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HNHI'UBUTOPBI MAGL

OIIMCAHHUE

CcCLLIKA HA POACTBEHHLIE 3asIBKH

[0001] I[Io Hacrosmel 3asBKE HCHPAIIMBAETCS NPUOPUTET B  COOTBETCTBUH C
npenBaputeNbHOi 3asBkoil Ha mateHT CIA Ne 62/423102, monmannoit 16 nHosiOpss 2016 r.,

KOTOpast MOJIHOCTBIO BKITFOYUCHA B HaCTOHH_II/Iﬁ JAOKYMEHT MOCPEACTBOM CCBIJIKH.

IpeaniecTBYIOIIHIA VPOBEHb TEXHUKH HACTOSAIEr0 H300peTeHu st

[0002] Monoauunrimunepon-munaza (MAGL)  npencrasmser  coboit  ¢epmeHr,
OTBETCTBEHHBII 33 THIPOJIN3 SHIOKAHHAOWHOUIOB, TakuX Kak 2-AG (2-apaxuIOHOWITITULEPHH),

JIMIIUIO Ha OCHOBC apaxuoHarta, B HepBHOﬁ CUCTEME.

KpaTtkoe pacKpbITHEe HACTOSIIEr0 H300peTeHust
[0003] B mHacrosmeMm pacKpeITUM MNPEeNyCMOTPEHbI, HAaNpuUMep, COEIUHEHUs U

KOMITO3ULINM, KOTOpBIEe SBJBSIHOTCA Monynstopamu MAGL, M uxX npuMeHeHue B KadecTBe
JIEKaPCTBEHHBIX CPEACTB, CIIOCOOBI MX MOJyYeHHs U (hapMaLeBTHYECKHE KOMITIO3UIIUHU, KOTOPbIE
COZEpKaT pACKpbIThle COEAMHEHHs] B KadecTBe [0 MEHbIIeH Mepe OAHOr0 aKTHBHOIO
UHTpenneHTa. B HacToseM pacKpeITUM TaKkKe MPEeIyCMOTPEHO NPUMEHEHHE PacKpPbIThIX
COEIMHEHUI B KadyeCTBE JIEKAPCTBEHHBIX CPEACTB W/ MPH MPOU3BOICTBE JIEKAPCTBEHHBIX

CpeaACTB IJisd I/IHFI/I6I/IpOBaHI/I${ aktuBHocTH MAGL Yy TEIUIOKPOBHBIX HWBOTHBIX, TAKHUX KakK

JIFOTH.
[0004] CoryacHO OTHOMY acCIeKTy MpeaycMoTpeHo coenunenue Gopmyis (I):
(R%)n i j:\Fg
\
3‘&1 N7 07 CRs
~ N “‘\)
Fﬂ
Dopmyna (1),
rae:

R! npencrasnser co6oii -N(R¥)(R?) unu -NH(RY);

kaxeiii R? HesaBucumo BbIOpaH u3 ranorena, Cisankuna, -CN, Ci.sranorenankuna u -ORS;
R® npencrasnser coboii -CH,CO>H, -CH,CH>CO>H unu -CH(CH3)CO:H;

R* npencrasnser coboii -(CH)m-CO-H;

R’ npencrasnser coboit H umu Cr.3aiku,
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kaxeii R® nesasucumo soiopan u3 H, Cisankuna u C16ranoreHankuia;

n npexacrapiusier coboi 0, 1, 2, 3 wim 4 u

m npeacTaBisieT codoi 3;

WM ero (papMaLeBTHUECKH TpUeMIIEMast COJIb HITH COJIbBAT.

[0005] CornacHoO HEKOTOPBIM BapHUAaHTAM OCYINECTBJICHHUS MPEAYCMOTPEHO COEOUHEHUE
dopmynst (I) unu ero papmaleBTHIECKH pHEMIeMas Cojlb WM cofbbaT, rae R! npencrasmser
coboit  -N(R*)(R®). CormacHo HEKOTOPHIM BapUAHTAM OCYLIECTBIEHHUsS IPEdyCMOTPEHO
coequnenue Gopmynnl (I) unu ero gapmaneBTUUECKH TpUeMIeMas COJb MM CONMbBAT, rae R’
npexacrasisier codoli H. CornacHO HEKOTOPHIM BapHAaHTaM OCYLIECTBIEHMs INPENyCMOTPEHO
coemunenue Gopmynsl (I) unu ero gapmaneBTHUECKH TIpUeMIEMas COJb MM CONbBAT, rae R’
npeacrasisier  coboit  Cirszankui.  CorjjacHO HEKOTOPbIM — BapHaHTaM  OCYINECTBJICHUS
npeaycMoTpeHo coenuHeHue ¢opmysl (I) wnm ero ¢papmaneBTHYeCKH NMpUeMIieMas COJIb WU
conbBat, rae kaxabiii R® mpencrasnser coboii -CH>CO,H. CornacHo HEKOTOPLIM BapHaHTaM
OCYLIECTBJICHUST NpPeAycMOTpeHo coeauHeHne ¢opmyasl (I) uimm ero ¢apmaneBTHUeCKH
npuemeMas Collb MM CONbBAT, Tjie Kaxabii R npencrasnser coboit -CH2CH.CO,H. CornacHo
HEKOTOPbIM BAapUAHTaM OCYLIECTBIICHHs NPENyCMOTpeHO coenuHeHue ¢opmyisl (I) wmm ero
dapmanepTuuecku mpuemieMas COib WM CONbBAT, e Kaxablii R® mpencrasmser coGoif -
CH(CH3)CO;H. CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBJICHHsS  IMPEIyCMOTPEHO
coequaenne Gopmynsl (I) umm ero gapmaneBTHUECKH TIpUeMiIeMas COJlb MM CONbBaT, rae R!
npencrasnser coboit  -NH(RY). CornacHo HEKOTOpHIM  BapHaHTAM  OCYIIECTBJICHUS
npenycMoTperno coenunenue Gopmyist (I) umu ero gapmaneBTHUECKU MpUEMJIEMasi COJIb WU
conbBart, rae R? Hesasucumo BuiOpan us Cigankuna, ranoresa u Cigranorenankimia. CoraacHo
HEKOTOpPBIM BapUaHTaM OCYLIECTBICHHs MpPEayCcMOTpeHo coenuHeHue Qopmyinsl (I) umm ero
(apmanepTHUeCKH NpHeMIeMasl CONb WM CONbBAaT, rae R? mpencrapiser coGoil rajorex.
CornacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBJICHHUS MPeayCcMOTpeHo coenuHenue (opmyisl (I)
Ul ero (apMmaLeBTUYeCKH MpuemyeMasl cob MM cojibBat, rae R* mpencrasnser coboii -Cl.
CornacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBJICHHUS MPeayCcMOTpeHo coenuHenue (opmyisl (I)
UM ero (papMalleBTHYECKH MpUeMJIeMasi colb MM conbBaT, rae R* mpencrasisier coboii Ci.
srajoreHankm. CorinacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIEHUS MPEAYCMOTPEHO COSTUHEHHE
dopmynst (I) unu ero papmaneBTHIECKH MPHEMIeMas Cojlb HIM CONbBAT, rae R? mpencrasiser
coboit -CF3;. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUS NMPENYyCMOTPEHO COCOMHEHUE
dopmyibl (I) wnm ero dapmaneBTUYECKH MpHeMIieMasi COJIb WM COJIbBAT, TJ€ N MPEACTABIISET
coboit 1.

[0006] CornacHo Apyromy acrnekTy NpeaycMOTPEHO coenuHeHne GopMyibl (A):



(Rz)n (R3)p iﬁ\

(R

dopmyna (A);,

rae:
R! npencrasnser coboil Bonopon unu aeitrepuis;
kaxapii R?, R?, R* u R npencrasnsier coboii neiitepuii;
n npexacrasisier codoii 0, 1,2, 3,4, 5, 6, 7 unu 8§,
p npeacrasisier codoii 0, 1 wu 2;
q mpexacrasisier codoii 0, 1, 2 wnu 3 u
t mpencrapisier codoii 0, 1,2, 3,4, 5, 6, 7 unu 8,
rne xorma R! mpencrapnser coboii BOAOpoOA, TOrAa MO MeHbIleil Mepe OauMH U3 N, p, q M t
npexacrasJsier coboi He 0
WIH ero (papMaleBTHYeCKH IpreMiIeMast COJIb WIIN COJIbBAT.
[0007] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS IPEIYCMOTPEHO COENUHEHHE
dopmynb (A) unu ero papMaleBTHUECKH TIpHEMIeMas cojlb MM conbBar, rae R! mpencrasnser
coboii neiirepmii. CoOrjiacHo HEKOTOPHIM BapUAHTAM OCYIIECTBJICHHUS IPENyCMOTPEHO
coemuHenne Gopmynsl (A) um ero GpapMaleBTHIECKH TpHeMIeMas CONlb MM CONbBart, rae R!
npexacrasisier coboii  Bomopoa. CoOriacHO  HEKOTOPbIM — BapHaHTaM  OCYIIECTBJICHHS
NpeayCMOTPeHO coenuHeHue Gopmyiiel (A) wiu ero GapmMareBTHYECKH MpUeMyieMasi Cojlb WU
COJIbBAT, TAe p mpeacrasisier codoit 0, q mpexncrasiser coboit 0 u t mpencrasisier codoit 0.
CornacHoO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS MPENYCMOTPEHO coenarHeHue Gopmyisl (A)
Wi ero (apMaleBTHYECKU NpUEMJIeMasi COJIb WIIM COJIbBAT, TAEe N mpencrasisieT coboit 0, p

npencTasisier codoit 0 u q npencrassier codoii 0.

[0008] CornacHo Apyromy acnekty npeaycMOTpeHo coennHerue ¢hopmyisl (B):
CFS R4)q
(R? )n R, NR? R
R 5
R
5

R_RS

OR®
Dopmyina (B);

rae:
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R! npencrasnser coboii Bonopon umu aeiTepuii;

kaxeii R, R® u R npencrasmser coboii neitrepui;

kaxpli R® mpencrasnseT coboii He3aBUCHMO BOIOPOJ MM JeiiTepuit;

n npexacrasiusier coboi 0, 1,2, 3,4, 5, 6, 7 unu 8§,

p npencrasinsier codoit 0, 1 umm 2 u

q npencrasisier coboii 0, 1, 2 umnm 3;

rne korma R' mpencrasnsier coGoii Bomoponm, Torma Mo MeHblIel Mepe OJMH M3 N, p U q
npezcTaBsier coboii He 0, MM MO MeHbluel Mepe onuH R’ mpescTasnser coboi neltepui;

WM ero (papMaLeBTHUECKH pUeMIIeMast COJIb HIIU COJIbBAT.

[0009] CornacHO HEKOTOPBIM BapUaHTAM OCYILECTBJICHHUS MPEAYCMOTPEHO COEOUHEHUE
dopmynst (B) unu ero apmalieBTHIECKH NpHEMIIeMasi COllb UK cojbBat, rae R! npencrasmnser
coboit peiirepuii. CormacHO HEKOTOPHIM BapUAaHTAM OCYINECTBJIEHUS IPENyCMOTPEHO
coenunenue Gopmynsl (B) umu ero gapmanesTudecku IpreMiaeMas Colb MM ConbBart, rae R
npencrasiusier  coboit  Bomopon. CornacHO  HEKOTOPBIM — BapuaHTaM  OCYLIECTBIICHHSI
npenycMOTpeHo coenuHerne Gopmydsl (B) mm ero ¢apmanesrudecku npuemiemas Cojib WIH
CONMBBAT, TH€ P HpefcTaBiseT coboii 0, q mpencrasuser coboit 0 u kaxawii R’ mpencrasnser
coboit Bomopoa. CorjgacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHS MPEAyCMOTPEHO
coenuHenue popmyiibl (B) wnm ero gapmaneBTudeckn nmpuemsiemMasi Cojib WIH COJbBAT, I/i€ N
npexacrasJsier coboii 0, p mpeacrasisier coboi 0 u q mpexacrasisier codoit 0.

[0010] CornacHo Apyromy acrnekTy nNpeayCcMOTPEHO COeIMHEHUE, BBIOPaHHOE H3!

O CFs

l (\Nko/kcaa,
SN




O CFs O CFs
Ch. = {/’\NJ D/J\.:;F3 FiC._~ . J\ /L\
| - N7 07 ek
S N [N P
S T
HN
b HN
H]/OH 1
o ’ O~ OH -
O CF;
LA s,
e
O” OH :
wiu ero ¢papMaleBTUUECKU ITpremiieMas COJIb HJIU COJIbBAT.
[0011] CornacHo ApyroMy acnekTy npeayCMOTPEHO COeAMHEHUE, XapaKTepU3YIOIIeecs
CTPYKTYpPOIL:
DD O CFs D DD O CFj3
D "/ Fac_~ 2 X L
Fscj/\‘ D;‘))\EN)LO)\C% \L/ | D r{‘ N DO CF3
~ \ e ‘7(%
D 5o P
\/N 5 b rNH
L COoH
J 10 0% ~TT2 ; WIH €ro
(bapMaLieBTUYECKU TTpUeMJIEMasi COJIb HIIUA COJIbBAT.
[0012] CornacHo IpyroMy BapuaHTy OCYLIECTBIICHHsI MPeayCMOTpeHa (papMarieBTu4eckas

KOMITO3ULIVSI, COAEpIKalasi ONMUCAaHHOE B HACTOALIEM JHOKyMeHTe coenuHenue gopmyisl (1), (A)
win (B) unm ero papManeBTHYECKH MPUEMIIEMYIO COJIb WJIM COJIBBAT M 10 MEHBIIEH Mepe OTHO
(apMareBTHYECKH MPHUEMIIEMOE BCIIOMOTaTEIbHOE BELIECTBO.

[0013] CorymacHO JApyromMy BapHaHTy OCYINECTBJICHHUS MPEIyCMOTPEH CHoco0 JieYeHHs
00M y HY>KAAIOLIErocsi B ’TOM MAIMEHTA, BKJIFOYAIOIUI BBEICHHE MALUEHTY TEPANEBTHUECKU
3¢ EKTUBHOrO KOJINYECTBA OMUCAHHOTO B HACTOSIIEM JOKYMeHTe coenuHeHus ¢popmydsl (1),
(A) vnu (B) unm ero papmaneBTHYECKH MPUEMIIEMON COJTH MK cosibBaTa. COrIacHO HEKOTOPBIM
BapUAHTaM OCYILIECTBIEHHUsI OOJb MpPENCTaBIseT COOOW HeBpomaTtuieckyro Oonb. CormacHo
HEKOTOPBIM BapUAHTaM OCYILIECTBJIEHHUs OOJIb PENCTaBISIET COOOH BOCHAIUTENBHYIO OOJIb.
[0014] CorymacHO JApPyromMy BapHaHTy OCYINECTBJICHHUS MPEIyCMOTPEH CHoco0 JieHeHHs
3a00NeBaHMs WJIM HAPYIIEHHs YV HYKAAIOLIErocsi B 3TOM MAlMEeHTa, BKJIIOYAIOLINN BBEIEHUE
MALMEHTY TepaneBTU4ecKr 3(P(PEKTUBHOrO KOJIMUYECTBA OMHMCAHHOTO B HACTOSIIEM AOKYMEHTE

coequnenus: popmysl (I), (A) umu (B) win ero gapManeBTHUYECKH MPUEMIIEMON COJIA HITU
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CoNbBaTa, MpUYeM 3a00JIeBaHUE WJIM HAPYIICHHE MPEACTaBIsIET COOOH BBIOPAHHOE M3 TPYIIIIEL,
COCTOSLIEH U3 SMUJICTICUH/TIPUIIAJOYHOTO PACCTPOICTBA, PACCESIHHOTO CKIIEPO3a, HEHPOMHETHTA
3purensHoro Hepa (NMO), cunmpoma Typerra, Oonesnm AnbureiiMepa u OOJNM B JKUBOTE,
CBS3aHHON C CHHAPOMOM pa3ApaK€HHOro KumiedyHuka. COrJlaCHO HEKOTOPBIM BapHUaHTaM
oCyILIecTBIIeHHs 3a00JI€BaHNe WM HAPYLICHHE MPEACTABISET COOOH 3MIIENICHIO/ IPUIIAIOUHOE
paccTpoiicTBo. COrlacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHHUS 3a00JI€BaHNE WM HapyLIeHUE
npexacTaBisieT co0oil paccestHHbINA ckiiepo3. COrjlacHO HEKOTOPhIM BapHaHTaM OCYIIECTBIICHUS
3a0osieBaHNe WM HapylIeHUE NpencTaBisieT coOol Helipomuenut 3putenbHoro Hepsa (NMO).
CornacHo HEKOTOPHIM BapHUaHTaM OCYIIECTBIEHHs 3a00J€BaHNE WM HApYLICHHE MPEACTaBIISAET
coboii cunnpoma Typerra. CorinacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIEHUs 3a00JIeBaHNE WIN
HapylIeHue mnpeacrasisier coOoil OonesHb AublreliMepa. CoOriacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBJICHUs 3a00JIeBaHUe UM HApyLIEHHEe NPENCTaBIsieT coO0H O0Jb B XKMBOTE, CBSI3AHHYIO

C CHHAPOMOM pa3Apa’keHHOrO KUIIEYHHKA.

Iloapo0OHOe onucaHue HACTOSIIEro H300peTeHHs
[0015] Hacrosimmee wu300peTeHMe HAmpaBleHO, MO MeHbIIEH Mepe 4YacTUYHO, Ha

coeanHeHus, crnocoOHbie MHrubuposats MAGL.

[0016] Kak wucnonb3yercs B HacTosilieM JAOKYMEHTe W B mpuiaraemoi (opmyie
u3o0pereHus, (HOpMbl €IUHCTBEHHOTO YHCJIA BKJHOYAIOT B CeOsi MHOKECTBEHHbIE OOBEKTHI
CCBUIKH, €CJIN KOHTEKCT SIBHO He MpeamnucbiBaeT nHoe. Takum oOpa3oM, Hampumep, CCbUIKA Ha
"cpencTBo" BKJIOUAET B ce0Sl MHOJKECTBO TAKMX CPEICTB, a CChUIKA HAa "KJIETKY" BKJIFOYAET B
ce0s1 CCbUIKY Ha OJIHY HUIM HECKOJIbKO KJIETOK (MJIM Ha MHOXECTBO KJIETOK) M UX 3KBUBAJICHTBL
Korpma nuama3oHbl MCHONB3YIOTCS B HACTOSIIIEM IOKYMEHTE JUIS TaKUX (PU3MYECKHX CBOKCTB,
KaK MOJICKYJSIpHAsi Macca, WIM TaKUX XMMHUYECKHUX CBOMCTB, KaK XMMHUYECKHE (OPMYJIbI, BCE
KOMOWHAIIMY U MOJKOMOWHAIIMY JTHATa30HOB M KOHKPETHBIE BAPHUAHTHI OCYLIECTBICHHUS B HUX
NpeAHa3HAYeHbl Ui BKJIIOUEHHUs. TepMHH "NPHOIM3UTENBHO" NPUMEHUTENBHO K YUCIY WU
YHCJIOBOMY JMANa30Hy O3HAYAeT, YTO YKA3aHHOE YHCJIO FJIM YUCJIOBOW JMAINA30H SIBISIETCS
NpUOJNM3UTENIHBIM B TIpeAeNiax 3KCHEPUMEHTAIbHON W3MEHYMBOCTH (WM B Tpeaesax
CTaTUCTHYECKOW MOTPELIHOCTH SKCIEPHMEHTa), W, TaKHUM O0pa3soM, YHCIO WM YHUCJIOBOU
nuanasoH Bapbupyet oT 1% no 15% oT yka3aHHOTO 4Kclia WM YUCJIOBOTO Auarna3oHa. TepMuH
"comepskamuii" (M POACTBEHHBIE TEPMHUHBI, TaKWe Kak "comepkutT" wiu "MMeIui", Wiu
"BKIIOYAKOIIN B ceOs") He mpenHa3HaueH Uil HCKIIIOYEHHs] TOrO, YTO COTJIACHO JPYTHM
OTpENeIEHHbIM BapHAaHTaM OCYLIECTBJICHHs, HAlPUMEpP, COTJIACHO BAPHAHTY OCYIIECTBIICHUS

0001 KOMITO3HMIIMH BEHICCTBA, KOMIIO3HUIIUH, criocoda uiu nponecca uir T.I1., OIMMCAHHOTI'O B
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HACTOSILIIEM JOKYMEHTE, MOXeT "COCTOATh M3" WM "COCTOSTH IO CYLIECTBY M3" ONHUCAHHBIX
NPU3HAKOB.

Omnpenenenus
[0017] Kak ucnomnp3yercs B onucaHuu W mpuiiaraeMoit Gopmysie uzobpereHus, eciau He
yKa3aHO MHOE, CIEeNYIOINe TEPMUHBI XapaKTePU3YIOTCS 3HAYCHNUEM, YKA3aHHBIM HIDKE.
[0018] Kaxk ncnonp3yercs: B HacTosimeM nokymente, Ci1-Cyx Bkirodaer B cedst C1-Ca, C1-Cs
... C1-Cx. C1-Cx oTHOCHTCS K YHCIy aTOMOB YIJIEPOAA, U3 KOTOPBIX COCTOUT (PparMeHT, K

KOTOPOMY OH OTHOCHUTCSI (32 HCKJIFOUEHHEM HeOOs13aTeNIbHbIX 3aMECTHTENEH).

[0019] "AMuHO" oTHOCUTCS K pagukany -NHa.

[0020] "[Muano" orHocuTcs K pagukany -CN.

[0021] "Hutpo" orHOCUTCS K panukaiy -NOa.

[0022] "Oxkca" oTHOCHUTCS K paaukany -O-.

[0023] "Oxkco" oTHOCUTCS K pagukany =0.

[0024] "Tuokco" OTHOCUTCS K pagukairy =S.

[0025] "MUmuno" otHocuTcs k paaukany =N-H.

[0026] "Oxkcumo" oTHOCUTCS K pagukainy =N-OH.

[0027] "Ankun" wunm "ankuiaeH" OTHOCUTCS K paguKaly C HEPa3BETBJICHHbIN WU

Pa3BETBICHHON YIJIEBOJOPOIHON LEMbIO, COCTOSINEMY HUCKIIOUUTENIbHO U3 aTOMOB YIJIepoaa U
BOJIOPOJA, HE COAEpIKaIeMy HEHACBIIIEHHOCTH, COIEpKalleMy OT OIHOrO IO MSTHAILATH
aromoB yraepoaa (wampumep, Ci1-Cis ankwmin). CoryiacHO OnpeneyieHHbIM —BapHUaHTaAM
OCYLIECTBJICHHSI AJIKWJI COAEPIKUT OT OAHOTO O TPUHAALIATH aTOMOB yriepona (Hampumep, Ci-
C13 ankmn). CorjlacHO OMpeieNIeHHbIM BapHAHTAM OCYINECTBJICHUS KW CONEPIKUT OT OJHOTO
no BocbMu atomoB yriepoma (Hampumep, Ci1-Cg ankwi). CoriacHO JIpPyruM BapHaHTaM
OCYILIECTBJICHHS] AJIKUJI COAEP’KUT OT ONHOro 1o mectu atoMoB yriepoxaa (Hampumep, Ci-Cs
ankwi). CormacHO ApyruM BapUaHTaM OCYIIECTBIIEHUS AJKWJI COAEPKUT OT OIHOIO A0 ISATU
aromoB yruepona (Hampumep, Ci-Cs ankmi). CorjmacHO IpPyruM BapHaHTaM OCYINECTBIICHHS
QKW COAEPIKUT OT OJHOTO JIO YeThIpex aToMOoB yrieponaa (Hampumep, C1-C4 ankm). CoriacHo
IPYTUM BapUaHTaM OCYIIECTBIEHHs aJKHJ COINEPXKHUT OT OJHOTO JI0 TPEX aTOMOB YIJiepona
(mampumep, C1-C3 ankwn). CorjgacHO APYrUM BapHaHTaM OCYIIECTBJICHUS aJKHJI CONEPIKHUT OT
OomHOTO A0 ABYX atomoB yriepona (Hampumep, Ci-Cp amkmi). CoriacHO APyrUM BapuUaHTam
OCYILIECTBIICHHS QJKIJI CONEPKUT OnuH aroM yriepona (Hampumep, Ci amkui). CornacHo
APYTUM BapUaHTaM OCYIIECTBIICHUS aJIKUJI COIEPKUT OT MSITH IO MSTHAALATH aTOMOB YIJIepoa
(mampumep, Cs-Cis amkmn). CorlacHO OPYrvM BapUaHTaM OCYINECTBJICHHS alIKHJ COIEPXKUT OT
MSTH 10 BOChMHU aToMoB yriepona (Hampumep, Cs-Cg ankwin). CorjlacHO OpyruM BapuUaHTam

OCYILIECTBIICHHSI aJIKUJI COAEPIKUT OT JIBYX IO IMATH aTOMOB yriiepoaa (Hanpumep, C2-Cs amkuni).



CornacHo npyruM BapHaHTaM OCYIIECTBJIEHHUS] AJIKHJ COIAEPKHUT OT TPeX IO IISITH aTOMOB
yriepona (Hanpumep, C3-Cs ankmin). CoriacHo ApyruM BapHaHTaM OCYILIECTBICHUS JIKIIIbHAS
rpymnmna BeIOpaHa M3 MeTWia, 3THia, l-mpormna (x-nponmia), |-mermmaTuna (#30-nponuna), 1-
Oytuna (u-Oytuna), 1-mermnmponmna (émop-Oytuna), 2-merwnnponwna (#30-0OyTtuna),
1, 1-numetnmTuna (mpem-oytuna), 1-nearuna (#-neHTHIa). AJKWI IPUCOEANHEH K OCTAJIbHON
YaCTH MOJIEKYJIbl OIWHAPHOW CBsA3bI0. Eciam crnenmuanbHO HE yKa3aHO HHOE B ONHMCAHUH,
ANKUJIbHAsE TPyNIa HeoOs3aTeNbHO 3aMelleHa OAHMM MM HECKOJIbKHUMH U3  CIEAYIOLINX
3aMeCTHUTEJIeH: rajio, IMAaHO, HUTPO, OKCO, THOKCO, UMHHO, OKCHUMO, TpuMeTmicuianmi, -OR?; -
SR? -OC(O)R? -N(R%p,, -C(O)R? -C(O)OR? -C(O)N(R%,, -N(R*)C(O)OR, -OC(O)-NRR!, -
NRHC(ORE, -NRHS(O)R (rme t mnpemcrapmser coboit 1 wmmu 2), -S(O)OR? (rme t
npencrasnsier coboii 1 umm 2), -S(O}R! (rae t npencrasnser coboit 1 umu 2) u -S(O)N(R?), (rne
t mpencrasisier codoi 1 mmm 2), roe xaxaslii R? npencrasisier co0ol HE3aBUCHMO BOIOPOL,
Nk, (PTOPANKWI, LMKIOAJNKWI, apwi, apajKuwi, TeTepOLUKIOANKWI, TIeTepoapuwil HIn
reTepoapunankmi M Kaxaeii R mpemcrapnser coGoif HesaBHCHMO amkui, (TOPAKHI,
LIUKJIOAJIKUJI, aPUJI, aPAJIKIII, T€TEPOLMKIIOATKIII, TeTePOAPIIT MIIN IeTePOaPHUIIATIKIIL.

[0028] "AJNKOKCH" OTHOCUTCS K paguKally, CBSI3aHHOMY 4epe3 aToM kuciopoaa -O-ankuna
(bopMyJIBL, IZIe aJIKWIT IPENCTABISIET COOOH ANKUIIBHYIO LeTlb, KaK OMPEAEICHO BhILIE.

[0029] "AnkeHun" OTHOCHUTCS K paJuKaJbHON TIpymnme YrieBOJOPONHON Lemu C
HEPa3BETBJICHHBIN WM Pa3BETBJICHHOW LIEMbIO, COCTOSIIEN HCKIIOYUTENIbHO U3 aTOMOB
yIJiepoJa U BOAOPOJA, COAEpIKaIlel MO MEHbIIEH Mepe OHY ABONHYIO CBSI3b YIJIEPOA-YIJIEPOL
U COoZieprKallell OT AByX JI0 JBEHAALATH aTOMOB yriieposaa. CorinacHo onpeneaeHHbIM BapHaHTaM
OCYILIECTBJICHHSI aJIKEHWUJI COACPIKUT OT JIBYX O BOCBMH aTOMOB yriiepoaa. CoriiacHO Apyrum
BapUAHTaM OCYLIECTBICHHS QJKEHWI COAEPKUT OT JABYX JAO YeThIpeX aroMOB YIJIEpOAa.
AJIKEHMJT TIPUCOEIMHEH K OCTaJbHON YaCTH MOJIEKYJIbl MPOCTON CBS3BIO, HATPHUMEpP, 3TECHUI
(T.e., BUHMI), ipon-1-eHu (Hanmpumep, ayuti), OyT-1-eHwn, neHT-1-eHun, nmeHra-1,4-queHnn u
T.n. Ecnu cnenmanbHO HE yKa3aHO MHOE B OIMCAHMM, AJKEHWJIbHAs TPYIa HEOOS3aTEeNbHO
3aMelleHa OIHUM HJIM HECKOJBKUMH M3 CIENYIOIIUX 3aMECTUTENei: TaJloreH, IHAaHO, HUTPO,
OKCO, THOKCO, HMHHO, OKCHMO, TpuMermwicunanun, -OR? -SR? -OC(0)-Rf -N(R%),, -C(O)R?,
-C(O)OR?, -C(O)N(R?),, -N(R*)C(0)ORE, -OC(0)- NR?RE, -N(RH)C(O)RE, -N(R)S(O)R (rze t
npencrasnsier codoii 1 umm 2), -S(O)}OR? (rze t npencrasisier coboii 1 umm 2), -S(O)R! (rae t
npenctassier codboit 1 umu 2) u -S(O)N(R?)2 (roe t mpencrasnsier codoit 1 wiu 2), rae KaKabiid
R? mpencransier co0oil HE3aBUCUMO BOJIOPOJ, AJKUJI, (PTOPANKWII, HUKIIOATKHII, apyJl, apaKuJl,
TreTepOIMKIIOAIKIN, TeTepoapu HIN TeTepoapunankun u kaxaeii RI mpemcrasnser coboit
HE3aBUCHMO KW, (PTOPAJKWII, LIUKIOAIKHI, apvil, apajiKiil, TeTePOLUKIOANKHI, TeTepOapul

HJIK reTCpOoapuIajIKnIIL.



9

[0030] "AnkuHUI" OTHOCUTCS K paguKaJbHONW TPYIIE YrieBOAOPOAHONW IEMu C
HEPa3BETBJICHHBI WJIM PAa3BETBJICHHOM LENbIO, COCTOSLIEW HCKJIIYUTEIbHO U3 aTOMOB
yIJIepOaa U BOJOPOAA, COAEPIKALLEH MO MEHBbIIEH Mepe OHY TPOWHYIO CBS3b YIJIEPOIA-YIJIEPOA,
cofiepskalleil OoT ABYX 1O JBEHAALAaTH aToMoB yriepoaa. CoriacHO HEKOTOpPBIM BapHUaHTam
OCYILECTBJIEHUS aJIKUHWI COAEPXKUT OT JIBYX 0 BOCBMHU aTOMOB yriepoaa. CorjacHo Apyrum
BapMaHTAM OCYLIECTBJICHHUsS AJKUHWJ COJEPXKUT OT ABYX IO YeThIpeX aTOMOB YIJIEpOja.
ANKUHUJ NPUCOEANHEH K OCTaJbHOW YaCTU MOJIEKYJbl IPOCTONH CBS3BIO, HAlpUMeEp, STUHUI,
NpoNUHWII, OYTUHMI, NMEHTUHWI, TeKCHHWI U T.I. Ecnm crnenuanpHO HE yKa3aHO HHOE B
OMHUCAHWHY, AJKUHUJbHAS TpPyNNa HEOOs3aTeNbHO 3aMeIleHa OJHUM WJIM HECKOJbKUMH U3
CIEAYIOIINX 3aMECTUTENeH: TrajoreH, LHAaHO, HUTPO, OKCO, THUOKCO, HMMHMHO, OKCHMO,
tpumermicwianni, -OR? -SR? -OC(O)R?, -N(R?),, -C(O)R? -C(O)OR? -C(O)N(R?),, -
N(R)C(O)OR!, -OC(0)-NR?R!, -N(R?)C(O)R!, -N(R*)S(O)R! (rue t nmpencrasnser coboii 1 um
2), -S(0){OR? (rue t npencrassier coboii 1 umu 2), -S(O)R' (rne t mpencrasnser coboii 1 umm 2)
u -S(O)N(R?), (rme t mpencrasnsier cobor 1 mam 2), rae xaxnaeni R? mpencrasmsier coboi
HE3aBUCHMO BOJIOPOA, AJKWI, (TOPASKWII, LMKIOAJIKWI, APWI, APAJIKWI, TeTePOLMKIOATKIIL,
reTepoapu MM TeTepoapuiaikun U Kaxnaelii R mpencrasmser coboif HE3aBHCHMO ANKMIL,
dropankun,  OMKJIOANKWI,  apwi,  apalKWi, TeTePOLMKIOANKWI,  TeTepoapuyl MM
reTepoapuIaIKmIL.

[0031] "Apun"  oTHOocHTCS K  paAMKaly, IOJYy4eHHOMYy M3  apOMaTH4eCKOu
MOHOLIMKJIMYECKON WM MOJULUKINYECKON YIJI€BOJOPOAHON KOJbLEBONH CHUCTEMBI IyTEM
yIajJeHus: aToMa BOJOPO/A U3 KOJIBIIEBOIO aToMa yriaepoaa. ApomMarnuueckass MOHOLIMKINYECKast
WIN MYJbTULHKJINYECKas: YIJIeBOAOPOHAs KOJbLEBAs CUCTEMa COAEPIKHUT TOJBKO BOJOPOA U
yraepoa OT LIECTH 10 BOCEMHALIATH aTOMOB yIJIepoAa, Iie 10 MEHbIIeH Mepe OHO U3 KOJell B
KOJIBLIEBOH CHCTE€ME SIBJISIETCSI IOJIHOCTBEO HEHACBHILEHHBIM, T.€. COHEPKUT LHMKJIUYECKYIO
IEJOKAM30BAHHYIO (4n + 2) T—3JEeKTPOHHYIO CHUCTEMY B COOTBETCTBHH C TEOpPHEH XIOKKEJIsL.
KonbueBass cucrema, W3 KOTOpPOW TOJNy4YEHBbl apWibHbIE TPYIIBL, BKJIOYaeT B ceds, Oe3
OrpaHUYEHUs], TAKUE TPYIIIbL, Kak OeH301, GiyopeH, MHAaH, UHIEH, TeTpaIuH 1 HadTanuH. Eciu
CIeLMANbHO HE YKAa3aHO MHOE B ONMUCAaHWM, TepMUH "apun" wim npepukc "ap" (Takod kak
"apankun") npeaHa3HAYEH NIl BKJIFOUEHUS apUJIbHBIX PAIUKANIOB, HEOOs3aTeIbHO 3aMEIIeHHBIX
OJHUM WJIM HECKOJBKHMH 3aMECTHTEISIMHM, HE3aBUCUMO BBIOPAHHBIMH W3 aJKWJIA, AJKCHUJIA,
aIKUHWIIA, TajioreHa, TajloTeHalKWia, LUaHO, HUTPO, apuiia, apajKkuia, apajKeHWuna,
apajKMHIJIA, [UKJIOAJKHIA, TeTepOLMKIOAKHIa, TeTepoapuna, rerepoapunankmia, -RP-OR?
-R*>-0C(0)-R? -RP-OC(0)-OR? -RP-OC(0)-N(R%¥,, -R°-N(R%¥),, -RP-C(O)R? -RP-C(O)OR?
-RP-C(O)N(RY),, -R>-O-R°-C(O)N(R?),, -R®-N(R*)C(O)OR?, -R°-N(R¥C(O)R?,
-RP-N(R?S(O)R? (rne t mpencrasnser coboii 1 mwm 2), -RP-S(0)OR? (rne t mpencrasusier coboit
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1 umn 2), -RP-S(O)R? (rme t mpencrasnser coboit 1 mmu 2) u -RP-S(O)N(R?, (rme t
npexacrasisier codoit 1 mmm 2), roe kaxnabii R? mpencrasnsier coOol HE3aBUCUMO BOZIOPOL,
ANTKWJI, (PTOPATKII, IUKIOATKHII, [UKJIOATKIIAIKIIL, apuil (He0O0sA3aTeNbHO 3aMELeHHbBIN OHON
WIN HECKOJIbKMMU Taj0 TpPYyNIaMH), AapajKWi, TeTePOLUKIOANKII, TeTepoapwin HWIn
reTepoapunankui, Kaxablii R° TpencraBaseT cobOolf HE3aBUCHMO TPAMYIO CBA3b MM
HEPa3BETBJICHHYIO WM PA3BETBICHHYIO QJKIMJIEHOBYI0 WJIHM QJKEHWJIEHOBYO Iienmb U R
npeacTaBsieT  coOOWM  HEpasBETBIEHHYIO WM Pa3BETBIEHHYK  QJKHJIEHOBYIO  HIIH
AIIKEHUJIEHOBYIO LIETIb.

[0032] "Apuinokcu" OTHOCHUTCS K paJuKaly, CBI3aHHOMY Yepe3 aTOM KUCIopoaa popMyJibl
—O-apun, rae apui siBIsIeTCs TAKUM, KaK ONPeNleleHO BhILIE.

[0033] "Apankun" orHocuTcs K panukany ¢opmynsl -R°-apun, rome R® mpencrasmser
coOOH aNKHJIEHOBYIO LI€Mb, KaK ONPENETICHO BBIIE, HAPUMEp, METHIIEH, 3TWIeH U T.1I. YacTe
AJIKUJIEHOBOH LIEMH apaJKMIIBHOTO pajivKaia HeoOs3aTeIbHO 3aMeleHa, KaK OMUCAHO BBIIIE JIJIs
AJIKWUJIEHOBOH Lleny. ApHJIbHAS 4acTh apAJIKUIIBHOTO paguKaya HeoOs3aTesIbHO 3aMelleHa, Kak
OMUCAHO BbILIE JJIs1 APUIbHON IPYMIIbL.

[0034] "Apankuinokcu" OTHOCHTCS K paJuKaly CBsI3aHHOMY depe3 aToM KHCIopona
dopmyiel —O-apanku, e apajKuil sIBISIeTCs TAKUM, KaK ONPEeNIeHO BhILIE.

[0035] "ApankeHun" OTHOCHTCA K pamukany ¢opmyisl —R%-apun, rae RY mpencrasmser
coOOH aJKEHWJIEHOBYIO LieNb, KaK OMNPENeNeHO BhIlle. ApHIbHAS YacTh apaJKEHHJIBHOTO
panukana HeoOs3aTebHO 3aMelleHa, KaK OMHCAHO BhIIE JJIsi apWibHOW rpynmbl. YacTb
ATKEHWJICHOBOH IIeMU apaJKeHUJIbBHOTO paJMKajia HeoOs3aTeIbHO 3aMeIleHa, KaK OMpeaesieHO
BBILLIE /1JIS1 QIKEHUJIEHOBOW IPYIIIIbL.

[0036] "ApankuHun" oTHOCHTCS K panukainy ¢opmynsl -RS-apun, roe R® mpencrasnsier
coOOH aJKMHHUJICHOBYIO II€Tb, KaK OINpPENEeNeHO BbIIIE. ApPHIbHA YacTh AapPAJKHHHUIBHOTO
panukana HeoOs3aTeNbHO 3aMelleHa, KaK OMHCAHO BBIIIE JJISi apHJIbHOW rpymmbl. YacTb
ATKMHUJICHOBOW LIEMH apaJKUHIIBHOTO paJiiKaja HeoOs3aTeNIbHO 3aMeleHa, KaK OMpeaesieHo
BBILLIE /AJIs1 AIKMHUJIEHOBON LIEMH.

[0037] "T{uKI0QTKII" OTHOCUTCSI K CTAOMJIBHOMY HEapOMATHYECKOMY MOHOLMKJINYECKOMY
WIN TONULMKINYECKOMY YIJIEBOAOPOAHOMY PalUKaly, COCTOSIIEMY HCKJIIOUUTEIbHO U3 aTOMOB
yryepona W BONOPOAA, KOTOPBIM BKIIOUaeT B Ce0sl KOHIEHCHPOBAHHBIE WM MOCTHKOBBIE
KOJIBLIEBBIE CHCTEMBI, COIEp’Kalllie OT Tpex [0 IBITHAALATH aroMmoB yriepoxaa. CornacHo
HEKOTOPbIM BapUaHTaM OCYLIECTBJIEHUS LMKJIOAJIKWJI COIEPKUT OT Tpex [0 JECSITH aToMOB
yriepozaa. CoryiacHO pyryuM BapHaHTaM OCYIIECTBJICHHUS LIUKJIOAIKUI COAEPKUT OT IISITU 10 CEMU
aromoB yruepona. L{ukioankun npucoequHeH K OCTaIbHOM 4acTH MOJIEKYJIbl OAMHAPHOI CBS3BIO.

MKIoanKuIbl SIBJISIFOTCS. HACBIIIEHHBIMU (T.€. COIep:kaT TOoNbkKo oawHapHble cBs3u C-C) wmmm
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YaCTUYHO HEHACBIICHHbBIMU (T.e. COACPKAT OAHY WUJIM HECKOJIBKO HBOﬁHbDi CBSI3EH WU TpOfIHbIX
cszer). Ilpumepbl MOHOLMKINYECKHX LMKJIOAJKWJIOB BKJIIOYAIOT B cebs, Hampumep,
LIUKJIOTIPOTIIJI, IIUKJIOOYTHJI, IUKJIONEHTHJI, LIUKJIOTeKCIJI, LUKJIOTENTII U HUKIOOKTHI. COrIacHO
OIPEACTICHHBIM BapuaHTaM OCYHICCTBJICHHA LUKIIOAJIKUII COACPKHUT OT TPEX OO BOCbMU aTOMOB
yrinepoga (Hampumep, Cs3-Cg tmkioankwi). CoryiacHO APYrUM BapUaHTaM OCYIIECTBJICHUS
LIUKJIOAJIKAJT COAEPIKUT OT Tpex A0 ceMHu aToMoB yriepoxa (Hampumep, C3-C; muKimoankum).
CornacHo ApyruMm BapuaHTaM OCYINECTBIECHUS [IUKJIOATIKII COEPIKUT OT TPEX JI0 IIECTH aTOMOB
yraepona (Hampumep, C3-Cs umxmoankwn). CorjgacHO IpyruM BapHaHTAM OCYLIECTBJICHHUS
LIUKJIOAJIKUJ COAEPIKUT OT TPeX N0 MATH aToMoB yriepoxaa (Hampumep, C3-Cs IUKIOANKHI).
CornacHo ApyruMm BapHaHTaM OCYLIECTBJIEHMs LUKJIOAJKHI COAEPKUT OT TPeX N0 YeThIpex
aromoB yriepona (Hampumep, Cs-Cs4 mukmnoankmin). YacTHUHO HEHACHIIEHHBIH LUKIIOAJIKHI
TaKXKe Ha3bIBAIOT "1uKJI0ankeHmn". [IpuMepsl MOHOLIMKIINYECKHUX LIUKJIOAJIKEHUJIOB BKJIIOYAIOT B
ceOsi, HampuMmep, LUKJIONEHTEHW, IUKJIOT€KCEHW, LMKJIOTENTeHUI U  IUKJIOOKTEHUII
INomuuukandyeckue UKJIOAJKIIIbHbIE pPaJuKaibl BKIOYAOT B ceds, Hampumep, agaMaHTHI,
HopOopHun  (Hanpumep, Ounmkno[2.2.1]renTannn), HopOopHeHws, aekamuHWl, 7,7-
auMeTuionmko[2.2. 1 rentanun u T.n. Ecnim cnenuanbHO HE yKa3aHO MHOE B OMHMCAHUH,
TepMUH  "OMKJIOANKWI"  TOApa3yMeBaeT  BKIKOYEHHE  IUKJIOAJKWIbHBIX  PaaUKaJOB,
HeoOsI3aTeNIbHO  3aMEIIEHHBIX OJHHM MJIM  HECKOJBKUMU 3aMECTUTESIMH, HE3aBUCUMO
BBIOPAHHBIMHU U3 AJIKHIJIA, aJIKEHIIA, ATKHHIIIA, TAIOTe€Ha, raJIoreHaIKUIIa, IMaHO, HUTPO, apuia,
apajKmiia, apaJKeHWa, AapajKUHWIA, LHUKJIOAJIKWIA, TeTEePOLMKIIOANKUIA, TeTepoapuia,
rerepoapunankuna, -RP-OR? -RP-OC(0)-R? -R°-OC(0)-OR? -R°-OC(0)-N(R?¥),, -RP-N(R?);,
-RP-C(O)R? -RP-C(O)OR? ~ -RP-C(O)N(R%*), -RP-O-R°-C(O)N(R%*), -RP-N(R*)C(O)OR?
-RP-N(R?C(O)R?, -RP>-N(RH)S(O)R? (rne t mpencrasnser coboii 1 mmu 2), -RP-S(O)OR? (rze t
npencrasnsier codoit 1 mmm 2), -RP-S(O)R? (rme t mpencraBuser coboit 1 wmm 2) u
-R*-S(OXN(R?), (rme t mpexncrasiser coboii 1 mmm 2), rme kaxblii R? mpencrasnser coboit
HE3aBUCHMO  BOIOPOJ, QIKWJI, (DTOpanKWwiI, LUKIOAJKHIJI, IUKJIOAJKHIAIKWI,  apuil
(He0Os3aTeNPHO 3aMEIICHHBIH OJHUM HJIM HECKOJBKUMH TaJIOTEHOBBIMU TPYIIIAMHU), apajiKu,
TeTepOIMKIIOATKIN, TeTepoapu I TeTepoapuIankui, Kaxkaeini R® mpexcrapiser coboit
HE3aBUCUMO TMPAMYHO CBsA3b WM HEPA3BCTBJIICHHYHO HWJIM PA3BCTBJIICHHYH) AJKHJICHOBYIO HIIN
AKEHWICHOBYIO Ilemb, U Rc mpencraBisier coOOl HEPa3BETBIEHHYK WM Pa3BETBICHHYIO
ATKMJICHOBYIO WJIHM AJIKEHHJICHOBYIO LIETTb.

[0038] "Tamo" wnu "rajoreH" OTHOCUTCS K 3aMECTUTENSIM, COIepiKamuMm OpoMm, XJop,
¢bTop nnm Hox.

[0039] "T"anoreHankun" OTHOCUTCS K QJKHJIBHOMY paauKaly, Kak OINPENEJIeHO BBIIIE,

KOTOprfI 3aMCIICH OAHUM WUJIN HCCKOJIbKUMHU paAuKaJIaMU raJiOr€Ha, KakK ONpPEACICHO BbIIIC.
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[0040] "®dTopankun" OTHOCUTCA K AQJKUJIbHOMY paauKaly, Kak OIPEeeHO BBIIIE,
KOTOpPBII 3aMeIleH OAHMM WJIM HECKOJbKMMHU (PTOppasuKaiaMu, Kak OIpPEAENIeHO BbIIIE,
HarpuMmep, Tpudropmern, nudTopmeTu, ¢dbropmerni, 2,2, 2-TpudTOpITHI,
1-¢pTopmernn-2-pTopaTHA U T.I. AJIKHJIbHAs 4acTh (PTOPANKHIIBHOTO paguKaia HeoOs13aTeIbHO
3aMelleHa, KaK ONPEeAesICHO BbIlIe 11 AJIKUIIbHON IPYMIIbL.

