutenbHo 0,5 Mac.% OTHOCHTENBHO
obmieli Macchl TaOneTku creapara Maraus; u (b) BHErpaHyJSIPHYIO CMeCh, copepskamyro: (i)
npubnusutensHo 0,5 Mac.% oTHOCHTENbHO O0IIEeil Macchl TabaeTku quoKcHaa KpeMHus, u (ii)
npubnusuTensHo 0,5 Mac.% OTHOCUTENBHO O0IIeil MacChl TAONETKU CTeapaTta MarHusl.

Cnocobvl nevenus

[000165] Coenunenne Gopmyibl (I) sBusercss maruoburopom c-KIT mmpokoro cnekrpa
neiictBusi. PaccTpoiicTBa, mogmaroimuecs jedeHuto coenuHerreM (Gopmynel (I), BKIFOYArOT, He
OrpaHUYMBASCh TEPEYHUCIEHHBIM. CTPOMAJIbHBIE OIMYyXOJH JKETyJIOYHO-KHIIEYHOTO TpPaKTa
(GIST), crTpoMajnpHBIE ONyXOJH JKEJIYJOYHO-KUIIeuHOro Ttpakrta ¢ agedumurom NF-1,
CTPOMAJTIbHBIE OIMYXOJIH JKEJTYJOYHO-KHIIEYHOI'0 TPaKkTa ¢ Ae(PULUTOM CYKLHUHATAECTHAPOTeHAa3bI
(SDH), cTtpomayibHBIE ONYyXOJHU JKEIYAOYHO-KUIIEYHOro Tpakta, oOycnosieHHbie KIT,
CTPOMAJIbHBIE OIYXOJIN JKETyIOYHO-KHIIEUHOro TpakTa, odycnosineHHsle PDGFRA, menanomy,
OCTPBIN MUEJIOUIHBIN JISHKO3, OMyXOJH 3aPOBIIIEBbIX KJIETOK CEMUHOMbBI UJIH TUCTEPMUHOMBI,
MAaCTOLUTO3, TYYHOKJIETOYHBIM JIEMKO3, aA€HOKapLUHOMY JIETKOro, IJIOCKOKJIETOYHBIN pak
JIETKOT0, TINO0IACTOMY, INIHOMY, JETCKYIO [NIHOMY, aCTPOLIMTOMBI, CAPKOMBI, 3JI0KAUYECTBEHHYIO

capkoMy 000J04eK mepruepruuecKiXx HEPBOB, UHTUMAJIbHBIE CAPKOMBI, TUMEPI03UHO(IIIbHBIN



64

CHHIPOM, HMAUONATHYECKUI TUMep303uHOMUIBHBIA CHUHAPOM, XPOHHYECKUN 303MHO(UIIBHBIN
JEWKO3, OCTPBI MHENOWAHBIN JIEeHKO3, CBA3aHHBIM ¢ »03uHOQMINeH, duMmpodractayro T-
KJIETOYHYIO JTUM(OMY, HEMENKOKJIETOUHBIH PaK JIETKOro, pak JIETKOro, rIH00JacTOMy, TNIHOMY,
3JIOKQYEeCTBEHHYIO CapkoMy o00oiodek nepudepudeckux HEPBOB, T'HIIEPIO3UHOPUIBHBIN
CHHJIPOM, OIyXOJIb 3apOABbIIEBbIX KieTok, oOyciosieHHyo KIT (mampumep, 3aponplieBbIx
KJIETOK sHYKa), pak Koxu, oOycnosieHHblii KIT, mno4yeyHO-KIETOUHYI0 KapLMHOMY,
obycinosnennyto KIT, pak mojoBoro ujeHa, pak mojoBoro wieHa, odycnosneHHbiii PDGFRA,
paK TpenCcTaTeNIbHOM JKeJie3bl, paK MpeacTaTeNibHOi skene3bl, oOycnoBineHHbli PDGFRA,
HEMeJaHOMHBIH pak KoxH, oOycnosiennblii PDGFRA, rmuomy, obycnosnenHyro PDGFRA,
capkomy, oOycnoenennyro PDGFRA, rmuobnacromy, oOycnosiennyro PDGFRA, pak
NOJKETyA04HOH skene3bl, oOycnoBneHHblE PDGFRA, nnm 3a0oneBanue pak Bllarajuina, pak
NPEACTaTeNIbHON JKeJe3bl, paK MOJOBOIO 4YJIEHA, HEMEJAHOMHBIN paKk KOXXKH, MEJNAHOMY WU
CapKOMy MOJIOYHOHW »KeNle3bl (HampuMep, pak BJarajuina, pak MPEeACTaTeNbHOW JKeNe3bl, pak
MOJIOBOTO 4YJIEHA, HEMEJIAHOMHBIM paKk KOXKH, MEJaHOMY MM CapKOMY MOJIOUHOH >Kene3bl C
mytanuern PDGFRB).

[000166] CooTBEeTCTBEHHO, B HACTOsALIEM JOKYMEHTE B JpPYrOM BapUaHTe
OCYIIECTBIIEHHS MPEIUIOKEH CIOCO0 JieueHus 3a00eBaHus], BHIOPAHHOTO U3 TPYIIIIbI, COCTOSIIEH
U3 CTPOMAJIBHBIX OMyXoJsed xenymouHo-kuinedHoro tpakrta (GIST), crpoManbHbIX omyxoneit
JKENyJOYHO-KUIIEYHOTro TpakTa, oOycioBieHHbIXx KIT, cTrpomanbpHBIX OmMyxonei »KeryIo4HO-
KHIIEYHOTro TpakTa, oOycioBieHHbIXx PDGFRA, mMenaHOMBI, OCTPOro MHEJIOUIHOTO JIEHKO3a,
ONMyXOJeH  3apOABbILIEBBIX  KJIETOK CEMHUHOMbl WM  JUCTEPMUHOMBI,  MAacCTOLIUTO3a,
TYYHOKJIETOYHOIO JIEWKO03a, aA€HOKapPLUHOMBI JIETKOro, IUIOCKOKJIETOYHOIO paka JIErkoro,
IJIMOONACTOMBI, TJIMOMBI, JETCKON TJIMOMBI, ACTPOLIUTOM, CApKOM, 3JI0Ka4€CTBEHHON CapKOMBI
obosouek nepudepuIecKkux HEPBOB, MHTHMAJIBHBIX CAPKOM, THIIEPIO3HHO(UIBHOIO CHHAPOMA,
UIMOTIATUYECKOTO THIEPIO3HHO(UIBHOTO CHHAPOMA, XPOHUYECKOTO 303NHO(PMIIBHOTO JIEHK03a,
OCTPOr0 MHUEJIOUIAHOTO JIEMKO3a, CBA3aHHOrO ¢ d03uHodumelt, mumpodaactHoi T-kieTodHoMH
auM(OMBI M HEMEJKOKJIETOYHOrO pakKa JIETKOTrO, Yy HYKIAKMerocss B O3TOM IALUEHTa,
BKJIFOYAIOLIMI BBEICHUE YKA3aHHOMY MALUEHTY TEPareBTUYECKH 3(P(HEKTUBHOTO KOJUUECTBA
KOMITO3UIIUH WJIH OJHOW Mk OoJiee TaONeTOK, ONMUCAHHBIX B HACTOSIIIEM JOKYMEHTE.

[000167] Taxxe B HacTOALIeM MAOKYMEHTE B JpPYroM BapHaHTE OCYLIECTBICHMUS
Npe/JIO’KeH Ccrnoco0 JieueHwWst 3a00JeBaHWs, BBIOPAHHOTO W3 TPYMIbL, COCTOSMICH W3
CTPOMAJIBHBIX OMyXOJieH kenynodyHo-kuimedHoro tpakra (GIST), crpomampHBIX oOmyxoneit
KENyJOYHO-KUIIEYHOTro TpakTa, oOycioieHHbIXx KIT, cTrpomanpHBIX OmMyxoneil Kemyno4HO-
KHIIEYHOro TpakTa, oOycnmomineHHbix PDGFRA, paka nerkoro, rimoOgacTOMBI, TJIHOMBI,
3JIOKAYEeCTBEHHON CapKOMBI O0OJIOYEK Nepu(pepudIeckux HEPBOB U THUIEP303MHO(PHIBHOTO
CHUH/IPOMA, Y HY>KAAIOIIErocsl B 3TOM NALMEHTa, BKIIOYAIOIIHH BBEIeHUE YKA3aHHOMY MaLUeHTy
TepaneBTHUeCKH 3(P(HEKTUBHOrO KONMMYECTBa KOMITO3WULMM WJIM OJHOW min Oonee TabNETOK,
ONMCAHHBIX B HACTOSIIEM JOKYMEHTE. B HEKOTOPBIX BapuaHTaxX OCYLIECTBIEHHs 3a0oyeBaHUe
MPeICTaBiIsieT COOO0H CTPOMAaJIbHBIE OIMYyXOJIH JKeIyA0UHO-kuimeyHoro Tpakra (GIST).

[000168] Taxxe B HacTOALIEM MAOKYMEHTE B JPYrOM BapHaHTE OCYLIECTBICHMUS
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npeasioskeH crocod neueHust 3a00eBaHus], BHIOPAHHOTO M3 TPYIIBI, COCTOSINEH M3 OMyXOJH
3apOJBILIEBBIX KIETOK, oOycnoBnenHo KIT (Hampumep, 3apoibllIeBbIX KIIETOK SIMUKA), paka
koxu, obycnosnenHoro KIT, mnm modedHo-kiaeTouHoN kapruHoMel, oOycnosineHHoi KIT, y
HY>KAAIOIIErocss B 3TOM MALUEHTa, BKIKOYAIOLIMI BBEJEHHE YKAa3aHHOMY MALMEHTY
TepaneBTUUECKH 3(PPEKTUBHOrO KOJMYECTBA KOMITO3MLIMH WIM ORHOW miu Oonee TableTok,
ONMCAaHHBIX B HACTOALLIEM JOKYMEHTE.

[000169] Taxxe B HacTOALIEM AOKYMEHTE B JPYroM BapHaHTE OCYLIECTBICHHUS
NpeaNIokKeH Crnocod JiedeHus: 3aboseBaHusi, BBIOPAHHOTO W3 TPYIIIBL, COCTOSLICH M3 paka
NOJIOBOTO 4JIEHA, paka mojioBoro wieHa, odOycimosnenHoro PDGFRA, paka npencrarenbHOI
JKEeJe3bl, paka MpeacTaTebHOU skeje3bl, obycioBneHHoro PDGFRA, HemenaHOMHOro paka
koxu, oOycnoBienHoro PDGFRA, rawombr, ofycnosinenHoii PDGFRA, capkowmbl,
obycnosnennoit PDGFRA, rimmobnacromsel, oOycnosnennoii PDGFRA, wmm  paka
NOJKEYAO4HOM >kene3bl, oOyciosinerHoro PDGFRA, y Hyxnaromerocs B 3TOM MaIMEHTa,
BKJIFOUAIOIMI BBEACHUE YKA3aHHOMY IMALUEHTY TEPareBTHUECKH 3(P(EKTUBHOIO KOJHMUYECTBA
KOMITO3UILIH WJIH OJHOU Mtk OoJiee TabJIeTOK, ONMCAHHBIX B HACTOSIIEM JJOKYMEHTE.

[000170] Taxxe B HacTOALIEM MAOKYMEHTE B JPYrOM BapHaHTE OCYLIECTBICHMUS
npeasioskeH crocod sedeHus 3abonesanust ¢ myrauuein PDGFRB, BpIOpaHHOrO W3 rpymibl,
COCTOsIIleW W3 paka Barajuina, paka MpPEeACTaTeIbHOW >Kele3bl, paka IIOJIOBOTO YJIEHa,
HEMEJIAHOMHOIO PaKka KOKH, MEJIAHOMBI WJIM CAPKOMbI MOJIOYHOMN KeJe3bl, Y Hy KAAIOLIErocs B
5TOM TMAaLMEHTa, BKIIOYAIOLIUI BBEAEHHE YKAa3aHHOMY MAalMEeHTy TepaneBTUYECKU
3¢ (PexTUBHOrO KOJUYECTBA KOMITO3WULMU WJIM ONHOW WM Ooyiee TaOJETOK, OMUCAHHBIX B
HACTOSALIEM TOKYMEHTE.

[000171] B HexkOTOpbIX BapHaHTaX OCYLIECTBJICHUS B HACTOSINEM JOKYMEHTE
npemsiokeH crnocod neueHus 3aboseBanuii, oOycnosneHHbIXx MyTtauusavu KIT umm myrammsvu
PDGFRA, y Hy>xaarommerocst B 5TOM NalMeHTa, BKIIOYAIOIUN BBeIeHHEe YKa3aHHOMY MallHeHTY
TepaneBTHUeCKH 3(P(HEeKTMBHOrO KOJIMYECTBa KOMIIO3ULIMM MJIM ONHOW wiu Ooyee TaONeTok,
OMMCAHHBIX B HACTOSIIEM AOKyMeHTe. B HEKOTOpBIX BapHaHTaX OCYILIECTBJICHUs B HACTOSIIEM
JOKYMEHTE TPEMJIOKEH Crocod JyiedeHus: 3aboseBaHuii, oOycnoBneHHbIX Mytauusimu KIT wu
mytauusmu PDGFRA, y Hyxparomerocs B 3TOM [allME€HTa, BKIIOYAIOI[UNA BBEIEHHE
YKa3aHHOMY MALUEHTy TEPareBTU4YeCKU 3(P(PEKTUBHOTO KOIMYECTBA KOMITIO3ULIUH WM OJHOHN
win Oojee TaONETOK, ONMUCAHHBIX B HACTOSIIEM JOKYMEHTe. B HEKOTOpBIX BapHaHTaX
OCYIIECTBIIEHHsI B HACTOSIIEM JOKYMEHTE TPEMJIONKEeH Crnocod JedeHus 3a0oJieBaHUM,
oOycnoBnenHbx MyTtauusmMu KIT wmm myranussmu PDGFRA, Bkirouast «maccaskupckuey
myTtauuu PDGFRB, y HyXaaroierocss B 3TOM MalUeHTa, BKJIIOYAKOIUN BBEAEHUE YKA3aHHOMY
NAIMEHTY TepaneBTUYeCKH 3(P(PEKTUBHOrO KOJMYECTBA KOMIIO3WLIMU WJIM ONHOH HWiM Oolee
TabJIETOK, ONMCAHHBIX B HACTOSALIEM JOKYMEHTE.

[000172] B HeKOTOpbIX BapuaHTaX OCYLIECTBJIEHHUs B HACTOSIIEM JOKYMEHTE
NpeaJIo’)keH cnoco0 JedyeHuss 3a0oneBaHus, BBIOPAHHOTO U3 TPYIIBL, COCTOSINEH U3
CTPOMAJIbHBIX ONyXoJieH kenynodHo-kuineyHoro tpakra (GIST), crpomanpHbIX oOmyxomneit

JKENyJOUYHO-KUIIEYHOTO TpakTa, o0ycioBiaeHHbIX KIT, cTpoMmanbHBIX OMyXONeHd >KelyIOuHO-
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KHIIeyHoro Tpakra, oOycnosneHHbIXx PDGFRA, wmenaHombel (Hampumep, MeJIaHOMBI,
ooycnosnennoit KIT, wmm wmenaHombl, oOycnosineHHoit PGDFRA, wim  MenmaHOMBI,
obycnosiennoit PGDFR), octporo MuenonmgHOro Jeiko3a, OMyXOJed 3apOJbIIIEBbIX KJIETOK
CEMUHOMBI WJIM JUCT€PMHUHOMBI, MACTOLMTO3a, TYYHOKJIETOYHOIO JIEHK03a, aJleHOKAPLIMHOMBI
JIETKOT0, IUIOCKOKJIETOYHOTO paka JIETKOro, TIJIMOOJACTOMBI, TJIMOMBI, JETCKOH TIJIMOMBI,
aCTPOLIMTOM, CapKOM, 3JIOKaYeCTBEHHOH CapKOMbl 00onouek nepudepudeckux HEpBOB,
UHTUMAJIbHBIX CapKoM, TUNep303UHOPHIBHOTO CHUHIIPOMA, UAMONATHYECKOTO
THIEPIO3MHOPUIBHOTO  CHHAPOMA, XPOHHUYECKOTO 303MHO(DHMIBHOrO JIeHK03a, OCTPOro
MUEJIOMIHOTO JIEHK03a, CBA3aHHOTO ¢ 303uHo(ummeli, mumpodaactaoi T-kineTounoit mumMpombl
U HEMEJKOKJETOYHOrO paka JIErKOro, y HY’KAAIOIIerocss B 3TOM MAalMeHTa, BKIIIOYAIOLIUI
BBE/ICHUE YKa3aHHOMY MAIEeHTY TePareBTHUECKH 3P PEKTHBHOTO KOJINIECTBA KOMITO3ULIH HJTH
onHOW miu Oonee TabNETOK, OMHCAHHBIX B HACTOSIIEM JOKYMEHTEe. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHsI MEJIAHOMA MPENCTABIISAET COOOH KOKHYIO MEJTAHOMY HJIH HEKOXKHYIO MEJIAHOMY.
B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS MEJIAHOMA MPEACTABISIET COOOH KOXKHYIO MEJAHOMY.
B HekoTOphIX BapWaHTax OCYLIECTBICHHMS KOXHAs MEJAHOMAa TIPENCTaBIsAeT CoOOH
MOBEPXHOCTHO-PACIIPOCTPAHSIOLIYIOCSI ~ MEJaHOMY,  Y3JIOBYIO  MEJaHOMy,  akKpajbHO-
JIEHTUTMHO3HYI0 MEJaHOMY HJIM aMeJaHOTHUYECKYI0 U JAEeCMOIUIACTUYECKYI0 MenaHoMmy. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHHs MEJTaHOMA MPEACTABIsIET COOONH HEKOXHYIO (HEKO)KHOM
JOKaJM3alluyi) MeNaHOMYy. B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHHS HEKOXKHAas MeJaHOMa
NPEACTaBIsieT COOOH MeNaHOMY IJla3a WIM MEJaHOMYy CIH3HCTBIX obonouek. B HekoTopbIx
BapHaHTaX OCYIIECTBJIEHUs 3a00JieBaHMe BBI3BAHO KHHA3HOW akTHUBHOCTBIO C-KIT w/mmu
PDGFRA, w/unum uX OHKOreHHbIMH (opMamMu. B HEKOTOpBIX BapHaHTAax OCYIIECTBJICHUS
3a0ojeBaHre BBIOPAHO W3 TIPYINBI, COCTOSINEHl W3 OMYyXOJH 3apOABILIEBBIX  KIETOK,
obycinosnennoit KIT (Hampumep, 3apOABIIIEBbIX KJIETOK SHUYKA), paka KOXKH, OOYCJIOBJIEHHOTO
KIT (mampumep, MIOCKOKJIETOUHOH KapLUHOMBI KoxH, oOycnosnenHoi KIT, xapruHOMBI 13
kyetok Mepkensi, obycnosnenHoi KIT, yBeanbHOI MelaHOMBI, HEMEJIAHOMHOI'O paka KOKH),
WIM TIOYEYHO-KJIETOYHON KapuuHOMBbI, oOycioBienHoit KIT (Hampumep, mo4evHO-KJIETOYHOMH
KapLHHOMBI, XPOMO(OOHOH MOYEYHO-KIETOYHOW KapUUHOMBI). B HEKOTOpBIX BapuaHTax
OCYIECTBIIEHHsI 3a00JIeBaHIE BHIOPAHO M3 TPYMIIBL, COCTOSIIEH M3 paka MOJIOBOTO WIEHA, paka
nojoBoro wieHa, oOyciosnerHoro PDGFRA, paka mnpexacraTenbHOW JKenes3bl, paka
npencTaTeNnbHON  skene3bl,  oOycioBneHHoro PDGFRA, HemenaHOMHOrO paka  KOXH,
obycnosnennoro PDGFRA, rimowmsl, obycnonennoit PDGFRA, capkomel, 00ycioBIeHHOI
PDGFRA, rmmobnacromsl, oOycnoeinenHoii PDGFRA, wiam paka TNOIKETyIOYHOH SKENe3bl,
obycnosienHoro PDGFRA. B HekoTOphIX BapraHTaX OCYLIECTBIICHHs 3a00JIeBaHIE ¢ MyTallHen
PDGFRB BbIOpaHO U3 rpymibl, COCTOSIIIEH U3 paka Barajiwina, paka MmpencTaTeIbHOMN JKele3bl,
paka IMOJIOBOTO 4YJI€Ha, HEMEJIAaHOMHOIO paka KOKM, MEJaHOMbl HIJIM CapKOMbI MOJIOUHOM
JKeJe3bl

[000173] Taxxe B HacTOALIEM MAOKYMEHTE B JPYrOM BapHaHTE OCYLIECTBICHMUS
NPEAJIOKEHO TPUMEHEHHE KOMIO3MLIMK UM TaOJETOK, OMMCAHHBIX B HACTOALIEM JOKYMEHTE,

AJIs1 TIOJTYUCHUS JICKAPCTBEHHOI'O CPpEACTBA IJIA JICUCHUA 3a6OJ'IeBaHI/I$I, Bbl6paHHOFO U3 I'pyHIibl,
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COCTOSILIIEH U3 CTPOMAJIBHBIX OMyXOJIeH KemyaodHo-kuinedHoro tpakra (GIST), crpomanbHbIX
OIyXOJIeH KEeNMyJOYHO-KUIIEYHOro TpakTa, obOycnoBneHHbIXx KIT, cTpomanpHbIX oOmyxonei
JKEIyJOUYHO-KUIIEYHOTO TpakTa, o0ycnoBieHHbIXx PDGFRA, MenaHOMBI, OCTPOro MHEIOUHOTO
JeiKo3a, ONyXOoJed 3apOABILIEBBbIX KIETOK CEMUHOMbI WJIM AMCTEPMUHOMBI, MacCTOLIUTO3a,
TYYHOKJIETOYHOIO JIEHKO03a, aJ€HOKAPLIUHOMBI JIETKOTO, IJOCKOKJIETOUYHOTO paka JIEerkoro,
rJ00IaCTOMBI, TJIHOMBI, IETCKOW TJIMOMBI, aCTPOLIMTOM, CApKOM, 3JIOKAYECTBEHHOW CapKOMBI
obosouek nepudepuIecKux HEPBOB, HHTHUMAJIBHBIX CAPKOM, 'HIIEP3O3MHOPMIBHOIO CHHIPOMA,
UIHOTIATUYECKOTO TUIEPIO3UHOPUIBHOTO CHHAPOMA, XPOHHYECKOTO 303UHO(PUIBHOTO JIEHKO3a,
OCTPOT0 MHUEJIOMJIHOTO JIEWK03a, CBS3aHHOTO ¢ »03uHOopuimed, aumdodnactaoit T-kneTouHOH
TuM(OMBI MU HEMEJIKOKJIETOUHOTO paka JIErKOro. B HEKOTOpPBhIX BapHaHTaX OCYIIECTBIICHUS
NPEIJIOKEHO TIOyUeHHe JIEKAPCTBEHHOTO CPEACTBA IS JieueHUs 3a00JIeBaHMs1, BBIOPAHHOTO M3
TPYIIBL, COCTOSIIIEH M3 CTPOMAIBHBIX OMyXoJieH kenynodHo-kumedHoro tpakra (GIST),
CTPOMAJIBHBIX OIYXOJIEH JKeNyAOYHO-KUIIEYHOro Tpakta, odycnosneHHbIXx KIT, cTpomanbHbIX
OMyXOJIeH  JKeIyIOYHO-KUIIEYHOro Tpakra, oOycnoeneHHbix PDGFRA, paka nerkoro,
IJTHOONACTOMBI, TJIMOMBI, 3JIOKAYECTBEHHOW CapKOMbl 000yioueKk mnepuepudecknx HEPBOB H
THITEP303UHOPHIBHOTO CHHAPOMA.

[000174] Amopdnas dopma coenuHerns Gopmydsl (1), IMeroLIast YUCTOTY MO JAHHBIM
BD2XX Gonee 95%, xak OmMCaHO B HACTOALIEM JOKYMEHTe, siBjsiercsi mHruouropom c-KIT
LHIMPOKOrO CIHEeKTpa JeHCTBUs. B HEKOTOpbIX BapuaHTaX OCYLIECTBJIEHUS B HACTOALIEM
IOKYMEHTE TPENJIOKeH Crocod JeueHHus 3a00IeBaHusl, BBIOPAHHOTO U3 TPYIIIBI, COCTOSINEH 3
CTPOMAJIbHBIX OMNyXoJied kenynouHo-kuineyHoro tpakra (GIST), crpomanpHBIX oOmyxomneit
JKENyJOUYHO-KUIIEYHOro TpakTa, oOycioBieHHbIXx KIT, crpomanbHbIX Omyxonei »emynouHO-
KUIIeYHOro Tpakra, oOycnosneHHbIXx PDGFRA, menanomel (Hampumep, KOXHOH METaHOMBI,
HEKOXKHOW MeNIaHOMbI, MenaHoMbl, oOycnoBneHHoW KIT, wiu menaHoMbl, 00yCJIOBJIEHHOM
PGDFRA, wumu wmenanomsl, oOyciosienHoit PGDFR), ocrporo muenongHOro neikosa,
OMyXOJIeH  3apOABIIIEBBIX  KJIETOK CEMHUHOMbl WM  JUCTEPMHUHOMBI,  MAacCTOLIUTO3a,
TYYHOKJIETOYHOTO JIeWKO03a, aJe€HOKAPLHUHOMBI JIETKOrO, IJIOCKOKJIETOUHOTO paka JIEerkoro,
TJTHOONACTOMBI, TJIMOMBI, JETCKOH TJIMOMBI, ACTPOLIUTOM, CAPKOM, 3JIOKaYECTBEHHOH CapPKOMBI
obonouek nepudepruuecKux HEPBOB, UHTUMAJIBHBIX CAPKOM, THIIEPI03UHOPUIBHOTO CHHIPOMA,
UIUOTIATHYECKOTO TUIEPI03UHOPMIBHOTO CHHAPOMA, XPOHHYECKOTO 303UHO(PUIIBHOTO JIEHKO3a,
OCTPOr0 MHUEJIOMJIHOTO JIEWKO03a, CBS3aHHOTO ¢ »03uHOGMmeH, uMpodnactHoi T-kieTouHon
TUM(OMBI U HEMENIKOKJIETOUHOTO paka JIETKOTO, BKJIIOUAOIIMN BBEIEHHE HYKIAOIIEMYCs B
5TOM TMALUEHTy TepaneBTHYeCKH 3PPEeKTUBHOrO Kojmuyectsa coenuHeHus ¢opmyisl (1),
UMEoIIEero 9YucToty no naHHsM BOXKX Gonee 95%. B HEKOTOPBIX BapHaHTaxX OCYILIECTBICHUS
3a0oJyieBaHKEe BbI3BAHO KMHA3HOW akTUBHOCTBIO C-KIT w/uaun PDGFRA, w/uan ux OHKOr€eHHBIMU
¢opmamu. B HEKOTOpPBIX BapuaHTaX OCYIIECTBICHUS 3a00yieBaHHE NPEACTaBIsIET COOOi
CTPOMaJIbHbIE OIyXOJH KenynouHo-kumedHoro tpakra (GIST). B HekoTopsIX BapuaHTax
OCYLIECTBJIEHUs 3a00JeBaHHe MPEACTAaBIsAET COOONH CTPOMAJbHBIE OIYXOJIH >KENyAOYHO-
KUIIEYHOro TpakTa, oOycnoBieHHele KIT. B  HeEKOTOpbIX BapumaHTaX OCYIIECTBIICHUS

3a00JeBaHle MPEACTaBIseT COOOI CTPOMAJbHBIE OMYXONU >KEIyJOYHO-KHIIEYHOrO TPAKTa,
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oOycnoBnennole PDGFRA. B HekoTOpbIX BapuaHTax OCYILIECTBIECHUS 3aboieBaHue
npeAcTaBsieT coOOH pak Jierkoro. B HEKOTOPhIX BapHaHTaX OCYLIECTBIEHHs 3a0oieBaHUe
npenacTaBisier co0oi rmuodjacToMy. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUs 3a0OJieBaHHE
npeAcTaBsieT co0oi rauoMy. B HEKOTOpBIX BapuaHTax OCYIIECTBJIEHUs 3a0oieBaHue
npencTaBisieT CoOOH 3JIOKAYECTBEHHYIO capkoMmy obonouek mnepudepudeckux HepsoB. B
HEKOTOPBIX BapHUaHTaX OCYILECTBIIEHUS 3aboseBaHue NpPEeACTaBISAET coboi
TUNEP303UHOPIIIBHBIA CHHAPOM. B HEKOTOPBIX BapHaHTax OCYLIECTBJICHUs B HACTOSIIEM
JIOKYMEHTE MpPEIOKEH Croco0 JICUeHUs WM TMPEenyNnpekIeHUs OMOCPEIOBAHHOTO KHHA30M
PDGFR pocra onyxonu WiIM MNPOTPECCUPOBAHUS OIYXOJH, BKJIOYAKOUIUN BBEIEHUE
HY KIAIOLIEMyCsl B 3TOM TALIUEHTy TepPaneBTHYECKH 3(P(PEKTUBHOIO KOJMYECTBA COENUHEHHSI
dopmyasl (I), umeromero yuctoty no ganHeiM BOXKX Gonee 95%.

