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FI/I6pI/IZ[HOFO )KI/I)IKOCTHO-TBepI[O(l)a?,HOFO CHUHTE3a WM HATUBHOT'O XUMHUYCCKOT'O JIMTUPOBAHUS.
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CIIOCOBBI IOJIYYEHHUSA AHAJIOI'OB HHKPETHHA

JlanHOE M300peTeHre B LIEJIOM OTHOCUTCS K OMOJIOrMH, XHMHUH U MEIHIIHHE, a Ooee
KOHKPETHO OHO OTHOCHTCS K CIIOCO0OaM CHHTE3a, OCPEACTBOM THOPUIHOTO KUAKOCTHO-
tBepaodasznoro cunrtesa (HLSPS), ananora nnkpernna, 001aaromero akTHBHOCTHIO B
OTHOLIEHUN OJJHOTO WK O0Jiee PEenTOPOB IIF0KO303aBUCUMOT0 HHCYJIHHOTPOITHOTO
nojiunentuna (GIP), rmrokaronononoduoro nenruna-1 (GLP-1) u rmokarona (GCG).

3a nmocenHIe HECKOJIbKO JECTHIIETHH PaCIPOCTPAHEHHOCTh 1uadeTa MpoaoKaeT
pactu. Caxapubiii quader 2 tuna (T2DM) sBisiercst Hanbosee pacnpoCTpaHEeHHOH hopMoi
auadera, cocTapistomen okoao 90% Becex Gpopm nuadera. T2DM xapakTepusyercs BBICOKUMH
YPOBHSIMU TJIFOKO3bI B KPOBHU, BBI3BAHHBIMU PE3UCTEHTHOCTHIO K HHCYJIMHY. TeKyLui CTaHaapT
nedenus T2DM Bxurouaer auety U pu3NUeCKue YIPAKHEHUs, a TAKXKe JeUeHHe epOopatbHbIMU
CaxapOCHIKAIOIMMH TIperapaTaMy 1/ Ui HHbEKLHOHHBIMU CaXapOCHIKAIOLIMMHU
npenapaTamy, B TOM YHUCIIe IpenapaTaMyu Ha OCHOBE MHKPETHHOB, TAKUMHU KaK arOHUCTBI
peuenropoB GLP-1, noiinble aronucts! perentopos GIP/GLP-1 u naxe aroHucTsI Tpex
peuentopoB GIP/GLP-1/GCG (GGG).

B MexknyHapomHbIX MyOJMKaLUusaX maTeHTHbIX 3asiBOK Ne WO 2019/125938 u
2019/125929 B 1eioM ONMUCaHbl AHAJIOTH HHKPETHHA, KOTOPBIE AEHCTBYIOT Kak arOHUCTBI TPEX
peuentopoB GGG, u crocod ux CUHTE3a ¢ MOMOIIBI CTAHAAPTHOTO TBEPAO(PA3HOIO CHHTE3a
nentuaoB. CM. Takke MEXXIyHapOIHbIE MyOIMKaK maTeHTHbIX 3asiBOK Ne WO 2014/049610,
2015/067716, 2016/198624, 2017/116204, 2017/153575 u 2018/100135. AHanoruyHo, B
MEKIYHAPOIHBIX MyOIMKAIUSIX MaTeHTHBIX 3asBOK Ne WO 2013/164483 u 2016/111971
OMUCAHBbI COENMHEHUsI, KOTOPbIE, KaK yTBep:kaaercs, odnanarot akruBHocThio GLP-1 u GIP.
Bonee Toro, B MesxayHapoaHOM myOaukanuu nateHTHOH 3asBku Ne WO 2020/023386 onucaHbl
NenTUabL, 00JaarIIe aKTUBHOCTBIO aroHucToB peuentopos GIP u GLPI.

OnHako cymecTByeT noTpedHOCTh B AJIbTEPHATHUBHBIX CIIOCO0AX MOJMYYECHUS TAKUX
AHAJIOTOB MHKPETHUHA U UX MPOMEKYTOYHBIX COSTUHEHNUH, YTOOBI 00eCTIeYnTh (hapMaleBTHUECKH
U3SIIIHOE MTPOU3BOZICTBO ¢ KOMMEPUECKH JKEIaeMOM YHCTOTOH. AHAJIOTUYHO, CYLIECTBYET
noTpeOHOCTh B 3(PPekTUBHBIX crioco0ax v CTaOMIBHBIX MTPOMEKYTOUYHBIX COSTUHEHUSIX TSI
3¢ EKTUBHOrO NOJYYEHUSI AHAJIOTOB HHKPETHHA C MEHBIINM KOJHYECTBOM CTaAHHA OYMCTKH.

Jnst TOro 4ToOB! YAOBIETBOPHUTD 3Ty MOTPEOHOCTD, B OMMCAHUH OMHCAHBI CIIOCOOBI
NOJTIY4YEHHUS aHAJIOrOB HHKpeTHHA ¢ moMorpio HLSPS mnn HaTUBHOTO XMMHUYECKOTO
muruposanus (NCL), mpu 5TOM B Takux criocobax UCTOIB3YeTCs OT IBYX 10 YEThIPEX

MPOMEKYTOUHBIX COeI[I/IHeHI/Iﬁ AJIS TIOJTYYCHUS aHaJ10Tra MHKPETHUHA.
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B nepBoM BapHaHTe OCYIIECTBICHHUs] M300pEeTEeHHS aHAIOT HHKPETHHA MOKET BKJIIOYATh
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTb:

YX2QGTFTSDY SIX13LDKX17A X19X20AFIEYLL X238 X20GPSSX34APPPS, rane X» npeacrasnsier
coboit Aib, X3 npeacrasinsiet coboit L wm aMeL, X17 npencrasisier coboi modyro
AMUHOKHCJIOTY ¢ (DYHKIIMOHAIBHOM IPYIIO, JOCTYIHON JIsl KOHBIOTALUH, TIPH 3TOM
(byHKUNOHATIBHAS IPYIINIAa KOHBIOTHPOBaHa ¢ XUpHOU Kucnotoit Ci6-Caz, X19 npeacrasnser
coboit Q mmu A, Xoo mpencrasisier coboit Aib, aMeK, Q wmm H, Xos npencrassier codoit E nm
A, Xz9 mpencrasisier codoit G unmu Aib, X34 mpencrasisier codoit G unmu Aib (SEQ ID Ne: 4), a
C-KkOHILIeBasi aMUHOKHUCIIOTA SIBJISIETCS] HEOOS3aTeNIbHO aMUTUPOBAHHOM, UK €€
(papmaLeBTHYECKH IPUEMIIEMYIO COJIb. B HEKOTOPBIX CIIydasix aHaJOT HHKPETHHA MOKET UMETh
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTD:

Y(Aib)QGTFTSDY SI(aMeL)LDKKAQ(Aib)AFIEYLLEGGPSSGAPPPS (SEQ ID Ne: 5), rne
C-koHI1IeBasi aMUHOKHUCIIOTA SIBJISIETCS] HEOOS3aTeNIbHO aMUIUPOBAHHOM, UITH €€
(apmarieBTHUECKH IPUEMIIEMAsi COJIb.

B HexoTopsIx cinydasx skupHas kuciora Cie-Cz2 MOXKeT ObITh IPUCOSTUHEHA K aHAJIOTY
MHKPETHHA Yepe3 JINHKEP, UMEIOLIHHA CTPYKTYPY:
(2-[2-(2-amuHO)3TOoKCH |ateTw )a-(YGlu)b-CO-(CH2)c-CO2H, rae a moxet ObiTh paBen 0, 1 uu
2, b MoskeT ObITh paBeH 1 uu 2, U ¢ MOKET ObITh paBeH 16 wiu 18.

B KOHKpETHBIX CIy4asix aHAJOT HHKPETHHA MOXKET UMETH CJIEIYIOLIYIO
MOCJIEI0BATENbHOCTD!

Y (Aib)QGTFTSDY SI(aMeL)LDKK((2-[2-(2-amuno3ToKcH )3 ToKCH |JaueTtin)-(yGlu)-CO-
(CH2)18-COH)AQ(Aib)AFIEYLLEGGPSSGAPPPS-NH; (SEQ ID Ne: 6), wnu ee

(hapMareBTHYECKH TPUEMIIEMast COJIb, KOTOPYIO MOKHO M300pa3UTh KaK UMEIOINYIO CTPYKTYPY:



O
J(LA-F-I-E-Y-L-L-E—G-G-P—S-S—G-A-P-P-P—S—NHz
Me

H
A-Q-N
M

-D-K-N
H

H
-N

0
L>—Me
M

Q-G-T-F-T-S-D-Y-§

0O
y

H
H=Y—N
M

OtHocuTenbHO criocoboB noyueHus anajora nHkperuHa ¢ SEQ ID Ne: 6 ¢ momorbro
HLSPS, 3T criocobsl MOTYT BKJIFOYATh MO MEHBILIEH MEPE CTaIUI0 COYETAHHSI YEThIPEX
MPOMEXKYTOUHBIX COEAUHEHUI, IPU STOM TaKU€ COEIUHEHUS UMEIOT CTPYKTYPY, YKa3aHHYIO B
SEQ ID Ne: 7, 8,9 u 10, wnu ux papManieBTUIECKH MPUEMJIEMbIE COJIH.