[0041] "T"aJloreHaIKOKCH" OTHOCUTCSI K AaJKOKCHUPAJAUKaly, Kak OIPENeNIeHO BBIIIE,
KOTOPBIN 3aMelleH OAHUM UM HECKOJBbKUMHU paJlKajlaMy rajoreHa, Kak OlpeieeHo BhIIIeE.
[0042] "T"eTeporukioankui” OTHOCHUTCS K cTabusIbHOMY 3-18-uneHHOMY
HEapoOMaTHYECKOMY KOJIbLIEBOMY PaJuKally, KOTOPbIM COAEPKUT OT ABYX 0 ABEHAALIATH aTOMOB
yriepoaa 1 OT OJHOTO A0 HIECTH IeTepOoaTOMOB, BBIOPAHHBIX U3 a30Ta, Kuciopona u cepol. Ecin
CHeLHaJbHO HE YKa3aHO HHOE B OINUCAHUH, IeTePOLUKIIOANKWIBHBIN paauKal MpPeACTaBIseT
coOOH MOHOIMKJINYECKYI0, OWLMKIMYECKYIO, TPHULMKINUECKYI0 WM TETPALMKINYECKYIO
KOJIBIIEBYIO CHCTEMY, KOTOpasl BKJIIOYAaeT B ce0si KOHACHCUPOBAHHBIE, CIIMPO- WJIM MOCTUKOBBIE
KOJIBIIEBbIE CHUCTEMBI. [ €TepoaToMbl B TIeTEPOLMKIOAJIKIIBHOM paaHKaje HeoOsS3aTeIbHO
okucisitoTesi. OAMH MM HECKOJIBKO aTOMOB a30Ta, €CJIM OHU MPHUCYTCTBYIOT, HEOOsI3aTeIbHO
SBJIAIOTCS KBATEPHU30BAHHBIMU. | €T€pOLMKIIOANKUIBHBIN PAJUKa YaCTUYHO WM TOJHOCTBIO
HacblleH. CorjacHO HEKOTOPHIM BapHaHTaM OCYILECTBJIEHUS] Te€TePOLIUKIIOATKII PUCOEANHEH
K OCTaJbHOW 4YacTH MOJIEKYJbl dYepe3 JroOOH atom kosbra(konen). Ilpumepbl Takux
reTEePOLMKIIOANIKUIBHBIX PAANKAIOB BKJIIOYAIOT B ce0si, 0e3 OrpaHuYeHusi, JUOKCOJIAHWI,
tueHmn| 1,3 | auruanmn, NeKarupou30X HHOJIHIL, UMUAA30JMHIL, MMUIA30IUIUHI,
W30THA30JIUANHN, W30KCa30IUINHNI, MOPQ OTUHHMI, OKTarupOUHIOIIIL,
OKTaruJpOU30MHAOINI, 2-OKCOIHUIEPAa3UHII, 2-OKCOMUIIEPUANHUI, 2-OKCOMUPPOIUIUHIIL,
OKCa30JIUAUHU, MUNEPUANHI, MUITEePA3HHILI, 4-nunepuaoHII, MTUPPOTHIUHIIL,
MUPA30JUANHN, XUHYKJIUAUHU, THA30JUAMHWI,  TETParuapodypu, TPUTHAHUII,
TETPArUAPONUPAHUI,  TUOMOPPONUHWI,  THAMOPGOIMHWI,  1-OKCOTUOMOP(ONUMHUIT |
1,1-nnokcornomopommunn.  Ecnm  cnenmanbHO HE  YKa3aHO WHOE B ONHUCAHMWH,
MOJIPa3yMeBAETCs, YTO TEPMHH "TeTEPOLUKIOATKUIT" BKITFOUAET B Ce0sl TeTepOIMKIIOATKUIbHBIE
pamuKaibl, KaK OINPENEeNeHO BBIIIE, KOTOpble HEOOs3aTeNbHO 3aMEINEeHbl OIHUM  HJIH
HECKOJIBKUMH 3aMECTHTEJISIMH, BBIOPAHHBIMH M3 aJKWIA, aJKEHWIa, AJKWHWJIA, TaJoTeHa,
rajjoreHajJKkuia, OKCO, THOKCO, I[MaHO, HUTPO, apuja, apajkuia, apalkeHusa, apajKuHUIA,
IUKJIOAJIKIIIA, TeTePOLUKIOAIKINA, TeTepoapuna, rerepoapunankmia, -R°-OR? -RP-OC(0)-R?,
-R°>-0C(0)-OR? -R°-OC(0)-N(R%s, -RP-N(R%),, -RP-C(O)R?, -RP-C(O)OR? -RP-C(O)N(R?),,
-RP-0-R°-C(O)N(R?),, -RP-N(R#)C(O)OR? -RP-N(R*)C(O)R? -RP-N(RHS(O)R? (rme t
npencrasnser codoit 1 umm 2), -RP-S(O)OR? (rzme t mpencrasnser codoii 1 mwm 2), -R*-S(0)R?

(rme t mpencrasnser coboii 1 umm 2) u -RP-S(O)N(R?), (rze t npencrasnser coboii 1 wm 2), rae
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kaxapli R? mpencraBisier coOol HE3aBUCHUMO BOIOPOJ, AJNKWI, (DTOPAJNKHI, MHUKJIOAIKHUIL,
LUKJOAJIKUJIANKWUII, apuj, apajikui, TeTepOLMKIIOAIKUJ, IeTepoapui WU TreTepoapuaKul,
kel R® mpencrasnser coboif HE3aBHCHMO TIPSIMYEO CBS3b MM HEPA3BETBICHHYIO HIIH
Pa3BETBICHHYIO AJKWJICHOBYI0 MM QJKCHWIEHOBYIO Iemb, M RS mpencraBmsier coOoi
HEpPAa3BETBJICHHBII UM PAa3BETBJICHHBIN alIKUJIEH UJTN aJIKEHUJIEHOBYIO LIEMb.

[0043] "T'erepoapun" OTHOCUTCS K pajukaidy, MOJy4deHHOMY u3 5-18-ujneHHOro
apOMaTHYeCKOr0 KOJIbLIEBOTO pajuKania, KOTOPbI COAEPKUT OT OAHOTO 10 CEMHAALIATH aTOMOB
yriepoga M OT OIHOTO JI0 IIECTH IeTepOaTOMOB, BBIOPAHHBIX M3 a30Ta, KHUCIOPOAA U CEPBL
Hcnonb3yeMblii B HACTOSIIEM JOKYMEHTE TIeTepOapHIIbHBIN paguKal MpencTaBisieT CoOoi
MOHOLMKIINYECKYI0, OULIMKINYECKYI0, TPULHMKINYECKYI0 WM TETPALMKJINYECKYIO KOJIBLIEBYIO
CUCTEMY, B KOTOPOW IO MEHBLIEH Mepe OJHO M3 KOJIell B KOJBLEBOU CHUCTEME SIBJISIETCS
MOJTHOCTBIO HEHACBIIEHHBIM, T.€. COAEPXKUT LHUKJIMYECKYIO AENOKAIN30BaHHYIO (4n+2) m—
HJIEKTPOHHYIO CHUCTEMY B COOTBETCTBUHM C Teopued Xrokkens. [erepoapun BkiIouaer B ceOs
KOHJIEHCPOBAaHHbIE MJIN MOCTUKOBBIE KOJIBLIEBbIE CUCTEMBI. I eTepoaTom(bl) B reTepoapuiIbHOM
panukane HeobOs3aTenbHO oOkucieH. OOMH WM HECKOJNBKO AaTOMOB a30Ta, €CJIH  OHH
IPUCYTCTBYIOT, HEOOSA3aTEeNbHO SIBJISIOTCSI KBATEPHU30BAHHBIMU. ['eTepoapus MpUCOenuHEH K
OCTaJIbHOM 4aCTH MOJIEKYJIbI Yepe3 JItoOol arom kojbua. Eciu cnenuanbHO HE YKa3aHO WHOE B
ONMHUCAHWHU, MONPA3YMEBAETCS, YTO TEPMHH 'TeTepoapwi’ BKJIOUAET B ceOsi rerepoapHiibHbIE
paguKaibl, KakK OINPENeNeHO BbIIIe, KOTOpble HEOOs3aTeIbHO 3aMEINeHbl OIHUM  WJIH
HECKOJBbKUMH 3aMECTHTEJISIMHM, BBIOPAHHBIMH M3 QJKWIA, aJKEHWIA, AJKWHWJIA, TaJIOreHa,
rajloreHaJIKiia, OKCO, THOKCO, IIMaHO, HUTPO, apuja, apajkuia, apajlkeHusa, apajKuHUIA,
LMKJIOAJIKIIIA, TeTEPOLMKIOANKIIIA, TeTepoapmna, rerepoapunankmna, -RP>-OR?, -RP-OC(0)-R?, -
R°-0C(0)-OR? -R®-OC(0)-N(R?);,, -RP>-N(R?),, -RP>-C(O)R? -R’-C(O)OR? -RP-C(O)N(R?),, -
RP-O-R°-C(O)N(R%),, -RP-N(R*)C(O)OR? -RP-N(R#H)C(O)R? -RP-N(RHS(O)R? (rme t
npexncrasnser codoii 1 mmm 2), -RP-S(O)OR? (rze t nmpencrasnser codoii 1 mwm 2), -R*-S(0)R?
(rme t mpencrasnser coboii 1 umm 2) u -RP-S(O)N(R?), (rzme t npencrasnser coboii 1 wm 2), rae
kaxapli R? mpexncraBisier coOol HE3aBUCHUMO BOIOPOJ, AJKWI, (DTOPANKHII, MHUKJIOAIKHUIL,
LUKJOATKUTIANKWUII, apuj, apalikui, TeTepOLMKIIOAJKUJ, TeTepoapuil WU TreTepoapUIaKu,
kaxapii R® mpencraBiser coboff HE3aBHCHMO MPSMYK0 CBSI3b MM HEPAa3BETBIEHHBIH HIIH
pa3BETBJICHHBIA AQJKWIEH WU alIKeHWIEHOBY0 wenb u R® mpencrasmser  coboi
HEpPa3BETBJICHHbII UM PAa3BETBJICHHBIN alIKUJIEH UTH aJIKEHUJIEHOBYIO LIEMb.

[0044] "N-reTepoapui’” OTHOCUTCS K OMPENEIECHHOMY BBILIE MeTEPOAPUIIBHOMY PalHKaly,
cofepskalleMy IO MeHblLIell Mepe OJuH a30T, U [pUYeM TOYKa MPUCOEJUHEHUs

reTepoapuIbHOIO paauvkajia K OCTaJIbHOM YacCTH MOJICKYJIbI HaXOAUTCA YE€PE3 aTOM as30Ta B
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reTepOapWIIbHOM paaukane. N-reTepoapuibHbI pagukan HeoOs3aTeIbHO 3aMelIeH, Kak
OTHCAHO BbILIE ISl T€TEPOAPUIIbHBIX PaJUKaJIOB.

[0045] "C-reTepoapus”" OTHOCHUTCSI K OTIPEIEIICHHOMY BBIIIE M€TEPOAPIIIBHOMY PaguKay,
U IpUYEeM TOYKA MPUCOEAMHEHMs] FeTepOoapubHOIO pajuKaia K OCTalbHON 4acTU MOJIEKYJIbI
HAXOIUTCS Yepe3 aTOM YIJeposia B IeTepoapriIbHOM panukaie. (C-rerepoapuiibHbIN paauKan
HeoOsI3aTeNIbHO 3aMeIleH, KaK ONMHCAHO BBIIIE JIJIsl FETEPOAPUITBHBIX PATUKAJIOB.

[0046] "T"'eTepoapuyiokcu" OTHOCUTCS K paauKaly, CBI3aHHOMY uepe3 aTOM KHCIOpOJa
bopmysl -O-reTepoapui, rae rerepoapui BIsETCS TAKUM, KaK ONMPEIeseHO BhILIE.

[0047] "Terepoapunankun" oTHOCHTCS K panukany Qopmynsl —RC-rerepoapun, rme R°
npeAcTaBisieT CcoOON  aNKWJIEHOBYIO IeNb, Kak OmpenejeHo Beime. Ecioum rerepoapuin
npeacTaBisieT co0O0M a30TCoAepIKAININ reTepoapull, reTepoapui HeoOs3aTeabHO PUCOEANHEH K
AIKWUJIBHOMY pajuKaly y aToMa a30Ta. AJIKMJIEHOBas LEeNb IeTepOapHIANKUIBHOIO paauKana
HeoOsI3aTeNbHO 3aMellleHa, KaK ONpEeAeNieHO BbIIEe AJIs ANKHJIEHOBOH menu. I'erepoapunbHas
YaCTh IeTePOAPUIANKIUIBHOTO pajKaia HeoOs3aTebHO 3aMelleHa, KaK ONpPeesieHO BbILIe s
reTepoapuIbHOMN IPyIIIBL

[0048] "TeTepoapryiaIKOKCH" OTHOCUTCS K PalUKally, CBSI3aHHOMY 4epe3 aToM KHCIopona
dopmyiel -O-Re-rerepoapun, rae R npexncrasnser coOoi alKMIEHOBYIO Lielb, KaK ONMpPEeIeHO
Boimie. Ecim rerepoapun mpencraeisier coOOW a30TCOAEpIKAlIMN TeTepoapwy, TeTepOapHl
HeoOsI3aTeNIbHO MPUCOSAMHEH K AJKIJIBHOMY paJuKaly y aToMa a30Ta. AJIKMJICHOBAsl LIeTb
reTepoapuIaIKOKCUpaaKaga HeoOs3aTeIbHO —3aMelleHa, KakK OMpPeAeNieHO BbIIe ISt
ATKMJICHOBOW Lienu. ['erepoapuiibHasi 4YacTh TreTepOapUIIAIKOKCUPAIUKaa HeoOs3aTesbHO
3aMelleHa, KaK ONpeAesIeHO BbIIIe sl FeTepOoapuIbHON IPYIIIbL

[0049] CornacHO HEKOTOpPHIM BapUaHTaM OCYIIECTBIEHHS PACKPbITbIE B HACTOSLIEM
JOKYMEHTE COEIUHEHHUs] COAepKaT OJHO WJIM HECKOJbKO aCUMMETPUYHBIX LIEHTPOB U, TaKUM
o0pasom, al0T SHAHTUOMEPHI, AHACTEPEOMEPBl U IPyrUe CTepeon3OMepHbIe (OPMBbI, KOTOPBIE
onpenesieHbl B TepMUHAX abCOMOTHON crepeoxumuu kak (R)- wiu (S)-. Ecnu He yka3aHO WHOe,
NOAPA3yMEBAETCs, YTO BCE CTEPEOM3OMEpHBbIE (POPMBI PACKPBITHIX B HACTOSILIEM HOKYMEHTE
COEIMHEHUI pacCMaTpPUBAIOTCSl B HACTOsALIeM H300pereHnu. Kornma ommcaHHbIE B HACTOSIIIEM
JOKYMEHTE COEIMHEHUsI COJEpKaT aJIKeHOBbIE ABOWHBIE CBSI3U U, €CIM HE YKa3aHO HHOE,
NOAPA3yMEBAETCs, YTO 3TO PACKPBITHE BKIIOYAaeT B ceOsl Kak £, Tak U Z TeoMeTpHUyYecKue
U30Mepbl (HApUMEp, yuC WIH MPanc). AHAJIOTUYHO, BCE BO3MOJKHBIE M30MEPBIL, a TAKKE HX
paLeMHYecKre ¥ ONTHYECKH YHCThIe (JOPMBI M BCE TayTOMEpPHBIE (POPMBI TAK)KE JTOJIKHBI ObITH
BKJItOueHbl. TepmuH "reomerpuueckuil uzomep" OTHOCUTCS K F UM Z TeOMETPUYECKUM

u3oMepaM (HampuMep, yuc WIH MPAHC) ANKEHOBOW NBOWHOW CBsi3U. TepMUH "MO3MLIMOHHBIN
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u30Mep" OTHOCHUTCS K CTPYKTYPHBIM H30MepPaM BOKPYT LEHTPAIBLHOTO KOJbIIA, TAKUM KaK OpPTO-,
MeTa- U Mapan3oMepbl BOKPYT OCH30JIbHOTO KOJIbIIA.

[00S0] "TayTomMep" OTHOCHUTCS K MOJIEKYyJi€, B KOTOPOH BO3MOJKEH CIBHUI MPOTOHA OT
OHOTO aTOMa MOJIEKYJIbl K IPYroMy aTtoMmy TOH e MousieKysbl. COrjlacHO orpeneneHHbIM
BapMAHTAM OCYLIECTBJICHHsS TPEACTABJICHHbIE B HACTOSALIEM JOKYMEHTE COEIUHEHUS
CYUIECTBYIOT B BHJIE TayTOMEpPOB. B yCIOBUSX, KOrAa TayTOMepH3alisi BO3MOXKHA, Oyner
CYIIECTBOBATh XMMHYECKOE DPAaBHOBECHE TayTOMEpOB. TOYHOE COOTHOIIEHHE TayTOMEPOB
3aBUCHUT OT HECKOJIBKUX (PAaKTOPOB, BKIFOYAOIIHX B ce0sl (PH3MUecKoe COCTOSTHUE, TEMIIEPaTypy,

pacteoputens 1 pH. Hekoropble mpuMepbl TayTOMEPHOTO paBHOBECHS BKIIFOUAIOT B CEO0sI:

H
—. OH NH; /raui-l
P b i =
N # H
Ton — N \f/” — \ENNH
E N“N HN»

o
\[N\%E — N Z N ,,/»f\NH
N Th{}"g g\/L Mo

[0051] "HeoOsi3aTenpHO" O3HA4YaeT, YTO BIOCIEACTBUH OMHCAHHOE COOBITHE WM

H

00CTOSATENILCTBO MOJKET HMJIM HE MOYKET HpOHSOﬁTH, M YTO ONHCAaHUE BKJIIOYAET B ceOs cJydau,
KOorga nmpoucxoaur coObITHE WIH O6CTO$IT6JII>CTBO, n Cliydan, B KOTOPBIX 3TO HE MPOUCXOOMT.
Hanpuwmep, "HeoOs13aTeIbHO 3aMeINeHHBIH apiul”" O3HAYAEeT, YTO APWIBHBIA paJHMKall SIBJISETCS
3aMCIICHHBIM HJIM HET, U YTO OIIMCAHHUEC BKIIKOYACT B cedst Kak 3aMCIICHHBIC AapPUJIbHBIC
paguKaibl, TAK U apUIbHBIE PAIUKAJIBL, HE COAEPIKALINE 3aMELIEHUS.

[00S2] "dapmalieBTHYECKU TpUEMJIEMasi COJIb" BKJTFOUAET B Ce0sl KaK COJNM MPUCOSTHHEHHUSI
KUCJIOTBI, TaK WU COJIM MNPUCOCAWUHCHUSA OCHOBAHUS. Hpennonaraer Cs, 4YTO (I)apMaLIeBTI/ILIeCKI/I
npueMiIeMasi CoJib JIF0OOr0 U3 ONMHCAHHBIX B HACTOSIIEM JOKYMEHTE NMHUPA30JIbHBIX COSTUHEHHN
OXBAaTBIBAET JIOOBIE M BCe (hapmarieBTHUecKH noaxomsmue Gopmel coneil. [IpeamoururensHpIMU
(I)apMaLIeBTI/ILIeCKI/I NPpUEMIIEMbIMU  COJISIMU OMMHNCAHHBIX B HACTOALIEM HOOKYMEHTE COGI[I/IHGHI/II\/'I
SIBJIIAKOTCA (I)apMaLIeBTI/ILIeCKI/I NPpUEMIIEMBIC COJIM MPUCOCAUHCHUSA KUCJIOTBI U (I)apMaLIeBTI/ILIeCKI/I

NPUEMIIEMBIC COJIU TPUCOCANHCHNA OCHOBAHUA.
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[0053] "@apmalieBTUUECKH NpUeMIIEMasl COJIb NPUCOETUHEHUS] KUCIOThI' OTHOCUTCSI K TEM
COJISIM, KOTOPBIE COXPAHSIOT OHMOJIOTHYECKYIO 3((EKTUBHOCTh M CBOHCTBA CBOOOIHBIX OCHOBAHHUIA,
KOTOpBIE HE SBISIFOTCS OHOJIOTMYECKH WJIM HHBIM O0pa3oM HEXKeNaTeJIbHbIMH M KOTOpbIE
00pa3yroTCs C HEOPraHUYECKMMHU KHCJIOTaMH, TAKUMH KaK COJITHAsI KUCIIOTa, OPOMUCTOBOOPOIHAS
KUCJIOTA, CepHAasl KUCIIOTA, a30THAst KUCNOTa, (ochopHas KUCIOTa, HOAUCTOBOAOPOIHAS KUCIIOTA,
¢dTopucTroBomoponHasi Kuciaora, ¢gochopHas Kuciora U T.I. Takke BKIFOYSHBI COJIH, KOTOPBIC
00pa3yroTCsl ¢ OPraHUYeCKUMH KHCJIOTAMHU, TAKUMH KakK aiu(aTudecKrne MOHO- U JUKapOOHOBbIE
KUCJIOTBI, (peHMII3aMelIeHHbIE aJIKAHOBbIE KHUCJIOTHI, THIPOKCHAIKAHOBbIE KUCIIOTHI, aJKaHAHOEBbIE
KHCJIOTBI, apOMAaTUYECKHE KHCIIOTHI, aqupaTUIecKue U apoMaTUueCKue CyJIb(POKUCIOTH U T.A. U
BKJIIOYAIOT B Cce0si, HarpuMep, YKCYCHYIO KHCJIOTY, TPUPTOPYKCYCHYIO KHUCJIOTY, HPOIHOHOBYIO
KHUCJIOTY, TJIUKOJIEBYIO KUCJIOTY, ITUPOBHHOTPAJHYIO KUCIIOTY, LIIABEJIEBYIO KUCIIOTY, MAJIEHHOBYIO
KUCJIOTY, MAJIOHOBYKO KHCIIOTY, SIHTApPHYIO KHCIOTY, (PyMapoBYIO KHCJIOTY, BHHHYIO KHCIIOTY,
JUMOHHYIO KHUCJIOTY, OEH30WHYIO KHCIIOTY, KOPHYHYK KHUCJIOTY, MHUHOAJBbHYK KHUCJIOTY,
METaHCYJIb(OHOBYIO KHUCJIOTY, 3TaHCYJIb()OHOBYIO KHCIIOTY, H-TONYOJICYIb(OHOBYIO KHCIOTY,
CAIMIMJIOBYIO KHMCJIOTY M T.aI. Takum 0Opa3soM, WUIIOCTPATHBHBIE COJMM BKJIIOYAIOT B CeOst
cynbatel, mmpocyibdarbl, Oucynbdarel, CynbGuUTE, OuCynbuUTBH, HHUTpaThl, (ochaTsl,
monoruapogocdatel, auruapodocdarter, Mmeradocdartelr, mupodocdarsl, XIOPUABL, OPOMHIBL,
Homunel, aneratbl, TpU(TOpaLeTaThl, NPOIMOHATHI, KalpwiaTbl, H300yTaTHUpaTbl, OKCAJATHI,
MaJIOHaThl, CYKIMHATBL, CcyOepaThl, cebauartel, (Qymaparsl, MajeaTbl, MaHHAEIATbl, OEH30aThI,
xyopOeH30arel,  METWIOeH30aThl,  AMHUTPOOEH30aThl,  (ramatel,  OeH30JCYIb(OHATHL,
TOJYOJICYJIb(POHATEI, (PEHUITALETATBI, [IUTPATHI, JIAKTATHI, MAJIAThl, TAPTPATHI, METAHCYJIL(OHATHI 1
.1 (cMoTpure, Hanpumep, Berge SM. et al., "Pharmaceutical Salts," Journal of Pharmaceutical
Science, 66:1-19 (1997)). Conu mpuUCOEAWHEHUsI KUCJIOThI OCHOBHBIX COENMHEHUH IOTyYaroT
KOHTaKTUPOBaHUEM (POpM CBOOOTHOTO OCHOBAHHMS C JOCTATOYHBIM KOJIMYECTBOM JKEJIAEMOH KUCIIOTBI
TUTSE TIOJTyY€HUST COJTHL.

[0054] "dapmalieBTHUECKH MpHeMIIeMas COJIb IPUCOEUHEHNS] OCHOBAHUSI"' OTHOCUTCS K TEM
COJISIM, KOTOpBIE COXPAHSIOT OHONOTHYeCKyr 3()(EeKTHBHOCTE M CBOMCTBA CBOOOMHBIX KHCIIOT,
KOTOpBIE HE SIBJIIOTCS OMOJIOTHUECKH WIIM UHBIM 00pa30M HEXKENaTeIbHBIMU. JTH COJIM TOJNYYaroT
u3 n00aBeHHUsT HEOPTaHWYECKOrO OCHOBAHHUSI HJIM OPTaHHMYECKOrO OCHOBAHUSI K CBOOOIHOM
kucyore. CoriacHO HEKOTOPBIM BapUAHTaM OCYIIECTBIICHHUS (PapMaLleBTHUECKH ITPUEMIIEMbIE COJA
NPUCOETUHEHHSI OCHOBAHUsI OOpa3yIOTCs C METAUIAMH WM aMUHAMH, TAKUMH KakK LIEJIOYHbIE U
IIEJIOYHO3EMETTbHBIE METAILTBI HJTH OpraHuueckne aMuHbl. COJH, TIOJyYeHHbIE U3 HEOPTaHMIECKUX
OCHOBAaHMH, BKJIFOYAIOT B ce0sl, Oe3 OrpaHuueHHs], COJIM HATPUS, KaJIHs, JIUTHSI, aMMOHUS, KaJIbLIUS,
MarHusi, *eJje3a, IMHKA, MEAH, MapraHia, amoMiuHNs U T.11. CoNH, MONy4YeHHbIE U3 OPTaHUYEeCKUX

OCHOBAaHMH, BKJIFOHAIOT B cebs, 0€3 OrpaHM4eHUs, CONM MEPBHYHBIX, BTOPHYHBIX U TPETHYHBIX
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AMUHOB, 3aMEIIIEHHBIX AMHHOB, BKJIFOUasi B ce0sl BCTPEUArOIIMeCs B MPUPOJIE 3aMEIICHHbIE AMUHBI,
LUKJIMYECKUX aMHUHOB M OCHOBHBIX HOHOOOMEHHBIX CMOJI, HaIlpuUMep, H30MPONHIIAMUH,
TPUMETWIIAMHH, AWSTUJAMUH, TPUSTWIAMHH, TPHUIPONMIIAMUH, STAHOJAMUH, IU3TAHOJIAMHUH,
2-nTUMETUIAMUHOITAHON,  2-AMSTHJIAMUHOSTAHOJN,  AWLUKJIOTEKCWIAMHH, JIU3UH, AapTUHMUH,
TUCTUANH, KoenH, npokanH, N, N-muOeH3mI3THICHANAMIH, XJIOPIPOKANH, MHApaOaMiH, XOJHUH,
OeTanH, 3TUJIEHIWAMUH, STWICHIUAHWINH, N-METWITIIOKAMIH, [IFOKO3aMHUH, METHITIOKAMUH,
T€OOPOMHUH, MypPUHBI, TUINEPA3HH, NHIEPUANH, N-3TUINMUIEPUANH, TOJTHAMUHOBBIE CMOJIBI U T.II.
Cwmorpute Berge et al., sbruse.

[0055] Kak wucrnone3yercss B HacTosilieM AOKyMeHTe, "nedeHue" wuiau "jneduTs", WU
"cmsiryenue", uiau "yaydiieHue" UCHONBb3YIOTCS B HACTOSIIEM JOKYMEHTE B3aUMO3aMEHSIEMO.
OTU TEPMMHBI OTHOCSATCS K MOAXOAY AJISI TOJIYYEHHUs IMOJIE3HBIX WJIM JKEJTaeMBbIX Pe3yJIbTaTOB,
BKJIFOYass B ceOs, MOMHMO IPOYEro, TEPaNeBTHUYECKYIO IOJIb3y W/MIM MPOPUIAKTHYECKYIO
nonb3y. Ilon '"repameBTHUECKOW TONB30H" TOHHMMAETCs MCKOPEHEHHE WIH YIydlleHHe
OCHOBHOTO 3a00JieBaHMs, MOJIEKAIero JjedeHno. Kpome Toro, TepameBTHYECKas MOJb3a
IOCTUTAETCS 33 CYET YCTPAHEHUsS! MM OCIabIeHHsI OMHOTO MM HECKOJBKUX (PH3HONIOTHYECKHX
CHMIITOMOB, CBSI3aHHBIX C JIEKAIIUM B OCHOBE HAPYIIEHHEM, TaK YTO y MalMeHTa HaOIoaaeTcs
yJydIlIeHHe, HECMOTPsI Ha TO, YTO MALMEHT BCE elle MOPAKEH JIeXKALIUM B OCHOBE HAPYLICHUEM.
JUist  mpouIakTHYeCKOH IONb3bl KOMIIO3WIMM BBOISAT NALMEHTY C PHUCKOM Pa3BHTHS
KOHKPETHOro 3a0oJieBaHMsl WIM TMalMeHTy, cooOwammeMy o0 OIHOM WM HECKOJBKUX
(pU3HONOTHUECKUX CUMNOTOMAx 3a00JIeBaHUs, NaKe eCIM AMArHO3 3TOro 3aboseBaHus HE ObLI
TIOCTABJIEH.

Coenunenus

[0056] OnucanHble B HacTOSAIEM NOKyMeHTe coenuHenus ¢popmyisl (1), (1a), (Ib), (A) nnu
(B) sBnsrorcst monynstopamu MAGL. DTtu coemuHeHHMs W COmepikKallle 3TH COCOHMHEHUS
KOMITIO3ULMM  TNPUMEHUMBbI Uit JiedeHus: Oomm.  COrjlacHO HEKOTOPhIM — BapHaHTaM
OCYILIECTBJICHHs OTIMCAHHBIE B HACTOsIIEM NOKyMeHTe coenmHeHus: popmyier (1), (Ia), (Ib), (A)
win (B) nmpuMeHUMBI [UIS JIeUeHHs SMUIENICHU/TIPUIIAA0OYHOIO PACCTPONCTBA, PACCESTHHOTO
CKJepo3a, HeWpomuenura 3purenbHoro Hepsa (NMO), cuagpoma Typerra, Oone3Hu

AunbureiimMepa wim OOJNH B )KUBOTE, CBSI3AHHON C CHHIPOM Pa3IpPaXKEHHOTO KHIIEUHUKA.

[00S7] CornacHo HEKOTOPBIM BapUAHTAM OCYLIECTBIEHUS MPEAYCMOTPEHO COETUHEHNE
dopmys (I):
(R?)n G CRs
) (\NAC}/L\C%
N
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Dopmyna (1),
rae:
R! npencrasnser coboii -N(R¥)(R?) unu -NH(RY);
kaxeii R? HesaBucumo BbIOpaH u3 ranorena, Cisankuna, -CN, Ci.sranorenankuna u -ORS;
R® npencrasnser coboit -CH,CO>H, -CH,CH>CO>H unu -CH(CH3)CO:H;
R* npencrasnser coboit -(CH)m-CO-H;
R’ npencrasnser coboit H umu Ci.3ankui,
kaxpii R® nesasucumo Boiopan u3 H, Cisankuna u Ci6ranoreHankumia;
n npexacrasisier coboii 0, 1, 2, 3 wm 4 u
m npeacTaBisieT codoii 3;
WIH ero (papMaleBTUYeCKH pueMiIeMast COJIb WU COJIbBAT.
[0058] CornacHO HEKOTOpPBIM BapHaHTaM OCylIecTBIeHUs: coennHenus: Gopmyisl (I) umu
ero (hapmarieBTUYECKH TpuemieMoil conu wiu coibBata R! mpencrasnser coboii -N(R¥)(R®).
CornacHO HEKOTOPBIM BapHAHTAM OCYLIECTBJIEHHsT coeauHeHus ¢opmynel (I) wumm ero
dapmanesTuuecku mpuemseMoii comu uau combsata R! mpencrasnser coboii -N(R*)(R%) u R’
npencrasisier coboii H. CornmacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHHS COEJUHEHUs
dopmynnt (I) unu ero papmaneBTHIECKH NpUeMIeMoil conu umu conbBata R! mpencrasnsier
coboit -N(R*)(R?), R’ npencrasnser coboit H u R® npencrasnser coboit -CH,CO>H. CornacHo
HEKOTOPbIM BapHaHTaM OCyLIeCTBiIeHHs coemuHeHust Gpopmysbl (I) wmum ero dpapmareBTHUECKH
npuemiIeMoii conu umu conbbata R! mpencrasnser coboit -N(R*)(RY), R’ npencrasnser coboit H
u R® npencrasnser coboit -CH,CH,CO,H. CornacHO HEKOTOPLIM BAPUAHTAM OCYIIECTBIEHUS
coemuuenns ¢opmynel (I) unm ero QapmaLeBTHUECKH NPUEMIEMOH COJMM MM conbBaTta R!
npencrasager coboit -N(R*)(R’), R® mpencrasnser coboit H u R® mpencrasnser coboii -
CH(CH;)COH.
[0059] CornacHO HEKOTOpPBIM BapHWaHTaM OCyIIecTBIeHUs coenuHenus Gopmyibsl (I) umu
ero (hapmaleBTUHECKH TIpUeMIeMOil colu uau coibbata R mpencrasnser coboit -N(R?)(R’) u
R’ npencrasnser coGoit Cisankun. COrnacHO HEKOTOPbIM BapHaHTaM  OCYIIECTBJIEHUS
coequuenus ¢opmynel (I) uam ero QapmaLeBTHUECKH NPUEMIEMOH COJIM MM conbBaTta R!
npencrasnser coboit -N(R*)(R?), R® npencrasnser coboit Cisankun u R® npencrasnsier coboii -
CH2CO2H. CornacHo HEKOTOpPbIM BapHaHTaM OCYLIECTBJIECHUs1 coenuHeHus: popmyinsl (I) mmm
ero gapmalleBTHUECKH NpHemMIeMoii conu unu conbsata R! npencrasnser coboii -N(R*)(R), R’
npencrasusier coboit Crsanmkun u R? mpencrasnser coGoit -CH>CH2CO:;H. CornacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHs coennHeHust ¢opmyinsl (I) wim ero papmaneBTHUECKH
npuemieMoii conu unu conppara R! mpeacrasnser coboit -N(R*)(R®), R’ npencrasaser coboii

Cisankxun u R® npeacrasnser coboit -CH(CH3)CO,H.
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[0060] CornacHO HEKOTOPBIM BapUaHTaM OCYINECTBJIEHUs] coenrHeHus: ¢popmysl (1) mmu
ero (hapmaleBTUHECKH TIPUEMIEMOl colu uu coibbata R mpencrasnser coboit -N(R?)(R’) u
R’ npencrasnser coboii -CHs. CornacHo HeKOTOPBIM BapHAHTAM OCYIIECTBJIEHHS COEAMHEHHs
opmynst (I) umu ero apmareBTHUYECKH TpUeMIeMoil coau unu combsata R! mpencrasiser
coboit -N(R*)(R®), R® npencrasnser coboit -CHs u R*® mpencrasnser coboit -CH>CO>H.
CornacHo HEKOTOPBIM BapHaHTAM OCYyLIeCTBIEHHUs coenuHeHus ¢(opmyner (I) wmm ero
(apmanepTHuecku npuemsieMoii comu mmu conmbBata R' mpencrasnser coboit -N(R?)(R”), R’
npencrasnser coboit -CHs u R® npencrasnsier coboit -CH,CH>CO>H. CornacHo HEKOTOphIM
BapUaHTaM OCYLIECTBIeHHs coenuHeHus popmydsl (I) nmu ero papmaneBTHUECKHU pUEMIIEMOI
conu unu conbeata R mpencrasnser coboit -N(R¥)(R’), R® npencrasnsier coboit -CH3 u R?
npenctasssier codoit -CH(CH3)CO2H.

[0061] CornacHo HEKOTOPBIM BapuaHTaM OCYINECTBJIEHUs coenauHeHus: ¢popmyisl (I) mmu
ero (apMmaleBTHYECKHd TpHEMIEMON conM uaM cojibBata R!' mpencrasnser cobGoii -
NH(CH:);CO-H.

[0062] CornacHO HEKOTOPbIM BapHaHTaM OCYINECTBIEHMs coenuHeHus: ¢popmyisl (1) mmm
ero (papmaueBTUYECKHM MPHEMJIEMOI COJIM WJIM COJIbBaTa N mpeacrasiser codow 0, 1, 2 wmum 3.
CornacHO HEKOTOPbIM BapUaHTaM OCyLIeCTBIeHUs coenuHeHuss (opmyner (I) wam ero
(apMarieBTHYECKH TMPHEMJIEMON COJIM WM COJbBaTa n mpexacrasisier cobor 0, 1 wm 2.
CornacHO HEKOTOPBIM BapUAHTAM OCYLIECTBJIeHUs coenuHeHuss (opmyner (I) wnmm ero
(dapmaLieBTUYECKU TIPUEMJIEMOI COJIM MJTU COJIbBaTa n mpencrasisier codoii 1 wiu 2. CoriacHo
HEKOTOPBIM BapHAHTaM OCYIIECTBIEHHs coenuHeHus ¢opmyibl (I) win ero papmaneBTHUECKH
npUeMJIEMON COJIM WJIM COJibBaTa, n mpexacrasiser coboit 0 wmm 1. CoracHO HEKOTOPbIM
BapUaHTaM OCYLIeCTBIeHHs coenrHeHus Gopmydsl (I) mmu ero papmaneBTHYECKH TPUEMIIEMOMN
COJIM MJTH COJIbBATa n mpencrasisieT codoit 0. CorimacHo HEKOTOPBIM BapHAHTAM OCYIIECTBIICHUS
coequnenus: Gopmynsl (I) wim ero ¢apmaneBTHYECKH NPUEMIIEMON COJIM WJIM COJIbBAaTa n
npexacrasisier coboit 1. CorsacHO HEKOTOPBIM BapHaHTAM OCYILIECTBIICHHS COCOMHEHUS
dopmynbl (I) wnu ero QapmaneBTUYECKH MPUEMIIEMON COJNM WM COJIbBATA N MPEACTABIISET
coboii 2. CorlacCHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHHs coenrHeHust Gopmyiel (I) umm ero
dapmMareBTHUECKH TMPHEMJIEMON COJIM WM COJbBaTa n mpeacrasisier codoit 3. CormacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHs coenuHeHus ¢opmyinsl (I) wim ero papmaneBTHUECKH
NPUEMIIEMON COJIM MJTH COJIbBATA N MPECTABISET COO0M 4.

[0063] CornacHO HEKOTOPBIM BapUAHTAM OCYINECTBJICHHUS MPEIyCMOTPEHO COCIMHEHHE
dopmyibl (I) wnm ero papmManeBTUYECKH MpHeMIieMasi COJIb WM COJIbBAT, TJ€ N MPEACTABIISET
coboit 1 u R? npencrasnser coboit ranoren, Cisankui, Cisranorenankun una -ORS. CormacHo

HEKOTOPBbIM BapHWaHTaM OCYINECTBICHHsS MPEayCcMOTpeHo coenuHeHue ¢opmynsl (I) wim ero
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(apmarieBTUUeCKH TIpHeMieMas CONb WM CONbBAT, IJe N mpeacTaBnsieT coboit 1 u R?
npexncrasisier coboit rajoreH, Cirsamkun wim  CieranoreHankmi. CoriacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJIEHUs TMpenycMoTpeHo coenuHenne ¢opmynel  (I) wmm  ero
dapmalieBTUUeCKH TIpHeMieMas CONb WM CONbBaT, IAe n mpeacTaBnser coboit 1 u R?
npexacrasisier  coOoi  ramoreH.  CornacHO  HEKOTOPBIM — BapHaHTaM  OCYIIECTBIICHUS
npenycMoTperno coenunenue gopmynsl (I) umm ero gapmameBTHUECKH MpUeMyIeMasi COJIb MU
conbBaT, rae n mpexacrasuseT coboit 1 u R? mpencrasnser coboii -Cl. CornacHo HEKOTOPLIM
BapUAHTaM  OCYIIECTBJIEHUs] IpenycMoTpeHo coenuHeHnne ¢opmynel (I) wumm  ero
dapmalieBTUUeCKH TIpHeMieMasl CONb WM CONbBaT, IJe€ n mpeacTaBusier coboit 1 um R?
npexacrasisier coboit -F. CornacHO HEKOTOPHIM BapHUaHTaM OCYLIECTBIIEHUS NPENyCMOTPEHO
coequHenne Gopmynbl (I) wim ero ¢dapmaneBTHYECKH MpHeMIIeMasl COJIb WJIM COJbBAT, TAe€ N
npencrasysier coboit 1 u R* npencrasnsier coboii Cr.cankun. COriacHO HEKOTOPHIM BapUAHTaM
OCYLIECTBJICHUS NpeaycMOoTpeHo coeauHeHne ¢opmyasl (I) wmmm ero (¢apmaneBTHuecKH
npueMiemMas Collb MM CONbBAT, Ie N mpexcTasiser coboit 1 u R? mpencrasser coboii -CHs.
CornacHO HEKOTOPBIM BapHaHTAM OCYINECTBJICHHUS NMPENyCMOTpeHO coenuHeHue Gopmyisl (I)
Uy ero (papMaleBTHYeCKH MpHuemieMas Cojlb UM COJbBAT, Tje n IpeacTasiser coboi 1 u R2
npencrasisier codoit CieranoreHankuwi. COrjgacHO HEKOTOPbIM BapHaHTaM OCYLIECTBICHUS
npeaycMoTpeHo coenunenue ¢opmydsl (I) wiu ero ¢papmaneBTHYECKU MPUEMIIEMast COJIb WU
conbBaT, rae n mpencTasnaser coboit 1 u R? mpencrasnser coboii -CF3. CoracHO HEKOTOPHIM
BapUAHTAM  OCYIIECTBJIEHUS MpenycMoTpeHo coenuHeHne ¢opmynasl  (I) wmm  ero
dapmarieBTHUeCKH TIpHeMieMasl CONb WM CONbBAT, IAe N mpeacTasnsier coboit 1 um R?
npexacrasisier cobori  Cisankokcn. COrjjacHO HEKOTOPBIM —BapUaHTAM — OCYINECTBJICHUS
npenycMoTperno coenunenue Gopmynsl (I) umu ero gapmaneBTHUECKU MpUEMJIEMasi COJIb WU
CONBBAT, T N mpeacTaBiser coboii 1 u R? mpexacrasnser coboii -OCH3. CormacHo HEKOTOPHIM
BapUAHTaM OCYIIECTBJIEHUs TMpenycMoTpeHo coenuHeHne ¢opmynel  (I) wmm  ero
dapmarieBTHUeCKH TIpHeMieMas CONb M CONbBAT, IAe n mpeacTasnsier coboit 1 u R?
npexacrasisier codoit Ci.sranoreHaTKokcu. COracHO HEKOTOPBIM BapUaHTAM OCYIIECTBIICHUS
npenycMoTperno coenunenue Gopmynst (I) umu ero gapmaneBTHUECKH MpUeMIeMasi COJIb WU
CcOMbBAT, e n npeacTasnser coboii 1 u R? mpexncrasnsier coboii -OCF3. CornacHo HEKOTOPHIM
BapUAHTaM  OCYIIECTBJIEHUs] TMpenycMoTpeHo coenuHeHne ¢opmynel  (I) wmm  ero
dapmarieBTUUeCKH TIpHeMieMas CONb HJIM CONbBAT, IAe N mpeacTaBnser coboit 1 u R?
npexacrasisier codoit -OH. CornacHo HEKOTOPHIM BapUaHTAM OCYINECTBJICHHUS MPENyCMOTPEHO
coequHenune (opmynsl (I) wim ero gapmaneBTHYECKHU MpHeMIieMasl COJIb WJIM COJIbBAT, TAE N

npencrassier coboii 1 u R* npencrasnsier coboii -CN.
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[0064] CornacHo HEKOTOPBIM BapUAHTAM OCYINECTBJICHHS MPEIyCMOTPEHO COCIMHEHHE
dopmyibl (I) wnm ero dapmaneBTUYECKH MTpHeMIieMasi COJIb WM COJIbBAT, TJ€ N MPEACTABIISET
coboit 2 u kaxawlii R? nmpencrapiser coboit Hesasucumo ranores, Ci.sankui, Ci-¢rajloreHaaku
unmn -OR®. CormacHo HEKOTOPBHIM BapuUaHTaM OCYINECTBJIEHMS MPEAyCMOTPEHO COENHMHEHME
dopmyibl (I) mm ero dapmaneBTUYECKH MpHeMIieMasi COJIb WM COJIbBAT, TJ€ N MPEACTABIISET
coboit 2 u kaxbii R? npencrasnsier coboii Hezasucumo ranoreH, Ci-cankui, CisraloreHanxu,
Cieankokcu, Creranorenankokcu, -OR® umm -CN. CormacHo HEKOTOPbIM BapHaHTaM
OCYILIECTBIIEHUS] TpenycMOTpeHO coeanHeHue ¢opmynsl () unm ero ¢apmaneBTHUECKH
npreMIeMas Cojib WM COJIbBAT, I7le N MPeACTaBaseT coboii 2 1 kaxabii R* mpeacrasnser coboii
HezaBucuMo ranoreH, Creankmi, Crsranorenankui, Ci.sankokcu, Ci.sranorenankokcu, -OH wmm
-CN. CornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJIECHHUs NPEIYCMOTPEHO COeIMHEHNE (HOPMYJIbI
(I) mnm ero apmaneBTHYECKH TpUEMIIeMasi COJIb MJIM COJIbBAT, IIe N MPEACTaBisieT co0ol 2 u
kaxnaeii R? mpexacrasnser coboif HesaBucumo rajoreH, Cicamkui, Cigramorenankun, Ci.
sankokcy, -OCF3; um -CN. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUS MPENyCMOTPEHO
coenunenue (¢opmynsl (I) umu ero gpapmaneBTHYECKH MpHEMJIeMasi COJb WM COJIbBAT, TIAe N
npencrasisier coboif 2 u kaxaeii R? npencrapnser coboii HesaBucumo rajores, Ci.amkun, Ci.
srasoreHankmi, Cirsankoken umu -OCFs. CoriacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUs
npenycMoTpeHo coennHeHne (Gopmyssl (I) mm ero gapmaneBTHUECKH IpHEMIIEMasi COJb HIIH
CONBBAT, TJie N MpejcTaBseT coboii 2 u kaxabli R? npencrasnser coboil HE3aBUCUMO TajloreH,
Cisankun, Cieramoresankun win -OCF3;. CorinacHO HEKOTOPBIM BapHaHTaM OCYILECTBIEHHS
npenycMoTperno coenunenue Gopmyist (I) umu ero gapmaneBTHUECKU MpUEMJIEMasi COJIb WU
CONBBAT, TJie N NpejcTaBseT coboii 2 u kaxabli R? npencrasnser coboil HE3aBUCUMO TajloreH,
Cisankun umn  CreranoreHankuia. CoriacHO HEKOTOPBIM BapHaHTaM  OCYILECTBIEHUS
npenycMoTperno coenunenue Gopmynst (I) umu ero gapmaneBTHUECKU MpUEMJIEMasi COJIb WU
CONMbBAT, I7ie N MpeNCcTaBsieT coboii 2 u Kaxablii R? mpencrasnser coboil HE3aBUCHMO raoreH
win Cieranorenankmwi. CoOriacHO HEKOTOPBIM BapHAHTaM OCYLIECTBIEHHS IMPENyCMOTPEHO
coequnenue Gopmynsl (I) wim ero ¢gapmaneBTHYECKU MpUeMIIeMasl COJIb HJIM COJIbBAT, TAE N
npezcTaBisierT coboi 2 u kaxabii R* npencrasnser coboil HesaBUCUMO rajioreH uin Ci-6aiKu.
CornacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBJICHHUSI MPEayCcMOTpeHo coenuHenue (opmyisl (1)
Wi ero (apManeBTUYeCKH NMpHeMiIeMasi COJb WJIM COJIbBAT, IZIe N MPEnCTaBisieT coboil 2 u
kaxabii R? mpencrasnser coGoil HesaBucumo ranoreH. COrjacHO HEKOTOPHIM BapHaHTaM
OCYILIECTBIIEHHUs] TpPenycMOTpeHo coexanHeHue ¢opmynsl () wmmm ero ¢apmaneBTHUECKH
npueMIemMas cojib WU COJbBAT, TJie N MpeCTaBseT coboii 2 1 kaxabii R? npeacrasnser coboii

He3aBUCUMO Crsankui. CornacHO HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHS MpPeNyCMOTPEHO
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coequHenne Gopmyinsl (I) wim ero ¢gapmaneBTHYECKH MpHUeMIIeMasl COJIb FJIM COJIbBAT, TAE N
npencTasseT coboil 2 u kaxabii R? npenacTtapiser coboil HezaBucuMo C1ranoreHaiKiL.
[0065] CornacHoO HEKOTOPBIM BapUAHTAM OCYINECTBJICHHS MPEIyCMOTPEHO COECIMHEHHE
dopmyibl (I) wmm ero dapmaneBTUYECKU MpHeMIIeMasi COJIb WM COJIbBAT, TI€ N MPEACTABIISET
coboit 3 u kaxbii R? npencrasnsier coboii Hezasucumo ranores, Ci.cankui, CisraloreHanxku,
Cisankokcu, CieramoreHankokcy, -OH wunmu -CN. CormacHO HEKOTOPbIM BapHUaHTam
OCYILIECTBIIEHUs] TpenyCcMOTpeHO coeanHeHue ¢opmynsl () unm ero ¢apmaneBTHUECKH
npueMnemMas Cojib WM COJIbBAT, I7le N MPeACTaBiseT coboii 3 1 kaxabii R* npeacrasnser coboii
HezaBucuMo ranoreH, Cieankumn, Ciesranorerankun, Cisankokcu, -OCF; umun -CN. CormacHo
HEKOTOpPBIM BapUaHTaM OCYLIECTBIEHMs NpPEAyCMOTpeHo coenuHeHue Qopmynel (I) umm ero
(apmarieBTUUeCKH MpHemMIeMas Cojlb UM CONbBAT, TJe N MpecTaBseT coboil 3 u kaxabii R?
npezcrapisier codoli HesaBucumo rajoreH, Cisankun, CierazoreHankui, Ci6alKOKCH WIH -
OCF;. CormacHO HEKOTOPbIM BapUaHTaM OCYIIECTBJIEHUS MPEIyCMOTPEHO COEJUHEHUe
dopmybl (I) wu ero papmaneBTUYECKH MpPUEMIIEMasi COJIb WM COJIbBAT, TAE N MPEACTaBIISIET
coboii 3 u kaxnapiil R? npencrapnsier coboit Hesapucumo ranores, Cisankui, Ci-sraJoreHaiK
win -OCF;. CornacHo HEKOTOpPbIM BapHaHTaM OCYIIECTBJIEHUS MPENyCMOTPEHO COEeIMHEHUE
¢dopmyael (I) mnm ero papmaueBTHYECKH NpUEMIIEMasi COJIb WM COJbBAT, A€ N MPEACTABISET
coboit 3 wm kaxnapii R? mpencrasnsier coGoit Hesaucumo ranoreH, Cr.cankun wid Ci.
srajioreHas k. CorinacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIEHUS MPEAYyCMOTPEHO COSTUHEHHE
dopmyibl (I) wnu ero papManeBTUYECKH MpHEeMIIEMasi COJIb UM COJIbBAT, TJI€ N MPEACTABIISET
coboit 3 m kaxapii R? mpencrasnsier coboii HesaBucuMo TrajoreH wWin Ci.sraJoTeHaNKHIL.
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUSI MPeayCcMOTpeHo coenuHenue (opmyisl (I)
Wi ero (apmMarneBTHYeCKH MpUemieMasi COJib WM COJIbBAT, IZIe N MpencraBisieT coboit 3 u
kaxabii R? mpencrasnsier coboii HesaBucumo ramored un Cr.cankui. COracHO HEKOTOPhIM
BapUAHTaM OCYIIECTBJIEHUs TMpenycMoTpeHo coenuHeHne ¢opmynel  (I) wmm  ero
dapmarieBTHYeCKH MpHemMIeMas Cojlb MM CONMbBAT, TJe N IpeCcTaBiseT coboil 3 u kaxaelii R?
npexacrasisier coboil He3aBUCHMO rayioreH. COriacHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIICHUS
npenycMoTperno coenunenue Gopmynst (I) umu ero gapmaneBTHUECKH MpUeMIeMasi COJIb WU
CONMbBAT, IJle N TpencTapiser coboil 3 u kaxkawli R* mpencrasnser coboii nesaBucumo Ci.
cankni. COriacHO HEKOTOPhIM BapHAHTAM OCYIIECTBJICHUS MPEOYCMOTPEHO COEINMHEHUE
dopmyibl (I) wnm ero gapmaneBTUYECKH MpHeMIieMasi COJIb UM COJIbBAT, TJ€ N MPEACTABIISET
coboit 3 u kaxbii R? mpencrasnser coboit HezaBucUMO C-6ralOreHa KL

[0066] CornacHoO HEKOTOPBIM BapHUAHTAM OCYIIECTBJICHHUS MPEAYCMOTPEHO COEOUHEHUE

dopmyibl (I) wnm ero papmaneBTUYECKH MpHeMIieMasi COJIb WM COJIbBAT, TJ€ N MPEACTABIISET
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coboit 4 u kaxawiii R? nmpencrasiser coboil Hesasucumo ranores, Ci.sankui, Ci-¢rajloreHaaku

u -ORS.