[000175] B  HEKOTOpPBIX BapuUaHTaX OCYIIECTBJICHUS POCT OMYXOJH WU
MPOTrPECCUPOBAHNE OMYXOJH BbI3BaHbI cBepxdkcnpeccuelt kuHa3bl PDGFRo, onkorennbimu
mucceHc-myTtanusimu - PDGEFRo, OHKOTEHHBIMU — JleeluOHHbIMU ~ MyTanmsimu  PDGEFRa,
OHKOTe€HHBIMH TiepecTpoiikamu reHa PDGFRa, npusonsmumu k ciuteiM Oenkam PDGFRa,
BHYTPUT€HHbIMH JiestenusiMu PDGFRo. BHYTPU paMKH CUUTBIBAHUSI W/HMJIM OHKOTE€HHOH
ammuinukanuein resa PDGFRo. B HEKOTOPBIX BapUaHTaX OCYINECTBJICHUS] COEAMHEHHUE
dopmynbr (I), umeromee uucrory mo nmanHbiM BDOXX Oomee 95%, BBOmAT mMalMeHTY,
CTpalalolIeMy pPaKoOM, TI€ pak TPENCTaBiseT COOOW CTPOMANIbHBIE OIyXOJH KENTyIOYHO-
KHIeyHoro tpakra, obycnosneHasle PDGFRA, afneHokapimHOMY JIEKOTO, IIOCKOKJIETOYHBIN
paK JIErKOro, rno0IacToOMy, IIHOMY, AETCKYIO TJIHOMY, aCTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE
ONMyXONMH  JKENyAOYHO-KUIIEYHOTO  TPaKTa,  3JOKAYECTBEHHYIO  CapkoMy  00OJoYeK
nepupepuyeckux HEPBOB, MHTUMAJbHbIE CAPKOMBI, THUIEPIO3MHOPHUIBHBIA  CHHIPOM,
UIMONIATUYECKUI TUIePI03NHOPMIIBHBI CHHAPOM, XPOHUYECKHH S03MHO(DHIBHBIA JIEHKO3,
OCTpBIIl MUEJIOMTHBIH JIEHKO3, CBSI3aHHBIH ¢ 303uHOGUINeH, i tuMpodnactayo T-KIeTouHyo
muMmpomy. B HEKOTOpBIX BapwaHTaxX OCyLIECTBIeHHs 3a00JieBaHUE TPEACTaBiIsieT COOOit
CTPOMaJIbHbIE OMyXOJIU JKenynouHo-kumeyHoro tpakta (GIST), obycnosnennsie PDGFRA. B
HEKOTOPBIX BapHAHTaX OCYLIECTBJICHUS 3a0oyieBaHHE NpeAcTaBisier coboil pak jerkoro. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHUS 3a00JieBaHHE MpencTaBisieT codoil rimmobmacromy. B
HEKOTOPBIX BAapUAHTaX OCYINECTBJIEHUs 3aboyieBaHue TmpencraBiser coboit rmomy. B
HEKOTOPBIX BapHUAHTAaX OCYINECTBJICHUS 3a00JEBaHUE MPEACTABISET COOOH 3JI0KAYECTBEHHYIO
capkomy oOosiouek mnepudepruuecKux HEPBOB. B HEKOTOPBIX BapHAHTaX OCYLIECTBIICHHS
3a0oneBaHne MPEACTaBIsIET COOOH TUNep303MHOPHUIBHBI CHHAPOM. B HEKOTOpBIX BapHaHTax
ocymecteineHust coequHenne gopmyinel (I), rne coennnenue ¢opmynsl (I) nmeer yucrory mo
nanaeiM BOXKX Gonee 95%, BBOAST B Ka4eCTBE €QHHCTBEHHOI'O areHTa MJIM B KOMOWHALIMHU C
APYTUMHU IIPOTUBOPAKOBBIMU TepaneBTUUECKUMU areHTamu, NPOTHBOPAKOBBIMU
OMONOrMYeCKMMH TIpenaparaMy, HWHTUOUTOPAMM HMMYHHBIX KOHTPOJIBHBIX TOYEK  HUJIH
XHUMHUOTEPaneBTUUYECKUMH ar€HTaMU.

[000176] B HeKkOTOpPBIX BapUaHTaX OCYINECTBJIEHHS CIOCOOBI JICYCHHs], ONHCAHHBIC B

HACTOSIIEM JOKYMEHTE, BKIIFOUAIOT BBeJeHHe aMopdHOIl popmbl coenuHenus popmyinsl (I) mun
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comepxaiiel ee (papMaleBTUYECKOH KOMIO3MLMH HYKIAIOIEMYCs B 3TOM CYOBEKTY 10
NPOBENEHUs] XUPYPrUUECKOr0 BMEINATENbCTBA (B KayeCTBE HEOAAbIOBAHTHOW Tepamuu).B
HEKOTOPBIX BapHUaHTax OCYIIECTBJIEHHS CIOCOOBI JIEUEHHs, OIMCAHHbIE B HACTOSIIEM
JIOKYMEHTE, BKJIIOYAIOT BBEJEHHE KOMIO3MLIMU coenuHeHus (opmyner (I), onmcaHHONH B
HACTOSIIEM JOKYMEHTE, HYXXAIOLIEMYCsl B 3TOM CyOBEKTY IOCIE MPOBEASHUS XUPYPrHUECKOTO
BMELIATENIbCTBA (B KAYECTBE aABIOBAHTHON TEPAITUH).

[000177] Amopduas popma coenunaenust Gopmyisl (1), He coneprkamas 0OHAPYKUMBIX
KOJINYECTB KaKOW-JIMOO KPUCTAJUTUMYECKOH (OPMBI, KaK OMHCAHO B HACTOSINEM JOKYMEHTE,
spisiercss uHruoutopom c-KIT mmpokoro cmektpa neiictBus. B HEKOTOpPBIX BapHaHTax
OCYIIECTBJIEHHsI B HACTOALIEM JOKYMEHTE MpPEIJIOKEH Crocod JiedeHus 3aboJeBaHus,
BBIOPAHHOTO U3 TPYIIIBL, COCTOSIIEH 3 CTPOMAJIBHBIX OMyXOJIEH KNy JOYHO-KUIIEYHOTO TPAKTa
(GIST), cTpoMaNbHBIX OIMyXOJIeH KEeNyIOYHO-KHIIEYHOro TpakTa, oOyciosieHHbx KIT,
CTPOMAJIbHBIX ~ OMYyXOJieH  JKeNyJOYHO-KUIIEYHOro Tpakra, oOycnoBieHHbx PDGFRA,
MEJIAaHOMBI (HampuMep, KOXKHOH METaHOMBI, HEKOXKHOH MEJIaHOMbBI, MEJIAaHOMBI, 00yCIOBIEHHON
KIT, wnu menanomsl, oOycnosiennoii PGDFRA, wnu menanomsbl, oOycnosnenHoit PGDFR),
OCTPOrO  MHUEJIOUIAHOIO JIEWKO03a, ONyXOJeHd 3apOoIbILIEBbIX KIETOK CEMHUHOMBI WU
JUCTEPMHUHOMBI, MAacCTOLIUTO3a, TYYHOKJIETOUHOIO JIeHKO3a, aJleHOKapLMHOMBI JIETKOTO,
TUTOCKOKJIETOYHOTO paka JIETKOro, TJIHOOJacTOMBI, TJHOMBI, AETCKOH TJIHOMBL, aCTPOLUTOM,
CapKOM, 3JIOKAQUeCTBEHHOH CapKOMbl 000iouek mnepudepruuecKux HEPBOB, HHTUMAJIbHBIX
CapKkoM, THUNEP303MHO(PHIBHOIO  CHHAPOMA, HAMONATUYECKOrO  THIEP303UHOPUIBHOTO
CHHIPOMA, XPOHHUYECKOTO HO3MHO(PHIBHOIO JIeHK03a, OCTPOr0 MMEJOUAHOIO JIEWKO03a,
CBSI3AHHOTO C 303uHOdmMel, tumdpodnacTHoN T-ki1eTouHON JTUMEGOMBI U HEMEJIKOKJIETOUHOTO
paka JIErKOro, BKJIIOYAIOIIMM BBEICHUE HYXKAAIOIIEMYyCsl B 5TOM MALMEHTy TepaneBTUYECKU
s¢dexTuBHOrO Konmuecrsa coenuHeHus Gopmynbl (I), He coxepkammero OOHAPYKMMBIX
KOJIMYECTB KAKOH-TMOO0 KpHCTAUIN4eCKOH (opMbl. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS
3a00JieBaHKEe BbI3BAHO KHHA3HOM akTUBHOCTHIO C-KIT w/uan PDGFRA, u/uan ux OHKOr€HHBIMU
dopmamu. B HEKOTOpBIX BapUaHTAaX OCYIIECTBJICHUs 3a0o0jieBaHHE TPENCTABIsAET COOOI
CTPOMAJIbHBIE OIMYXOJH KenynouHo-kuineyHoro tpakta (GIST). B HekoTophIX BapuaHTax
ocylecTBlieHHsT 3a00JieBaHUE TIPEACTABIIeT COOOW CTPOMAJBHBIE OMYXOJH JKEIyAOYHO-
KHUIIEYHOTO TpakTa, oOycnoBieHHele KIT. B  HEKOTOphIX BapuaHTax OCYLIECTBIEHHS
3a0oneBaHne MPEACTaBIseT COOOM CTPOMANIbHBIC ONMYXOJU JKEJIyAOYHO-KHUIIEYHOIO TPAKTa,
oOycnoBnennole PDGFRA. B  HekoTOpbIX BapuaHTax OCYILIECTBICHUS 3aboieBaHue
npeAcTaBsieT coOOi pak Jerkoro. B HEKOTOPhIX BapHaHTaX OCYLIECTBICHHs 3a0oieBaHUe
npeacTaBisier coboil rmuodiacToMy. B HEKOTOpPBIX BapWaHTaX OCYIIECTBJICHUs 3a00JieBaHUE
npeAcTaBisieT co0OH TiaMoMy. B HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHHUS 3aboieBaHue
NPEACTaBIsIET COOOW 3JIOKAUECTBEHHYIO CapKoOMy oOonouek nepudepudecknx HepeoB. B
HEKOTOPBIX BapHUaHTax OCYIIECTBJIEHUS 3a0oneBaHue NPECTaBIISAET coboit
TUNEP303MHOPMIbHBIA CHUHAPOM. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIEHHUS B HACTOSIIEM
JIOKYMEHTE MpPEIOKEH Croco0 JIeUeHUs WIM TPenyNpekAeHUs OMOCPEIOBAHHOIO KHHA30M

PDGFR pocra onyxonu WiIM MPOrPEeCCUPOBAHUS OINYXOJH, BKJIOYAKOLIUNA BBEIEHUE
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HY>KIAIOLIEMyCsl B 3TOM TaLIMEHTy TepaneBTHYECKH >(PPEKTUBHOIO KOJUUECTBA COEAMHEHUS
¢dopmyner (), He comepskamero OOHAPYKHUMBIX KOJHYECTB KAKOH-THOO KPUCTAIIMYECKOH
¢opmbl. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHHS POCT OIYXOJH HWJIHM IPOrPEeCCUpPOBAaHUE
ONyXOJNH BbI3BaHBI cBepxskcnpeccueil kuHa3bl PDGFRa, OHKOr€HHBIMH MHCCEHC-MYTalUsIMU
PDGFRo, OHKOTEHHBIMU J1€TeUOHHBIMUA MyTauusiMu PDGERa, OHKOT€HHBIMH TTePeCTPOHKaMH
reHa PDGFRo, npusopsamumu k ciutbiM OenkamM PDGFRa, BHyTpureHHbsIMH OenenusMu
PDGFRa BHYTpU paMKH CUUTBIBAHUSI WM OHKOreHHOH ammumdukanuedn rena PDGFRa. B
HEKOTOPBIX BapUaHTax OCYyIIeCTBIeHUs coeauHenue ¢opmynbl (I), He comepskaliee
OOHApPYKUMBIX ~ KOJIMYECTB KAKOW-JIUOO KPUCTAUIMYECKOH (OPMBI, BBOAST MALUEHTY,
CTpaialoLIeMy pPaKOM, TAe pak MPENCTaBIsAeT COOOW CTPOMANIbHBIE OIYXOJH KENTyIOYHO-
KHIeyHoro Tpakra, obycnosnernabsie PDGFRA, aneHOkapimHOMY JIETKOTO, MIIOCKOKJIETOYHBIN
paK JIETKOTO, TINO0IACTOMY, TIIHOMY, IE€TCKYIO TJIHOMY, aCTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE
ONMyXOJMU  JKENYAOYHO-KUIIEYHOrO  TPAKTa,  3JOKAYECTBEHHYIO  CapKkoMy  00OJOYeK
nepupepuIecKux HEPBOB, HMHTHUMAJbHBIE CAPKOMBI, THIEPIO3HMHO(PIIBHBIA  CHHIPOM,
UIMOTIATUYECKUN TUIEP303MHOPHMIBHBIA CHHAPOM, XPOHHUYECKHUH S03MHOQUIBbHBIN JIEHKO3,
OCTPBI MUEJIOWTHBIN JIEHKO3, CBI3aHHBIN ¢ d03uHO(IINeH, i tuMbodnacTHyo T-KIeTOYHYIO
muMpomy. B HEKOTOpBIX BapHaHTax OCYLIECTBICHHs 3a00JieBaHUE NPEACTaBIsIET COOOi
CTPOMaJIbHbIE OIMyXOJNH JKenynouHo-kumeyHoro tpakta (GIST), obycnosnennsie PDGFRA. B
HEKOTOPBIX BapHAHTax OCYIIECTBJICHUS 3a0oyieBaHHE NpeAcTaBiIsieT coOoil pak jerkoro. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS 3a0o0yieBaHHE NpencTaBisieT coOoil ramobmacromy. B
HEKOTOPBIX BapHAaHTaX OCYIIECTBJICHUs 3a0oyeBaHHe IpencTaBinser coboit riamomy. B
HEKOTOPBIX BapUAHTAaX OCYINECTBJIEHUs 3a00JE€BaHUE IMPENCTABISAET COOOH 3JI0KaYECTBEHHYIO
capkoMy oOonodek mnepupepudeckux HEepBOB. B HEKOTOPBIX BapHAHTaX OCYIIECTBICHUS
3a0oJeBaHNe MPENCTaBIsIeT cOOON TMHEePI03MHO(PUIBHBIN CHHAPOM. B HEKOTOpBIX BapHaHTax
ocymectsienus coenuneHne ¢opmynst (I), rme coemunenne Qopmynsr (I) He comepxkuT
OOHApPYKUMBIX KOJHMYECTB KAKOW-JIUOO KPHUCTAIMUECKOW (HOPMBI, BBOISAT B Ka4yeCTBE
€IMHCTBEHHOTO areHTa WJH B KOMOWHAIIMU C APYTUMH MPOTHBOPAKOBBIMH TEPANIeBTHYECKIMHU
areHTaMH, TPOTHBOPAKOBBIMU OHOJOrMYECKHMMH MpernapataMi, HHTHOUTOPAMHU HMMYHHBIX
KOHTPOJIBHBIX TOYEK HJIM XMUMHOTEPAIIEBTUYECKUMHU areHTaMH.

[000178] AmopdHas dpopma coequnenus: popmysl (1), conepkamas He Oonee 5 mac.%
KaKoH-mnb0 KpucTammyeckor (OpMBbI HITH He cozeprkaiiast 0OHapyKUMOTO KOJIUMYeCTBa KaKOM-
00 Kpuctajumdeckoit Qgopmsel coenuHeHust (opmynbel (I), kKak OMMCAaHO B HACTOSIIEM
nokymenre, sBisiercs uHruouropom c-KIT mupokoro crekrpa pelcTBusi. B HekoTOpbIx
BapHUAHTAX OCYILIECTBIICHHS B HACTOSIIEM JOKYMEHTE MPENJIOKeH croco0 JiedeHns 3a00IeBaHus,
BBIOPAHHOTO W3 TPYIIIBL, COCTOSIIEH U3 CTPOMAJIbHBIX OIMyXOJIeH KeJyJOYHO-KULIEYHOTO TPAKTa
(GIST), cTpomMaibHBIX OMyXOJIeH KEeJNIyZOYHO-KHUIIEYHOro TpakTa, oOyciosieHHbx KIT,
CTPOMAJIBHBIX ~ OMyXOJieH  JKeNyJOYHO-KUIIEYHOro Tpakra, oOycioBieHHbIx PDGFRA,
MEJIAHOMBI (HaIrpuMep, KOXKHOH METaHOMBI, HEKOXKHOW MEJaHOMBI, MEJIAHOMBI, 0Oy CIIOBIIEHHON
KIT, wnu menanomsl, oOycnosinennoii PGDFRA, wnmu menanomsbl, oOycnosiennoit PGDFR),

OCTPOrO  MHUEJIOMAHOIO JIEWKO03a, OIyXOJeld 3apOIbILIEBbIX KIETOK CEMHUHOMBI WU
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OUCTEPMUHOMBI, MACTOLIUTO3d, TYYHOKJIETOYHOIO JIEWKO3a, aJE€HOKAPLUHOMBI JIETKOTO,
IUIOCKOKJIETOYHOTO paka JIETKOro, IIIMOOJacTOMBI, TJIMOMBI, JE€TCKOW TJIMOMBI, aCTPOLUTOM,
CapKOM, 3JIOKAQUeCTBEHHOH CapKOoMbl 00o0iouek mnepudepruuecKux HEPBOB, HHTUMAJIbHBIX
CapKkoM, THUNEPI03MHO(PHUIBHOIO  CHHAPOMA, HAMONATUYECKOrO  THIEP303UHOPUIBHOTO
CHUHIPOMA, XPOHUYECKOTO HO3MHO(PUIBHOrO JIeHK03a, OCTPOro MHEJOUAHOIO JIEWKO3a,
CBSI3aHHOTO ¢ do3uHOodmnuedt, gumdodnactHor  T-kneroyHoit  gumdombr  wim
HEMEJIKOKJIETOYHOI'O paka JIErKOro, BKJIFOUAIOLINM BBEIEHUE HYKAAIOLIEMYCsl B 3TOM MaLUEHTY
TepaneBTruecku dpdexTuBHOroO KonmmyecTBa coequnenus: Gpopmysl (I), conepkainero He donee
5 wmac.% xakoi-mbo KPHUCTAUTUYECKOH (OPMbI WM HE CoAep:Kamero OOHApyKUMOTO
KOJIN4eCTBa Kakoh-mubo kpucramamueckon (opmer coenunenus ¢opmynsl (I). B HekoTophIX
BapHaHTaX OCYIIeCTBIeHUs 3a00JieBaHMe BBI3BAHO KHHA3HOW akTHUBHOCTBIO C-KIT w/umu
PDGFRA, w/unum ux OHKOreHHbIMH (opMamMu. B HEKOTOpBIX BapHaHTax OCYIIECTBIICHUS
3a0oneBaHne TPEACTaBIsAeT COOOW CTPOMAJBHBIE OIMYXOJH JKEMYAOYHO-KHUIIEYHOTO TPAaKTa
(GIST). B HekOoTOpbIX BapHaHTaxX OCYINECTBJICHUS 3a00JeBaHHE TMPEACTaBIsieT COOOi
CTPOMAaJIbHBIE OIYXOJIM JKEeNyJOYHO-KUIIeYyHoro Tpakra, obycnoeneHHble KIT. B HekoTOpBIX
BApUAHTAaX OCYIIECTBJIICHUS 3a00JI€BaHHE TMPENCTABIsAET COOOW CTPOMAJIbHBIE OIMYXOJH
KENyJOYHO-KUIIeYHOro Tpakrta, obycrnoeneHHele PDGFRA. B HekoTOphIX BapmaHTax
OCYIIECTBIIEHHsI 3a00JIeBaHUE MPENCTABIAET COOOH pak Jierkoro. B HEKOTOpBIX BapuaHTax
ocyIIecTBIeHHs 3a00jeBaHne MpeacTaBisier cobol rimmodiaactoMy. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHsI 3a0O0JieBaHME MpPEACTaBsieT coOONW TIiauoMy. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHsI 3a00JieBaHHE IMPEACTABIsiET COOOM 3JI0KAUECTBEHHYIO CapKoMy o00OJI04eK
nepudepuieckux HepBOB. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIEHHS 3a00J€BaHIE MTPECTABISET
co0o¥ runep303uHOGUIBbHBIA CHHAPOM. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHHUS B HACTOSILIEM
JIOKYMEHTE MPEeAJIONKEH CHOCOO JIeUeHHs] MM MPeAyNpekIeHUs ONOCPENOBAHHOTO KHHA30H
PDGFR pocra omyxoam WM DPOrpeccCUpOBaHMs OMYXOJM, BKIIOYAIOIUN BBEIAECHUE
HY’KIAIOLIEMyCsl B OTOM TALIUEHTy TepPaneBTHYECKH d(P(PEKTUBHOIO KOJMYECTBA COSINUHEHHSI
dbopmyinsl (I), conepskamero He Oonee 5 mMac.% KakoH-TUOO KPHUCTAJUIMYECKOU (HOPMBI UK HE
cozep Kaliero OOHapyKUMOTO KOJIMYECTBA KaKOH-JINOO KPUCTAJUTHYECKOH (POPMBI COSTMHEHUS
dbopmyisl (I). B HEKOTOPBIX BapUaHTaX OCYINECTBIIECHUS POCT OMYyXOJIH WU MPOTrPECCUPOBAHUE
OMyXOJIM BbI3BaHbl cBepxakcnpeccueil kuHasbl PDGFRa, OHKOreHHBIMH MHCCEHC-MYTalUsIMU
PDGFRo, OHKOT€HHBIMH JEJIEIUOHHBIMU MyTalusiMu PDGFRo, OHKOT€HHBIMU MTEPECTPOHKaMu
reia PDGFRoa, npuBonmsummu k ciautbiM Oenkam PDGFRa, BHYTpUTeHHBIMH JIenenusiMu
PDGFRo BHYTpU paMKH CUWTBIBAHUSI W/WJIM OHKOTeHHOW amrumndukanuen reHa PDGFRo. B
HEKOTOPBIX BapUaHTax oOcymecTBiaeHus coenuHeHue Qopmynsr (I), He comepkainee
OOHApPY>KUMBIX ~KOJIMYECTB KAKOH-JINOO KPUCTAUINYECKOH (OPMBI, BBOAST MALUEHTY,
CTpaJIaloLIeMy pPaKOM, TA€ paK IPEACTaBiIseT COOOW CTPOMANIbHBIE OIYyXOJH KENIyIOYHO-
KumeyHoro tpakra, odycnosnerasle PDGFRA, aneHOkapiimHOMY JIETKOTO, TUIOCKOKJIETOYHBIH
paK JIErKOro, rINo0IaCTOMY, IIHOMY, AE€TCKYIO TIIHOMY, aCTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE
ONMyXOJMU  JKENyAOYHO-KUIIEYHOrO  TPaKTa,  3JOKAYECTBEHHYIO  CapkoMy  00OJOYeK

nepupepudeckux HEPBOB, MHTUMAJbHbIE CAPKOMBI, THUNEPIO3MHOPHUIBHBIA  CHHIPOM,
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UIMOTIATUYECKUN TUNEeP303UHODHMIBHBIA CHHAPOM, XPOHHYECKHH 3S03MHOQUIBbHBIN JIEHKO3,
OCTPBIA MUEJIOUTHBIN JIGHKO3, CBA3aHHBIN C d03uHOPIINeH, i tuMpodnacTHyo T-KIeTOUHYIO
muMpomy. B HEKOTOpPBIX BapHaHTax OCYLIECTBIEHHs 3a00JieBaHHE NPEACTaBIsIET COOOM
CTpOMaJIbHbIE OINyxonu xenynouHo-kuieuHoro tpakra (GIST), obycnosnennsie PDGFRA. B
HEKOTOPbIX BapHaHTaX OCYINECTBJCHHUs 3a0oieBaHHe IpencTaBiser coboil pak Jjerkoro. B
HEKOTOPBbIX BapHaHTaX OCYINECTBIECHUs 3aboyeBaHHMe MpeacTaBysier coOoil rimodnacromy. B
HEKOTOPbIX BapHAHTAaX OCYLIECTBJIEHHs 3aboieBaHMe TpeACTaBiIsieT coboi rmoMy. B
HEKOTOPBIX BapHUaHTaX OCYINECTBJICHUs 3a00JieBaHHE MPENCTABISET COOOW 3JIOKAUYECTBEHHYIO
capkomy oOosiouek mnepudepruuecKux HEPBOB. B HEKOTOPBIX BapHUAHTAX OCYLIECTBIICHHS
3a0onieBaHKe TPEACTABISIET COOOH TUNEep’03MHOPHUIBHBI CHHAPOM. B HEKOTOpBIX BapHaHTax
ocywectsieHus coenunenune Gopmysl (1), rae coenunenune gopmyinsl (I) copepxut He Honee S
Mac.% KakoH-THOO KPHUCTATMUECKOH (POPMBbI MM HE CONEPKUT OOHAPYKMMOTO KOJHYECTBA
Kakoi-mubo kpucrammyecko (opmbl coenmHeHust ¢opmyiasl (I), BBOmAT B KadecTBe
€IMHCTBEHHOTO areHTa WM B KOMOWHAIMU C JPYTUMHU NMPOTHBOPAKOBBIMH TEPAIEBTUYECKUMHU
areHTaMH, NPOTHBOPAKOBBIMH OHMOJOTMYECKHMMHU IIpernapaTtaMi, HHIHOMUTOPAaMH HMMYHHBIX
KOHTPOJIbHBIX TOUEK UJIM XUMHOTEPANeBTUUECKUMU areHTaMu.

[000179] Awmopduas ¢dopma coenmaenus ¢Gopmynbl (1), comepkamas He Oosee
npuOIU3NTENBHO S Mac.% Kakoh-mbo Kpuctaunaeckon Gopmel coenuaenus ¢popmysl (1), kak
OIMCAHO B HACTOALIEM AOKyMeHTe, siByisieTcst uHruontopom c-KIT mmupokoro criektpa neicTBus.
B HekoTOpBIX BapUaHTax OCYLIECTBIEHHS B HACTOSINEM JOKYMEHTE MPEIUIOKEH CIOCO0 JIeUeHUs
3a0oneBaHys, BBIOPAHHOTO W3 TPYIIBI, COCTOSINEH W3 CTPOMAJIBHBIX OMyXOJIEH >KEeNyIOYHO-
kumednoro Tpakta (GIST), crpoManbHBIX OmMyXxoJied KeNyHOYHO-KHIIEYHOTO TPAaKTa,
obycnosnenHbIx KIT, cTpoMasbHBIX OMyXOJIei ey 10YHO-KUIIEYHOrO TPaKTa, 00yCIOBICHHBIX
PDGFRA, wmenanombl (Hampumep, KOKHOH MeEJIaHOMBI, HEKOJKHOH MeEJIaHOMBI, MEJIaHOMBI,
oboycnosnennoit KIT, wnu wmenmanomel, oOycnoBnenHoit PGDFRA, wumum  MenaHoMBl,
obycnosnennoii PGDFR), ocTporo MuENOWAHOrO JIeHKO3a, OMyXOJield 3apObIIIEBbIX KJIETOK
CEMUHOMBI WJIM JUCT€PMHUHOMBI, MAaCTOLIUTO3a, TYUYHOKJIETOYHOIrO JIEHK03a, aJeHOKAPLIMHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO paka JIETKOro, TJIHOOJIACTOMBI, TJIMOMBI, JETCKOW TJIHOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKAUYECTBEHHOW CapKOMbl 000Jiouek mnepuepruyecKux HEPBOB,
UHTUMAJIbHBIX CapKoM, THITEP303UHOPUIIBHOTO CUH/pOMa, UANONATHIECKOTO
THIEPI03MHOPMIBHOTO  CHHAPOMA, XPOHHUYECKOTO 303MHO(PWIBHOIO JIEWKO03a, OCTPOro
MUEJIONIHOTO JIEHK03a, CBA3aHHOTO ¢ 303uHO(ummelt, mmpodnactaoit T-knerounoit mumMpomsl
WIM HEMEJKOKJIETOYHOrO paka JIErKOro, BKJIIOUAIOUIUN BBeJEHHE HYXKIAIOLIEMyCs B 3TOM
MalMeHTy  TepameBTHYeCKH 3¢ @dekTuBHOro KkommuecTBa coenwHenus Gopmynsl (1),
comepxamiero He Oonee mpuONMM3UTENBHO 5 Mac.% KakoH-1MOO KpHUCTAIHYECKOH (POopMbI
coenqunenusi ¢opmynabl  (I). B HekoTOphIX BapwaHTaX OCYIIECTBICHHs 3aboJieBaHHE
npencTaBsieT coOOil CTpoMalibHBIE OMyXOoiH JkenyaodHo-kumewynoro tpakra (GIST). B
HEKOTOpBIX BAapPUAHTAX OCYILIECTBIEHHs 3a00JE€BaHUE TMPENCTaBIsAeT COOOM CTpOMaJbHbBIE
OINyXOJIM KENYJOYHO-KUIIEYHOro Tpakta, oOycnosineHHble KIT. B HeKOTOpBIX BapuaHTax

OCYLIECTBJIEHUs 3a00NeBaHHe MPEACTABIsIET COOOH CTPOMAJIbHBIE ONYXOJH KEIyAO4HO-
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KHIIeYHOro Tpakrta, oOycnoBineHHble PDGFRA. B HEKOTOphIX BapHaHTaxX OCYINECTBIICHUS
3a0oneBaHne TNpencTaBiseT COOOM pak JIerkoro. B HEKOTOpBIX BapHaHTax OCYINECTBJICHUS
3a0oneBaHue NpencraBuseT coOoi ramodmacroMy. B HEKOTOpBIX BapHaHTax OCYIIECTBIICHUS
3a0oneBaHue mpeAcCTaBisieT coOol riuoMy. B HEKOTOpPHIX BapuaHTaX OCYINECTBJIECHUS
3a0oJieBaHNe TPENCTaBisieT COOOHM 3JI0KAYeCTBEHHYIO CapKoMy 00oJodek mnepudeprueckux
HepBOB. B HEKOTOpPBIX BapHaHTAaX OCYIIECTBICHUS 3a00jieBaHUE MpPEACTaBIseT COOOH
TUNEP303UHOPIIIBHBIA CHHAPOM. B HEKOTOPBIX BapHaHTax OCYLIECTBJICHUs B HACTOSIIEM
JIOKYMEHTE MpPEIJIOKEH Croco0 JIeUeHUs WM TMPEenynpekaeHHus ONOCPEIOBAHHOTO KHHA30M
PDGFR pocra onyxonu WIM TNPOTPECCUPOBAHHUS OIMYXOJH, BKJIOYAKOUIUNA BBEIEHUE
HY KIAIOLIEMyCsl B 3TOM TALIUEHTy TepPaneBTHYECKH 3(P(PEKTUBHOIO KOJMYECTBA COENUHEHHSI
dbopmysl (1), conepskamiero He Oojiee MPUOTUUTENBEHO S5 Mac.% KaKOW-THO0 KPUCTAJTHYECKOH
dbopmnbl coenuHerus popmyibl (I). B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHUS POCT OMyXOJU WJIH
MPOrPECCUPOBAHNE OMYXOJH BbI3BaHbI CBepxakcnpeccuern kuHa3bl PDGFRao, oHKOreHHBIME
mucceHc-myTtanusimu - PDGEFRo, OHKOTEHHBIMU — JleeluOHHbIMU ~ MyTanmsimu  PDGEFRa,
OHKOT€HHbIMU TiepecTpoiikamu reHa PDGFRa, npusopsimumu Kk ciutbiM Oenkam PDGFRa,
BHYTPUT€HHbIMH JiestenusiMu PDGFRo. BHYTPU paMKH CUUTBIBAHUSI W/HMJIM OHKOTE€HHOH
ammuinukanuein resa PDGFRo. B HEKOTOPBIX BapUaHTaX OCYINECTBJICHUS] COEAMHEHHUE
dopmyner (1), He comepskamiee OOHAPYKHMBIX KOJIMYECTB KAKOW-THOO KPHUCTAJUTHYECKOU
(bopMBI, BBOAST MALMEHTY, CTPAJAIOIIEMY PAKOM, IZle paK MpPEACTaBisieT coOOil CTpOMalbHbIE
ONyXOJIM  JKEeNTyJJOYHO-KUILIeYHOro Tpakrta, oOyciosineHnHole PDGFRA, aneHoxapunHOMy
JIETKOTO, TUIOCKOKJIETOYHBIH paK JIErKOro, miIuo0jJacToMy, TJIHOMY, JETCKYI TJIHOMY,
ACTPOLIUTOMBI,  CapKOMBI,  CTPOMAJbHbIE  ONYyXOJM  JKENYJOYHO-KUIIEYHOrO  TPAaKTa,
3JIOKAYECTBEHHYIO CapKoMy o000Jo4eKk mnepudepuyeckux HEepBOB, HHTHMAJbHBIE CapKOMBI,
TUNEPI03UHOPIIIBHBIA ~ CHHAPOM,  WAMOMATHMYECKUH  THNEPIO3MHOQWIBHBIA  CHHIPOM,
XPOHUYECKUH HO03MHOQMIIBHBIN JIEHKO3, OCTPBIH MHENOUAHBIA JIEHKO3, CBSI3aHHBIH C
so3uHopuueli, win numpodnactayro T-kierounyro aumpomy. B HEKOTOpHIX BapHaHTax
ocyliecTBiieHust 3a0oyieBaHUE TPEACTaBIIeT COOOW CTPOMAJbHBIE OMYXOJH JKEJyAOYHO-
kumeyHoro tpakta (GIST), oOyciosiennsie PDGFRA. B HekoTOpbIX BapuaHTax
OCyIIECTBIIEHHsT 3a00JIeBaHUE MPENCTABISET COOOH pak JIerkoro. B HEKOTOpBIX BapHaHTaX
ocyecTBiieHus 3a00JeBaHne MpeAcTaBisier cobol rimmodiaactoMy. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHsI 3a0O0JieBaHHE TMPEACTaBIsieT CoOOW TiaHOMy. B HEKOTOpBIX BapHaHTax
OCYILIECTBIIEHHsT 3a00JieBaHUE MPEACTABISIET COOOHM 3JIOKAUYECTBEHHYIO CapKoMy o000J0YeK
nepudepuIecKknx HepBOB. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIEHHS 3a00J€BaHHIE MTPEICTABISIET
co0ol THep>03MHOPMIIbHBINA CHHAPOM. B HEKOTOPBIX BapHaHTax OCYLIECTBICHHS COCIUHEHHE
dopmynsl (1), rme coenunenue dopmynnl (I) comepkur He Oonee mpudausuTenbHO 5 Mac.%
Kakoi-mubo kpucrammmdeckod (opmbl coenmHeHust ¢opmyiasl (I), BBOmAT B KadecTBe
€IMHCTBEHHOI'0 areHTa WM B KOMOWHALMU C APYTUMH HMPOTHUBOPAKOBBIMU TEPANIEBTUYECKIMHU
areHTaMmy, NPOTHBOPAKOBBIMH OHOJOrMYECKHUMH IpernapaTaMi, HHTHOUTOPAMH HMMYHHBIX
KOHTPOJIbHBIX TOYEK WJIM XMMHOTEPAIeBTUYECKIMHU areHTaMu.