AJNBTEpPHATUBHO, CIIOCOOBI MOTYT BKJIFOYATH [0 MEHBINEH Mepe CTaUI0 COYETAHUS
YeThIpEeX MPOMEKYTOUHBIX COETUHEHUMH, TPU TOM TaKHe COeIUHEHHUSI UMEIOT CTPYKTYPY,

ykazanHyto B SEQ ID Ne: 7, 11, 12 u 10, nym ux papManeBTHUECKN PUEMIIEMbBIE COJH.
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AJNBTEpPHATUBHO, CIIOCOOBI MOTYT BKJIFOYATH [0 MEHBINEH Mepe CTaIUI0 COYETAHUS
YeThIPEX MPOMEKYTOUHBIX COETUHEHUH, TPU TOM TaKH€ COEIUHEHNUS UMEIOT CTPYKTYPY,
ykazanHyto B SEQ ID Ne: 7, 13, 14 u 10, nym ux papManeBTHUECKH PUEMIIEMbBIE COJTH.

B npyrux ciaydasx, cnocoObl MOTYT BKJIFOYATh MO MEHbBIIEH MEpe CTaJUI0 COUETaHHS
TpeX MPOMEKYTOUHBIX COEJUHEHUH, IPU 3TOM TaKHe COEIMHEHUs] UMEIOT CTPYKTYPY,
ykazanHyto B SEQ ID Ne: 7, 13 u 15, nimm ux ¢papManeBTHUECKH IPUEMIIEMBIE COJIH.

AJNBTEpPHATUBHO, CIIOCOOBI MOTYT BKJIFOYATH [0 MEHBINEH Mepe CTauI0 COYETAHUS TPeX
MPOMEXKYTOUHBIX COEANHEHUH, IPU 3TOM TaKU€ COEITUHEHUSI UMEIOT CTPYKTYPY, YKa3aHHYIO B
SEQ ID Ne: 16, 17 u 10, wnu ux gapManeBTUIeCKH MPUEMIIEMbIE COJIH.

AJNBTEpPHATUBHO, CIIOCOOBI MOTYT BKJIFOYATH 10 MEHBINEH Mepe CTauI0 COYETAHUS TPeX
MPOMEKYTOUHBIX COCAUHEHUH, IPU 3TOM TAKUE COEIUHEHUSI UMEIOT CTPYKTYPY, YKa3aHHYIO B
SEQ ID Ne: 18, 12 u 10, nnu ux gapmMarneBTH4eCKH MPUEMIIEMbIE COJIH.

ANbTepHATUBHO, CIIOCOOBI MOTYT BKJIFOYATH 110 MEHbILIEH Mepe CTaHI0 COYETAaHHS TPeX
NPOMEKYTOUHBIX COCAUHEHHH, IPU 3TOM TAKUE COCUHEHUS] UMEIOT CTPYKTYPY, YKa3aHHYIO B
SEQ ID Ne: 7, 45 u 10, unu ux apmManeBTUYeCKH MpUeMIeMbIe COJIH.

ANbTepHATUBHO, CIIOCOOBI MOTYT BKJIFOYATH 110 MEHBIIEH Mepe CTaHI0 COYETAaHHS TPeX
NPOMEKYTOUHBIX COCAUHEHHH, IPU 3TOM TAKUE COCIUHEHUSI UMEIOT CTPYKTYPY, YKa3aHHYIO B
SEQ ID Ne: 7, 11 u 20, unu ux ¢papMarieBTHIECKH TPUEMIIEMBbIE COJIH.

B npyrux ciaydasx, cnocoObl MOTYT BKJIFOYATh MO MEHbBIIEH MEpe CTaTUI0 COYETaHHSI
IBYX MPOMEXKYTOUYHBIX COEUHEHUH, ITPH 3TOM TaKHe COEUHEHUS UMEIOT CTPYKTYPY,
ykazanHyto B SEQ ID Ne: 19 u 15, nim ux dpapManeBTHUECKH PUEMIIEMbIE COJIH.

AJBTEPHATUBHO, CIIOCOOBI MOTYT BKJIFOYATh MO MEHBINEH Mepe CTaIUI0 COYETAHUS IBYX
MPOMEXKYTOUHBIX COEAUHEHUI, IPU STOM TaKU€ COEIUHEHUS] UMEIOT CTPYKTYPY, YKa3aHHYIO B
SEQ ID Ne: 18 u 20, niu ux papmManeBTH4eCKH MPUEMIIEMbIE COJIH.

OnucaHHbBIE BBIIIE CIIOCOOBI TAKKE MOTYT BKJIFOUATh CTAJAHIO CUHTE3a JBYX-YEThIPEX
MIPOMEKYTOUHBIX COCAUHEHUN Nepes CTaauel COueTaHusl.

Taxkum 00pa3oM, B OMUCAHHBIX BBIIIE CIIOCO0AX MPOMEKYTOUHBIE COETMHEHUS MOTYT
OBITh XUMHYECKH CBS3aHbI WM (DEPMEHTATHBHO CBSI3aHBI IPYT C IPYTOM C IOJIyUYE€HHEM aHAJIora
unkpetuHa SEQ ID Ne: 6.

B omnucannbix Bhimne cocobax pparmeHt xkupHOU KUCIOThI C16-Ca2 1 HeOOs13aTeIbHBIN
JMHKEP MOTYT OBITh MPUCOENNHEHBI K OTHOMY MPOMEKYTOUHOMY COEIUHEHHIO IO CBS3BIBAHHS
Pa3JINYHBIX TPOMEKYTOUHBIX COSTUHEHNH (T.€. al[MUINPOBAHIE MOKET IMPOUCXOIUTD JI0
3aBEPIICHUS] CHHTE3a aHAJIOra HHKPETHHA). AIBTEpHATHBHO, (PPArMeHT KUPHOU KHUCIIOTHI MOXKET
OBITH MPUCOETMHEH K aHAJIOTY HHKPETHHA TTOCIIE CBSI3BIBAHUS PA3JIMUHBIX TPOMEKYTOYHBIX

COeMHEHUH (T.€. aUINPOBAHNE MOXKET IMPOUCXOANTD MOCIE MOJHOTO CHHTE3a aHAJIora



10

15

20

25

5

uHKpeTtnHa). Hanmpumep, criocoObl MOTYT BKIIFOYATH IO MEHBIIEH Mepe CTaIUI0 COUETaHUS IBYX
MIPOMEKYTOUHBIX COEAUHEHUN, IPU 5TOM TaKUE COEAUHEHUSI UMEIOT CTPYKTYPY, YKA3aHHYIO B
SEQ ID Ne: 21 u 18, nnn ux papManeBTHIeCKH IPUEMIIEMBIX COJIEH, € TIOCIEAYIOLIIM
CBSI3bIBAHUEM C ()PArMEHTOM SKUPHOHU KHUCIIOTBI, UMEIOIIUM CTPYKTYPY:

O/t-Bu
0

: H Q
t'Bu_OW\/\/\/V\/\/\/\/lL”/V\[rN\/\O/\/O\)J\OH
@]

o)

.../<O

(Coenunenue 25).

AJNBTEPHATUBHO, CITOCOOBI MOTYT BKJIFOUATh MO MEHBIISH Mepe CTAIHI0 COYSTAHHS
CIEAYIOLIUX ABYX NPOMEKYTOYHBIX COCIUHEHUMN, IPU 3TOM TaKUE COEAUHEHUS] UMEIOT
CTPYKTYpY, Ykazannyio B SEQ ID Ne: 22 u 19, ¢ nocnenyromum CBs3bIBaHUEM C (PparMeHTOM

JKUPHOM KUCJIOTBI, UMEIOIIUM CTPYKTYPY:

_t-Bu
0 o 0
t-Bu-O N o N
u m/\/\/\/\/\/\/\/\/\)k”/\/\n, \/\O/\/ OH
0O O

(Coenunenue 25).

B nomnonHeHue K BbILIEU3I0KEHHOMY, aJIbTEPHATUBHO MOXHO Hcnonb3oBaTb NCL nis
nosty4enus anajora uakperuHa SEQ ID Ne: 6, nmpu 3TOM crmocoObl MOTYT BKJIFOYATh 11O MEHBIIEH
Mepe CTaJNI0 COUYETAHUS ABYX MPOMEKYTOUHBIX COCUHEHUH, TPUUeM TaKue COeMHEHHS] MOTYT
UMETb CTPYKTYPY, BBIOPAHHYIO U3 CISTYIOLIUX:

SEQ ID Ne: 23 u 24,
SEQ ID Ne: 39 u 24,
SEQ ID Ne: 25 u 26,
SEQ ID Ne: 40 u 26, u
SEQ ID Ne: 27 u 26.

B npyrom BapuanTe ocCyliecTBISHUsT H300PETEHNUs aHAJIOT HHKPETHHA MOYKET BKJIFOUATh
AMHHOKHCJIOTHYH) IIOCJIEN0BATENBHOCTD!
Y(Aib)EGT(aMeF(2F))TSD(4Pal)SI(aMeL)LD(Orn)K((2-[2-(2-aMHHO3TOKCH )3TOKCH | aLIE€THIT )2 -
(y-Glu)-CO-(CH2)16-CO2H)AQ(Aib)EFI(D-Glu)(aMeY)LIEGGPSSGAPPPS-NH; (SEQ ID
Ne: 29), unm ee papmaneBTHIECKH IPUEMIIEMYIO COJIb, KOTOPYIO MOKHO H300pa3uTh Kak

UMEIOIIYIO CTPYKTYPY:



(0] 0
A-Q—n -F—I—e—kl| ' L-I-E-G-G-GP-S-S-G-AP-PP-SNH,
Me Me i

o

HNl Y
:”jl(

o)
/\MF}_Me

N/\/O\/\O/\gn ~~o 0
\,lOLs-l—N

T-S-D-H

o

N
(0]
e1H

7<?LE
e Me

H-y-H
M

OtHocuTenbHO criocoboB noyueHus anajora nHkperuHa SEQ ID Ne: 29 ¢ momorbro
HLSPS, criocoObl MOTYT BKJIFOYATH 1O MEHBINEH Mepe CTaIUI0 COYETAHUS 110 MEHbLIEH Mepe
OZHOTO U3 CIEAYIOUINX MPOMEXYTOYHBIX COEIUHEHUN C IPYTUM IPOMEKY TOUHBIM
COeIMHEHHEM, NIPU 5TOM TaKHe COeIMHEHUsl UMEIOT CTPYKTYPY, ykaszanHyto B SEQ ID Ne: 30,
31, 32, 34, 35, 36 w/unu 37, uinn ux GpapMaeBTUIECKH MPUEeMJIEMbIE COJIH.