[0067] CornacHo HEKOTOPBIM BapUAHTAM OCYLIECTBIEHUS MPEAYCMOTPEHO COETUHEHNE
dopmysl (la):
Rn JOJ\ CF3
L,i/
. N\)
|
N
R® RS
Dopmyina (la);

rae:
kaxpii R? HesaBucumo BbIOpaH u3 ranorena, Crsankuna, -CN, Ci.sranorenankuna u -OR;

R® npencrasnser coboit -CH,CO>H, -CH,CH>CO>H unu -CH(CH3)CO:H;

R’ npencrasnser coboit H unu Ci.zanku,

kasabii R® nezasucumo Bbibpan u3 H, Cisankuna u C.srajoreHaikuna u

n npexcrasiusier codoii 0, 1, 2, 3 unu 4;

WIH ero (papMarleBTHYeCKH IpreMiIeMast CoJIb WIIN COJIbBAT.

[0068] CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHUs coenuHenus: popmyiel (1a) wiu
ero (hapmaneBTUYeCcKH TIpUeMIeMoii coli mwiu coibpata R° npencrasiser coboit H. CornacHo
HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs coenrHeHus: Gpopmyiel (Ia) mim ero papManeBTHUECKH
npueMIeMoil conu uaM combBata R mpencrasaser coboit H u R® mpencrasnser coboii -
CH>COzH. CornacHo HEKOTOpPBIM BapHaHTaM OCYLIECTBIEHHs coenuHeHust Gopmyisl (Ia) wmu
ero (papMaLeBTHUECKH TpHEeMIEeMOil comM Miu coibBaTa R® mpexmcrasmsier coboit H u R®
npencrasisier coboit -CH»CHCO;H. CornacHo HEKOTOpbIM BapHaHTaM OCYINECTBJICHUS
coemuuenns popmynsl (Ia) umu ero gapmaneBTHUECKH TPUEMIIEMOIl COMM MM coibBata R’
npencrasnser coboit H u R? npexncrasnsier coboit -CH(CH3)CO,H.

[0069] CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBIIEHUsI coenuHeHus ¢popmybl (Ia) umu
ero (papMaLeBTHUECKH MPUEMIEMOil COMM MU coibBaTa R> mpencrasmsier coboii Ci3amkui.
CornmacHo HEKOTOPBIM BapUAHTaM OCYINECTBiIeHUs coenuHeHuss (opmyner (la) wim ero
dapmarieBTHUeCKH TpUEeMIeMOll Colu UM coibBata R° mpencrasnser coboit Cisankun u R?
npeacrasisier coboii  -CHrCO;H. CornacHO HEKOTOPbIM BapHaHTaM  OCYIIECTBIICHUS
coequuenus popmynsl (Ia) umu ero gapmaneBTHUECKH TPUEMIIEMOIl COMM MU coibBata R’
npencrasusier coboit Crsanmkun u R? mpencrasnser coGoit -CH,CH>CO:;H. CornacHo
HEKOTOPBHIM BapUaHTaM OCYLIECTBICHHs coenrHeHus: Gpopmyiel (Ia) nnm ero papManeBTHUECKH
npHeMJIeMoii conu U conbeata R° mpeacrasnser coboit Cisankun u R® npencrasnser coboii -

CH(CH3)CO,H.
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[0070] CornacHO HEKOTOPBIM BapHAaHTaM OCYINECTBIIEHUsS coenuHeHus: popmynel (1a) mmu
ero (apmareBTHUECKH NpHeMIeMOil coiu uiaum combBaTa R® mpencraenser coGoit -CHs.
CornmacHoO HEKOTOpPBIM BapHAaHTaM OCYINECTBiIeHUs coenuHeHuss (opmyner (la) wmm ero
dapmalieBTUUeCKH TpHUEMIEeMON COMM WM conmbBata R mpencrasnser coboit -CH3; u R®
npeacrasisier coboii  -CHrCO;H. CornacHO HEKOTOpbIM BapuaHTaM  OCYIIECTBIICHUS
coequuenus popmynbl (Ia) umu ero gapmaneBTHUECKH TPUEMIIEMOI COIM MU coibBata R’
npencrasnser coboit -CHz u R® npencrasnsier coboit -CH,CH>CO>H. CornacHo HEKOTOphIM
BapUaHTaM OCYIIECTBJIEHUs coenuHeHnst popmyibl (Ia) iy ero papmManeBTHUECKH IPUEMIIEMON
comu unu conbbata R’ npencrasnser coboii -CHs u R? npencrasnsier coboit -CH(CH3)CO>H.
[0071] CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBJIEHUs coenuHeHus: popmyinel (Ia) mnu
ero ¢apMaleBTHUECKH MPUEMIIEMON COJIM HJIM COJIbBaTa n mpeznctasisier coboit 0, 1, 2 umm 3.
CornacHo HEKOTOpPBIM BapHAaHTaM OCYyINeCTBIeHus coequHeHus (opmynel (Ia) wmnm ero
(bapMarieBTHYECKH TMPHEMJIEMON COJIM WM COJibBaTa n mpexacrasisier cobor 0, 1 wm 2.
CornacHO HEKOTOPbIM BapHaHTaM OCYLIeCTBIEHUs coenuHeHus ¢opmyasl (Ia) wmm ero
(bapMarieBTHYECKH MPUEMJIEMOI COJIM WJIM COJIbBaTa n mpencrasisier codoit 1 wmm 2. CornacHo
HEKOTOPbIM BapHaHTaM OCYLIECTBIIEHHs coenuHeHus: Gopmysl (Ia) mim ero dpapmarneBTHUECKH
IpUeMJIeMON CONM MM cosbBaTa n mpexacrasiusier codor 0 mmm 1. CoriacHO HEKOTOPBIM
BapUAHTaM OCYLIECTBJICHUs coequHenus ¢popmyisl (Ia) nm ero papmManeBTHUECKH TPUEMIIEMOI
COJIM MJTH COJIbBaTa n mpencrasisieT codoit 0. CoriaacHo HEKOTOPBIM BapUAHTAM OCYIIECTBIICHUS
coequHenus: gopmynsl (Ia) wim ero ¢apmareBTHUECKH MPUEMIIEMON COJIM WJIM COJbBaTa N
npexacrasisier coboit 1. CornacHO HEKOTOpPBIM BapHUaHTAM OCYLIECTBIICHHS COCIMHEHUS
dopmyinbl (Ia) wiu ero apmarneBTHUECKH MPUEMJIEMON COJIM WJIM COJIbBaTa N IMPENCTaBJISET
coboii 2. CorlacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHHS coennHeHus popmysl (Ia) mu ero
(apmMarieBTHYECKH TMPHEMJIEMON COJIM WM COJbBaTa n mpeacraeisier codoit 3. CormacHo
HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs coenrHeHus: Gpopmyiel (Ia) nim ero dpapManeBTHUECKH
NPUEMIIEMON COJIM MJTH COJIbBATA N MPECTABISIET COO0M 4.

[0072] CornacHO HEKOTOPBIM BapUAaHTAM OCYINECTBJICHHS MPEIyCMOTPEHO COCIMHECHHE
dopmysl (Ia) wnm ero gapmaneBTUYECKH pUeMyIeMasi COJIb WJIH COJIbBAT, TAE N MPEACTABIISET
coboit 1 u R? npencrasnser coboit ranoren, Cisankui, Cisranorenankun unu -ORS. CormacHo
HEKOTOPBhIM BapUaHTAM OCYIIECTBJICHUs MPEAycCMOTpeHo coennnHenue (opmynsl ([a) umm ero
dapmarieBTUUeCKH TIpHeMieMas CONb HJIM CONbBAT, IAe N mpeacTaBnser coboit 1 u R?
npencrasisier cobor rajoreH, Cireamkun wmm  CieranoreHankmil. CoriacHO HEKOTOPBIM
BapUAHTaM OCYINECTBJICHUS TMpPEAyCMOTpeHo coenuHeHne ¢Qopmynsl  (la) wmm  ero
dapmarieBTUueCKH TpHeMieMas CONb HJIM CONbBAT, IJAe€ N mpeacTaBnsier coboit 1 u R?

npencrasisier coboil  ramoreH.  COIVIACHO  HEKOTOPBIM — BApHAHTaM  OCYLIECTBJICHUSI
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npenycMoTpeHo coenuHerne ¢opmydsl (Ia) unm ero gpapManeBTHUECKH NPUEMIIEMast COJIb HITH
conbBaT, rae n mpexcrasuseT coboit 1 u R? mpencrasnser coboii -Cl. CornacHo HEKOTOPHIM
BapUAHTaM OCYINECTBJICHUS TMpPEAYCMOTpeHO coenuHeHne ¢Qopmynsl  (la) wmm  ero
dapmalieBTUUeCKH TIpHeMieMas CONb WM CONbBaT, IAe n mpeacTaBnser coboit 1 u R?
npexacrasisier coboi -F. CornacHO HEKOTOPbIM BapHUaHTaM OCYLIECTBIIEHUS NPENyCMOTPEHO
coequHenune ¢opmyinl (Ia) unm ero gapmaneBTUYECKU MpuemMieMasi COJb WIH COJIbBAT, Ile n
npencrassier coboii 1 u R? npencrasnsier coboii Cr.sankun. COriacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJICHUS] TpenycMoTpeHo coeanHenne ¢opmynbl (la) wmm ero ¢dapmaneBTHdYeCKH
npuemseMas Collb WM COJbBAT, IAe n mpeacTasiser coboit 1 u R? mpencrasaser coboii -CHs.
CornacHoO HEKOTOPBIM BapUaHTaM OCYINECTBJIEHHUsI MPEAYCMOTpEeHO coenuneHune Gopmyinsl (Ia)
wid ero (GpapMaLeBTUUeCKH MpHeMemMasl Cojlb UM CONbBAT, T N mpeacTasiseT codoii 1 u R?
npexacrasisier coboit CigsranoreHankmi. CoriacHO HEKOTOPbIM BapHUaHTaM OCYIIECTBJICHUS
npenycMoTpeHo coenuHenne Gopmydsl (Ia) wim ero gapmaueBTHYECKH pUEMIIEMasi COJIb HIIH
CONMBBAT, THe N TpexcTasiuser coboit 1 u R? mpencrasnsier coboit -CF3. CornacHo HEKOTOPHIM
BAPUAHTAM  OCYLIECTBJICHUS MNpeaycMOTpeHo coenuHeHue ¢opmynsl  (la) wumm  ero
dapmanepTuuecku mpuemsemas Colb WIM CONbBAT, IAe n TpeacTasnsier coboit 1 um R2
npexacrasisier cobori  Cisankokcu. COrjlacHO HEKOTOPbIM —BapUaHTAM  OCYINECTBJICHUS
npeaycMoTpeHo coenuHerne Gopmybl (Ia) umm ero gpapManeBTHYECKH MPUEMIIEMast COJIb HITH
CONBBAT, TJie N mpeacTasiser coboii 1 u R? npexacrasnser coboii -OCH3. CormacHo HEKOTOPHIM
BapUAHTAM OCYINECTBJICHUS MpPEeAyCMOTpeHo coenuHeHne Qopmynsl  (Ia) wmm  ero
dapmarieBTHUeCKH TIpHeMieMasl CONb WM CONbBAT, IAe N mpeacTasnsier coboit 1 um R?
npexacrasisier codoi Ci.sranoreHaKokcu. COracHO HEKOTOPBIM BapUaHTAM OCYIIECTBIICHUS
npenycMoTpeno coenunenue Gopmyisl (Ia) uam ero papManeBTHYECKH MpUEMIeMasi COJb WU
CcoNbBaT, A€ n mpeacTasnser coboit 1 u R? mpexncrasnsier coboii -OCF3. CornacHo HEKOTOPHIM
BapUAHTAM OCYINECTBJICHUS MpPEeAycMOTpeHo coenuHeHne ¢Qopmynsl  (Ia) wmm  ero
dapmarieBTHUeCKH TIpHeMieMas CONb M CONbBAT, IAe n mpeacTasnsier coboit 1 u R?
npencrasisier codoit -OH. CornacHO HEKOTOPHIM BapUaHTAM OCYIIECTBJICHHUS MPENyCMOTPEHO
coenunenue ¢opmyinsl (Ia) wim ero gapmaueBTUdecku mpuemiieMasi CoJb HIJIM COJIbBAT, TAE N
npencrassier coboii 1 u R* npencrasnser coboii -CN.

[0073] CornacHoO HEKOTOPBIM BapUAHTAM OCYINECTBJICHHS] MPEIyCMOTPEHO COCIMHECHHE
dopmysl (Ia) wnm ero gapmaneBTUYECKH TpUeMyIeMasi COJIb WJIH COJIbBAT, TAE N MPEACTABIISET
coboit 2 u kaxawlii R? mpencrasnser coboii Hesasucumo ranores, Ci.sankui, Ci-¢raloreHaaku
unn -OR®. CormacHo HEKOTOPBHIM BapuUaHTaM OCYIINECTBJIEHMS MPEAyCMOTPEHO COEIHMHEHME
dopmyisl (Ia) wnm ero gapmaneBTUYECKH TpUeMyIeMasi COJIb WJIH COJIbBAT, TAE N MPEACTABIISET

coboit 2 u kaxbii R? npencrasnsier coboii Heszasucumo ranores, Ci.sankui, CisraloreHanxu,
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Cisankokcu, -OCFs wumm -CN. CornacHO HEKOTOPbIM BapHaHTaM  OCYILECTBIEHUS
npenycMoTpeHo coenuHerne dopmydsl (Ia) unm ero gpapManeBTHUECKH NpUEMIIEMast COJIb HITH
CONbBAT, TJie N NpejcTaBseT coboii 2 1 kaxabli R? npencrasnser coboil HE3aBUCUMO TajloreH,
Cisankun, CisramoreHankui, Cisankokcu unu -OCF;. CornacHo HEKOTOpPBIM BapHaHTaM
OCYILIECTBIIEHUSI TPENyCcMOTpeHo coenuHeHne (opmynbl (la) wmu ero ¢apmaneBTHUECKH
npueMIeMas Cojib WM COJIbBAT, I7ie N MPeCTaBseT coboii 2 1 kaxabii R* npeacrasnser coboii
HezaBucuMo rajioreH, Cieankun, CireranoreHankmn wm -OCF;. CorjacHO HEKOTOPbIM
BapUAHTaM OCYINECTBJIECHUS TMpPEAyCMOTpeHOo coenuHeHne ¢Gopmynsl  (Ia) wumm  ero
dapmarieBTHUeCKH MpHemMIeMas Cojlb UM CONbBAT, TJe N MpecTaBseT coboil 2 u kaxabii R?
npexacrasisier coboil HesaBucumo ranoreH, Cisankun wnn  CigranoreHankui.  CoriacHo
HEKOTOPBbIM BapUaHTaM OCYLIECTBJICHUS MPeaycMOTpeHo coexnHenune (opmynsl (Ia) umm ero
(apmarieBTHUECKH MpHemMIeMas CoJlb UM CONbBAT, TJie N MpecTaBseT coboll 2 u kaxabii R?
npencrasisier coOoil HezaBucumo ranoreH win CieramoreHankmi. CoOrslacCHO HEKOTOPBIM
BAPUAHTAM  OCYLIECTBJICHUS MNpeaycMOTpeHo coenuHeHue ¢opmynsl (la) wmm  ero
(apmanepTHUECKH TIpHEMIIEMasl CONb MM CONbBAT, IZie N MpeACTaBiseT coboil 2 u kaxabli R?
npencrasisier coboil HesaBucumo ranored win Ci.cankmin CoriacHO HEKOTOPbIM BapHaHTaM
OCYLIECTBJICHUS TPEeAycMOTpeHo coenuHeHune ¢opmyael (la) mmm ero ¢apmaneBTHUECKH
npueMieMas cojlb U COJbBAT, TJe N MPeCTaBIseT coboii 2 1 kaxasii R? mpeacrasnser coboit
He3aBUCUMO TanoreH. (CoriacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHUS MPEeryCMOTPEHO
coequnenue Gopmyibl (Ia) unu ero gapmaneBTUYECKH MpUEMIIEMasi COJIb WJIM COJIbBAT, Ie n
npezncTasisier coboi 2 u kaxkabii R? npencrasnser coboii HesaBucumo Cisankun. CormacHo
HEKOTOPbIM BapHAHTAM OCYIIECTBJICHUs MPEAYyCMOTpeHo coenuHenue Gopmynbl (Ia) umu ero
dapmarieBTHYeCKH MpHemMIeMast COJb MM CONbBAT, T N MpeCTaBiseT coboil 2 u kaxaelii R?
npexacrasisier codoi He3aBHCUMO C1.6raJIOTeHATKII.

[0074] CornacHo HEKOTOPBIM BapUAHTAM OCYINECTBJICHHUS MPEIyCMOTPEHO COECIMHEHHE
dopmyibl (Ia) wim ero gapmaneBTUYECKH TpUeMyIeMasi COJIb WJIH COJIbBAT, TAE N MPEACTABIISET
coboit 3 u kaxsii R? npencrasnsier coboii Hezasucumo ranores, Ci.cankui, Ci6raloreHanxu,
Cisankokcu, CieramoreHankokcy, -OH wnmu -CN. CormacHO HEKOTOpPbIM BapHUaHTam
OCYILIECTBIICHHUsI TIPENYCMOTpeHO coenuHeHne (opmynbl (la) wmu ero ¢apmaneBTHUECKH
npueMIeMas Cojlb WU COJbBAT, TJie N MpeCTaBseT coboii 3 1 kaxabii R? npeacrasnser coboii
HezaBucuMo TranoreH, Cieankmn, Cisranorenankun, Cisankokcu, -OCF; umu -CN. CormacHo
HEKOTOPBhIM BapUaHTAM OCYIIECTBJICHUS MPEaycMOTpeHo coenannHenue (opmynsl (Ia) umm ero
dapmarieBTHUeCKH MpHemMIeMas COJlb MM CONbBAT, TJe N IpecTaBseT coboil 3 u kaxaeii R?
npencTasisier coboii HesaBucumo rajioreH, Cisankmi, CieramoreHankmi, Ci.6aIKOKCH HITH -

OCFs. CornacHO HEKOTOpbIM BapUaHTaM OCYIIECTBIIEHUS MPEIyCMOTPEHO COeJUHEHUe
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dopmynl (Ia) wnm ero gapmaneBTUYECKH pUEeMyIeMasi COJIb WJIH COJIbBAT, TAE N MPEACTABIISET
coboit 3 u kaxawlii R? nmpencrapiser coboit Hesasucumo ranores, Ci.eankui, Ci-¢raloreHaaku
i -OCF;. CornacHO HEKOTOPBIM BapHUaHTAM OCYILECTBJICHUS MPEAYCMOTPEHO COEAUWHEHUE
dopmynl (Ia) wim ero gpapmaneBTUYECKH TpUEeMyIeMasi COJIb WJIH COJIbBAT, TAE N MPEACTABIISET
coboit 3 u kaxabii R? mpencrasiaser coboif HesaBucumo rajoreH, Cireadkun uma Ci.
srajoreHankm. CorinacHO HEKOTOPBIM BapHUAHTaM OCYIIECTBIEHUS MPEAYCMOTPEHO COSTUHEHHE
dopmyunl (Ia) wim ero gapmaneBTUYECKH TpUeMyIeMasi COJIb WJIH COJIbBAT, TAE N MPEACTABIISET
coboit 3 u kaxablii R? mpencrasnsier coboii He3aBucuMO rajgoreH uian Ci.sraJoreHanKuiIL.
CornacHo HEKOTOPBIM BapuUaHTaM OCYILECTBJIEHHUs MPEAYCMOTpeHO coenunHeHune Gopmyinsl (Ia)
Wi ero (papManeBTUYeCKH NpHeMiieMas COJb WM COJNIbBAT, 7l N INpeCcTaBisieT coboit 3 u
kaxabii R? mpencrasnsier coGoii He3aBucumo ramoreH ui Ci.cankui. COracHO HEKOTOPHIM
BapUAHTaM OCYINECTBJEHUS IPEAyCMOTpeHO coenuHeHne ¢Gopmynsl  (Ia) wumm  ero
dapmanepTHUeCKH TIpHEMIIEMast CONb MIIM CONbBAT, Il N MpeACTaBiseT coboil 3 u kaxapii R2
npencrasisier coOol HezaBUCHMO rajoreH. COracHO HEKOTOPHIM BapHUaHTaM OCYLIECTBIICHUSI
npenycMoTpeHo coenuHerne Gopmydsl (Ia) wim ero gapmaueBTHYECKH pUEMIIEMasi COJIb HIIH
CONbBAT, I7le N TIpencTaBaseT coboit 3 u kaxkmwii R? mpencrapiser coboii Hezasucumo Ci-
sankua. CoOrjacHo HEKOTOPbIM BapHUAaHTAM OCYILIECTBJIEHUS MPEAYCMOTPEHO COEIMHEHUE
dopmysl (Ia) wmu ero gapmaneBTUdecku mpueMiieMasi CoJib HIIM COJIbBAT, II€ N MPEACTABIISIET
coboii 3 u xaxeii R? mpencrasnser coboit He3aBUCHMO C1.6ralOreHaKIL

[0075] CornacHoO HEKOTOPBIM BapHAHTAM OCYIIECTBJIICHHUS MPEAYCMOTPEHO COEOUHEHUE
dbopmyibl (Ia) wnm ero gapmaneBTUYECKH TpUEeMJIeMasi COJIb WJIM COJIbBAT, TAE N MPEACTABIISET
coboit 4 u kaxawlii R? mpencrapnser coboit Hesasucumo ranores, Ci.cankmi, Ci-¢rajloreHaaku

u -ORS.

[0076] CornacHo HEKOTOPBIM BapUAHTAM OCYILIECTBIEHUS MPEAYCMOTPEHO COETUHEHNE
dbopmys (Ib):
(R)n ,?L CF3
N o/l\ch
N
H R
®opmyna (Ib);

rae:

kaxeiii R? HezaBucumo BbIOpaH u3 ranorena, Cisankuna, -CN, Ci.sranorenankuna u -ORS;
R* npencrasnser coboii -(CH)m-CO2H;
kaxnbiil RS nesasucumo Boiopan us H, Cr.sankuna u Ci.srajoreHankuna;

n npexacrapisier coboi 0, 1, 2, 3 wim 4 u
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m mpeAcTaBisieT codoii 3;

WM ero (papMaLeBTHYECKH PUeMIIEMast COJIb HITH COJIbBAT.

[0077] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUs coeanHeHus popmydsl (Ib) mmm
ero ¢papMaleBTHUECKN MPUEMIIEMON COJIM HJIM COJIbBaTa n mpenctasisier coboit 0, 1, 2 umm 3.
CornmacHo HEKOTOPBIM BapHaHTaM OCYyIIECTBJIEeHUs coenwHeHus ¢opmyasl (Ib) wmm ero
(dapMaLieBTHUECKU TPHEMIIEMON COJIM WJIM COJibBaTa N mpencrasisier codoit 0, 1 wmmm 2.
CornmacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJIeHUs coenanHeHus ¢opmynsl (Ib) wmmm ero
(dapmaLieBTHUECKU TIPUEMJIEMOIN COJIM WJTU COJibBaTa n mpencrasisier codoit 1 miu 2. CoriacHo
HEKOTOPBHIM BapHaHTaM OCYLIEeCTBJIeHUs1 coennHeHus Gopmysl (Ib) umu ero ¢papmaneBTruecku
npueMJieMOl COJIM WM cojibBaTta n mnpexacrasisier codoit 0 wmm 1. CorsmacHO HEKOTOPBIM
BapHaHTaM oOcCylecTBieHus coenuHeHuss Qopmyner (Ib) wmm ero ¢dapmaneBTUdecKu
NpUEeMJIeMON COJIM WJIM CONbBaTa n mpexnctasisieT coboit 0. CoriaacHO HEKOTOPBIM BapUaHTaM
ocyuectBieHus coenrenus: popmynl (Ib) mnu ero gapmaneBTUYECKH MPUEMIIEMON COJTH WA
compBaTa n mpencrasisier cobod 1. CornacHO HEKOTOPBIM BapUaHTaM  OCYIIECTBIICHHSI
coenunenusi popmyner (Ib) wnu ero (apmaueBTHYECKH TPUEMIIEMOW COJHM WM COJbBaTa n
npencrasisier cobori 2. CoOrjacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHUS COETUHEHUSI
dopmyaer (Ib) mmm ero QapmaneBTHYECKH NMPUEMIIEMOH COJM WIJIM COJIbBATa N MPEACTABISET
coboii 3. CorlacHO HEKOTOPBIM BapHaHTaM OCyLIecTBIeHHs coenuHeHust popmynsl (Ib) wnm ero
(bapMaLieBTUYECKU TTPUEMJIEMOM COJIU WJIH COJIbBATA N MpeaCTaBjsieT codoii 4.

[0078] CornacHoO HEKOTOPBIM BapHAHTAM OCYIIECTBJIICHHUS MPEAYCMOTPEHO COEOUHEHUE
dopmyibl (Ib) unmu ero ¢papmaneBTHUECKH TTPUEMIIEMAsi COJIb UM COJIbBAT, TIE N MPEACTABIISET
coboit 1 u R? npencrapnser coboii ranoren, Cisankui, Cigranorenankun una -ORS. CormacHo
HEKOTOPbIM BapHAHTAM OCYLIECTBJIEHUs MPEaycMOTpeHo coenuneHue (opmyinbl (Ib) umu ero
dapmarieBTHUeCKH TIpHeMieMas CONb WM CONbBAT, IAe N mpeacTaBnsier coboit 1 um R?
npexncrasisier cobor rajoreH, Creamkmn wim  CireranoreHankmi. CoryiiacHO HEKOTOPBIM
BapUAHTaM OCYINECTBJICHUS TPEAyCMOTpeHo coenuHenne ¢opmyasl (Ib) wmmm  ero
dapmarieBTHUeCKH TIpHeMieMas CONb M CONbBAT, IJAe n mpeacTasnser coboit 1 u R?
npeacrasisier  coboi  ramoreH.  CorylacHO  HEKOTOPBIM — BapUaHTaM  OCYIIECTBIICHUS
npenycMoTpero coeaunerue Gopmys (Ib) umu ero gapmaneBTudecKku npueMiiemMasi Cojib WU
conbBaT, rae n mpexacrasuseT coboit 1 u R? mpencrasnser coboii -Cl. CornacHo HEKOTOPHIM
BapUAHTaM OCYINECTBJIICHUS TPEAyCMOTpeHo coenuHenne ¢opmyasl (Ib) wmm  ero
dapmarieBTUUeCKH TIpHeMieMas CONb M CONbBAT, IJ€ N MpeacTaBnsieT coboit 1 u R?
npexacrasisier coboi -F. CornacHO HEKOTOpPbIM BapHaHTaM OCYLIECTBIIEHUS MPENTyCMOTPEHO
coequHenue ¢opmyinl (Ib) wim ero dapmaneBTHUECKH MpUEMIIeMasi COJIb UM COJIbBAT, TIE N

npencrassier coboii 1 u R? npencrasnsier coboii Cr-sankun. COriacHo HEKOTOPHIM BapHaHTaM
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OCYILIECTBIIEHHUSI TIPeNyCMOTpeHo coenuHeHne ¢(opmynel (Ib) wimm ero ¢apmaneBTHUECKH
npuemieMas Collb MM COJbBAT, Ie n mpeacTasiser coboit 1 u R? mpencrasaser coboii -CHs.
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIEHUs MPEAyCMOTPeHO coenuHerue Gpopmysl (Ib)
win ero GpapMaLeBTUUeCKH MpHeMIeMas cojlb UIIH CONbBAT, THe N MpeacTasiseT coboit 1 u R?
npencrasisier coboit CieranoreHankmi. CoriacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIICHUS
npenycMoTpeHo coeannenne Gopmysl (Ib) umu ero gpapmaneBTUdecKy mpueMiiemMasi Cojib N
coNbBaT, rae n mpencTasiaser coboit 1 u R? mpencrasnser coboit -CF3. CoraacHo HEKOTOPLIM
BapUAHTaM OCYINECTBJIIEHUS TpPEAycMOTpeHo coenuHeHue ¢opmyasl (Ib) wmm  ero
dapmalieBTUUeCKH TIpHeMieMasl CONb WM CONbBaT, IJe€ n mpeacTaBusier coboit 1 um R?
npexacrasisier coboli  Cisankokcn. CorjacHO HEKOTOPBIM —BapUaHTaM — OCYINECTBJIEHUS
npenycMoTpeHo coeauHenne Gopmysl (Ib) unu ero gapmaueBTudecky nmpueMieMasi Cojib HIN
COJBBAT, Ijie n mpeacTasiser codoit 1 u R? npexacrasnsier coboii -OCH3. CornacHo HEKOTOPHIM
BApUAHTAM OCYILIECTBJICHUs] IpeaycMOTpeHo coenuHeHne ¢opmynel  (Ib) wmmm  ero
dapmanepTuuecku mpuemseMas COdb WM CONbBAT, IAe n TpeacTasnsier coboit 1 um R2
npencrasisier coboit Ci.sranoreHankokcu. COITacHO HEKOTOPBIM BAapHAHTAM OCYLIECTBIICHUSI
npeaycMoTpeHo coenuHenue Gopmyibl (Ib) wnu ero ¢papmaneBTHUeCKH puemiiemMas CoOJib WU
CONbBAT, TAe N npexncTaaser coboit 1 u R? npencrasnsier coboii -OCF3. CornacHo HEKOTOPbIM
BapUAHTAM OCYINECTBJICHUS TMPEAyCMOTpeHo coenuHenue ¢opmyasl (Ib) wmm  ero
dapmarieBTHUeCKH TIpHeMieMasl CONb WM CONbBAT, IAe N mpexacTasnsier coboit 1 um R?
npexacrasisier codoit -OH. CoryacHO HEKOTOPbIM BapHUaHTaM OCYIIECTBJICHHUS MPENyCMOTPEHO
coequHenue ¢Gopmyinl (Ib) wim ero papmaneBTHUECKHU MpUEMIIeMas COJIb UM COJIbBAT, TIe N
npencrassier coboii 1 u R? npencrasnsier coboii -CN.

[0079] CornacHoO HEKOTOPBIM BapUAHTAM OCYINECTBJICHHS MPEIyCMOTPEHO COECIMHEHHE
dbopmynl (Ib) unmu ero ¢papmaneBTHUECKH TpUEMIIEMAsi COJIb UM COJIbBAT, TIE N MPEACTABISET
coboit 2 u kaxawlii R? nmpencrasnser coboii Hesasucumo ranores, Ci.cankmi, Ci-¢raloreHaaku
unmn -OR®. CormacHo HEKOTOPBHIM BapuUaHTaM OCYIIECTBJIEHHS MPEAyCMOTPEHO COEIMHEHME
dopmysl (Ib) unmu ero ¢papmaneBTHUECKH TpUEMIIEMAsi COJTb UJIM COJIbBAT, A€ N MPEACTABISET
coboit 2 u kaxbii R? npencrasnsier coboii Hezasucumo ranores, Ci.cankui, Ci6raloreHanKku,
Cisankokcu, -OCFs wumn -CN. CormacHoO HEKOTOPbIM BapHaHTaM  OCYILECTBJIEHHS
npenycMoTpero coeaunenre Gopmynsl (Ib) umu ero gapmaneBTUdecKu mpueMiiemMasi Cojlb WU
CONMbBAT, IJie N NpejcTaBseT coboii 2 1 kaxabli R? npencrasnser coboil HE3aBUCUMO TajloreH,
Cisankun, CieramoreHankui, Cisankokcu unn -OCF;. CornacHo HEKOTOpPBIM BapHaHTaM
OCYILIECTBIIEHHUsI TIPeNyCMOTpeHO coenuHeHne (opmynel (Ib) wnmm ero ¢apmaneBTHUECKH
npreMIemMas cojib WU COJbBAT, Iie N MpeCTaBseT coboii 2 1 kaxabii R? npeacrasnser coboii

HezaBucuMo rajioreH, Cieankun, CieranoreHankmn wm -OCF;. CorjmacHO HEKOTOPbIM
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BapUAHTaM OCYINECTBJIICHUS TPEAyCMOTpeHo coenuHenne ¢opmyasl (Ib) wmm  ero
dapmarieBTHUeCKH MpHemMIeMas Cojb MM CONbBAT, TJe N MpecTaBseT coboil 2 u kaxaeii R?
npexncrasisier coboil HesaBucumo ranoreH, Cieankun win  CigramoreHankuwit.  CornacHo
HEKOTOPBbIM BapUaHTaM OCYLIECTBJICHUs MPeaycMOTpeHo coenuneHue Gopmyinsl (Ib) umu ero
(apmalieBTHUEeCKH MpHemMIeMas Cojlb M COMbBAT, Te N MpecTaBseT coboil 2 u kaxablii R?
npexncrasisier coboit HezaBucumo ranoreH win CieranoreHankmil. COrjlacCHO HEKOTOPBIM
BapUAHTaM OCYINECTBJIEHUS TpPEAyCMOTpeHo coenuHeHne ¢opmyasl (Ib) wmm  ero
(apmalieBTHUEeCKH MpHeMIeMas CoJlb WM CONbBAT, TJe N MpecTaBiseT coboil 2 u kaxabii R?
npexacrasisier coOoi HezaBucumo ranoreH win Ci.cankui. CoriacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJIEHHUs] TpenycMoTpeHo coeannenue (opmynsr (Ib) wmmu ero Qapmanestudecku
npreMnemMas Cojlb WM COJIbBAT, I7ie N MPeACTaBseT coboii 2 1 kaxabii R* mpencrasnser coboii
He3aBUCUMO rajoreH. CorjacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJICHHs IPEIyCMOTPEHO
coenunenue Gopmyinbl (Ib) wmu ero gapmaneBTHUeCKH TpuUemiieMasi COJIb WM COJIbBAT, TIe N
npencTapaser coboif 2 u kakawii R* npencrapiser coboii Hesapucumo Cisankun. CornacHo
HEKOTOPbIM BapuaHTaM OCYINECTBJICHUS MpenycMoTpeHo coenuHeHue (opmynsl (Ib) nmm ero
(apmanepTHUECKH TIpUEMIIEMast CONb MIIM CONbBAT, IJie N MpeACTaBiseT coboil 2 u kaxabii R?
npencrasisier co0oi He3aBUCUMO C1.4TaJIOTeHAKUIL.

[0080] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJICHUS IMPENyCMOTPEHO COENUHEHHE
dbopmyibl (Ib) unu ero ¢papmaneBTHUECKH TTpUEMIIEMAsi COJIb UJIH COJIbBAT, TIE N MPEACTABIISET
coboit 3 u kaxeii R? npencrasnsier coboii Hezasucumo ranores, Ci.cankmi, Ci-6raloreHanku,
Ci.sankokcu, CieramoreHankokcy, -OH wmnmu -CN. CormacHO HEKOTOPbIM BapHUaHTaM
OCYLIECTBIIEHHs] TIPeNycMOTpeHo coenuHeHne (opmynel (Ib) wnmm ero (¢apmaneBTHUECKH
npueMIeMas cojlb WU COJbBAT, IJie N MpeCTaBIseT coboii 3 1 kaxbii R? mpeacrasnser coboit
HezaBucuMo ranoreH, Cieankmn, Ciesrajgorenankun, Cisankokcu, -OCF; umu -CN. CormacHo
HEKOTOPbIM BapUAHTAM OCYLIECTBJIEHUs MPEeaycMOTpeHo coenunenue Gopmyinbl (Ib) umu ero
dapmarieBTHYeCKH MpHemMIeMas Cojlb MM CONMbBAT, TJe N IpeCcTaBiseT coboil 3 u kaxaelii R?
npencTasisier coboii HesaBucumo rajioreH, Cisankmi, CieramoreHankmi, Ci.6aIKOKCH HITH -
OCFs. CornmacHO HEKOTOPbIM BapUaHTaM OCYIIECTBIIEHUS MPEIyCMOTPEHO COeJUHEHUe
dbopmysl (Ib) unmu ero ¢papmaneBTHUECKH TTpUEMIIEMAsi COJIb UM COJIbBAT, A€ N MPEACTABISET
coboit 3 u kaxawiii R? mpencrasnser coboii Hesasucumo ranores, Ci.sankmi, Ci-¢rajloreHaaku
i -OCF;. CoriacHO HEKOTOPBIM BapHMaHTAM OCYINECTBJICHUS MPEAYyCMOTPEHO COEAWHEHUE
dopmysl (Ib) unmu ero ¢papmaneBTHUECKH TTpUEMIIEMAsi COJIb UJIM COJIBBAT, A€ N MPEACTABISET
coboit 3 u kaxabii R’ mpencrasiaser coboii Hesasucumo rajoreH, Cireankun uma Ci.
srajoreHankm. CorimacHO HEKOTOPBIM BapUAHTaM OCYIIECTBIEHUS MPEAYCMOTPEHO COSTUHEHHE

dopmysl (Ib) unmu ero ¢papmaneBTHUECKH TTpUEMIIEMAasi COJIb UJIM COJIBBAT, A€ N MPEACTABISET
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coboit 3 u kaxabli R? mpencraBnseT coboii He3aBucuMO rajgoreH uin Ci.sraJoreHalKHIL.
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIEHUs MPEAyCMOTPEHO coenuHerue Gpopmysl (Ib)
Wi ero (papManeBTUYeCKH NpHeMJeMasi COJIb WJIM COJIbBAT, IZIe N MPENCTaBisieT coboit 3 u
kaxabiii R? mpencrasnsier coboii He3aBucumo ranored ui Cr.cankui. COracHO HEKOTOPhIM
BapUAHTaM OCYINECTBJIIEHUS TPeaycMOTpeHo coenuHeHne ¢opmyasl (Ib) wmm  ero
dapmalieBTUUEeCKH MpHemMIeMas Cojlb M CONbBAT, Te N MpecTaBiseT coboil 3 u kaxabii R?
npexacrasisier coboil HezaBUCHMO ranoreH. CorinacHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIICHUS
npenycMoTpeHo coeaunenne Gopmysl (Ib) umu ero gpapmaneBTudecKky npueMiiemMasi Cojilb HIN
CONMbBAT, TJie N TpencTaBiser coboil 3 u kaxkawli R* mpexncrasnser coboii nesaBucumo Ci.
cankuyi. CornacHO HEKOTOPbIM BapHaHTAM OCYLIECTBJIEHUS IPEAyCMOTPEHO COEIMHEHUE
dopmyibl (Ib) unmu ero ¢papmaneBTrHUecku mpruemiieMasi COJIb UM COJIbBAT, A€ N MPEACTABIISET
coboit 3 u kaxbii R? mpencrasnser coboii HezaBucuMO C.6rajoreHaKuL.

[0081] CornacHO HEKOTOPBIM BapUAaHTAM OCYINECTBJICHHUS IMPEAYCMOTPEHO COEOUHEHUE
dopmybl (Ib) unu ero papmaneBTHUECKU PUEMIIEMast COJIb WJIM COJIbBAT, I/i€ N MPEACTaBIISET
coboii 4 u kaxapiilt R? npencrasnsier coboit Hesapucumo ranores, Cisankui, Ci-sraJoreHaiKi
u -OR®.

[0082] JlononHUTENbHBIE BAapUAHTHI OCYILECTBJICHMs], INPEACTABICHHBIE B HACTOSLIEM
JOKYMEHTE, BKJIFOYAIOT B ceOsi KOMOMHALIMM OJHOTO MJIM HECKOJBKHX KOHKPETHBIX BAapPHAHTOB
OCYLIECTBJICHHSI, U3JIO’KEHHBIX BBILIIE.

[0083] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHs] PAaCKPbITOE B HACTOSIIEM

JOKYMEHTE COEIUHEHHE XapaKTepU3yeTCsi CTPYKTYpOU, PEACTaBIeHHOM B Tabnuie 1.

Ta6auna 1
IIpumep
xnlzzl::ec Crpykrypa HaszBanmue
CHHTe3a
j} CF3 4-((2-((4-(((1,1,1,3,3,3-T'ekcadroprnponas-
FoC 7 l [/\T \O)\CFS 2-1J1)OKCH)KapOOHUI )TUeEpasuH- 1 -
Q\/N ~ WJT)METHI)-5-
! HNj (TpudTopMeTIT)heHIIT)aMUHO )0y TAHOBAS
[:' KHCJIOTa
07 “OH
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IIpumep
xnlzzp;:ec Crpykrypa HasBanmue
CHHTE3a
O CF; 4-((5-Xnop-2-((4-(((1,1,1,3,3,3-
7 | ( N \O’*C Fs rexcaroprponan-2-
Y N \/’J WT)OKCH )KapOOH W) TUIIepa3vH- 1 -
2 HN WI)MeTUIT ) €HUIT)aMHHO )0y TAaHOBAs
j KUCJIOTa
O’J\OH
O CFs (5-Xnop-2-((4-(((1,1,1,3,3,3-
CE\E) i [ N /[LO/kC F3 rexkcagTopnponas-2-
3 \;L\“"/ N \) WJ1)OKCH )KapOOHIT ) TUnepasH-1 -
HN;\ YUT)MET I )(peHUIT)TITHLH
O OH
O CFj 3-((2-((4-(((1,1,1,3,3,3-T'ekcadropnpomnan-
Pl | [ N J\OA\C F3 2-1J1)OKCH )KapOOHMJI )ITHIepa3vH- 1 -
4 ;;q ~N \) HIT)METUN)-5-
1 (TpudTOpMeETHIT ) EHIIT)aMHHO)TPONIAHOBA
W“OH s KUCJIOTa
O
O CFs 3-((5-Xmop-2-((4-(((1,1,1,3,3,3-
cl \E/ | N /LLO)\C Fa rekcadropnponan-2-
5 NS WJT)OKCH)KapOOHWIT ) TUunepa3uH-1 -
HN WJT)METHI ) €HUIT)aMHIHO )ITPOTIAaHOBAS
HOH KHCJIOTa
o
O CF3 (2-((4-(((1,1,1,3,3,3-T'excadroprnponan-2-
FC 7 | °N J\O/i\’('.‘, Fs WJT)OKCH )KapOOH T ) TUIEpa3HH- 1 -
6 N ]\/ N \“j WJT)METHIT)-5-
HN

(TpudTOopMeTIIT)DEHIIT ) IITHLNH
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IIpumep
XumMuuec
KOro Crpykrypa HasBanmue
CHHTe3a
O CF; (2-((4-(((1,1,1,3,3,3-T'excadropmnponan-2-
FC 7 | )N O CFs3 WJT)OKCH)KapOOHWIT)TUnepa3uH-1-
7 SN un)Metun)-5-(tpudropmerin)perm)-L-
HN]: aNaHuH
O~ "OH
[0084] CornacHO HEKOTOpPbIM BapUAaHTaM OCYLIECTBJEHUsSI PACKPBITOE B HACTOSIIEM

JIOKYMEHTE COeIMHEHHE MPECTAaBIsieT COOON BEIOPAHHOE U3:

C F3 F3

\Q\,K N \QL o CF?,
e

O CFs P A
7 [ N O CFs =~ CF
Clo_~ K\N)J\O)\CF3 Q\ N [;\/ ’

0" "OH , O7 "OH , o)
CF3
- shd
u OH WK ero (papMaleBTHYECKH TPUEMIIEMYIO COJTb UITH CONTbBAT.
Moay4yeHnue coeanHenui
[0085] Hcnonp3yemble B peakLMsX OMUCAHHBIE B HACTOSILIEM JOKYMEHTE COCIMHEHUs

M3TOTABJIMBAIOT B COOTBETCTBUU C M3BECTHBIMHU CITOCOOAMHU OPraHMYECKOTO CHHTE3a, UCXOAS U3
KOMMEPUYECKH IOCTYITHbIX XHMHKATOB W/WIM W3 COENMHEHHH, OMHCAHHBIX B XHUMHYECKOU
aureparype. "KoMMepuecku 1OCTyIHbIE XUMHUKAThI" MOJY4Yal0T U3 CTAHIAPTHBIX KOMMEPUECKUX
UCTOYHUKOB, BKitouasi B cedst Acros Organics (Geel, Belgium), Aldrich Chemical (Milwaukee,

W], Brurouast B ce0st Sigma Chemical and Fluka), Apin Chemicals Ltd. (Milton Park, UK), Ark
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Pharm, Inc. (Libertyville, IL), Avocado Research (Lancashire, UK.), BDH Inc. (Toronto, Canada),
Bionet (Cornwall, U K.), Chemservice Inc. (West Chester, PA), Combi-blocks (San Diego, CA),
Crescent Chemical Co. (Hauppauge, NY), eMolecules (San Diego, CA), Fisher Scientific Co.
(Pittsburgh, PA), Fisons Chemicals (Leicestershire, UK), Frontier Scientific (Logan, UT), ICN
Biomedicals, Inc. (Costa Mesa, CA), Key Organics (Cornwall, UK.), Lancaster Synthesis
(Windham, NH), Matrix Scientific, (Columbia, SC), Maybridge Chemical Co. Ltd. (Cornwall,
UK.), Parish Chemical Co. (Orem, UT), Pfaltz & Bauer, Inc. (Waterbury, CN), Polyorganix
(Houston, TX), Pierce Chemical Co. (Rockford, IL), Riedel de Haen AG (Hanover, Germany),
Ryan Scientific, Inc. (Mount Pleasant, SC), Spectrum Chemicals (Gardena, CA), Sundia Meditech,
(Shanghai, China), TCI America (Portland, OR), Trans World Chemicals, Inc. (Rockville, MD) u
WuXi (Shanghai, China).