[000180] B HexoTOpBIX BapHaHTaxX OCYLIECTBIEHHs aMOp(HYIO (GOpMy COENMHEHHS



74

dopmysl (I), mmeromyro ducToty mo gaHHbeiM BOXKX Gonee 95%, NpuMEHSIFOT JUIs TOTyYeHUs
JIEKApCTBEHHOT'O CPENCTBA IS JieueHHs 3a00seBaHus, BHIOPAHHOTO M3 TPYIIIBI, COCTOSILIEH M3
CTPOMAJIbHBIX ONyXoJeH kenynouHo-kuieyHoro tpakra (GIST), crpomanpHBIX oOmyxomneit
JKENyJOUYHO-KUIIEYHOro TpakTa, oOycioBieHHbIXx KIT, crpomanbHbIX Omyxonei >emynouHO-
KUIIeYHOro Tpakra, odycnoBneHHbIXx PDGFRA, menanomel (Hampumep, KOXKHOH MeaHOMBI,
HEKOJKHOW MeNaHOMbI, MenaHoMbl, oOycnoBneHHoW KIT, wiu menmaHoMbl, 0OyCJIOBJIEHHOM
PGDFRA, wmu wmenanombl, oOyciosneHHoii PGDFR), ocrporo MuenonmgHOro nenkosa,
OMyXOJIeH  3apOABIIIEBBIX  KJIETOK CEMUHOMbl WM  JUCTEPMHUHOMBI,  MAacCTOLIUTO3a,
TYYHOKJIETOYHOTO JIeWKO03a, aJe€HOKAPLHUHOMBI JIETKOrO, IJIOCKOKJIETOUHOTO paka Jerkoro,
TJTHOONACTOMBI, TJIMOMBI, JETCKOH TJIIMOMBI, ACTPOLIUTOM, CAPKOM, 3JIOKaYECTBEHHOH CapPKOMBI
obonouek nepudepuuecKux HEPBOB, UHTUMAJIBHBIX CAPKOM, THIIEPI03UHOPUIBHOTO CHHIPOMA,
UIHOTIATHYECKOTO TUIEPI03UHOPMIBHOTO CHHAPOMA, XPOHHYECKOTO 303UHO(MUIIBHOTO JIEHKO034,
OCTPOr0 MHUEJIOUIAHOTO JIEHKO3a, CBA3aHHOrO ¢ s03uHodummelt, mumpodnactaHol T-kieTodHon
TMM(OMBI M HEMENIKOKJIETOUHOTO paka JIETKOro. B HEKOTOpPBhIX BapHaHTaX OCYIIECTBIICHHUS
3a0oyieBaHKEe BbI3BaAHO KHMHA3HOU akTUBHOCTBIO C-KIT u/uan PDGFRA, w/uian ux oHKOr€eHHBIMU
¢opmamu. B HEKOTOpPBIX BapuaHTaX OCYIIECTBJICHUS 3a00jeBaHHE TPENCTABIsAECT COOOM
CTPOMaJIbHbIE OIYyXOJH KenynouHo-kumedHoro tpakra (GIST). B HekoTopeIx BapuaHTax
OCyIIeCTBIIEHHsT 3a00JieBaHUE TIPEACTABIACT COOOH CTPOMANIbHBIE OIYXONHU JKEIyIOYHO-
KHIIEYHOro TpakTa, oOycnoBneHHele KIT. B  HEKOTOphIX BapHaHTax OCYLIECTBIEHHS
3a0oneBaHne MpeACTaBIsieT COOOM CTPOMAaNIbHBIE OIYXONH JKEIYAOYHO-KHUIIEYHOTO TPAaKTa,
oOycnoBnennole PDGFRA. B  HekoTOpbIX BapuaHTax OCYIIECTBJIEHUS 3abojeBaHue
npeAcTaBisieT coOO pak Jerkoro. B HEKOTOPhIX BapHaHTaX OCYLIECTBIEHHs 3a00ieBaHue
npencTasisier cobol rmmobmacroMy. B HEKOTOpPBIX BapuaHTaX OCYINECTBICHHUS 3a00ieBaHHE
npencrTaBisier coOoi oMy, B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs 3a0oieBaHHe
IpencTaBisieT CoOOH 3JIOKAYeCTBEHHYIO capkoMmy obonouek mnepudepudeckux Hepsos. B
HEKOTOPBIX BapHUaHTaxX OCYIIECTBIIEHHUS 3aboneBaHue NIPECTaBIISAET coboii
THIEPI03MHOPMIbHBIA CHHIPOM. B HEKOTOPBIX BapuaHTaX OCYLIECTBICHHs aMOpdHYyO (hopmy
coenunenus popmyiisl (1), uMeromyro 4ucToTy o gaHHbiM BOXKX Gonee 95%, npuMeHsIOT 1J1st
MOJIyYeHUs] JIEKaPCTBEHHOI'O CPEACTBAa AJI JICUeHUs WIIN NPEeNyNpeXIeHUs ONOCPEIOBAHHOTO
kuHa30it PDGFR omnyxoneBoro pocra omyxonu. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHHS] POCT
OMyXOJIU WM TPOrPECCHPOBAHUE OMYyXOJIU BbI3BaHbI cBepxadKcrnpeccuert kuHassl PDGFRao,
OHKOT€HHBIMH MHCCeHC-MyTauusiMu  PDGFRa, OHKOTEHHBIMH JEIELIMOHHBIMU MY TaLHSIMH
PDGFRo, oHKOTeHHBIMH TiepecTpoiikamu reHa PDGEFRo, TpUBOASIIUMH K CIUTBIM Oenkam
PDGFRa, BayTpureHHeiMu nenetusiMmu  PDGFRa  BHYTPH paMKU  CUWTHIBAHHUSA — W/HITH
OHKOreHHOW amrumpukauueii reHa PDGFRa. B HEKOTOPBIX BapHaHTax OCYIIECTBIICHHS
amopduyro popmy coenunenus: popmynsl (1), umeromyo yuctory mo gaHHeiM BOXKX OGonee
95%, TPUMEHSIOT AJISA TOJYYEHUs JIEKAPCTBEHHOIO CPEACTBA AJIS JICUeHUsl 3a00JIeBaHUs, TIe
3a0oneBaHue MpPEACTaBIseT COOOM CTPOMAaJIbHBIE ONMYXOJU JKETYAOYHO-KHUIIEYHOTO TPAKTa,
ooycnosinennsie PDGFRA, aneHOKapuuHOMY JIErKOro, IUIOCKOKJIETOYHBIN pakK JIErKOro,

FJ'II/IO6J'IaCTOMy, oMy, ACTCKYHO TJIMOMY, aCTPOUHUTOMBI, CApPKOMBI, CTPOMAJIbHBIC OITYXOJIH
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KENyJOYHO-KUIIEYHOTO TPAKTa, 3JI0KAYECTBEHHYIO CapKoMy o0Oosouek mepudepudecKux
HEPBOB, HMHTHUMAJIbHBIE CapKOMBI, THIEPI03UHO(UIBHBIN  CHHAPOM, HIUONATHYECKHUI
TUNEP303MHOPUIIbHBIA CHHIPOM, XPOHUYECKUN 303WHOMUIBHBIN JIEHKO3, OCTPBIA MHEJIOUIHBIH
JEeWKo3, CBsI3aHHBIN ¢ 303uHOGUMed, wiu JuMmdodnactHyro T-kierounyro auMmpomy. B
HEKOTOPbIX BapHaHTaX OCYLIECTBIEHHs 3a00JeBaHUE TNPENCTaBisieT cOoOOW CTpOMaJbHbIE
omyxonu sxenynouHo-kumeyHoro tpakra (GIST), obycnosnenasie PDGFRA. B HekoTOpbIX
BapUAHTaX OCYLIECTBJICHUs 3a0oyieBaHNE MPEACTaBIseT COOOW pak Jerkoro. B HekoTopbIx
BapHaHTaX OCYIIECTBJICHUs 3a0ojieBaHHE MpencTaBisier coboil rnuodmacToMy. B HEKOTOpPBIX
BApUAHTAaX OCYLIECTBICHHsS 3a00JeBaHUE TIPEACTaBIsieT CoOOH rimomy. B HEKOTOpBIX
BApHUAHTAX OCYINECTBIICHUS 3a00JeBaHUE MPEACTaBIsieT COOOHM 3JI0KAYECTBEHHYI CapKOMY
obonouek nepudepruuecKux HEPBOB. B HEKOTOPBIX BapHaHTAaX OCYIIECTBJCHHs 3a00JeBaHUE
NPEACTABISIET COOON TUTIEP303MHO(PMIIbHBIA CHHIPOM.

[000181] B HekOTOpBIX BapHaHTaxX OCYLIECTBICHHS aMOp(dHYHO (OpMy COENUHEHHS
dopmynbl (I), He comepikalyrd OOHAPYKUMBIX KOJHYECTB KAKOH-JTUOO KPUCTAIMUYECKOH
(bopMBI, TPUMEHSIOT Ul TOJYYEHHUsS JIEKAPCTBEHHOI'O CPEACTBA Uil JIEYeHHs 3a0OJIeBaHUS,
BBIOPAHHOTO U3 TPYIIIBL, COCTOSIIEH U3 CTPOMAJIbHBIX OIyXOJIeH KeJlyJOYHO-KULIEYHOTO TPaKTa
(GIST), cTpomMaibHBIX OIMyXOJIeH KeNyIOYHO-KHIIEYHOro TpakTa, oOyciosieHHbx KIT,
CTPOMAJIBHBIX ~ OMyXOJieH  JKeNyJOYHO-KHINEYHOro Tpakrta, oOycioBieHHbIx PDGFRA,
MEJIAHOMBI (HaIrpuMep, KOXKHOH METaHOMBI, HEKOYKHON MEIaHOMbBI, MEJTAHOMBIL, 00YyCIIOBIEHHOM
KIT, wniu menanomsl, oOycnosinennoii PGDFRA, wiu menanomsbl, oOycnosiennoit PGDFR),
OCTPOrO  MHUEJIOMAHOIO JIEWKO03a, OINyXOJeHd 3apOAbILIEBbIX KIETOK CEMHUHOMBI WU
OUCTEPMUHOMBI, MAaCTOLIMTO3a, TYYHOKJIETOYHOTO JIeHKO3a, aJ€HOKApLUHOMBI JIETKOro,
IUIOCKOKJIETOYHOTO PaKa JIETKOTrO, TIIMOONACTOMBI, TJIMOMBI, IETCKOH TIJIMOMBI, acTPOLIHTOM,
CapKOM, 3JIOKAYECTBEHHOH CapKOMbI 000JOueK mepudepruuecknx HEPBOB, HHTUMAJIbHBIX
CapKOM, THUNEPI03MHOPMIBPHOTO CHHAPOMA, HWAMOMATHYECKOTO  THUIEPI03HHO(PUIBHOTO
CHHIPOMA, XPOHUYECKOTO HO3MHO(PHUIBHOTO JIEHK03a, OCTPOr0 MHEJOUIHOTO JIEWKO3a,
CBSI3AHHOTO C 303uHOdmIHel, TuM@podnacTHON T-k1eTouHOH TUMEGOMBI U HEMENKOKJIETOYHOTO
paka Jerkoro. B HEKOTOpPBIX BapUaHTaX OCYINECTBJICHUS 3a00JieBAaHHE BBI3BAHO KHWHA3HOW
aktuBHOCTBIO C-KIT w/mmu PDGFRA, w/mmn ux osHkoreHHeiMH (opMamu. B HEKOTOpBIX
BApPUAHTAX OCYINECTBJIICHUS 3a00JieBaHHE TMPENCTaBIsAET COOOW CTPOMAJIbHBIE OMYXOJH
xenynouHo-kumedHoro tpakra (GIST). B HeKOTOphIX BapuaHTaX OCYIIECTBJIEHUs 3a00JIeBaHNe
NpeACTaBisieT cOOOH CTPOMANbHBIE OMYXOJH KEIYAOYHO-KUIIEYHOTO TPaKTa, 00yCIOBIIEHHBIE
KIT. B HEeKOTOpBIX BapHaHTax OCYLIECTBICHHs 3a00eBaHIE MPEACTABISIET COO0M CTpOMANIbHBIE
OITYyXOJIN JKEJTyIOUHO-KHIIeYHOro Tpakra, odycnosneHHble PDGFRA. B HekoTopbIx BapuaHTax
OCyIIecTBIIeHHsT 3a00JeBaHNUE TPENCTaBIsAeT COOOW pak Jierkoro. B HEKOTOpBIX BapuaHTax
ocyliecTBIeHHs 3a00IeBaHne MpeacTaBisier cobol rimodiaacToMy. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHsI 3a00JieBaHME MpPEACTaBIsieT coOOH TriauoMy. B HEKOTOpBIX BapHaHTax
OCYILIECTBIIEHHsI 3a00JieBaHHE IMPEACTABISAET COOOH 3JI0KAYeCTBEHHYIO CapKOMy O0OJI0o4YeK
nepudepuIeckx HepBOB. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHHS 3a00J€BaHIE MTPEICTABISET

co0oli runep303uHOPUIBHBIN CHHAPOM. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIEHUsS aMOP(HYIO
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dopmy coenunenust dopmyisel (I), He comep:kaiyr0 OOHAPYKUMBIX KOJHYECTB KaKOU-IHOO
KPUCTAITNUECKON (POPMBI, TPUMEHSIOT AJIs MTOJYUEHHS JIEKAPCTBEHHOTO CPEACTBA IS JICUSHHSI
WM IpenynpexnaeHus onocpenosaHHoro kuHazoii PDGFR onyxonesoro pocra omyxonu. B
HEKOTOPBIX BapUAHTaX OCYIIECTBJIEHHS] POCT ONYXOJM WM NPOTrPecCUPOBAHME OIMYyXOJH
BbI3BaHbI cBepXxoKkcnpeccueil kuHasbl PDGFRa, onkorenHsiMu mucceHc-myrtatusamu PDGERa,
OHKOT€HHBIMU JeNIELIMOHHBIMU MyTauussMu PDGFRo, OHKOTEHHBIMH TEPEeCTPONKaMH TeHa
PDGFRa, npusogsmumu K cautbiM Oenkam PDGFRa, BHyTpurenasivu neneuusmu PDGERa
BHYTPH PAMKH CYUTBIBAHUS W/WJIM OHKOreHHOH amrutudukanuei rena PDGEFRo. B HEKOTOPBIX
BapHaHTax oCyuecTBiIeHuss amopduyro Gopmy coenunenus: ¢opmyinl (I), HE comepskarnyro
OOHAPYKUMBIX KOJHYECTB KaKOW-THOO KPUCTAJUTMUECKOH (POPMBI, MPUMEHSIOT AJISl TIOTYyUeHHUs
JIEKApCTBEHHOTO CPENCTBa JUIsl JieueHHs 3aboyieBaHus, rae 3a0oJieBaHue TPENCTaBisieT coOOH
CTPOMAaJIbHbIE  OMyXOJH  JKEeJyJOYHO-KUIIeYHOro Tpakta, oOycnoBieHHsle PDGFRA,
aJICHOKAPIITHOMY JIETKOTO, MJIOCKOKJIETOYHBIH PaK JIETKOTO, TIHOOIaCTOMY, TJIHOMY, IETCKYIO
TJIHOMY, ACTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE OIMYXOJH JKEIYAOYHO-KHIIEYHOTO TPAKTa,
3JIOKQYECTBEHHYIO CapkoMy o00oyiouek nepupepudecknx HEPBOB, HWHTHMAJIbHbIE CApKOMBI,
THIEPI03MHOPWIIbHBIA  CHHAPOM,  HMAMOMATHUYECKHH  THMEepP303MHOMUIBHBIA  CHHIPOM,
XPOHMYECKHH 303MHOQWIBHBIA JIEWKO3, OCTPBI MHEJIOWAHBIA JIeHKO3, CBSA3aHHBIA C
so3uHOmmel, win numdobdnactHyro T-kierounyro aumpomy. B HEKOTOpHIX BapHaHTax
OCyILIECTBIIEHHsT 3a00yieBaHUE TIPEACTaBIAeT COOOHW CTPOMAJbHBIE OINYXONH JKEIyAOYHO-
kumeyHoro Ttpakta (GIST), oOycnoBnennsle PDGFRA. B HekoTOphIX BapuaHTax
OCYILIECTBIIEHHsI 3a00JIeBaHUE MPENCTaBIsAeT COOOH pak Jierkoro. B HEKOTOpBIX BapHaHTax
OCyILIeCTBIIEHHs 3a00JeBaHne MpeAcTaBisieT coOol rnmodiractoMy. B HeKOTOpBIX BapuaHTax
ocyuiecTBieHuss 3aboyieBaHMEe MpeACTaBiIsieT coOOH rmmoMy. B HekoTOphIX BapuaHTax
ocyuiecTByieHHss 3a00JieBaHME TPEACTaBIIeT COOOW 3JI0KAUeCTBEHHYIO CapkoMmy o0osouex
nepudeprueckux HepBOB. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJIEHHs 3a00NeBaHNE IPECTABIAET
co0O0¥ TUNeP303MHOPUIBbHBIA CHHIPOM.

[000182] B HekOTOpBIX BapHaHTaX OCYLIECTBICHHS aMOp(HYIO (GOpMy COEnUHEHHs
dbopmysl (I), conepskainyro He Oosiee MPUOTUZUTENBHO 5 Mac.% KakOH-IHOO KPUCTAITUYECKOH
dbopmbl coenurenust popmydibl (I), MPUMEHSIFOT AJIS MONyYEHUs JIEKAPCTBEHHOTO CPENCTBa IS
JeyeHuss 3a00JIeBaHUs, BBIOPAHHOTO W3 TPYIIIBL, COCTOSIIEH M3 CTPOMAJBHBIX OMyXOJeH
xenynouHo-kummeyHoro Ttpakta (GIST), cTpoMalbHBIX OIMyXOJeH KelyZOYHO-KUIIEYHOTO
TpakTa, oOycnoBneHHbIX KIT, CTpOManbHBIX OMyXOJEH >KEJNyIOYHO-KHIIEYHOTO TPAKTa,
oOycnoBnenHbix PDGFRA, Menanomsl (Hanpumep, KOXKHOH MEJTaHOMbI, HEKOXKHOH METaHOMBI,
menanomel, obycnosnernHor KIT, wimn menanomer, odycnosnernnoii PGDFRA, wiu menaHoMbl,
obycnosiennoit PGDFR), ocTporo MuejgougHOro JeiKo3a, OMyXOJel 3apObIIIeBbIX KJIETOK
CEMHHOMBI HJIM JAMCTEPMHHOMBI, MAaCTOLIUTO3a, TYYHOKJIETOYHOTO JIEHKO03a, aAeHOKaPLIMHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO paka JIETKOro, TJIHOOJACTOMBI, TJIMOMBI, IETCKOH TJIMOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKQUECTBEHHOM capkoMbl o00oyouek mnepudepudeckux HEpBOB,
UHTHMAJIbHBIX CapKoMm, TUIEeP303UHOPUIBHOTO CHHJIpOMA, UIMOTIATUYECKOTO

TUNEP303UHOPUIBHOTO  CHHIAPOMA, XPOHMYECKOrO 303MHO(UIBHOrO  JIeiiko3a, OCTPOro
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MUENIONIHOTO JIEHK03a, CBA3aHHOTO ¢ 303uHOpummelt, mmpodnactaoi T-knerounoit mumpomsl
U HEMEJIKOKJIETOYHOIO paka JIETKOro. B HEKOTOpBhIX BapmaHTax OCYINECTBJIECHHUs 3a0oieBaHuUe
BbI3BaHO KMHA3HOM akTHBHOCTHIO C-KIT w/mnu PDGFRA, w/nunu ux onkoreHHeiMu ¢popmamu. B
HEKOTOpBIX BAapUAHTaX OCYILIECTBIEHUsA 3a00JE€BaHUE TMPENCTAaBJIsAET COOONW CTPOMAJbHbIE
ONyxoJu >kenynouHo-kumedHoro tpakra (GIST). B HekoTOpbIX BapuaHTax OCYIIECTBIIEHHS
3a0oJeBaHNe MPEACTaBIsieT COOOH CTPOMAJbHBIE OMYXOJU JKENyJOYHO-KHUIIEYHOrO TPAKTa,
obycnosnennple KIT. B HeKoTOpBIX BapHaHTax OCYLIECTBJIECHHUs 3a00Je€BaHHE INPENCTABIAET
co0O#1 CTpOMaJIbHBbIE OMYXOJIM JKETYAOYHO-KMIIEYHOro TpakTa, oOyciosneHHbie PDGFRA. B
HEKOTOpBIX BapHAHTaX OCYLIECTBJCHUS 3a0oyieBaHHE NpeacTaBisieT coboil pak jerkoro. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS 3a00JieBaHHE MpencTaBisieT codoil rimmobmacromy. B
HEKOTOPBIX BAapUAHTAX OCYIIECTBJICHUs 3ab0oyieBaHHe TMpeacTaeisier coboit riamomy. B
HEKOTOPBIX BapHUAHTAaX OCYINECTBJICHUS 3a00JEBaHUE MPEACTABISET COOOH 3JI0KAYECTBEHHYIO
capkomy oOosiouek mnepudepruuecKux HEPBOB. B HEKOTOPBIX BapHUAHTAX OCYLIECTBIICHHS
3a0oneBaHne MpEeACTaBiIsieT coOOH runep’303uHOPUIBHBI CHHAPOM. B HEKOTOPBIX BapHaHTax
ocymecteieHus: amopduyro ¢opmy coemnmnenus ¢opmynbl (I), comepxkamyr He Oonee
npubIu3nuTeNpHO 5 Mac.% KakoW-1MOO0 KpUCTAJUTNYeCKOH (opmbel coenuHeHus: dopmynsl (1),
NPUMEHSIOT Ul TOJNYYEHHUs] JIGKAPCTBEHHOTO CPEACTBA IS JICYSHUS WM TPEAyIpPeKIeHHs
onocpenosanHoro kuHazoii PDGFR omyxoneBoro pocra omyxoiu. B HeKOTOpbIX BapHaHTax
OCYIIECTBIIEHHsI POCT OIYXOJIM WJIM NMPOTrPECCHPOBAHUE OIYXOJH BbI3BAHBI CBEPXIKCIIPECCHEN
knHasel  PDGFRa,  onkorenHeiMu — MucceHc-mytauusiMua  PDGFRo,  OHKOT€HHBIMH
nenenqoHHbIME  MyTauusmu  PDGFRo, oHkoreHHbIMH —nepecTpoiikamu reHa PDGFRa,
npuBomAmMMUA K cnuteiM Oenkam PDGFRa, BaytpurenneiMu neneuusmu PDGIRo BHYyTpH
paMK{ CUWTBIBAHMUS W/WIM OHKOreHHOW ammmnpukanuein reHa PDGFRa. B HekoToOpbIX
BapHUaHTax ocCyliecTBieHus amopduyro ¢opmy coenmnenusi gopmynsr (I), comepxkamyro He
Gonee npubnam3uTensHO 5 Mac.% KakoH-THO0 KpHUCTaUTNUecKol (OpMBbI COeMHEHHsT (POPMYJIBI
(I), mpUMEHSIOT AJIsl TOJNYYEHUs] JIEKAPCTBEHHOIO CPEACTBA AJIsl JIeYeHHs 3a00JIeBaHMs, TIe
3a0oneBaHe MpPeACTaBisieT COOOM CTPOMAaJIbHBIE OMYXOJH KEIYAOYHO-KHUIIEYHOTO TPAaKTa,
obycnoBnennbie PDGFRA, aneHOKapuuHOMY JIETKOrO, TUIOCKOKJIETOYHBIA pakK JIErKOro,
rIMO0NACTOMY, TJIIHOMY, NETCKYIO TJIHOMY, aCTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE OIMYXOJIH
JKEJYJOYHO-KUIIEYHOTO TPAKTa, 3JIOKAYECTBEHHYIO CapKkoMy o00oiodek mnepudpepudecKux
HEPBOB, HMHTHUMAJIbHBIE CApKOMBI, THIEP303UHOQUIBHBIN  CHHAPOM, HMIUOMATHYECKUN
TUIEeP303MHOPUIIBHBIA CHHAPOM, XPOHHYECKUH 303MHOPUIBHBIN JIEHKO3, OCTPBIA MHUEJIOH THBIHI
JEeWKO3, CBsI3aHHBIN ¢ 303uHOGmmed, wiu JuMmdodractHyo T-kierounyro muMmpomy. B
HEKOTOPBIX BAapHAHTaX OCYILIECTBIEHHUs 3a00JE€BaHHE TMPENCTABJISAET COOOW CTPOMAJbHbIE
omyxonu skenynouHo-kumedHoro tpakrta (GIST), oOycnosnennsie PDGFRA. B HekoTOpBIX
BapHUAHTAX OCYINECTBJICHUS 3a00JieBaHME IPENCTaBJIsET COOOHW pak Jerkoro. B HeEKoTOphIX
BapHaHTaX OCYLIECTBJICHUs 3a00jieBaHUE MpencTaBisier coOoil rimodimacroMy. B HEKOTOpPBIX
BAapUAHTAaX OCYLIECTBICHHUs 3a00JieBaHME NpEeACTaBisieT coOol rauoMy. B HekoTophIx
BapUAHTaX OCYINECTBIEHUs 3a00JeBaHUE MPEACTABIsIET COOOHM 3JI0KAYECTBEHHYIO CapKOMY

obonouek nepudepruuecKkux HEpBOB. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHUs 3a00ieBaHUe
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NpeACTaBIsieT COOOH TUTeP303MHOPUIIBHBIA CHHIAPOM.