Ipennosken cocod monydenus aHajora nakperuHa SEQ ID Ne: 29, Bxirouaromuii

CTaauro:
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COYETaHUs! MOCPEACTBOM I'HOPHIHOTO KUIKOCTHO-TBEPAO(A3HOrO CHHTE3a
NPOMEKYTOYHBIX COSUHEHNH, BBIOPAHHBIX U3 TPYIII, COCTOSIIUX U3:

a.  SEQID Ne:7,62,42u 31,

b. SEQID Ne: 43 u 44.

B nononHeHne K BhIIEYKa3aHHBIM CIIOCO0AM BapUAHTHI OCYIIECTBICHUS B JAHHOM
JOKYMEHTE TaK)Ke BKJIIOYAIOT CAMU MIPOMEKYTOUHbIe coennneHus (Hanpumep, SEQ ID Ne: 7-28
u 30-41), a Tak)Kke KOMITO3UILINHU, COAEPIKAIINE UX.

IIpenMy1eCTBO NPENCTABICHHBIX B JAHHOM JTOKYMEHTE aHAJIOTOB COCTOHUT B TOM, YTO
OHHU MOTYT OBITH HCIIOJIb30BaHbI B KaueCTBe 3(PPEKTUBHBIX CPECTB JUIS JICUEHHSI CaXapHOTO
auadera, AUCIUITUAEMUN, HEAIKOTrOJIbHOM xkupoBoii Ooneznu neuenu (HAXKBIT),
MeTabOoIMUecKoro CHHIpoMa, HeankoronbHoro crearorenatura (HACI) u oxupenus, a Takke
Apyrux 3a00JieBaHUI WITN MATOJOTHUECKUX COCTOSIHHM, CBA3aHHBIX ¢ Monysinued GLP-1, w/mnu
GIP, u/unu riaroKaroHa.

IIpenMy1ecTBO OMUCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB BKIIIOUAET HECKOJIBKO
yCOBEPIIEHCTBOBAHUIT TPOLIECCa, TAKUX KaK, HAIIpuMep, Oojee KOpOTKHe (pparMeHThl,
NepBOHAYAJIbHO MOJy4YeHHbIe ¢ nomolibio SPPS, uro no3posnser B 11e10M NOBBICUTD YUCTOTY U
NOJIy4HThb O0Jiee BBICOKHE BbIXObI ¢ moMousro HLSPS.

[TpeuMyLIeCTBO OMUCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB 3aKIIFOYAETCs B TOM, YTO
a¢dpexTuBHOCTL coueTanusi B SPPS 3aBUCHT He TOJIBKO OT (PaKTHYECKHX OCTATKOB,
Y4aCTBYIOIIMX B XMUMHUYECKOM MPEBPAIIEHNH, HO TAKXKE OT CTPYKTYPbI, MPUCOSTUHEHHOM K
cMojie (T. €. poOsIeMbl PACTBOPUMOCTH/arperaydy XOpOIIO U3BECTHBI JJIsl ONPeIEIeHHBIX
NOCJIeIOBATENbHOCTEH ). bosiee kopoTkue pparMeHThI 00eceYnBarOT OOJBINYI0 THOKOCTh MyTeH
IUIS1 CBSI3bIBAHUS CJIOJKHBIX aMUHOKHCIIOTHBIX OCTATKOB M BO3MOKHOCTh H3MEHEHUSI CTPYKTYP
(bparMeHTOB [UI peuieHus: 0oee CIOKHBIX MPEBPAIIECHUT.

ITperMy1IeCTBO ONMUCAHHBIX B JAHHOM JIOKYMEHTE CITOCOOOB BKJIIOUAET YIIYUILICHHYIO
CTpPATEeTHIO KOHTPOJISI PUMECEH BO BPEMsI CUHTE3a, KOTOPast MOYKET 00ECIIeUUTD YTy qIIeHHBIH
KOHEUHBIN mpod b mpuMeced il HEOYUIIEHHOTO TIENTH/IA U YIPOCTUTH/YMEHBIITUTh HATPY3KY
Ha XpoMaTorpadmuro, 4To MpuBeaeT K SKOHOMUU CPENCTB.

ITpenMy1IecTBO ONMUCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB 3aKIIFOYAETCs B TOM, UTO
cuHTe3 OoJiee KOPOTKHX pparMeHTOB ¢ oMokl SPPS MoxkeT obecriednTh CoKpaleHue
LINKJIOB POMBIBKH, YMEHbLIEHHE OOBEMOB PEareHTOB M HCIIOIb30BaHNUE O0Jiee SKOJIOTUYHOTO
pactBopuTensi(-eii), 4TO MPUBOIUT K CHUKEHUIO MAaCCOBOM MHTEHCUBHOCTH Tiporiecca (PMI).

IIpenMy1IecTBO ONMUCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB 3aKIIFOYAETCs B TOM, UTO
IPU UCTIONIb30BaHUH 00JIee KOPOTKHUX (PparMEeHTOB 3HAYUTEIBHO CHUKAIOTCS PUCKU

BO3HUKHOBCHUA HapymeHI/IfI, THUIINYHBIX AJIA JIMHEHHBIX C60pOK ):[.]'IHHHOfI MOJICKYJIbL.
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IIpenMy1IecTBO ONMMCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB 3aKIIFOYAETCs B TOM, UTO
KOMOWHANUS KUAKO(a3HOro U TBepoda3HOro CHHTE3a 00Jiee MOIXOIUT JIsl HOBBIX
NPOM3BOJCTBEHHBIX IIAT(GOPM U BHEAPEHUS IPYTHUX HHHOBALIMOHHBIX TEXHOJOTHH.

IIpenMy11ecTBO ONMMCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB 3aKITFOYAETCsl B THOKOCTH
LIETTOYKH [TOCTABOK M JIOTHCTUKHU MPOU3BOACTBEHHOTO MPOLIECCA 38 CUET UCIIOIB30BAHUS
HECKOJIbKUX HE3aBUCHMBIX (PPArMEHTOB.

IIpenMy11ecTBO ONMMCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB 3aKIIFOYAETCs B TOM, UTO
UCTIONIb30BaHHE NapajuIeIbHOTO U3TOTOBJIEHUS (PParMeHTOB MOXKET 00ECIIEUNTh COKPALIeHNE
NPOU3BOJCTBEHHBIX [IMKJIOB 3a CUET NapasjieNbHOH 00paboTku pparMeHTOB.

IIpenMy11eCTBO ONMMCAHHBIX B JAHHOM JIOKYMEHTE CIIOCOOOB 3aKIIFOYAETCs B TOM, UTO
KOHBEPT€HTHbBIE 3Talbl COBPEMEHHON HaJIekalneil mpou3BoACTBeHHOM npakTuku (cGMP)
MOTYT OBbITh BBIMIOJHEHBI HA CTAHIAPTHOM 00BeKkTe 6e3 HeOOXOAMMOCTH B CIELUATH3HPOBAHHOM
00OpyIOBaHUM.

Ecnu He yka3aHO MHOE, Bce TEXHUUECKUE U HAYy4YHbIE TEPMUHBI, IIPUMEHsIEMbIE B JAHHOM
IOKYMEHTE, UMEIOT 3HAUEHHs, COBIAJAIOLINE C OOIIENPUHATHIMU CPEIU CIIEIIHATHNCTOB B
o0sacTh TEXHUKH, K KOTOPOH OTHOCHUTCS JaHHOE packpeitue. HecMoTps Ha TO, 4TO JIOOBIE
crocoObl U MaTepHalIbl, MOJOOHbBIE WIIN SKBUBAJIEHTHBIE TEM, KOTOPbIE OMUCAHBI B JTAHHOM
JIOKYMEHTE, MOJKHO MPUMEHSTh Ha MPAKTUKE WJIM TPU TECTUPOBAHUU aHAJIOTa MHKPETHHA,
(apMareBTHYECKUX KOMITO3ULUI U CIIOCOOOB, B TAHHOM JIOKYMEHTE OITHUCAHBI
TPEATIOYTUTENIbHBIE CIIOCOOBI M MATEPUAIIBL.

Kpowme Toro, ynoMuHaHue 3JieMeHTa B €JUHCTBEHHOM YHCJIe HE HCKIJIOYaeT
BO3MOXKHOCTH MPUCYTCTBUS OOJIee YeM OTHOTO U3 3JIEMEHTOB, €CJIH KOHTEKCT SIBHBIM 00pa3om
HE MPeanojaraeT MPUCyTCTBUS OAHOTO M TOJIBKO OHOTO U3 3J1eMeHTOB. COOTBETCTBEHHO,

TEPMHHBI B CAMHCTBCHHOM YUCJTIE OOBIYHO O3HAYAKOT 11O MEHBIIIE MEPE OAUHY.