[0086] [logxopsiiue CNpaBOUYHUKU M HAy4dHbIE TPYIbl, KOTOPbIE AETATU3UPYIOT CHHTE3
peareHTOB, MPUMEHUMBIX IPH MOJYYEHUH ONMUCAHHBIX B HACTOSILIEM JOKYMEHTE COSAMHEHUH MIIN
NPENOCTABIISIIOT CCBUIKM HAa CTaThH, KOTOPbIE ONMCHIBAIOT MOJY4YEHHE, BKJIIOYAOT B ceds,
Harpumep, "Synthetic Organic Chemistry", John Wiley & Sons, Inc., New York; S. R. Sandler et
al., "Organic Functional Group Preparations," 2nd Ed., Academic Press, New York, 1983; H. O.
House, "Modern Synthetic Reactions", 2nd Ed., W. A. Benjamin, Inc. Menlo Park, Calif. 1972; T.
L. Gilchrist, "Heterocyclic Chemistry", 2nd Ed., John Wiley & Sons, New York, 1992; J. March,
"Advanced Organic Chemistry: Reactions, Mechanisms and Structure", 4th Ed., Wiley-Interscience,
New York, 1992 JlonmomHUTENbHBIE MOAXOSINNE CHPABOYHUKH W HAYYHBIE TPYIbI, KOTOPBIE
NETaU3UPYIOT CHHTE3 PEareHTOB, MPUMEHMMbBIX MPH MOJyYEHHH OIMHCAHHBIX B HACTOSIIEM
JIOKYMEHTE COSMHEHHI WM MPEIOCTABIISIIOT CCUIKK Ha CTaThH, KOTOPbIE OMUCHIBAOT MOJTyYEHHE,
BKIIOYarOT B ceOs, Hampumep, Fuhrhop, J. and Penzlin G. "Organic Synthesis: Concepts,
Methods, Starting Materials", Second, Revised and Enlarged Edition (1994) John Wiley & Sons
ISBN: 3-527-29074-5; Hoffman, R.V. "Organic Chemistry, An Intermediate Text" (1996)
Oxford University Press, ISBN 0-19-509618-5; Larock, R. C. "Comprehensive Organic
Transformations: A Guide to Functional Group Preparations" 2nd Edition (1999) Wiley-VCH,
ISBN: 0-471-19031-4; March, J. "Advanced Organic Chemistry: Reactions, Mechanisms, and
Structure" 4th Edition (1992) John Wiley & Sons, ISBN: 0-471-60180-2; Otera, J. (editor)
"Modern Carbonyl Chemistry" (2000) Wiley-VCH, ISBN: 3-527-29871-1; Patai, S. "Patai's
1992 Guide to the Chemistry of Functional Groups" (1992) Interscience ISBN: 0-471-93022-9;
Solomons, T. W. G. "Organic Chemistry" 7th Edition (2000) John Wiley & Sons, ISBN: 0-471-
19095-0; Stowell, J.C., "Intermediate Organic Chemistry" 2nd Edition (1993) Wiley-
Interscience, ISBN: 0-471-57456-2; "Industrial Organic Chemicals: Starting Materials and
Intermediates: An Ullmann's Encyclopedia" (1999) John Wiley & Sons, ISBN: 3-527-29645-X,
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B 8 Tomax; "Organic Reactions" (1942-2000) John Wiley & Sons, B Oonee yem 55 ToMax u
"Chemistry of Functional Groups" John Wiley & Sons, B 73 Tomax.

[0087] KoHkpeTHbIe W aHAJIOTHYHBIE PEAreHThl TAKKe WACHTH()HLUUPYIOTCS C TMOMOIIBIO
MHIEKCOB H3BECTHBIX XHMHYECKHX BEIIECTB, IOATOTOBJIEHHbIX XWMHUECKOH pedepaTHBHON
CIyk00l AMEpPUKAHCKOrO XHMHUYECKOro OOINeCTBa, KOTOPbIE JOCTYIHBI B  OOJIBIIMHCTBE
nyONMYHBIX W YHUBEPCHTETCKUX OHONIMOTEKax, a Takke uepe3 0a3bl MAAHHBIX OHJIAHHOBBIE
(AmepukaHcKkoe XummUueckoe o0mecTBo, Bammurron, okpyr KomymOusi, MOXKHO CBsI3aThbCsl ISt
Oonee monpoOHON MHpopManmu). XUMHUYECKHE BELIECTBA, KOTOPbIE M3BECTHBI, HO HE SIBJISIFOTCS
KOMMEPYECKH JOCTYITHBIMH B KaTaJlOraxX, MOTYT ObITh U3TrOTOBJIEHBI IO MHAWBUYAJIbHOMY 3aKa3y
NPeNnpUsATUIMA XUMHUYECKOTO CHHTE3a, IZleé MHOTHME CTaHIApPTHBIE NPEANpHSTUS 10 INOCTAaBKE
XMMHUKATOB (HampuMep, NMEepPeYrCIeHHbIE BBIIIE) MPENOCTABISIIOT YCIYTH MO WHAMBUAYAJIbHOMY
cunTesy. CchliKa JUIsl ONyYeHus] U BbiOOpa (papMalieBTHUECKHX COJiel KapOaMaToB MUMepa3HHa,
ONMCAHHBIX B HACTOsIIIEM AOKyMeHTe, npencrasisier coboir P. H. Stahl & C. G. Wermuth
"Handbook of Pharmaceutical Salts", Verlag Helvetica Chimica Acta, Zurich, 2002.
JlonosiHuTeIbHBIE (JOPMBI PACKPBITBHIX B HACTOSIIIEM A0KYMEHTe Kap6aMaToB NUNepa3HHa
H3omepsl

[0088] Kpome TOro, coriacHoO HEKOTOPBIM BapHUAaHTaM OCYILECTBJICHHs ONUCAHHBIE B
HACTOSIILIEM TOKYMEHTE COEIMHEHHS CYIIECTBYIOT B BUE TeOMeTpHYecKrX n3omepoB. CoriacHo
HEKOTOpPbIM BAapUAHTAM OCYLIECTBJICHHS OIUCAHHbIE B HACTOSIIEM JOKYMEHTE COCIMHEHUS
o0NagaroT ONHOW WJIM HECKOJIBKHUMH JBOWHBIMH CBs3SIMH. lIpeAcTaBieHHbIE B HACTOSIIIEM
JOKYMEHTE COeUHEHUs BKITIOYAKOT B ce0s BCE IIUC, TPaHC, CHH, aHTH, entgegen (E) u zusammen
(Z) m3omeprl, a TakKe WX COOTBETCTBYIOLIME CMECH. B HEKOTOPBIX CHTyalHsX COCOMHEHUS
CYLIECTBYIOT B BUJIe TayTOMepOB. ONICAHHBIE B HACTOSIEM JOKYMEHTE COCIMHEHUS BKIFOYAIOT
B ceOsi BCE BO3MOXKHBIE TAayTOMEPhl B ONHCAHHBIX B HACTOSIIEM AOKyMeHTe (opmyiax. B
HEKOTOPBIX CHTYaLHUsIX OMUCAHHBIC B HACTOSIIIEM JOKYMEHTE COSAMHEHUS O0JIaNat0T OHUM WU
HECKOJBKUMH XHPAIbHBIMU LIEHTPAMH, W KXKIbIH HEHTP CymecTByeT B R-koHpurypauuu uimm S-
koH(urypaunu. ONUCaHHbIE B HACTOSIIEM JOKYMEHTE COEIMHEHHUS BKIFOYAOT B ceOs Bce
IMaCcTEePEOMEpHbIE, SHAHTHOMEPHBIE U SMUMEpPHbIe (OPMBI, & TAaKXK€ HX COOTBETCTBYIOIIHE
cmecu. CorlacHO JOTIOIHUTENbHBIM BapUAHTAM OCYIIECTBIICHHUS IPEACTABICHHBIX B HACTOSIIEM
IOKYMEHTE COEIMHEHUH M CrnocobOB CMeCH 3HAHTHOMEPOB W/WIH JIHACTEPEOU3OMEPOB,
NOJY4YeHHbIE B  pe3yJbTaTeé OHOW  MpEmapaTWBHON  CTaguy, KOMOWHALMH WA
B3aUMOIIPEBPAIIEHHs], MPUMEHUMBI JUII OMHCAHHBIX B HACTOSALIEM IOKYMEHTE MPUMEHEHHH.
CornacHO HEKOTOPBIM BapHAHTAM OCYLIECTBIIEHUs] OMHCAHHBIE B HACTOSINEM JOKYMEHTE
COEMHEHUs] TOJNYYalOT B BUAE ONTHYECKH YHCTBIX HSHAHTHOMEPOB IYTEM XUPAJIBHOTO

Xpomarorpaduueckoro pasgeneHusi paueMudeckoil cmecu. COrllacCHO HEKOTOPBIM BapHaHTaM
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OCYLIECTBJICHHs] OMHCAHHBIE B HACTOSIEM IOKYMEHTE COEIMHEeHHUs] MONy4YaloT B BHUIE HX
OTHEJbHBIX CTEPEOM30MEPOB MyTEM B3aMMOICHCTBUS PALIEMHYECKOH CMECH COEIMHEHHsS C
ONTHYECKH AKTHBHBIM PA3IEIISIOIIMM CPEICTBOM C 00pa3OBaHUEM Mapbl TUACTEPEOU3OMEPHBIX
COeIMHEHUH, pa3[eNieHns] TUacTePeOMEPOB U HM3BJICUEHHs ONTHUYECKH YHCTBIX YHAHTHOMEPOB.
CornacHO  HEKOTOpbIM  BAapUaHTaM  OCYIUECTBJCHHS  MPEATNOYTHTEIbHBIMU  SIBJISIOTCS
IMCCOLMUPYEMbIE KOMILUIEKCH (HampuMep, KPHUCTAJUIMYECKHE IHACTePEOMEpHbIE COJIH).
CornacHO HEKOTOPbIM BapUAaHTaM OCYIIECTBJCHHUS JHACTEPEOMEpPbl HMEIOT pPas3IH4YHbIe
¢dusnueckne cBoiicTBa (HAampuMep, TOYKH IUIABJCHHUS, TOYKH KHIICHHUS, PaCTBOPUMOCTD,
peakIMOHHAsI CIIOCOOHOCTD | T.JI.) ¥ Pa3NeNsIOTCs C UCIIOJIB30BAHUEM 3TUX paszyinuunii. CornacHo
HEKOTOPbIM  BapHaHTaM  OCYIUECTBJICHHUS  OMACTEPEOMEpbl  PAa3AESAIOT  XHPAIbHOM
xpomarorpadueiil WM, MpeArnoYTHTENbHO, CIOCO0aMU pa3liesieHHs/ pa3peleHnsi, OCHOBAHHbIMU
Ha pa3In4usX B pacTBOPUMOCTH. COrNlaCHO HEKOTOPHIM BapUAHTAM OCYIIECTBIICHUS] ONTHUECKH
YUCTBII HHAHTHOMEp 3aTeM H3BJEKAIOT BMECTE C pa3AeIHUTENbHBIM CPEICTBOM JHOOBIMH
NPAKTHYECKHMH CPEACTBAMH, KOTOPBIE HE MIPUBOAAT K PALlEMHU3ALINH.

MeueHble coelMHeHUs

[0089] Takxxxe B HacTOAIIEM TOKYMEHTE MPEACTABIEHbI 00OTrallleHHbIE H30TOMIAMH aHAJIOTH
IPEeNyCMOTPEHHBIX B HACTOSIIEM AOKyMeHTe coenauHeHud. COrllacHO HEKOTOPbIM BapHaHTaM
OCYIIECTBJIEHHsI OTIUCAHHBIE B HACTOSIIIEM IOKYMEHTE COEAMHEHHS CYIIECTBYIOT B X H30TOIHO-
mMedyeHHbIX (opmax. CoriacHo HEKOTOPbIM BapHAHTAM OCYIIECTBIICHHS pPACKPHIThIE B
HACTOSIIIEM JOKYMEHTE CHOCOOBI BKIIFOYAKOT B ce0si criocoObl JieueHus: 3a00yeBaHUi MmyTemM
BBEIEHHMsT TAaKUX H30TOMHO-MEUEHHbIX coenrHeHnid. COrjgacHO HEKOTOPhIM BapHaHTaM
OCYINECTBJICHUS] PACKPBITbIE B HACTOSIIEM JOKYMEHTE CIOCOOBI BKJIFOYAKOT B ceOsi CriocoOb
JedeHus: 3a00NIeBaHUI TyTeM BBEAEHHs TAKMX HM30TOMHO-MEYEHHBIX COCTUHEHHI B Ka4yeCTBe
(apmaneBTHYecKuX KoMmnosuiuii. TakuM 00pa3oM, COIrJIACHO HEKOTOPHIM BapHaHTaM
OCYILIECTBJICHHSI PACKPBIThIE B HACTOSILIEM JOKYMEHTE COEAMHEHNUS BKJIIOYAIOT B Ce0s1 H30TOIMHO-
MEYEHHbIE COEIMHEHMs], KOTOpPbIe HIEHTUYHbI TEM, KOTOpbIE MEPeYHCIeHbl B HACTOSIIEM
JIOKYMEHTE, 3a HMCKJIIOYEHHEeM TOro, YTO OAMH HWJIM HECKOJIbKO aTOMOB 3aMEHEHbI aTOMOM,
UMEIOIIUM aTOMHYI0 MacCy MJIM MacCOBOE YUCIIO, OTJIMYHOE OT aTOMHOM MacChl HJTH MacCOBOTO
YKCNa, KaK MPABUIIO, BCTPEUAOLIerocs: B mpupoae. [IpuMepsl H30TOMOB, KOTOPbIE BKIIFOUYEHBI B
COeIMHEHHs MO HACTOSILIEMY H300pPETeHHIO, BKJIOYAIOT B ce0si M30TOMBI BOJOPOAA, YINIEpOsa,
aszoTa, kuciopona, gocdopa, cepsl, Gropa u xnopuaa, Takue xak ~H, *H, ’C, 1*C, ®N, B0, "0,
3S1p, 32p, 35S, 18F y 3°Cl, coorercTBeHHO. OMUCAHHbBIE B HACTOSAIIEM JOKYMEHTE COEIUHEHHS U
(papMaLIeBTHYECKH TPHUEMJIEMbIE COJIM, CJIOXKHbIE J(UPbL, COJbBATHL, THUAPATHI MM HX
NPOU3BOJIHBIE, KOTOPbIE CONEPIKAT BBILIEYKA3aHHBIE M30TOMbI W/WJIN OPYTHe HU3OTOMbI APYTHX

dTOMOB, BXOIAT B 00beM HaCTOAIICTO 1/1306peTeH1/1;1. HeKOTOpre HU30TOIMHO-MCUCHHBIC
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COENIMHEHMS], HATIPUMED, Te, B KOTOpblE BKIIOUEHbI PaHOAKTHBHbIE M30TOMbI, TakKue Kak “H u
YC, npumenumbl B aHanm3ax pacnpesieieHHsi JeKapCTBEHHOTO CPeNCcTBa W/WIU cyOcTpara B
TkaHu. MeuenHsle TpuTueM, T.e. °H wu yraepoa-14, Tte. 'C, wusoromsl ocobeHHO
NPEATIOYTUTENbHBl U3-32 MX TPOCTOTHI TMONy4eHHss U OOHapykeHHs. Kpome Toro, 3ameHa
TKENLIMA ~ H30TONAMH, TaKMMU Kak fdeiftepuii, To ecTb “H, gaer omnpeneieHHbIE
TEpaneBTHUECKUE MTPENMYILIECTBa, OOYCIOBIEHHBIE OobIel MeTabonn4yeckoil CTaOUIBHOCTBIO,
HaMpUMep, YBEIUYEHHEM TMepHOAa TMONYBBIBENCHUS [N ViVO WIM CHUKEHHEM TpeOOBaHUU K
nosupoBke. COrjgacHO HEKOTOPBIM  BapHAaHTAM  OCYINECTBJIEHHS  H30TOITHO-MEYEHHBIE
coenHeHus, (papMaleBTHUECKU NTPHEMIIEMbIE COJH, CIIOXKHBIE 3(UPBI, CONbBATHI, THAPATHI HIIN
UX MTPOU3BOJHBIE MOJYYAIOT JFOOBIM MOIXOMSIINM CIIOCOOOM.

[0090] UzoronHoe oboramenue (Hampumep, nAeitepupoBaHue) (apMaleBTHUECKIX
cpeacts s yayduenus ¢papmakokuHetuku (“PK”), ¢papmakomunamuku (“PD”) u nmpodunei
TOKCUYHOCTH paHee ObLIO MPOJEMOHCTPUPOBAHO C HEKOTOPBIMH KJIACCAMHU JIEKAPCTBEHHBIX
cpeacts. Cm. Hanpumep, Lijinsky et. al., Food Cosmet. Toxicol., 20: 393 (1982); Lijinsky et. al.,
J. Nat. Cancer Inst., 69: 1127 (1982); Mangold et. al., Mutation Res. 308: 33 (1994); Gordon et.
al., Drug Metab. Dispos., 15: 589 (1987); Zello et. al., Metabolism, 43: 487 (1994); Gately et.
al., J. Nucl. Med., 27: 388 (1986); Wade D, Chem. Biol. Interact. 117: 191 (1999).

[0091] be3 orpaHudeHus: Kakoi-muOO KOHKPETHOW TeOpHel, H30TOMHOe olorameHue
JIEKAPCTBEHHOTO CPEACTBA MOXKHO HCIIONIb30BaTh, Hampumep, i (1) yMeHbLIeHUS WM
YCTPAHEHUS] HEKENATeNbHbIX MeTa0OJUTOB, (2) YBETHUYEHUs] MEepPUOAA TMONYKU3HU HUCXOIHOTO
JIEKapCTBEHHOTrO cpencTBa, (3) yMeHbIIeHUs 4YHCNa 103, HEOOXOMMMBIX Ui JOCTHKEHUS
skenaemoro d¢ddexra, (4) yMeHbIIEHUS KOJWYECTBA HO3bI, HEOOXOAMMOWN JJii NOCTHKEHUS
xemaemoro s¢dexra, (5) yBenuueHus oOpa3OBaHUsI AKTUBHBIX METAOOJUTOB, €CJIU OHH
obpasyrotcst, w/uiu (6) yMEHbIIeHHs] TPOU3BOACTBA BPEIHBIX METAOOJUTOB B OMPEAENIEHHBIX
TKaHSX W/WIKM co3maHust Oojee 3(PQEeKTUBHOrO JIEKapCTBEHHOIO CpEeACTBA H/WiIH Oojee
0e30MacHOro JIEKapCTBEHHOT'O CPEACTBA JJIi KOMOMHUPOBAHHOW TEPAIuy, HE3aBUCHMO OT TOTO,
SIBJISIETCS JTM KOMOMHUPOBAHHAS TEPAIHs HAMEPEHHON WJIH HET.

[0092] 3amMeHa aroMa OAHUM M3 €r0 M30TOIMOB YacCTO MPUBOAUT K U3MEHEHHI) CKOPOCTHU
XUMHUYECKON peakiuu. ITO SIBJICHHE U3BECTHO KaK KWHETHYeCKwid n3oTonHbli 3¢ dext (“KIE”).
Hanpumep, ecimu cBssb C-H paspeiBaeTcss BO BpeMst CTaAMH ONPEAENEHHUS CKOPOCTH
XUMHYECKOH peakuuu (T.€. CTaguu ¢ HAHOOJbIIeH SHEPrueil mepexoqHOro COCTOSHUS), 3aMeHa
aelTepueM 3TOro BOJOPOAA MPUBEAET K CHUKEHHUIO CKOPOCTH PEAKIUU M MPOLECC 3aMEIIUTCSL.
3TO sIBNEHNE N3BECTHO KaK KMHeTH4YeCKui nzoronusiii 3¢ ekt nerirepus (“DKIE”). (Cmotpure,
Hanpumep, Foster et al., Adv. Drug Res., vol. 14, pp. 1-36 (1985); Kushner et al., Can. J. Physiol.
Pharmacol., vol. 77, pp. 79-88 (1999)).
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[0093] Benmnunna DKIE wmoskeT ObITh BbIpa)Ke€Ha KaK OTHOIIEHHE CKOPOCTEH ITaHHOM
peaxuuy, B KOTOpoH pa3pbiBaercs cBsizb C-H, u Toli ke peakuiuy, B KOTOPOH nelTepuii 3aMeHseT
Bogopoxa. DKIE moxet BapbupoBats ot 1 (6e3 m3oTonHoro s¢¢exra) 10 0ueHb OONBLINX YHCE,
Takux Kak 50 wnm Oosee, 4TO O3HAYAET, YTO PEAKIHS MOXKET OBITh B MATHAECAT MIH Oojee pas
MEIJICHHee, KOrjga IeHTepuil 3aMeHsieT BOAOpOA. be3 orpaHuuYeHHsi KOHKPETHOM TEOpHUEH,
Boicokue 3HaueHuss DKIE wmoryt ObITh 4YacCTHYHO BBI3BAHBI SIBJICHHEM, H3BECTHBIM Kak
TYHHENbHBIH 3(Q(}eKT, KOTOpBI SBJIAETCS CIEACTBUEM NPUHLUINA HEONPENeTeHHOCTH.
TynHenbHBIN 3¢ (eKT NPUMUCHIBAETCS MaJIOW Macce aroMa BOAOPOAa M MPOUCXOAUT IOTOMY,
YTO MEePEXOAHbIE COCTOSHUS C YYaCTHEM IMPOTOHA MOTYT MHOTZIa 00pPa30BBIBATHCS B OTCYTCTBHE
HeoOXxoaumol sSHepruu aktuBanuu. [lockonbky nedTepuili mMMeeT OONBIIYIO MAaccy, YeM
BOJIOPOA, CTATUCTUYECKU BEPOATHOCTD 3TOTO SIBJICHUSI 3HAUUTENBHO HIDKE.

[0094] Tpuruit  (“T”) mnpencraBiser co0Oil  pagUOAKTHBHBIA H30TON  BOAOPOIA,
UCITIOJB3YEeMbIll B HCCIENOBAHMSX, B TEPMOSIAEPHBIX PEAKTOpax, HEMTPOHHBIX I€HEpaTopax U
pannodapmaneBTHYECKUX npenaparax. Tputuil npencrasisier coO00il aToM BOJOPOAA, KOTOPBIH
COIEPKUT 2 HEHWTPOHAa B sipe M XapaKTepusyeTcss aTOMHOH Maccod, Ommskod k 3. OH
BCTPEYAETCsl B MIPUPOZE B OKPY’KAIOLIEH Cpele B OYeHb HU3KMX KOHLEHTPALUSAX, Yalle BCEro
obnapyxusaercst B Bune 120. Tpuruii pacnanaercss MemieHHO (mepuon moaypacrnaga = 12,3
rofia) ¥ UCIyCKaeT HU3KOXHEPreTHYeCKyl OeTa-4acTHily, KOTOpas HE MOXET IPOHUKHYTh BO
BHEIHUI CJIOW KOXH 4YelloBeka. BHyTpeHHee 0OJiydeHHE SIBNISIETCS OCHOBHOWM OMNMACHOCTBIO,
CBSI3aHHOW C 5TUM HM30TONOM, OJHAKO HEOOXOAMMO MPOTJIOTHTb OOJBIIHE €ro KOJIUYECTBA,
9YTOOBI 3TO MPENCTABJISIO 3HAYUTENBbHBIA PHUCK MU 3A0poBbs. I10 cpaBHEHHIO ¢ nelirepueM
HEOOXOIMMO MOTPeOUTh MEHbIIEe KOJHMYECTBO TPUTHS, MPEXKIE YeM OH JOCTUTHET OMacCHOTO
ypoBHs. 3amena tputuem (“T7) Bomopoma mMpPUBOAUT K eime OoJjiee MPOYHOH CBSI3H, YeM
AeWTepuii, U JaeT YUCICHHO OOJBIINI U30TOMHBIN 3 eKT.

[0095] AHaJIOTHYHBIM 00pa30M, 3aMeHa M30TOMOB Ha JIPYTHe 3JIEMEHTHI, BKJIFOYasi B ceOsl,
0e3 orpannyenus, 13C umu 14C nns yroepona, 33S, 34S umu 36S mst cepwr, 15N st a3ora u
170 wnu 180 ans kucnopona, 00eCeunuT aHAIOTHYHbIe KHHETUYECKHE U30TOMHbBIE 3P PEKTHI.
[0096] OpraHusM >KHBOTHOTO JKCIPECCHPYET pa3inyHble (PEPMEHTHI C LENbI0 yaaIeHUsS
MOCTOPOHHUX BELIECTB, TaKUX Kak TepamneBTUYeCKHe CpeICTBa, U3 CBOEH CHUCTEeMbI
KpoBooOparueHus. [Ipumepsl Takux (pepMeHTOB BKIIIOHAOT B cedsi pepmeHTsl nutoxpom P450
(«CYP»), screpady, mporeasy, penyKTasy, HETUAPOTeHa3y W MOHOAMHHOKCHA3y, YTOOBI
pearnpoBaTh C 3THMH Yy>KEPOAHBIMH BELIECTBAMU M IMpeBpallaTh HX B 0Oojiee MOJSPHbIC
NPOMEXKYTOUYHBIE COSIUHEHHs MM METa0ONHUTBI Ul MOYEYHOH 3KCKpeuuu. Hekotopble u3
HanOoJiee paCIpPOCTPAHEHHBIX METabONMYeCKUX peakuui (apMaleBTHUECKUX COEIUHEHUH

BKJIIOYAIOT B ce0si okucnenwe yriepon-somoponaHoin (C-H) cBssm po nmbo yriepon-
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kucnoponuoit (C-0), nmubo yrnepon-yrnepoanoi (C-C) mu-cesizu. [lonydeHHble MeTabOIHTHI
MOTYT OBITh CTAOMIIBHBIMH WJIM HECTAOMIBHBIMU B (PU3MOJIOTUYECKUX YCIOBUSX U MOTYT UMETh
CYIIECTBEHHO pa3Hble (apMakOKMHETHYeCKHe, (apMaKkOIUHAMHYECKHE U  OCTpble U
JOJTOCPOYHbIE MPOPUIM TOKCUYHOCTH MO CPABHEHHIO C HMCXOAHBIMU COoequHeHMsMHU. Jlis
MHOTHX JIEKAPCTB TAKHE OKHUCIEHUs] MPOUCXOAST OBICTpO. B pe3ympraTe 3TH JI€KapCTBEHHBIE
CpeACTBa YaCTO TPEOYIOT BBEIEHUS] HECKOJIBKUX HIIN BBICOKHX CYTOYHBIX J03.
[0097] HzoronHoe oforameHue B ONPEAENIEHHBIX MOJIOKEHUSX MPEIyCMOTPEHHOTO B
HACTOSIEM JOKYMEHTE COCAMHEHHUs MOKeT NpUBOAUTH K oOHapyxuaemomy KIE, koropsrit
BIMsAET Ha (papMakOKMHETHUecKue, (HapMakoIOrM4ecKre W/WUIM TOKCUKOJOrMYecKHe Mpoduiu
NPEAYCMOTPEHHOTO B HACTOSIIIEM JOKYMEHTE COEIMHEHHUs MO CPaBHEHUIO C AHAJIOTHMYHBIM
COEMHEHUEM, MMEIOIINM NPUPOAHBIA H30TOMHBIM cocTaB. COrjJacHO OJHOMY BapUaHTY
OCYLIECTBIIEHUs oOOraiieHue nerrepueM OCyIlecTBIsA0T B MecTe pacieruienus: C-H-cBsa3u Bo
BpeMsi MeTaboInu3Ma.
[0098] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUs OIUCAHHbIE B HACTOSILEM
JIOKYMEHTE COEIMHEHUS METSIT IPYTHMU Croco0amy, BKIIOUAKOIIUMH, O€3 OrpaHHYeHHs,
npuMeHeHHe XpoMo(opoB MM (IyOPEeCLUEeHTHBIX (PparMeHToB, OHMOTIOMHHECLIEHTHBIX METOK
WIN XEeMUTFOMUHECLIEHTHBIX METOK.
[0099] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS IMPEIYCMOTPEHO COENUHEHHE
bopmyisl (A):

CF3

o)
Fgc/lgo)kr?/\l
R .

dopmyia (A),
rae:
R! npencrasnser coboii Bogopon umu aeiTepuii;
kaxeii R2, R?, R* u R® npencrasiser coboii neitrepwui;
n npexacrasisier coboii 0, 1, 2, 3,4, 5, 6, 7 unu 8§,
p npexacrainsieT codoii 0, 1 wu 2;
q mpexacrasisier codoii 0, 1, 2 wm 3 u
t mpencrasisier coboii 0, 1,2, 3,4, 5, 6, 7 wnn §;
rae xorma R! mpencrasnser coboii Bomopon, Toraa Mo MeHbIlel Mepe OAMH H3 n, p, q U t
npeacTaBisier codoit ue 0

W €ro (I)apMaL[eBTI/ILIeCKI/I npuemjieMas COJib U COJIbBAT.
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[00100] CornacHoO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUS MPEIYCMOTPEHO COCAWHEHUE

dopmynni (A) unu ero GpapmalieBTUHECKH ITpHEMIeMasi CONlb M cofbaaT, Tae R! npencrasnser

coboit Bomopoa. CorjgacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHS MPEAyCMOTPEHO

coequHenue Gopmybl (A) uu ero gpapMaleBTHIECKH IpHeMIeMas COlb UM CONbBart, rae R

MPECTABJISIET

MPENyCMOTPEHO
COJIbBAT, THE N
MPENyCMOTPEHO
COJIbBAT, THE N
MPEyCMOTPEHO
COJIbBAT, THE N
MPEyCMOTPEHO
COJIbBAT, TIE N
MPEyCMOTPEHO
COJIbBAT, THE N
MIPEyCMOTPEHO
COJIbBAT, IIe N
MPenyCMOTPEHO
COJIbBAT, TIE N
MPEeNyCMOTPEHO
COJIbBAT, TIE N
MPENyCMOTPEHO
COJIbBAT, THE N
MPEeNyCMOTPEHO
COJIbBAT, THE P
MPENyCMOTPEHO
COJIbBAT, THE P
MPENyCMOTPEHO
COJIbBAT, THE P
MPENyCMOTPEHO
COJIbBAT, THE (
MPENyCMOTPEHO
COJIbBAT, THE (
MPENYyCMOTPEHO

COJIbBAT, THE (

coboii  pmeiirepuii. CoriacHO HEKOTOPbIM BapHaHTaM  OCYIIECTBIICHUS
coequHeHne Gopmyiel (A) win ero papmMareBTHUECKH MpUeMiieMasi COJlb MU
npeacrasisier coboit 0. CormacHO HEKOTOPHIM BapHAaHTAM OCYIIECTBIICHHS
coequHeHne Gopmyiel (A) win ero papmMareBTHUIECKH MpUeMiieMas Cojib N
npeacrasisier coboit 1. CornacHO HEKOTOPHIM BapHAaHTAM OCYIIECTBIICHHS
coequHeHne Gopmyiel (A) win ero papmMareBTHUIECKH MpUeMieMasi Cojlb MU
npeacrasisier coboit 2. CorjnacHO HEKOTOPHIM BapHaHTAM OCYIIECTBJICHHUS
coenuHeHue Gopmynel (A) unm ero apMaLeBTHUECKH MpUeMIIeMasi COb UIIH
npencrasisier coboli 3. CornacHO HEKOTOPBIM BAapHAHTAM OCYIIECTBIICHUS
coenuHenue Gopmynsl (A) wim ero papManeBTHUECKH MpUeMIIeMast COIb WIIH
npencrasisier coboli 4. CornacHO HEKOTOPBIM BAapHAHTAM OCYINECTBIIEHUS
coenuHenue Gopmynsl (A) wim ero papManeBTHUECKH MpUeMIIeMast COIb UIIH
npencrasisier coboli 5. CornacHO HEKOTOPBIM BAapHAaHTAM OCYINECTBIICHUS
coenunenue Gopmyinel (A) uam ero apMaLeBTHUECKU MpUEMIIEMasi COJb UJIH
npexacrasisier coboit 6. CorjacHO HEKOTOPbIM BapHAHTAM OCYIIECTBIICHHS
coenuHeHue Gopmyiiel (A) win ero papmMareBTHUYECKH MPUEMIIeMasi COJIb MU
npexacrasisier coboit 7. CorjacHO HEKOTOPHIM BapHAaHTAM OCYINECTBIICHHS
coenuHeHue Gopmyiiel (A) wim ero papmMareBTHUYECKH MpUEMyIeMasi COJIb WU
npexacrasisier coboit 8. CorjacHO HEKOTOPHIM BapHAHTAM OCYINECTBIICHHS
coequHeHue Gopmyiel (A) wiu ero papmMareBTHYECKH MpUeMiieMasi COJIb WU
npexncrasisier coboit 0. CorjacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHS
coequHeHue Gopmyiel (A) wiu ero GapmMareBTHYECKH MpUeMiieMasi COJb WU
npeacrasisier coboit 1. CorjacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHS
coequHeHue Gopmyiel (A) wim ero papmMareBTHYECKH MpUeMiieMasi COJIb WU
npexncrasisier coboit 2. CorjacHO HEKOTOPhIM BapHAHTAM OCYIIECTBIICHHS
coequHeHne Gopmyiel (A) win ero papmMareBTHYECKH MpUeMiieMasi COJb WU
npeacrasisier coboit 0. CorjmacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHS
coequHeHne Gopmyiel (A) win ero GapmMareBTHYECKH MpUeMiieMasi COJb WU
npexncrasisier coboit 1. CormacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHS

coequHeHue Gopmyiel (A) win ero papmMareBTHYECKH MpUeMiIeMasl COJb WU

npexncrasisier coboit 2. CorjmacHO HEKOTOPHIM BapHAaHTAM OCYINECTBIICHHS
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coequHeHne Gopmyiel (A) win ero papmMareBTHYECKH MpUeMiieMasi COJb WU

coNlbBaT, rae ( mnpeacrasisger coboil 3. CoracHO HEKOTOPBIM BapHUAHTAM OCYIIECTBIICHHS

NPEenyCMOTPEHO
coJibBar, rzae t
NPEenyCMOTPEHO
coJibBar, rzae t
NPEenyCMOTPEHO
coJibBaT, rae t
NPEenyCMOTPEHO
coJibBaT, rae t
NPenyCMOTPEHO
coJibBat, rue t
NPenyCMOTPEHO
coJibBat, rue t
NPenyCMOTPEHO
conbBar, rae t
NPEnyCMOTPEHO

coJibBar, rme t

coequHeHne Gopmyiel (A) win ero papmMareBTHYECKH MpUeMiieMasi COJlb MU
npencrasisier coboit 0. CorimacHO HEKOTOPHIM BapHUaHTaM OCYILIECTBIIEHHS
coequHeHne Gopmyiel (A) win ero papmMareBTHUYECKH MpUeMiIeMasi COJlb MU
npencrasisier coboit 1. CorimacHO HEKOTOPHIM BapHUaHTaM OCYLIECTBIIEHHS
coequHeHne Gopmyiel (A) wim ero papmMareBTHUYECKH MpUeMiIeMasi COJlb N
npencrasisier coboit 2. CoriaacHO HEKOTOPHIM BapHUaHTaM OCYLIECTBIICHHS
coequHeHne Gopmyiel (A) mwin ero papmMareBTHUYECKH MpUeMiieMas Cojlb MU
npencrasisier coboit 3. CorimacHO HEKOTOPHIM BapHUaHTaM OCYLIECTBIIEHHS
coequHeHne Gopmyiel (A) mwiu ero papmMareBTHUYECKH MpUeMieMasi Cojlb MU
npencrasisier coboit 4. CorinacHO HEKOTOPHIM BapHUaHTaM OCYLIECTBIICHHS
coenuHenue Gopmynsl (A) wim ero papManeBTHUECKH MpUeMIIeMast COIb WU
npencrasisier coborr 5. CornacHO HEKOTOPBIM BAapHaHTaM OCYIINECTBIICHHS
coenuHenue Gopmynsl (A) wim ero papManeBTHUECKH MpUeMIIeMast COIb WU
npencrasisier cobori 6. CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBIICHHS
coenunenue Gopmyinel (A) unu ero papMaleBTHUECKU MpUEMIIEMasi COJb UJIH

npencrasisier cobol 7. CornacHO HEKOTOPBIM BapHAaHTaM OCYINECTBJICHHS

npeayCMOTpPeHO coenuHeHne Gopmyibl (A) wiu ero papmMareBTHYECKH MpUeMyieMasi COJlb MU
COJIbBAT, rje t mpencrapisier codoi 8.

CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJICHHUS MPENYCMOTPEHO coenarHeHue Gopmyibl (A)
unu ero (apMaLeBTUYeCKH Mpuemiemas colb WX conbbaT, rae R! mpencrasnser coboii
neiirepuli, n npencrasisier codoit 0, p mpencrasnsier coboit 0, q npenctasisier codoii 0 u t
npencrasisier coboii 0. CoriacHO HEKOTOPBhIM BapHAaHTAM OCYINECTBJCHHUS MPEIyCMOTPEHO
coequHenne Gopmynsl (A) uau ero GpapMaleBTHIECKH TpHeMiIeMas COlb MM CONbBart, rae R!
npeacTaBisier coOOW BOIOpPOX, N TpeactaBisier coboit 1, p mpencraemser coboit 0, q
npexncrasisier coboit 0 m t mpencraBmser coboit 0. CorjacHO HEKOTOPHIM BapHAHTaM
OCYILIECTBIIEHHSI TPEAYCMOTPEHO coennHeHne ¢opmyisl (A) wmiu ero (¢apManeBTHUECKH
npueMnemas cojib Uiu conbsaT, rae R! npencrapnser coboii Bomopos, n npeacTasiser coboii 0,
p mpencrasnsier codoit 1, q mpencrasisier coboit 0 m t mpeacraBisier coboiri 0. CormacHo
HEKOTOPbIM BapUaHTaM OCYLIECTBIICHHS MPEAYCMOTPEHO coenuHeHue (opmyisbl (A) win ero
(apmaniepTHUeCKH TpueMieMas colb MMM combBaT, rae R! mpencrasnser coboil Bomopon, n
npencTasisier codoit 0, p mpexncrasnsier coboii 0, q mpeacraensier codo 1 u t mpencrapusieT
coboit 0. CornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJCHHS MNPEAYCMOTPEHO COSTUHEHHE

dopmyni (A) unu ero GapMalieBTUHECKH ITpUEMIeMasi CONlb MK cofbaaT, Tae R! mpencrasmnser
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coboii Bogopon, n npexacrasisiet codoit 0, p mpencrasisier coboii 0, q mpencrasisier coboii O u t
npencrasisier coboii 1. CornacHo HEKOTOPBhIM BapHUAHTAM OCYILECTBJICHHUS MPEAyCMOTPEHO
coequHenue Gopmysl (A) uau ero GpapMaleBTHIECKH IpHeMiIeMas COlb UM CONbBart, rae R
npencTasisier cobol Bomopox, n mpencramisier cobol 8, p mpencraBmsier coboit 0, q
npexacrasisier coboit 0 m t mpencraBmser coboit 0. CormacHO HEKOTOPHIM BapHAHTaM
OCYILIECTBIIEHUsS] TPENYCMOTPEHO coenanHeHne ¢opmynsl (A) mmu ero (¢apManeBTHYECKH
npuemieMas cojlb MM conbBaT, Tae R! npexncrasnsier coboii Bonopon, n mpeacTapser coboii 0,
p mpencrasnsier codoit 0, q mpencrasiser coboit 0 u t mpeacrasisier coboi 8. CormacHo
HEKOTOPBbIM BapUaHTaM OCYIIECTBJICHHS MPEAYCMOTPEHO coenuHeHue (Gopmytibl (A) WM ero
(apmaneBTHUECKH TpUeMsIeMast CONb MM combBaT, rae R' mpencrasnser coboif Bomopon, n
npencTasisier codoit 8, p mpexncrasisier coboit 0, q mpexacrasnsier codoi 0 u t mpencrasisieT
coboit 8. CoriacHO HEKOTOPbIM BapHAaHTaM OCYIIECTBJICHUS NPEAYCMOTPEHO COENUHEHUE
dopmynb (A) unu ero papMaleBTHUECKH TIpHEMIeMas cojlb MM conbBar, Tae R! mpencrasmser
coboii meliTepuii, n mpencrasisieT coboii 8, p mpeacrasisieT codoli 2,  mpeacTasisier codoit 3 u
t mpencrapisier codoii 8.

[00101] CornacHO HEKOTOPBIM BapUaHTaM OCYILECTBJIEHHS MPENyCMOTPEHO COEIUHEHHE,
xapakTepusyromeecss CTpykrypoir X-Y-Z, rtaoe X-Y-Z mnpencraBimsoT  coOod  moOyro

koMmOuHarmio u3 X, Y u Z, onpeaeneHHbIx B Tabaunax 2-4.

X Y
K A N - A \
GFs © R%q
| CF
FaC 707 TN O °
R’ N /
GoN
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T ro [ 2

Taoauua 2
X X X
CFsz O CFs O CFz O
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CornacHo HEKOTOPBIM BapHaHTaM OCYIICCTBJICHUA NPEAYCMOTPEHO COCAHWHCHUC

[00102]

dbopmysl (B):
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®opmyna (B);

rae:
R! npencrasnser coboii Bonopon unu aeitrepuii;

kaxapii R%, R u R npencrapnser coboit nelirepwuii;

KaxabIi R mpencTasiser coboi HE3aBUCUMO BOIOPO WU JIEHTepHii;

n npexcrasinsier codoit 0, 1,2, 3,4, 5, 6, 7 unu §;

p npeacrasisier coboit 0, 1 i 2 u

q nmpezacrasisier codoii 0, 1, 2 wnu 3;

rne xorna R! mpencraBnser coGoit Bomopon, Torma Mo MeHbluedl Mepe OfMH U3 N, p U (
npescTaBsier coboii He O Ui 1o MeHbIueil Mepe onuH R° npencrasnser coboii aeiitepui;

wiu ero (hapMaLeBTHYECKH pUeMIIeMasi COJIb HJIH COJIbBAT.