[000183] B HekOTOpBIX BapHaHTaxX OCYLIECTBIEHHS aMOp(dHY0 (OpMy COenUHEHHs
dopmynsr (1), comepxkamyro He Oonee S5 wmac.% KakoH-THMOO KPUCTAJUTMYECKOW (HOPMBI
coenuHenust ¢opmynbl (I) wnm He comepxkamyr0 OOHAPYKUMOTO KOJIMYECTBA KaKOW-IHOO
KPUCTAITNUECKON (pOPMBI, MPUMEHSIOT AJIS MTOJIyUeHHs! JIEKAPCTBEHHOTO CPENICTBA ISl JIEUEHUS
3a00JeBaHysl, BHIOPAHHOTO W3 TPYIIIBI, COCTOSINEH U3 CTPOMAJBHBIX OMyXOJIEH >KelyIOo4YHO-
kumeyHoro Tpakta (GIST), crpomanbHBIX OmyXoyied KeJyZOYHO-KHUIIEYHOTO TPAaKTa,
obyciosnennbix KIT, cTpoMalibHBIX OnyXosiei ey A04HO-KHUIIEYHOTO TPaKTa, 00YCIOBICHHBIX
PDGFRA, wmenaHombl (Hampumep, KOXKHOM MeJJaHOMBI, HEKOJKHOH MeJlaHOMBI, MEJIAHOMBI,
oboycnosnennoii KIT, wnu wmenaHombl, oOycioeneHHoit PGDFRA, wiu  MenaHOMBI,
obycnosnennoii PGDFR), ocTporo MueNnOWAHOrO JIeWKO3a, OMyXOJield 3apOJbIIIEBbIX KJIETOK
CEMUHOMBI WJIM JUCT€PMHUHOMBI, MAaCTOLMTO3a, TYUYHOKJIETOYHOIO JIeHK03a, aJeHOKAPLIMHOMBI
JIETKOTO, TUIOCKOKJIETOYHOTO paka JIETKOro, TJIHOOJaCTOMBI, TJIMOMBI, JETCKOW TJIHOMBI,
aCTPOLIUTOM, CapKOM, 3JIOKAUYECTBEHHOW CapKOMbl 00o0youek mnepuepruyecKux HEpPBOB,
UHTHMAJIbHBIX CapKoM, THIEeP303UHOP UITBHOTO CUH/pOMa, UAMONATHYECKOTO
THIEPI03MHOPIIIBHOTO  CHHAPOMA, XPOHHUYECKOTO 303MHO(DHMIBHOrO JIEHK03a, OCTPOTO
MHEJIONIHOTO JIEHK03a, CBA3aHHOTO ¢ 303uHO(pummelt, mmpodnactaoit T-knerounoit mumpomsl
U HEMEJIKOKJIETOYHOTO paka JIETKOro. B HEKOTOpBhIX BapHaHTaX OCYINECTBJIEHHs 3a00JeBaHUE
BbI3BaHO KMHA3HOM akTHBHOCTHIO C-KIT w/mmu PDGFRA, w/unu ux onkoreHHbiMu opmamu. B
HEKOTOpBIX BAapHAHTAX OCYILIECTBIEHUs 3a00JE€BaHUE TMPENCTABJIsAET COOOW CTPOMAJbHbIE
ONyxoJyu skenynodHo-kumedHoro Tpakra (GIST). B HexkoTopbIX BapMaHTax OCYLIECTBIIECHHS
3a0oneBaHue MpPEACTaBIseT COOOM CTpOMAasbHbIE OINYXONHU JKEIyAOYHO-KUIIEYHOIO TPAaKTa,
oOycrnoBnenHble KIT. B HEKOTOpBIX BapuaHTax OCYILNECTBJIECHHUs 3a00Je€BaHUE IPENCTABISET
co0oli CTpOMaJIbHBIE OMYXOJIH JKEJIYAOYHO-KHIIEYHOro TpakTa, oOycnosneHHbie PDGFRA. B
HEKOTOPbIX BapHaHTaX OCYINECTBJEHUS 3a00JeBaHHE INpencTaBiIsieT coboil pak jerkoro. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS 3a00JieBaHHE MpencTaBisieT coOoil rimmobmacromy. B
HEKOTOPBIX BAapUAHTaX OCYINECTBJICHUs 3aboieBaHue TMpencTaBnsier coboil rmmomy. B
HEKOTOPBIX BapUAHTAaX OCYINECTBJICHUs 3a00J€BaHME MPENCTABISET COOOW 3JIOKAUYECTBEHHYIO
capkomy oOosiouek mnepudepruuecKkux HEPBOB. B HEKOTOPBIX BapHUAHTAX OCYLIECTBIICHHS
3aboneBaHne MpeAcTaBiIsieT coOOH runep’303uHOPUIBHBI CUHAPOM. B HEKOTOPBIX BapHaHTax
ocymiectsieHus: amopduyro Gopmy coenunenus: popmynsl (I), conepxkamyro He 6omee S mac.%
KaKoW-1100 KpuCTAIUTHYeCKOor ¢opMbl coenuHeHus ¢opmynbl (I) umm He comepskamyro
O0HapPY’KUMOTO KOJINYECTBA KaKOH-THOO0 KPUCTAIUINIECKOH (POPMBI, MPUMEHSIFOT JIS TIOTYUEHHUS
JIEKapCTBEHHOI'O CpEeACTBa [UIsl JIEYeHUs] WM TMPEeAyNpPeKAeHHs] ONOCPEIOBAHHOIO KHHA30M
PDGFR onyxoneBoro pocra onyxoyu. B HEKOTOpbIX BapuaHTax OCYLIECTBJIEHMs POCT OMyXOJHU
WJIH TIPOTPECCUPOBAHKE OMYyXOJIU BbI3BaHbI CBepXxakcmpeccueit kuHazbl PDGFRo, onkoreHHBIME
mucceHc-mytauusimu  PDGEFRo, OHKOT€HHBIMU — NlelelHOHHbIMH ~ MyTaumsimu  PDGERa,
OHKOTeHHbIMU TiepecTpoiikamu reHa PDGFRa, npuBomsmmmu k ciuteiM Oenkam PDGFRa,
BHYTPUI'€HHbIMH JnienterusiMu PDGFRo. BHYTPU paMKH  CUUTBIBAHUSI W/MIM OHKOTE€HHOMN

amrundukanuen resa PDGIRa. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHUs aMOpdHYyIO (opMy
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coenunenusi Gopmynsl (I), comepxkamyo He Oojnee 5 mac.% KakoH-TUOO KPUCTALIHYECKOH
dopmbl coenuuenus: ¢popmyibl (I) uam He comepskalyr0 OOHAPYKHUMOTO KOJUYECTBA KaKOM-
00 KpUCTAIUTMYECKON (POPMBI, NMPUMEHSIOT AJISA IOJyYeHHsl JIEKAPCTBEHHOI'O CPEACTBA I
JeueHus 3a0oneBaHus, rae 3a0ojeBaHME TIPEACTaBIAeT COOOH CTPOMAJbHBIE OIYXOJHU
JKEJyIOUHO-KUIIeYHOro Tpakta, oOycnoBnenHsle PDGFRA, aneHOkapuuHOMY JIETKOTO,
IUIOCKOKJIETOYHBIH paK JIErKOro, INHOOJacTOMy, TIIMOMY, HETCKYIO TJIHOMY, aCTPOLMTOMBI,
CapKOMBI, CTPOMAJIbHBIE OMYXOJH KEJyJOYHO-KULIEYHOTO TPAKTa, 3J0KAYECTBEHHYI) CApKOMY
obonouek nepudepruueckux HEPBOB, HHTUMAJIbHbIE CAPKOMBI, THIIEPI03UHOGUIIBHBIN CUHIPOM,
UIUOTIATUYECKUN TUNeP303MHODMIBbHBIA CHHAPOM, XPOHHYECKUH 3SO3MHO(DUIbHBINA JIEHKO3,
OCTPBIN MUEJIOUIHBIN JIEHKO3, CBA3aHHBIN ¢ d03uHO(MIMeH, miu TuMpoOnacTHyo T-KIETOYHYIO
muMmpomy. B HEKOTOpPBIX BapHaHTaxX OCYLIECTBIIEHHs] 3a00JNeBaHUE TMPEACTABIsieT COOOH
CTpOMaJIbHbIE OMyXOJIU JKenynouHo-kumeyHoro tpakta (GIST), obycnosnennsie PDGFRA. B
HEKOTOPBIX BapHAHTaxX OCYIIECTBJICHUS 3a0oyieBaHHE NpeAcTaBiIsieT coOoil pak jerkoro. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS 3a00jieBaHHE NpencTaBisier coboil rmmobmacromy. B
HEKOTOPBIX BAapUAHTaX OCYINECTBJICHUs 3a0oneBaHue TMpencTaBnsier coboit rmomy. B
HEKOTOPBIX BapHUAHTAaX OCYINECTBJICHUs 3a00JE€BaHUE MPEACTABISET COOOH 3JI0KaYECTBEHHYIO
capkomy oOosiouek mnepudepruuecKux HEpPBOB. B HEKOTOPBIX BAapHUAHTAX OCYLIECTBIICHHS
3aboseBaHme PENCTaBIsIET COOOH THITePI03MHOPUITBHBINA CHHAPOM.

[000184] apmaneBTHUECKHE KOMIO3MIMA ©  (hapMaLEBTUYECKUE KOMITO3UIIUH,
comepkamue amopduyro ¢opmy coenunenus ¢opmynbl (I), kak OmMUCaHO B HACTOSIIEM
IOKYMEHTe, TakuM O0pa3oM, MOIyT OBITb TPUMEHMMbI IIPH JIEUEHUH ONPEAETIeHHbIX
pPacCTPONCTB y HYKIAIOLIErocsi B 3TOM NallMeHTa. B HEKOTOpBIX BapUaHTaX OCYILECTBJICHMUS
Takoe 3a00yieBaHNe BbI3BaHO KHHA3HOM akTUBHOCTBIO C-KIT mnu PDGFRA, 1 ux OHKOre HHbIMU
¢opmamu. B HEKOTOpBIX BapHaHTaX OCYIUECTBJIEHHs 3a00JeBaHUE TPENCTABIIET COOOH
CTPOMAJIbHbIE OMNYXOJIM JKeTynouHo-kumeuHoro Tpakta (GIST), crpomanbHble OIMyXonn
JKEJTyJOYHO-KUIIEYHOTO TpakTa, oOyciosienHeie KIT, cTpomalibHbIe OMyXOJH KEJyIO0YHO-
KHIIeYHOTO TpakTa, olOycnoeneHHble PDGFRA, menanomy (Hampumep, KOKHYK MEJNAHOMY,
HEKOJKHYIO MeJIaHOMY, MejiaHoMy, oOyciosieHHyto KIT, win menaHomy, OOYCIOBIEHHYIO
PGDFRA, unn menanomy, oOycnosnernnyro PGDFR), ocTpblii MUETOUAHBIN JEHKO3, OMyXOJIH
3apOABILIEBBIX KJIETOK CEMHUHOMBI MU JUCTEPMUHOMBI, MaCTOLIUTO3, TYYHOKJIETOUHBIH JIeiKo3,
aJICHOKAPIITHOMY JIETKOTO, TUIOCKOKJIETOYHBIN PaK JIETKOTO, TIIHOOJACTOMY, TIIHOMY, JETCKYHO
TJIHOMY, ACTPOLIUTOMBI, CAPKOMBI, 3JIOKAYECTBEHHYIO CapkoMy o0osiouek mnepudepruuecKux
HEPBOB, HMHTHUMAJIbHBIE CapKOMBI, THIEP303UHO(DUIBHBIA CHHAPOM, HIUOMATHYECKHUI
TUTEeP303MHOPUIIBHBIA CHHIPOM, XPOHUYECKUH 303MHO(PUIBHBIN JIEHKO3, OCTPBIA MHUEIOUTHBIN
JEeWKO3, CBA3aHHBIA ¢ »o03uHOGmInel, numdoOnacTHyro T-kierouHywo numMpoMy WK
HEMEJIKOKJIETOYHBIN pPaK JIErKoro. B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHHsS 3a00yieBaHHE
npencTaBsieT coOOil CTpoMalibHBIE OMyXOoiH JkenyaodHo-kumewynoro tpakra (GIST). B
HEKOTOPBIX BApPUAHTAX OCYIIECTBIEHHs 3a00JE€BaHUE TMPENCTaBiseT COOON CTpOMaJbHbBIE
OINyXOJIM KENYJOYHO-KUIIEYHOro Tpakta, oOycnosineHHble KIT. B HeKOTOpBIX BapuaHTax

OCYLIECTBJIEHUs 3a00JNeBaHHe MPEACTABIsAET COOONH CTPOMAJbHBIE OIYXOJIH KENyAOYHO-
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KHIIeYHOro Tpakrta, oOycnoBieHHble PDGFRA. B HEKOTOpBIX BapHaHTaxX OCYINECTBIICHUS
3a0oneBaHne TNpencTaBiseT COOOM pak JIerkoro. B HEKOTOpBIX BapHaHTax OCYINECTBJICHUS
3a0oneBaHue NpencraBuseT coOoi ramodmacroMy. B HEKOTOpBIX BapHaHTax OCYIIECTBIICHUS
3a0oneBaHne mpeAcCTaBisieT coOol rinuoMy. B HEKOTOpHIX BapuaHTaX OCYINECTBIEHUS
3a0oJieBaHNe TPENCTaBisieT COOOHM 3JI0KAYeCTBEHHYIO CapKoMy 00oJodek mnepudeprueckux
HepBOB. B HEKOTOpPBIX BapHaHTAaX OCYIIECTBICHUS 3a00jieBaHUE MpPEACTaBIseT COOOH
TUIeP303UHOPHITBHBIA CHHAPOM.

[000185] B HekOTOpBIX BapHaHTaX OCYLIECTBJIEHHs Takoe 3a00JieBaHHE MPEICTaBIISET
coboti onocpenoBannblii kinHa30ii PDGFR omyxoneBblit pocT onyxomu. B HeKoTOphIX BapuaHTax
OCYIECTBIIEHHSI POCT OIMYXOJIU WJIM MPOTrPECCUPOBAHUE OIMYXOJH BbI3BAHBI CBEPXIKCIPECCHEH
kuHasel  PDGFRa,  oHkorenHpiMu  MucceHc-mytauusiMa  PDGFRo,  OHKOT€HHBIMH
nenenuoHHbIME  MyTauusimu  PDGFRo, oHkoreHHbIMH —miepecTpoiikamu  reHa FPDGFRa,
npuBomAmMMUA K ciutbiM Oenkam PDGFRa, BrytpurenneiMu neneuusimu PDGEFRo BHYyTpH
pPaMKH CUUTBIBAHUSI H/WIIM OHKOreHHOW amrumpukanueii reHa PDGIFRa. B HekoTopbx
BapHUAHTaX OCYILIECTBIEHHUs Takoe 3a0oyieBaHUE MpeAcTaBisieT coOoil mpencraBisieTr coOOi
CTpPOMAaJIbHbIE  OMyXOJH  JKEeJyJOYHO-KUIIeYHOro Tpakta, oOycnoBieHHsle PDGFRA,
aJICHOKAPIITHOMY JIETKOTO, IMJIOCKOKJIETOYHBIH PakK JIETKOro, TIHOOIacTOMY, TIHOMY, IETCKYIO
IJIHOMY, ACTPOLIUTOMBI, CAPKOMBI, CTPOMAJIbHBIE OIYXOJH KEIYAOYHO-KUIIEYHOTO TPAaKTa,
3JIOKQYECTBEHHYIO CapkoMy o00osiouek nepudpepudeckux HEPBOB, HWHTUMAJbHbIE CApKOMBI,
TUNEPI03MHOPMIBHBIA  CHHAPOM,  HMAMOMATUYECKHH  T'MIep303MHOQUIBHBIA  CHHIAPOM,
XPOHMYECKHH 303MHOQWIBbHBIA JIEWKO3, OCTPBII MHMEJIOWAHBIN JIeHKO3, CBA3aHHBIA C
so3uHOmuelt, win numdobnactHyo T-knerounyro aumpomy. B HEKOTOpHIX BapHaHTax
OCYyLIEeCTBJICHHs 3a00JeBaHHE MPEACTAaBIsIET COOOH CTPOMAJbHBIE ONYXOJHM JKEyAOYHO-
kumeyHoro tpakrta (GIST), oOycnosnennsie PDGFRA. B HekoTOopeIX BapHaHTax
OCyLIEeCTBJIEHHs 3a00JieBaHUE NPENCTaBsieT COOOH pak Jierkoro. B HekoTOpbIX BapuaHTax
ocyiecTBieHus 3a00JIeBaHue MpeacTaBisier cobol rimodiaactoMy. B HEKOTOpBIX BapuaHTaX
OCYILIECTBIIEHHsI 3a00JieBaHHE TMPEACTaBIsieT COOOW TiIHOMy. B HEKOTOpBIX BapHaHTaxX
OCYyIIECTBIIEHHsT 3a00JieBaHHE MPEACTABISIET COOOM 3JIOKAUYECTBEHHYIO CapKOMYy OO0OJIOYeK
nepudpepuIeckx HEpBOB. B HEKOTOPBIX BapHAHTAX OCYIIECTBIIEHHs 3a00J€BaHIE MPEICTABIISET
co0o¥ TUNep303MHOPMIbHBIA CHHIPOM.

[000186] dapmalieBTHUECKH KOMITO3ULIUU, OTMCAHHBIC B HACTOSIIEM JOKYMEHTE, MOTYT
ObITh BBEIEHBI MalUWeHTaM (KMBOTHBIM M JIFOJSM), HYKIAIOIIUMCS B TaKOM JIEYCHUH, B
TO3MPOBKAX, KOTOPbIe o0ecrneyaT ONTUMaIbHYIO (hapManeBTHUECKYIO0 3¢ dexkTuBHOCTh. Chenyer
UCXOIUTh W3 TOTO, YTO 11032, HEOOXOAMMAs B KaKOM-JIMOO KOHKPETHOM Cllydae NMPUMEHEHHS,
Oyzmer OTIMYaThCs ISl pa3HbIX MALEHTOB, HE TOJIBKO BBIOPAHHBIM KOHKPETHBIM COCTUHEHUEM
WIM KOMITO3UIIMEH, HO TakXKe CIocoOOM BBEINEHUs], MPHUPOIOH COCTOSHUS, JICYEHHE KOTOPOTO
OCYIIECTBIISIFOT, BO3PACTOM U COCTOSIHUEM TallME€HTa, COMYTCTBYIOINEH JIEKapCTBEHHOM
Tepanueil i ocoboi MUEeTOH, KOTOPOH clenyeT MalueHT, U IPYruMH (pakTopaMu, KOTOpbIE
OyAyT U3BECTHBI CIELUANNCTY B TAaHHON OOJIACTU TEXHUKHU, U BBIOOP MOIXOASALIEH TO3UPOBKHU B

KOHEYHOM UTOI'€C OCYLICCTBIIACTCA HAa YCMOTPCHUEC JICHALLICTO Bpa4a.
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[000187] JleueHne MOKET MPOBOAUTHCS B TEUEHHE HACTOJBKO [JIUTEJNBHOTO WU
HACTOJIbKO KOPOTKOTO MEepUoJia BPEMEHM, HACKOIbKO HeoOxommmo. Komnosuumu mMoryt ObITh
BBEJICHBI IO CX€Me, MPeNyCMaTpUBAOIIeH, HapruMep, OT OAHOTO JI0 YeThIpeX WU Oojiee pa3 B
cytku. Ilogxopsmum nepuonoM JieYeHUsT MOKET SABJATHCSA, HApUMeEp, MO MEHbLIEH Mepe
NPUONU3UTENBHO OZIHA HEJels, M0 MEHbIlel Mepe MPUONN3UTENbHO JIB€ HENeNH, N0 MEeHbIIeH
Mepe NPUOM3UTENBHO OUH MECSL, MO MEHbIIeH Mepe MPUOIM3HTENBHO LIECTh MECSLEB, IO
MeHbIIeH Mepe NpuOIM3HTENbHO 1 rog WM HeompeneneHHbIH cpok. Ilepuon jgedeHus Moxer
OBITh MPEKpaIIeH MO JOCTUKEHUH HEOOXOMMOro pe3yJibTarta.

Kombunuposannas mepanus

[000188] B HacrosimeM H300peT€HUH OMUCAHBI METOIbI KOMOWHHMPOBAHHOW TEpaIvu,
KOTOpbIe MPEAyCMaTpHUBAOT BBeneHue amopdHoii Gopmbl coenunenus (opmynsr (1) wmm
KOMITO3UILINH, coaepkatieii amopdHyro ¢opmy coennnenus: popmyiel (1), 1 ogHOro mmm Oonee
TEPANeBTHUECKUX areHToB. MeTonpl KOMOWHUPOBAHHOHN TEparuy, OMHMCAHHBIE B HACTOSIIEM
TOKYMEHTE, MOYKHO MPUMEHSTD 110 OTAENbHOCTH WIIM B AONOJHUTEIbHOH KOMOMHALIMU C OTHUM
wii Ooyiee JOTONHUTEIbHBIMU TEPANIeBTUYECKUMH areHTaMy (HampuMep, ONHHMM I Oolee
TOTIONTHUTEIBHBIMH TEPANIEBTHUECKUMH areHTaMu, ONMCaHHBIMU HIDKe). Hanpumep, coennHeHne
dopmynst (I) mnm kommosuuusi, coxepxamias amopduyro popmy coenunenust popmyner (1),
MOTYT OBITh BBEIEHBI BMECTE C MPOTUBOPAKOBBIM TEPANIEBTUYECKIM Ar€HTOM, ITPOTHBOPAKOBBIM
OMONOTMYEeCKUM  TpenaparoM, WHTHOUTOPOM HMMYHHBIX ~ KOHTPOJIbHBIX  TOUYEK WU
XUMHOTEPANEBTUYECKUM areHToM. B ciydae KOMOWHMPOBAHHOW Tepamuu TeparneBTUYEeCKHe
areHTbl MOTYT OBITb BBEAEHbI BMECTE€ C JAPYI'MM TEPANeBTHYECKHUM AareHTOM, ONMCAHHBIM B
HACTOSILIEM TIOKYMEHTE, WIH MOCIEA0BATENbHO C HUM.

[000189] KomOuHMpOBaHHAS TEPAIHUsi MOKET OBITh OCYIIECTBJIEHA MyTEM BBEACHHS IBYX
win Ooliee TepaneBTUYECKUX AreHTOB, KAXKAbIH W3 KOTOPBIX BKJIIOYAIOT B COCTAB Iperapara u
BBOIST OTAENBHO. B KauecTBe aibTepHATHBB, KOMOMHHMPOBAHHAS Tepamus MOXKET OBITh
OCYIIECTBJIEHA MTyTE€M BBEICHUS IBYX WK OOJiee TepareBTUYECKUX areHTOB B OTHOM Ipernapare.

[000190] [Ipyrue KOMOMHAIIMH TakK:K€ OXBATBHIBAIOTCS KOMOWHHPOBAHHOW Teparuei.
Xorsa naBa wiau Oojiee areHTOB, HMCIOJB3YEMbIX B KOMOWHUPOBAHHOH TEparuy, MOTYT OBITh
BBEJICHBI OTHOBPEMEHHO, 3TO He sIBJIIeTCs 00si3aTenbHbIM. Hanpumep, BBeIeHHE IEPBOTO areHTa
(v kOMOWHAIIMK areHTOB) MOXKET MPOHCXOOUTH pPAaHbIIE BBEIAEHHsS BTOPOrO areHTa (Wiu
KOMOWHAIIMY areHTOB) HA HECKOJIbKO MUHYT, YaCOB, THEH WM Heelb. Takum obpa3om, ABa UiH
OoJiee areHTOB MOTYT OBITh BBEICHBI C HHTEPBAJIOM B HECKOJIbKO MUHYT HMJIM C HHTEPBAJIOM B 1,
2,3,6,9,12, 15, 18 unu 24 yaca, unu ¢ uatepagoM B 1, 2, 3, 4,5, 6,7, 8, 9, 10, 12, 14 gnen,
WU C UHTepBAJIOM B 2, 3, 4, 5, 6, 7, 8, 9 unu Henenb. B HEKOTOPBIX CAy4dasiXx BO3MOKHBI JaXKe
Oosee AMUTENbHBIE HHTEPBAJBL. XOTS BO MHOTHX CIIy4asx JKeJaTelbHO, 4TOOB! ABa MM Oonee
areHTOB, IPUMEHSEMBIX B Ka4eCTBE KOMOMHHUPOBAHHOHN Tepamnuy, MPUCYTCTBOBAIN B OPraHU3ME
MAIMEHTA B OJTHO U TO JK€ BPEMsI, 3TO HE SIBIIIETCS 0053aTEIbHbBIM.

[000191] KomOuHUpOBaHHAs TepaNust TAKKE MOXKET BKJIFOYATh JIBA WA OoJiee BBEIECHU N
OJHOro WM OoJiee areHTOB, NMPUMEHSEMbIX B KOMOMHAIIMM, C HCIIOJIb30BAaHHEM Pa3JIMIHOM

noCJaCaAO0BaTCIbHOCTHU BBCACHUSA arCHTOB, ABJIAIOIIUXCA KOMIIOHCHTaAMU. HaanMep, CCJIN ar¢HT
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X u areHT Y NPUMEHSIOT B KOMOMHALIMHU, TO UX MOXKHO BBOJHUTH IOCJIEAOBATENBHO B JIOOOM
KOMOMHAIMU OZlMH Wiu Oonee pas, HarpuMmep, B nopsake X-Y-X, X-X-Y, Y-X-Y, Y-Y-X, X-X-
Y-Yur o

[000192] B HEKOTOpPBIX BapUaHTaX OCYIIECTBJIEHUS NOMOJHUTEIbHBIN TepaneBTUYECKU
areHT, KOTOpBIi MOXKeT ObITb BBEIEH COINIACHO HACTOSINEMY H300PETeHHUIO, BKIIIOYAET, HE
OTPaHMYMBASCH TEPEUHCICHHBIM, LUTOTOKCUYECKHE AareHTbl, LUCIUIATUH, JOKCOPYOUIIMH,
STOMNO3UA, MPUHOTEKAH, TOIMOTEKAH, MAaKJIUTAKCEN, AOLETAKCelN, SIOTHUIOHBL, TaMOKCU(eH, 5-
bTopypaLui, METOTPEKCaT, TEMO30JIOMU, HuKiIopochamun, toHapapuud, Tunupapauod, 4-((5-
((4-(3-xnopdenmn)-3-okconunepasut- 1 -wn)meTmn)- | H-umunazon- 1 -ua)MeTnn ) 0e H3OHUTPHIIA
THIPOXJIOPH]I, (R)-1-((1Humumazomn-5-un)metin)-3-0eH3mn-4-(truod eH-2- uncy abp oHwI )-
2,3,4,5-rerparunpo- 1 H-Oen3onnaszenun-7-kapOOHUTPUII, HETyKCUMad, UMaTUHHUO, HWHTEpdhepoH
anbda-2b, merunmupoBanHbIil HHTEPhEPOH anbda-2b, KOMOMHAIIMU C apOMATa30i, reMIIUTa0uH,
ypamyctuH,  XxjopmeruH,  udochamun, — Mendanan, — xyjopaMOyumy, — MHUNIOOPOMAH,
TPUSTWJIEHMENIAMHH,  TpudTWIeHTHOdochopamuH, OycynbdaH, KapMyCTHH, JIOMYCTHH,
CTPENTO30IMH, nakapOa3uH, (IOKCYPUAWH, LHUTApaOUH, O-MEPKaNTONypHH, O-THOTYaHUH,
bnynapadbundocdar, TeHKOBOPUH, OKCAJTUIUIATHH, MMEHTOCTATUH, BWUHOJACTHH, BHHKPHUCTHUH,
BUHIE3WH, OJICOMUIUH, JaKTUHOMHWIWH, JayHOPYOWIWH, OSHUPYOWIHMH, WAAPyOHUIINH,
MUTPAMHLNH, JAe30KcukopopmunmH, MuromMunuH-C, L-acnaparmaasy, Ttenunosupa 170-
STUHWIBCTPAAUON, AMSTHICTHIBOSCTPON, TECTOCTEPOH, NPEAHU30H, (PIYOKCHUMECTEPOH,
IPOMOCTAHOJIOHA TNPONMOHAT, TECTOJAKTOH, MErecTpojia alerar, MEeTHIPEIHI30JI0H,
METHJIITECTOCTEPOH, MPEIHU3O0JIOH, TPUAMLUHOJIOH, XJIOPTPHUAHU3EH, 17a-
THIPOKCUIIPOTECTEPOH, AMMHOIJIYTETUMU/, JCTPAMYCTHH, MEIPOKCUIIPOreCTepOHa AaleTarT,
aedinponuna auerar, Quytamua, TopemMueHa LUTPaT, Tro3epeirHa arerar, KapOOomaTuH,
T'MAPOKCUMOYEBHHY, AaMCAaKpWH, MpokapOasvH, MHTOTaH, MHUTOKCAHTPOH, JIEBAMH3OJI,
BUHOpENOWH,  aHACTPO30J,  JIETPO30J,  KameuutaObuH,  pajokcudeH,  AposokcaduH,
reKkcamMeTHIMeNaMuH, OeBaiuszymad, Tpacty3ymad, To3utymomMad, OoprezoMud, ubpurymomad
TUYKCETaH, TPUOKCHJ MBbIIbAKA, MOpHUMEp HATpPUs, LETYKCUMad, THUOTEMy, alTPETAMUH,
(dyNBEeCTPaHT, SKCEMECTaH, pHUTYKCHUMad, aleMTy3ymad, [eKcaMeTa3OH, OuKalyTaMum,
XJIOPaMOYIIHIT ¥ BaJIPyOHUIIUH.

[000193] B HekOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTEIbHBIA TepaneBTUYECKHI
areHT, KOTOPbII MOXET ObITh BBEIECH, MOXET BKJIIOUATh, HE OTPAHUYHMBASCH MEPEUHUCIECHHBIM,
uHruourop AKT, ankuaupyromuii areHT, MOJIUTPAHCPETUHOEBYIO KHCIOTY, AHTHAHAPOTEH,
azauuruanH, naruoutop BCL2, uarnburop BCL-XL, unrudurop BCR-ABL, uaruturop BTK,
uaruourop BTK/LCK/LYN, wunruburop CDK1/2/4/6/7/9, waruburop CDK4/6, uHrudurop
CDKO9, wunruburop CBP/p300, wunruburop EGFR, anTaronucr penenropa 3HIOTENHHA,
uHruourop RAF, narndutop MEK (Mutoren-aktuBupyemasi mpotrenHknHasa), nHruontop ERK,
uHruourop Qapuesmnrpancdepasp, uHrnoumrop FLT3, aroHHCT TIFOKOKOPTHKOUIAHOTO
peuentopa, wunHruoutop HDM?2, wunrubutop rucronneanerwnass, uHruourop KK},
UMMyHOMONyJIUpyomee JekapctBeHHoe cpenctso (IMiD), wunrenon, wunrubmrop ITK,
unruourop JAK1/JAK2/JAK3/TYK2, uaruourop MTOR, unruburop xunasel PI3, nBoiinoii
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uHruourop kuHasel PI3/MTOR, wuHruOutop mnporeacoMbl, aroHUCT NPOTeHHKHUHa3bl C,
uaruourop SUV39HI1, TRAIL, unrubutop VEGFR2, unruburop curnaipHOoro myta Wnt/p-
KaTeHWHA, TeUTa0NH U MOHOKJIOHaJIbHOE anTureso k CD20.