Coxpawgenus u onpeoenenus

Hexkotopble cokpaienust uUMerOT cieayromue 3Hadenus: K AEEA» otHocurcs k 2-[2-(2-
AMHUHOATOKCH )3TOKCH |aeTuiy, «D-Glu» wnu «e» oTHOCUTCs K D-rilyTaMHUHOBOH KUCIIOTE, «e» B
AMHHOKHUCJIOTHOH MOCIIEIOBATEIbHOCTH OTHOCHTCS K D-rilyTaMiUHOBO# KHcoTe, «Aiby
OTHOCHUTCS K (-aMUHOU30MACIISIHON KUCJOTe, «oMeL» OTHOCUTCS K O-MeTHILIeHIuHY, «aMeK»
OTHOCHUTCSI K 0-METUJUTU3UHY, «Boc» oTHOCHTCS K TpeT-OyTokcukapOoHuiy, «Bu» oTHOCHTCS K
OyTuny, «t-Bu» otHOcuTCs K Tper-OyTmity, «CTC» OTHOCHTCS K XJIOPTPUTIIIXKJIOpUAY, «JIXM»
OTHOCHUTCS K nuxyiopMmerany, «DIC» oTHocuTes k nuusonponuikapboguumuay, « IMDPA»
otHOcHTCs K numetwidopmamuny, « IMCO» otHOCUTCS K AuMeTHICY b okcuay, « 1TT»

OTHOCUTCA K AUTUOTpenToNy, « IITA» OTHOCUTCS K 3THJICHIUAMUHTETPAYKCYCHOM KUCJIIOTE,
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«Fmoc» oTHOCHTCS K (ITyOPEHIIMETUIIOKCUKAPOOHIIIXJIOPHY, «9» OTHOCHUTCS K YacaM,
«HIIC» oTHOCUTCSA K M30nponuioBomy cnupty, «IPAc» oTHOCUTCS K H30MpONuUIaLeTary,
«MHH» OTHOCHUTCS K MUHYTaM, «<Me» oTHocuTcs k MeTuiy, «MTBb2» oTHOCHUTCS K METUII-TPET-
OyTunoBomy 3gpupy, «0Xymay OTHOCHTCS K 3THILMAHOTUAPOKCUUMUHOALeTaty, «PG»
OTHOCHUTCSI K 3aIUTHOI rpymme, «Pip» oTHocuTes k munepununy, «SPPS» orHocures k
TBepaodasHomy nentugHoMy cuHTe3y, K T®K» oTHOCUTCS K TpU(PTOPYKCYCHON KUCIIOTE,
«TIPS» oTHOCHUTCA K TPUU3ONPONMICHIAHY, U «Trt» OTHOCUTCS K TPUTUITY.

B naHHOM KOHTEKCTE TEPMUH «OKOJIO» O3HA4YaeT MOKa3aTelb B PeAenax CTAaTUCTUYECKH
3HAYUMOTO JMANa30Ha 3HAUYE€HUs WM 3HaYEHUH, TAKUX KaK, HaIlpUMep, 3asiBJICHHAsI
KOHLEHTpaLus, JJINHA, MOJIEKYJIspHas Macca, pH, HIeHTUYHOCTb OCIEeN0BATENbHOCTH,
BpPEMEHHbIE PAMKH, TeMIepaTypa win o0beM. Takoe 3HauUeHUe UITH AUara30H MOKET ObITh B
npenenax nopsiaka, oOprMHO B mpeaenax 20%, 6osee TunuyuHO B npenenax 10% u naxe 6osee
TUIINYHO B npeaenax 5% OT AaHHOTO 3Ha4YeHMs WK AHara3oHa. J[onycTuMoe OTKIIOHEHHE,
OXBaThIBAEMOE TEPMHHOM «OKOJIO», OyIeT 3aBUCETh OT KOHKPETHOI HCCIIeNyeMOH CUCTEMBI 1
MOKET OBITh JIETKO OLIEHEHO CHELUAUCTOM B TJAHHOHM 00JIaCTH TEXHUKH.

IIpu Kcronp30BaHNM B TAHHOM AOKYMEHTE M B OTHOIIEHHH OTHOTO i Oosnee
peuenropoB: GIP, GLP-1 unu GCG, TepMUH «aKTUBHOCTBY, aKTUBHUPOBATHY,
«aKTUBUPYIOLIHID» U TOMY MOJOOHOE O3HAYAEeT CIOCOOHOCTh COEAMHEHUS, HATIpUMep,
OMUCAHHOTO B TAHHOM JJOKYMEHTE aHaJIOra HHKPETHHA, CBA3BIBATHCSA U UHAYLIUPOBATH OTBET Y
peuienTopa(-oB), 4TO U3MEPEHO C MOMOIIBI) AHAJIU30B, U3BECTHBIX B JAHHON 00J1aCTH TEXHUKH,
TaKUX KaK aHaJM3bI i1 Vifro, ONUCAHHBIE HUXKE.

ITpu MCNOIB30BAHNH B TAHHOM JTOKYMEHTE, KAMHHOKHCIIOTA C ()YHKIIHOHAJIBHOU
IPYIION, TOCTYITHOM JIsi KOHBIOTAILIMMY) O3HAYAET JIFOOYIO MPUPOAHYIO HITH HE BCTPEYAOLIYIOCS
B MPUPOJIC AMHHOKHUCIIOTY € (PYHKIIMOHAJIBHOW TPYIIION, KOTOpPasi MOXKET ObITh KOHBIOTHPOBAHA
C JKUPHOM KHUCJIOTOW TIOCPEACTBOM, Hanpumep, JinHkepa. [Ipumepsl Takux (yHKIIHOHAIBHBIX
IPYIII BKJIIOYAIOT, HO HE OTPaHUYUBAIOTCSA UMH, AIKMHUJIbHYIO, AIKEHIJIbHYIO, aMHUHO-, a3U/10-,
OpoMO-, KapOOKCHITBHYIO, XJIOPO-, HOMO- M THOJIBHYO Tpynbl. [Ipumepsl MpUpOIHBIX
AMUHOKUCIIOT, COlepIKaluX Takue (PyHKIIMOHAbHBIE rpynibl, BKIFOYa0T Lys/K (amuHo),
Cys/C (tuon), GIu/E (kap6okcwn) u Asp/D (kapOokcun).

IIpu ucnonbp3oBaHUM B JAHHOM JOKYMEHTE, «aHaJIOr» O3HA4aeT COeAMHEHUE, TaKOe KaK
CUHTETUYECKUN NEeNTUJ WIN MOJNUNENTH I, KOTOPOe aKTUBUPYET PELIENITOP-MUIIEHb U BbI3bIBAET
10 MeHbLIeH Mepe ouH 3G KT in Vivo WK in Vifro, BEI3bIBA€MbI HATUBHBIM arOHHCTOM 3TOTO
penenropa.

IIpu ucnoap30BaHUM B TAHHOM NOKyMeHTe, «kupHas kuciora Ci6-Ca» 03HauaeT

KapOOHOBYIO KHCIIOTY, IMEIOIIY IO OT 16 10 22 atomoB yriepona. YKupHnas kuciora Ci6-Caa,
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NPUTOAHAS ISl IPUMEHEHUS 110 TAHHOMY H300pETEHHUI0, MOXKET ObITh HACHIIEHHON
MOHOKHCJIOTON WJIM HAaCBILIEHHON TUKUCIOTON. IIpy nenonp30Banny B JAaHHOM AOKYMEHTE,
«HACBIIIEHHAsD» O3HAYAET, YTO KUPHAasl KUCJI0Ta HE COAEPKUT yIIIEPOA-YTIIIEPOAHBIX IBONHBIX
WIN TPOMHBIX CBA3EH.

IIpu ucnonp3oBaHUM B JAHHOM JOKYMEHTE, «1BOMHasl peLieNTOpPHAasl aKTUBHOCThY
O3Ha4aeT aHAJIOT MHKPETHHA C arOHUCTUYECKON aKTUBHOCTBIO B OTHOIIEHHH OJHOTO WK Oosee
u3 peuentopos. GIP, GLP-1 u GCG, ocobenno anasor, o0nanarouuii cOasaHCUPOBAHHON U
JIOCTaTOYHOM aKTUBHOCTBIO B OTHOLIEHHWH OHOTO UJIH OOJiee PeLienTOPOB IS MTOTYYEHUs
NOJIb3BI OT ArOHU3MA 3TOTO PeLenTopa, U30eras Npy 3TOM HeXeNaTeIbHbIX MOOOYHBIX
3¢} eKTOB, CBA3aHHBIX CO CIMIIKOM BBICOKOI aKTHMBHOCTBHIO. KpoMe Toro, aHanor HHKpeTHHa,
oOnanaroimuii TBOMHON pelenTOPHON aKTHBHOCTBIO, UMEIOT YBEJTMUYEHHYIO MTPOAOJIKUTENIBHOCTD
neiicTeust Ha onuH wim Oosee u3 peuentopos: GIP, GLP-1 u GCG, uro npuaaer um
NPEUMYIIECTBO, MO3BOJISIOIIEEe BBOAUTD 103y peXe, HaIpUMep, OUH pa3 B CYTKH, TPH pa3a B
HeZleJIIo, 1Ba pa3a B HEEJ0 WM OAMH pa3 B HENEJIHO.