[00103] CoriacHO HEKOTOpPHIM BapHaHTaM OCYIIECTBJICHHUS MPEIYCMOTPEHO COCAWHEHUE
dopmynsl (B) unu ero apmarieBTHIECKH MpHEMIIeMasi COllb WM coJbBat, Tae R! mpencrasmnser
coboii  Bomopon. CorjmacHO HEKOTOPBIM BapHaHTaM  OCYLIECTBICHHS IPENyCMOTPEHO
coequuenne Gopmysl (B) umm ero gapmaneBTHUeCKH MpHeMIeMasi Colb HIN coibsaT, rae R!
npexacrasisier cobori  gedtepuii. COrlaCHO HEKOTOPbIM — BapHaHTaM  OCYIIECTBIJICHUS
npeaycMoTpeHo coenuHenue Gopmyisl (B) win ero gapmaneBTHyecKy mpuemiieMast Cojib WK
conbBatr, rae n mpexacrasisier coboit 0. CorjacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHS
npeaycMoTpeHo coenuHenue Gopmysl (B) win ero gapmaneBTHyecKy mpuemiieMasi Cojib WK
conbBatr, rae n mpexacrasisier coboit 1. CorjmacHO HEKOTOPHIM BAapHAHTAM OCYIIECTBIICHHS
npeaycMoTpeHo coenuHenue Gopmyisl (B) win ero gapmaneBTruuecku mpuemiieMasi Cojib WIH
conbBat, rae n mpexacrasisier coboil 2. CorjacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHS
npeaycMoTpeHo coenuHenue Gopmynsl (B) win ero gapmaneBTruyecky mpuemiieMasi Cojib WIH
conbBat, rae n mpexacrasisier coboit 3. CorjacHO HEKOTOPHIM BAapHAHTAM OCYIIECTBIICHHS
npeaycMoTpeHo coenuHenue Gopmyisl (B) win ero gapmaneBTHuecky mpuemsieMast Cojib WK
conbBar, rae n mpexacrasisier coboit 4. CormacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHS
npeaycMoTpeHo coequHeHue Gopmyisl (B) win ero gapmaneBTHuecKky mpuemiieMasi Cojib WK

CONBBAT, Ine n mpeacrasisseT coboil 5. CoracHO HEKOTOPBIM BapHUAHTAM OCYLIECTBIICHHS
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npeaycMoTpeHo coenuHeHue Gopmyisl (B) win ero gapmaneBTHuecKky mpuemiieMast Cojib WK
conbBat, rae n mpeacrasisier coboit 6. CormacHO HEKOTOPHIM BAapHAHTAM OCYINECTBIICHHS
npeaycMoTpeHo coequHenue Gopmyisl (B) win ero gapmaneBTryuecky mpuemiieMasi Cojib WK
conbBat, rae n mpexacrasisier coboit 7. CorjmacHO HEKOTOPHIM BapHAHTAM OCYINECTBIICHHS
npenycMoTpeHo coequHenue Gopmyisl (B) win ero gapmaneBTryuecky mpuemiieMasi Cojib WK
conbBat, rne n mpexacrasisier coboit 8. CormacHO HEKOTOPHIM BapHAHTAM OCYINECTBIICHHS
npeaycMoTpeHo coequHenune Gopmyisl (B) win ero gapmaneBrryuecky mpuemiieMasi Cojib WK
conbBat, rne p npeacrasisier coboit 0. CormacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHHUS
npeaycMoTpeHo coequHeHne Gopmyisl (B) wnn ero gapmaneBrryuecky npuemsieMasi Cojib WK
conbBat, rne p npeacrasisier coboit 1. CormacHO HEKOTOPHIM BapHAHTAM OCYINECTBIICHHUS
npenycMoTpeHo coequHenne Gopmyisl (B) wim ero gapmaueBruyuecky npuemsieMasi Cojib WK
conbBat, rne p npeacrasisier coboit 2. CormacHO HEKOTOPHIM BapHAaHTAM OCYIIECTBJIEHHS
npenycMOTpeHo coenuHerne Gopmydsl (B) mnm ero ¢apmaneBrudecku npruemiemas Cojib WIH
combBaT, rae ( mnpencrasisger coboit 0. CorllacHO HEKOTOPbIM BapHUAHTAM OCYIIECTBIICHHSI
npenycMOTpeHo coenuHerne Gopmydsl (B) mm ero ¢apmanesrudecku npuemiemas Cojib WIH
combBaT, rae ( mnpexcrasisier coboit 1. CorlacHO HEKOTOPbIM BapHAHTAM OCYIIECTBIICHHS
npenycMOTpeHo coenuHerne Gopmydsl (B) mnm ero ¢apmanesrudecku npuemiemas Coib WIH
conbBat, rae ( npexacraBisier coboit 2. COrjacHO HEKOTOPHIM BapHAHTAM OCYIIECTBJICHHS
npeaycMoTpeHo coenuHeHue Gopmysl (B) wan ero gapmaneBTHYecKy MpUeMIIeMast COJIb HJTH
conbBat, rae ( npeacrasisier coboit 3. CoOrjacHO HEKOTOPhIM BapHAHTAM OCYINECTBIICHHS
npeaycMoTpeHo coenuHeHue Gopmysl (B) win ero gapmaneBTHyecKy MpueMiieMast CoJib WU
combBat, rae one R’ mpencrasnsier coGoit meliTepuii. COrnacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBIIEHHS] TPEAYCMOTpeHO coeanHeHue ¢opmyasl (B) umm ero (¢apmaneBTHUECKH
npuemieMas CoNb M CONbBAT, Trae aBa R° mpexactaBnsioT coboii meditepmii. CormacHo
HEKOTOpPBIM BapHaHTaM OCYIIECTBIEHHs MPEeayCMOTpeHO coenuHenue (opmynsl (B) mwimm ero
(apmanieBTHUECKH pHEMIIEMas CONb UM CONMbBAT, Te Tpu R mpescrasistoT coboii aeiTepuii.
CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBICHHs MPEAyCMOTPEHO coenuHerune Gopmyier (B)
Ui ero (apMaleBTHUECKU MpHeMIeMas COJb MM CONbBAT, Tie 4eThipe R° mpencTaBisioT
coboii peiirepmii. CormacHO HEKOTOPHIM BAapHUAHTAM OCYIIECTBJICHUS IPENyCMOTPEHO
coenuHeHue Gpopmyiel (B) miu ero ¢papmalieBTHUECKH MPUEMIIEMasi COJIb HITH COJIbBAT, TTIE TISITh
R’ mnpencrapnsoT coboii melrepuii. COrnacHO HEKOTOPBIM BAapHAHTaM OCYIIECTBJIEHMS
npeaycMoTpeHo coenuHenue Gopmysl (B) win ero gapmaneBTHuecKky mpuemiieMast Cojib WK
combBat, rae mectb R’ mpencraBasioT coboil neiirepuii. COrnacHO HEKOTOPbIM BapUaHTaM
OCYILIECTBIIEHHs] TPEAYCMOTpeHO coeanHeHne ¢opmyasl (B) mmm ero ¢apmaneBTHUeCKH

npuemieMas Ccojb HJIM CONbBAaT, rae ceMb R° mpencraBnsiorT coboii aeiirepuii. CornacHo
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HEKOTOpPBIM BapHaHTaM OCYILIECTBIEHHs NPEayCMOTPeHO coenuHenne ¢opmynsl (B) mimm ero
dapmalieBTUUeCKH TIpuemieMas CONb MM CONbBAaT, Tie Kaxabii R mpencrasnser coboit
nevitepuii. COrnacHO HEKOTOPHIM BapHAaHTaM OCYLIECTBIEHUS MPEIYCMOTPEHO COEIMHEHUE
dopmynst (B) unu ero papmarieBTHIECKH MpHEMIIeMasi CONlb UK cofbBat, rae R! mpencrasmnser
co0oii neitepwii, n mpencrasisier codoii 0, p nmpexacrasnsier codoit 0, q mpencTasisier codoi 0 u
kaxapli R® npexncrasnsier coboii Bomopoa. COrnacHO HEKOTOPLIM BAPUAHTAM OCYILECTBIEHHUS
npeaycMoTpeHo coequHenune Gopmyisl (B) win ero gapmaneBrryuecky mpuemiieMasi Cojib WK
conbBart, rae R npencrasnser coboit Bomopoa, n mpeacrasisieT coboii 1, p mpencTasaser coboit
0, q mpencTasseT coboit 0 u kaxabii R> npencrapaser coboit Bonopon. CoraacHo HEKOTOPHIM
BapUAHTaM  OCYINECTBJICHMS TIpPeNyCMOTpeHO coenuHeHue ¢opmyasl (B) wmmm  ero
(apmaneBTHUECKH TpUeMsIeMasi CONb MMM combBaT, rae R' mpencrasnser coboif Bomopon, n
npencTasiser coboit 0, p mpexacrasusier coboit 1, q mpencrasaser coboit 0 u kaxabii R’
npencrasisier  coboit  Bomopon. CornacHO  HEKOTOPBIM — BapUaHTaM  OCYLIECTBIICHHSI
HpenycMOTpeHo coenuHerne Gopmydsl (B) mnm ero ¢apmanesrudecku npuemiemas Coib WIH
combaar, rae R npencrasnser coboii Bomopos, n npencrasiser coboii 0, p mpencrasuser coboit
0, q mpeacTapsieT coboii 1 u kaxaeii R npencrasnser co6oit Bogopoa. COriacHo HEKOTOPHIM
BapUAHTAM  OCYINECTBJICHMS TMPEIyCMOTPeHO coenuHeHue ¢opmyasl (B) wim  ero
(apmanepTuuecku mpuemieMas coib MMM combBaT, rae R! mpencrasnser coboif Bomopon, n
npencrasnsger coboii 0, p mpexcrasmsier coboit 0, q mpencraeiser coboit 0 m omuH R’
npexacrasisier cobori  geitepuii. COryllaCHO HEKOTOPbIM — BapHaHTaM  OCYIIECTBIICHUS
npeaycMoTpeHo coenuHeHue Gopmysl (B) win ero gapmaneBTHyecKy MpueMiieMast CoJib WU
conbBart, rae R! npencrasnser coboit Bomopox, n mpexacrasisieT coboii 8, p mpeacTaBaseT coboit
0, q mpexacTasiseT coboit 0 u kaxabli R> npencrasnser coboii Bogopon. COraacHO HEKOTOPHIM
BapUAHTAM  OCYINECTBJICHMS MPENyCMOTPeHO coenuHeHue ¢opmyasl (B) wmm  ero
(apmanepTHuecKu mpuemsieMasi colb MMM combBaT, rae R! mpencrasnser coboif Bomopon, n
npencTasnser coboit 0, p mpexncTasusieT coboit 0, q mpexcTasiaser coboit 0 M kaxabii R’
npexacrasisier coboli  pedtepuii.  CoOrylaCHO HEKOTOPbIM — BapHaHTaM  OCYIIECTBIJICHUS
npeaycMoTpeHo coenuHenue Gopmyisl (B) win ero gapmaneBTHuecKy mpuemiieMasi CoJib UIH
coneBart, rae R! npencrasnser coboit Bomopon, n mpexacrasisieT coboii 8, p mpeacTasiaseT coboit
0, q mpencrasseT coboii 0 u kaxaelil R’ npeacrasiser coboit neiirepuii. COrlacHo HEKOTOPHIM
BapUAHTaM OCYINECTBJICHMS TMPENyCMOTPeHO coenuHeHue ¢opmyasl (B) wmm  ero
dapmarieBTHUeCKH TpUeMiIeMas CONb MU combBat, rae R! mpencrasnser coboii neiitepwuii, n
npencTasiaser coboii 8, p mpeacTaBisieT coboil 2, q mpencTasiser coboil 3 u kaxabii R’

npeacTaBysieT CoOON neHTepuii.
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[00104] CornacHoO HEKOTOPBIM BapHAHTaM OCYLIECTBJIEHUSI MPEIYCMOTPEHO COCIUHECHUE,
xapakTepusyromieecst CTpyktypoit X’-Y’-Z’, rme X’-Y’-Z’ mnpenctaBisitoT coOoH JHOOyIO

kombOuHanmo u3 X', Y’ u Z’, onpefeneHHyo B Tadinumax 5-7.
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[00105] CornacHo Apyromy acnekTy MpeayCMOTPEHO COENUHEHHE, XapaKTepHU3YIOLIeecs

CTPYKTYPOU:

W ; YT ero
(apmarieBTHYECKH IPUEMIIEMAasi COJIb HJTH COJIbBAT.

dapmalieBTUUECKHU IPUEMIIEMBIE COJIN

[00106] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUsS OINHMCAHHbIE B HACTOSIIEM
JOKYMEHTE COCOUHEHMs CYLIECTBYIOT B BHIE HX (HapMaLEBTHUYECKH MPUEMIIEMBIX COJIEH.
CornacHO HEKOTOpPBIM BapUaHTAM OCYLIECTBJICHUS PACKPBITble B HACTOALIEM JOKYMEHTE
croco0bl  BKIIIOYWAIOT B ceOs crmocoObl JiedeHHs 3a0O0JIeBaHMM IMyTeM BBEOEHHS TaKHX
dapmareBTHYecKu npuemsieMbix coyieil. COrjlacHO HEKOTOpPBIM BapHAaHTAM OCYIIECTBIICHHS
pPacKpBITBIE B HACTOSIIEM JOKYMEHTE CHOCOObI BKJIIOYAKOT B Cce0sl CrOCOOBI JIEYSHHUs
3a00NieBaHUI TyTeM BBENCHUS TakuX (papMalleBTHUECKH MPUEMIIEMBIX COJIEHl B KauecTBe
(apMareBTHYECKUX KOMITO3ULIUH.

[00107] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs OMNMCAHHbIE B HACTOSIIEM
JOKYMEHTE COEIUHEHHUs] COAep KaT KHUCJIOTHblE WJIM OCHOBHBIE TPYIIbI U, CIEA0BaTEJIbHO,
pearmpyroT ¢ JIOOBIM M3 psga HEOPTaHWYECKUX WJIM OpPraHWYeCKHX OCHOBAHUN W
HEOPraHMYECKUX W OPTraHMYECKHUX KHCIOT ¢ oOpa3soBaHHeM (papMaleBTHUECKH MPUEMIIEMON
conu. CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUs 3TU COJU MOJyYaloT i1 Sifi BO BpeMsl
OKOHYATEJIbHOTO BBIENIEHUs] U OUYHUCTKU COCTUHEHUHN MO HACTOSIILIEMY H300PETEHUIO HITH NMyTEM
OTAENBHOW peakUUH OYHIIEHHOrO COEIUWHEHHMs B €ro cBoOomHOH ¢opme ¢ moaxonsmen
KHUCJIOTOH MJTM OCHOBAHHEM U BbIEJICHHs] 00Opa30BaHHON TaKMM 00pa3oM COJIH.

ConbBaTeI
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[00108] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIIEHUs OINMCAHHbIE B HACTOSIIEM
JIOKYMEHTE COEOMHEHMS CYIIECTBYIOT B BHIE COJbBATOB. B HacTosmeM H300peTeHUH
NPEAyCMOTPEHBI CIIOCOOBI JIeueHHsI 3a00eBaHN MTyTEM BBEICHHUS TAKUX CONbBAaTOB. Hactosmee
u300peTeHre TOMOMHUTENbHO OTHOCHTCSI K croco0am JiedeHHs 3a00JeBaHNN MyTeM BBEIECHUS
TaKMX COJIbBATOB B Ka4eCTBE (PapMaleBTUIECKIX KOMITO3ULIHH.

[00109] ConbBatel comepkaT JIHOO CTEXHOMETPUUECKHE, JIHOO HECTEXHOMETPHUUECKHE
KOJINYECTBA PACTBOPUTEIS U, COTJIACHO HEKOTOPHIM BapUaHTaM OCYIIECTBIICHUs, 00pa3yroTcs B
npouecce KpUCTALTH3ALUKN ¢ (papMaleBTHUECKH PUEMIIEMbIMU PACTBOPUTENSIMHU, TAKUMH Kak
BOJA, 3TaHON W T.I. I'maparel oOpasyroTCs, KOrJa pPacTBOPUTENIEM SIBJISETCS BOAA, HIIU
aNKOroNAThl 00pa3yroTcs, Korjma pacteopureneMm siisgercss cnupT. ConbBaThl OMHMCAHHBIX B
HACTOSIIIEM TIOKYMEHTE COEANMHEHUI yA0OHO Mosiy4yaTh Ui 00pa3oBbIBATh B XO/I€ ONHCAHHBIX B
HACTOsILIEM JOKYMEHTE MpouneccoB. TOJIbKO B KadyecTBe NPUMEPA, TUAPATHI OMNMCAHHBIX B
HACTOSIIIIEM JIOKYMEHTE COeIMHEHMH yAOOHO TOoNy4aTh NepeKpUcTajuin3almeil M3 CMecH
BOJHBII/OpPraHUUECKUI PaCTBOPHUTENb, WCIONB3ys OPraHUYeCKHe PACTBOPUTENH, BKIIOYAS B
cebsi, ©Oe3 orpaHuyeHus, JAUOKCaH, Terparuapodypan wiu MeraHoid. Kpome Toro,
NPEICTABJICHHbIE B HACTOSALIEM  JOKYMEHTE  COEJUHEHHs]  CYIIECTBYHOT Kak B
HECOJIbBATUPOBAHHOMN, TaK M B COJbBATUPOBaHHOW ¢opme. Kak mpaBuio, CONbBaTUPOBAHHbBIE
(bOpMBI CYMTAIOTCS] SKBUBAJIEHTHBIMH HECOJIbBATUPOBAHHBIM (POpMaM Iisl 1eJiel COeIMHEHUH U
CroCcO0OB, MPEACTABICHHBIX B HACTOSLIEM JOKYMEHTE.

IIponekapcrsa

[00110] CornacHO HEKOTOpPHIM BapHaHTaM OCYLIECTBJIIEHUsS OMNHMCAHHbIE B HACTOSIIEM
JOKYMEHTE COENHMHEHHs] CyIIeCTBYIOT B (opme mpojekapcTB. B HacrosimeM wu3oOpereHuu
NPEAYCMOTPEHBI COcOoObI  JieueHHs: 3a00JIeBaHUIA IMyTeM BBEACHUS TAKUX MPOJIEKAPCTB.
HacTositiee nzobperenne Takke OTHOCUTCS K Croco0aMm JiedeHus: 3a00JIeBaHHUH MyTeM BBEIEHHSI
TaKUX MPOJIEKAPCTB B KaueCTBE (PapMaLleBTHUECKUX KOMITO3ULIUH.

[00111] CormacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHS MPOJICKAPCTBA BKJIKOYAIOT B
ce0st coeTMHEeHNs], B KOTOPBIX aMUHOKHCIIOTHBIN OCTATOK FUTH MOJIMIIENTUAHAS LeNb U3 BYX WJIN
Oonee (HarpuMep, OBYX, TPEX HMIIHM YETHIPEX) aAMUHOKHCIOTHBIX OCTATKOB KOBAJIEHTHO CBSI3aHA
yepe3 AaMHIOHYK WIH CIOKHO3(HPHYKO CBsI3b CO CBOOONHOW aMHHO, THUAPOKCH WM
KapOOKCUJIbHOW TPYIION COEMUHEHUH MO HACTOSIIEMY H300peTeHU0. AMHHOKHUCIOTHBIE
OCTaTKH BKJIIOUAIOT B ce0si, Oe3 orpaHudeHus, 20 BCTPEUAOIINXCS B MPUPOAEC AMUHOKHCIIOT, a
TAKXKE€ BKJIIOYAIOT B ce0s 4-TUAPOKCHUIIPOJHMH, THAPOKCHIIM3WH, JIE€MO3MH, HM30EMO3MWH, 3-
METUITUCTHINH, HOpBaJIWH, O€Ta-aJlaHWH, TaMMa-aMUHOMACIISIHYIO KHCIIOTY, LUTPYJUINH,
TOMOLIUCTENH, TOMOCEPHH, OPHUTHH W MeTHOHUHCYIb(OoH. COrjmacHo APyruM BapHaHTaM

OCYHIECCTBJICHHUA TMPOJCKAPCTBAa BKIIKOYAKOT B cebst COCAUHCHUA, B KOTOPbIX OCTATOK
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HYKJICHHOBOW KHCJIOTHI MJIM OJIMTOHYKJIEOTHU] U3 ABYX WM Oojee (Hampumep, ABYX, TPEX WU
YETBhIPEX ) OCTATKOB HYKJIEMHOBOH KHUCIIOTHI KOBAJIEHTHO CBSI3aH C COEAMHEHUEM I10 HACTOSIIIEMY
M300PETEHHIO.

[00112] dapmaLeBTUYECKU IPUEMIIEMbIE IPOJIEKAPCTBA OMNUCAHHBIX B HACTOSALIEM
IOKYMEHTE COENMHEHHH TaKke BKIIOYAIOT B ceds, 0e3 OorpaHu4eHus, CIOXKHbIE 3PUPHI,
kapOoHaTkl, THOKapOOHAThI, N-alMJIbHbIE MPOU3BOIHBIE, N-allMJIOKCHAIKIIIbHBIE TPOU3BO/HBIE,
YeTBEPTHYHbBIC MMPOU3BOJHbBIC TPETHUHBIX aMUHOB, N-OCHOBaHUsI MaHnHuxa, ocHoBanus ludda,
AMMHOKHUCIIOTHBIE KOHBIOTaThI, (ochaTHbie 3(PUPBI, CONU METANIOB U CyJb(OHATHBIE 3(PUPHL
CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHS COEJUHEHUs, COAEpKallre CBOOOIHBIE
aMMHO, aMUAO, TUIPOKCH WM KapOOKCHIJIbHBIE TPYIIIBI, IPEBPAINAIOTCS B IPOJIEKAPCTBA.
Hanpuwmep, cBoOomHble KapOOKCHIIbHBIE T'PYMIbI JE€PUBATU3UPYIOTCS B BUAE aMUAOB WM
CJIO’KHBIX aJIKMJIOBBIX 3(HpOB. B HEKOTOPBIX ciyuasix BCEe 3TH MPOJIEKApCTBEHHbIE (PparMeHThI
BKJIIOUAIOT B ce0sl rPyMIibl, BKJIOYAOImKe B ceOs1, 0e3 orpaHnYeHus], GyHKIHOHAIbHbIE TPYIIIIbI
npocToro 3¢upa, aMiUHa 1 KapOOHOBOI KHUCIIOTHL.

[00113] Iunpokcu-nponekapcTBa BKIOYAIOT B ceOsi COkHBbIe 3(QHpBI, Takue Kak, Oe3
OTPaHMYEHUs], ALMIOKCHAIKUJIOBbIE (HANpHMep, AalWIOKCHMETHJIOBbIE, AaLMIOKCHATHUIIOBBIE)
CJIOXKHBbIE 3(QUPBI, ATKOKCHMKAPOOHMIIOKCHAJIKIJIOBBIE CIOXKHBIE 3(UPBI, ATKUIOBBIE CIOKHBIE
3(UpBI, APUIIOBBIE CIOKHBIE YPUPBI, CIOKHBbIE dPUPbI POCHOPHON KUCIOTHI, CIOKHBIE PUPHI
CYIb(OKUCIIOTHI, CyJb(haTHbie 3QUPBl U COAEpIKAIIUe AUCYIbPUA CIOKHBIE d3PUPHI, MPOCThIE
3¢upsI, aMHUIbI, KapOamMarsl, TIOJTYCYKI[HATHI, IMMETHIAMHHOALIETAThI u
dbochopunokcumeTriokcukapOoHuiTel, Kak ykazaHo B Advanced Drug Delivery Reviews 1996,
19, 115.

[00114] IIponekapcTBa, MPOW3BONHBIE aMHHA, BKJIOYAIOT B cedsi, Oe3 oOrpaHu4YeHws,
CIIENYIOLIHE TPYIIITBI 1 KOM6I/IHaLII/II/I TPYIIIT:
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[00115] B omnpeneneHHBIX cy4asix CalThl HA JEOOBIX y4acTKaxX apOMaTHYECKOrO KOJbLA

YyBCTBUTCJIbHbBI K pa3sIMYHbIM MeTa0O0IMIECKAM peaKkuusm, MO3TOMY BKJIFOUCHUC
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COOTBETCTBYIOLINX 3aMECTHTEJEH B CTPYKTYphl apOMAaTHUYECKOro KOJbIAa YMEHBIIAET,
MHUHMMH3UPYET UIIH YCTPAHSET 3TOT META0OINUECKUH MMy Th.

dapmaneBTHYECKHE KOMIIO3HIIHH
[00116] CornacHo omnpeaeneHHbIM BapHaHTaM OCYIIECTBJICHHs] OMMCAHHOE B HACTOSALLEM
nokymernre coenuaenne ¢opmynel (I), (Ia), (Ib), (A) wm (B) BBOASAT B BHAE YHUCTOrO
XuMH4Yeckoro BemiecTBa. COrliacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHUS OINHMCAHHOE B
HactosimeM pnokymeHTe coenmHeHue ¢opmynsl (1), (Ia), (Ib), (A) wm (B) obvenmustOT C
(dapMareBTUYECKH TMOAXOISAINNM HIJIM TPHEMJIEMbIM HOCHUTENeM (Takke O0O03Ha4aeMbIM B
HACTOSIEM  JOKYMEHTE Kak (apMaleBTUYeCKH Mmoaxonsmee (WIM  IpUEeMIEMOE)
BCIIOMOTaTeJIbHOE  BEIIeCTBO,  (Pu3MONOrmMuecKku  momxomsimee  (WIM — IpUeMIIEMOe)
BCIIOMOTaTeIbHOE BELECTBO MM (PU3NOJOTHUECKHU MOAXOMAIINN (UM TPUEMIIEMBI) HOCUTETb),
BBIOpAaHHBIM HAa OCHOBE BBIOPAHHOTO TYTH BBEACHUS U CTAaHAAPTHOM (apmareBTHYeCKON
NPAKTHKH, KaK OMHUCaHO, Hampumep, B Remington: The Science u Practice of Pharmacy
(Gennaro, 21 Ed. Mack Pub. Co., Easton, PA (2005)).
[00117] COOTBETCTBEHHO, B HACTOSIIIEM JOKYMEHTE MPeoyCMOTpeHa (apMarieBThudecKast
KOMITO3ULMSL, COZep:Kalasi Mo MeHbIIeH Mepe OIHO OIMCAHHOE B HACTOALIEM JOKYMEHTE
coenunenue popmysl (1), (Ia), (Ib), (A) wnu (B) unu ero papmManeBTUIECKU puemiieMasi CoJib
WIH COJNbBAT BMECT€ C OIHUM WJIM HECKOJbKAMH (hapMaleBTHYECKH MPUEMIIEMbIMU
HocuTensiMu. Hocurenb(u) (WM BCOMOTraTebHOE BEIIECTBO(A)) SIBJISETCS MPUEMIIEMBIM HITH
NOAXONSALINM, €CITH HOCUTENb COBMECTHMM C JPYTHMMH MHIPEIMEHTAMHU KOMIIO3MLIUK M HE
SIBJISIETCSI BPEHBIM JIJIs1 pELIUNHUEHTa (T.€. CyObeKTa) KOMIO3HULIUH.
[00118] CornacHO OTHOMY BapHaHTY OCYIIECTBIIECHUS MPENyCMOTPEHA (papMarieBTUYECKast
KOMITO3ULIMSI, copeprkaias (papManeBTUYeCKU TNPUEMIIEMOE BCIIOMOTATENIbHOE BELIECTBO U
coequnenue Gopmybl (1) wim ero papmManeBTHUECKH TPUEMIIEMYIO COJIb.
[00119] CornacHO OTHOMY BapHaHTY OCYIIECTBIIEHUS MPENyCMOTPEHa (papMarleBTHYECKast
KOMITO3ULIMSI, copepskamas (papManeBTUYeCKH TNPUEMIIEMOE BCIOMOTATENIbHOE BELIECTBO M
coenunenue Gopmyel (Ia) mmu ero papManeBTUIECKU IPUEMIIEMYEO COJIb.
[00120] CornacHO OTHOMY BapHaHTY OCYIIECTBIIECHUS MPENyCMOTPEHa (papMalieBTHIECKast
KOMITO3ULIWSL, copeprkaias (papManeBTUYeCKH TNPUEMIIEMOE BCIIOMOTATENIbHOE BELIECTBO U
coenunenue popmyel (Ib) mnmm ero papmaneBTHUIECKH TPUEMIIEMYIO COJTb.
[00121] CornacHO OTHOMY BapHaHTY OCYIIECTBIICHUS MPEIyCMOTPEHa (papMalleBTHIECKast
KOMITO3ULIMSL, copeprkaiasi (papMaleBTUYeCKd TNPUEMIIEMOE BCIOMOTATENIbHOE BELIECTBO U
coenunenue popmyiel (II) nunm ero papmaneBTUIECKH TPHEMIIEMYIO COJIb.
[00122] Cormacuo IPyTOMy BAPUAHTY OCYILECTBIICHUSA NpenyCcMOTPEHA

bapmareBTHUeCKast KOMITO3ULNS, COCTOSLIYIO MO CYIIECTBY U3 (papMarieBTHUECKH MPHUEMIIEMOTO
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BCTIIOMOTaTeNbHOrO BemecTBa M coenuHeHuss ¢opmyasl (I) mnm ero ¢apmaneBTHUECKH
npuemaemoii  conu. CorjacHO ApyroMy BapHaHTy  OCYLIECTBJIEHUsl IMPEAyCMOTpEHa
bapmaneBTHUeCKast KOMITIO3HLIUS, COCTOSIIAS MO CYIIECTBY U3 (papMaLeBTUYECKH IPUEMIIEMOTO
BCIIOMOTaTEbHOrO BellecTBa U coequHeHuss (opmynel (la) wmm ero ¢apmaneBTHUECKH
npuemaemoin  conu. CorjacHO ApyroMy BapHaHTy  OCYLIECTBJIEHHs IMPEAyCMOTpEHa
(bapmanieBTHUECKast KOMITIO3HLIUS, COCTOSIIAS MO CYIIECTBY U3 (papMaLeBTUYECKH MPUEMIIEMOTO
BCIIOMOTaTeNbHOrO BemiecTBa U coenuHeHus ¢opmynel (Ib) wnmm ero ¢apmaueBTHuecku
npuemaemoin  conu. CorjacHO ApPYroMy BapHaHTy  OCYLIECTBJIEHHs IMPEAyCMOTpEHa
bapmarieBTHUECKass KOMIIO3HLIUS, COCTOSIIAS MO CYIIECTBY U3 (papMaleBTUYECKH MPUEMIIEMOTO
BCIIOMOTaTeNbHOro BemiectBa M coeanHeHust ¢opmynel (II) wnm ero ¢dapmanesruuecku
MIPUEMIIEMOU COJIH.

[00123] CornacHo omnpeaeneHHbIM BapHaHTaM OCYILECTBJIEHUs] OMMCAHHOE B HACTOSLLEM
nokymente coeaunenue Gopmyisl (1), (Ia), (Ib), (A) unu (B) siBAsieTcss MO CYIIECTBY YHCTBIM,
TaK KaK OHO COIEPXKUT MEHee 4eM NPUOIM3UTENbHO 5% WM MeHee YeM NmpuOnmsuTenbHo 1%,
Wi MeHee 4yeM npubmmsurensHo 0,1% Ipyrux OpraHMYecKHX MajlbIX MOJIEKYJI, TaKHX Kak
3arpsI3HAIOIINE MTPOMEXKYTOUHBIE MPOAYKTHI WM MOOOUHBIE MPOAYKTHI, KOTOPBIE 00pa3yroTcs,
HaIpuMep, Ha OTHOW MJIM HECKOJIBKHMX CTaIUsIX Criocoda CHHTEe3a.

[00124] Ot (papmaueBTHUECKHE KOMIIO3MLMU BKJIKOYAIOT B Cce0sd KOMITO3ULWH,
NOAXOMALINE JUIS MEePOPAbHOTO, PEKTAJIBHOIO, MECTHOrO, OYKKaJbHOTO, MapeHTEPATbHOrO
(HampuMep, TOAKOXKHOTO, BHYTPUMBILIEYHOTO, BHYTPUKOKHOTO WJIM  BHYTPHBEHHOTO)
BarMHAJIBHOTO, O(TATBbMOJIOTMYECKOTO HITH a3PO30JIbHOTO BBEICHHS.

[00125] HUnnroctpaTuBHbIe (apMalleBTHUECKUE KOMIIO3UIUN HUCIIONB3YIOTCS B (opme
(apMarieBTHYECKOro Mpernapara, HarmpuMep, B TBEPIOW, MOJYTBEPAOW WM KUAKOH Qopme,
KOTOpAasi BKJIFOYAET B Ce0s1 OJTHO MJIM HECKOJIBKO PACKPBITBIX COSIMHEHHI B KAYeCTBE aKTHBHOTO
UHTPEANEeHTa B CMECH C OpPraHW4YecKMM WJIM HEOPraHHYeCKUM HOCHUTENeM WU
BCIIOMOTaTE€bHbIM  BELIECTBOM, MOAXOMAIIMM JUIsl  Hapy>KHOTO, OSHTEPAIbHOIO MU
MapeHTepalbHOro npuMeHeHusi. COrjjacHO HEKOTOPBhIM BapHaHTaM OCYLIECTBJIEHUs AKTHBHBIN
UHTPEOUEHT CMEIINUBAIOT, HANpUMep, C OObIUHBIMH HETOKCHYHBIMH, (apMaleBTHUECKU
NPUEMJIEMBIMHA HOCHTEJSIMH JUIE TaOJIETOK, MeJUIeT, KamcCyJ, CYMIO3UTOPHEB, PaCTBOPOB,
SMYJIbCUH, CyCneH3ud W Jro0oi Apyroit Gopmbl, MOAXOASINEH Il TMPUMEHEHUs. AKTHBHOE
LIEJIEBOC COCAMHEHHE BKJIIOYEHO B (PapMALEBTUYECKYI0 KOMITO3UIMIO B KOJHYECTBE,
JOCTATOYHOM JUJIsl OKa3aHHUsI JketaeMoro 3 dexra Ha mporece Wil COCTOsSTHUE 3a00JIeBaHUs.
[00126] CornacHO HEKOTOPBIM BapUAHTAM OCYINECTBJICHUS JJIsI IPUTOTOBJIEHUSI TBEPIbIX
KOMITO3ULIMHA, TAaKUX KaK TaOJeTKH, OCHOBHOH AaKTHBHBI WHIPEAMEHT CMEIIMBAIOT C

(I)apMaLIeBTI/ILIeCKI/IM HOCHUTCJIEM, HAIIpUMEP OOBIYHBIMHA HUHIPEAUCHTAMU JIA Ta6J'IeTI/IpOBaHI/I$I,
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TAaKUMH KaK KyKypYy3HBIH Kpaxmall, JIAKTO3a, caxapo3a, COpOWT, TalbK, CTEAPHHOBAsl KHCIOTA,
creapaT MarHus, AUKanpluil ¢ochar WM KamMenum € IpyrHMH  (papManeBTHUYECKUMH
pa3baBuTENsIMH, HampuUMmep BOAOW, M1 OOpa3oBaHUS TBEPHOM  KOMIIO3MLUHU  JUIS
NPEABAPUTENBHOIO MPUTOTOBJICHUS, COMEPIKAIIEH TOMOT€HHYI0 CMECh PACKPBITOTO COSTMHEHUS
WIA €ro HETOKCHYHOU (apmaneBTHUeCKH mnpuemiieMoil coiu. Korma 3TH KOMITO3WLIUU IO
NPUAAHUS UM JIEKAPCTBEHHOM (POPMBI HA3BIBAIOTCS] TOMOT€HHBIMHU, 3TO O3HAYAET, YTO AKTUBHBIN
UHTPEIUEHT PaBHOMEPHO pacmpereNieH MO BCeH KOMIIO3HMLUH, TaK YTO KOMITO3HLIHMIO JIETKO
pa3zmenuTh Ha OAWHAKOBO 3((EeKTHBHbIE CTAHAAPTHBIE JIEKAPCTBEHHBIE (POPMBI, TaKHE Kak
TaOJNETKH, MU0 U KaTICYJIbI.

[00127] B TBepapix no3upoBaHHBIX (opMax Ui NMEpOPaNbHOTO BBEAEHHUS (KarcCyJibl,
TaONETKH, NI, JpaXke, MOPOIIKHM, TPaHyJbl U T.I.) KOMIIO3ULHUIO IO HACTOSIIEMY
M300pPETEHNIO CMELIMBAIOT C OJHUM WM HECKOJNBKUMH (apMaleBTHUECKH MPUEMIIEMbIMU
HOCHUTEJISIMH, TAKUMH KaK LUTPAT HATPHS WK JUKanbLus pocdaT u/viu To00oH U3 ClIeayOLmX:
(1) Takme HANONHWUTENM WJIM BCIOMOTATENIbHBIE BELIECTBA, KAaK KPaxMajbl, LEJUIKJIO3a,
MHUKPOKpPHCTAIINYECKas] LIEJUTI0JI034, CHJINKOHU3UPOBAHHAsI MHUKPOKPHUCTAIIIYECKast
LIeJUTF0JI03a, JIAKTO3d, €axapos3a, IVIFOK03a, MAaHHHMT W/WIM KpeMHHueBas Kuciora, (2) Takue
CBSI3YIOIIME BEINECTBA, KaK, HAIPUMepP, KapOOKCHMETHIILEIUTION03a, THITPOMENJIO3a, aTbIMHATHI,
JKEJIATUH, TNOJMBUHWJINMPPOJIMAOH, caxapo3a W/win kKamenb, (3) Takue YBIQKHUTENH, Kak
runepuH; (4) Takue pasphIXJIMTENH, Kak KPOCIOBUJIOH, KpPOCKapMeiyio3a HaTpws,
KPaxXMaITJIMKOJIAT HATpUs, arap-arap, KapOOHAT KaJibLUs, Kpaxmaa KapTOQeNbHbIH WIH
TaNMOKa, QJIbIMHOBAsl KHUCJIOTA, HEKOTOpbIE CHJIMKAThl W KapOoHaT Hatpus; (5) Takue
3aMeUISIIOLINE PAaCTBOPEHUE CPenCcTBa, Kak mapaduH; (6) Takue yckopurenn adcopOnum, Kak
YeTBEPTUYHBIE AMMOHHEBbIE coenHeHus, (7) Takue CMaYMBAIOIINE CPEACTBA, KaK, HAIPUMED,
JOKy3aT HATPHsl, LETWIOBBIA CIUPT U MOHOCTeapar riuiepuHa; (8) Takue aOCOpOeHTHI, Kak
KaosuH U OeHToHWTOBas TriuHA;, (9) Takue CMa3bIBAIOIIME BEIIECTBA, KaK TaJbK, CTeapar
KaJbLIMs, CT€ApaT MArHusl, TBEPbIE MOJUSTHICHIJINKOJH, JIAYPHICYIb(pAT HATPUS U UX CMECH U
(10) kpacurenu. B cayuae kamcys, TabNeTOK W MUIKOJb COTIACHO HEKOTOPHIM BapUaHTaM
OCYILIECTBIICHHs] KOMITO3UIIMH copepskaT OydepHbie cpencrsa. CorylacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBJICHHs] TBEPAbIe KOMITIO3ULIMH AHAJOTWYHOTO THUIA TAK)KE HCIIONB3YIOTCS B KAayeCTBE
HAIOJIHUTENEHl B MSITKMX W TBEPHABbIX JKEJIATHHOBBIX KalCyJiax C HCIONIb30BAHUEM TaKHX
HAITOJIHUTENEH, KaK JIAKTO3a MJIM MOJIOYHBIE Caxapa, a TaK)Ke MOJIM3THIICHIJIMKOIN C BBICOKOH
MOJIEKYJIIPHON MacCOW | T.M.

[00128] CornacHO HEKOTOPBHIM BapUAHTAM OCYILIECTBJICHHs] TaOJIETKy W3rOTABIHUBAIOT
npeccoBaHWeM Wi  (OPMOBKOW, HEOOs3aTeNbHO, C OAHMM WM HECKOJbKHMHU

AOMOJIHUTCJIBHBIMHU ~ UHIPEAUCHTAMU. CornacHo HEKOTOPBIM BapuaHTaM OCYLICCTBJICHHUA
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NPECCOBAHHBIE TAOJETKH TONYYAIOT C HCIOJIb30BAHHUEM CBS3YIOLIErO BEIECTBa (HAIpumep,
JKEJIATHMHA WM THUAPOKCHUIIPOMIIMETHIILIEIITIONIO3BI), CMAa3bIBAIOLIETO BEIIECTBA, HWHEPTHOTO
pa3baBuTENs, KOHCEPBAHTA, PA3PBIXJIUTENs (HANpUMep, TIIIMKONATAa Kpaxmaja HaTpusl WM
CLIMTOU HaTpUi KapOOKCHUMETHIILIEIUTIOJIO3bI), MIOBEPXHOCTHO-aKTUBHOTO Un
aucrieprupyromero cpeacrsa. CorilacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHUS (POPMOBAHHBIE
TaOJIETKN M3TOTABIUBAIOT MyTeM (POPMOBAHUS B MOAXOSIIEH MAIIMHE CMECH KOMITO3HIMHU 10
HACTOSIIEMY H300PETeHHIO, YBIAKHEHHOH WHEPTHBIM SKUAKHM pasdasureneMm. CoriacHo
HEKOTOPBHIM BapHaHTaM OCYIIECTBJIEHHs TaOJETKU M Pyrue TBEpIble JIEKapCTBEHHbIE (OPMBEI,
TAaKUe Kak Jpa)ke, KarcCyJibl, MUJIOIN U TPAHYJIbL, IPOU3BOAAT C JIMHUEHN Pa3jiOMa WU FOTOBAT C
HOKPBITUSIMHU U 00OJIOUKAMH, TAKUMH KaK SHTEPOCOIOOMIbHBIE TIOKPBITUS M APYTHE MOKPHITHSL
[00129] Komno3nuun anst MHransanuu Uil UHCY QIS BKIIOYAOT B ¢e0sl pacTBOPHI U
CyCHeH3UH B (papMalleBTUYECKHU NMPUEMIIEMbIX BOAHBIX WJIM OPraHUYECKUX PACTBOPUTEIISIX WU
ux cMmecsx u mopouwku. JKuakue JekapcTBeHHble (OPMbI Ul HEPOPaJbHOTO BBEACHUS
BKJIIOYAIOT B ce0st (apMaLeBTHYECKU INPHEMIIEMbIE SMYJIbCHH, MHKPOIMYJIbCHH, PAaCTBOPBI,
CYCIIEH3MM, CUPOIBbI U 3JMKCUPBL. B 1nomonHeHune x paccMaTpUBaeMON KOMIIO3MLIMU COTJIACHO
HEKOTOPbIM BapHAHTAM OCYIIECTBJICHUS XXUIKUE JIEKApCTBEHHbIE (POPMbI COAEPKAT MHEPTHBIE
pazOaBuTeNnyn, TakMe Kak, HAIpUMep, BOJAA WM JPYTHe PACTBOPHUTENH, CONIOOMIM3HPYIOIINE
CPEeICTBa U TAaKUE HMYJIbIaTOPbl, KaK 3TUJIOBBIN CITUPT, U30MPOIMIIOBBIN CITUPT, STUIKapOOHAT,
STHJIALETAT, OEH3WJIOBBIH CIUPT, OEH3MIOSH30aT, MPOMHMJIEHTJHMKONb, 1,3-OyTHIEHIIIMKOIIb,
Macia (B YACTHOCTH, XJIOTIKOBOE, apaxUCOBOE, KYKYpPY3HOE, 3apOIbIIIEBOE, OJIUBKOBOE,
KaCTOpOBOE M  KYHXKYTHOE  Macja), [JIMLEPUH,  TeTparuapoQypuiIoBbId  CIHUPT,
MOJTMA THJIEHTJIMKOJU U 3(QUPBI JKUPHBIX KUCIIOT M COPOUTAHA, IIUKJIONEKCTPUHBI U MX CMECH.
[00130] CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBJIEHMS] CYCHEH3UH, [TOMHMO
KOMITO3ULIMH TIO0 HACTOSIIIEMY U300pETEeHUI0, COEePIKAT CYCIIEHANPYIOLINE CPEICTBA, TAKHE KAk,
Harnpumep, 3TOKCUJINPOBAHHBIE M30CTeapUIIOBbIE CIIUPTBH, CJIOJKHBIE 3¢upsl
NOJMOKCHATHIICHCOPOHUTONA U COpOMTA, MHUKPOKPHCTAILIMUECKAsT LEJUTF0JI03a, METaruapOKCHI
AMFOMUHUS], OEHTOHHT, arap-arap U TParakaHT M UX CMECH.

[00131] CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHS] COCTABBI JJIs1 PEKTAJIbHOTO HIIH
BArMHAJBHOIO BBEJEHUS MPEJCTABIEHbl B BUAE CYINIIO3UTOPUS, KOTOPBIM NOJY4YaOT MyTEM
CMEUIMBAHUs pPAacCMaTPUBAEMON KOMIIO3MLIMU C OAHUM WM HECKOJBKUMM MOAXOISALIUMU
HEPA3APAKAOIIMMHU  BCIIOMOTaTeNbHBIMA BELIECTBAMU WMJIM  HOCUTENSIMH, COAEP KALUMU,
HalpuMep, Macjo Kakao, MOJUITUJIEHIVIUKONIb, BOCK U1 CYNINO3UTOPUEB WIM CAIHULIWIAT,
KOTOPBIN SIBJISIETCS] TBEPABIM IIPU KOMHATHOM TEMIEPATYypPe, HO KUIKUM MPU TEMIEpaType Tena

H, CJIEO0BATECIBbHO, 6YI[6T IJIABUTHCA B IMOJIOCTH TEJIa U BbICBO60>KI[aTb AKTHUBHOC CPEACTBO.
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[00132] JlekapcrBeHHble (OPMBI Ui TPAHCIEPMAJIBHOTO BBEAEHHS KOMIIO3HMLUHU I10
HACTOSIIEMY HM300PETEHHIO BKJIIOYAIOT B Ce0sl MOPOINKH, a3PO30JIM, Masu, IMaCThl, KPEMBI,
JIOCbOHBI, T€NH, PacTBOPbL, IUIACTBIpU U HHrajsaTopel. CoOrlacHO HEKOTOPbIM BapHaHTaM
OCYLIECTBJICHUS AKTHBHBIM  KOMIIOHEHT CMEIIMBAOT B  CTEPWIBHBIX  YCIOBHAX C
dapMareBTHYECKH TPUEMIIEMBIM HOCHUTENEM U C JIIOOBIMH KOHCEepBaHTaMH, Oydepamu wiu
NPOTIEJUIEHTAMH, €CIIH TpeOyeTcs.

[00133] CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJICHHUS Ma3H, MAcCThl, KPEMbl U TeJH
cofep:kaT, B AOIOJHEHHE K KOMITO3UIMM CyOBEKTa, TaKhe BCIIOMOTaTeNIbHbIE BEINECTBA, Kak
JKUBOTHBIE W PACTUTENbHBIE SKUPBL, Macjia, BOCKM, mapaduHbl, Kpaxmal, TparakaHr,
NPOU3BOHBIE LEJUTFOJIO3bI, MTOJIUATHIEHIIIMKOIN, CUIIMKOHBI, OEHTOHHUTBI, KPEMHUEBAst KUCIIOTA,
TaJIbK U OKCUJ LINHKA WJIA UX CMECH.

[00134] CornacHO HEKOTOPhIM BapUAHTAM OCYLIECTBJIEHHUs IMOPOLIKM M a3pPO30JH
coiepskaT, TIOMUMO PacCMaTpUBAaeMONW KOMIIO3ULIMM, TAKUE BCIIOMOTAaTeNIbHbIE BEINECTBA, KAk
JIAKTO3Y, TAJIbK, KPEMHUEBYIO KUCJIOTY, TUIAPOKCUI AJFOMUHUS, CUJIMKATBI KaJbLUsI U MOPOLIOK
nojJuaMuzaa, WIH CMecH 3TUX BemiecTB. COIrNIaCHO HEKOTOPBIM BapHAHTaM OCYILECTBJICHUS
a’po30Ju JOTIOJIHUTENBHO conepaKar OOBIYHBIE IIPOIIEJIIEHTEI, TaKue KaK
XJIOP(TOPYINIEBOAOPONABI, U JIETy4He He3aMel[eHHbIe YIJIeBOAOPOIbl, TaKHe Kak OyTaH u
NpONaH.

[00135] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIIEHUsS OMNHMCAHHbIE B HACTOSIIEM
JOKYMEHTE COEAMHEHUsS] COCTABISIIOT B BUAE IJIA3HBIX Kameidb Ui OPTaTbMOJOTHYECKOTO
BBEJICHMUSI.

[00136] PackpeITble B HACTOSILEM TOKYMEHTE KOMITIO3ULUUA U COEANHEHUS aJIbTEPHATUBHO
BBOAST B BHJE adpo30Js. IJTO JOCTUraeTcs IIyTeM IMPUTOTOBIEHUS BOAHOTO a3po30Jd,
JUIMOCOMANIBHOTO Tpenaparta WIM TBEPABIX 4YacTHL, copaepxkamux coeauHeHue. CorjacHo
HEKOTOPBIM BapUaHTAM OCYIIECTBIICHUSI HCIIOJIb3YETCs HEBOAHAs (Hanpumep, GTopyriaepoaHbIil
nporneuteHT) cycneHsusi. COracHO HEKOTOPhIM BapHUaHTaM OCYILIECTBIICHHS HCTOJIb3YIOTCS
YJIBTPa3BYKOBbIE PACIBUIMTEINH, IOCKOJIBKY OHU CBOAAT K MUHUMYMY BO3JI€HCTBUE Pa3pyLUECHMUs
Ha CPEACTBO, YTO NMPUBOJAUT K PA3JIOKEHUIO COCUHEHUN, COAEpKAIIMXCA B KOMIO3ULUAX IO
HacToseMy n3o0pereHnio. Kak mpaBuiio, BOAHBIN a3p030Jb MOJYYAOT MyTEM MPUTOTOBJICHUS
BOJHOTO pAacTBOpa WM CYCIIEH3UHM pacCMaTPUBAEMON KOMITO3MLIMHM BMECTe C OOBIYHBIMH
dapmManeBTHYECKH ~ TPUEMJIEMBIMH  HOCUTENsIMH M crabunm3aropamu. Hocurennm u
CTa0MIIN3aTOPBI BAPBUPYIOT B 3aBHCUMOCTH OT TpeOOBaHMN K KOHKPETHONW KOMIO3HMLIUHU, HO KaK
NPABWIIO, BKJIIOYAIOT B Ce0s HEHMOHOT€HHbIE IMOBEPXHOCTHO-AaKTUBHBIE BEINECTBA (TBUHBI,
IUTFOPOHUKY WJIM  TIOJMATHIEHIJIMKOJb), Takue Oe3BpenHble O€NKH, KaK ChIBOPOTOYHBIN

ATbOYMUH, CJIOXKHBIE 3QUpPbl COpOUTA, OJNEMHOBYIO KHCIJIOTY, JISHUTHH, TaKHEe aMHUHOKUCJIOTHI,
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KaK MIMLuH, Oydepsl, comu, caxapa WK caxapHble CIIUPTHL. A3PO30JH, KaK MPABUIIO, TTOJNYYArOT
13 U30TOHUYECKUX PACTBOPOB.

[00137] PapMaLeBTUUECKNE KOMIIO3ULINY, MTOAXOIAIINE ISl TApEHTEPATbHOIO BBEAEHUS,
CoIepKaT MNPENyCMOTPEHHYIO KOMIIO3MLMIO B COYETAHUU C OJHUM UM HECKOJbKUMH
(apMaLleBTHUECKU TPUEMJIEMbIMU CTEPUJIBHBIMU H30TOHHYECKHUMH BOJHBIMH WUJIH HEBOAHBIMU
pacTBOpaMu, AUCIEPCHUSIMHU, CYCIECH3USIMU WU 3MYJbCUSIMU WJIH CTEPUIBHBIMHU IOPOLIKAMH,
KOTOpPBIE BOCCTAHABJIMUBAKOTCS B CTEPUJIbHBIE HHBELIUPYEMbIE PACTBOPBI UJIU JUCHEPCUH, TPOCTO
nepeq MPUMEHEHUEM, KOTOpbIE COIVIACHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJEHHs COAEPIKAT
AHTUOKCUZAHTBI, Oydeprl, OakTepHOCTaThl, pPACTBOPEHHbIE BELIECTBA, KOTOPbIE [ENar0T
KOMIMO3ULIMK0 HM30TOHMYECKOW MO OTHOLIEHHWIO K KPOBU MPEAINOJAraeMOro PeLMIUEHTa, WIH
CYCHEHAUPYIOLIUMHU CPEACTBAMU UJIU 3aTyCTUTEISIMU.

[00138] IIpumepbl NOAXOASIIIUX BOAHBIX U HEBOJHBIX HOCUTEJIEH, KOTOPBIE UCIIOIb3YIOT B
(bapMarieBTHYECKUX KOMITO3ULIMSX, BKIKOYAOT B ceOsi BOAY, STAHOJ, TMOJHONbI (Takue Kak
DJIMLEPUH, TPONMJIEHTJIUKONb, TMOJUSTUICHIJIUKONb M T.OI.) M HX TOAXOASIINE CMECH,
PacCTUTEJIbHBIE MACJa, TAKUE KAaK OJIMBKOBOE MAacCjO U MHBELUPYEMBbIE OPTAHUYECKUE CIIOXKHBIC
5(UpBI, TaKUe KaK 3THIIOJEAT M LUKJIOAEKCTpHHbI. Haiexkamas TekydecTh MOIAepKHUBAETCs,
HampuMep, MyTeM MCIOJb30BAHUS MAaTE€pPUAIOB JIsl MOKPBITUS, TAKUX KakK JICLUTHUH, MyTEM
noanep:kaHusi TpedyeMoro pasmepa 4YacTHLl B Cly4ae OUCTIEPCHI M IMyTeM HCIOJIb30BAHUS
MOBEPXHOCTHO-aKTUBHBIX BEIIECTB.