[000194] B HeKOTOpPBIX BapUaHTaX OCYIIECTBJIEHUS NOMOJHUTEIbHBIN TepaneBTUYECKUM
areHT MpeACTaBIsieT COO0H MMMYHOMONYJIUPYIOLIHIA areHT, BBIOPAHHBIA U3 TPYIIIbI, COCTOSIIEH
u3 uarnouropos CTLA4, Takux Kak, HE OTrpaHUYMBASICH IMEPEUUCICHHBIM, UIIINMyMad H
Tpemenumymad;, wuHruOutopoB PDI1, Takumx kak, HEe OrPaHMYMBASCH IEPEUHCICHHBIM,
nemOponuzymad u HuBONAyMad, wuHruOutopoB PDLI, Takux Kkak, HE OrpaHUYUBASICH
nepevncieHHbM, arte3onudymad (panee MPDL3280A), nypeanymad (panee MEDI4736),
asenymad, PDRO0O1; unruburtopos 4 1BB unu nuranaa 4 1BB, Takux kak, HE OrpaHHYUBASIChH
nepeyncieHHbM, ypenymad u PF-05082566; aronucroB juranga OX40, Takux Kak, He
orpannumnBasich mnepeuncieHHbiv, MEDI6469; arenror mnporuB GITR, Takux kak, He
orpannuuBasich nepedncieHHbiM, TRXS518; narudburopor CD27, Takux Kak, HE OrpaHUYHBASICH
nepeyncieHHbM, Bapymad; naruouropo TNFRSF25 unn TL1A; aronucros CD40, Takux
KaK, He orpaHu4mBasich nepeuncieHabiM, CP-870893; uaruouropos HVEM, wiu LIGHT, umm
LTA, wm BTLA, wm CD160; wunrubutopoB LAG3, Takux Kak, HE OrpaHUYUBAsICH
nepeuncieHHbiM, BMS-986016; unrndouropos TIM3; unrudurtopos Siglec; aronmcros ICOS
wi quragaa ICOS; uaruburopoB B7 H3, Takux Kak, HE OTrpaHUYHMBASCH ITEPEUHUCIECHHBIM,
MGA271; uarudutopo B7 H4;, uarunduropos VISTA; unruburopos HHLA2 nmu TMIGD?2;
uHruouropo OytupodunuHoB, Bkio4ass uHruOuTopsl BTNL2; muarunOuropos CD244 wmm
CD48; unruduropos npencrasureneii cemeiictsa TIGIT u PVR; unruduropos KIR, Takux kak,
HE OrpaHUYMBAsICh IepeuncieHHbIM, Jupuiaymad; umHruouropoB ILT u LIR; urruburopos
NKG2D u NKG2A, Takux Kak, He OrpaHn4mBasich nepeurcieHHeiM, IPH2201; narubutopos
MICA u MICB; unruturopos CD244; unrnturopoB CSFIR, Takux kak, He OrpaHHYMBAsICh
HepeYrCIeHHbIM, 5MaKTy3ymad, kaOupanusymad, nexcupmaptuand, ARRY382, BLZ94S;
uHruouropos IDO, Takux Kak, He orpaHu4mBasch nepeunciennbiM, INCB024360; Tanunomuna,
aeHamuaomuaa, uHruoOuropo TGFP, TakuMx kak, He OrpaHUYHMBASACH TEPEUUCIICHHBIM,
ranyHu3eptud; uHruoutopos aneHosuHa wian CD39, wniu CD73; uaruburopos CXCR4 wmm
CXCL12, Takmx  Kak,
(35,6S.9S,12R,17R,20S,23S,26S,29S,34aS)-N-((S)-1-aMmuHO-5-ryaHUAMHO- | -OKCOTIEHTaH-2- 11 )-
26,29-6uc(4-amuno0ytIn)-17-((S)-2-((S)-2-((S)-2-(4-pTopbeHzamuno)-5-

I'YaHUJIHMHONIEHTAHAMHUIO)- S-TYaHUIUHOIIEHTAaHAMUIO )- 3-(Ha Ta i H-2- 1T ) IpOnaHaMu 0 )-6-(3-

HE  OrpPaHWYMBAsACh  NEPEUUCICHHBIM,  YJOKyImIymMad U

ryanuanHonponui)-3,20-6uc(4-ruapokcudensmn)-1,4,7,10,18,21,24,27,30-noHa0kc0-9,23-
ouc(3-ypennonpomnmn)rpuakorraruapo-1H,16H-mupporno[2,1-
pl[1,2]nutuals,8,11,14,17,20,23,26,29|HOHaa3aiuka000TpuakoHTHH- 1 2-kapbokcamun BKT140;

UHruouTOpoB  docharuauincepuHa, TaKUX KaK, HE OrPaHUYHBASCH MEPEUNCIICHHBIM,

2

OaBurykcumad, wuHrubOuropoB SIRPA wumun CD47, Takux Kak, HE OrPaHUYHBAsIChH

2

nepeuncienHelM, CC-90002; wunruburopoB VEGF, Ttakumx Kkak, He OrpaHHYHBAsChH

2

MePEeYNCIICHHbIM, OeBaun3yMad, U UHTHOUTOPOB HEMPOMIIINHA, TAKUX KaK, HE OrPaHUYHBAsIChH
nepeuncieHHbiM, MNRP1685A.
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[000195] B HeKOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTEIbHBIN TepaneBTUYECKUI
areHT MPeacTaBisieT cOO0H XUMHOTEPAIeBTHUECKUN areHT, BBIOPAHHBIN U3 TPYMIIbI, COCTOSIIEH
U3 XHUMHOTEPANeBTUYECKHX areHTOB, BKIIIOYAIOIINX, HE OrPAaHUYHBAACH IIEPEUHCIECHHBIM,
aHTUTYOYJIMHOBbIE AareHThbl (HAmpuUMep, TMAKIUTAKCeN], CBs3aHHblEe C O€JIKOM YacCTHILIbI
NaKJUTAKCeNa Uil WHBEKIMOHHOW CYCIEH3MHM, B TOM YHCIE HaO-TaKJIUTaKceN, 3puOynuH,
AOLeTaKceN, UKCAOeNMIOH, BUHKPUCTHH), BuHOpenOuH, JHK-ankunmupyromiie areHTsl (B TOM
YHCIIe LUCIUIATHH, KapOOoIIaTHH, OKCANMUIUIATHH, nukiodochamua, ndochamun, remozonomun),
JHK-uHTepKaaupyomye areHTel (B TOM  YHCJE  JOKCOPYOMLMH, TEerHIMpPOBAaHHBINA
JIMIOCOMAJIbHBINA TOKCOPYOULINH, NayHOPYOULIMH, uAapyOULIMH U S1upyOuIuH), S-GpTopypanun,
KarmeuuTabuH, UTapabuH, JeUTa0WH, S-a3alUTaANH, TeMIIUTA0NH U METOTPEKCAT.

[000196] B HekoTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTEIbHBIA TepaneBTUYECKUI
areHT BBIOPaH W3 TPYIIBI, COCTOSINEH W3 TAKIUTAKCeNa, CBS3aHHBIX C OEJNKOM YaCTHII
NaKJIUTaKCeNa JUIsi WHBEKLUUOHHOW CYCHeH3MH, SpHOYJMHA, IOLETakcena, WKCcabenusIoHa,
BUHKPHUCTHHA, BHHOPEJIOWHA, UCIUIATHHA, KapOOIUIaTHHA, OKCAIMIUIATHHA, nukiodocdamuna,
upochamuna, TEMO30JIOMHUAA, JOKCOPYOWIMHA,  MNETWJIHMPOBAHHOTO  JIUTIOCOMAJIBHOTO
OOKCOpyOuIMHa,  HayHOpyOWIMHA, uaapyounMHa,  SMUPYOUIINHA, 5-¢ropypauuna,
karmeuuTabuHa, uuTapaOuHa, nenurabWHa, S-a3anuTaguHa, TreMuuTabWHA, METOTpPEKCaTa,
spnoturnda, repurnanba, NanatuHuba, sBEepoauMyca, Temcuponumyca, LY2835219, LEEO11,
PD 0332991, xpusorunuba, kabo3aHTMHUOA, CyHuTHHHOA, mMazonaHuba, copadennda,
peropadgennba, axcutuHHOa, pasatuHuMOa, uWMaTHHWUOA, HUIOTHHHMOA, BeMypadeHuoa,
nabpadennda, Tpamernnuba, wunenacuda, KuzapTHHHOA, TaMOKcu(eHa, (yJIBECTpaHTa,
aHacTpO30J1a, JIETPO30Ja, SKCeMecTaHa, abupaTepoHa alerara, SH3alyTaMuaa, HUIyTaMHAa,
Ouxanmyramuna, GpiayraMuaa, LUIPOTEPOHA alleTaTa, PeIHN30Ha, JeKCaMeTa30Ha, UPUHOTEKAHa,
KaMIITOTELMHA, TOMOTEKaHa, STONo3uaa, sronosuna ¢ochara, MUTOKCAHTPOHA, BOPHHOCTATA,
poMuIencuHa, NaHOOMHOCTaTa, BAJBIPOEBOH KHUCIOTHL, OemmHoctata, DZNep 5-aza-2’-
JE€30KCULIUTUINHA, OopTe3omuoda, kapuasomuoda, TAIMIOMUIA, JIEHAJIIOMHU/IA,
NOMAJIMJIOMU/IA, TpacTysymada, meprysymada, LeTykcMMmada, MaHuTyMymada, WUIMUIMMymada,
nabponuszymada, HuBojaymaba, MPDL3280A, Oepauuszymaba, admubepuenrta, OpeHTykcumMabda
BEIOTHHA, aJ0-TPACTy3yMada SMTaH3UHa, JIy4eBOH Tepanuu u cunyernena-T.

[000197] B HeKOTOpBIX BapUaHTaX OCYLIECTBJIEHUS JONOJHUTENbHbIN TepaneBTUuYeCcKuil
areHT NpPEeACTaBsieT CcOOOH WMHrMOMTOp KWHA3bl, BBIOPAHHBIA M3 TPYIIbL, COCTOSINEH U3
sprotunuda, reputuHNOa, NanaraHuba, 3Beponumyca, Temcupoianmyca, LY2835219, LEEO11,
PD 0332991, xpusorunuba, kabo3aHTHMHUOA, CyHUTHHHOA, Ta3omanuba, copadeHuda,
peropadgennba, axkcutuHuOA, Aa3aTMHKUOA, WMaTMHUOA, HUIOTHHHMOA, BeMypadeHuoa,
nabpadenunda, TpameTuHnba, uaenaacOa U KBU3apTHHUOA.

[000198] B HekOTOpBIX BapUaHTaX OCYIIECTBJEHUS JONOJHUTEIbHBIN TepaneBTUYECKH
areHT MpencTaBisieT coOOM TeparneBTHUECKOe CPEACTBO Ha ocHoBe aHTuTena K PD1. IIpumepsr
TEpaNeBTHUECKUX CPEACTB Ha OCHOBe aHTuTen K PD1, koTopele Moryt ObITh BBEIEHBI B
KOMOMHaIMu ¢ coenrHeHneM Gopmysl (1) unm ero ¢papmaneBTHUECKH TPUEMIIEMON COJIBIO, WU

KOMIO3UIINEH, conepskarieit coenuaenue ¢Gopmysl (1) wiu ero papmaneBTUIECKH TPUEMIIEMYIO
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COJIb, ONIUCAHHBIMU B HACTOSIILEM JAOKYMEHTE, BKJHOYAIOT, HE OrPAHUYNBASACH MEPEUNCIICHHBIM,
HUBOJNIyMaO, MUOWIM3yMad, nemMuruinMad, Tuciennsymad, AMP-224, AMP-514 u
nemMOponuzymao.

[000199] B HEKOTOpPBIX BapHaHTaX OCYLIECTBJIEHUs AOMOJHUTENbHbIN TepaneBTUIECKUN
areHT BBIOPaH M3 TPYMIbIL, COCTOSIIEH M3 HMMMYHOMOIYJHPYIOIIMX areHTOB, BKJIIOYAs, HE
OTPaHUYMUBASACH IMEPEUUCIICHHBbIM, TEpaleBTHYECKHE CpencTBa Ha OCHOBe aHTuTten k PD-LI,
BKJIFOYAs aTe30Jau3yMad, nypBaniymad, BMS-936559 u aBenymal, TepaneBTH4YECKHUE CPEACTBA HA
ocHoe antuten kK TIM3, Bximrodast TSR-022 u MBG453, TepaneBTudeckue CpeacTBa Ha OCHOBE
antuten k LAG3, Bkimouas penatiumad, LAGS525 u TSR-033, TepaneBTudeckue CpeacTBa Ha
ocHoBe aroHucra CD40, sxmouas SGN-40, CP-870,893 u RO7009789, TtepaneBTHueckue
cpenctBa Ha ocHoBe aHtuten k CD47, Bkmouas HuSF9-G4, tepanesTudeckue cpeacrsa Ha
ocHoBe aHtuten k CD20, tepaneBTuueckue cpenctsa Ha ocHoBe aHtuten Kk CD38 u apyrue
UMMYHOMOJYJIUPYIOL[ME TepaneBTUYEeCKHe CPEeACTBa, BKIOUYas TaJIMIOMHJ, JIEHAJIUIAOMUN,
NOMAJUAOMU, TPEJHU30H U JeKcaMeTa3oH. B HeKOTOphIX BapuaHTax OCYLIECTBJICHMUS
JOTIOJTHUTEJIbHBIN TePANeBTUYECKUI areHT MPeAcTaBisieT codbol aBenymMad.

[000200] B HekOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTEIbHBIN TepaneBTHYECKH
areHT NPEeACTaBIsIET COOOH XMMHUOTEPANeBTUUECKUN areHT, BBIOPAHHBIN U3 TPYIIIbI, COCTOSIIEH
U3 aHTUTYOYJHMHOBBIX AareHTOB (HANpUMep, IaKJIUTAKCeNIa, CBS3aHHBIX C OEJIKOM YacTHll
NaKJIWTaKceNna JUIsi HWHBbEKIMOHHON CycmeH3ww, 3pulynuHa, aOpakcaHa, JOLIETaKcena,
uKcaOenuwiIoHa, TaKCUTepeMa, BHUHKPUCTMHA WM BUHOpenOuHa), aHtaronucros LHRH,
BKJIIOUAsi, HE OrPAHMYMBAsACH IEPEUUCICHHBIM, JIEMNPONUJ, TO3€pEeNUH, TPUNTOPEIUH WIH
TUCTPENINH, AHTHAHAPOT€HHbIX AareHTOB, BKJIOYas, HE OIPaHUYMBAACH MEPEUUCIICHHBIM,
abupatepoH, ¢iayramun, OWKanyTaMHJ, HWJIYTAMHI, LUIPOTEPOHA aleTaT, SH3aIyTaMUA U
anajyTamMHz, AaHTHU3CTPOTeHHBIX AareHTOB, BKJIIOYas, HE OrPAHUYUBASACH IEPEUUCIICHHBIM,
taMOKcH(eH, (yJIBeCTpaHT, aHACTPO30J, JeTpo3od u skcemecrad, JIHK-ankumupyrommx
areHTOB (BKJIFOYAsl LIMCIUIATHH, KapOOIUIATHH, OKCATUILIATHH, nukjaopochamun, udpochamun u
temo3ojomun), JTHK-uHTEpKamupyOImuX areHToB (BKIHOYast JOKCOPYOUIINH, MErnIMpPOBAHHBINA
JIMIMOCOMAJIbHBIA ~ TOKCOPYOWIIMH, OayHOPYOMUMH, WAApyOMIMH W 3OUPYOHIMH), 5S-
dropypaumia, kaneuutabuna, nurapabuHa, neuuTabWHA, S-a3alMTUAWHA, TeMUUTAOWHA
MeToTpekcara, boprezomuda u kapduinzomuoda.

[000201] B HexOTOpBIX BapUaHTaX OCYIIECTBJIEHUS JOMOJHUTEIbHBIN TepaneBTHYECKHI
areHT BBIOPAH U3 TPYIMIIBI, COCTOALIEH U3 TEPAIeBTUYECKUX CPEICTB HAMPABICHHOTO ACHCTBUS,
BKJIFOYAs] UTHTHOUTOPBI KUHA3 3PJIOTHHHUO, re(uTHHUO, JTanaTaHuo, 3BEPOTUMYC, TEMCHPOIUMYC,
abemauuku6, LEEO11, manGorukmmnd, kpu3oTHHUO, KabOO3aHTUHUO, CYHUTHUHHO, Ma30maHuo,
copadenund, peropadennd, akCUTHHHUO, Ha3aTUHUO, UMATUHUO, HUJIOTHHUO, BemypadeHuo,
nabpadpennd, TpameTuHUO, KOOMMETWHMO, OWHMMETWHUO, WAEeNaIuCUd, KBU3APTHHUO,
aanputnanO, BLU-667, BLU-263, Loxo 292, napoTpekTMHHO W  KBU3apTUHHO,
AHTUICTPOTEHHBIE AareHThl, BKJIOYAs, HE OrPAaHUYMUBASCH IEPEUYHCICHHBIM, TaMOKCHU(EH,
(dynBecTpaHT, aHACTPO30JI, JIETPO30J M SKCEMECTaH, aHTUAHJIPOT€HHbIE areHThI, BKJIOUas, HE

OrpaHn4urBasiCb NEPECUUCIICHHDIM, a61/1paTep0Ha aneTar, OH3aJlyTaMU[A, HUJTyTaMU[,
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Oukanmytamun, GIayTamMHn, LUNIPOTEPOHA aneTaT, CTEPOHMIHbIE AareHTbl, BKIIOYAs, HE
OrpaHUYNBASCH MIEPEUNCIICHHBIM, PEIHU30H U leKcameTa3oH, nHruoutopsl PARP, Bkitouast, He
OrpPaHUYMBASACH MEPEUYHMCICHHbIM, HepamapuO, omamapu® u  pykanapud, HMHIHOUTOPHI
TOnou3oMepassl I, Bkitouas, He OrpaHUYNBAsACH NEPEUUCIEHHBIM, HPUHOTEKAaH, KAMIITOTELIUH U
TOMOTEKaH, MHTHOUTOpPBHI TomouszoMmepasbl II, BKJrOuas, He OTrpaHUYUBASCH MEPEUHCICHHBIM,
sTONO3uA, 3Tonos3uaa ¢ochar W MUTOKCAHTPOH, HMHIUOUTOPBI TMCTOHOBOW J€alleTHIIa3bl
(HDAC), Bkmouas, He OrpaHMYHMBAsCh IEPEUUCICHHBIM, BOPUHOCTAT, POMHIEIICHUH,
NaHOOMHOCTAT, BaJbIIPOEBYIO KHCIOTY W OenuHOCTaT, MHrHOuTOpbl MeTmiupoBanus JIHK,
BKJIIOYAsi, HE OrpaHWYUBAsACh mepeuncieHHbiM, DZNep u 5-a3a-2'-1e30KCULIMTHIINH,
UHTUOUTOPBI TPOTEACOM, BKJIIOYAs, HE OrPAaHUYUBASCh IEPEYUCIEHHBIM, OopTresoMud u
KapQuI30MHO, TATHIOMUA, JEHATHIOMUA, TOMAJIHIOMH, OMOJOTHYECKHE areHThI, BKJIIOYasi, HE
OTPaHMYUBASCh TEPEYUCIEHHBIM, TpacTy3ymad, alo-TpacTy3ymad, mepTy3ymad, HeTyKcumao,
NAHUTYMyMa0, WNWIAMyMal, TpeMennMymad, BaKLHMHBI, BKIOYAs, HE OrPaHUYHBASICH
NEepeYUCIeHHbIM, cunyieinen-T, U Jy4eBylo Tepanuo.

[000202] B HekOTOpPBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTEIbHBIH TepaneBTUYEeCKH
areHT BBIOpAH M3 TPYIIIBL, COCTOSINEH W3 MHruOMTOpa MMMyHOKHMHAa3bl TIE2, BKIIOHUaromiero
pebactunnd umn ARRY-614.

[000203] B HEKOTOpPBIX BapUaHTaX OCYLIECTBJIEHUS JNONOJHUTENbHbII TepaneBTUuYeCcKuil
areHT BBIOpAH M3 TPYIIIBL, COCTOSINEH W3 MHruOMTOpa MMMyHOKHMHAa3bl TIE2, BKIIOUaromiero
pedactunnbd umu ARRY-614, u TepaneBTUYECKOro CpencTa Ha OCHOBe aHTHTeNa Kk PD1.

[000204] B HEKOTOpPBIX BapUaHTaX OCYLIECTBJIEHUS NOMOJHUTENbHbIN TepaneBTUIECKU
areHT BbIOpaH W3 TPYIIBI, COCTOSIIEH W3 aHTHAHTMOTE€HHBIX areHTOoB, BKiouaromux AMG386,
OeBam3ymad u adpaubepuent, M KOHBIOTATOB aHTUTENO-JlekapcTBeHHoe cpenctBo (ADC),
BKJIFOYAKOLIMX OpeHTykcumald BenoTHH, TpactysymMaba osmramsud u ADC, coxepxkamue
TIOJIE3HYIO HArpPy3Ky, TAKYIO KaK IMPOU3BOIHOE KAMITOTELMHA, AUMEP MUPPOIOOEH30AHa3eTHA
(PBD), numep unnonunobensonuazenuna (IGN), DM1, DM4, MMAE unu MMAF.

[000205] B HEekOTOpPBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTENbHBIA TepaneBTUYECKHI
areHT BBIOpAH W3 AaHAJOra JIOTEHHH3UPYIOIEro TopMoHa penusuHr ropmona (JIIPI),
BKJIFOYAIOLIET0 rO3€pesIuH U JIEHIPOIH.

[000206] B HekOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTEIbHBIA TepaneBTUYECKHI
areHT BbIOpaH M3 TPYIIIBL, COCTOALIEH U3 3BeponuMyca, TpabekTenuHa, abpakcaHa, TLK 286,
AV-299, DN-101, nmazomanuba, GSK690693, RTA 744, ON 0910.Na, AZD 6244 (ARRY-
142886), AMN-107, TKI-258, GSK461364, AZD 1152, su3acraypuHa, Banneranuda, ARQ-197,
MK-0457, MLN8054, PHA-739358, R-763, AT-9263, nemerpekcena, 3pioTuHNOa, nazatanuoa,
HWIOTHHHUOA, NekaraHnOa, maHuTyMmymada, ampyOunmHa, operopomada, Lep-etu, HomaTpekcena,
azd2171, GartalOynuHa, atymMTyHala, 3aHOJMMyMada, S0TeKapuHa, TETPAHIPUHA, PyOUTEKaHa,
tecMundena, odnuMmepcera, THImIUMyMada, unmmwmmMymada, roccumnona, Bio 111, 131-I-TM-
601, ALT-110, BIO 140, CC 8490, nmunenrutuga, rumarekada, IL13-PE38QQR, INO 1001,
IPdR; KRX-0402, nykantona, LY 317615, Huelipanuaba, Butecmana, Rta 744, Sdx 102,

TajamnaHena, arpacenrana, Xr 311, pomunencuna, ADS-100380, cynurnnuda, S-¢propyparuna,
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BOPUHOCTATa, 3TOMNO3MIA, TEMIHUTA0MHA, JOKCOPYOMLMHA, HPUHOTEKAHA, JUIOCOMAIBHOTO
nokcopyOurmHa, S'-nesokcu-S-gropypunvHa, BHHKPHCTHHA, Temosoiomuaa, ZK-304709,
cemmuukinba; PD0325901, AZD-6244, xanenuradbuna, L-rimyramMmuHOBOH KUCIOThI, N-[4-[2-(2-
amMuHO-4,7-nuruapo-4-okco- 1 H-nmuppono[2,3-d]mupumunns-5-un)-3Tin]Oensonnal -,

AUHATPUEBOH conu, renTaruzapara, kamnroreunsa, PEG-meueHoro npuHorekana, TaMokcudeHa,
TopeMu(eHa IUTpaTa, aHACTPa30ja, dKcemecTaHa, Jjerposoia, DES (mmstuncrunebscrpona),
5CTPagUoIa, 3CTPOreHa, KOHBIOTMPOBAHHOTO dCTporeHa, Odesannzymada, IMC-1C11, CHIR-258;
3-[5-(MeTuncynb¢h OHUIMUIIEPATUHMETII )- UHAOJMI |-XUHOJIOHA,  BatajaHuba, AG-013736,
AVE-0005, auerarnoii conu [D-Ser(Bu t) 6, Azgly 10] (mupo-Glu-His-Trp-Ser-Tyr-D-Ser(Bu t)-
Leu-Arg-Pro-Azgly-NH, anerata [CsoHgsNi30is-(CoH40,)s, THe x paBasiercss ot 1 mo 2.4],
ro3epesiiHa areraTa, JISHNpOJIMAA anerara, TPUNTOPEIHHA IaMoara, MEIPOKCHUIPOrecTepoHa
areraTa, THIPOKCUIIPOreCTEPOHA KarpoaTa, MEerecTpoja auerara, pajokcudena, Oukamyramuna,
¢dnyranuna, HUIYyTaMuaa, merectpona anerara, CP-724714; TAK-165, HKI-272, spnotunuda,
nanaranu0a, kaneptunuoda, antureisa ABX-EGF, spbutykca, EKB-569, PKI-166, GW-572016,
noHadapHuoa, BMS-214662, tunudapHuoa,; amMu(oCTHHa, NVP-LAQS24,
CyOepOMITaHIITUATUAPOKCAMOBON KUCJIOTHI, BaJIBIIPOSBON KUCIOTHI, TpuxoctatuHa A, FK-228,
SU11248, copadenunda, KRNOS1, amuHOrmyreTumuna, apHCAKpuHA, aHarpenuga, L-
acrmaparuHasbl, BaknuHbl Oammuiel Kamemerrta-I'epena (BLDK), Oneommumua, OycepenwHa,
Oycynbana, kapOomiaTHa, KapMyCTHHA, XJOpamOyuuja, LUCIUIATHHA, KIAQAPUOWHA,
KJIOAPOHATA, LHIPOTEPOHA, LuTapaOuHa, nAakapOasWHa, MAKTUHOMULIMHA, NayHOPYOHIIMHA,
OVATHICTIIIOECTpOa, SnupyOouiuHa, ¢Guaynapaduna, (QuynpokopTH3oHa, (HIyOKCHMECTEpOHa,
¢nyramupa, reMuuTaOWHA, TIJIMBEKA, TUAPOKCUMOYEBHHBI, HaapyOununHa, wudocdamuna,
uMaTHHUOa, JeWnponuna, JeBaMHU30Ja, JIOMYCTHHA, MeXJopeTamMuHa, Mendanana, 6-
MEpKaINTOIypHUHA, MECHbI, METOTpeKcaTa, MHUTOMULIHA, MUTOTaHA, MHTOKCAHTPOHA,
HWIYTaMHUZla, OKTPEOTHMA, OKCAIUIUIATUHA, [aMUAPOHATA, IEHTOCTATHHA, IIMKAMHLIMHA,
noppumMepa, npokapOasvHa, paJITHTPEKCena, pPUTykcumada, CTPEeNnTO30LHHA, TEHHUIO3Ua,
TECTOCTEPOHA, TAJMJOMHUZAA, THOTYAaHMHA, THOTEINbI, TPETHHOWHA, BUHIAE3MHA, 13-1uC-
PETUHOEBOH KUCIIOTHI, (PeHIIATAHMHOBOW TOPYHLIbL, YPAMYCTHHA, 3CTPAMYCTHHA, AJITPETAMHHA,
¢nokcypunuHa, 5-ne3okcuypunnHa, LIUTO3UH-apabuHO3M A, 6-MepKaInToNnypHuHa,
NEe30KCUKO(OPMHUIIMHA,  KaJbLUTPHONA,  BaJpyOMIIMHA,  MUTPAMULMHA,  BHHOJACTHHA,
BUHOpeNnOWHA, TOMOTEKaHa, pa3okcuHa, Mapumacrara, COL-3, HeoBactata, BMS-275291,
CKBajlaMHHa, sHAoctatuHa, SU5S416, SU6668, EMDI121974, wunrepneiikuna-12, IMS862,
aHTMOCTaTHHA, BHUTAKCHHA, JpoJiokcu(eHa, HAOKCU(pEeHa, CIHPOHONAKTOHA, (PHHACTEpUAa,
OUMETUANHA, TpacTy3ymaba, pAeHuieiknHa audrurokca, redputuHnOa, OopTesummuoa,
UPUHOTEKAHa, TOMOTEeKaHa, JOKCOPYOWIIMHA, JOLeTakcesla, BUHOpeNnOWHa, OeBanusymada
(MOHOKJIOHAJIPHOE aHTHTENI0) W JSpOWTyKCca, HE coaep:kamero kpemodop MakiIuTakcena,
snmutiiona B, BMS-247550, BMS-310705, nponokcudena, 4-runpokcuramokcudeHa,
nunernokcupena, ERA-923, apsokcudena, ¢ynsectpanra, akondudena, nazodokcudpena,
unokcudena, TSE-424, HMR-3339, ZK186619, PTK787/ZK 222584, VX-745, PD 184352,
panamunusa, 40-O-(2-runpokcusTui)-panamMuimba, Temcuponaumyca, AP-23573, RADO0O1,
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ABT-578, BC-210, LY294002, LY292223, 1LY292696, LY293684, LY293646, BOpTMaHHHHA,
ZM336372, L-779,450, PEG-dunrpacruma, napOeno3THHA, 3pUTPONIO3THHA, IPAHYJIOLUTAPHOTO
KOJIOHUECTHUMYJIUPYIOIIETO ¢akropa, 30JIeIpOHAaTa, NPEAHU30HA, nerykcumaoa,
I'PaHyJIOLUTAPHO-MAKPO(aralbHOr0  KOJOHHECTUMYJIMPYIOLIEro  (pakropa,  T'HCTpPENMHA,
NEerWIMPOBAaHHOrO MHTepdepoHa anbda-2a, uHTeppepoHa anbda-2a, MNErHINPOBAHHOTO
unrepdpepona anbpa-2b, wunTepdhepoHa anbda-2b, azaumtuauna, PEG-L-acmaparunHassi,
JeHAIUIOMUAA,  TreMTy3ymada, THAPOKOPTH30HA,  HMHTepiedkmHa-11,  mekcpasokcaHa,
anemTy3ymada, MOJIMTPAHCPETHHOEBOM KUCJIOThI, KETOKOHA30J1a, UHTEpJIeHKNHA-2, MEereCcTpoa,
UMMYHHOTJIOOYJIMHA, a30TUCTOrO HWIPUTA, METWINPEIHH30J0HA, MOpUTYMOMaba THUYKCETaHa,
AQHIPOTEHOB, AeIUTa0WHA, TeKCaMeTHJIMETaMiHa, OeKCcapoTeHa, TOCUTyMomada, TPUOKCHIA
MBIIbSIKA,  KOPTHU30HA,  SOUTPOHATA, MUTOTAHA,  LUKJIOCIOPHHA,  JIUIIOCOMAJIBHOTO
nayHopyOunMHA, acmapardHasbl Erwinia, crpoHuus 89, KacONMUTAaHTa, HETYIUTAHTA,
aHTaroHucToB  peuenrtopa NK-1, majgoHoceTpoHa, ampenuTaHTta, JUPEHTHAPAMHHA,
THIPOKCU3MHA, METOKJIONpaMUa, Jiopasenama, ajnpasoiamMa, TaJonepHaoa, IPOIepHaoa,
OpOHAOMHONA, AEKCaMETa30Ha, METHJIPEAHU30JIOHa, TPOXJOpIepasuHa, TI'PAHUCETPOHA,
OHIAHCETPOHA, IOJIACETPOHA, TPOIUCETPOHA, NAIPIITPACTHMa, 3PUTPONOITHHA, 3TIO3THHA
anb(a u napbenosTuHa anbda, unmimMymada, Bemypadennda u ux cMmeceit.