IIpu ucnonap3oBaHUM B JAHHOM JOKYMEHTE, «TJIFOKO303aBUCUMbINA HHCYJIMHOTPOIHBIN
nomunentuny wu «GIPy» o3HawaeT nenTua, KOTOPBIH UrpaeT GU3UOIOTHUECKYIO POJIb B
rOMEOCTa3€e [IFOKO3BI IyTeM CTUMYJIALIUH CEKPELH HHCYJIMHA OeTa-KJIeTKAMH TOKEeNyJOYHON
JKeJie3bl B IPUCYTCTBUH IIFOKO3bI, B yacTHOCTH GIP uenoseka (SEQ ID Ne: 1).

[Tpu MCNOMB30BAHNH B TAHHOM JTOKYMEHTE, «TJIFOKaroHONMOAOOHbIH nenTua-1» wim
«GLP-1» o3Hauaer nenTua, KOTOPBIN CTUMYJIHPYET IIIF0KO303aBUCUMYIO CEKPELIMIO MHCYJINHA U,
Kak ObLIO MOKa3aHO, MPEAOTBPAINAET THIEPTIUKEMUI0 Y TUa0eTHKOB, B 4acTHOCTH GLP-1
yenoseka (SEQ ID Ne: 2).

IIpu ucronp30BaHUU B TAHHOM JAOKYMeHTe, «rirokaron» win «GCG» o3Havaer nenTtus,
KOTOPBIH MTOMOTaeT MOAeP>KUBAaTh YPOBEHb IIFOKO3bI B KPOBHU, CBS3BIBASCH U AKTUBUPYS
peLenTophI TIFOKAaroHa Ha renaTolHuTaxX, CTHMYJIUPYS eYeHb BBICBOOOKIATD TIIFOKO3Y -
XPaHSIIYIOCs B (POpMeE IIIMKOTeHa - IIOCPEICTBOM IMPOLIECCa, HA3BIBAEMOTO TJIMKOTEHOIU30M, B
gactHocTH GCG uenoseka (SEQ ID Ne: 3).

IIpu ucnonbp3oBaHNM B JAHHOM JOKYMEHTE, «aHAJIOT HHKPETHHA» O3HA4YaeT COeJUHEHHE,
HUMEIOIee CTPYKTYPHOE CXOACTBO, HO MPHU 3TOM HEKOTOpPbIE oTiinuus OT Kaxaoro u3 GIP, GLP-1
u GCG, B yactHocTu GIP uesnoseka (SEQ ID Ne: 1), GLP-1 wenoseka (SEQ ID Ne: 2) u GCG
yenoseka (SEQ ID Ne: 3). AHanorn HHKpETHHA, ONMCAHHBIE B TAHHOM JOKYMEHTE, BKJIFOYAOT
AMHHOKHCJIOTHBIE MTOCIIEIOBATEIBHOCTH, IPUBOISAIINE K COEAMHEHHSIM, 00IaIat0IuM
appUHHOCTBIO U AKTUBHOCTHIO B OTHOIIEHUH O1HOTO MiH Oosee u3 peuenropos: GIP, GLP-1 u
GCG (To ectb OOnanaroIye ABOHHON arOHUCTUYECKOH aKTUBHOCTBIO MJTH TPOHHOM

ArOHUCTHYECKOH aKTUBHOCTHIO).
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ITpu nCnoIBR30BaHNH B JAHHOM JTOKYMEHTE «(apManeBTUIeCKH MpueMiIeMbli Oydep»
O3HavaeT J000H U3 CTAaHAAPTHBIX (papMaLeBTHUECKUX Oy(epoB, H3BECTHBIX CIENUAINCTAM B
TaHHOM 00J1aCTH TEXHUKH.

ITpu nCnoOIB30BaHNU B JAHHOM JIOKYMEHTE, «TPOIHHAs peLleNTOPHAst aKTUBHOCTD
O3Ha4aeT aHaJIOT MHKPETHHA C arOHUCTUYECKON aKTUBHOCTBIO B OTHOIIEHNH penentopos GIP,
GLP-1 u GCG, ocobenHo anajor, obiagaromuii cOaaHCHPOBAHHON M JOCTATOYHOM
AKTUBHOCTBIO B OTHOIIEHUH PELIETITOPOB ISl MOJYYEHHUS TOJIb3bl OT arOHU3Ma PELENTOPOB,
u3berasi Mpu TOM HEKeNaTENbHBIX MOO0UHBIX 3()()EKTOB, CBA3aHHBIX CO CIUIIKOM BBICOKOH
aKTUBHOCTHIO. KpoMe Toro, ananor nHKpeTHHa, 00JIaIaro il TPOHHON peLenTopHOMI
AKTUBHOCTBIO, UMEIOT YBEJINYEHHYIO NTPOAOJDKUTENHOCTD IEHCTBHSI HAa OAMH Win Oosee 13
peuenTopoB: GIP, GLP-1 u GCG, yto npugaer uM NpeuMyLieCTBO, NO3BOJISIFOLIEE BBOAUTD 103y
pexe, HanpuMep, OAMH Pa3 B CYTKH, TPU pa3a B HEJEJIO, 1Ba Pa3a B HENENIO UM OIUH Pa3 B

HEOCIIO.

Komnosuyuu

CtpykTypHBIE 0COO€HHOCTH aHAJIOTOB MHKPETHHA, ONIMCAHHBIX B JAHHOM JJOKYMEHTE,
NPUBOAAT COENUHEHUIO, KOTOPOe 00JIalaeT JOCTATOYHOH aKTHBHOCTBIO B OTHOLIEHUH OTHOTO
wnu 6onee u3 perentopoB GIP, GLP-1 u GCG, ¢ nony4yenunem OaaronpusiTHbIx 3G ¢exToB Ha
AKTUBHOCTh B OTHOLIEHUH OIHOTO MM OOoJiee pelenTopoB (TO €CTh ABOWHOMN pelenTOPHON
AKTUBHOCTH WJIM TPOMHOH PelienTOPHON aKTHBHOCTH), HO HE 00JIaaeT TAKOH CTEMEHBIO
AKTUBHOCTH B OTHOLIEHHH KaKOTO-TMOO OTHOTO penenTopa, YTodObl JHOO0 MONaBISITh AKTUBHOCTh
IBYX APYTHUX PELENTOPOB, JIMOO MPUBOAUTH K HEXKEJATeIbHBIM MOOOYHBIM 3¢ eKTam npu
BBEJICHUU B J103€, JOCTATOUHOM, YTOOBI OBITh AKTUBHBIMH B OTHOLIEHHH BCEX TPEX PELIENITOPOB.

CTpykTypHBIE OCOOEHHOCTH aHAJIOTOB HHKPETHHA, OTIMCAHHBIX B JAHHOM JIOKYMEHTE,
TaKXKe MPUBOAST K COSAUHEHUIO, KOTOPOE UMEET MHOTO IPYTHX TOJIE3HBIX CBOWCTB,
OTHOCSIIMXCS] K BO3MOYKHOCTH UX NMPUMEHEHHUS B KAUECTBE TEPANEBTUUECKOTO JICUEHHS], B TOM
YHCJIe IS YIy4IIeHUs] pACTBOPUMOCTH aHAJIOTOB B BOJHBIX PACTBOPAX, YJIYUIICHHUS
CTa0MJIBHOCTH XUMHUYECKOTO U (PU3UIECKOT0 COCTABA, pAaCIIUPEHUs PapMaKOKHHETUIECKOTO
npo s 1 MUHIMH3alUY TIOTEHIHAJA AJIs1 HIMMYHOT€HHOCTH.

Crnenyer OTMETUTD, YTO BBILIETIPUBEICHHBIE TIEPEUHN CTPYKTYPHBIX OCOOCHHOCTEH
SIBJISTFOTCSI MJUTFOCTPATUBHBIMY, & HE UCUEPIIBIBAIOIINMHE, U YTO KOMOMHALHSI TTOJIE3HBIX
XapPaKTEPUCTHK WIUTFOCTPATUBHBIX aHAJIOTOB, OMMCAHHBIX B JAHHOM JOKYMEHTE, HE SIBISIETCS
Pe3yIbTaTOM KaKOH-Tn00 MOIN(UKALMH B OTAEIBHOCTH, @ HAOOOPOT TOCTUTAETCS C TOMOIIBIO
HOBBIX KOMOWHAIINN CTPYKTYPHBIX OCOOEHHOCTEH, ONMMCAHHBIX B JAHHOM JIOKyMeHTe. Kpome

TOTO, BBILIEONHCAHHBIE 3(P(EKTHI BRIIEPUBEEHHBIX MEpeYHEeNH MOAN(UKALNN HE SBISTFOTCS
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ciennpUIECKUMH, TaK KAK MHOTHE U3 3THX MOAN(DUKALNN TaK)Ke UMEIOT ApyrHe 3P PeKTrl,
Ba)KHBIE ISl XaPAKTEPUCTUK ONMMCAHHBIX B JAHHOM JOKYMEHTE CO€MHEHHH, KaK OTIMCAHO HIDKE.