[00139] Taxke  paccMaTpUBAIOTCS  DHTEpaJibHbIe  (papMaleBTUYECKHE  COCTAaBBI,
BKJIOUAKOIIEe B CeOsi  pacKpbITOe COEOUHEHHE U OSHTEPOCONIOOUIIBHBIM MaTepuaj, u
(bapmaLeBTUYECKU MIPUEMIIEMbIT HOCHUTEIb W BCIIOMOTaTEbHOE BEILECTBO.
OHTEepOCOMOOUIIbHBIE MaTepHaibl OTHOCATCS K TMOJMMepaM, KOTOpbie IO CYIIECTBY
HEPACTBOPUMBI B KHCIOW Cpefe JKelylKa W KOTOPble MNPEUMYIIECTBEHHO PacTBOPHMBI B
KHIIEYHBIX KUAKOCTSIX MPHU onpeneneHHbIx 3HaueHussx pH. TOHKWI KUIIEYHUK MPEACTaBJIsET
co0OI YacTh KeJyJTOYHO-KUIIEYHOTO TpPaKTa (KUIIEYHUKA) MEXKIY KENyIKOM H TOJCTHIM
KUIIEYHUKOM M BKJIIOYaeT B Cce0s JBEHAAUATHIEPCTHYK KHUINKY, TOLIYIO KHUIIKY U
NOAB3OUTHYIO KHUIIKY. pH IBEeHanIATHIEPCTHOW KHINKH COCTaBiIsieT mpuOnusurensHo 5,5, pH
TOIIEeN KHUIIKH COCTaBJsieT MpuUOMM3uTEeNbHO 0,5, a pH AucCTampHOro OThena MOAB3IOLIHOM
KUIITKY COCTaBJIsIET MpUOIM3UTENbHO 7,5. COOTBETCTBEHHO, SHTEPOCOMOOUITbHBIE MaTePHUAJTbl HE
pacTBOpuMBIL, Hampumep, 1o pH npubnusurensHo 5,0, mpubnu3uTeNnbHO 5,2, MPUOTU3UTETHHO
5,4, mpubnuzurensHo 5,6, mpubnmsurensHo 5,8, mpubmusutensHo 6,0, MPUOTH3UTENBHO 6,2,
npubm3uTeNbHO 6,4, mpubnusuTenapbHO 6,6, mpubOmMm3uTeNnsHO 6,8, mpudmusutensHo 7,0,
npubM3uTeNbHO 7,2, mpubnusurenpHo 7,4, mpubnmsutensHo 7,6, npubmusutensHO 7,8,

npubmm3uTensHo 8,0, mpubnusurenpHo 8,2, mpubmmsutensHo 8,4, npubmusutensHO 8.4,
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npubm3uTensHo 8,6, mpubnusurenpHo 8,8, mpuOmmsurensHo 9,0, npubmusutensHO 9,2,
npubmm3uTensHo 9,4, mpubnusurensHo 9,6, npudnusurensHo 9,8 wiu npudmmsutensao 10,0.
HUnmrocTpaTUBHBIE SHTEPOCOMIOOWMIIbHBIE MaTepUaibl BKJIIOYAOT B ceds  amerar-graiar
ueoo3el (CAP), dranar ruppokcunpormmnmvermineionodsl (HPMCP), nonuBuHMIanerat
¢ramar (PVAP), auerar cykumHat rugpokcunpormmimerminenionodsl (HPMCAS), amerar
TPUMEJUIUTAT LEJUIOJIO3bL, CYKIMHAT TUAPOKCHIPOMIJIMETHILEIUTION03b], aleTaT CYKLHHAT
LIEJUTFOJIO3BL, alleTaT reKkcaruapodTanaT LEeJUTr0JIO3bl, MPONHOHAT(TANAT LEeNIFOI03b], aleTaT
MaJieaT IeJUTI0JIO3b], aleTHIOYTHPAT LEJUTI0JIO3b], MMPOIMOHAT aLeTaT LEJUIIOJIO3bI, COMOINMED
METWJIMETAKPHJIOBOH  KHCJOTBI M METHJIMETaKpujara, COMNOJMMEpP  MEeTWJIAKpHJiaTa,
METWJIMETAKpHJIaTAa M METaKPUJIOBOH KHCJIOTBI, COIOJHMEP METHJIBUHHIOBOrO 3¢upa u
manenHoBoro amruapuna (cepus Gantrez ES), comoimmep  3THIMETHIMETaKpHIA
XJIOPTPUMETHIIAMMOHUMATHIIAKPUIIATA, TAKHE MPUPOIAHBIE CMOJIBI, KaK 3€HH, IIe/UIaK U KaMelb,
KaHU(OJIb, ¥ HECKOJIBKO KOMMEPYECKH TOCTYIHBIX HHTEPOCONIOOMIIBHBIX CHCTEM IUCIIEPCUH
(manpumep, Eudragit L30DSS, Eudragit FS30D, Eudragit L100, Eudragit S100, Kollicoat
EMMB30D, Estacryl 30D, Coateric u Aquateric). PacTBOpIMOCTb Ka)XIOTO M3 BBIIEYKA3aHHBIX
MaTepuaioB MO0 U3BECTHA, MO0 ee JIETKO ONPENeNuTh in Vitro.

[00140] Jloza KOMIO3MLIMK, COAEpKalled IO MEHbUIEH Mepe OJHO OINUCAaHHOE B
HacTosiieM nokyMmeHte coenuHenue (opmynsl (I), (Ia), (Ib), (A) wmu (B) orimuaercs B
3aBHCUMOCTHU OT COCTOSIHUSI MAllMeHTa (HaMpuMep, YeJIoBeKa), T.€. CTaauu 3a00seBaHus, 00Iero
COCTOSIHHSI 3[I0POBbsI, BO3PACTa U IPYTUX (HaKTOPOB.

[00141] dapMaleBTUYeCKHE KOMITO3UI[UH  BBOIST  CIIOCOOOM,  COOTBETCTBYIOIIHMM
noJyjieskanieMy JiedeHuro (WM TpenoTBpaiieHuro) 3aboneBanuro. Ilomxonmsmasi no3a u
MOAXOMAIIAsT TMPOJOJUKUTENLHOCTh M 4acTOTa BBENEHHsT OyayT OMNPENeNsThbCs TaKHUMU
(paxTOpamu, KaKk COCTOSIHHE TMALMEeHTa, THIT U CEPbe3HOCTh 3a00JIeBaHusI MTALMEHTAa, KOHKPETHAsI
(popMa akTHBHOTO MHIPEIUEHTa U crocod BBedeHus. Kak mpaBuiio, moaxonsiuas 103a U cxema
JedeHus: 00eCTeYNBAIOT KOMITO3ULIMIO(M) B KOJIMYECTBE, IOCTATOYHOM Uil OOecTieueHus
TepaneBTHUeCKoro w/wiu  npoduiakrudeckoro  s¢dexra  (Hampumep,  yJIYUIIEHHOTO
KJIMHUYECKOTO MCXO0/1a, TAKOrO Kak 0oJiee 4acThle MOJIHbIE MM YaCTHYHbIE PEMUCCUH, WK OoJiee
JUTUTENIbHOE OTCYTCTBUE 3a00JI€BaHUI W/MTK 00Iasi BBLKHBAEMOCTD, WJIM YMEHbBIIEHHUE TSHKECTH
cuMnToMOB. OnTHMaibHble [03bl, KaKk TMPaBUJIO, OMNPEAeSsIIOT C  HCIOJb30BAHHEM
JKCIIEPUMEHTANIBHBIX MOJENed W/HIKW KIMHUYECKUX uchbiTaHuii. COrjacHO HEKOTOPHIM
BapUAHTAM OCYILECTBJICHHUsS] ONTHMAJbHAsl 71032 3aBUCHT OT MAacChl Teja, MacChl Wi o0bema
KPOBH TAIUEHTA.

[00142] ITepopanpHble O3B, KaK TMPABHIIO, COCTABISIIOT OT mnpudmusutensHo 1,0 1o

npubm3uTenibHo 1000 Mr, OT OHOTO 10 YeThIpeXx Win OoJiee pas B IEHb.
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Cnoco0b1
[00143] B HacrosimeM HOKyMEHTE PacKpbITBl CHOCOOBI MOIYJIHPOBAHUS AKTUBHOCTH
MAGL. Ilpennonaraemele cnocoObl, HAmpuUMep, BKJIIOYAIOT BO3ICHCTBHE HA YKa3aHHBIN
depMeHT ONMCaHHBIM B HACTOSIIEM JAOKyMeHTe coennHeHueM. COriacHO HEKOTOPBhIM
BApMAaHTAM OCYLIECTBJIEHUS COEIMHEHHUE, MHCIONb3YeMOE OJHUM MM HECKOJbKUMHU U3
yKa3aHHBIX BBIIIE CIIOCOOOB, MPEACTABISIET COOOH OTHO M3 ONMUCAHHBIX B HACTOSIIEM JIOKYMEHTE
reHePUYECKHX, CYOreHEepHYEeCKNX WM CHelU(PUIeCKNX COeIWHEHWH, TaKHX KaK COEJUHEHHE
dopmyn (1), (Ia), (Ib), (A) wm (B). CriocoOOHOCTh ONMUCAHHBIX B HACTOSIIEM JOKYMEHTE
COeMHEHUIl MoAyIMpoBaTh Uiau MHruOupoatb MAGL, OLIEHHBAIOT C MOMOIIBIO MPOLEAYD,
U3BECTHBIX B HACTOSIIEH OONAaCTH TEXHUKH W/HWIM ONMCAHHBIX B HACTOALIEM JOKYMEHTE.
CornmacHo ApyromMy acmekTy HACTOSILIEr0 PACKPBITUS IPEIYCMOTPEHbI CIOCOOBI JIeUeHUs
3a00JIeBaHMsl, CBSI3AHHOTO C HKCIIpecchel min akTuBHOCThI0 MAGL y nanuenra.
[00144] Takke B HACTOSIIEM JOKYMEHTE PpACKPbITBI CIIOCOOBI JIEYEHUS /WM
NPeNOTBpAlLICHNs] Y HYKIAKOLIErocsi B 3TOM MALMEHTAa TAaKOro HAPYLIEHUs, KaK OAHO WU
HECKOJIKO M3 OCTPOW MJIM XPOHHUECKOH OOJM M HeBpomaTHH. PacKpbITbie CIOCOObI BKIIOUAIOT
BBeseHHe (papmalieBTHYeCKU 3 (PEKTHBHOTO KOJMYECTBA ONMHUCAHHOTO B HACTOSIIEM JOKYMEHTE
COEIMHEHUSI.
[00145] CornacHo ApyromMy BapHaHTy OCYLIECTBJIEHHsS MPEACTABICH CIIOCO0 JIeUueHHs
0onu y HY>KAAIOLIErocsi B ’TOM MAIMEHTA, BKJIFOYAIOIIUN BBEIEHHE MALUSHTY TEPANEBTHUECKU
3¢} EKTUBHOTO KOJIMYECTBA OMMMCAHHOTO B HACTOSIIEM AOKyMeHTe coenunenus popmy (1), (Ia),
(Ib), (A) wnu (B). CornacHo ApyromMy BapHaHTy OCYIIECTBJIEHUS MPEACTABJIEH CIOCO0 JIeUeHUs
HEBPOMATHYECKOH OO0JIN Y HY>KAAIOIIErocsi B 3TOM MALMEHTa, BKJIOYAIOIINI BBEICHUE ALIUEHTY
TepaneBTHUECKU 3(PPEKTHBHOIO KOJIMYECTBA OMMCAHHOTO B HACTOSLIEM TOKYMEHTE COeIUHEHHSI
dopmyn (1), (Ia), (Ib), (A) umu (B). CornacHo ApyroMy BapUaHTy OCYIIECTBJIEHUS MPEACTABIIEH
Croco0 JIeYeHHsI BOCTIAJIMTENBHON OOJIM y HYXKAAIOWIErocss B 5TOM TMALMEHTA, BKIIFOYAFOIIHNA
BBEJICHHE IMALMEHTy TEepareBTHUECKH 3(P(HEKTHMBHOrO KOJIMYECTBAa OMHUCAHHOTO B HACTOSIIEM
nokymente coenuHenust ¢opmyra (I), (Ia), (Ib), (A) wm (B). CormacHo apyromy BapHaHTY
OCYILIECTBIICHHsSI IPEACTABIICH CIIOCO0 JICUEHUs! CIOKHOTO PErHOHAPHOTO OOJIEBOr0 CHHAPOMA Y
HY>KAAIOIIEerocss B OTOM INAlLMEHTa, BKIIOYAIOIIUN BBEJEHHE MAalMeHTy TepaneBTUYeCKU
3¢} EKTUBHOrO KOJIMYECTBA OMMMCAHHOTO B HACTOSIIIEM HOKyMeHTe coenunenust popmyi (1), (Ia),
(Ib), (A) unm (B) wim ero apManeBTHUECKH MTPUEMIIEMOM COJIA WJIH COJIbBATA.
[00146] CornmacHO ApyromMy BapHaHTy OCYINECTBJICHHs MPENCTaBJICH CIOCOO JieueHus
3a00NeBaHMs WM HAPYIIEHHUs YV HYKAAIOLIErocsl B 3TOM MAIMEHTA, BKJIOYAOLINNA BBEIEHUE
HYKIAIOLIEMYCsl B 3TOM NALMEHTY TepaneBTHYECKU 3(PPEKTUBHOrO KOINYECTBA OMMCAHHOTO B

HactosiieM paokymeHte coexnmHeHust ¢opmyn (I), (Ia), (Ib), (A) wmmm (B) wmm ero
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bapmMarieBTHYECKH MPUEMIIEMOHN COJM WJIM COJIbBATa, NMPHUYEM 3a00JieBaHHE WM HapYLICHHE
BBIOPAHO W3 TPYMIbL, COCTOSIIEH W3 SMIJIENICHU/TIPUIIAAOYHOIO PACCTPOHCTBA, PACCETHHOTO
CKJepo3a, HeWpomuenura 3purenbHoro Hepsa (NMO), cunapoma Typerra, Oone3Hu
Anbureiivepa u OonM B JKMBOTE, CBA3aHHOH C CHHIPOMOM pa3Apa)KEHHOTO KHIIEYHHKA.
CormacHo  nmpyromMy  BapuHaHTy  OCYIIECTBJIEHHS  NPEACTABIEH  CIOCO0  JIeUeHUs
SMWJIETICUH/TIPUITAOYHOTO PACCTPOMCTBA Y HYJKIAIOIIErOCs B 3TOM MAILMEHTA, BKIFOYAOLIHI
BBEJICHUE MALMEHTy TepareBTHYECKH 3(P(PEKTUBHOrO KOIMYECTBA ONHCAHHOTO B HACTOSINEM
nokymente coenuHeHusi gopmyn (I), (Ia), (Ib), (A) umu (B) umu ero dapmaneBTuyecku
npuemsieMoll conu win conbBata. CorllacHO APYromMy BapHaHTY OCYLIECTBIIEHMs NPENCTaBJICH
Croco0 JIeYeHMsI PACCESTHHOTO CKJIepO3a Y HYKIAIOINErocss B 3TOM MALMEHTa, BKIIOYAOIINN
BBEJICHUE IALMEHTy TepaneBTHYECKH 3(P(PEKTUBHOrO KOJIMYECTBA ONHCAHHOTO B HACTOSINEM
nokymente coenuHeHusi gopmyn (I), (Ia), (Ib), (A) umu (B) umu ero QapmaueBTuyecku
npuemsieMoi conu wiu conbBata. CoryllacHO APYyromMy BapHaHTY OCYLIECTBIIEHMs NPENCTaBJICH
coco0 JieyeHus: Heiipomuenuta 3purenbHoro Hepa (NMO) y HyXmaromerocs B 3TOM
NAlMeHTa, BKJIIOYAIOIINN BBEICHUE MALMEHTy TepaneBTHYeCKd 5()(EKTUBHOrO KOJINYECTBA
OMUCAHHOTO B HacTosimeM nokymente coenunenus: Gopmyn (1), (Ia), (Ib), (A) wmu (B) unu ero
dapmaneBTHUeCKH TnpueMieMOil conmu  umiaM  conbBarta. CorNacHO JApPYromMy  BapUaHTY
OCYLIECTBJIEHHsI MPEACTABIIEH CIOCO0 JieueHUs] CHHAPOMa Typerra y HY»KIAKOLIErocs B 3TOM
MALKMEHTa, BKIIOYAIOIINN BBEICHHE MALMEHTY TEParneBTUYeCKH 3>(PPEKTUBHOTO KOIUYECTBA
ONMHUCAHHOTO B HactosimeM nokymente coenunenus: Gopmyn (1), (Ia), (Ib), (A) wmu (B) unm ero
dapMarieBTHYECKH TpUeMJIEMOW coinu Wi conpBata. COracHO JpyroMmy BapUaHTY
OCYLIECTBJICHHSI IPENICTABIIEH CIIOCO0 JieueHus1 O0Ie3Hn AJbLUreliMepa y Hy KIAr0IIerocsi B 3TOM
MALMEHTa, BKIIOYAIOIIUN BBEICHHE IALMEHTY TEParneBTUYeCKH 3>(PQPEKTUBHOTO KOJIUYECTBA
OMHUCAHHOTO B HactosimeM nokymeHte coenuneHus: Gopmyn (1), (Ia), (Ib), (A) wmu (B) unm ero
dapmMarieBTHYECKH TpUEeMJIEMOW conu  Wid  conpBata. COriacHO JpyroMy BapUaHTY
OCYILIECTBIICHHsI TMPEACTABIEH CHoco0 JjiedeHusi OONMM B JKUBOTE, CBSI3AHHOH C CHHIPOMOM
pa3IpaK€HHOTO KUIICYHHKA, Y HYKIAIOMIErocs B 3TOM MAIMEHTA, BKIOYAOLIMN BBEICHHE
MALMEHTY TeparneBTUYecKH 3(P(PEKTUBHOIO KOJMUYECTBA OMHMCAHHOTO B HACTOSIIEM AOKYMEHTE
coenunenust gopmyn (1), (Ia), (Ib), (A) nnm (B) unm ero dpapManeBTUIECKH MPUEMIIEMOI COJTN
WIH COJIbBATA.

[00147] CornmacHO ApyromMy BapHaHTy OCYIIECTBJICHHs MPENCTaBJICH CIOCOO JieueHus
ocTpoit  00jHM, BOCHANUTEIbHOW OONHM, OHKOJOTWYECKOW Ooju, ©OOJu, BBI3BAHHOU
nepudepuyeckoll  HeBpomaTHel,  LeHTpaspbHOW  Oonm,  ¢uOpOMHANTHH,  MHUTPEHH,
BA300KKJIFO3MBHBIX OOJIEBBIX KPU30B MPU CEPIIOBUAHOKIETOUHON aHEMHUH, CIIACTUYHOCTH, OOJH,

HApYLIeHNUsT CHA WM HapyLIeHUs (YHKUUHM MOYEBOrO My3bIPsi, CBSI3AHHOW C PaCCESHHBIM
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CKJIepo30oM, (YHKUMOHAIBHOW OOMM B TPYAM, PEBMATOMAHOTO AapTPHUTA, OCTEOAPTPHUTA MU
(YHKLHMOHATBHON TUCTIENICHU Y HYXKAAIOLIErOCs B 3TOM MAIMEHTA, BKIFOYAIOLINI BBEICHHE
MALMEHTY TepaneBTU4ecKu 3(P(PEKTUBHOrO KOJIMUYECTBA ONMHMCAHHOTO B HACTOSIIEM AOKYMEHTE
coenunenust popmyn (1), (Ia), (Ib), (A) nnm (B) unm ero gpapmManeBTUIECKH MPHEMIIEMOI COTU
win conbBata. CoOrnacHO IPyroMy BapUaHTy OCYINECTBJICHHUS IMPENCTABIEH CIOCOO JICUEHHs
ocTpoii 0OMM y HY)KOAOIIErocss B O5TOM IAalMEHTa, BKIIOYAIOIIWN BBEJEHHE MAaLUEHTY
TepaneBTHUECKH 3(PPEKTUBHOIO KOJIUYECTBA OMMCAHHOTO B HACTOSIIEM TOKYMEHTE COeINHEHHSI
dopmy (I), (Ia), (Ib), (A) wnu (B) unm ero ¢papmaneBTHUECKH IPUEMIIEMOH COJIU WJIN COJIbBATA.
CornacHo npyromy BapHaHTy OCYIIECTBIEHMs NPEICTABIEH CIIOCOO JIEYEHHsI BOCHAIUTENbHON
0onM y HY’>KAAIOLIErocsi B ’TOM NAlMEHTA, BKJIKOYAIONIUI BBEIEHHE MALUEHTY TEPareBTHUYECKU
3¢ eKTUBHOrO KOJIMYECTBA OMMMCAHHOTO B HACTOSIIIEM AOKyMeHTe coenunenus popmyi (I), (Ia),
(Ib), (A) umn (B) unm ero ¢dapmaneBTudeckn mnpuemieMoi coiu win cojbBata. CoriacHo
APYrOMy BapHaHTy OCYINECTBJICHHUS NMPEACTaBJIeH CHoco0 JIeYeHUs OHKOJIOTMYECKOH Oonm y
HYKJAIOLIErocss B 3TOM IallUEHTA, BKIIOYAIOIIUI BBEIEHHE MALMEHTY TepareBTHUECKU
5P eKTHBHOrO KOJIMUECTBA OMMMCAHHOTO B HACTOSIIIEM OKyMeHTe coenunenus Gopmy (1), (Ia),
(Ib), (A) umu (B) wnm ero ¢apmManeBTHYECKH NpHeMJIeMOil comu wiu conbbata. CoriacHO
APYrOMy BapUaHTy OCYLIECTBICHHMs TMPEACTaBJIE€H CIocod JiedyeHuss OONM, BBI3BAHHON
nepudepruIeckorl HEeBPOMaTHel, Y HYKIAIOIIErocsi B STOM MALMEHTa, BKJIIOYAIOIIUI BBEICHHE
MALMEHTY TeparneBTUYeCKH 3(P(PEKTUBHOrO KOJMUECTBA OMHMCAHHOTO B HACTOSIIEM JAOKYMEHTE
coenunenust gpopmyn (1), (Ia), (Ib), (A) wnum (B) unm ero papmManeBTUIECKH MPUEMIIEMOI COJTU
win conbBata. COracHO NIPyroMy BapUaHTy OCYIIECTBJICHHUS MPEICTABIEH CIOCOO JICUEeHUs
LEHTPAIbHONW OOJIM Y HY)KJAIOIIErocsi B 5TOM NAlMEHTa, BKJIIOYAIOIIMN BBENEHHE MALUEHTY
TepaneBTHUECKU 3(PPEKTHBHOIO KOJIMYECTBA OMMCAHHOTO B HACTOSLIEM TOKYMEHTE COeIUHEHHSI
dopmy (I), (Ta), (Ib), (A) wmu (B) nnu ero ¢papmaneBTHUECKH MPUEMIIEMOH COJTU WK COJIbBATA.
CornacHo ApyromMy BapHaHTy OCYINECTBJICHUS MPEACTABJIEH CHOco0 jeueHus: GUuOPOMUAITHH Y
HYKIAIOLIErocss B 3TOM TAMEHTa, BKIKOYAOINUN BBEIEHHE MALUEHTY TEPareBTHUECKU
3¢} EKTUBHOTO KOJIMYECTBA OMMMCAHHOTO B HACTOSIIEM HOKyMeHTe coenunenust popmy (1), (Ia),
(Ib), (A) unn (B) unm ero dapmaneBTHdyeckn mpuemieMoil coiu win cojibBata. CoriacHo
APYroMy BapHUaHTY OCYLIECTBIIEHHS MPEACTABJIEH CIIOCO0 JICUSHUsI MUTPEHH Y HYKIAFOIIErocs B
5TOM NAIMEHTA, BKJIOYAOIUI BBEIEHUE MALIEHTY TepaneBTHUECKH 3P (PEKTHBHOTO KOJIHMUYECTBA
ONMCAHHOTO B HacTosimeM nokyMmeHte coenuneHus: Gopmyn (1), (Ia), (Ib), (A) umu (B) unm ero
dapmareBTHUeCKH TpueMiIeMOW conu Wi conpBata. CoriacHo pyroMmy BapUaHTY
OCYILIECTBIICHHsI MPEJICTABIIEH CIOCO0 JIEYEHUsT Ba30OKKIFO3UBHBIX OOJIE3HEHHBIX KPU30B MpPHU
CEpIOBUAHOKJIETOYHON aHEMUHU Y HYKAAIOLIEroCsl B 3TOM MAIMEHTa, BKIIOYAIOLINI BBEACHUE

NMalUEHTY TEPANCBTUYICCKHU B(I)q)eKTI/IBHOFO KOJIMYECTBA OMUCAHHOTIO B HACTOSALIEM HJOKYMCHTC
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coequnenust popmyn (1), (Ia), (Ib), (A) nnm (B) unm ero gpapmManeBTUIECKH MPHEMIIEMOI COJTU
win conbBata. CoOracHO NIPyroMy BapUaHTy OCYINECTBJICHHUS IMPENCTABIEH CHOCOO JIEUEHHs
CIMaCTUYHOCTH, 00NN, HAPYLICHUSI CHA VI HapyLIeHUs (PYHKIIMH MOYEBOTO My3bIPsi, CBSI3AHHOTO
C paccesHHbIM CKJIEPO30M, y HYKJAIOIIErocs B 3TOM MALMEHTa, BKJIOYAIOIINHA BBEICHHE
MALMEHTY TepaneBTU4ecKu 3(P(PEKTUBHOIO KOJIMUYECTBA ONMHMCAHHOTO B HACTOSIIEM AOKYMEHTE
coequnenust popmyn (1), (Ia), (Ib), (A) nnm (B) unm ero gpapmManeBTUIECKH MIPHEMIIEMOI COTU
win conbBata. CoOrnacHoO IpyroMy BapUaHTy OCYINECTBJICHHUS INPEACTABIEH CHOCOO JIEUEeHHs
(byHKLMOHATBHON OONU B IPYIU Y HYXKAAKOLIETOCS B 3TOM MNALMEHTA, BKIIOYAOIINN BBEICHHE
NALMEHTY TepaneBTUu4ecku 3(P(PEKTUBHOIO KOJMUYECTBA OMMCAHHOTO B HACTOSIIEM AOKYMEHTE
coenunenust popmyn (1), (Ia), (Ib), (A) nnu (B) unm ero gpapmaneBTUIeCKH PUEMIIEMOI COU
win conbBata. CornacHO IpyroMy BapUaHTy OCYINECTBJICHHUS INPEICTABIEH CHOCOO JieueHHUs
PEBMAaTOMIHOIO apTPUTAa Y HYKAAIOINErocss B OSTOM IAaLIMEHTa, BKJIIOYAIOIIUN BBEJEHHE
NALUEHTy TepaneBTHYeCKH 3(P(EeKTUBHOrO KONMUECTBAa OMHCAHHOTO B HACTOSINEM IOKYMEHTE
coenunenust popmya (1), (Ia), (Ib), (A) mnu (B) unu ero papmaneBTHUECKH PUEMIIEMOI COJH
win cosibBata. COrJIaCHO IPyroMy BapUaHTy OCYINECTBIEHMS IMPEACTABIEH CIOCO0 JIeUeHHsI
OCTEOapTPUTAa Y HYXKIAIOIIErocsi B 3TOM MAIMEHTAa, BKIIOYAIOLUUI BBEIEHUE IALIUEHTY
TepaneBTHYecKy 3()(HEeKTHBHOTO KOJMYECTBA ONMCAHHOTO B HACTOSIIIEM JTOKYMEHTE COeINHEHUS
dopmy (I), (Ta), (Ib), (A) wmu (B) unu ero ¢papmManeBTHUECKH MPUEMIIEMOH COJTU WU COJIbBATA.
CornacHo ApyromMy BapHaHTy OCYLIECTBJIEHUS MPEICTABJIEH CIOCO0 jedeHus: (PyHKIIMOHATbHON
OVUCTIETICUM Yy  HY)KJAIOLIErocss B O3TOM TMAIMEHTAa, BKJIOYAIOIIMK BBEICHUE MAIMEHTY
TepaneBTHUECKU 3(PPEKTHBHOTO KOJIMYECTBA OMMCAHHOTO B HACTOSILIEM TOKYMEHTE COeIUHEHHSI
dopmya (1), (Ia), (Ib), (A) wmu (B) mu ero ¢papmMaLieBTHUECKH TPUEMIIEMON COJIH WJIH COJIbBATA.
[00148] CornacHO HEKOTOpPbIM BapUaHTaM OCYIIECTBJICHUS B HACTOSINEM JOKYMEHTE
packpeIT  cnoco0  JIeYeHHs XPOHHYECKOTO MOTOPHOTO THKO3HOTO — pPacCTPOMCTBA Y
HYKIAIOLIErocsl B 3TOM TALMEHTa, BKIKOYAOIUN BBEIEHHE MAUEHTY TEPareBTHUECKU
3¢} EKTUBHOTO KOJIMYECTBA OMMMCAHHOTO B HACTOSIIEM JOKyMeHTe coenunenust popmy (1), (Ia),
(Ib), (A) umn (B) unm ero dapmaneBTHdyeckn mpuemieMoil coiu win cojibBata. CoriacHo
HEKOTOPHIM BAapUAHTAM OCYIIECTBJIEHHS B HACTOSLIEM JOKYMEHTE PACKPBIT CIOCOO JieueHUs
XPOHHYECKOTO MOTOPHOTO THKO3HOTO PACCTPOMCTBA y HYKOAIOIIETOCs B 3TOM IMALMEHTA,
BKJIFOYAIOLTHI BBEIEHHE MALUEHTY TEPAareBTUUYECCKH 3((PEKTUBHOTO KOJIMYECTBA ONMHMCAHHOTO B
HactosiieM paokymeHte coenmHeHust Gopmyn (I), (Ia), (Ib), (A) wmm (B) wmm ero
(apmMarieBTHIECKH TPUEMIIEMOM COJIN FITH COJIbBATA.

[00149] CornacHo zmpyromy BapHaHTy OCYIIECTBICHMS IMPENCTABJIEH CIOCOO CHIDKEHUS
BHYTpHUIJIa3HOTO naBieHus: B rinazax (IOP) y Hy»xnmaromerocss B 3TOM MaIMEeHTa, BKIOYAOIIHNA

BBCACHUE TTAUCHTY TEPANCBTUYCCKU 3(1)(1)6KTI/IBHOFO KOJIMYECTBAa ONMHCAHHOI'O B HACTOALICM
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nokymente coexmHeHust popmyn (I), (Ia), (Ib), (A) mmm (B) mnm ero ¢apmaueBTHUECKH
npuemsieMorl conu win conbBata. COrlaCHO APYroMy BapHaHTY OCYLIECTBIICHHS NPENCTaBJICH
croco0 JieueHHs TJayKOMBbl Yy HY)KOAIOINErocsi B 3TOM MAlMEeHTA, BKIIOYAIOLINI BBEACHUE
MALMEHTY TepaneBTU4ecKu 3(P(PEKTHBHOIO KOJIMUYECTBA OMMCAHHOTO B HACTOSIIEM AOKYMEHTE
coequnenust opmya ((1), (Ia), (Ib), (A) nnm (B) mu ero papmaneBTHdecKH IpUeMIIEMON COU
WIIN COJIbBATA.

[00150] CorymacHO ApyroMy BapHaHTy OCYIIECTBJICHHs MPENCTaBICH CIOCOO JieueHUs
aTONMUYECKOro AepMAaTHTa Y HYXKNAIOLIErocss B 3TOM MALMEHTa, BKJIIOYAIOIIMN BBEACHUE
NALMEHTY TepaneBTUu4ecku 3(P(PEKTUBHOIO KOJMUYECTBA OMMCAHHOTO B HACTOSIIEM AOKYMEHTE
coenunenust popmyn (1), (Ia), (Ib), (A) nnu (B) unm ero gpapmaneBTUIeCKH PUEMIIEMOI COU
WK COJIbBATA.

[00151] CornacHo ApyromMy BapHaHTY OCYLIECTBICHHS MPEACTABICH CIIOCO0 JIeUueHHsI
3yAa y HyXKIAKOLIerocs B 5TOM INALMEHTa, BKIIOYAIOLINHM BBEIEHUE MALUEHTy TepareBTUYECKH
3¢ PEeKTHBHOrO KOJMUECTBA OMMCAHHOTO B HACTOSIIIEM JOKyMeHTe coenunenus Gopmy (1), (Ia),
(Ib), (A) unu (B) uu ero gpapMarieBTHYECKH MPUEMJIEMO COJIM HJIH COJIbBATA.

[00152] CornacHo Apyromy BapHaHTy OCYLIECTBJICHHS MPEACTABICH CIIOCO0 JIeUeHHsI
cuHapoma JlayHa y HYXKAAIOLIErocs B 3TOM IMAlMEHTA, BKJIIOYAIOIIMN BBEJEHHE IMaLUeHTY
TepaneBTHIecKH 3(P(HEeKTHBHOTO KOJMYECTBA ONMHCAHHOTO B HACTOSIIEM JTOKYMEHTE COeINHEHUS
dopmy (1), (Ia), (Ib), (A) wmu (B) mu ero ¢papmMaLieBTHUECKH TPUEMIIEMON COJTH WJIH COJIbBATA.
[00153] CormacHO HEKOTOpPbIM BapHaHTaAM OCYIIECTBJICHUS B HACTOSINEM JOKYMEHTE
PacCKpBIT CMOCOO CHHEPreTUYEeCKOro YCHJICHHsS] AKTUBHOCTH ONHOUJHOTO AHAJIbIETHKA Y
MAaLMEHTa, KOTOPOrO TMOJBEPral0T JIEYEHUIO OIMHOUIHBIM AHAJIBIETUKOM, BKJIFOUAFOIIHNA
BBEJICHUE MALMEHTY TepareBTUYECKH 3(P(HEKTHMBHOTO KOJIMYECTBA OMHUCAHHOTO B HACTOSIIEM
nokymente coenuaenus: ¢opmyiel (I), (Ia), (Ib), (A) wm (B) mimm ero ¢apmaueBTHUECKH
npuemsieMoll conmu WM cojibBaTta. COrNIaCHO HEKOTOPBIM BapHaHTaM OCYILIECTBICHHS B
HACTOSIIIEM JJOKYMEHTE PACKPBIT CIIOCO0 YMEHBIIEHHSI OCTPBIX MOOOUHBIX 3((EKTOB, CBA3aHHBIX
C ONHMOHUJHBIM AQHAJIBIETUKOM Yy TMAIMEeHTa, KOTOPOrO TOABEPralT JICYCHHUIO OIHUOHIHBIM
AHAJIBI'€TUKOM, BKJIFOYAIOIIHI BBEIEHUE MAIMEHTY TEeParneBTU4YeCKU 3(H(HEKTHBHOTO KOJINYECTBA
ONHCAHHOTO B HAacTosIeM HoKkyMeHTe coenuneHust popmysl (1), (1a), (Ib), (A) unu (B) wnum ero
(apmMareBTHIECKH MPUEMIIEMOM COJIN HITH COJIbBATA.

[00154] CornmacHO ApyromMy BapHaHTy OCYIIECTBJICHHs MPENCTaBJICH CIOCOO JieueHus
IUCTOHMHM Y HYXJAIOLIErocs B OSTOM [MAIMEHTa, BKIIOYANOIIUN BBEACHHE MAIUEHTY
TepaneBTHUECKH 3(PPEKTUBHOIO KOJIMYECTBA OMMCAHHOTO B HACTOSIIEM TOKYMEHTE COeINHEHHSI

dopmy (1), (Ia), (Ib), (A) unu (B) mu ero ¢papMaLieBTHUECKH PUEMIIEMON COJIH WITH COJIbBATA.



79

[00155] CornmacHO ApyromMy BapHaHTy OCYIIECTBJICHHs MPENCTABICH CIOCOO JeUeHUs
aTONMUYECKOrO JepPMaTUTA Yy HYXKJAIOLIErocs B O3TOM MALMEHTa, BKJIOYAIOIIUN BBeIEHUE
MALMEHTY TepaneBTU4ecKu 3(P(PEKTUBHOrO KOJIMUYECTBA ONMHMCAHHOTO B HACTOSIIEM AOKYMEHTE
coenunenust popmyn (1), (Ia), (Ib), (A) nnm (B) unm ero gpapmManeBTUIECKH MPHEMIIEMOI COTU
WJIN COJIbBATA.

[00156] CornacHO HEKOTOpPbIM BapUaHTaM OCYIIECTBJICHHUS B HACTOSINEM JOKYMEHTE
pPacKpeIT croco0 JeueHHuss cuHApoMa aeduuuTa BHUMaHus U rumnepaktuBHoctd (ADHD) y
HY’KAAIOIIErocss B OTOM NALMEHTa, BKIIOYAIOIIUN BBEJEHHE MALMEHTy TepaneBTUYeCKU
3¢ EeKTUBHOrO KOJNYECTBA OMHCAHHOIO B HACTOSIIEM JOKyMeHTe coequHeHus ¢opmydsl (I),
(Ia), (Ib), (A) nnu (B) mnu ero papMaLeBTHUECKH MPUEMIIEMON conu min conbbara. CornacHo
HEKOTOPHIM BAapHAHTAM OCYILECTBJIEHUS B HACTOALIEM JOKYMEHTE PACKPBIT CIOCOO JieueHUs
o0ceccuBHO-KOMIYJIbCUBHOTO paccrpoiictea (OCD) y Hyxparommerocss B 3TOM IALUEHTA,
BKJIIOYAIOLINI BBEACHUE MAIHEHTY TepaneBTHYeCKH 3(P(PEeKTUBHOrO KOJIMYECTBA ONMHCAHHOTO B
HacTosiieM gAokymeHte coemnuneHust (opmyn (I), (Ia), (Ib), (A) wmu (B) wumm ero
(apmarieBTHYECKH IPUEMIIEMO COJIM HJTH COJIbBATA.

[00157] CornacHO HEKOTOPBIM BapHaHTAM OCYIIECTBJICHHUS B HACTOSIIEM JOKYMEHTE
packpbIT croco0 JneueHuss Oone3HM XaHTHHITOHA Y HY)XKOAOWErocs B 3TOM IAIUEHTa,
BKJIFOYAIOLITMI BBEEHHE MALMEHTY TeParneBTU4YeCKH 3((PEKTUBHOTO KOJIMYECTBA OMHCAHHOTO B
HacTosiieM paokymeHte coenmHeHust (opmyn (I), (Ia), (Ib), (A) wm (B) wmm ero
(apMarieBTHYECKH MPUEMJIEMOI COJIM HITH COJIbBATA.

[00158] CornacHO HEKOTOpPbIM BapHUaHTaAM OCYIIECTBJICHHS B HACTOSINEM JOKYMEHTE
packpeIT crmocod sedenuss OonesHm I[lapkMHCOHA Yy HYXKAAKOLIETocs B 5TOM TMAIMEHTA,
BKJIFOYAIOLTHI BBEIEHHE MALUEHTY TEPareBTUYEeCKH 3((PEKTUBHOTO KOJIMYECTBA OMHMCAHHOTO B
HacTosimieM nokymeHnte coemuuenusi ¢opmyn (I), (Ia), (Ib), (A) wm (B) wmu ero
(apmMarieBTHIECKH IPUEMIIEMOI COJIM FITH COJIbBATA.

[00159] CornacHO HEKOTOpPbIM BapHaHTaAM OCYIIECTBJICHUS B HACTOSINEM JOKYMEHTE
PackKpeIT crocod yiydlieHnst PyHKUHOHAIBHOTO pe3yJbTaTa Mocjae HHCYJIbTa Yy HY KIAKOMIErocs
B OTOM TALIMEHTA, BKJIOUYAIOLIMHA BBEACHHE TMALUEHTY TepaneBTUYecKn 3(PQPEKTUBHOTO
KOJIMYECTBA OMUCAHHOTO B HacTosimeM JokyMeHTte coenuHenus: Gopmyn (I), (Ia), (Ib), (A) umu
(B) mnu ero papmaneBTUYIECKH IPUEMIIEMON COJTH HJIH COJIbBATA.

[00160] CornacHO HEKOTOpPBIM BapHUaHTaAM OCYIIECTBJICHHUS B HACTOSINEM JOKYMEHTE
PACKPBIT CIOCO0 JIEUEHUs] YePErHO-MO3TOBOH TPaBMbl Yy HY)KJAIOIIEroCss B S3TOM MAIMEHTA,
BKJIFOYAIOLITMI BBEIEHHE MALUEHTY TEPAeBTUUYECKH 3((PEKTUBHOTO KOJIMYECTBA ONMHMCAHHOTO B
HacTosimeM JokymeHnte coemuHeHust ¢opmyn (I), (Ia), (Ib), (A) wm (B) wmu ero

bapmareBTHIECKH TPUEMIIEMOI COJIN FITH COJIbBATA.
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[00161] CornacHO HEKOTOpPBIM BapHUaHTaM OCYIIECTBJICHHS B HACTOSINEM JOKYMEHTE
PaCKpPBIT CrIocod JIeUeHUsI HEBPAJITUH TPOWHUYHOTO HEPBA Y HY)KIAIOLIETr0oCs B 3TOM MAIMEHTa,
BKJIFOYAIOLITNI BBEIEHHE MAL[UEHTY TEePareBTUUYEeCKH 3((PEKTUBHOTO KOJIMYECTBA OMHMCAHHOTO B
HactosimmeM paokymeHte coexamHeHust Gopmyn (I), (Ia), (Ib), (A) wmmm (B) wmm ero
dapmaneBTHUeCKH TpUEeMIEMON comu wiau  conmbBata. COrJIaCHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIICHUS] B HACTOSIIEM MOKYMEHTE PACKPBIT CIOCO0 JiedeHHusl TioccodaprHrearbHON
HEBPAJITMM Yy HYXAAOIIErocs B OSTOM MAallMEHTa, BKJIOYAIOIIMI BBEACHHE NALMEHTY
TepaneBTHUECKH 3PPEKTUBHOIO KOJIUYECTBA OMMCAHHOTO B HACTOSLIEM TOKYMEHTE COeIUHEHHSI
dopmya (I), (Ia), (Ib), (A) unu (B)unu ero papmanieBTHIECKH IPUEMIIEMON COJIM UM COJIbBATA.
[00162] CornacHo ornpeneNeHHbIM BapUaHTAM OCYLIECTBIIEHUSI PACKPBITOE COECIUHEHHUE,
UCTIONBb3YEMOE OFHUM WJIM HECKOJBKHUMH U3 BBIMIEYKAa3aHHBIX CIIOCOOOB, MPENCTABIsET COOOM
OJHO U3 ONUCAHHBIX B HACTOSINEM JOKYMEHTE TI€HEPUYECKUX, CYOTreHepHYeCKHX WIIH
cienn(pUIeCKUX CoenUHeHM, Takux Kak coenunenue popmya (I), (Ia), (Ib), (A) unu (B).
[00163] PackpbiThle  coenwHEHMs] BBOAST  MauydeHTaM (KUBOTHBIM U JIOJISM),
HY)KOAIOIIMMCSl B TakOM JIEYEHUH, B JO3HPOBKAX, KOTOpble oOecrnedaT ONTHMAJIbHYIO
dapmarneBruyeckyro 3¢pdexruBHoctb. [oHATHO, UTO 1033, HEOOXomuUMasi AJisi MPUMEHEHHs B
Jr000M KOHKPETHOM MPHMEHEHHH, OyIeT BapbUpOBaTh OT MALMEHTA K MAIMEHTY HE TOJBKO B
3aBHCUMOCTH OT KOHKPETHOTO BBIOPAHHOTO COENMHEHHs WM KOMITO3ULMH, HO TaKXe OT MyTei
BBEJICHUS], MPHUPOABI MMOABEPraeMOro JIEYeHUI0 COCTOSIHUS, BO3pacTa M COCTOSIHUS MALMEHTa,
OTHOBPEMEHHOI'0 TpHUeMa JIEKAPCTBEHHBIX CPEIACTB WM CIELUATbHONW JUEThI, 3a KOTOPBIMU
CIIENT MALMEHT, U JAPYrHX (PaKTOPOB, MPH 3TOM COOTBETCTBYIOINAS NO3HPOBKA B KOHEYHOM
UTOTe OCTAeTCsl Ha YCMOTPEHUE Jievalero spava. J{Jis JeueHus yKa3aHHBIX BbIIIEe KIMHUUYECKUX
COCTOSIHUI 1 3a00JI€BaHHUI PACKPBITOE B HACTOSLIEM JOKYMEHTE PaCCMATPUBAEMOE COCTMHEHUE
BBOJSIT MEPOPAIBHO, MOIKOXKHO, MECTHO, MapeHTepPaIbHO, MyTeM HHTAISLUOHHOIO Crpes WU
pPEeKTaIbHO B COCTaBaX B BHAE JO3UPOBAHHBIX JIEKAPCTBEHHBIX (OPM, COIEPIKALIUX
TPaIULOHHBIE HETOKCHYHbIE (DapMalleBTUUECKH NPUEMJIEMble HOCHUTENH, BCIIOMOTATEJIbHBIE
cpeacrBa W HamonHutenu. IlapeHTepanbHOe BBeNEHHE BKJKOYAET IOAKOXKHBIE WHBEKIINY,
BHYTPUBEHHBIE UM BHYTPUMBIIIEYHbIE HHBEKIIUU HJIA CIIOCOOBI HH( y3HH.

[00164] B Hacrosimem HOKyMEHTE TakKe PacCMaTPUBAIOTCSI KOMOWHHUPOBAHHBIE TEPATIHH,
HalpuMep, IJIsl COBMECTHOTO BBEAEHUs pPACKPBITONO COEIMHEHUs U JOIMOJHUTEIBHOIO
aKTUBHOTO CpEACTBA, KAk YacTb KOHKPETHOM CXeMbl JIeUeHUs, NpeJHa3HAYeHHON s
o0ecreyeHrsl MOJIOKUTENBHOrO 3¢ ¢eKTa OT COBMECTHOrO NEHCTBUS 3THX TEPANEBTHYECKUX
cpenctB. bnarompusitHeii  3pdexkt komOuHanmu BKJIOYaeT B celsi, Oe3 oOrpaHuueHus,
dapmakokuHeTHYeCKOe KM (papMaKOIMHAMHYECKOE B3aMMOJNEHCTBHE, BO3HHKAIOIIee B

pe3yapTare KOM6I/IHaLII/II/I TEPANCBTUICCKUX CPEACTB. BBCI[CHI/Ie OTUX TEPANCBTUYUCCKUX CPEACTB
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B KOMOMHALINKM, KaK MPAaBUJIO, OCYINECTBISIETCS] B T€UEHUE ONMPEAEIICHHOTO MEepPHOAa BPEMEHHU
(kak TpaBWIJIO, HENENH, MECSALbl WIM TOAbl B 3aBHCHMOCTH OT BBIODAHHONH KOMOWHAIIUM).
KomOuHupoBaHHast Tepamusi MpefHa3HA4Ye€HA AJsl TOCJIENOBATENIbHOTO BBEICHHS HECKOJIbKHX
TEepPANEeBTUYECKUX CPEACTB, TO €CTh KOrJa KaXA0€ TEPANeBTUYECKOE CPEACTBO BBOIAT B PA3HOE
BpEeMsi, a TaKyK€ JUIsl BBEICHUs 3TUX TEPANEeBTUYECKUX CPEICTB WIM MO MEHBbIIEH Mepe ABYX
TEPANEeBTHUECKUX CPEACTB IO CYLIECTBY OAHOBPEMEHHBIM 00pa3oM.

[00165] IIpakTHueckn OIHOBPEMEHHOE BBEICHHE OCYLIECTBIJISIETCS, HANpPUMEp, MyTEM
BBEICHUSI CYOBEKTY E€IMHCTBEHHOIO COCTaBa WJIM KOMIIO3MLMHU (Hampumep, TaONeTKH WiIn
Karncynbl ¢ (PUKCUPOBAHHBIM COOTHOLIEHHEM KaXKJOTO TEPareBTUYECKOro CPEACTBa) WIH B
HECKOJIbKUX OT/EJbHBIX COCTaBax (HampuMep, Karcysiax) Ui KaKIOro U3 TepareBTUYECKHX
cpencts. llocnenosarenpHOE WJIM MO CYLIECTBY OAHOBPEMEHHOE BBEACHHE KaXIOIO
TePANeBTUUECKOTO CPECTBA OCYIIECTBIISETCS JIIOOBIM MOAXOMSALIMM IyTeM, BKIFOUas B ceds,
0e3 orpaHu4eHus1, IepopasibHble My TH, BHYTPUBEHHbIE ITyTH, BHYTPUMBILIEUHBIE IIyTH U MIPSIMYIO
abcopOIMI0 Yepe3 TKaHM CIU3UCTOH 000s0ouku. TepameBTHUECKHE CPENCTBa BBOIST OJHHM H
TEM K€ NyTEeM WM pPa3IuuHbIMU NyTsMu. Hampumep, nepBoe TepanmeBTUYECKOE CPEACTBO
BBIOpDAHHOW KOMOMHAIIMM  BBOISAT BHYTPUBEHHOH HWHBEKIMEH, TOrga Kak Jpyrue
TepaneBTUYECKHE CPeACTBA KOMOMHALIMY BBOJST IEPOPAbHO. AJIBTEPHATHBHO, HAIIPUMEp, BCE
TEePaNeBTUYECKUE CPENCTBA BBOISAT MEPOPAIBHO WM BCE TEPANIEBTHUECKHE CPENCTBA BBOASATCS
BHYTPHUBEHHO.