[000207] B HeKOTOpBIX BapUaHTaX OCYIIECTBJEHUS JOMOJHUTEIbHBIA TepaneBTUYECKH
areHT npeacrasisier codoit narnourop HSPO0 (nanpumep, AT13387). B HekoTophIX BapuaHTax
OCYIIECTBIIEHHsI ~ JIOTIONIHUTENbHBI  TEpameBTUYECKUN  areHT  MpeicTaBisieT  coOoit
muknopochamun. B HEKOTOpPBIX ~ BapHMaHTax  OCYLIECTBIIEHHS  JOTMOJIHUTEIbHBIH
TepaneBTHUeCKuil areHT mnpezactasisier coboi mHruourop AKT (Hampumep, nepudosun). B
HEKOTOPBIX ~ BapUAaHTax  OCYIIECTBJIEHHUS  JONOJHMUTENbHBIM  TEparneBTUYEeCKUH  areHT
npencrasisier codort nuuruéurop BCR-ABL (nanpumep, Hunotnan6). B HekoTopeIx BapuaHTax
OCYLIECTBJICHHsI AOTOJHUTEIbHbIA TEpareBTHYECKUH areHT NpeacTaBisieT coOOW HHrHOUTOp
mTOR (Hanmpumep, RADOO1). B HEKOTOpBIX BapHaHTAaX OCYLIECTBJIEHHs JAOMOJHUTEIbHbIN
TepaneBTHUECKUi areHT mnpencrasyser coboit murubutop FGFR (manpumep, spaadurunud,
K097 wm BGJ398). B HEKOTOpPBIX BapHaHTax OCYIIECTBJICHUS JOMOJHUTEbHBINA
TEpaNeBTHYECKUI areHT MpeaCTaBIseT COO0H TeparneBTHIeCKOe CPEICTBO HA OCHOBE aHTHUTENA K
PDL1. B HeKOTOpBIX BapHaHTax OCYLIECTBJIEHUS AOMOJHUTEIbHBIM TEPANEBTUYECKUIM areHT
npexacrasisier codoit maruoutop Bcl2 (Hampumep, BeHeToksakc). B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHsI JTOTIOJIHUTENbHBIA TEPANEeBTUYECKUH areHT MPeNCcTaBysieT cOO0H HMHIHOUTOD
ayrodparnu (Hampumep, THIPOKCHXJOPOXHUH). B HEKOTOpBIX BapuUaHTaX OCYIIECTBJICHHUS
TOTIONTHUTEIIBHBIN TEPANeBTHUECKUI areHT npeacrasisier codoi narudourop MET.

INPUMEPBI

[000208] Hacrosimiee n3obpeTeHne He MOAJIEKUT OTPAHUIEHUIO B 00beMe KOHKPETHBIMH
BapUAHTAMU OCYINECTBJICHHUS, PACKPBITHIMHU B IPUMeEpax, KOTOpbIE MPEIHAa3HAYEHBl B Ka4eCTBE
WITFOCTPAlM HECKOJBKHX AacCleKTOB H300peTeHHus, W J0Oble BAapHAHTHI OCYINECTBIICHUS,
KOTOpbIe SIBJISAIOTCS (YHKIMOHAJIBHO OKBHUBAJEHTHBIMH, BXOAAT B OOBEM HACTOSIIETO

H306peTeHI/IH. ﬂeﬁCTBHTeHbHO, Ppa3JIndHbIC MOI[I/I(I)I/IKaLII/II/I, IIOMHMMO IIOKA3aHHBIX U OITMCAHHBIX B
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HACTOSIIEM JIOKYMEHTe, OyIyT OuYeBHUAHBI CIELUATNCTAM B JAHHOW OOJAaCTH TEXHUKH, H
NOZPa3yMeBAETCsI, YTO OHU BXOIAT B 00BbEM IpuaraeMoii opMyJibl H300peTEHHS.

[000209] B npuBeneHHbIX HIKE MPUMEPAX MCIOJB3YIOTCS CIEAYIOIINE COKPaIleHUs:
«HPMCAS-HG» oTHOCHTCS K aleTaTCyKIUHATy THIPOKCHMETHIIPOIMILEIUT0I03bI (MapKa,
pactBopumasi npu BbicOkoM pH, rpanynupoBanHas); «SDD» oTHocuTCS K BBICYIIEHHOMN
pacnbuienneM aucnepcuu; u «PVP-XL» OTHOCHUTCS K CIIMTOMY MNOJMBHUHWINUPPOIUAOHY. B
NPUBEEHHbIX HIKE NPUMepax CoeanHeHue 1» oTHocuTcs K coemuHeHuto ¢dopmyisl (I), kak
omucaHo B HacrosimeMm nokymente. «I[Ipumech A» u «coemuHeHne 2» o0a OTHOCHTCS K
coenqunennro (Gopmynsl (1), kak omucano B HacTosmeMm aokymeHte. «CoenuHeHue 3»
OTHOCHUTCS K coenuHernto popmydbl (111), kak omucaHo B HACTOSIIEM JOKYMEHTE.

[000210] B xoHTekcTe MPUBEAEHHOIO HIDKE NpuMmepa | «mMaccoBasi JOJsI CyCHEH3UN»
npeAcTaBisieT cOOOM OO KOMIIOHEHTA, BBIPAXKEHHYIO B MACCOBBIX IPOLIEHTAaX, B CYCIIEH3UH,
UCIIOJIb30BAHHOM Il TOJIyY€HHUs BBICYIIEHHOM paclbUIEHHEM ANCIEPCUH, OTHOCHUTENBHO
KOJIMYECTBAa COEAMHEHUs | B CyCIIEH3UU.

IIpumep 1. IlonydyeHne BBLICYIIEHHOH PACHBLICHHEM AHCIEPCHH, COAep KamlieH
coenudenue 1 u HPMCAS-HG.

[000211] Ilonyuenue cycnensuu. HPMCAS-HG no0aBnisitoT B OYMINEHHYIO BOAY H
pacTBOp aleTOHa M IEPEeMEIIMBAIOT s OOeCmeueHHsl pacTBOpEeHUs moiaumepa. B pactsop
N00aBISIOT KPUCTAIMYECKOE COeNMHEHHE | U MepeMeInnBalOT CYCIIEH3HMI0 MPU TeMIlepaType
15-25 °C. IlepemelunBanue He BBIKJIIOYAOT 10 KOHIIA TPOLIECCa PACTIBUIUTENBHOMN CYIIKH.

[000212] Ilonyuenue u ucnonvzosanue pacmeopumensi Ons 3aNYCKA U OCMAHOBKIU.
CMemuBarOT OUMLIEHHYK) BOAY U aueToH. PacTBopurenb A 3alycka U AJid OCTaHOBKU
pacTbUISIOT B HaYasle U B KOHLE [IUKJIA PACTIBUIMTEIbHON CYLIKU.

[000213] Pacnvinumensnas cyuka. CyCHEH3UIO IPOIYCKAIOT Yepe3 BCTPOEHHBIN B
JMHUIO TerIOOOMEHHHK (CKOpPOCTh MOTOKa 38-51 Kr/d4), KOTOpBIA HAarpeBaeT CYCIEH3HIO N0
TeMriepatypsl B auanaszoHe 112-124°C pns pacTBOpeHHUs CyCHEHAMPOBAHHBIX YAaCTHIl TEpen
pacTbUINTEIbHOW CYIIKOW. 3areM pacTBOpP TOABEPrarT pPacHbUIMTEIbHOM CyIIKEe B
dapmaneBTHYECKON pachbuIUTeNbHON cymmike (PSD-2 wuinm 5KBHUBaJEHTHOH), OCHAIEHHOH
KamWUIIPHOU (OPCYHKOM, TpH MOMOIIY AaBJIEHHs 3alIUTHOTO ra3a a3ota 65-85 GyHT/kB. mroiim
u30., UCTIOJIB3Ysl OOBEMHYIO CKOPOCTh MOTOKA ocymaroero rasa 400-500 kr/4, TemMneparypy Ha
BbIXOME 13 Kamepsl 50-70 © C u Temnepatypy xonaencaropa -10 °C.

[000214] Bmopuunaa cywxa. YacTUUHO BJIAXHBIM BBICYIIEHHBIN paclbUIEHUEM
MIPOMEXKYTOUYHBIN MPOAYKT, NOJYUYEHHBIH B pe3yJjbTaTe MpolLecca, OMUCAHHOIO BBILIE, CyLIaT C
nonyuyenuem SDD, conepxaieit coenqunenne 1 u HPMCAS-HG, ¢ nomoupio BakyyMHOM
CYLIMJIKH C NIepeMelIBaHueM IIpu TemnepaTtype B auanasose 40-50°C u naBneHuu B kamepe 40-
50 mbap.

IIpumep 2. IlonydyeHHe BBLICYIIEHHOH PACHBLICHHEM AHCIEPCHH, COAep KamieH
coenudenue 1 u HPMCAS-HG.

[000215] IHonyuenue pacmeopa. Kpucramnmueckoe coeauHeHne 1 m00aBisilOT B

OuuineHHyr0 Boxy u pactBop TI'® u mnepememuBaroT ayis 0OeCIEYEHUsST PACTBOPECHHS
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coennaenusi. K pacrBopy nobasmsiror HPMCAS-HG u nepeMemnBaroT Ipu TeMIlepaTtype
OKpY>Karollel cpeabl 10 paCTBOPEHMsI OJIUMepa.

[000216] Ilonyuenue u ucnonvzosanue pacmeopumensi 01 3aNYCKA U OCMAHOGKIU.
CmemuBaror ouunieHHyro Boay u TI'®. Pacteopurens s 3amycka M sl OCTaHOBKHU
pacTbUISIIOT B HaYajle U B KOHLE [IUKJIA PACTIBUIMTEIbHON CYLIKH.

[000217] Pacnsinumensras cyuika. 3aTeM pacTBOP MOJABEPralOT PaCIbUINTENbHON CyIIKe
B (papMareBTHUECKOH paCIbUIMTENbHON CYLIMJIKE MPU CKOPOCTH pacmbuteHus 175-205 r/mum,
UCTIONB3Ys1 OOBEMHYIO CKOPOCTh MOTOKA OcymIaroiero raza 1550-2150 r/MuH u Temnepatypy Ha
BbIXOJie U3 Kamephl 40-50 ° C.

[000218] Bmopuunaa cywxa. YacTUUHO BJIAXHBIM BBICYIIEHHBIN paclbUIEHUEM
MIPOMEXKYTOUYHBIN MPOAYKT, MOJYUEHHBIH B pe3yJjbTaTe MpoLecca, OMUCAHHOIO BBILIE, CYIIaT C
nonyueaneM SDD, copepskameii coemunenne 1 u HPMCAS-HG, ¢ moMompio Cymuiaku Ha
MOJJIOHAX MpHU TemrepaType B quanaszone 15-45 °C.

[pumep 3. Uucrora meronom BIKX nns TBepmoit aucmepcum, coaep:rameit
amopdHoe coennnernue gpopmyasi (I).

[000219] B Tabnmuue 1 moka3aHbl 3HAYEHUST YUCTOTHI, H3MEpEeHHbIe ¢ moMolinsio BOKX
Il TBEPABIX IHUCIEPCUH, KakKaas M3 KOTOPBIX copep:kana amophHyr (opMy COCOUHEHUS
dopmynsr (I). Kaxayro mapturo (mapturo 1, mapruro 2, mapTuro 3 U mapTuro 4) MOJydaiu
COTJIACHO CIIOCO0y, OMMCaHHOMY B ripumMepe 1.

Tabnuua 1. Teepable aucnepcuu, coaep:kamue amopgHyo ¢opmy coearHeHHs
popmyani (I).

Homep naptuu HapTusa 1 IHapTus 2 HHapTusa 3 HapTusa 4
benprit benbrii
Buemnnii Bug benblii nopomok benblii nopomok
MOPOILOK MOPOLIOK

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

NnenTuduxanus 100,0% 100,0% 100,0% 100,0%

(BIKX) 2 usMepeHue: | 2 usMmepenue: | 2 U3MEpeHue: | 2 U3MepeHue:
99,9% 100,0% 100,0% 100,0%

KoanuecTBeHHbIH 248 249 249 249

a"aaus (mac. %)

OTtcyTtcTBUE OTtcyTtcTBUE OtcyTcTBHE OTtcyTcTBHE

KpUCTAJJIMIHOC KPUCTAJJNIMYHO | KPUCTAJLIUMIHOCT | KPHUCTAJUJIMYHO

PXRD TH CTHU u cT!
Teepaas
He Oosee 4% He bosee 4% He bonee 4% He 6conee 4%
opMa
dop (LOD=4%) (LOD=4%) (LOD=4%) (LOD=4%)
He
T, (°C) 125 125 125

MNPOTECTUPOBAHO
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Coenunenue 2
(mac.%

OTHOCHTEJIbHO 0,14 0,13 0,13 0,13
MAaCChl COeTHHEeHHUSI

1)

Coeaqunenue 3
(mac.%
OTHOCHTEJIbHO 0,3 0,2 0,2 0,2

MacCChbl COCAMHCHUS

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

(mac.%)
Anerton (m.1.) 1837 1642 1552 711

D102 5 D102 5 D102 6 D1()Z 5
Pa3smep yacTnn

D502 15 D502 14 D502 15 D502 14
(MKMm)

D902 32 D902 29 D902 30 D90Z 29
Hacbinnas
IJIOTHOCTH MOCJIe 0,44 0,43 0,43 0,42

YILIOTHeHHUs (I/MJ1)

Jlerenna: LOD: mpenen oOHapysKeHUs

IIpumep 4. UccaenoBanus ctaduiabHOCTH aMOp(PHBIX Gopm coennHeHusi Gpopmyabl
(I) B TBepabIX AHCHIEpCHSX.

[000220] Omnwucanbl uccnenoBanus amopdubix ¢opm coenunenus: ¢opmyner (I) B
TBepABIX AucHepcusix. B Tabiumax 2(a)-(c) onmucaHbl 3TH UCCIENOBAHMS it 00pa3oB (mapTuu
5, mapTum 6 1 mapTUH 7), MOJYYESHHBIX COTJIACHO CIOCO0Y U3 mpumMepa 1, B yKa3aHHbIE MOMEHTHI
BPEMEHH, BKJIIOYAsl HCIOJIb30BAHHBIC YCIOBUS (TEMIEPAaTypy M OTHOCUTEIBHYIO BIIAKHOCTB),
temrnepatypy crekiosanus (T,), oueHky kpucrasummdHoctd mMeronqoM XPRD u ompenenenue
KoJM4ecTBa npuMecu A B obOpasuax. MccienoBaHusl MOKA3bIBAIOT, YTO TBEpAAs AHMCIIEPCHS,
conepskammasi amopdroe coenuHerne ¢popmybl (I), SBISETCS HEOKUIAHHO BBICOKOCTAOMITBHOM,
IEMOHCTPHPYS OTCYTCTBHE IOJUMOP(HOrO TMpeBpalleHHs B KpUCTAUINYeCKHe (OpMbI B
KECTKHUX YCIIOBHUSX BBICOKOW OTHOCHUTENIbHON BIIAYKHOCTH U BBICOKOH TEMITEPATYPBL

Tabauua 2 (a): UccaenoBaHuss mapTuud S, MOJYYEHHOH COIVIACHO Cmocoly wu3

npumepa 1.
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OTcyTcTBHE KPUCTAUIMYHOCTH
NA Hcxonnbiit 122 | 0,13
(LOD =4%)
OTtcyTcTBHE KPUCTAJUIMUHOCTH
5°C 124 | 0,15
(LOD =4%)
25 °C/OB 60%, OTcyTCTBUE KPUCTAJUTMUHOCTH
123 | 0,17
3aKpbITas Tapa (LOD =4%)
1 mecsn
40 °C/OB 75%, OTcyTcTBHE KPUCTAIMUHOCTH
123 10,34
3aKpbITas Tapa (LOD =4%)
40 °C/OB 75%, OTcyTcTBHE KPUCTAIMUHOCTH
125 10,37
OTKpBITast Tapa (LOD =4%)
ITaprtus S, OTcyTcTBHE KPUCTAIUIMYHOCTH
5°C 125 |0,14
NOJIyYe€HHast (LOD =4%)
COTJIACHO 25 °C/OB 60%, OTcyTcTBHE KPUCTAIUTMYHOCTU s oot
crocody u3 3aKpbITas Tapa (LOD =4%) ,
3 mecsua
npumepa 1 40 °C/OB 75%, OTcyTcTBHE KPUCTAUTMYHOCTH
124 | 0,64
3aKpbITas Tapa (LOD =4%)
40 °C/OB 75%, OTtcyTcTBHE KPUCTAJUIMYHOCTH
124 10,76
OTKpBbITas Tapa (LOD =4%)
OTcyTcTBHE KPUCTAIMUHOCTH
5°C 125 |0,14
(LOD =4%)
25 °C/OB 60%, OTcyTCTBHE KPUCTAJUTMUHOCTH
125 10,25
3aKphITas Tapa 6 MecsILEeB (LOD =4%)
40 °C/OB 75%, OTcyTcTBHE KPUCTAJIMUHOCTH
124 | 1,10
3aKpbITas Tapa (LOD =4%)
40 °C/OB 75%, OtcyrcTBUe KpucTamumuHocTy | 124 | 1,26
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OTKpPbITas Tapa

5°C

25 °C/OB 60%,

3aKpbITast Tapa

(LOD =4%)
OTcyTcTBHE KPUCTAIMUHOCTH
124 | 0,13
12 (LOD =4%)
MmecsueB | OTCyTCTBUE KPUCTAIUIMYHOCTH
123 | 0,31

(LOD =4%)

Ta6nuua 2 (b): UccnenoBanusi mapTum

6, moly4eHHOH COIJIACHO Cmocody u3

npumepa 1.
MomeHT Teepaas popma T pumecn
MMaprusa SDI Ycaosue P bop ¢ P
BpeMeHH metoaom PXRD °0) A (%)
OTtcytcTBHE
NA Hcxonubiin KPUCTAJUIMYHOCTH 124 0,15
(LOD =4%)
OTtcyTtcTBHE
5°C KPUCTAJIIMYHOCTH 124 0,17
(LOD =4%)
OTtcytcTBHE
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 124 0,18
3aKpbITas Tapa
(LOD =4%)
1 mecsn
OTtcyTcTBHE
40 °C/OB 75%,
KPUCTAJIIMYHOCTH 124 0,35
ITapTus 6, 3aKpbITas Tapa
(LOD =4%)
NOJTyYeHHasI
OrcyTcTBUE
COIJIACHO 40 °C/OB 75%,
KPUCTAJUTHYHOCTH 125 0,39
crocody u3 OTKpbITasi Tapa
(LOD =4%)
npumepa 1
OTtcytcTBHE
5°C KPUCTAJUIMYHOCTH 125 0,16
(LOD =4%)
OTtcyrcTBHE
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 125 0,22
3aKphITas Tapa
3 Mecsana (LOD =4%)
OTtcytcTBHE
40 °C/OB 75%,
KPUCTAJUTMYHOCTH 126 0,65
3aKpbITas Tapa
(LOD =4%)
40 °C/OB 75%, OTtcyTcTBHE
125 0,76
OTKpBITas Tapa KPUCTAJTMYHOCTH
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(LOD =4%)
OTtcytcTBHE
5°C KPUCTAJUIMYHOCTH 125 0,16
(LOD =4%)
OTtcyTtcTBHE
25 °C/OB 60%,
KPUCTAJIMMHOCTH 124 0,27
3aKpbITasi Tapa
(LOD =4%)
6 MecsLeB
OTtcytcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 124 1,06
3aKphITas Tapa
(LOD =4%)
OTtcyTtcTBHE
40 °C/OB 75%,
KPUCTAJUIMYHOCTH 124 1,15
OTKpBITas Tapa
(LOD =4%)
OTtcyTtcTBHE
5°C KPUCTAJIIMYHOCTH 125 0,14
(LOD =4%)
12 mecsues
OTtcytcTBHE
25 °C/OB 60%,
KPUCTAJUIMYHOCTH 124 0,32
3aKphITas Tapa
(LOD =4%)
Tabauua 2(c): HccaenoBanuss mapTud 7, NOJYYEHHOH COIJIacHO cnocody wus3
npumepa 1.
MomeHT Teepnasi popma T IIpumecn
IMapTus SDI YcaoBue P dop i P
BpeMeHH metoaom PXRD (°0) A (%)
OTtcytcTBHE
NA Hcxonnblit KPUCTAJUTMYHOCTH 124 0,14
(LOD =4%)
ITapTus 7, OTtcyTcTBUE
MOJTyYeHHAST 5°C KPUCTALTUYHOCTH 125 0,16
COTIJIACHO (LOD =4%)
CTagusIM, OTtcytcrBue
25 °C/OB 60%,
ONHUCAHHBIM B 1 mecsan KPUCTAJUTMYHOCTH 124 0,17
3aKphITast Tapa
npumepe 1 (LOD =4%)
OTtcytcrBue
40 °C/OB 75%,
KPUCTAIINYHOCTHU 124 0,34
3aKphITas Tapa
(LOD =4%)
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OTtcytcTBHe
40 °C/OB 75%,
KPUCTALITUYHOCTH 125 0,37
OTKpBITasi Tapa
(LOD =4%)
OTtcytcTBHe
5°C KPUCTAIJINYHOCTH 125 0,15
(LOD =4%)
OTtcytcrBHE
25 °C/OB 60%,
KPUCTAITHYHOCTH 125 0,20
3aKpbITas Tapa
(LOD =4%)
3 mecsma
OTtcytcTBHe
40 °C/OB 75%,
KPUCTALTUYHOCTH 125 0,63
3aKphITast Tapa
(LOD =4%)
OTtcytcrBHe
40 °C/OB 75%,
KPUCTALTUYHOCTH 125 0,75
OTKpBITAs Tapa
(LOD =4%)
OTtcytcTBHe
5°C KPUCTALTUYHOCTH 124 0,14
(LOD =4%)
OTtcytcTBHe
25 °C/OB 60%,
KPUCTAIIMYHOCTH 124 0,25
3aKpbITas Tapa
(LOD =4%)
6 Mecs1eB
OTtcytcTBHE
40 °C/OB 75%,
KPUCTAJUTMYHOCTH 124 1,05
3aKpbITas Tapa
(LOD =4%)
OTtcytcTBHE
40 °C/OB 75%,
KPUCTAJUTMYHOCTH 124 1,24
OTKpBITAs Tapa
(LOD =4%)
OTtcytcrBue
5°C KPUCTAJUTMYHOCTH 124 0,13
(LOD =4%)
12 mecsiien
OTtcytcrBue
25 °C/OB 60%,
KPUCTAJUTMYHOCTH 124 0,31
3aKpbITas Tapa
(LOD =4%)

[000221] B omHom acmekte amopduoe coenunenue (opmynsl (I) xapakrepusyercs

PEHTIeHOBCKON u(pPaKkTOrpaMMOil IO CyIIeCTBY Kak Moka3aHo Ha ¢ur. 1. B Hacrosmem
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IOKyMeHTe omucaHo amop¢Hoe coenuHenue (opmyner (I). Amopdnas ¢dopma Moker ObITh
OXapaKkTepPU30BaHa TMOPOIIKOBOH PEHTI€HOBCKOW IU(PPAKTOIPaMMON C aMOpP(HBIM «rajioy,
MOPOLIKOBOH PEHTIeHOBCKOH Au(ppakTorpaMMoil IO CYLIECTBY Kak IOKa3zaHo Ha ¢ur. 1 u
KoMOMHanmel 3Tux naHHbIX. AMop¢Hoe coenuHeHue Qopmyisl (I) Moxker ObITH MOJTYy4EHO
IyTeM IpoLiecca pacTBOpeHusi coeauHeHust gopmyinsl (I), pacnbuUIMTENBbHON CYLIKH pacTBOpa
COEJIMHEHHS U CYLIKH BBICYLIEHHOT'O PACIbIICHUEM COEIUHEHUS.

IIpumep S. HUcciaenoBaHusi pacTBOPMMOCTH TBepAOH AHCHEPCHH, COAepKALIeH
amop¢uyio ¢popmy coenunenus: popmyasi (I).

[000222] OueHuBaiu pacTBOPUMOCTh TBEpAOH aucrepcuu amopdroro coempuneHus 1
(25%)/HPMCAS-HG, nony4enHoii B npumepe 1, npu BbIOpaHHbIX 3HaueHHsx pH. B wactHocTH,
B Tabiuue 3 TmpUBEOEHbl 3HAUEHHUs] KHHETHYECKOW PACTBOPHUMOCTH KPHUCTAJUTUMYECKOTO
coenuHeHust 1 u TBepnmoi mucnepcun amopduoro coemuHenus 1 (25%)/HPMCAS-HG npu
BbIOpaHHBIX 3HaueHUsix pH. B Tabmuue 3 mpogeMOHCTpHpOBaHA 3HAYUTENbHAS IMOBBIICHHAS
PacTBOPUMOCTD TBEPJIOW MTUCTIEPCUU IO CPABHEHHIO ¢ KPUCTALTNYeCcKol (opmoit coenrHeHus 1

Tabnuua 3. Kunernueckasi pacTBOPHMMOCTb KPHCTAJIHYECKOro coeanHeHust 1 u

TBepaoH AucnepcHu, coaepkameii amopguyio ¢popmy, npu spiopannom pH.

Kunernueckasi pacTBopuMocThb (MKI/MJI)
pH Kpucraniinueckoe Amopguoe coenunenue 1,
coenuHeHue 1 25%/MAPMCAS-HG
2 6 178
6,5 1 120

Kunerndeckast pacTBOPUMOCTh B Boje coemuHeHusi 1 mpu 25°C B KPHUCTAIIMYECKON
dbopme i amopuoii TBepaoii popme SDI B 3aBucumoctu ot pH

IIpumep 6. PapMaKoKHMHETHYECKHE HCCJIEA0BAHUSI BbICYIIEHHOH PpACHblICHHEM
AUCHIEePCHHU coeanHeHus 1.

[000223] ITpoBomuiu HCCIENOBAHUS HA KpbICax, € CPAaBHUBAIU (apMaKOKHHETHKY
KPUCTAJUTMUECKOrO coenuHeHusi | u TBepmoil mucnepcun amopdHoro coemunenus 1 (25%),
nojyaeHHoi B mpumepe 1. Jloza B oboux uccnenopanusix coctasisiia 10 mr/kr (B mepecuere Ha
coenuHenne 1). Kpbicam BBOIMIM KPHUCTAJUIMYECKOE COENMHEHHWe | B BHIE MNEPOPAbHOM
CYCIIEH3UH B HOCHTEJE, peacTasisiBieM coboit 20% Captisol/0,4% HPMC, npu pH 2. Kpsicam
BBOIWIM amopdHOe coenuHeHWe | B BUAE NEPOPATBbHONW CYCHEH3MH C HCIOJIb30BAHUEM
HOCHUTeNs, peacTasisiBiuero codoi 0,5% Methocel. PesynpraTel nccnenoBanus npuBeneHb! B
tabmuie 4, KOTOpas JAEMOHCTPUPYET HEOKHUAAHHO YIYYIIEHHBIH (papMaKOKHHETUIECKUN
npoQ¥IIb JIs1 TBEPIOH AUCTIEPCHH.

Tabauua 4. ®apmakoknHeTHYECKHE JaHHbIE.

MMapamerp (enununbl | Kpucrannuueckoe coenunenue 1, | Amopdnoe coequnenne 1

HU3MepeHusl) cB00OJHOE OCHOBAHHUE (25% B SDD)
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Trmax (49) 1,67 4,00

Cinax (HI/MIT) 20,2 437
AUC 0.y (Hr@9/Mi1) 111 2570
AUC 00 (HT®u/MT) 131 2584
tiz (1) 8,76 3.43

DapMaKOKMHETUYECKHE IapaMeTpbl COeNUHEHus | Mocie MNepopaJbHOrO BBEACHUS
KpbICaM CBOOOTHOTO OCHOBAHMS KPHCTAJJIMUECKOTO COCAMHEHUs 1; (papMaKkOKHHETUYECKHE
napaMeTpbl COeduHEeHWs] | Tocjae MmepopanbHOrO BBeAEHHUS KpbicaM amopdHoit 25%-Hol
IUCTIEPCHH, BBICYIIEHHOU pacmbuieHueM (SDD).