AMHMHOKHCIIOTHAS IOCJIEI0BATENbHOCT AHAJIOTOB HHKPETHHA B TAHHOM JIOKYMEHTE
BKJIFOYAET BCTPEUYAIOIINECS B IPUPOZIE AMHUHOKHUCIIOTBI, KOTOPBIE OOBIMHO N300paKaroTCs B
HACTOSIIIEM JJOKYMEHTE C HCIIOJIb30BAHIEM CTAHIAPTHBIX OTHO- WIIM TPEXOYKBEHHBIX KOJIOB
(marmpumep, L/Leu = neliunH), a TaK)Ke 0-METUI3aMeLeHHbIE OCTATKU MPUPOAHBIX AMHHOKHUCIIOT
(marmpumep, (aMeL, aMeK, oMeY, aMeF(2F)) u Hekotopble apyrue HenpupoaHbIe

AMMHOKUCIIOTHI, Takue Kak Aib, opHuTHH, 4-Pal. CTpyKTypbl 3THX aMHUHOKHCIOT H300paKeHbI

HIUKE!:
NH,
H
HoN ©
Aib

oaMel MeK

R H2

J
i
OH
HoN HoN OH

+-Pal aMeFQ2F) Opmyrin oMeY

Kak oTMeueHo Brlllle, aHAIOTH UHKPETHUHA, ONIMCAHHbBIE B JAHHOM JOKYMEHTE, BKIFOYAOT
(bparMeHT KUPHOH KHCIIOThI, KOHBIOTHPOBAHHBIH, HATPUMEP, TOCPEICTBOM JIMHKEPA C
NPUPOAHON MM HEMPUPOAHON aMUHOKHUCIIOTON ¢ (PYHKIIMOHAIBHON IPYIIION, TOCTYITHOMN JJIsI
KOHBbIOrauuu. Takyr0 KOHBIOTALMIO HHOTAA HA3bIBAIOT ALIMIIMPOBAHUEM. B HEKOTOPBIX Ciiydasix
AMHHOKHUCJIOTA ¢ (PYHKIMOHAIBHOM IPYIIOH, AOCTYHOH ISl KOHBIOTALIUHU, MOKET
npenctasisite codoli K, C, E u D, B wactaoctu, K B nonoskenuu 17 8 SEQ ID Ne: 5 wniu SEQ ID
Ne: 29, mpu 5TOM KOHBIOTALHS OCYIIECTBISIETCS C E-aMUHOTPYIIoi OokoBoi neru K. @parmenT
JKUPHOU KUCJIOTHI IEHCTBYET KaK CBS3YIOLIEE BEIIECTBO IS albOyMUHA U 00eCTIeunBaeT
BO3MOKHOCTh 00pa30BaHUsI COSNMHEHUH JTUTENIbHOTO EHCTBUSI.

B onncanHBIX B JAHHOM JOKYMEHTE aHAJIOTaX UHKPETHUHA UCIIONb3YETCsl )KUPHAst
kuciota Ci6-Cz2, XUMHYECKH KOHBIOTUPOBaHHAS € (PYHKLIMOHAIBHON IPyNIioil aMUHOKHCIIOTBI
7100 C TIOMOLIBIO HEMTOCPEICTBEHHOTO CBS3BIBAHUS, JTMOO C TIOMOIIBIO JINHKEpa. J{inHa u

COCTAaB KUPHBIX KUCJIOT BJIIMACT Ha NEPHUO/ MOJIypacnaaa aHaJIOrOB UHKPETHUHA, UX
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3¢} EKTUBHOCTD B MOZIEIISIX HA KUBOTHBIX 771 ViVO, @ TAK)KE HA UX PACTBOPUMOCTD H
crabmbHOCTh. KOHBIOTHPOBaHNE ¢ HACHIIEHHON JKUPHOW MOHOKUCIIOTOH Ml TUKUCIOTOH Cie-
C22 IpUBOANT K MOJIYUYEHUIO aHAJIOTa UHKPETHUHA, KOTOPbIN 1EMOHCTPUPYIOT KeJaeMblii EPUOA
NoJiypacnaza, *KeIaeMyr aKTUBHOCTb B MOJEIISIX HA KUBOTHBIX /77 VIVO U KEJIAEMbIE
XapaKTePUCTUKU PACTBOPUMOCTH U CTAOMIIBHOCTH.

IIpuMepr! HACHILEHHBbIX KUPHBIX KUCIOT C16-Ca2 U1 NIPUMEHEHUS B JAHHOM JIOKYMEHTE
BKJIFOYAIOT, HO HE OTPAHUYHMBAIOTCS UMM, TAJIBMUTHHOBYIO KUCJIOTY (T€KCaIeKaHOBYIO KHCIIOTY)
(monokucnoty Cis), rekcagekaHIuoBYIO KUCIOTY (IUKHCIOTY Cis), MAPrapuHOBYIO KHUCIIOTY
(remTagexaHoBYIO KHCIOTY) (MOHOKHCIOTY C17), renTageKkaHanoByr0 Kuciorty (aukuciory Ci7),
CTEapHHOBYIO KHCIOTY (MOHOKHCIOTY C18), OKTageKaHIUOBYIO KUCIOTY (quKucnory Cis),
HOHAJIELIUJIOBYIO KUCJIOTY (HOHAa€KaHOBYIO KUCIIOTY) (MOHOKUCTOTY C19), HOHaIEKaHIUOBYIO
kucnoty (aukuciaoty Cio), apaXxuIOHOBYIO KUCIIOTY (31IKO3aHOBYIO KHUCJIOTY) (MOHOKHCIIOTY
C20), 51K03aHAMOBYIO KHCIOTY (MUKUCIOTY C20), TEHIMKO3UIIOBYIO KHCIOTY (T€HIIKO3aHOBYIO
KHUCIOTY) (MOHOKHUCIOTY Ca1), FeHOWKO3aHOAUOBYIO KUCIOTY (aukuciaoty Cz1), OereHOBYIO
KHCJIOTY (JOKO3aHOBYIO KHCJIOTY) (MOHOKHUCIOTY C22), TOKO3aHOIHUOBYIO KUCIOTY (IUKUCIIOTY
C22), BKIIFOUAs MX Pa3BETBJICHHBIE U 3aMELICHHBIE IPONU3BOIHBIE.

B HekoTopbIx ciyuasx skupHas Kuciora Cis-Cz2 MOKET MpencTaBisTh COOOH
HACBIIIEHHYIO OTHOOCHOBHYIO KHCJIOTY C18, HACBIIIEHHYIO ABYXOCHOBHYIO KUCIOTY Cis,
HACBIIIEHHYIO OTHOOCHOBHYIO KHCJIOTY C19, HACBIIIEHHYIO ABYXOCHOBHYIO KUCIOTY Cho,
HACBIIIEHHYIO OTHOOCHOBHYIO KUCJIOTY C20, HACBIIIEHHYIO ABYXOCHOBHYIO KUCIOTY C20 M UX
Pa3BETBJIICHHBIC U 3aMCIIIECHHBIE IIPOU3BOJAHBIC.

B HEKOTOPBIX CIyYUasX JIMHKEP MOXKET COACPXKATDb OT OI[HOﬁ A0 YEThIPEX aAMUHOKUCIIOT,
aMI/IHOHOJ'II/IBTI/IJ'IGHFJ'II/IKOJ'IBKap6OKCI/I.HaT WA UX cMecu. B HEKOTOPLIX ClIydasix
AMHUHOTIOJM3 THIICHTITUKOJIBbKAPOOKCHIIAT UMEET CIEAYIOLIYIO CTPYKTYPY:
H-{NH-CH-CH>-[O-CHz-CH2]m-O-(CH2)p-CO }n-OH,
r7ie m npeacTasisier codol odoe renoe yrcio ot 1 1o 12, n npencrasinsier codoit mobdoe
renoe uucio ot 1 1o 12, a p npexacrasnsier codboi 1 wmm 2.

B HEKOTOpBIX Ciyuasx JUHKEP MOXKET UMETh OUH uin Oosnee ¢pparmeHToB (2-[2-(2-
AMUHO-3TOKCH )-3TOKCH |-aIIeTHJT), HeOOs3aTeIbHO B KOMOWHAITNH ¢ OTHOH-YEThIPbMSI
AMHHOKHCJIOTAMH.

B Tex cimydasx, KOrna JIMHKEp BKJIKOYAET MO MEHbIIEH Mepe OTHY AMUHOKHUCIIOTY,
yKa3aHHAasl aMUHOKHCIIOTa MOJKET TMPEICTABIISTh COOOH OT OJHOTO JI0 YETHIPEX AMUHOKHCIOTHBIX
octatkoB Glu nmn yGlu. B HEKOTOPBIX ciydasx JIMHKEP MOKET COEpsKaTh OAUH HIIH J1BA
aMUHOKUCIIOTHBIX octaTka Glu mmm yGlu, Brimrowast ux D-gopmel. Hanpumep, nuHkep MokeT

COZepKaTh OJUH WJIM J1BA AMUHOKHCIOTHBIX octatka YGlu. B ansrepHaTHBHOM BapHaHTe JTUHKEP
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MOYET COAEPKATh OT OJHOTO A0 YEThIPEX AMUHOKHCIOTHBIX OCTATKOB (TAKUX KaK, HAIPUMeEp,
amuHOKHCOTH! Glu mn yGlu), npuMeHsieMbIX B KOMOMHALIUY ¢ He OoJiee YeM TPUALATD IECThO
¢dparmentamu (2-[2-(2-aMUHO-3TOKCH)3TOKCH |alleThT). B yacTHOCTH, TUHKEP MOXKET
NPeACTaBISITh COO0H KOMOMHALIMY OT OJHOU 110 YeThipex aMuHOKUCIOT Glu wim yGlu u ot
OJTHOTO /10 ueThIpex pparmMeHTOB (2-[2-(2-aMUHO3TOKCH )3TOKCH |aieTny). B npyrux cmygasx
JMHKEP MOXKET MPEACTaBIATh CO00N KOMOMHAIIMY OHON MITH IBYX aMHHOKuUCIOT YGlu n ogHOTrO
WU 1ByX (GparMeHToB (2-[2-(2-aMUHOSTOKCH )3 TOKCH |ali€THII).