[00166] KomOuHMpOBaHHast Tepamusi TakXKe BKJIHOYAET BBEOEHHE TEePANeBTHYECKUX
CPEACTB, KaK OMNKCAHO BBIIIE, B JOMOJHHUTEIBHOH KOMOWHALMM C JAPYTHMH OHOJIOTHYECKU
AKTUBHBIMM HWHIPEIUEHTAMH M HEMEIUKAMEHTO3HOW Tepamueil. Ecium KoOMOWHUpOBaHHAs
Tepanusi JOINOJHUTENBHO BKJKOUAET HEMEIMKAMEHTO3HOE JIEYEHHE, HEMEIUKAMEHTO3HOE
JIeYeHHEe MMPOBOAUTCS B JIFOOOE MOAXOASLIEE BPEMs, TIOKA JOCTUTAETCS MOJIOKUTENbHBINA 3 eKT
OT COBMECTHOTO JEWCTBHSI KOMOWHALIMK TEPAINeBTUYECKHX CPEACTB U HEMEAMKAMEHTO3HOTO
nedenns. HampuMep, B COOTBETCTBYIOLIMX CIyYasx MOJE3HbIH 3PQEKT BCe ele TOCTUTAETCH,
KOI7la HEMEUKAMEHTO3HOE JIEYEHUE BPEMEHHO IMPEKPALIAeTCsl OT BBEJCHUs TEPANEeBTUUECKUX
CPEICTB, BO3MOKHO, HA HECKOJIBKO JHEN WIN JaXe Helelb.

[00167] KoMroHeHThl ~ KOMOWHAIMM  BBOIST  MALIMEHTY  OJHOBPEMEHHO  WJIU
Nocyie0oBaTeNnbHO. IIOHATHO, YTO KOMIOHEHTBHI NPUCYTCTBYIOT B OJAHOM U TOM K€
(dapMareBTHYECKH TPUEMIIEMOM HOCUTENIE U, CIEeNOBAaTEIbHO, BBOISTCS OXHOBPEMEHHO.
AJNBTEpPHATUBHO, AaKTHBHbIE WHIPEIUEHTHI MPHCYTCTBYIOT B OTAEIBHBIX (hapMaleBTHUECKUX
HOCHUTEJISIX, TAKUX KaK OOBIUHBIC NEpOpasbHbIE JIEKAPCTBEHHBIE (DOPMBI, KOTOPBIE BBOISAT JINOO

OOHOBPEMECHHO, a1bo MOCJIECAOBATEIBbHO.
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[00168] Hanpuwmep, ni1st npeanonaraeMoro jieueHus: O0JIH pacKpbITOE COSAMHEHNE BBOST
COBMECTHO C APYTHUM TEPANEBTUYECKUM CPEICTBOM OT OOJH, TAKMM KaK OIHOHJ, MOAYJSTOP
kaHHaOuHouaHoro penentopa (CB-1 wmmm CB-2), uarunOurop COX-2. aneramuHodeH w/wnu
HECTEPOHIHOE MPOTHBOBOCHAINTENBHOE CPENCTBO.  JIOTMONHUTENbHBIE — TEPANeBTHYECKUE
CpEeACTBa, HAampuMep, MUl JieueHUs: OOJH, KOTOPbIE BBOASTCS COBMECTHO, BKJIFOUAIOT B ceOs
MOpHUH, KOAEWH, THAPOMOP(OH, TUAPOKOAOH, OKCUMOpP(OH, (QeHTaHWI, TpaMaaon u
neBopQaHoJI.

[00169] Jpyrue npennonaraemble TEPaneBTUYECKUE CPEACTBA JJIs1 COBMECTHOI'O BBEICHMUS
BKJIIOUAIOT B ce0sl acMpPUH, HANpOKCeH, noynpodeH, canbcanar, nudayHusal, nqekcuoynpodeH,
¢denonpoden, keronpodeH, OKCANPO3UH, JOKCONMPOpeH, MHAOMETAINH, TOJIMETHH, CYJIHUHIAK,
STOJOJNIAK, KETOPOJIaK, MUPOKCHUKAM, MEJOKCHKaM, TEHOKCHUKAM, JIPOKCHKaM, JIOPHOKCHKAM,
LEJIEKOKCHO, MapeKOKCHO, pUMOHAOAHT W/MJIU STOPUKOKCHO.

[00170] Crnenyrolye npuMepsl NPUBEAEHBI TOJBKO B KaU€CTBE WIUTIOCTPALIUU PA3INYHBIX
BapUAHTOB OCYIIECTBJIEHUS U HE JOJDKHBI PACCMATPUBATBHCS KaK OTPAHHYMBAIOIINE HACTOsIIEe

n300peTeHne KakuM-I1100 oOpasoM.

INPUMEPBI

Ilepeyennb cokpameHui
[00171] Kak w#Crmonb30BaHO BbIIE W BO BCEM OIMMCAHUM HACTOSIIETO H300peTeHUs,
CIEAYIOLINE COKPALECHUS], €CIN HE YKa3aHO MHOE, CIEAYET MOHUMATh KaK XapaKTePU3YIOLIUeCs

CICAYHOIUMHA SHAUCHUAMUN .

ACN unmu MeCN ALleTOHUTPUI

Bn OeH3mI

BOC unu Boc mpem-OyTHnKapOamar

CDI 1,1'-xapOOHUITUUMU 30T
Cy LUKJIOTEKCHJIT

DCE nuxjiopatad (CICHCH>Cl)
DCM nuxjopmetas (CHxCly)
DIPEA unu DIEA JUU30MPONMIITUIAMUH
DMAP 4-(N, N-nuMeTHIaMuH) TUpUATH
DMF IUMETHIII(H OpMaMHUT

DMA N, N-numerunaueraMus
DMSO OUMETHIICY I OKCU

OKB. SKBHUBAJICHT(bI)
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Et 5T

EtOH 5TAaHOJ

EtOAc STUJIALIETAT

HATU 1-[6uc(numernnamuno)metmneH]-1H-1,2,3-rpuasono[4,5-

b]mupununamii-3-okcua-rexkcadpropdocdar

HFIP 1,1,1,3,3,3-rekcadropnpomnan-2-oiu
LAH JUTUAATFOMUHUATUAPU

KX/MC KUJKOCTHAsI XPOMaTOMAaCC-CIIEKTPOMETPHSI
Me METHII

MeOH METaHOJI

MC MacC-CIEeKTPOCKOMHUS

NMM N-metunmopdonux

SAMP sIIEPHBIN MAarHUTHBIN PE30HAHC
PMB napa-MeTOKCUOEH3UIT

TEA TPUSTUIIAMUH

TFA TpuTOPyKCyCHAs KHCIOTa

THF TerparupodypaH

TCX TOHKOCJIOIHAst Xpomartorpadus

L. Xumunueckuii cuHTe3

[00172] Ecnu He yka3aHO MHOE, peareHThl U PaCTBOPUTENH UCIIOIb30BAIU B TOM BHUJE, B
KOTOPOM OHHM OBUIM TOJIy4€HBbl OT KOMMEPYECKHX MOCTABLUINKOB. be3BOIHbIE PACTBOPHUTENIN U
BBICYLIEHHYIO B MEYM CTEKJITHHYIO MOCYAY HMCIIOJIb30BAIM JUIsl CHHTETUYECKUX MPEBPAILEHHIH,
YYBCTBUTEJbHBIX K BJIare W/WIM KHCIOPOAy. BrIxon He onTMMHM3MpOBaIH. Bpemst peaxiuu
SIBJISIETCSL TTPHOIM3UTENIBHBIM U OHO He ObUTO onTUMHU3UpoBaHO. KomoHOUHYO Xpomarorpaduro
u ToHKOocHoMHY0 xpoMarorpaduro (TCX) mpoBoamimm Ha CHIIMKaresne, €Cii He YKa3aHO WHOE.
CrnekTpel nmpuBeneHbl B M. (), a KOHCTaHThI B3auMmonencTsus (J) mpuseneHsl B repuax. Jis
NPOTOHHBIX CHEKTPOB MUK PACTBOPUTENSI HCIIOJIb30BANIN B KAUECTBE KOHTPOJIHOTO THKA.

Ipumep 1: 4-((2-((4-(((1,1,1,3,3,3-'excadTopnponan-2-ui)okcu)kapooHua)nunepasuH-1-

wi)MetTun)-S-(rpudropmernii)peHu1)aMHHO)OYyTAHOBASI KHCJI0TA
O CF
TF3
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Craans 1: Ilosyuyenue mpem-6yTn.11-4-((4-MeToKcnﬁeﬂsnﬂ)amnH0)6yTaH0aTa

RoPunl Yo
0 NaBH,, EtOH

ot 70°C 710 KOMHATHOH TEMIEPATYPHI,
B TCUCHUE HOYH

[00173] B kpyrnononHyto konby odovemom 1 11 momernanu 4-M€TOKCI/I6€H3aJ'IbI[eFI/II[ (27,42
r, 201,40 mmoub, 1,00 5kB.), mpem-6ytun-4-amunodyranoart (32,04 r, 201,22 mmounb, 1,00 3kB.)
u EtOH (270 mn). ITonyueHHbIN pacTBOp NepeMeNINBaiu B TeueHue 3 4 npu temneparype 70°C
¢ mocnenyroummM nobdasnenunem NaBHy (4,57 r, 120,80 mmonb, 0,60 5kB.) HECKOJIBKUMU
nopuusmMu. CMech TmepeMelluBald B TEUYEHHE HOYM TNPU KOMHATHOM TeMmIeparype u
KOHLIEHTPUPOBAJIM NIPH MOHIKEHHOM AaBieHuH. OcTaTok XpoMaTorpapupoBaiy Ha KOJOHKE C
cunukarenem, ucronssyst EtOAc/merponeiineiii a¢up (1:10-1:1), ¢ nonyuernuem 43 r (76%)
mpem-0yTin-4-((4-merokcubeHsmn)amMmuHo)OyTaHoara B Buae OecusetHoro macna. JKX/MC
(ESL m/z): 280 [M+H]".

Craaus 2: Honyyenne mpem-0yTun-4-((2-popmun-S-(rpudpropmerni)penni)(4-

o, B

MEeTOKCHOEH3H1)aMHUHO)0yTaHOoATA

2

[00174] B kpyrmononnyro kon0y ob6semom 1 11 momewanu mpem-OyTun-4-((4-

PMB

TOIYOIL, K2C03
110 °C, B TeUCHHE HOUH o~ 0

MeTtokcuOeH3mn)amuHo)Oyranoar (254 r, 90,92 wmmomb, 1,20 3kB.), 2-prop-4-
(Tpudropmermn)benzanpaerun (14,5 r, 75,48 mmons, 1,00 3kB.), Tonyon (145 1) u xapOonar
kamus (31,4 1, 227,19 mmons, 3,00 5kB.). [TonyueHHBIH pacTBOp MEPEMELINBAIN B TEUCHHE HOUU
npu temneparype 110°C. IlonydeHHbIH pacTBOp OXJaKAalu N0 KOMHATHONH TeMIlepaTypbl U
pazbaBmsin S00 man EtOAc u 500 mn H,O. Opranudeckuii Cioii OTAETSUTM U BOIHBIN CIIOM
skcTparupoBain oguH pas 500 mum EtOAc. Opranudeckue cjaou OOBEAMHSUIM, CYIIMJIA Hal
0e3BOAHBIM CyJabpaTOM HATpus, (QHUIBTPOBAIM W KOHLEHTPHUPOBAIH IPU TOHHWKEHHOM
napnennn. OctaTok XpomarorpadupoBaiM Ha KOJOHKE C CHJIMKareleM, HCHONb3Ys
EtOAc/nerponetineiii 3¢up (1:50-1:5), ¢ monyuennem 17 r (50%) mpem-0ytun-4-((2-popmmun-5-
(tpudTopmeri)dhennn)-(4-meTokcubeH3uI)aMUHO)OyTaHoaTa B BHIE Macja sKelToro msera. 'H

SIMP (300 MT'w, CDCls) 6 10,37 (c, 1H), 7,89 (n, J = 7,8 T, 1H), 7,33 (1, J = 8,4 T'y, 2H), 7,06
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(n,/=8,7T1, 2H), 6,81 (n, J= 8,7 ', 2H), 4,29 (¢, 2H), 3,78 (c, 3H), 3,17-3,12 (M, 2H), 2,21-
2,16 (M, 2H), 1,86-1,77 (M, 2H), 1,46 (c, SH).
Cragns 3: Ilonyuenue 1-(mpem-6yrna)-4-(1,1,1,3,3,3-rexcadropnponan-2-uj)nunepasuH-
1,4-nuxap0okcuiara
CF3 O CFs
(\NH HO/kCFa (\N/”\O'J\C%
N

Bo C,N\) CDI, CHsCN Boc”

80 °C, B Teuenue HOUU

[00175] B xpyriononHyro kon0y o6beMoM 2 IUTpa moMeIany mpem-0y THianunepasut-1-
kapbokcunar (163 r, 875,16 mmonb, 1,00 3kB.), CDI (170,2 r, 1,05 monb, 1,20 3xB.) 1 MeCN
(652 wmu). IlomyueHHBIH pacTBOpP NeEpeMEININBAIM B TEUEHHE 3 4YacOB INPU KOMHATHOU
Temrieparype ¢ mnocnenyromum podasnennem HFIP (441,3 r, 2,63 wmomnb, 3,00 3kB.).
ITonyueHHBIII pacTBOp MNepeMeInnBajid B TedueHue Houu mnpu Temmeparype 80°C u 3atem
OXJIAXKIAJIM 10 KOMHATHOH Temnepatypbl. [Iponykr ocaxknanu nytem nodasnenus HO (1,2 n),
nepemMelnBany B TedeHre 10 MUHYT U 3aTeM 4acTh paCTBOPUTEINS AN B BakyyMme. TBepabie
BemecTsa cobupanu ¢uubrpanneii u Tprkabl npombBamu 500 mn H>O. 3arem mnpoapykr
pacteopsuin B 1,6 1 HoO u ¢punbrpoBanu ¢ monaydeHuem Oenoro TBepAOro Bemecrsa. TBepaoe
BEINECTBO CYIIWJIU B M€YH MPU MOHWKEHHOM naByeHuy, nony4asi 310 r (93%) 1-(mpem-Oytun)-
4-(1,1,1,3,3,3-rexcadpTopnponas-2-un)nunepasus- 1 ,4-nukapOookcuiara B Buae 0eaoro TBEpAoro
semecTsa. 'H SIMP (300 MI'y, CDCIs) § 5,78-5,72 (M, 1H), 3,54-3,48 (m, 8H), 1,47 (c, 9H).
Craaus 4: Iloayuenmne coau 1,1,1,3,3,3-rekcapropnponan-2-uianunepasut-1-
KapOokcujara 2,2,2-tpudropanerara

O CFs TEA O CF;

A A

L N 2 S —— N7 07 CR,

N TeMHOEparypa, B HN
-
TeIeHNE HOIH TFA

[00176] B xpyrnononnyro kondy odovemom 2 nutpa nomemanu TFA (462 r, 4,09 mons,

5,18 »xB.). K pactBopy TFA nobasmsuu 1-(mpem-6ytun)-4-(1,1,1,3,3,3-rekcapropnponan-2-

wi)nunepasun-1,4-nukapookcunar (300 r, 788,89 wmmomb, 1,00 35KB.) HECKOJbKUMU

peakLMOHHBIMU cMecsMU. IlonyudeHHbII pacTBOp mHepeMelnBald B TE4YeHHE 3 4acoB IMpHU
KOMHATHOU TeMmrmeparype, a 3areM pasdasisuii 3 1 HyO. PeakimoHHy0 cMech OXJakKOaasu 10
temneparypsl 2°C Ha nensiHol OaHe 1 00pa30BbIBANN CyCIieH3U0. TBepble BelecTBa codnpanu
¢unbTpauneit n npombiBanu 300 ma H>O. Teepaple BemecTBa CyIIMIN NMPU NOHHKEHHOM
nanennu, mnomydas 290 r (93%) comm 1,1,1,3,3,3-rekcadTopnponas-2-uanunepasus-1-
kapbokcunat 2,2, 2-rpudTopaneraT B Buae Oenoro Teepaoro semectsa. 'H SIMP (300 MIw,
DMSO-d6) 6 9,00 (c, 2H), 6,71-6,58 (m, 1H), 3,90-3,80 (m, 4H), 3,18-3,05 (m, 4H).
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Cragna S: IHoayuenue 1,1,1,3,3,3-rekcagropnponan-2-uia-4-(2-((4-(mpem-oyroxcu)-4-

oKkco0yTuI)(4-MeToKCHOeH3 U )aMHHO)-4-(TpHpTOpMeTH/I)0eH3HT)NunepasuH-1-

kap0okcuJaTa
O CFs
FsC
3 FsC PPN
o (N7 07 CF,
S B (L
N N O CF
PMB 3 N
HN._J TFA PMB
NaBH(OAc)3, EtsN, THF
o 0 KOMHAaTHasg TeMIIeparypa, o070
B TCUCHHC HOYH
[00177] B kpyriaogonHyro konly obvemom 500 mn momemmanu  mpem-0yTun-4-((2-

bopmun-5-(tpudropmerin)pennn)-(4-merokcuOensmn)amuno)oyranoar (17 r, 37,65 mmons,
1,00 »kB.), comp 1,1,1,3,3,3-rekcadTopnponan-2-unnunepasus-1-kapookcunar  2,2,2-
tpudTopauerar (15,62 r, 39,63 mmonb, 1,10 3xB.) u TEA (4,37 1, 43,19 mmonsb, 1,15 5kB.).
HobGasmsamu THF (170 mun) 1 cmech nepemernnBany B TedeHue 30 MunyT npu temmneparype 25°C.
3arem noOammsnu  Tpuauetokcubopruapua Hatpusi (13,97 r, 65,88 wmmonb, 1,75 5kB.)
HECKOJIbKUMH PEaKLMOHHBIMU cMecsiMU. [TonyueHHBbIN pacTBOp MepeMeIInBali B TEHEHUE HOUU
Ipyl KOMHATHOM Temmeparype, a 3aTeM KOHLEHTpHpoBajiu B Bakyyme. OcraTok
xpoMarorpadupoBaniu Ha KOJIOHKE C cuiMkarejiem, ucrnonb3ys EtOAc/merposeiHbii 3¢up
(1:20-1:5), m momywanu 17 r (63%) 1,1,1,3,3,3-rekcapTopnponan-2-mn-4-(2-((4-(mpem-
OyTOoKCH )-4-0KCO0Y THIT )-(4-MeTOKCHOEH3 T )aMIHO )-4-(Tpud TopMeTHI )OS H3 W ) TUne pa3uH- 1 -
xapbokcuaaTa B Buze sxkenroro Maciaa. XKX/MC (ESL m/z): 716 [M+H]".

Craaus 6: Honyuenue 4-((2-((4-(((1,1,1,3,3,3-rexcapTopnponan-2-

WI)OKCH)KapOoHUI)nunepasuH-1-uin)metrun)-S-(tpudgropmernn)peHn)aMuHo)0yTAHOBOI

KHCJIOTBI
XA
FsC O CF;
? (N7 TO7 e, FaC PPN
N (’\N 0" CF,
! TFA N
PMB” DCM HN
KOMHATHasA
TeMneparypa, d 9
0”0
O~ OH

[00178] B kpyrnononnyro kondy oobemom 1 1 momemmanu 1,1,1,3,3,3-rekcadroprnpomnan-

2-un-4-(2-((4-(mpem-0yTokcu )-4-okcoOy T )-(4-METOKCUOCH3MIT ) aMUHO ) -4 -
(Tpudropmern)ben3un)nmunepasun- 1-kapodokcunar (15 r, 20,96 mmons, 1,00 skB.), DCM (200
i) 1 TFA (50 mu). ITony4deHHBII pacTBOp MEPEMEIINBAIN B TEUEHHE 5 4aCOB MPH KOMHATHOU

TeMrieparype. 3atem peakuuto racwiu nobdasnenuem 500 r HoO/nen. PacTBop momnmep:kuBaiu
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npu temnepatype 0°C, a 3Hadenue pH pactBopa nosoaunu o 5-6, ucnonbdys 3 M pactsop
ruapokcuna Hatpus. pH nmononauTensHO noBoawiu 10 pH 8 HachIEHHBIM BOJHBIM PACTBOPOM
OukapOonara HaTtpusi. Bopnbelii pactBop nBaxnabl skcrparmpoBanu 200 mn DCM, a
oObenHeHHble oprannydeckue cinou npomeBain HO (100 mur) u 3aTeM CONSIHBIM PacTBOPOM
(100 ™). Cwmech cymuan Hang Oe3BOIHBIM — cyib(aroM Hatpus, QUIBTPOBAIA U
KOHLIEHTPUPOBAJIN NPU TOHM)KEHHOM AaBiieHHH. OCTAaTOK OUUINAIH € TIOMOIIBIO IIpenapaTUBHON
¢bmm-BOXX u BeicymmBanmu smodunmzanpein ¢ monydeHueM 5,07 r (45%) 4-((2-((4-
((1,1,1,3,3,3-rexkcadropriponan-2-ui)OKCH )KapOOHII )TUNIe pa3uH- 1 -1 ) MeTh)-5-
(TpudTopmeTn)peHn)aMuHO)OYTAHOBOW ~ KHUCJIOTBI B BHUJIE CBETJIO-3€JIEHOTO  TBEPAOIO
BemecTsa. 'H IMP (300 MI'y, meranon-d4) § 7,14 (n, J = 7,5 I'n, 1H), 6,96-6,82 (M, 2H), 6,18-
6,09 (m, 1H), 3,57 (c, 6H), 3,24-3,20 (m, 2H), 2,58-2,44 (m, 6H), 2,02-1,93 (m, 2H). XKX/MC
(ESL, m/z): 540 [M+H]".

Ipumep 2: 4-((5-Xnop-2-((4-(((1,1,1,3,3,3-rexca¢ropnponan-2-
WI)OKCH)KapOOHHI)IHNepa3HH-1-nia)mMeTH1)peHn1)aMiHHO0)0yTAHOBAs KHCJIO0TA
O CF,
cl- i E N('“N’ILO"l\ch
HM

Craaus 1: Iloayuyenue mpem-ﬁyTn.rl-4-((4-MeT01ccu6eH3n.11)aMHH0)6yTaﬂoaTa

L o8 gl

/Q\©\/
0
& NaBH,, EtOH

ot 70°C 10 KOMHATHOH TeMIIepaTypPH,
B TEYEHHE HOYH

[00179] B xon0Oy 3arpysxkamu 4-metokcubensampaerun (4,27 r, 31,4 mmonb, 1,00 3kB.),
EtOH (30 M) u mpem-6ytun-4-amunodyranoar (5,00 r, 31,4 mmonb, 1,00 3kB.). ITony4yeHHBIIH
pacTBOp INepeMellnBaiu B TeueHue 5 4 mpu temmneparype 70°C u oxnaxnanud 10 KOMHATHOMN
temneparypbl. JloOGasmsuin OGopruapun watpus (0,718 1, 18,9 mmonb, 0,60 5kB.), U CMecCh
nepeMelBaId B TEUYEHHWE HOYM IPH KOMHATHOH TEMIlepaType M KOHLEHTPUPOBAJIU MpPHU
NOHWKEHHOM AasiieHHH. OcTaTok XpomarorpadupoBaii Ha KOJIOHKE C CHIIMKAreieM, UCTIONb3Ys
EtOAc/merponetineiii 3¢up (2/1), ¢ nmonydenuem 4,55 r (Bexom 52%) mpem-Oytun-4-((4-
METOKCHOEH3M)aMUHO )0y TaHoara B Buje xenroro macia. JKX/MC (ESI, m/z): 280 [M+H]".

Cranus 2: oayyenue mpem-0yTun-4-((S-xnop-2-popmuidpennn)(4-

MeTOKCHOEH3IJ1)aAMHHO)0yTaHOaTA
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; . 8

PrNEt, DMSO
110 °C, B Teuenue HOUH o7 0O

[00180] B konOy 3arpyxamu mpem-0ytun 4-((4-meroxcubensmin)amuHo)oyranoar (400
mr, 1,43 mmoub, 1,00 3kxB.), DMSO (10 M), DIPEA (553 wr, 4,28 mmoub, 3,00 5kB.) u 4-xJ10p-2-
¢dropbenzanmpuerun (225 mr, 1,42 mmonb, 1,00 5kxB.) B atMocdepe a3zora. PeakiioHHy0 cmech
nepeMelmBaid B TeueHHe Houn npu Temmeparype 110°C u racumm Bomod (30 mm).
IMonyuennsrit pactBop skcrparupoBaniu DCM (2x50 mut), a opraHUYeCKHe CJIOU OOBEIUHSIIH.
OO0BbenHEeHHbIE OPraHUYECKHe CIION MPOMBIBAIN paccosioM (2x30 mu), cyurmiy Hax Oe3BOTHBIM
cynbhaToM HaTpusi, GUIBTPOBAIN U KOHLEHTPUPOBAIH MPH MOHMKEHHOM JAaBieHuH. OCTaTok
XpomarorpadupoBaii Ha KOJIOHKE ¢ CuilMKareseM, uenoib3yst EtOAc/merponeiinsiii a¢up (1/6),
¢ mnonyuenueM 184 wmr (Bexon 31%) mpem-Oytun-4-((5-xnop-2-popmundenin)-(4-
MeTOKCUOEH3MIT) aMuHO)OyTaHoara B Buae sxenroro macna. JKX/MC (ESI, m/z): 418 [M+H]".
Craauns 3: llonyuenue 1-(mpem-6yrnn)-4-(1,1,1,3,3,3-rexcadpropnponan-2-uj)nunepasuH-
1,4-nuxapOokcuiara
CF3 O CF3
" NH HO)\CF3 (\NJ\OACH
Boc’N\) Tpudocres, Boc’N\)
iPraNEt, DCM

KOMHATHaq TEMIICPaTypa, B TCHCHHE HOYH
[00181] B xonly 3arpy»xamu tpudocres (7,98 r, 26,9 mmons, 0,50 3kB.), DCM (150 mi) u
HFIP (18,1 r, 108 mmonb, 2,00 5kB.) B atmocdepe azota. DIPEA (20,8 r, 161 mmous, 3,00 3kB.)

nobasnsin npu remneparype 0°C, 1 mOJy4eHHBIH PacTBOP NEPEMEIINBAIH B TEYCHUE 2 U mepen
nobasjeHneM mpem-OyTunmunepasus-1-kapookcunara (10,0 r, 53,7 wmmomns, 1,00 3kB.).
PeakuinoHHy0 cMech MepeMeIlnBajIi B TEYCHHE HOYM NMPU KOMHATHOW TEMIIepaType U TacHiIH
Bono# (150 mu). ITonydennsrii pactBop 3kcTparuposain DCM (2x200 mir). OpraHuyeckue ciiou
OOBEOUHIM, TPOMBIBAIA COJIEBBIM pacTBOpoM (2x150 wut), cymunm Hajg Oe3BOIHBIM
cynbdarom HaTpust, GUIBTPOBAIN M KOHLEHTPUPOBAIN NMPU TOHIKEHHOM aaBiieHHH. OCTaTok
XpomarorpadupoBay Ha KOJIOHKe ¢ cuinkareneM, ucnonb3ysi EtOAc/nerponeiinsiii a¢up (1/4),
¢ momyueHueMm 15,5 r (Bexonm 76%) 1-(mpem-0ytun)-4-(1,1,1,3,3,3)-rekcadpropnponan-2-
un)nunepasus-1,4-mukapookcunara B Buae 0enoro teepaoro Bemectsa. JKX/MC (ESI, m/z):381

[M+H]".
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Craans 4: Iloayuyenne coau 1,1,1,3,3,3-rekcadropnponan-2-uanunepasus-1-kapdokcunar

2,2,2-tpudropanerar

B .. 11
N"T07cRs T pem NT07CR,
_N KOMHATHAA HN \/J
Boc Temoeparypa, 3 4 TFA
[00182] B xomby zarpyxamm  1-(mpem-Oytun)-4-(1,1,1,3,3,3-rekcagpropnponan-2-

un)nunepasus-1,4-qukapookcunar (200 mr, 0,530 mmons, 1,00 3xB.), DCM (10 M) u TFA (2
mu1). TlonaydeHHBIN pacTBOp MepeMelnBall B T€YEHHE 3 YacoB IPU KOMHATHOW TeMmeparype.
PactBopurens ynansanun B Bakyyme, noiydas 250 mr comu 1,1,1,3,3,3-rekcadropnponan-2-
wnunepasuH-1-kapookcunar 2,2,2-rpudropauerar B Buae cBemio-xentoro macna. KX/MC
(ESL, m/z): 281 [M+H]".

Cragna S: IHoayuenme 1,1,1,3,3,3-rekcadgropnponan-2-uia-4-(2-((4-(mpem-oyroxcu)-4-

oKCco0yTHT)(4-MeTOKCHOEH3 W )aMUHO)-4-X10pOeH3na)nunepa3nn-1-kapookcunara

ol O CF;
« cl A A
o) O CF [N e
’ XL N
N N~ 07 CFs
PuB HN._J TFA pME "
NaBH(OAG)s, EtsN, DCE
0~ 0 KOMHATHaS TEMIEPATYPA,
#\ B TCUCHHE HOYH o 7C)k
[00183] B K0JI0y 3arpysKajiu mpem-0yTun-4-((5-xnop-2-hopmundenun)-(4-

MeTokcuOeH3un)amuHo)oytanoar (184 wmr, 0,440 mmons, 1,00 5xB.), DCE (10 mu), TEA (133 wr,

1,3,3,3-rexcadTopnponan-2-uinunepasus- 1 -kapookcunat

Eaa s

1,32 mmomb, 3,00 3kB.) u comp 1,1
2,2 2-rpudropauerar (147 mr, 0,520 mmods, 1,20 3kB.). [TonyyeHHBIH pacTBOp MEpEeMEIINBAIN B
TedeHue | 9aca mpu KOMHATHOH Temreparype, a 3areM J00aBsUIM TPHALETOKCHOOPTUAPUL
Hatpus (280 wmr, 1,32 mmods, 3,00 5kB.). PeakimoHHYI0 CMeCh NepeMEIINBAIN B TE€UCHUE HOUU
Npyu KOMHATHOU Temmepatype u racwiu Bonoi (30 mur). [TonydeHHBII pacTBOp 3KCTParupoBau
DCM (2x50 mu). Opranndeckue CiIou OOBEOMHSIN, MPOMBIBAIH COJIEBBIM PacTBOPOM (2%30
MJI), CYIIMIM Haj Oe3BOAHBIM Cyib(paToM HATpHs, (QUIBTPOBATH M KOHLEHTPUPOBAIU MPU
NOHW)KEHHOM JnaBiieHnd. OcCTarok XpomarorpadupoBaii Ha KOJOHKE C CHJIMKAreJeM C
nomompto DCM/MeOH  (98/2) ¢ monmyuenmem 250 wmr (Bexon 83%) 1,1,1,3,3,3-
rekcadropnponan-2-mi-4-(2-)((4-(mpem-6yTokcn )-4-okco0yTni)-(4-MeTOKCHOEH3MIT )JaMHHO )-4 -
xjopOeHsun)nunepasul-1-kapbokcumnara B Buge kenroro macna. JKX/MC (ESI, m/z): 682

[M+H]".
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Craans 6: IHony4enne 4-((S5-x0p-2-((4-(((1,1,1,3,3,3-rexcapTropnponaH-2-

n.n)oxcn)lcapﬁoﬂnn)nnnepasnﬂ-1-n.n)MeTn.n)(l)eﬂn.n)amnﬂo)ﬁyTaﬂosoii KHCJIOTHI
ch

O CFs
@ Aer, o ~oer,
TFA N
DCM HN
KOMHaTHas TeMIeparypa, 3 4
O~ ©OH
[00184] B xomby 3arpyxamun 1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-((4-(mpem-

OyTokcH)-4-0kco0y THIT)-(4-MeTOKCUOEH3 1T )aMIHO )-4-x10pOeH3 ) munepasul- 1 -kapOokcuiar
(250 wr, 0,370 mmonb, 1,00 skB.), DCM (10 mm) u TFA (2 mn). IlonydeHHBIH pacTBOp
nepeMeIInBai B TEYEHHE 5 4acoB NMpPU KOMHATHOH Temmepatype. PacTBopurenb ynansiin B
BAKyyM€ C IOJy4YeHHEeM OCTaTKa, KOTOphIi ounmanu mnpenaparusHoid BOXKX ¢ momyueHuem
41,8 Mr (BBIXOA 23%) 4-((5-xmop-2-((4-(((1,1,1,3,3,3-rekcadropnpomnas-2-
WJT)OKCH )KapOOHMIT ) TUIIe pa3tH- | -1i1)MeT )eH T )aMIHO )OyTAHOBOH KHUCIOTHI B BUae 0enoro
tBepnoro semectsa. 'H SIMP (400 MI'u, meranon-d4) § 6,92 (n, J = 8,0 T'u, 1H), 6,59 (c, 1H),
6,52-6,54 (m, 1H), 6,08-6,18 (M, 1H), 3,55-3,58 (m, 4H), 3,48 (c, 2H), 3,15 (1, J = 6,8 'y, 2H),
2,39-2,43 (m, 6H), 1,91-1,98 (M, 2H). XKX/MC (ESI, m/z): 506 [M+H]".

IIpumep 3: (5-Xnop-2-((4-(((1,1,1,3,3,3-rexcapropnponan-2-
WI)OKCH)KAPOOHUI)HIIepa3HH-1-HiT)MeTHJI)(peHH ) IITHIHH

CFs

,J\C
s

[00185] VYkazaHHOE B 3ar0JIOBKE COCIUHEHUE CUHTE3UPOBAJIA B COOTBETCTBUHU C TUHITUYHOMN
npouenypol mpumepa 2, HCHOJB3Ys KOMMEPUYECKH JOCTYIHBIA mpem-OyTHITIUINHAT Ha
craauu 1, 9TOOBI MOJIy4UTh (5-xmop-2-((4-(((1,1,1,3,3,3-rexcadproprnponan-2-
WJT)OKCH )KapOOHMIT ) TUTIepa3uH- 1 -1 )MeTHn )(eHIT)IIULKMH B BUAE OEIOoro TBEPAOro BELIECTBA.
'H AMP (400 MI'y, metanon-d4) & 6,97 (n, J = 8,0 T'u, 1H), 6,58-6,61 (m, 1H), 6,51-6,52 (m,
1H), 6,09-6,19 (M, 1H) 3,89 (ym. c., 2H), 3,61 (yw. c, 6H), 2,51 (ym. c., 4H). XKX/MC (ES],
m/z): 478 [M+H]".

Hpumep 4: 3-((2-((4-(((1,1,1,3,3,3-T'excadpTopnponaH-2-uia)oKkcu)KapoOHHI)MUNIepa3HH-1-

wi)MeTun)-S-(tpudropmernt)dpeHHT)aAMHHO)IPONAHOBASI KHCJIOTA
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[00186] VYkazaHHO€ B 3arojlOBKE COEAWHEHHUE IOJy4Yald B COOTBETCTBUM C TUIMHUYHOMN
npouenypoi mpumepa 2, UCIob3ysi KOMMEPUYECKHU TOCTYIHBIN mpem-0yTui-3-aMUHOIPOIIaHOAT
Ha craauu 1, 2-¢prop-4-(TpudTopmernn)deH3anpaerun Ha CTagul 2 U COJSIHYIO KUCIOTY U 1,4-
aokcaH Ha craauu 6, utoObl momyuuth  3-((2-((4-(((1,1,1,3,3,3-rexcadroprnponan-2-
WJT)OKCH )KapOOHWIT)TUnepasuH- 1 -mm)Merni)-5-(Tpud ropMeTin )G eHnIT)aMHUHO ) ITPONTaHOBYIO
KMCJIOTY B Buie Oenoro Teepaoro semectsa. 'H SIMP (300 MI'w, meranon-d4) § 7,16 (n, J = 7,2
I'u, 1H), 6,86-6,89 (M, 2H), 6,12-6,20 (m, 1H), 3,57-3,67 (m, 6H) 3,45 (T, J = 6,0 I'y, 2H), 2,66
(1, J=5,8 T, 2H), 2,41-2,46 (M, 4H). )KX/MC (ESL, m/z): 526 [M+H]".

Ipumep S: 3-((5-Xnop-2-((4-(((1,1,1,3,3,3-rekcapropnponaH-2-
HWJ1)OKCH)KAPOOHHT)THIIePa3HH-1-HI)MeTHIT)(PeHHT)aAMHHO)IPONIAHOBASI KHCJIO0TA

O CF;

Cl .~ MJLG”J\C Fs
T

HN...
L on
r

[00187] VYkazaHHOe B 3arojloOBKE COEAMHEHHUE TMOJydald B COOTBETCTBUM C TUIMHUYHOMN
npouenypoi mpumepa 2, UCIONIb3ysl KOMMEPUYECKH TOCTYIHBIN mpem-0yTuii-3-aMHHOIPOIIAHOAT
Ha cTaguu | U CONsIHYIO KUCHOTY U 1,4-THOKCaH Ha craguu 6, ¢ monyuyeHueM 3-((5-xmop-2-((4-
(((1,1,1,3,3,3-rexcadgToprponaH-2-mi)OKCH ))KapOOHWIT )T niepa3uH- 1 -

11)MeTHI1)(EeHHT)aMIHO )IPONIAHOBOI KHCIIOTEl B BHAE Oenoro Teepporo semectsa. 'H SMP
(300 MI'ny, metanon-d4) 6 9 6,93 (n, J = 7,8 'y, 1H), 6,65 (c, 1H), 6,56-6,60 (m, 1H), 6,09-6,22
(M, 1H), 3,57-3,70 (M, 4H), 3,48 (c, 2H), 3,32-3,41 (m, 2H), 2,64 (1, J = 6,0 'y, 2H), 2,39-2,44
(m, 4H). XXX/MC (ESI, m/z): 492 [M+H]".

IIpumep 6: (2-((4-(((1,1,1,3,3,3-'excadTopnponan-2-ui)oKcu)kapooHua)nunepasuH-1-

wi)MmetTun)-S-(rpudropmernt)peHHT)rITULUH
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Craguns 1: IHoayuyenne mpem-0ytun 4-(2-Hutpo-4-(tpudropmMern)oeH3na)nunepasut-1-

Kap0okcuJaTa
F3C HN’ \N_BOC F3C (\N,BOC
NaBH(OAc);, DCE
NO, KOMHATHAs TeMIIeparypa, B NO,
TEYCHUE HOUH
[00188] B xonly 3arpyxkanu 2-Hutpo-4-(tpudropmerun)doensanbaerun (1,00 r, 4,56

mmoub, 1,00 5kB.), DCE (15 M) u mpem-0ytunnunepasus- 1 -kapookcunat (849 wmr, 4,56 MMoIb,
1,00 sxB.). CMech mepeMernuBajiu B TeueHHe | Yaca mpuU KOMHATHOH TeMmmepaType U 3aTeM
nobasnsn TpuaneTokcubopruapua Hatpus (2,90 r, 13,7 mmons, 3,00 skB.). IlonydeHHbIi
pPacTBOp MepeMeIlnBaIN B TEUEHNE HOYM NTPU KOMHATHOM TeMmeparype U raciiu Bopoi (30 mi).
PacrBop skctparupoamn DCM (2x50 mur). OpraHudeckue ciIou OOBEIMHSIIH, TPOMBIBAIN
COJIEBBIM pacTBOpoM (2x30 mut), cymmim Haa Oe3BOIHBIM CyJb()aToM HATpHs, GUIBTPOBATIH U
KOHLIEHTPUPOBAJIM MPH MOHIKEHHOM JAaBjieHnH. OCTaTok XpoMaTorpapupoBaiud Ha KOJOHKE C
cunukaresem ¢ nomoinsto DCM/MeOH (95/5) ¢ nonydyernem 1,00 r (Beixon 56%) mpem-0yTuin-
4-(2-autpo-4-(TpudTopmerin)OeH3 ) nunepasul- 1 -kapOokcuIaTa B BUAE TBEPIOTO BELIECTBA
KX/MC (ESI, m/z): 390 [M+H]".

Craaus 2: Iloayuyenune mpem-oyrun-4-(2-amuno-4-(rpudpropmernn)oeH3ui)nunepasun-1-

kap0okcuJaTa
FsC l/\N,Bm: H,, Pd/C FaC. (\N’ Boc
N MeOH N
NO, KOMHATHAS TEMOEpaTypa, 3 4 NH,
[00189] B KOJIOyY 3arpyskainu mpem-0yTun-4-(2-HuTpo-4-

(Tpudropmern)bensun)nunepasus- 1-kapodokcunar (1,70 r, 4,37 mmons, 1,00 3xB.), MeOH (10
wi) u 10% namnmamguii Ha yrae (561 wr). Beommnmm BOmoOpox, W PEAKLMOHHYKO CMECh
nepeMelBaId B TEYeHHUE 3 4acOB MPHU KOMHATHOHN TEMIlEpaType, a 3aTe€M TBEpPIbIe BEIIECTBA
oThUIBTPOBbIBAIN. PUIBTPAT KOHLEHTPUPOBAIM W HAHOCHIJIM HA KOJIOHKY C CHJIMKArejieM ¢
DCM/MeOH (9/1). Ilocne konoHo4HO# XpomaTtorpaduu nonydanu 1,10 r (Berxon 70%) mpem-
OyTun-4-(2-amuHo-4-(TpudTopMeTIu)OeH3UI )TUNepasuH- 1 -kapOokcuaata B BHUIAE TBEPAOTO

BEIIECTBA CBeTNO-kenToro usera. JKX/MC (ESI, m/z): 360 [M+H]".
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Craans 3: Iloayuyenue mpem-oyrun-4-(2-((2-(mpem-0yToKkcH)-2-0KCO3THI )aAMHHO)-4-

(TpudTopmerni)densun)nunepasun-1-kapdoxkcunara

F.C .Boc
F4C (\NfBOC tBu0OC” “Br 3 C\)N

N
NH, 65 °C, B TeueHue HOUH
COOt-Bu
[00190] B kpyriogonnyo kondy odbemom S0 mut 3arpyskanu mpem-0yTui-4-(2-aMuHo-4-

(Tpudropmermn)den3un)nunepasus- 1-kapodokcunar (500 mr, 1,39 mmons, 1,00 skB.), MeCN (15
M), mpem-0ytun-2-6pomanerar (267 wmr, 1,37 mmons, 1,00 s3xB.) u kapbonart kanus (575 wr,
4,16 mmonb, 3,00 5kB.). IlomydeHHBI pacTBOp MEpeMEINMBAIM B TEeUEHHE HOYM IpU
temneparype 65°C u racunu Bomoi (30 mu). ITomyuenHsiii pactBop skcrparupoBanu DCM
(2x50 wmu). Oprannueckue ciou OOBEOMHSIIM, MPOMBIBAJIN COJEBBIM PAacTBOpoM (2x30 wmu),
cymmid Han Oe3BOAHBIM Cynb(haToM HATpus, (QWIBTPOBAIM W KOHLEHTPUPOBAIH MPH
NOHIKEHHOM JnaByieHnn. OcTaTok XpomaTtorpadupoBaid Ha KOJOHKE C CHJIMKAresieMm ¢
nomoupto DCM/MeOH (97/3) ¢ monydenuem 490 mr (Beixom 74%) mpem-0ytun-4-(2-((2-
(mpem-6yToKCcH)-2-0KCO3THI)aMUHO)-4-(TprdTopMeTin)OeH3 M ) unepasus- 1 -kapOokcunara B
BuzEe cBeTI0-KenToro Macia. XXX/MC (ESIL, m/z): 474 [M+H]".

Cragna 4: Ilonyuenue (2-(munepasus-1-unamerun)-S-(tpudropmeTn)peHn)raIuHH

TUAPOXJIOpHIA

FaC N,Boc F3C NH

1,4-nuokcan
HN KOMHaTHas Temneparypa, 3u  HN HCI
COOt-Bu COOH
[00191] B konOy 3arpyxamu mpem-0ytun-4-(2-((2-(mpem-6yTOKCH )-2-0OKCOITHIT)aMHHO )-

4-(rpudTopmernin)oeH3mn)numnepasul-1-kapookcunar (250 wmr, 0,53 mmonb, 1,00 3kB.), 1,4-
mrokcaH (10 M) u comstHyro Kucnoty B KoHueHtpauuu 12,1 M (3 mun). ITony4eHHbli pacTBOp
NepeMeIINBAId B TEUEHHE 3 4acOB NMPH KOMHATHON TEMIIEpaType U KOHLIEHTPHPOBAJIH, IOJIy4ast
280 mr rugpoxsopuna (2-(mumnepasus-1-unmernn)-S-(Tpudropmerrn)peHnn)runuHEa B BUIE
CBETJIO-JKEJITOrO Maciia, KOTOpOe HCTONB3YIOT Oe3 nmanpHewmeli ounctku. KX/MC (ESI, m/z):
318 [M+H]".

Craaus S: IHony4enne (2-((4-(((1,1,1,3,3,3-rexca¢pTopnponan-2-

WI)OKCH)KApOOHUI)NuNepa3suH-1-uia)meTu)-S-(tpudropmern)peH nI)rIIHIHHA
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NH F3C.
@(,\Q HQ/J\CF3 ? Q N0 R,
- N
HN tpudocren
HCl Pr,NEt, DCM HN
COOH KOMHATHAs TeMueparypa, 3 4 COOH
[00192] B xonby 3arpyskanu tpudocres (79,0 mr, 0,265 mmons, 0,50 3xB.), DCM (10 mu)

u HFIP (133 wmr, 0,790 mmonsb, 1,50 3kB.) B armocdepe azora. DIPEA (205 mr, 1,59 mmons, 3,00
9KkB.) nobGammsmu npu Temmnepatype 0°C u cMech mepeMemmBaiy B TeueHHe | uaca IpH
KOMHaTHOH  Temmeparype.  JobGasmsuim  ruppoxmopun  (2-(munepasus-1-ummeTin)-5-
(Tpudropmerun)pernnn)rmunusa (167 mr, 0,530 mmonb, 1,00 skB.). ITomyueHHsbIH pacTBOp
nepeMelnBaid B TEUEHHE HOYM MPU KOMHATHOW Temmepatype u racuiu Bogou (30 mu).
IMonyuennsiii pactBop skcrparupoBaniu DCM (2x50 mi), a opraHU4ecKre CIIOH OOBETUHSIIHN.
OO0benHeHHbIE OPraHUYECKHe CIION MPOMBIBAIN paccosioM (2x30 mut), cyurmiu Hax Oe3BOTHBIM
cynbparoM Hatpus, (UIBTPOBAIM M KOHIEHTPUPOBAJIM IPU MOHWKEHHOM JaBJICHUU.
Heounmennsiii npoaykr (300 mr) ounmanu npenapatusHoid BOXKX ¢ monydenuem 85,8 mr
(Beixom  32%)  (2-((4-(((1,1,1,3,3,3-rekcadToprnpornaH-2-1i)OKCH )KapOOH W ) IHepa3vH- 1 -
un)mMeTun)-5-(tpudropmMeTun)GeHun)runuHa B Buae 6enoro Teepaoro semectsa. 'H AMP (300
MI'u, metanon-d4) & 7,16 (n, J = 7,5 T'u, 1H), 6,87 (n, J = 8,4 I'y, 1H), 6,71 (c, 1H), 6,09-6,18
(m, 1H) 3,92 (c, 2H), 3,58-3,67 (m, 6H), 2,48-2,49 (m, 4H). XKX/MC (ESI, m/z): 511 [M+H]".

HOpumep 7:  (2-((4-(((1,1,1,3,3,3-rexcaTopnponan-2-ui)oKcu)KapooHuI)nunepazuH-1-

wi)metun)-S-(rpudropmerunit)ennn)-L-ananuH

HNI‘
O "OH

Craaus 1: Iloayuyenue mpem-oyrun-4-(2-opom-4-(tpudropmernn)deHsua)nunepasux-1-

kap0oxcuJaTa
F3C HN N—Boc FsC (\N,«BOC
N/
-0 - N\)
NaBH(OAc)s, DCE
Br KOMHATHAS TEMIIEPATYPE, B TeueHne Houn  Br
[00193] B konby 3arpyxkamu 2-6pom-4-(tpudropmermn)doenzanpaerun (1,00 r, 3,95

mmonb, 1,00 3kB.), DCE (15 mi) u mpem-Oytunnunepasus- 1 -kapookcunar (813 mr, 4,35 MMoub,
1,10 skB.). Cmech mepeMelnnBain B Te4eHHe | "aca mpu KOMHATHOW TeMIIEpaType u J00aBIIsITH

Tpuauerokcubopruapun Hatpus (2,52 r, 11,9 mmons, 3,00 3xB.). IlomyueHHbIH pacTBOp
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nepeMelBaId B TEUEHHE HOYM NPU KOMHATHOW TeMmriepatype W racwim Bomod (30 mo).
INonyuennstii pactBop skcTparupoBanun DCM (2x50 mu). Opranundeckue ciou OOBEAMHSIIN,
NPOMBIBAJIA COJIEBBIM pacTBOpoM (2x30 mut), cymmnm Hax O€3BOIHBIM Cyib(paroM HATPHS,
($UIBbTPOBAIM U KOHLIEHTPUPOBAJHU MPH MOHIKEHHOM JaBieHnd. OcTaTok XpoMarorpadupoBaiu
Ha KOJIOHKe ¢ cmimkareieMm ¢ nomompio DCM/MeOH (98/2), monywast 1,50 r (Bexom 90%)
mpem-6ytun-4-(2-0pom-4-(tpudropmernn)oeH3mn)nunepasns- 1 -kapbokcunaTa B BUIE CBETIIO-
sxenroro Macia. XKX/MC (ESI, m/z): 423 [M+H]".