IIpumep 7. loayuenue TadjieTok.

[000224] BricymenHyro pacnbuieHuem aucnepcuto coenunenus 1 1 HPMCAS-HG, kak
yKa3aHo B 1@pumMepe 1, mepBOHa4albHO CMELIMBAIOT CO BCEMH BHYTPUTPaHYJbHBIMU
KOMIIOHEHTaMH, 32 HCKJIOYEHHEM CMa3bIBAIOLIEro BELECTBA CTeapaTa MarHus, B MOAXOIALIEM
cmecutene ¢ MudQPy3HOHHBIM cMelrnBaHUEeM (OYHKEPHOM CMECUTENle WIIM SKBUBAJIEHTE).
IIpoBoasaT ynaneHue KOMKOB W3 HCXOOHOM MpPENBAPUTEIBHON CMECH C IMOMOIUBK) CUTOBOU
MENbHUIIB! (TAaKOH Kak KOHYCHas MEJbHHMLA WJIM 3KBHUBAJICHT) M IOBTOPHO MNEPEMEIIUBAIOT
(mepemernBaHue neper 10OABIEHIEM CMa3bIBAIOIIETO BELIECTBA) Meper 100aBIeHUEM cTeapaTa
MarHusi U nepeMerinBaHueM (IepeMeInnBaHue Mmociae N00aBIeHUs CMa3bIBAIOIIErO BEILIECTBA).
Koneunyro cmech mpeccyloT B TaOJNeTKH C MPUMEHEHHEM IOAXOISIEro POTOPHOTO
TabJNIETOYHOrO Tmpecca C BIEKTPOnpuBOAOM. KOMMO3MLMK MIUTFOCTPATHBHBIX TaOJETOK,
comepskammx 25 mr coequnenus 1 uimu 50 Mr coeguHeHust 1, mpeacTaBiIeHbl HIDKE B TA0IHIAX S
U 6 COOTBETCTBEHHO. B Tabmuie 5 Kaaplii U3 BBICYIIEHHBIX PACHBIICHUEM MPOMEKYTOYHBIX
npoaykros Tadnerok 1, 2 u 3 monyyanu criocodoM u3 npumepa 2. B Tabnuie 6 BbICYLICHHBIH
pacnbUIEHHEM MPOMEXKYTOUHBIH NPOAYKT TaOneTku 4 mojydanu crocobom w3 mpumepa 2, a

BBICYIIEHHBIN PACMIbUICHUEM MPOMEXKYTOYHBbIH MPOXYKT TaOjeTku 5 monydanu crnocoboMm u3

npumepa 1.
Ta6nuua S. UnnocrpaTtuBHbie TabaeTky, coaepxkamue 25 mr coequHenus 1.
IHapTus npenapara
Komnonent Dynxcuus Tabnerka 1 | Tadaerka 2 | Tabuerka 3
BuyTpurpanyasipabie % cvecH
BCIIOMOTaTe/IbHbIE BellecTBa
25% coenunenusi 1: HMPCAS- JleiictBytoiuee
LG BOIICCTEO 16,67% 16,67% 16,67%
MUuKpOKpPHCTAITHUECKAs O6wvemoobpasyror
resutrosio3a (Avicel PH101) Ul areHT 37.67% 38,17% 32,67%
MoHnoruagpar
AKTOSBI  (JaKTO32 HaronmuTens 37,67% 38,17% 32,67%
Ne 310)
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Kpockapmennosa HaTpus

(Ac-Di-Sol®) Paspeixnurens 6,00% NA 6,00%
Kpocnosunox
(PVP-XL: Paspexnurens NA 5,00% NA
MOJIUBUHUJIITUPPOIUIOH)
TPGS/Cabosil 70/30 ComoOunuzarop NA NA 10,00%
J{nokcun KpEeMHUS CKOb3sIIee
0,50%
(Cab0811® MSP) BEIECTBO 0,50% 0’50% ’
Cwma3sbiBaroinee
Creapat Maraus 0,50% 0,50% 0,50%
BEIIECTBO
BHerpaHysipHbie BCIIOMOraTe/IbHbI€ BElIECTBA
HUOKCH]T KPEMHUSI
plioxemt Kb Cromessmee 0.50% 0.50% 0.50%
(CabOSil® M5P) BELIECTBO
Cwma3zbiBaroinee
CrteapaTt Maraus 0,50% 0,50% 0.50%
BELIECTBO
OmnpenesieHue XapaKTePHCTHK
TaldJIeTOK
O0wmas macca TabieTku 600 mr 600 mr 600 Mr
JloJis TBEpIOTO BELIECTBA ~87,6% ~87.2% ~94,7%
I[IpouHOCTE Ha  pacTSKEHUE
1,95 2,00 1,98
(MITa)
Bpems IIOJIHOTO acriazaaj
P pacna 0:20 0:10 2:24
(MHH:CEK)
Tabnuua 6. UnnocrparusHbie TabaeTku, coaepxkamue S0 mr coequnenus 1.
Cocras
Taobaerka | Tabnerka | Tabnerka | Tabnerka
Komnonent |®dyHkuus MapkupoBKa
4 5 4 5
mac.% mac.% (mr) (mr)
BeicymieHHBIH pacnblICHHEM NPOMEKYTOYHbIH MPOAYKT
JleticTBytomee |CoOOCTBEHHOTO
Coenunenue 1 8,42% 8,33% 50,0 50,0
BELIECTBO MPON3BOACTBA
HPMCAS-HG [WCTIePTHPYIONL |\ 2525% | 25.0% 150,0 150,0
€€ BEIIECTBO
Buytpurpanyasipusie (IG) BcnomorarenbHble BeliecTBa
Mukpokpucran O6HeMo0Gpasyio
JTecKast NF 30,13 29.84% 179.,0 179.,0
L(EJITF0JI03a [ ar€HT
(Avicel PH101)
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Monoruapar
JIAKTO3bI Hanonaurens  [NF 30,13 29,83% 179,0 179,0
(JtakTo3a No
310)
Kpocnosunon
(PVP-XL:

Pasperxmurens [NF 5,05% 5.0% 30,0 30,0
MOJIUBUHUJITTHAD
[POJINJIOH)
JluokcH Cxop3siiee
KpEMHI NF 0,5% 0,5% 3,0 N/A
(CabOSil® BEIIIECTBO
M5P)
Jluokcun Cxonb3asitiee
KPEMHHS NF 0.5% 0,5% N/A 3,0
(Syloid 244Fp) [P"€CTEO

CMasbIBaroIee
Creapart NF 0,5% 0,5% 3,0 3,0
MAarHUs BEILIECTBO

BuerpanyjasipHbie BCIOMOraTe/IbHbI€ BEIECTBA
CabOSil® M5P]
. [Cxoub3ssiee

(KOIIONIHBIH NF 0% 0,5% 3,0 N/A
IUOKCU BCILLICCTBO
KPEMHUS)

CkoJb3siiee
Jlnoxenn NF 0,51% 0.5% N/A 3,0
KPEMHUsT BELLIECTBO

CMasbIBaroIIee
Creapar NF 0% 0.5% 3,0 3,0
MarHUsI BELLIECTBO
Bcero 100% 100% 600 600.,0

NF=Haruuonaneueii popmysip; USP=@apmakones CIIIA; N/A=He wuCmoib30Baiu C

yYKa3aHHOM JIEKAPCTBEHHOW (OPMOH.

IIpumep 8. UcnbiTaHue Tab1€TOK HA pAaCTBOpEeHHUe

[000225] TabneTku, HM3rOTOBJIEHHBIE COTJIACHO CIOCOOY M COCTaBy, OIUCAHHBIM B
npuMmepe 7, TMOABEPrajyd HCHBITAHUKD Ha pACcTBOPEHHE C HCIOJb30BAHUEM IapaMeTpOB
YCTPOWCTBA Ui PACTBOPEHUs, OMHCAHHBIX B Ta0Onuue 7, U mapameTpoB npudopa BOXKX mns
aHanmn3a oOpa3LoB, UCTIBITHIBAEMBIX HA PACTBOPEHHE, B TaOHLIE 8.

Ta6nauua 8. PacTtBopenne.

Ycrpoiicteo 2 USP  (nomacTHas Memmanka) ¢
YcTpoiicTBo
aBTOMATHYECKUM ITPOOOOTOOPHUKOM Ml O€3 Hero.

Cocyn nnst pactBopeHust oobemom 1 11
75 £ 3 06./mMuH
37,0°C £0,5°C

Cocyabt

CxopocTh BpanieHus Jionacrei

Cpennsisi TeMnepatypa

Pa3zmep oOpa3ua ITo oxgHoit TabneTke Ha cocyn, Bcero 6 TabieTok.
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Cpena nnis pacTBopeHust

0,25% (mac./00.) nmaypuncynbsdara Hatpus B 10 MM

Harpuii-aneraTHoM Oydepe npu pH 4,5.

Oo0bem cpeabl

900 mn

Tabauua 9. BO)KX-ananu3 o0pa3snos U3 HCNbITAHHUSA HA PACTBOPEHHeE.

B2JKX-cucrema

Togxopsmas O®-BOXKX, ocHamenHas Y D-

IETEKTOPOM U CHCTEMOW 00pabOTKH JaHHBIX

Zorbax Bonus RP, 3,5 mkm, 4,6 MM x 50 Mmm

Koaounka

(Agilent), uau >KBUBaJIEHT

Temnepatypa KOJIOHKH

30 °C

Temneparypa aBTOMATHYECKOI0

Temneparypa okpyskaroiieit cpemb

npo0o00TOOPHUKA

CxopocTh moTOKA 1,0 m/muH
O0bem BBOAUMOIT TPOOLI 10 Mkn
HeTexkuust Y@ npu 252 am

Bpems# 3anucu XxpoMaTorpaMmabl

8 MUHYT (M30KPaTUIECKOE)

Hoasuxkuas ¢asza

65:35:0,1 (06./06./00.)

BOJa.allICTOHUTPUII:MYpPaBbUHAA KUCJIOTA

HpOMbIBKa KOJIOHKH IMOCJI€ aHAJIU3a

IIpOMBIBKY KOJIOHKH IOCJI€ aHAIN3A CIAEAYET
MIPOBOJUTH B COOTBETCTBUHU C MIPOLIEAYPOH Ha

MECTEC MPOBEACHU UCIIBITAHUA

[000226] HM3yueHune TeCTUPYEMbIX XapaKTEePUCTUK MILTIOCTPATHBHBIX TabyneTok ¢ 50 mr
coenurenusi 1 (DOE 1, DOE 2, DOE 3 u DOE 4), Bxmouass % BbICBOOOXKIEHUsI TMPH

paCTBOpEHHUHU B 3aBUCUMOCTH OT BpPEMCEHHU,

C HCIOJB30BAHUEM METOAA pPaCTBOPECHUA,

onucaHHoro Bbime. Ha ¢ur. 2 B 00OOIEHHOM BHIe MpPEACTaBiIeH NPOQHIb PACTBOPEHUS

KaX10# TabJIeTKH, MPOTeCTUPOBaHHOM B Tabmue 10.

Ta6auna 10. XapakrepucTuku TadjIeTKU

XapakTepucTHKH Ta0JIeTKH
DOE 1 DOE 2 DOE 3 DOE 4

Cpennsist macca Hauauno 601 (0,6) 601 (0,6) 607 (0,8) | 602 (0,9)
TabaeTkH (mr)

OxoHuaHue 600 (0,6) | 599 (0, 7) | 602 (0,8) | 600 (0.9)
(%RSD)

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

OxoHuaHue 0,06 0,00 0,02 0,00
Bpems noaHoro Hauano 0:16 1:34 0:16 1:23
pacnaga (muH:cexk) | CepenunHa 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
Macchl coequHeHus 1)
AV (nmoka3aresb
OanopoaHocTb 2,9 3,6 2,8 1.9
NpPHEMJIeMOCTH)
AO03UPOBAHUS 0.8 0,9 0,7 0,6
% RSD
5 MmuH 50 34 41 31
% 10 mun 70 54 62 51
(4]
15 mun 81 67 74 65
BbicBoOOKIEHUS
20 muH 87 75 82 73
NpH  PacTBOPEHHH
30 mun 93 86 91 84
(n=12)
40 MmuH 96 91 94 90
60 MmuH 97 96 97 96

[000227] Kpome Toro, B Tabsuue 11 mpuBemeHbI MOKa3aTed PacTBOPEHUS U JPYTHUe
XApPaKTePUCTUKU TPeX WUIOCTPATHBHBIX mapTuii Tabmerok ¢ 50 wmr coeawHenus |1,
M3TOTOBJIEHHBIX CIIOCOOOM, OITHMCAHHBIM B rpuMepe 7 (Tabnerka 5). BeicylneHHbIe paciblIeHUEM
IIPOMEKYTOUHBbIE MPOAYKTHl M3TOTABIMBAIN B COOTBETCTBUHU C mpouenypoil B mpumepe 1. %
BricBOOOKAEHNS TPU PACTBOPEHUH U3MEPSUTH C TIOMOLIBIO METO/IA UCTIBITAHUS HA PACTBOPEHMUE,
OMNHUCAHHOTO BBILLE.

Tabauna 11. UnaocTpaTHBHBIE NAPTHH.

Nt napTuu TadJerox 1 2 3
KoauuecTBo
220 240 170
TabJIeTOK
Oo0mee
Macca cpeaHee 602 601 595
TabdJieTKu 3HAYEHHE
(mr) OO0 mmii
1,3 1,3 14
% RSD
Cpeanee nus
590-612 584-614 584-610
10 Tabnerox
Kpommnmocts (%) 0,0 0,0 0,0
Bpemsi  moaHoro pacmaaa
00:35 00:27 00:36

(MuH:ceK)

Ananus 100,5 99.9 98.0
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Coeaunenue 2 02 02 02

(mac. %)

Coegunenue 3

(mac.%

OTHOCHTEJIbHO 0,3 0,2 0,2

MACChI

coenuHeHus 1)

Oomee

coiepikaHue

npumecei

(mac.% 0,5 0.4 0.4

OTHOCHTEJIbHO

MAaCChI

coeanHeHus 1)
Coaep:xxkanue Boabl, % 3,5 3,4 34

OtcyTcTBUE OtcyTcTBHE OTtcyTcTBUE
Teeppas ¢opma merToaoM
XRPD KPUCTAJUIMYHOCTH | KPUCTAIUIMYHOCTH | KPUCTAJIUTMYHOCTH
(LOD=6%) (LOD=6%) (LOD=6%)
5 muH 46 44 40
%o 10 muH 69 67 62
BoicBoGoxkae | 15 mun 82 79 75
HHA npu | 20 muH 88 87 83
pacrBopenun | 30 muH 95 93 91
(n=6) 40 MuH 97 96 95
60 Mmun 98 97 97

[pumep 9. llonyuernue crangapTHoro oopasua coennneHus gpopmyasni (I1I).

[000228] 3-(5-amuHO-2-6pom-4-pTopdernn)-1-3Tun-7-(MeTunamMuHo)- 1,6-HadTHPUANH-
2(1H)-on (40 r), ¢penmmmzormanatr (30 r, 2,7 5kB.), mupuauH (3 3KB.) U METAHCYJIb()OHOBYIO
kucioty (1 3kB.) OObEOUHSITN B pacTBOpUTENE, copepskaiieM 1-metun-2-mupponuanHoH (10 06.)
U MeTaHCyIb(poHOBYIO KHUCIOTY (5 00.). Cmeck nepememuBanu npu S0°C B TeueHune 7 nHEH
nepuoandeckum nodasnenuem eme 0,1-0,2 sxB. pennnmuzonmanara (0,1-0,2 3kB.) ¢ moay4eHHEM
HEOUYHIICHHOTO BJIAXKHOrO ocanka 1-(3-(2-6pom-4-¢rop-5-(3-henunypenno)denrn)-1-3tun-2-
okco-1,2-nurunpo-1,6-HadTupunus-7-mn)- 1 -meTiin-3-peHnIMOYEBUHBL Heouuniennsiii
BJIQJKHBIN OCAJOK KPUCTAILTH30BAIN U3 |-MeTmi-2-nupponuauHona (4 00.) u meranona (8 00.) ¢
nonyueHuem 57 r  1-(3-(2-6pom-4-dprop-5-(3-penmnypenno)penwn)-1-3Tmn-2-okco-1,2-
muruapo-1,6-sadrupumun-7-umn)- 1 -merun-3-bennimouesnasl. MC m/z: 629 (M+1). 'H SIMP
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(400 Mro, IMCO-de): & 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,
1 H), 8,02 (s, 1 H),7,72u7,70 (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).

KBHUBAJIEHTHI

[000229] Pa3nuuHble SKBUBAJEHTbI KOHKPETHBIX BAPUAHTOB OCYLIECTBJEHUS, OTAEIbHO
OMUCAHHBIX B HACTOSALIEM AOKYMEHTEe, OYOyT OYEBHIHBI CIELUAJIUCTYy B JAHHOW O0JIacTu
TEXHUKH, WIN OH OyleT CrocoOeH YCTAHOBUTh UX C UCTOJb30BaHUEM He 0Oojiee 4eM OOBIYHBIX
sKkcrepuMeHTOB. [lompa3symeBaercs, YTO TaKHe ObILIKBHUBAJIEHThI BKJIIOYEHBI B 00BEM

HIDKeceayroei Gopmysiel n300peTeHus.
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D®OPMYVYJIA U30OBPETEHUA
1. (I)apMaLleBTI/ILIeCKI/I npuemijieMass KOMIIO3UMIUA OJisi  [IEPOPAJIBHOIO BBCACHUA,
cozep Kalast:
(1) TBEpAYIO AUCTIEPCHIO, TAE TBEPAAs UCTIEPCHSI CONEPIKUT:

amopdHyro Gopmy coenuHeHus:, npeacrasyieHHoro Gopmyoii (1):

®opmyaa (I)

(apManeBTUIECKH IPUEMJIIEMBII ITOJIUMED;

(1) omHO Mnn Gonee papmMaeBTUYECKHU MTPUEMIIEMBIX BCIIOMOTaTEJIbHBIX BEIIECTB.

2. ®apmaneBTUYECKH MNpUEeMJIeMas KOMIO3ULMA NO NI. 1, roe Teepaas AuCHEpCHs
comepkuT He Oonee mnpuOIM3UTENBHO 5 Mac.% Kakoi-mubo KpUCTAIUINYECKOH (GopMbl
COEZIUHEHMUSI.

3. @apmareBTUYECKH MpUeMyIeMas KOMMO3uius mo m. | wnu m. 2, rae TBepraas
OUCTIEpCHUsl 1O  CYWIECTBY HE  COXEPKUT OOHAPYKUMOrO  KOJNMYECTBA  KaKOH-IHOO
KPUCTAJTNUECKOHN (POPMBI COEMHEHUS.

4. dapmareBTHUECKH MpUeMieMasl KOMIO3UIHs 1o Jrobomy u3 mm. 1-3, roe amopdHas
¢dbopMa MMeeT MOPOIIKOBYIO PEHTT€HOBCKYIO AM(PPaKTOrpaMMy IO CYIIECTBY KakK MOKAa3aHO Ha
¢ur. 1.

5. @apmaneBTHYECKH MpUEMIIeMasi KOMIIO3ULHSI IO JIF00OMY U3 miL. 1-4, rae KOMITO3HLUS
comepxkutT B O0meH CIOXKHOCTH He Oomee mnpubmmsurenbHo 5 wmac%  Kkakoi-n1ubo
KPHUCTAJTHUECKOH (POPMBI COETMHEHUS MTPU BO3ACHCTBUH OTHOCUTENIbHOM BIIAXKHOCTH 60% mpH
25 °C B Teuenue 1 mecsinia, 3 MecsIeB U 6 MECSIIEB.

6. @apManeBTUYECKH TTpUeMJIeMasi KOMITO3UIIHS 110 JII0OOMy U3 mil. 1-4, Tae KOMITO3HIIHS
COmEpKUT B OOWEH CIOKHOCTH He Ooyee mnpubmm3uTeNnbHO S5  Mac.%  Kakou-1rbo
KPHUCTAJUTHUECKOH (POPMBI COETMHEHHSI TIPU BO3ACHCTBHHM OTHOCUTENIHON BIIAXKHOCTH 75% mipH
40 °C B Teuenne 1 mecsinia, 3 MecseB U 6 MeCSIIEB.

7. @apManieBTHYECKH TpUeMIieMasi KOMITIO3ULHs 110 Jirobomy u3 m. 1-6, comepkaimast ot
npubnusutensHo 10 mMac.% no nmpubmusutensHo 30 Mac.% COEOMHEHUS OTHOCHTENBHO OOImei
MacChl TBEPIOW JUCTIEPCHH.

8. @apmarneBTHYECKH MpUeMIIeMasi KOMITO3UIHMSA 110 JTI000oMy U3 M. 1-7, copepikaras oT
npubnusutensHo 20 Mac.% no nmpubmuzutenbHo 30 Mac.% COeAMHEHUs] OTHOCUTENBbHO O0IIen
MacChl TBEPIOW JUCTIEPCHUH.

9. dapmaneBTHUECKU IpUeMIIeMasl KOMIO3ULUs 1o JroboMy u3 nm. 1-8, conmeprkamas
npuOIH3UTENbHO 25 Mac.% COeqUHEHUs] OTHOCUTEIBbHO 001Iel MacChl TBEPION JUCTIEPCUH.

10. dapmaneBTHYECKH TpUeMiIeMas KOMIIO3WLMs Mo Jirobomy u3 mm. 1-9, roe
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dapManeBTHUECKH  NPHEMJIEMbIH  MMOJUMepP  BBIOpAH W3  TIPYNOIBL,  COCTOSINEH W3
MOJIMBUHUJINTUPPOJINIOHA, MOJINATUIIEHOKCHUIA, MOJIMSTUJIEHTJIUKOJIA, conoyimMepa
BUHIJIMUPPOJIUAOHA M BUHWIALETaTa,  OJOK-CONMOJMMEPOB  IOJHMOKCHSTHIIEHA U
NOJIMOKCUNIPONMJIEHA, MPUBUTBIX  COMOJMMEPOB, COCTOSIIUX U3  MOJUITHJIEHIJIUKOJS,
NOJIMBUHUJIKAIIPOJIAKTaMa u MOJMBUHUJIALIETATA, MOJIMMETAaKPUIIATOB,
NOJMOKCUATUICHAIKWIOBBIX ~ 3(QUpPOB,  NOJMOKCHATHIMPOBAHHBIX  KAaCTOPOBBIX  Macel,
NOJIKANPOJaKTaMa, IOJIMMOJOYHOM KHCJIOTBI, TOJMIVIMKOJAEBOM KHUCIOTHI, COMNOJIHUMEpPA
MOJIOYHOM M  TJIMKOJIEBOH KHCJIOT, JIMIWAOB, LEJUIFOJO3bI, MyJUIyJaHa, JEKCTpaHa,
MaJIbTOJIEKCTPUHA, THAJTYPOHOBOW KHCJIOTHI, TMOJHCHUATIOBON KHUCJIOTHI, XOHAPOUTUHCYNb(ATA,
renapuHa,  (QykomnmaHa, monucyibdara = TNEHTO3aHa,  CIOUpPYJAaHA,  AlEeTaTCYKIMHATAa
T'UJIPOKCUITPOTUIMETHIILIEIUTIONO3b], MTPOMUOHATCYKIIMHATA THAPOKCUIIPONMIMETUIILEIUTIONIO3bI,
¢TanaTa THAPOKCUIPONUIMETIIILEILTIONO3bI, arleTaT(ranara eJuTroJI03bl, alleTaTTPUMEITUTATA
LIeJUTIOJIO3B], aneTaTdTajgaTa MEeTHIILEIUIONO03b], aneraTdranaTa rUAPOKCUIPONIIILEIUIIONO3bL,
anerarrepedranara LEJUTIOJIO3BI, aneratuzodranara LEJUTFOJIO3BI,
KapOOKCHUMETHIIS THIILIEIUTIOJIO3BI, TUAPOKCHITPOIHIMETHIILEIUTIONO3bI, auerargTanara
THIPOKCUITPONTMIMETHIILEIUTIOIO3bL,  MPONMMOHAT(TamaTa TUAPOKCHITPOMMIMETHIILEIUTIONIO3BI,
aueTaTTpUMeIIuTaTa TUJIPOKCUIPOTTMIMETHIILIEIUIIONO3BI, MPONMUOHATTPUMEIINTATA
TUAPOKCUNIPONWIMETWILIEIUTIONO3bL,  alleTaTCyKLUHATa  LEJUIIOJIO3bl,  aleTaTCyKIuHaTa
METUJILEIUTIONIO3b], JEKCTpaHa, aueraTta [eKCTpaHa, MPONHOHATa JEKCTPaHa, CyKLHUHATa
JEKCTPaHa, alleTaTIpONUOHaTa JEeKCTPaHa, aleTaTCyKLIMHATa AEKCTPaHa, MPONHOHATCYKIMHATA
JEKCTpaHa, aueTaTIPONMOHATCYKLIMHATA NEKCTPaHa, COMOJMMEpPAa METAKPUIOBOW KHUCJIOTHI U
Metunmerakpunara 1:1, comonumepa METakpuiIOBOM KHMCJIOTbI M MeTUIMeTakpuiara 1:2,
COMOJMMEpa METAKPUJIOBOM KHUCJIOTBI M JTuUjakpuiata 1:1, TUAPOKCHUITUILEIUIIOIO3BI,
METHJILEJUTIONIO3b U TUAPOKCUIIPONUIILEIIIION03bI, CONONMMEpPa METaKpPHJIOBOM KUCIOTHI U
STUIAKPUJIATA, COMOJMMEpa METAKPUJIOBOM KHCAOTBI M METUIMETAKpUIaTa, COMOJUMEpa
METHWJIMETaKpujiaTa M OSTUJIAKPUIIATa, COMNOJUMepa TPUMETHUIAMMOHHUOSTUIMETAaKpUaTa
XJIOpUAa,  METHJIIMETaKpwiata W OTWwiakpwiata, #  nonu(OyTHiIMeTakpuiaT-Ko-(2-
AUMETHUIIAMHUHOS THIT )METaK PUJIAT-KO-METHIIMETAKPHJIIaTa), U UX CMeCeH.

11. dapmaueBTHUECKH MpHEeMJeMas KOMIO3MLUMA 1o jodomy u3 mm. 1-10, roe
(dapManeBTHUECKH  MPHEMJIEMbIi  MOJUMEpP  BBIOpPAH M3  TPYNNbL,  COCTOSIIEH U3
MOJIMBUHUJIITUPPOJIUIOHA, MOJINATUIIEHOKCHUIA, MOJIMSTUIIEHTJIUKOJIA, conoyumMepa
BUHIIIMUPPOJIMAOHA M BUHWIAIETAaTa,  OJIOK-CONOJIMMEPOB  TOJIMOKCHSTHIIEHA U
MOJIMOKCUNIPONMJIEHA, TPUBUTBIX  COMOJMMEPOB, COCTOSIIIUX U3  MOJUITHIICHIJIUKOJIS,
MOJIMBUHUJIKANIPOJIaKTamMa u MOJIMBHUHUJIALIETATA, MOJIMMETAaKPUIIATOB,
NOJMOKCUAITUIICHAJIKIJIOBBIX ~ 3(UPOB,  MOJMOKCHSTIJIMPOBAHHBIX ~ KACTOPOBBIX  Maced,
MOJIMKANPOJIaKTaMa, TIOJMMOJIOYHOW KHCJIOTBI, IOJMUIVIMKOJEBOM KHUCIOTHI, CONOJUMEpa
MOJIOYHOM M TJIMKOJIEBOM KHCJIOT, JIMIMAOB, LEJUIFOJIO3bl, MyJUIyJaHa, JOEeKCTPaHa,
MaJIbTOJIEKCTPHHA, T'MaJypOHOBOM KHCIIOTHI, MOJMCHATIOBON KHCJIOTHI, XOHAPOUTHUHCYNIb(ATA,
renapuHa,  (QykomnmaHa, mnonucynbdara  NEHTO3aHa,  CIUpPYJAaHA,  AleTaTCYKIMHATa

TUAPOKCUTIPONMUIMETUIILCIUIFOJIO3b], MPOMUOHATCYKIUHATA THAPOKCUIIPOMUIMETUIIICIIIFOJIO3bI,
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¢TanaTa TUAPOKCUNPONUIMETIIILEILTFOJIO3bI, aneTaTdranara HeJUTF0JIO3b], alleTaTTPUMENINTATa
LIEJUTIONIO3B], aueTardranata METUIILEIUIIONO3b], alerargranaTa TUAPOKCUIIPONMIILIEIUTIONO3bI,
anerarrepedranara LEJUTIOJIO3BI, aneraruzograngara LEJUTFOJIO3BI,
KapOOKCHUMETHIIITHIILIEIUTIONO3BI, TUAPOKCUTPOIHIMETHIILEIUTIONO3bI, aneratdranara
TUPOKCUTIPONMIMETIIILIENIIIONO3bL,  PONUOHAT(TAaIaTa TUAPOKCUIIPONMMIMETHIILEIUTIONO3E,
aueTaTTpUMeIIuTaTa TUJIPOKCUIIPONTMIIMETUIILIEIUTIONIO3bI, MIPONUOHATTPUMEIIINTATA
TUAPOKCUIIPONUIMETHIILIEIUTHOJIO3BI, aUeTaTCyKLUMHATa  LIEJUIHOJIO3BI, aueTaTCyKLHATa
METUJILIEJUTIONO3b], JEKCTpaHa, auerara [AeKCTpaHa, IIPOMHMOHATa JEKCTPaHa, CyKLMHATa
NEKCTpaHa, aleTaTIPONMOHATa JEeKCTPaHa, aleTaTCyKIMHATA EeKCTPaHa, MPONUOHATCYKIIMHATA
NEKCTpaHa, aleTaTIPONMOHATCYKLIMHATA EKCTPaHa, COMOJMMEpPA METAKpUIIOBOM KUCIOTBI U
MeTunmeTtakpuiara 1:1, comonumepa MeTakKpuWIOBOM KHUCIOTBI U MeTHIMeTakpuiara 1:2,
COMOJIMMEPA METAKPHUJIOBOM KUCJIOTHI U 3TUiakpuiata 1:1, u ux cmecen.