B HEKOTOpBIX Cilyyasix aHAJIOT UHKPETHHA, OTMCAHHBIA B JAHHOM JOKYMEHTE, COAEPIKUT
JIMHKEP U KOMIIOHEHTHI XKUPHBIX KHCIJIOT, UIMEIOLINE CTPYKTYPY Clenyromei (GopMyIbl:

(2-[2-(2-amunO3TOKCH )3TOKCH |atieTri )a-(YGlu)b-CO-(CH2)c-CO2H,

rae a paseH O, 1 unmu 2, b pasen 1 unu 2, u ¢ paBeH 16 unu 18.

B koHKpeTHOM cityuae a paBeH 2, b paBeH 1, u ¢ paBeH 16, CTpyKTypa KOTOpPOTo

n300paskeHa HIDKE:

o HO OO
, H
,\’/‘[I/\O/\/O\/\NJ\/O\/\O/\/NW/\INJK/\/\/\/\/\/\/\/\WOH
0 H 0 H o .

B npyrom koHkpeTHOM ciy4dae a paBeH 1, b paBeH 2, u ¢ paBeH 18, cTpyKkTypa KOTOPOTO

u300pakeHa HUXKe:
, o HO._O o
'7\[]/\0/\/0\/\H 5 HJ\/\/\/\/\/\/\/\/\/\H,OH
O 5 O O
07 OH ,

B npyrom koHkpeTHOM ciydae a paseH 0, b paBeH 2, u ¢ paBeH 18, cTpykTypa KOTOPOTO

n300pakeHa HUXKE:

o y HOO
/MN NJW(OH
= 0 H o)

2
0" OH
B npyrom koHKpeTHOM ciydae a paseH 1, b paseH 1, u ¢ paBeH 18, cTpykTypa KOTOPOTro

n300paKkeHa HUXKE:

o y HO.__O o
/\\%J\/O\/\O/\/ N N )WMA/WWOH
o) H o .

B KOHKpeTHBIX ciy4asix o0Inas CTPyKTypa aHajiora MHKPETHHA MPEACTaBIseT cOO0H

SEQ ID Ne: 6.
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B KOHKpeTHBIX ciydasix o0Inasi CTPyKTypa aHajlora MHKPETHHA TPEACTaBIsIeT cOO0H
SEQ ID Ne: 29,

AdPHUHHOCT aHAJIOTOB MHKPETHHA, OMHCAHHBIX B JAHHOM JIOKYMEHTE, K KaXKIOMY U3
peuenrropoB GIP, GLP-1 u GCG moskeT ObITh U3MepeHa ¢ TOMOIIBIO METOAMK, H3BECTHBIX B
IaHHOHW 00JIACTH TEXHUKH, JIsl U3MEPEHHsI YPOBHEW CBSI3bIBAHMS C PELIENITOPOM, BKITFOYAS,
HaIrpuMep, METOAMKHU, OMMCAHHbIC B MPUBEICHHBIX HIDKE MPUMEpPaXx, H OOBIYHO BbIPAJKAETCS B
BUJI€ BEJINYMHBI KOHCTaHThI HHrHOMpoBanus (Ki). AKTHBHOCTb aHAJIOTOB UHKPETHHA,
OINMCAHHBIX B IaHHOM JOKYMEHTE, 10 OTHOIIEHHUIO K OJHOMY MK O0Jiee U3 peLienTOPOB TakKe
MOKET OBITh M3MEpEeHa C MOMOIIBI0 METOIHK, U3BECTHBIX B JAHHOH 00JIACTH TEXHUKH, BKIIIOYAs,
HaIrpuMep, aHAJTU3bl AKTUBHOCTH i71 VifrO, OMUCAHHBIE HIDKE, U OOBIUHO BBIPAXKAETCS B BHIE
BeJIMYMHBI Tonys¢pextuBHoN koHIEeHTpauuu (ECso), koTopast npencrasnser coOoit
KOHLIEHTPALUIO COEIMHEHMS], BBI3BIBAIOIIYIO TIOJTYMaKCUMAJIbHOE MOJECITUPOBAHUE HA KPUBOM
no3a-3gdexr.

OnucaHHbIe B JAHHOM JIOKYMEHTE aHAJIOTH HHKPETHHA MOTYT ObITh COCTABJICHBI B BUIE
(papmareBTHYECKOIT KOMITO3UIIMHU, KOTOPYIO MOYKHO BBOAUTH NMAPEHTEPATIBHBIM IIyTEM
(HanpuMep, TOAKOXKHBIM, BHYTPUBEHHBIM, BHYTPUOPIOIINHHBIM, BHY TPHMBILIEYHBIM HJIH
TpaHcaepMaibHbIM). Takas apmarieBTH4ecKast KOMIIO3ULHS U CIIOCOOBI €€ MPUTOTOBJICHUS
XOPOIIO U3BECTHBI B IaHHOM oOnactu TexHuku. Cum., Hanpumep, “Remington: The Science and
Practice of Pharmacy” (Troy ed., Lippincott, Williams & Wilkins 21% ed. 2006).

OmnucaHHbIe B JaHHOM JIOKYMEHTE aHAJIOTH MHKPETHHA MOTYT PearupoBath C
JFOOOM/TIOOBIM U3 PsiZia HEOPraHUYECKHX U OPraHUYeCKUX KHUCJIOT/OCHOBAHUMN ¢ 00pa3oBaHUEM
(bapMareBTHUECKH PUEMIIEMBIX COJIEH MPUCOSNNHEHHSI KHCIOT/OCHOBaHMH. DapMarieBTU4eCKu
NPUEMJIEMBbIE COJI U OOBIYHBIE CITOCOOBI UX MOJIYYEHHsI XOPOLIO U3BECTHBI B TAHHOM 00JIaCTH
texHuku (cMm., Harpumep, Stahl ef al., “Handbook of Pharmaceutical Salts: Properties, Selection
and Use” (Wiley-VCH 2% ed. 2011)). ®apMaIieBTHUECKH MPHEMIEMBbIE COM Il IPUMEHEHHs B
JaHHOM M300PETEHNH BKJIFOYAIOT COJIM HATPHs, TPU(PTOPALETAThI, THAPOXJIOPUIBI /I
aleTarsl.

B nanHOM M300peTeHnn TakKe MPENIIOKEHBI H, CIIEIOBATEIIbHO, OXBaU€Hbl HOBBIC
NPOMEKYTOUYHBIE COETMHEHHS H CIIOCOOBI CHHTE3a aHAJIOTOB HHKPETHHA, ONTMCAHHBIX B JAHHOM
JIOKYMEHTE, UK UX (papMaLeBTHIeCKU pUeMiIeMbIX cojiell. [IpoMeskyToUYHbIe COeTUHEHUS 1
AHAJIOTM MHKPETUHA, ONHCAHHbIC B JTAHHOM JOKYMEHTE, MOTYT OBbIThb MOJIY4EHbI Pa3IHUHbIMH
crioco0aMu, M3BECTHBIME B JaHHOH o0nacTu TexHUKH. Hanpumep, crocob ¢ Ucronb30BaHHEM
CTaHAAPTHOTO TBePAO(PA3HOro CHHTE3a MENTHIOB AJIS IBYX MM O0JIee MPOMEKYTOUHBIX
coenuHeHuil ¢ nocneayomuM HLSPS nponnntoctpupoBaH B IpUBENEHHBIX HUKE PUMeEpax.

KOHerTHbIe CTaauu CUHTE3a MJIA KaXA0TI0 U3 OITMCAHHBIX HYTeﬁ MOT'yT KOM6I/IHI/IpOBaTI:>C$I
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Pa3IUYHBIMH CIIOCOOAMH IS TTOJTYYeHHsI aHAJIOTOB HHKPETHHA, ONIMCAHHBIX B JAHHOM
IOKyMeHTe. PeareHThl 1 HCXOHBIE BEIECTBA JIETKO JOCTYITHBI CIEIHAINCTY B JAHHOH 00J1acTH
TEXHUKH.

AHanoru UHKpeTHHA, ONMCAHHbIE B TAHHOM JIOKYMEHTE, KaK MPaBUJIo, SIBJISIFOTCS
3¢ eKTUBHBIMU B IIMPOKOM AHana3zoHe 103. Harnpumep, 1036l 7151 BBEEHHS OIUH Pa3 B HEJEIIO
MOT'YT HaXOAUTbCS B Auana3one ot okoio 0,01 no oxono 30 mr/4en/Henens, B 1uana3oHe OT
okousio 0,1 1o okoso 10 mMr/4yen/Henens uiu naxke B quanasone ot okosio 0,1 1o okono 3
mr/4yen/Henens. Takum oOpa3oM, aHAJIOTH HHKPETHHA, OMMCAHHBIE B TAHHOM JTIOKYMEHTE, MOXKHO
BBOJIMTb €KEIHEBHO, TP Pa3a B HEZAEIIO, ABA Pa3a B HEJEIIO UJIU Pa3 B HEZEIIO, B YaCTHOCTH
OJIMH pa3 B HEJEINIO.

AHanoru UHKpeTHHA, ONMCAHHBIE B JAHHOM IOKYMEHTE, MOYKHO IPUMEHSTh JUIsl JIEYSHMUSI
Pa3IMYHBIX MATOJOTMYECKNUX COCTOSTHUMN, HapyLIeHUH, 3a001eBaHni Ui CUMITTOMOB. B
YAaCTHOCTH, HIDKE MPEICTaBIeHb! criocoObl teueHust T2DM y uHnuBuza, mpy 5TOM TaKHUe
crocoObl BKITFOUAIOT MO MEHbLIEH Mepe CTaJAMI0 BBEICHHSI HHAUBHUY, HY KIAIOLIEMYCsl B 5TOM,
3¢ PEeKTHBHOIO KOJIMYECTBA aHAJIOTa MHKPETHHA, OMCAHHOTO B JAHHOM JIOKYMEHTE, WU €ro

(bapMarieBTHYECKH MPUEMJIEMOI COJIH.