Cragna 2: Iloaydenue (2-((4-(mpem-0yToxkcuxapOOHUJI)NHNepa3ZHH-1-na)MeTHI)-S-

(tpudropmerna)penni)-L-anannna

F3C- |/\N,BOC HQNY FBC O’Boc
N \) COOH

! Cul, Cs,CO5, DMSO HN
I o
90 °C, B Teuenne Houn COOH
[00194] B KoJOy 3arpysxan mpem-0ytun-4-(2-6pom-4-

(TpudTopmerin)Oerzun)nunepasus- 1-kapookcunar (300 mr, 0,710 mmons, 1,00 skB.), DMSO
(10 mn), wonun menu(l) (54,0 mr, 0,284 mmonb, 0,40 3kB.), kapOboHat uesus (927 wr, 2,85
mMmonb, 4,00 3kB.) u L-amanun (190 wmr, 2,13 mmonb, 3,00 3kB.) B armocdepe asora.
IlonyueHHbIN pacTBOp mepeMelnuBaiu B TedeHue Houu npu Temrepatype 100°C u racunm
Bomoii (1 wmu). Heoummenneni mpoaykr (500 wmr) oummanu npenapatuBHOii BIXKX ¢
nosyuenuem 270 mr (Bbixon 88%) (2-((4-(mpem-OyTokcukapOoHWI)unepasuH- 1 -uin)Me T )-5-
(Tpudropmermn)pennn)-L-ananuH B BUIe cBetso-xkenroro Teepaoro semectsa. JKX/MC (ESI,
m/z); 432 [M+H]".

Cranus 3: Monyyenne rUAPOXJIOpHAA (2-(munepa3un-1-wamernn)-5S-

(tpudropmerni)penni)-L-anannna

FsC N Boc FsC NH
CLO™ e s
1,4-moKkcan

HN KOMHATHAS TCMTIEPaTypa, HN \( HCI
COOH B TCUCHHE HOUH COOH
[00195] B konOy 3arpysxamu (2-((4-(mpem-0yTokcukapOoHWI)Hepa3uH- 1 -ur)MeTr)-5-

(Tpudropmermn)pernn)-L-ananun (200 mr, 0,460 mmonp, 1,00 3xB.), 1,4-guokcan (10 min) u
COJSIHYIO KUCIOTY B KoHUeHTpammu 12,1 M (3 mu). ITony4yeHHBII pacTBOp mepeMelnnBaiyd B
TE€YEHUE HOUYHW NMPH KOMHATHON TeMIlepaType M KOHLEHTPUPOBAJIH NPHU IMOHIKEHHOM JaBJICHUH,
nojgyyass 300 wmr ruppoxiopuna (2-(numnepasus-1-wnmernn)-S-(tpudropmernn)denr)-L-
alaHWHa B BHIE CBETJIO-KEITOTO TBEPAOTrO BEIIECTBA, KOTOPOE UCIONb30BAIH 0Oe3

IONOJHUTENBHOTO ovninenus. JKX/MC (ESI, m/z): 332 [M+H]".
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Craans 4: Iloayuenne (2-((4-(((1,1,1,3,3,3-rexkcapropnponaH-2-

nn)onccn)lcap60Hn.11)nnnepa3nﬂ-l-n.n)MeTn.n)-S-(Tpml)Topmern.n)(l)eHn.n)-L-a.naﬂnﬂa

CF
FaC NH CF3 1
N HO/l\C @ (\N o™ CFs
HN\]/ HCl tpudocren | ProNEtL, DCM
COOH KOMHAaTHaA TEMICParypa, B TCUCHHEC HOYH
COOH
[00196] B xonby 3arpyskanu tpugdocres (94,0 mr, 0,315 mmons, 0,70 3xB.), DCM (10 mun)

u HFIP (152 wmr, 0,900 mmonsb, 2,00 3kB.) B armocdepe azora. DIPEA (175 mr, 1,35 mmons, 3,00
9kB.) nobasysmn mpu Temmepatype 0°C. Cmech mepememnBaiu B TeueHHe | dYaca mpu
KOMHAaTHOH Temmeparype U  poOaBmsuin  runppoxjopun  (2-(nmunepasuH-1-unmeTwn)-5-
(Tpudropmermn)pennn)-L-ananuna (150 mr, 0,450 mmonp, 1,00 3kB.). Ilony4deHHslit pacTBOp
nepeMenBaid B TEUEHHE HOYM MPU KOMHATHOM Temmepatype u racuiu Bogou (30 mu).
[Monyuennsiii pactBop skcTparupoBasd DCM (2x50 mu). Opranudeckue ciou OOBEAMHSIIH,
IPOMBIBAJIM COJIEBBIM pacTBOpoM (2x30 mur), cymmin Han Oe3BOAHBIM Cyib(haToM HaTpus,
¢uipTpOBaTM W KOHLEHTPHPOBAIM IPH MOHMKEHHOM nAaBieHuu. OCTaTOK OYHIIAIH
npenapatuBHoi BOXX ¢ mnonyyenuem 64,3 wmr (Bexon 27%) (2-((4-(((1,1,1,3,3,3-
rekcapTopIponan-2-mui)oKCcH ))KapOoHWI )unepasuH )- 1 -un)merwn)-5-(tpudTopmermn)penun)-L-
anaHuHa B BUje Oenoro Teepaoro semectsa. 'H AMP (300 MI', metanon-d4) & 16 7,16 (n, J =
7,5 T'y, 1H), 6,86 (1, J = 7,8 'y, 1H), 6,74 (¢, 1H), 6,11-6,15 (m, 1H), 4,10-4,12 (M, 1H), 3,77-
3,81 (m, 1H), 3,49-3,61 (m, SH), 2,47-2,49 (m, 4H), 1,51 (n, /= 6,9 T'y, 3H). XKX/MC (ESI, m/z):
526 [M+H]".

IIpumep 8: 1,1,1,3,3,3-I'exca¢gropnponan-2-ui-4-(2-(nuppoauaun-1-ui)-4-
(Tpudropmernn)oensun)nunepasun-1-kapookcunaar-2,2,3,3,5,5,6,6-ds ruapoxaopun

DDG GF3

T;j\/ a tFﬁ

HCI

Craans 1: Cunre3 2-(nuppoauaus-1-ui)-4-(tpudpropmerni)deHsanbaeruia

e
Fo.oo b et
L N NaHCOs Sy
ACN 78°C M
[00197] B konby 3arpyxamu 2-¢prtop-4-(tpudropmermn)oensanpaerun (1,0 sxB.), ACN

(5,4-xpatH. o6bem) u mupponuauH (1,0 5kB.). PactBop oxnaxkmanu 1o remneparypsl Hike 20°C.
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JobaBnsinyu TBEpIBIA rUAPOKapOOHAT HATPuUs (2,5 5KB.) M MOJYUYEHHYIO CYCIIEH3HMIO HArPEBaIU
1o Temnepatypbl 76°C 1o 3aBepiueHus peakiuu ¢ nomounpio XK X-ananuza. PeakinoHHyro cMech
oxJjaxaanu u paszdasisum Bojou (~30-kpatH. 00.) u EtOAc (~60-kpatH. 00.), a BOIHBIN CIIOH
ornemsuin U dkcrparupoBain EtOAc (~30-kpatH. 00.). Opranudeckue Ciou OOBEOUHSIIH,
npoMbIBasn BOJIOH (~30-kpaTH. 00.) M HACBIIIEHHBIM BOHBIM PacTBOPOM XJjiopuaa Hatpus (~30-
KpatH. 00.) ®m cymmau Haj Oe3BogHbIM cyinbdarom Hartpus. OCymuTens yaasuii
¢unbTpoBanneM, mnpomseiBaiu EtOAc (~60-kpatH. 00.) u ¢uabTpaT U  NPOMBIBKY
KOHLIEHTPUPOBAJIM TIPU TOHIKEHHOM JaBJieHHH 10 Macia. Macno pasbasmsuin DCM (~13-
kpatH. 00.) u ancopbupoBanu Ha crukarese (~8-kpatH. macca). [Tocie ynaneHus: pacTBoOpuTess
NP TOHMW)KEHHOM JaBJIEHHM BBICYIIEHHBIM CHJIMKAreib 3arpykajld Ha KapTpumk Biotage®
Ultra wu OPOAYKT  3JIFOUPOBAJIH, YTOOBI noay4yuth  2-(mupponuaus-1-mm)-4-
(TpudTopMeTHI)OeH3aNbAETH B BUE JKEITOrO Macjia ¢ BbixomoM ~85%. 'H SAMP (300 MI'w,
xnopodopm-d) 6 10,14 (c, 1H), 7,79 (n, J = 8,1 T'y, 1H), 7,05-6,99 (m, 2H), 3,42-3,37 (m, 4H),
2,05-2,01 (m, 4H); MC (ESL, m/z): 244,07 [M+H]".

Cragus 2: Cunre3 1-(mpem-6yTnn)-4-(1,1,1,3,3,3-rexcapropnponas-2-ui)nunepasus-1,4-
auKapookcuaara-ds

CFs

1

(ST

Dw D

_ , D CF,
gj: 5 (CFaRCHOH AN
D7y DD CDI, MeCN, 80-90°C D:IN

i

I’.}GD

ZL

)

Boc

[00198] B konly 3arpyxamum mpem-OyTunnunepasus-1-kapookcunar-2,2,3,3,5,5,6,6-ds
(1,0 akB.), ACN (~5-kpatH. 00.) u CDI (1,2 5kB.). PacTBOp mepemennBaiu B T€YCHUE 3 9 MPU
Temreparype okpyxkaromen cpeabl. Jlobasmsim uncteiid 1,1,1,3,3,3-rekcadTopnponan-2-on (3
9KB.), MOAAEPKHMBAs TEMIIEPATypy pPeakUuoHHOW cMmecu Hibke 35°C. PeakIMOHHYIO CMech
Harpesaiu A0 TemnepaTypsl 80°C u nepemelnnBaiy B Te4eHHe IO MeHblIel Mepe 12 4yacos 1o
3aBeplIieHusl. PeaklMOHHYI0 CMeChb OXJaXIaldu A0 TeMIlepaTypbl OKpY’Karollell Cpenbl
Cycnensuto oOpabateiBaan BoOmoW (~5-kpaTH. 00.), mepememmnBaid B TeueHue ~10 MuH u
KOHLIEHTPUPOBAIM TPH TOHIKEHHOM JaBJICHUU IUIsl yaalneHus pactBoputens. CycreH3uro
oxJyaxaanu 1o temreparypbl 0°C, nepemermnBaiu B TedeHue 1 gaca u ¢pubtpoBanu. Ocanok Ha
¢unbTpe npombiBaii BomoH (S5-kparH.-1-kpaTH. 00.) W CymIWIM B BAaKyyMHOH NeYd MpU
TIOHKEHHOM JIaBJIEHUW B TeUEHHUE MO MeHblned mepe 4 4 mpu temmeparype 45-50°C, utoObl
MOJIYYUTh 1-(mpem-6ytnn)-4-(1,1,1,3,3,3-rexcadp ropnponas-2-un)nunepazus- 1,4-
nuKapOoOKcHUIaT-ds B BUIE OEJIOro TBEPIOTO BEIIECTBA.

Cragna  3: Cunres 1,1,1,3,3,3-rekcadpropnponan-2-uianunepasus-1-kapoéoxcuiar-

2,2,3,3,5,5,6,6-d8 2,2,2-TpupTOpyKCYCHOIN KHCIAOTHI
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CFa
% 050~
Dy D TRA D T p CFs
DA, D D— D *CFLLOH

D BoeD D E’{ D
[00199] 1-(Tpem-6ytun)4-(1,1,1,3,3,3-rekcadropnponan-2-wi)nunepasus-1,4-
IrKapOOKCHUIIaT-ds TOPLIMOHHO 3arpykaiu B koJly, conepskamyo TFA (5,2 3kB.), monnep:xuBas
TeMrepaTypy peakuuu Huke TemrepaTypbl 35°C. PeaklMOHHYHO CMeECh MEpeMENINBaIU B
TE4YeHHUe 10 MeHbIneil Mepe 3 4, oxnaxaanu 1o temneparypsl 0-5°C u menenHo obpabaTeiBaiu
nensiHolt Bomoi (~10-kpaTH. 00.), monmmepskuBasi Temreparypy peakuuoHHou cmecu 0-5°C.
Cycnensuto nepemewnsanu npu 0-5°C B Teuenne He menee 30 muH u punbTpoBaian. Ocagok Ha
¢unbTpe npomMeiBaiy Boaol (~1-kpatH. 00.) u cymunan npu temmneparype 40-45°C B BakyyMHOMH
neyn NpU MOHWKEHHOM JnaBieHuu, mony4das 1,1,1,3,3,3-rexcadropnponan-2-nnnunepasus-1-
kapbokcunar-2,2,3,3,5,5,6,6-ds  2,2,2-TpupTOPYKCYCHYIO KHUCIOTY B BHZAE OEJIOr0 TBEPAOrO
BeLIECTBA ¢ BbIXOAOM ~96%. 'H SIMP (300 MI'n, xnopodpopm-d) § 8,90 (c, 2H), 6,65 (cenr, J =
6,6 'y, 1H); MC (ESI, m/z): 289,06 [M+H]".
Cragua 4 Cunres 1,1,1,3,3,3-rexca¢gropnponan-2-ui-4-(2-(muppoauaun-1-ui)-4-

(Tpudropmernn)oenzun)nunepasun-1-kapdoxcuiaara-2,2,3,3,5,5,6,6-ds

CFy GFz
Y@_Q | FC._- %NJ‘L\O cFy
O Fa EtaN | N
"oyt NeBHOR Y vxr'
j: ig CF,COH e
g N

D N, D

N"b THF (_}

[00200] B konly 3arpyxamu 2-(nupponunus-1-wmn)-4-(tpudpropmernn)oenzanpaerun (1

skB.), 1,1,1,3,3,3-rekcadropnponan-2-unnunepasus-1-kapookcunar-2,2,3,3,5,5,6,6-ds  2,2,2-
tpudTopykcycuyro kuciaory (1,05 skB.) u THF (~12-kpatH. 00.). CMech mepeMernuBaiu u
oOpabarbBasin  TpusTWIaMUHOM (1,2 5KB.) TpU TeMmmepatype OKpPYKAKIIEeH CpenbL
PeakuinoHHYI0 CMeCh NepeMeInnBajii B T€UCHHE MO MeHbIned mepe 3,5 4 u oOpabaTeiBaiu
nopuMsMu Tpuanerokcudopruapuna Hatpus (1,75 3kB.) B TeueHue npubnmsnuTenbHO 40 MUH,
NOJJepKUBas TeMIlepaTypy peakuuoHHoW cmecu Hike 30°C. PeakuMOHHYIO CMech
nepeMelInBaId B TEUEHHE MO MeHblneld mepe 12 49, moka peakiuusi He Obula 3aBepLIeHa C
nomomeio JKX. Peakimonnyro cmece oOpadateiBainn EtOAc (~77-kpaTH. 00.) U NensiHO| BOOOH
(~58-kpatHbl. 00.). PeakIIMOHHYIO CMeCh MepeMeIlnBaid U CIIOW pa3fesisuii. BOmHbIN o
skcrparuposain EtOAc (~58-kpatH. 00.) U oObequHEHHBIE OpPraHUYEeCKHe CJIOU MPOMBIBAJIH

HACBHIIEHHBIM BOJHBIM PacTBOPOM XJopuaa HaTpus (~58-kpaTH. 00.) ¥ cylmiin Haj CyiabpaTom

Hatpusi. OcymuTens ynamsmu ¢unbTpauneii u npombBanu EtOAc (~232-kpatH. 00.). @uibTpar
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U TIPOMBIBKY OOBENMHSIN W KOHIEHTPHPOBAJIHM NPU IOHWKEHHOM naBieHHH. llomydeHHOe
macyio paszbapisuim DCM (~58-kpatH. 00.), obpabarbiBanu cunukareneMm (~21-kpaTH. mac.) u
pPacTBOPUTENb YAASUIA TIPU MOHMKEHHOM JNaBjieHUH. [Tomy4deHHbIH CHIMKarenp 3arpykaid B
kapTpuk  Biotage® Ultra, u mnpoaykt smroupoBand, d9rodsl mnomayuuts 1,1,1,3,33-
rekcadropnponas-2-un-4-(2-(muppoiauaus- 1 -mn)-4-(TpudTopmMernin)oeH3uI ) munepasut- 1 -

kapbokcunar-2,2,3,3,5,5,6,6-ds B BUIE JKENTOrO TBEPIAOTO BELIECTBA ¢ BBIXOIOM 95%. 'H AMP
(300 MI'y, Xnopodopm-d) 6 7,52 (n, J=9,3 'y, 1H), 7,10 (n, /=6 I'y, 2H), 5,75 (cenr., J = 6,6
I'u, 1H), 3,57 (¢, 2H), 3,25-3,21 (M, 4H), 1,97-1,93 (m, 4H); MC (ESI, m/z): 516,2 [M+H]".

Cragua S: Cunres 1,1,1,3,3,3-rekcadropnponan-2-ui-4-(2-(nuppoauau-1-ui)-4-

(Tpudropmernin)densun)nunepasun-1-kapdoxcenaar-2,2,3,3,5,5,6,6-ds ruapoxsaopuaa

DD Q9 CR DD © CFs
D%N"”\K}/}\C% HOLIPA o7 | Eﬁ)‘\NJL\CF’J\CFg
QNR D kMT;BE % N. 4D
opP [ HCl oy ODP
[00201] B xonby 3arpyxammu 1,1,1,3,3,3-rekcadropnponan-2-mn-4-(2-(muppoauaus-1-

wn)-4-(tpudropmerni)oeH3wn)nunepasun- 1 -kapookcunar-2,2,3,3,5,5,6,6-ds (1,0 sxB.) u MTBE
(~21-kpatH. 00.). Cmech 0OpabaThiBaIl paCTBOPOM COJISTHOM KUCJIOTHI B KOHLIEHTpalu ~4,3 M
B m3onponanone (1,2 5kB.), momAep:KuBas TeMIepaTypy peakuuoHHOM cmecu Huke 30°C.
Cycnensuto obpabateiBaiun MTBE (~5-kpatH. 00.) u oxnaxpanua no temmeparypbl 0-5°C.
Cycnensuro mnepememuBaiu He MeHee | wyaca. Tmepaple BemecTBa OT(HIBTPOBBIBAIH,
npombiBaii MTBE (~4-kparH. 00.) u cyurmim npu temneparypbl 40-45°C B BaKyyMHOH neun
IpU  TOHWKEHHOM JaBlieHHH, 4toObl moayuuth 1,1,1,3,3,3-rekcadropnponan-2-ui-4-(2-
(mupponunus-1-un)-4-(tpudropmernn)densn)nunepasus- 1 -kapodokcunar-2,2,.3,3,5,5,6,6-ds
TUAPOXJIOPU B BHAE OENOro TBEPAOro BemecTBa ¢ BeixomoM 99%. 'H SAMP (300 MIw,
MeTaHoj-ds) 6 6 7,67 (0, J = 4,8 I'u, 1H), 7,54 (c, 1H), 7,42 (g, J = 8,4 I'u, 1H), 6,24 (cenr, J =
6,6 T'n) , 1H), 4,59 (c, 2H), 3,45-3,35 (m, 4H), 2,09 (¢, 4H); MC (ESI, m/z): 516,17 [M+H]".
Hpumep 9: 4-((2-((4-(((1,1,1,3,3,3-I'excadTopnponan-2-ui)okcu)kapooHuI)nunepasuH-1-
wi-2,2,3,3,5,5,6,6-ds)mernit)-S-(Tpudropmerni)(peHH1)aMHHO )0y TAHOBAS] KHCJI0TA

CFy

Craauns 1: Cunres mpem-0yTua-4-((2-gpopmun-S-(rpudpropmern)penni)(4-

MeTOKCHOEH3IJ1)aMHHO)0yTaHOaTa
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FsC
S o T,
U + t—BUOzCV/\\/NHPMB W

CHO NPMB
CO.t-Bu
[00202] 2-®rop-4-(tpudpropmermn)oenzanpaerun (1,0 skB.),  mpem-Oyrun-4-((4-

MeToKcnOeH3u)aMuHo)OyTanoat (1,2 3kB.) (MOTy4YEeHHBIH U3BECTHBIMH CIIOCOOAMU, HAIIPUMED,
kak orucaHo B W02007/097470), tonyon (10-kpatH. obbem) u kapbonar kamus (3,0 3kB.)
oObenuHsM 1 Harpesanu a0 temnepatrypbl 100°C B TedueHume mo MeHbluell mepe 12 yacos.
Peaknmonnyo cmech oxnaxknanun u obpadareiBaium EtOAc (~35-kpatH. 00.) u Bomo# (~34-
KpatH. 00.). OpraauyecKkuii CIoN yaaisiy, a BOAHbIN cioi skcTparuposanu EtOAc (~34-kpatH.
00.). OObenuHeHHblE OpPraHUYECKHE CJIOM CYIIWIM Haja Cyiab(paToM HaTpUs U OCYIIUTENb
yaansanu ¢punbTpoBaHueM. PuiIbTpaT KOHLIEHTPUPOBAIU MPU MOHUKEHHOM JIABJIEHUH U OCTaTOK
OYHIIAJIU C TIOMOLIBI) KOJIOHOYHOM Xpomartorpaduu ¢ nonydeHuem mpem-0ytun-4-((2-popmui-
5-(tpudropmernn)penmn)-(4-MeTOKCHOSH3IIT)aMUHO)OyTaHOaTa B BHAE JKEIATOrO Macia ¢
BuIXOOM 50%. 'H SAMP (300 MI'ni, xnopodopm-d) § 10,37 (c, 1H), 7,89 (n, J = 7,8 I'u, 1H),
7,33 (n, J=8,4I'y, 2H), 7,06 (», J = 8,7 I'n) , 2H), 6,81 (n, J = 8,7 I'y, 2H), 4,29 (c, 2H), 3,78
(c, 3H), 3,17-3,12 (m, 2H), 2,21-2,16 (m, 2H), 1,86-1,77 (m, 2H), 1,46 (c, 9H).

Craaus 1 (anbrepHaTHBHBIN cuHTe3): CuHTE3 mMpem-0yTHi-4-((2-gpopmun-5-

(Tpudropmerni)penn)(4-meToKCHOEH3HIT)aMHHO)0yTaAHOATA

FaC.
MNaHG
e F g 1(:“@3
, A I”-BWWNHPMB W
CHO
[00203] 2-®rop-4-(tpudpropmermn)oenzanpaerun (1,0 skB.),  mpem-Oyrun-4-((4-

metokcuOeH3uin)amuHo)Oytanoar (1,2 skB.), auetoHutpuna (24-kpatH. oObeM) U OukapOoOHAT
Hatpus (3,0 5kB.) oObenuHsM U HarpeBasu 10 Temmneparypbl ~80°C B TeyeHHE MO MEHbIIEH
mepe 12 dacos. JloOaBisii JOTMOJMHUTENBHYIO mopuuiro OukapOonata Hatpus (2,0 3kB.), u
PEAKLMOHHYIO CMECh HarpeBaju 10 temrepaTypbl ~80°C B TeueHue 1o MeHblueil mepe 12 4acos.
PeakunonHyro cMmech oxnaxnanu, pasdasnsuin Bomon (~40-kpatH. 00.) u stunaneratoMm (~40-
KpatH. 00.) u cnon paznemsi. OpraHuYecKuil CI0H yIasii, a BOOHBIN CIIOH 3KCTparupoBasiu
stunaneratoM (~30-kpatH. 00.). OObeAMHEHHBIE OPraHMYECKUE CIIOU MPOMBIBAIN BOIOH (~20-
KpaTH. 00.) W HAaCBIIEHHBIM BOJHBIM pPAacTBOPOM xJyiopuaa Hatpus (~20-kpaTH. 00.).
OObennHeHHbIE OpPraHMYECKUE CJIOW CYIIMJIN HaJ CyJb(aTOM HATPUsl M OCYLIMTENb YAAJSUIN
¢unbTpoBanneM. OcymuTens NpoMbiBaiM 3TUianeratoM (~40-kpatH. 00.). DumpTpar U

MPOMBIBKY KOHLIEHTPUPOBAJIN NPU MOHMKEHHOM JABJIEHUU 0 Macja, a OCTATOK OUYMINAIU C
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MIOMOIIBIO KOJIOHOYHOH XpoMaTorpaduu ¢ MojxyueHHueM COeUHEHHs 9 B BUIE JKEITOro Macia ¢
BbIXOZIOM ~51%.

Cragna  2: Cunres  1,1,1,3,3,3-rekcadgropnponas-2-uia-4-(2-((4-(mpem-oyroxcu)-4-
oKkco0yTuI)(4-MeToKCcHOeH3 U )aMHUHO)-4-(TpHpTOpMeTHI)0eH3HT)MunepasuH-1-

kap6okcuiara-2,2,3,3,5,5,6,6-ds

p D O CFs
R b _\[}éNJ\OA%
Et . S N, _~—D
NaBH(OAc) e D
THE NP D D
LRG0 COtBu
[00204] B KOJOy 3arpy>kanu 1,1,1,3,3,3-rexcadroprnponan-2-uinunepasux-1 -

kapbokcunar-2,2,3,3,5,5,6,6-ds 2,2,2-tpudropykcycnyro kuciory (1,0 5kB.), mpem-0ytun-4-((2-
bopmui-5-(tpudpropmerin)penun)(4-merokcudensun)amuno)oyranoar (1,05 sxs.), THF (~13-
kpatH. 00.) u TpudsTmnamudH (1,15 3kB.). Comepxumoe mepeMelnBaid MpU TeMIepaTrype
OKpyKarolier cpenpl He MeHee | daca. PeakMOHHYHO CMeCh MOPLMOHHO 0OOpabaThiBau
Tpuanerokcudbopruapunom Hatpus (1,75 5KB.) U mepeMeInnBaiy B TEYCHUE [0 MEHbLIEH Mepe
12 gacoB. Peakunonnyto cmeck pasbdasisun EtOAc, mpombIBaiy BOIOH M HACBIIEHHBIM BOAHBIM
pacTBOpoM xJjopuzaa Hatpus. OpraHu4eckuil cjoi KOHLEHTPHPOBAIN U OYMINAIN C ITOMOIIBIO
KOJIOHOYHOHM xpomarorpaduu ¢ mnoaydenuem 1,1,1,3,3 3-rekcadropnponan-2-mi-4-(2-((4-
(mpem-6yTokcu)-4-okcoOyTHIT)-(4-METOKCHOEH3 1T )JaMHHO )-4-
(TpudTopmeTn)ben3un)nunepasus- 1 -kapbokcunara-2,2,3,3,5,5,6,06-ds B BUAE KeNTOro Macia ¢
BbIXOI0M 93-98%. 'H SIMP (300 MTI'Li, xnopopopm-d) & 7,62 (1, J = 8,1 ', 1H), 7,32 (1, J =
4,5 T'u, 2H), 7,10 (», J = 8,4 I'u, 2H), 6,83-6,78 (m, 2H), 5,76 (cenT, J = 6,3 I'y, 1H), 4,02 (c,
2H), 3,78 (¢, 3H), 3,66 (¢, 2H), 2,93 (1, J = 7,4 'y, 2H) 2,16 (1, J = 6,9 'y, 2H), 1,71-1,61 (m,
2H), 1,38 (¢, 9H); MC (ESI, m/z): 724,30 [M+H]".

Craaus 3: Cunres 4-((2-((4-(((1,1,1,3,3,3-rexcapTopnponan-2-
WI)oKCcH)KapOoHua)nunepasun-1-uia-2,2,3,3,5,5,6,6-ds)merni)-S-

(TpudropmeTn)(peHn)aMHHO)0OYTAHOBOH KHCJIOTHI

DCM
e
nPme D E?< D
COt-Bu GH
[00205] 1,1,1,3,3,3-rekcadropnponan-2-mi-4-(2-((4-(mpem-0yrokcu)-4-oxkcoOy Ten)-(4-

CF
L —E)QN’M\O ’;FB TEA P& g Ef%)ém"u\@ “CF;
L

MeTOKCHOEH3 1T )aMIHO )-4-(Tpud Topme T )oeH3mwn ) nunepasus- 1 -kapookcmnar-2,2,3,3,5,5,6,6-

2T AT AT AT O
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ds (1 sxB.) B DCM (15-kpatH. 00.) obpabarsBaniu TFA (3-kparH. 00.). Peakunonnyro cmech
nepeMelBai He MeHee 5 4acoB. PeakunoHHYI0 cMech oOpadareiBanm jensHon Bomon (33-
KpatH. 00.), oxyaxnanu a0 temneparypel 0-5°C u obpabarsiBany 3 H. BOOHBIM THAPOKCHAOM
Hatpus Ao goctwkenus pH 8. Peakunonnyro cmecp skcrparupoBanun DCM, a opranuueckuii
CJIOH MTPOMBIBAJIA HACHIIEHHBIM BOJJHBIM PACTBOPOM XJIOPHIA HATPHS U CYLIMIIH HaJ CyIb(paTom
Hatpusi. IlapTiro ¢unbTpoBanu M (UIBTPAT KOHLEHTPUPOBAIM O Macia MPH MOHIKEHHOM
naBieHNH. Macino OuHMInadM KOJIOHOYHOM xpomartorpadueit ¢ mnomydenuem 4-((2-((4-
(((1,1,1,3,3,3-rekcadpropnponaHn-2-mi)okcu )kapOonun)nunepasus- 1 -un-2,2,3,3,5,5,6,6-
dg)meTtnn)-S-(tpudTopMeTiin)peH)aMuHO)OyTAHOBOM ~ KHUCJIOTBI € BbIXO#OM  45-65%.
ANBTEpHATUBHO, MAacll0 MOXKET OBITh OUHMINEHO xpomarorpadueit ¢ obOpameHHoON Ga3ol, u
xKejaeMble PpakLUU MOTYT OBITh OOBEIUHEHBI, SKCTparupoBaHsl ¢ noMoupo DCM, BhICyIIEHBI
HaJ CyJbpaToM HaTpus, OTQUIBTPOBAHBI Uil YJAJIEHUS OCYLIAIOIIEro CpeAcTBa U
CKOHLIEHTPUPOBaHbl IPU TOHM)XEHHOM naBieHuu ans nomydenus 4-((2-((4-(((1,1,1,3,3,3-
rexcaropnponas-2-min)okcu)kapOboHun)nunepasus-1-ni-2,2,3,3,5,5,6,6-ds )MmeTwn)-5-
(TpudTopmMeTH)hEHIT)aMUHO)OYTAHOBOM KHMCIOTBI ¢ BbixogoM 40-50%. 'H SIMP (300 MI,
meranon-ds) .14 7,14 (n, J= 7,0 I'y, 1H), 6,85-6,81 (m, 2H), 6,13 (cent, J = 6,3 'y, 1H), 3,57 (c,
2H) 3,22 (t, J = 6,7 I', 2H), 2,49-2,40 (M, 2H), 1,97 (x8., J = 6,9 I', 2H); MC (ESL, m/z):
548,2036 [M+H]".

I1. Ouenka 0HOJIOrHYECKOr0 AeHCTBHUS

[00206] CoenuHeHus UCCIeNOBaN Ui OLIGHKH UX aKTUBHOCTH B oTHomeHun MAGL u
CEPUH-TUAPOIA3EI C UCMIOJIBb30BAHUEM CIEAYIOIIUX aHAJIU3OB i1 VIfro U in VIvo.

In vitro npopunuposanue beiikos (ueiroeexa) Ha OCHOBE KOHKYPEHMHOU AKMUGHOCHI.
[00207] IIporeombr (ppakuun npePpOHTATHHON KOPbI WM KJIETOUYHOW MeMOpaHbI
yenoBeka) (50 wxi, koHueHTpamusi obmero Oenka 1,0-2,0 Mr/mi) npeaBapUTETbHO
UHKYOUPOBAJM C Pa3JIMYHbIMU KOHLEHTPALHMIMU MHIHOUTOPOB mpu Temmeparype 37°C. Uepes
30 munyt nobassuin FP-Rh wnu JW912 (1,0 mxi, 50 MM B DMSO) u cmech HHKYOHUpOBaiiu
eme 30 MUHYT NpU KOMHATHOH Temnepatype. Peakuun racumm 3arpy3ounsiM Oygepom JICH (15
MK - 4X) u nporonsuin Ha JICH-ITAAT. Ilocne BM3yanu3auuu B rejie akKTHBHOCTb CEPHUH-
TUAPONIA3bl ONPEeNesuUId TYyTeM HW3MEPEeHUsT HHTEHCHUBHOCTH (DIIyOpecleHIMH TOJOC Tels,
coorercTByrommx MAGL, ¢ ucnonp3oBanueM mnporpammHoro obecreuenusi Image] 1.49k.
Hannbie ICso u3 3TOro aHaim3a nokasaHsl B Tabnure 8.

Taoauua 8

ITpumep MAGL IIpumep | MAGL uenoseka
yestoeka (ICso) (ICs0)
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1 %3k K 5 &k K
2 %3k K 6 KKK
3 %3k K 7 KKK
4 %3k K

**% 1Cso mpeacrasasier codoit menee uem 100 €M

In vitro npopunuposanue 6ekos (Mv1uin) Ha OCHOBE KOHKYPEHHIHOW AKMUGHOCHIU.
[00208] ITporeomsl (¢ppaxiust MEMOpaH rOJIOBHOTO MO3Ta MBIIIH MITH JIN3AThI KJI€TOK) (50
MKJI, o0mast KoHueHTpauus Oenka 1,0 Mr/mi) npeaBapuTeNbHO MHKYOMPOBAIM C PA3IMYHBIMU
KOHLIEHTpaLusiMu HHruouropos npu remnepatype 37°C. Uepes 30 munyT nodasmsuiu FP-Rh (1,0
Mk, 50 MkM B DMSO) u cmeck nnkyOupoBanu B TedeHue euie 30 MUHYT MpH TeMmIepaType
37°C. Peakuuu racunu 3arpy3ounbiM Oydpepom JICH (50 mxn - 4X) u nporossumn Ha JICH-
ITAAT". Ilocne Bu3yanu3alMd B TIeji€ aKTUBHOCTb CEPUH-TUAPONA3BI ONPEAENAIN IyTeM
U3MEpPEeHNs] MHTEHCHBHOCTU (puiyopecleHIMH TMoJioc rensi, coorBercTByrommx MAGL, ¢
UCTIOJIB30BaHUEM MporpaMMHOro obecreuenus: ImagelJ 1.49k.

IlosryyeHne mpoTeoM roJ10BHOr0 MO3ra MpllIei OT NMOJIYy4YABIINX HHIHOUTOP MbIIIeH.
[00209] Wurnburops! BBonmmu C57Bl/6] mukoro Tuma mepopaibHO Yepes JKelyIOYHbBIH
30H] B HANIOJHUTEJIE U3 MOJMATIIEHIIUKOS. Kajknoe )KMBOTHOE yMepIIBIISUIH Yepe3 4 41 mocie
BBEJICHUS, i TIPOTEOMbI TOJJOBHOI'O MO3ra FOTOBHJIM U aHAJH3UPOBAN B COOTBETCTBUHU C paHee
ycraHoBJIeHHbIMH criocobamu (cmotpute Niphakis, M. J., et al. (2011) ACS Chem. Neurosci. u

Long, J. Z., et al. Nat. Chem. Biol. 5:37-44). JlanHble 110 UHTUOUPOBAHHIO B MPOLIEHTAX U3 3TOrO

aHaJIM3a MPUBENEHbI B TAOHIE 9.

Ta6nuna 9
ITpumep % WHrHOMPOBAHUS ITpumep % WHrHOMPOBAHUS
MAGL B no3ze 5 MAGL B no3ze 5
MI/KT (MBIIIb) MI/KT (MBIIIb)

1 Hit# 5 NT
2 #H 6 NT
3 # 7 #Ht
4 Ht

% unruOuposanust: ### npeacrasusier coboit > 75%; ## npeacrasmset cod0i
ot 25 a0 75%; # mpeacrasnsier coboii < 25%; NT mpeacrasisiet co00i HE HCCICI0BAHO
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POPMYJIA U3OBPETEHUSA

1. CoenunneHune, xapakrepusyromeecs: CTpykTypoit dopmysr (I1):

Ry, O CFR
@\J (\N‘JLD’l‘c&
()
R1

®opmyna (I);
e
R! npencrasnser co6oii -N(R*)(R’) uim -NH(RY);
kaxabii R? HesaBucumo BriGpan u3 ranorena, Crsankuna, -CN, Ci.sranoresankunia u -OR®;
R’ npencrasnser coboit -CH,CO>H, -CH,CH>CO>H unu -CH(CH3)CO:H;
R* npencrasnser coboit -(CHz)m-CO>H;
R’ npencrasnsier coboit H unu Cisankum;
kaxbii R® nesasucumo ei6pan u3 H, Ci.sankuna u C1.6raloreHankuna;
n npencrasinsier coboit 0, 1, 2, 3 i 4 u
m npencrasiser codoii 3;

HJIN €T0 (1)apMaLIeBTI/I“IeCKI/I npuemiiemMast CoOJib U COJIbBAT.

2. Coenunenune mo 11. 1 un ero papmaneBTHUeCKH NpUeMIIeMas CONb MM CONMbBaT, rae R!

npencrasnser coboit -N(R¥)(R?).

3. CoenuHeHue 1o 11. 2 U ero ($papMaleBTHUeCKH MpUeMIeMas CONlb WIIH CONbBAT, rae R’

npencrasisier cobori H.

4. Coenunenue o 11. 2 Ui ero GapMaLeBTUYecKy IpuemMIeMas Collb UK CobBaT, Tae R°

npezacrasisier coooi Ci.zanku.

5. Coenunenne no modomy u3 mm. 1-4 unm ero gpapManeBTUIECKH MpHEeMIIeMast COJIb FITH

conbBat, rae R* npexncrasnsier coboit -CH2CO>H.

6. Coenunenne no modomy u3 mm. 1-4 unm ero gpapManeBTUIECKH MpHEeMIIeMast COJIb HITH

conbBat, rae R® npexncrasnser coboit -CH,CH>CO>H.
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7. Coenunenne no modomy u3 mm. 1-4 unm ero gpapManeBTUIECKH MpHeMIIeMast COJIb HITH

conbBart, rae R npencrasnser coboit -CH(CH3)-CO,H.

8. Coenunenue mo 1. 1 uiu ero papmaneBTHUECKH NpUeMIeMas CONb MM CONMbBaT, rae R!

npexcrasnsier coboit -NH(R?).

9. Coenunenue o modomy u3 m. 1-8 mium ero papManeBTHUECKH MTpHEMIIeMasi COJIb UITH

COMbBAT, rae Kax/bii R? HesaBucumo BbiOpaH u3 ranorena, Ci-cankuna u Cl.craJoreHanKkuna.

10. Coenunenue 110 1. 9 U ero papMaleBTHIECKH TIpUeMIeMas CONb UM CONbBAT, rae R?

NpeACTaBIsieT COOOM rajioreH.

11. Coemunenue 110 11. 10 umu ero papManeBTHYeCKH TIpUeMieMast CoJlb UM CONbBaT, rae R2

npencrasisier coboit -Cl.

12. CoemuHenue mo 1. 9 umm ero (papMaleBTHIECKH TIpHeMemMas Collb MU CONbBaT, e R2

npencrasisieT co0oi Ci.6raloreHaIKuI.

13. Coenunenne 110 11. 12 uiu ero $papMarieBTHIeCKH IpruemMiiemMas Collb HIIH CObBaT, rae R?

npexacrasisier codoii -CFs.

14. Coenunenue o mobomy u3 mi. 1-13 wim ero papmaneBTHUECKH IpUeMJIEMasi COJIb WU

COJIbBAT, T7E N TpeacTanisier codoit 1.

15. CoenvHeHMe, XapakTepHU3yIOIIEecs: CTPYKTYpout popmyib (A):

CFs O RY
q
Fac’ijoj‘m’ﬁ CFs
R N

ot

(Rn (R N
G(Rf'}t

dopmyna (A);
re:
R! npencrasnser coboii Bogopon unu aeiTepuii;
kaxaeii R2, R?, R* u R° npencrasiser coboii neifrepui;
n npexacrasiusier coboi 0, 1, 2, 3,4, 5, 6, 7 unu 8§,

p mpexncrasiusier codoit 0, 1 nnm 2;
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q npencrasysier coboi 0, 1, 2 uimu 3 u

t mpencrasisier coboii 0, 1,2, 3,4, 5, 6, 7 wnn §;

rae korma R! mpencrasnser coboit Bomopon, Toraa Mo MeHbllel Mepe OOMH H3 n, p, q U t
npeacTasisier codoit ue 0

W €ro (I)apMaL[eBTI/ILIeCKI/I npuemjieMas COJib Ui COJIbBAT.

16. Coenunenue 110 11. 15 uiu ero papMaleBTHYECKH IpUeMieMas Cojlb MU CobBaT, rae R!

npeacTaBisieT coOol neldTepuil.

17. Coenunenue 110 11. 15 uu ero papMaleBTHYECKH HpUeMIeMas CoJlb MU CobBaT, rae R!

npesacTaBisieT coOoi BOAOPO.

18. Coenunenue no jgodomy u3 . 15-17 umm ero gpapManeBTUYECKH MpUeMIIeMast COJTb HITH

COJIBBAT, T7e p mpencranisieT coboii 0, q mpexacrassier codoi 0 u t mpeacrasisier codoii 0.

19. Coenunenue no odomy u3 . 15-17 unm ero gpapManeBTUYeCKH MpUeMIieMast COJTb HITH

COJIBBAT, TA€ N mpencrasisieT coboit 0, p mpencrasnseT codoit 0 u q npexacrasiseT codoii 0.

20. CoenuHeHue, XapaKTepU3yIOLIeecs: CTPYKTypoit hopmyiibl (B):

C F_E, O I:R‘}G

FgC#DJ\N/ﬁ CFa
R’ N

R, & g5

5 R
R RE
R.‘.-
o=l R
OR®
®opmyna (B);

rae:

R! npencrasnser coboil Bogopon unu aeiTepuii;

kaxaeii R, R® u R npencrasmser coboii neitrepuit;

kaxpii R® npescrasnseT coboii He3aBUCHMO BOIOPOJ MITH JeiiTepuii;

n npexacrasiusier coboi 0, 1, 2, 3,4, 5, 6, 7 unu 8§,

p npexncrasinsier codoit 0, 1 nmm 2 u

q npencrasysier coboii 0, 1, 2 unu 3;

rne xorga R! mpencrtaBnser coboii Bomopoxd, Toraa Mo MeHblIeil Mepe OfHH U3 N, p H (

npescTaBser coboii He O WM 1o MeHbIel Mepe onun R npencrasnsier coboii aeiitepuii;
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W €ro (I)apMaL[eBTI/ILIeCKI/I npuemjieMas COJib Ui COJIbBAT.

21. Coenunenue 110 11. 20 1 ero papMaleBTHIECKH NpUemMiemMas collb UIH cobbaT, rae R!

npeacTaBysieT coOo nedTepuii.

22. Coemunenue 1o 11. 20 unu ero hapManeBTUYeCKH TpUeMieMast CoJlb UM CoNbBaT, rae R}

npeacTaBisieT coOol BOAOPO.

23. Coenunenue no modomy u3 . 20-22 unm ero gpapMareBTUIeCKH prUeMiieMast CoJb HITH
CONBBAT, IJie p MpeacTaBiseT coboil 0, q mpeacrasaser coboit 0 u kaxabii R’ mpeacrasiser

co0oit Bogopo.

24. Coenunenue no jgodomy u3 mi. 20-22 uam ero GpapMaleBTUYECKH MPUeMIIeMast COJTb HITH

COJIBbBAT, TA€ N mpencrasisieT coboit 0, p mpencrasnsier codoii 0 u q npeacrasiseT codoii 0.

25.  CoenuHeHHe, XapaKTePHU3YIOLIEeCs: CTPYKTYPOH, BHIOPAHHOH H3:
0O CF O CR
cl
N\) N\/J
HN HN

jﬁ\ocr:a
o cr  FaC 7N CF5
cl (\N’JL“D’J‘CFa N\/J

N HN

;\0 COH
o] H ]
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O CF;;
CF
Cl 3
(‘\N

N\,,JJ\O CF3 Fa{;\@\/@)l\o,kcﬁ

O UJ\OH

FC ML

N O CFs
HNI
OF TOH

26. CoenuHeHune, XapakTepU3yIOIIeeCs: CTPYKTYPO:

HN

T

, HJIN €10 Q)apMaHeBTI/I‘{eCKI/I npuemijieMas COJib UJIN COJIbBAT.

Fa

FC ﬁ% J\o)\c Fﬁc@y%ru% CF:;Fa

D
M D
CcO
15R1051 H , WJIA €Tr0
(bapMaLieBTUYECKU TTpUEeMJIEMAsi COJIb HITA COJIbBAT.
27. dapmaneBTUYECKasT KOMIIO3UIMS, COAEpIKaIlasi COEAMHEHHE 110 JIo0oMy 13 T, 1-26 wiu

ero (QapmaneBTHYECKH TMPUEMIIEMYIO COJIb WM COJIbBAT M 1O MEHbIIEH Mepe OIHO

(apMareBTHYECKH MPUEMIIEMOE BCIIOMOTATEIbHOE BELIECTBO.

28. Crioco6 nedyenust 00K y MaLMEHTa, BKIIOYAOIIWN BBEIEHUE HYXKAAKOMEMYCS B 3TOM
MALUEHTY TeParneBTUIeCKH 3((PEKTUBHOIO KOJIMYECTBA COENUHEHHS 110 F0OoMy u3 mm. 1-26 wu

ero ¢apmMaLeBTHYECKH IPUEMIIEMO COJIN HJTH COJIbBATA.

29.  Cnocob mo m. 28, B KOTOPOM 0OJIb TIPEICTaBIIsieT COO0H HEBPOMATHYECKYIO OOJTb.
30.  Cnocob mo 1. 28, B KOTOpOM OOJTb MPEACTABIISIET COO0I BOCMATUTENBHYIO OOJb.
31.  Cmocob neueHus: 3a00eBaHUs] WINM HAPYLICHHWs y TALMEHTA, BKJIIOYANOIIUN BBEICHUE

HYKIAIOLIEMYCsl B TOM MALUEHTY TepaneBTHYeCKU 3PPEKTUBHOrO KOJIMYECTBA COSTUHEHUS TI0

arodomy u3 nn. 1-26 uim ero gpapManeBTHUECKH MPUEMIIEMON COJIM HITH COJIbBATA, MPH KOTOPOM
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3a00sieBaHNE MIIM HapyIIEHHE BbIOPAHO W3 TPYIIIBI, COCTOSINEH M3 3MMIIETICUN/TIPUTIAIOYHOTO
paccTpoOCTBa, PACCESHHOrO CKJepo3a, Helpomuenuta 3putenbHoro Hepsa (NMO), cunapoma
Typerra, Oonesnn AunbiretiMepa u O00NM B JKUBOTE, CBS3aHHON C CHHAPOM pa3Ipak€HHOTO

KHIIICYHHKA.

32.  Cmoco6 mo m. 31, B xoTopoM 3a0ojieBaHME WJIM HApyLIEHWE NPEACTaBIsIeT COOOH

SIHIJISTICUIO/TIPUIIAI0YHOE PACCTPOMCTBO.

33.  Cmoco6 mo m. 31, B xoropoMm 3a0ojeBaHHME WJIM HApyLIEHHE NPEACTaBIsIeT COOOM

PacCestHHBIN CKJIEPO3.

34. Cnoco6 mo m. 31, B xoTopoMm 3a0ojeBaHHE WIM HapyLIEHHE MpPEACTaBiIseT CoOOi

HelipoMuenut 3purenbHoro Hepsa (NMO).

35, Cmoco6 mo m 31, B koropoMm 3aboyieBaHME WIM HapylIE€HHE NPEeNCcTaBisieT coOou

cunapom Typerra.

36.  Cmocob mo 1. 31, B koTopom 3a00eBaHNe UM HapyIIEHHe MPpeacTaBisieT coboit 0one3Hpb
Anbrreiimepa.
37. Cnocob no m. 31, B koTopom 3a00jieBaHNe WM HAPYLIEHUE MPencTaBysier coboii 0oyb B

KHUBOTE, CBA3aHHYIO C CHHAPOM pasaApaX€HHOI0 KMIICYHHKA.
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