12. ®dapmaneBTUYECKH MpUeMIIeMasi KOMIO3WLUsA 1o Jrobomy w3 mm. 1-11, rme
(dapManeBTHUECKH ~ MPHEMJIEMbII  MOJUMEpP  TNpEeAcTaBisieT  CcOOOH  aleTaTCyKUHMHAT
TUAPOKCUNTPONUIMETHIILEIUTFOIO3BL.

13. ®dapmaueBTUYeCKH MpUEMIIeMass KOMIIO3HWLUsA 1o Jirobomy w3 mm. 1-12, rme
coenniHeHHEe M (apMaLEBTHUECKH TNPUEMIIEMBIH IOJIUMEP MPHUCYTCTBYIOT B OTHOLIEHHH
COEAMHEHHE: TOUMeEp OT npuomm3uTenbHo 40:60 no npubnmsurensHo 10:90.

14. ®apmaueBTUYECKH MpUeMJIeMass KOMIIO3WLUsA 1o Jrobomy w3 mm. 1-13, rme
coennHeHHe M (apMaLEeBTHUECKH NPUEMJIEMBbIH IOJIUMEP MPHUCYTCTBYIOT B OTHOLIEHHU
coeAnHeHue: monumMep ot npudmmsurtensHo 30:70 no npudmsurensHo 20:80.

15. ®apmaueBTuyeckd MpUemyieMass KOMIIO3MLUSA 1O Jrobomy u3 mm. 1-14, rme
coeinHeHHe M (apMalLeBTHUECKH TNPUEMJIEMBbIH IOJIUMEP MPUCYTCTBYIOT B OTHOLIEHUU
COEAMHEHHE  TIOIUMEDP, COCTABIISIOIEM MPUOIU3UTENBHO 25:75.

16. ®apmareBTHYECKH MpHeMiIeMast KOMIIO3HIus 1o obomy u3 mnm. 1-15, roe TBepaas
AUCTIePCHs IPEACTABIISIET COOON TBEPAYIO BBICYLIEHHYIO PACTIBUIEHUEM JUCTIEPCHIOQ.

17. @apmaneBTHYECKH MpUEeMIIeMasi KOMIIO3ULIUS 1o JiroOoMy u3 mm. 1-16, roe TBepaas
OUCTIepCHsl MMEET pacTBOPUMOCTb B Boae npu pH 6,5, cocraBnsromyro npudmmsurensHo 120
MKr/mi nipu 25 °C.

18. dapmarneBTHYECKH MpUEMIIeMasi KOMITO3UIUS o JiroboMy u3 mm. 1-17, roe TBepaas
OUCTIEPCUsT MMeeT PacTBOPUMOCTh B Boae npu pH 2, cocramisiromyro npuOiamsutTensHo 178
MKr/mi ipu 25 °C.

19. ®@apmanepTuyeck npuemiieMasl KOMIO3HLMS 1Mo Jrobomy u3 mm. 1-18, comeprkarnas

meHee npubnusntenbHo 10 Mac.% coennHeHus, npeacTasieHHoro gopmydoit (I1):

®opmy.aa (II)
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OTHOCHUTENIbHO Macchl coenuHerus popmysl (I).
20. ®PapmaneBTUYECKH MprUemMiieMasl KOMIO3uLus 1o Jrodomy u3 nm. 1-19, coneprkarnas

MeHee MPUOIU3UTEIHHO 3 Mac.% coequHeHus], npencraBjieHHoro ¢popmyoit (II):

®opmyaa (II)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
21. ®@apmManeBTUYECKH MpUeMIeMasl KOMIO3HLUS 1Mo Jrobomy u3 mm. 1-20, comeprkaruas

MeHee npubnusnTeapbHo 1 Mac.% coequHeHus, npencrasjaeHHOro ¢popmynoi (1)

®opmy.aa (II)
OTHOCHTENIbHO Macchl coenuHerus popmysl (I).
22. ®apManeBTUYECKH MprUemMiieMasl KOMIO3uLuUs 1o Jrodbomy u3 mm. 1-21, comeprkarnas

ot npubnusutensHo 0,1 mMac.% no mpubnusurensHo 0,5 mac.% coennHEeHUs, MPEACTABICHHOTO

dopmymoii (II):

®opmyaa (II)
OTHOCHUTEJIbHO Macchl coenuHenust popmysl (I).
23. @apManeBTUYECKH MpUeMiIeMasl KOMIO3HLUS 10 Jrobomy u3 mm. 1-22, copeprkaruas

ot npudmsurensHo 0,01 mac.% no npubmmsurensro 0,1 mMac.% coenmuHeHUs1, PEACTABICHHOTO

dopmymoii (1D):

®opmy.aa (II)
OTHOCHUTENIbHO Macchl coenuHenus popmysl (I).
24. ®dapManeBTUYECKH NpUemMiieMasl KOMIO3MLUs 1o robomy u3 nn. 1-23, copeprkarnas

meHee npubnusurenbHo 10 mac.% coennnenus, npeacTtasieHHOro Gopmydioit (I1I):
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®opmyaa (III)
OTHOCHTEJIbHO Macchl coenuHeHus popmyorsl (1).
25. ®apManeBTUYECKH MpUeMIeMasl KOMIO3HLUS 1Mo Jrobomy u3 mm. 1-24, comeprkaruas

MeHee MPUOIU3UTEIbHO 3 Mac.% CoequHeHUs, npencTaBjaeHHoro ¢popmynoii (111):

dopmyaa (III)
OTHOCHUTENIbHO Macchl coenuHenus popmysl (I).
26. @apManeBTUYECKH MprUeMiIeMasl KOMIO3HLUS 1Mo Jrobomy u3 mm. 1-25, comeprkaruas

MeHee npubnusnrenbHo 1 Mac.% coequHeHus, npencrasieHHoro Gopmysioi (111):

®opmyaa (III)

OTHOCHTEJIBHO Macchl coenuHeHust popmyosl (1).

27. ®apManeBTHUECKHU MpUeMiieMasi KOMITIO3UIHSA 110 Jo0oMy 3 . 1-26, coneprkarast
ot npubnusutensHo 0,1 mac.% no mpubnusurensHo 0,5 mac.% coenuHeHUs, MPEACTABICHHOTO

dopmyoii (III):

Dopmyaa (III)

OTHOCHTENIbHO Macchl coenuHerns Gopmydsl (1).

28. ®apManeBTUYECKH MpHUemMiIeMasl KOMIO3HLUS 1o Jrobomy u3 mm. 1-28, comeprkarnas
ot npudmsurensHo 0,01 mac.% no npubmamsurensro 0,1 mMac.% coenmuHeHUs1, IPEACTABICHHOTO

dopmyoii (III):
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®opmyaa (III)
OTHOCHTEJIbHO Macchl coenuHeHus popmyorsl (1).
29. ®apmaueBTHYECKHM IpuUeMyieMas KOMIIO3MIMsS, COJAepiKalas COEJUHEHUE,

npencrasienHoe Gopmyioii (I)
Br

®opmy.aa (I)

u  (dapMaleBTHUECKH MPHUEMIIEMOE BCIIOMOTaTeIbHOE BEINEeCTBO, TI7e Oojee ueMm
npubnu3uTenbHO 96 Mac.% coenuHeHHs, MPUCYTCTBYIOIIErO B (papMarieBTHYECKH MTPUEMIIEMON
KOMITO3UIINH, HAXOOUTCS B aMOpdHOH Gopme.

30. @apmaneBTUYECKH NMpUEMIIeMasi KOMITO3ULIUSA 10 1. 29, riae amopdHas ¢popma umeer
XapaKTEPUCTHUUECKYIO MTOPOIIKOBYIO PEHTI€HOBCKYIO AH(PpaKkTorpaMmMy ¢ aMOp(HBIM rajo.

31. dapmaueBTHUECKH MpUeMIIeMas KOMITO3ULus 1o 1. 29 wmm 1. 30 mo moOoMy U3 .
1-3, roe amopdHasi hopMa UMeEeT MOPOIIKOBYIO PEHTTEHOBCKYIO TU(PAKTOTPaMMy IO CYLIECTBY
KaK 1MokaszaHo Ha ¢ur. 1.

32. dapmaueBTHUECKU MNpuemjeMas koMnozuuus nmo m. 29 wmm n. 30, rae coekTp
HOPOIIKOBOH PEHTT€HOBCKOW AN PAKIIUK NOTYUarOT ¢ HCnob3oBaHueM uydenus Cu Ko.

33. ®apmaueBTHUYECKH NpUeMiIeMas KOMIIO3MLUs 1o yrobomy u3 mm. 29-32, rue
amoppuas popma coenmuMHEHHs HMEET TEeMIIepPaTypy CTEKJIOBAHHsS, COCTaBJISIFOIIYIO
npubnusutensHo 125 °C.

34. ®apmaneBTHYECKU MpHeMJieMas KOMIO3uLMs Mo Jrbomy w3 mm 29-33, rme
KOMITO3UIUSI HE CONEPXKHUT OOHAPYKMMBIX KOJHYECTB KaKOU-THOO KPHCTALTHUECKOW (POpMbI
coennaenus popmyer (I).

35. ®dapmaneBTUUECKU NpUeMIIeMasi KOMIIO3ULIUS AJIs1 IEPOPATIbHON JOCTABKU MALUEHTY

50 mr coenuHenwus, npeacrasieHHoro Gopmyoi (1):

®opmy.aa (I)
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cozeprKaIas:

BHYTPUIPAHYJIIPHYIO CMECh, 1€ BHYTPUTPAHYJISIPHAS] CMECH COZIEPIKUT:

TBEPAYIO JUCIEPCUIO, COAEPkKAIYIO 50 MI COEIUHEHMUs], TI€ COEAUHEHUE IPUCYTCTBYET
B aMop(¢HOI (opMe, alleTaTCyKUUHAT THAPOKCUIPOITMIMETUIILEIIION03bL, 00beMO0Opasyomuit
areHT W/UIM HAIOJHUTENb, U CMa3bIBAIOLIEee BEIECTBO U/UIN CKOJIb3sIIIee BELECTBO; U

BHETPAHYJIPHYIO CMECh, COIEPIKAIIYI CKOJNb3AIlee BELIeCTBO H/MIM CMAa3bIBAIOLIEe
BELIECTBO.

36. dapmMaLeBTUUECKU MpUeMIIeMasi KOMITO3ULIUS AJIs1 IEPOPATIbHON JOCTABKU MALUEHTY

50 mr coenuHenwus, npencrasieHHoro Gopmyoii (1):

®opmy.aa (I)

cozepkaasi:

TBEPAYIO IUCIEPCHUIO, conepKalyr S0 Mr COeNUHEHUs, TAe COCAUHEHUE MPUCYTCTBYET
B amop¢HOI popme, U alleTaTCyKIUHAT TUAPOKCUTTPOITHIMETHIIICIITFOIO3HI,

00BeMO0Opa3yIOIIHil areHT,

HAIOJIHUTENb, U

CMa3bIBaIOIIee BEIECTBO W/MIIN CKOJIB3SIIIEee BEIECTBO.

37. ®apmaneBTuyeckn mpuemiemas Ta0ieTka, coxepkamas S50 Mr COeIUHEHWS,

npezactasiaeHHoro GopmyJoii (I):

-

L=
I=

®opmy.aa (I)

comepKarast:

BHYTPUTPAHYJISIPHYIO CMECH, I1€ BHYTPUIPAHYJISIPHASA CMECH COAEPIKUT:

TBEPIAYIO AMCIEPCHUIO, COAepsKamyo SO Mr COEIUHEHNs, TA€ COeMHEHNE PUCYTCTBYET
B aMOp(dHO#1 opMe, 1 alleTaTCYKIMHAT THAPOKCUTIPONHIMETHIILIEITIONIO3bI,

npuOIm3uTeNbHO 25-35 Mac.% 00BeMooOpa3yroIIero areHra OTHOCHUTENIbHO OOIIero
KOJIYecTBa (PapMalieBTUYeCKON KOMITO3HLIUH;

npubnusutensHo 25-35 mac.% HanoJHWUTENs OTHOCHUTENBHO OOINEro KOJIWYecTBa

(apMaLeBTUYECKON KOMITO3ULIUI; U
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BHETPAHYJISIPHYIO CMECh, COAEPKALIYIO CKOJNb3SIIee BEIIEeCTBO W/MJIM CMa3bIBAIOIIEe
BEILECTBO.

38. ®apmanesTuyecku nmpuemseMasi Tabnerka 1o m. 37, rae 00beMooOpasyoLUi areHT
NpeCTaBIsieT COO0H MUKPOKPUCTATHUECKYIO LIEJIIOJIO3Y.

39. ®apmauesBTudecku mpuemiemMas tabnerka mo m. 37 win m. 38, rne HarnoJHHUTENb
IpPeCTaBIsIET COOOH JTAKTO3y WU €€ THApPAT.

40. dapmaneBTHYeCKH mpuemsiemas Tabnerka, comepxamas S50 Mr COequHEHHS,

npencrasjieHHoro gpopmyioit (I):

®opmy.aa (I)

rie TabjeTka COOepIKUT:

TBEPAYIO JUCIEPCUIO, cofepskainyro 50 Mr coeiuHeHus, I7ie COeIMHEeHNE IPUCYTCTBYET
B amop(HOi1 popme, 1 alleTaTCYKUMHAT THAPOKCUIIPOIHIMETUIILIEIUTIOJIO3bI,

npubnusuTenpbHo 25-35 Mac.% MUKPOKPUCTAJUIMYECKON LEJUTFOJIO3bI OTHOCHTEIBHO
oO1mei Macchl TaOJETKH, U

npubnusutenpHo 25-35 Mmac.% J5akTO3Bl WIM €€ THApaTa OTHOCHUTENIBHO OOINero
KoJn4ecTBa (papManeBTHIECKONH KOMITO3ULIIH.

41. ®apmaneBTHYECKH puemiieMas Tabnerka 1o 1. 40, JOMONHUTEIbHO COoAepIKaInas mo
MEHbLIEH Mepe OHO U3: CTeapaTa MarHusi, KPOCMOBUIOHA U JUOKCUAA KPEMHHUSI.

42. ®dapmanesrudecku npuemsemas tabmerka nmo n. 40 wim m 41, rme tabnerka
pacmagaeTcsi MeHee ueM 3a 1 MUHyTy npu ucneitaHuu no meroay <701> USP (dapmakoneu
CILIA) nis Tabnetok 6e3 000I0UKH.

43. @apmaueBTUYECKHU INpUeMiieMass KOMIIO3ULMS IJIsl NepopanbHOM noctaBku S50 mr

coenuHeHus, npencrapieHHoro Gopmynoii (1):

F B
o r
N JLN
H H
0% N N
,) H

®opmyaa (I)
cozepKarast:

BHYTPUTPaHYJIIPHYIO CMECh, 1€ BHYTPUTPAHYJISIPHAS] CMECH COZIEPIKUT:

TBEPAYIO JUCIIEPCHUIO, CoMepKalyr SO M COEIUHEHMUs], T7I€ COEIUHEHUE TPUCYTCTBYET
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B amop(dHOI1 popme, 1 alleTaTCYKUHUHAT FHIPOKCUIIPONHIMETHIILEIUTIONO3HI,

npubnusuTenpbHo 25-35 Mac.% MHUKPOKPUCTAJUIMYECKON LEJUTFOJIO3bI OTHOCHTEIBHO
o0wiero konn4yecTsa hapMareBTHUECKONH KOMIIO3HUIIHH;

npubnusutenpHo 25-35 mac.% J5akTO3bl WM €€ THApaTa OTHOCHUTENIBHO OOINero
KoJn4ecTBa (papmMalieBTHYECKONH KOMITO3ULINY;

npubau3uTenbHO S5 Mac.%  KPOCIIOBUAOHA OTHOCHTENBHO OOIIEro KOJHYeCcTBa
(apmaLeBTHYECKOIT KOMITO3ULINHY,

npubnusutensHo 0,5 Mac.% OuUOKCHIA KPEMHHSI OTHOCHTEIBHO OOINEro KOJWYeCTBa
(hapMaLeBTHYECKON KOMITO3ULIUU; U

npubnusutensHo 0,5 Mac.% creapata MarHUsi OTHOCHTEJIBHO OOIIEro KOJMYEeCTBa
(hapMaleBTUYECKON KOMITO3ULINU; U

BHETPAHYJISIPHYIO CMECh, COZIEp KaIlyro npubmmusurensHo 0,5 mac.% OUOKCHaa KpeMHUs
OTHOCHUTEJIbHO O0INero Kojudectsa (hapMareBTHUECKOH KOMIO3UIHH, U (i) MpHOIHU3UTENBHO
0,5 w™ac% creapara MarHUsi OTHOCHTEIBHO OOIIero KoJn4ecTBa (apMareBTUIecKon
KOMITO3ULIMH.

44. dapmaueBTHUECKU MTpHEMIIeMasi KOMIIO3UIUs WK TabjeTka ro JrodoMy u3 mir. 1-43,
r7ie KOMIO3UIHs WK TabjieTka BhICBOOOKAaeT 1o MeHbined mepe 80% coenunenus yepes 10-40
MUHYT TPH UCTBbITaHUM Kommo3unuu B 900 mu HaTpuii-aneratHoro Oydepa mpu pH 4.5 ¢
ucnosp3oBanueM ycrpoiicrea II USP (Meron ¢ ucCmosip30BaHHEM JIOMACTHON MEIIANIKH) TPH
37°C co ckOpOCTBIO BpaleHus jJonactell 75 00./MuH.

45. dapmaneBTHUECKH ITpHeMiIeMasl KOMIIO3ULUs WK TabjeTka 1o JrodoMy u3 m. 1-44,
r7e KOMIo3uiusl uiu TabneTka BeICBOOOXKaeT o MeHbine mepe 80% coenuHeHus: yepes 20
MUHYT TpU UCIbITaHUU Kommno3unuu B 900 mu Hatpuii-aneratHoro Oydepa mpu pH 4.5 ¢
ucnonb3oBanuem ycrpoiictea II USP (Meron ¢ MCMOSb30BaHMEM JIOMACTHOW MEIIAJKH) TIPH
37°C co ckOpOCThIO BpaleHus onacred 75 00./MuH.

46. Cnoco® neueHust 3a0o0jeBaHMs, BBIODAHHOTO W3 TPYMIbL, COCTOSLICH U3
CTPOMAJIbHBIX OMyXOJiel kenyno4yHo-kuiedHoro tpakra (GIST), crpomanmbHbIX omyxoneit
KENyJOYHO-KUIIeYHOro Tpakta ¢ aepuuurom NF-1, CTpOManabHBIX OMyXOJEH >KeNyJOYHO-
KHIIEYHOTO TpakTa ¢ naedumuroM cykuuHataeruaporeHasbl (SDH), crpomanbHbIX omyxosei
JKEJTyJOYHO-KUIIEYHOTO TpakTa, oOycioBieHHbIXx KIT, cTrpomanpHBIX OmyxoJjei »KejyIo4HO-
KHIIEYHOro TpakTa, oOycnoBieHHbIXx PDGFRA, mMenaHOMBbI, OCTPOro MHEJIOUIHOTO JIEHKO3a,
OMyXOJieW  3apOABbIIIEBBIX  KJIETOK CEMHUHOMbl WM  JUCTE€PMHUHOMBI,  MAacCTOLIUTO3a,
TYYHOKJIETOYHOIO JIeK03a, aJ€HOKAPLHUHOMBI JIETKOrO, IJOCKOKJIETOYHOTO paka JIerkoro,
IJTHOOACTOMBI, TJIMOMBI, JETCKOH TIIMOMBI, ACTPOLIMUTOM, CAPKOM, 3JIOKaYECTBEHHOH CAPKOMBI
obonouek nepudepruuecKux HEPBOB, MHTUMAJbHBIX CAPKOM, THIIEP303UHOGUIBHOTO CHHIPOMA,
UIMOTIATHYECKOTO TUTIEPI03UHOPIIIBHOTO CHHAPOMA, XPOHHYECKOTO 303UHO(UIIBHOTO JIEHKO034,
OCTPOTO MHUEJIOMIHOTO JIEWK03a, CBA3aHHOrO ¢ »03uHO¢umel, mumpodnactHoi T-kneTouHoi
TMM(OMBI M HEMEJKOKJIETOYHOrO paka JIETKOro, Yy HYy)KIAKOMIerocs B 3TOM IaLUEHTa,
BKJIFOUAIOLIMI BBEACHHUE YKA3aHHOMY IALIUEHTy TepareBTUYECKH 3(P(HEKTUBHOTO KOJUYECTBA

KOMITO3ULIMU WJIU OOHOM uiu Oojiee TadeTok mo . 1-42.
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47. Cnocob neueHust 3a0ojeBaHMs, BBIODAHHOTO M3 TPYIMIbL, COCTOALIEH U3
CTPOMAJIBHBIX OMNyXoJied xenynouyHo-kuimeyHoro tpakra (GIST), crpomanpHBIX Omyxosei
JKENyJOUYHO-KUIIEYHOTro TpakTa, oOycioBieHHbIXx KIT, cTpomanbHBIX Omyxoneil >emyIouHO-
KHIIEeYHOro TpakTa, oOycioBieHHbix PDGFRA, paka serkoro, rimoOJacTOMBI, TJIHOMBI,
3JI0KAYECTBEHHOW CapKOMBI 00O0JIOUeK mNepupepuvecKux HEPBOB M TMIEPI03UHOPHIBHOTO
CHUHZAPOMA, Y HY>KAAIOIIEroCsl B 3TOM MALUEHTA, BKJIOYAIOLINI BBEACHUE YKa3aHHOMY MAaLIUEHTY
TepaneBTHIeCcKu 3((HEeKTHBHOTO KOJIMYECTBA KOMIO3ULMM WM OJHON miH Oojiee TaONeTOK 1o
. 1-45.

48. Cnoco0 neueHust 3a00yeBaHUs], BHIOPAHHOTO W3 TPYMIIbI, COCTOSIIEH W3 OMyXOJU
3apobIlIeBbIX KIETOK, oOycnonennoi KIT (Hampumep, 3aponplieBbIX KIETOK SMYKA), paka
ko, odyciosnenHoro KIT, mnm modedHo-kiIeTouHOM KapiuHOMBL, oOycnosinerHoi KIT, y
HY)KAAIOIIEerocss B 3TOM [MAalUEHTa, BKIKOYAIOUIMM BBeNEHHE YKa3aHHOMY IaLUEHTY
TepaneBTHYECKH 3PPEKTHBHOTO KOINYECTBA KOMIO3HULIUU MJIK ONHOW Wi Ooyiee TaOJIeTOK MO
mm. 1-45.

49. Crnoco® neueHust 3aboneBaHUs, BBIOPAHHOTO W3 TPYNIBL, COCTOSINEH M3 paka
NOJIOBOTO 4JIEHA, paka mosoBoro wieHa, odOycnmosneHHoro PDGFRA, paka npencrarenbHOi
JKEeJIe3bl, paka MpeacTaTebHOU skene3bl, oOycnosneHHoro PDGFRA, HemenanomHoro paka
koxu, oOycnoBienHoro PDGFRA, romomsr, obycnosinenHoii PDGFRA, capkombl,
oOycnoBnennoit PDGFRA, rmmobnacromsl, oOycioBnennoii PDGFRA, wmm  paka
NOJDKETyA0UHOM >kene3bl, oOycioBinenHoro PDGFRA, y Hyxnaromerocs B 3TOM MaIUeHTa,
BKJIFOYAIOLIMI BBEACHHE YKA3aHHOMY MAIMEHTY TepaneBTU4ecKu 3(P(PEeKTUBHOrO KOIMYECTBA
KOMITO3UIIUH WM OJHON miiu Oonee TabneTok mo mm. 1-45.

50. Crioco0 neueHust 3a0ojeBaHMs, BbIOPAHHOIO M3 TPYMIbI, COCTOSINEH M3 paka
BJIATAJIMILA, PAKa MPEACTATEIbHON JKeJIe3bl, paKka MOJIOBOTO 4JIEHA, HEMEJIAHOMHOTO PaKa KOXKH,
MEJIaHOMBl MM CApKOMbI MOJIOYHOM JK€Je3bl, y HYKAAIOIIErocs B 3TOM MALUEHTA,
BKJIFOYAOLIMI BBEACHUE YKA3aHHOMY TMALUEHTy TEPareBTHUECKH 3(P(HEKTUBHOIO KOJHMYECTBA
KOMITO3UIIMK WMJIM ONHON wiu Oonee Tabnmetok mo mm. 1-45, roe ykasaHHOe 3a0oJieBaHHE
xapakrepusyercs: mytarnueii PDGFRAB.

51. Cnocob mno m. 46, rae 3aboneBaHne MPEnCTaBysieT COOOH CTPOMAJIbHBIE OMYXOJIH
ey noYHo-kuineuHoro tpakrta (GIST).

52. IlpumeneHne KOMMIO3ULMK WiK TabyieTok no modomy u3 nm. 1-45 st mojydeHus
JIEKApCTBEHHOT'O CPENCTBA IS JieueHHs 3a00JIeBaHMsI, BBIOPAHHOTO W3 TPYIIIbI, COCTOSIIEH U3
CTPOMAJIBHBIX OMyXoJieH kenynouyHo-kuimeyHoro tpakra (GIST), crpomanpHBIX oOmyxomneit
KENyJOUYHO-KUIIEYHOTO TpakTa, oOycioieHHbIXx KIT, cTrpomanbpHBIX OmMyxoneil »KemyIo4HO-
KHIIeYHOro Tpakra, obycnosneHHbIXx PDGFRA, mMenaHoMBIL, OCTPOro MHENIOHIHOTO JIEHKO03a,
ONMyXOJed  3apOABbIIIEBBIX  KJIETOK CEMHUHOMBl WM  JUCTE€PMUHOMBI,  MAacTOLUTO3a,
TYYHOKJIETOYHOTO JIeWKO03a, aJ€HOKAPLUHOMBI JIETKOrO, IJIOCKOKJIETOUYHOIO paka JErkoro,
IJIHOONACTOMBI, TJIMOMBI, JETCKOH TJIMOMBI, ACTPOLIUTOM, CAPKOM, 3JI0KaYECTBEHHOH CapPKOMBI
obonouek nepudepruuecKux HEPBOB, MHTUMAJIbHBIX CAPKOM, THIEP303UHO(UIBHOIO CHHAPOMA,

UAMOTNATHIECKOTrO TUIIEPI03UHO(PHIBHOTO CHHAPOMA, XPOHHUECKOTO 303UHO(MIIBHOTO JIeiKo3a,
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OCTPOr0 MHUEJOUAHOTO JIEHKO3a, CBA3aHHOrO ¢ »03uHodummeli, mumdpodnactaoi T-kieToduHoi
TUM(OMBI 1 HEMENKOKJIETOYHOTO PaKa JIETKOTO.

53. IlpumeHeHre KOMMOO3ULMKA MO M. 52 Uil NOJy4YeHUsl JISKAPCTBEHHOI'O CPENCTBa AJIs
JeueHuss 3a00JeBaHUs, BBIOPAHHOTO W3 TPYIIIBL, COCTOSINEH M3 CTPOMAJIBHBIX OIyXOJei
xenynouHo-kumeyHoro tpakta (GIST), cTpomanpHBIX OIyXoJjel KelyaO4HO-KUIIEYHOrO
Tpakta, oOycnoBieHHbIXx KIT, cTpoManpHBIX OMyXOJeH JKEeNyAOYHO-KHIIEYHOTO TPAKTa,
obycinosnaenHbix PDGFRA, paka erkoro, rimo0i1acTOMBI, TJIHOMBI, 3JI0KAYE€CTBEHHOW CapKOMBI
o0osouek nmepudepruuecKux HEPBOB U TUIEPIO3UHOPHIBHOTO CHHIPOMA.

54. Tlpumenenue no 1. 49, rae 3a0oJeBaHne TPEACTABIIET COOOH CTPOMANIbHBIE OMyXOJIU
xKenmynouHo-kumeyHoro tpakta (GIST)

55. Cnoco® wnu mpumeHeHue mo Jirobomy u3 mm. 46-54, rae 3a0oyieBaHUE BBI3BAHO
knHa3HOM akTUBHOCTBIO ¢-KIT w/mmu PDGFRA, w/unu nx oHkoreHHbsIMH (hopMamu.

56. Cnoco® monyueHus TBepHOH nucnepcuu, coaepxameii amopduyro (opmy

coennHeHus1 popmyier (1)

-
I=

®opmyaa (I)

o obomy u3 mm. 1-37, roe cnocod BKIIIOYAET:

cMmelnBaHue coenrHeHus popmysl (I), pacTBopuTess, nonuMepa 1 BOAbI C NOJy4EHUEM
CYCIIEH3UH,

HeoOs3aTeNIbHO, TepeMeIlnBaHUe W/MIIM CMELIMBAHHE CYCIIEH3MH INPH TMOIAEp’KaHUU
TeMITEpPaTypbl OT pudM3uTeNbHO 10 10 npubausurtensHo 25 °C;

HarpeBaHue CyCIIeH3UH JJIsl PACTBOPEHUS CYCIIEHIUPOBAHHBIX YaCTHI] Nepe]] BBeAeHUEM
B PaCIbUINTENbHYIO CYLIUIIKY; U

pPacTIbUIMTENbHYIO CYLIKY CYCIIEH3UH C TOJNlydE€HHEM BBICYLIEHHON pachblIeHHEM
JUCIIEPCHUH;

CYLIKY BBICYIIIEHHO! pacnblieHHEeM JUCIIEPCUH C MOJTyYeHUEM TBEpIOil TUCIIEPCUU.

57. Cnocob mo m. 56, rme HarpeBaHHe BKJIIOYAET MPONMYCKAHUE CYCIIEH3UU uepes
BCTPOEHHBIN B JINHUIO TETJIOOOMEHHHK.

58. Teepnast nucniepcusi, conepkaruast amopduyro hopmy coenunerus popmysi (1),

Br
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®opmyaa (I)
MOJTyYeHHasi CIIoco00M 1Mo 1. 55 uy 1. 56.

ITo noeepennocTn
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