Cnocobui

CrannapTHblil TBepA0oda3HBIN MENTUAHBIN CUHTE3 IIPOMEXKYTOUYHBIX COSAMHEHUN:

AHaNOru MHKPETHHA TI0 TAHHOMY M300pPETEHUI0 MOTYT OBbITh MOJYYEHbI C TOMOIIBIO
Pa3JINYHBIX CTAHAAPTHBIX CIOCOOOB CUHTE3a MENTH/IOB, U3BECTHBIX B JAHHOW 00JIACTH TEXHUKH,
B yactHocTH SPPS. COopky B SPPS 0CyIIecTBISIFOT C HCMONb30BAaHHEM CTAaHAAPTHBIX METOIUK
NEeNTUAHOTO CUHTE3a ¢ FMoc ¢ NCNoIbh30BaHNEM MTOCIIEN0BATEIBHOTO COYETAHUS C TOMOIIBIO
aBTOMAaTHYECKOTO cHHTe3aTopa nentuaoB. Criocodsr SPPS xopomo n3BecTHsl B JaHHOH obnacTu
TEXHUKU U HE HY)KIAIOTCs B UX ucuepnbiBaroieM omucannu. Cm. B nenom «Fmoc Solid Phase
Peptide Synthesis: A Practical Approach» (Chan & White ed., Oxford University Press 2000) u
Merrifield (1963) J. Am. Chem. Soc. 85:2149-2154.

JInst CHATHSA 3aIMUTBI CMOJY TOABEPTaroT Ha0yxaHuo B JIM®PA, a 3aTeM CHUMAOT
3amury ¢ ucnoip3oanueM 20% Pip/JIMPA (3 x 30 mun). [Ipn nocneayroimeM CHITUN 3aIUTHI
Fmoc ucnonesyrot 20% Pip/AM®PA (1 x 5-20 mus, 1 x 20-30 MuH), npu 3TOM
nocjenoBaTeNbHOCTH 00paboTku 1 x 5-20 muH, 1 X 20 muH 1 1 x 30 MUH UCTIONB3YIOT AJist OoJiee
CIIO’KHBIX TIPOLIEAYP CHSITHS 3aLUTHL

ITocne cHATHS 3aIMUTBI CMOITY MPOMBIBAIOT 5 X 2 MuH 10 oobemamu [IMPA. Jlns
NpeABapUTENbHON aKTHBALUK AMHUHOKHUCIIOT UCTIONB3YIOT pacTBopbl DIC/Oxyma B IM®A npu

KOMHATHOH Temmnepatype B TedueHue 30 MuH. CoueTaHue akTHBUPOBAHHON aMUHOKUCIIOTHI CO
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CBSI3aHHBIM CO CMOJIOM MENTUAOM IIPOUCXOAUT B TEUEHUE ONPEAENIEHHOTO BpEMEHH AJIsl KaXKA0H
OTAENbHON aMHUHOKHUCIOTHL [IpombIBKY pacTBopuTenem S x 2 muH 10 obbemamu IMPA
MPOBOAAT IOCJ]IE KAXKAOTO COUETaHUSI.

JIns BBIAEIEHUST KOHEYHOTO IPOAYKTA CBA3aHHBIN CO CMOJION MPOAYKT MPOMBIBAIOT S5 X 2
muH 10 oobemamu JIXM nnis ynanenust JIM®PA. Cmony npombiBaroT 2 x 2 MuH 10 o0pemMamu
UIIC nna yoanenust IXM, npombiBaroT S x 2 muH 10 oosemamu MTBD, 3aTem npoaykT cymar
npu 40°C nox BakyymoM. CBsi3aHHBIN CO CMOJIOH MPOAYKT XPAHAT OXJjaxaeHHbM (-20°C).

JIist aHanmM3a MenTu OTIIEIUISIOT OT ¢MOJIbI KUCIOTHON cMechio TOK/H,O/TIPS/ATT B
cnenytrommem cootHomeHuu: (0,93006./0,0406./0,0306./0,03mac.). Cmone natoT HaOyXHYTh B
JAXM (4-5 06., 3 x 30 MmuH) u ciuBaroT XKUAKOCTh. K mpenBapuTenbHO HAOyXIIeH cMoste
A00aBIAIOT CMeCh IS OTINeIUIeHus (4-5 00.) 1 mepeMeInBaroT CYCIIeH3HIO B TEUEHUE 2 U TIPU
KOMHATHOM Temneparype. PacTBop GpHIBTPYIOT, a 3aTe€M CMOJY IPOMBIBAIOT HEOOIBIINUM
kosruecTBOM JIXM u 0ObenuHSIIOT C pacTBOPOM Juist oTineruieHust. [lony4deHHbIi pacTBOp
BeUINBAIOT B 7-10 o6pemax xonogHoro (0°C) MTBD. CycneH3uio BeIAEpKUBAIOT B TedeHue 30
muH rpu 0°C, moyueHHbIH 0CaoK HeHTPU(YTUPYIOT, a MPO3pauHbIi PACTBOP CIMBAIOT.
Ocrarok cycrieHnupyroT B ToM xe oobeme MTBD, n nony4eHHyr0 CyCrieH3ur0 CHOBa
LEeHTPUPYTUPYIOT U NeKaHTUpyroT. [locne nekanTanuy npo3pavHblil paCTBOP OCAXKIEHHOTO

nentuna B MTBED cymar B Bakyyme nipu 40°C B TeueHHe HOUH.

T'ubpuaHbIN KUAKOCTHO-TBEPAOMA3HBINA CUHTE3 AHAJIOIOB UHKPETHUHA:

IIpomexxyToUYHBIE COEAMHEHUS, TTOJyYeHHbIe ¢ ToMoIbio SPPS, kak onucaHo BbIle,
MOYKHO OOBEIMHUTD JJIs TosTyueHust aHaiora nHkpetuHa SEQ ID Ne: 6 wiu 29. CriocoOsr
HLSPS xopomo n3BecTHbI B JTaHHOH OOJIACTH TEXHUKU U HE HY)KJAIOTCS B UX UCYEPIIBIBAOIIEM
ormucanuu. Cm. B riesioMm myoukanuio 3asBku Ha mateHT CIITA Ne 2011/0046349; u Albericio ef
al. (1997) Methods FEnzymol. 289:313-336, Bray et al. (2003) Nature Rev. Drug Discovery
2:587-593, Dalcol et al. (1995) J. Org. Chem. 7575-60:7581, Gauthier ef al. (1991) Tettrahedron
Lett. 32: 577-580, Schneider et al. (2005) J. Peptide Sci.11:744-753, Smith, Organic Synthesis
(Academic Press 4™ ed. 2016), u Zhang ef al. (2008) Org. Process Res. Dev. 12:101-110.

Bxparue, HLSPS BkitouaeT He3aBUCUMBIN CUHTE3 POMEXKYTOUHBIX COEANHEHUN U
codeTaHne coequHeHn . [IpuMeHseMblii B JTaHHOM JIOKYMEHTE OIH U3 CIIOCOOOB MOJYYESHHUS
ananora uakpetuHa SEQ ID Ne: 6 BxirouaeT o MeHblIe Mepe CTaNI0 COYeTaHUsl CIAeYOLINX
YeThIpeX MPOMEKYTOUHBIX COETUHEHUH, TPU TOM TaKHe COeIUHEHUS UMEIOT CTPYKTYPY,
ykazanHyio B SEQ ID Ne: 7, 8, 9 u 10.

B HekoTOpBIX ciyyasix (yparMeHTbI MOTYT OBITh COEIUHEHBI B CIEIYIOLIEM TTOPSIKE: OT

SEQ ID Ne: 7 k SEQ ID Ne: 8 k SEQ ID Ne: 9 k SEQ ID Ne: 10 (t.e. ot C-xonua k N-koH1y). B
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APYTUX CIIyYasiX U MPU COOTBETCTBYIOIIEH CTPATETHH 3AIUTHBIX IPYI (PparMeHThl MOTYT OBITh
COEJIMHEHBI B APYTrOM MOPSIAKE.

Hpyroii ciocob nmonyueHus ananora uakperuHa SEQ ID Ne: 6 BkirogaeT mo MeHbIIei
Mepe CTaJiMI0 COUETaHUs CIEAYIOIINUX YEThIpeX MPOMEKYTOUHbIX COEAMHEHUHN, IPU 3TOM TaKue
COEIMHEHHS UMEIOT CTPYKTYPY, yYkasaHHyro B SEQ ID Ne: 7, 11, 12 u 10.

B HekoTOpBIX ciyyasix (parMeHThl COEqUHEHBI B clenyromeM nopsake: ot SEQ ID Ne: 7
k SEQ ID Ne:11 x SEQ ID Ne: 12 x SEQ ID Ne: 10 (t.e. ot C-xonua x N-koH1y). B npyrux
CITy4asiX U IPU COOTBETCTBYIOIIEH CTPATErHH 3aLIUTHBIX TPy (parMeHTsl MOTYT OBITh
COEJIMHEHBI B APYTOM MOPSIAKE.

Hpyroii ciocob nonyuenus ananora uakperuHa SEQ ID Ne: 6 BkirogaeT no MeHblIIei
Mepe CTaZuI0 COUYETAHHUs CIEAYIOIINX YEThIPEeX MPOMEKYTOUHBIX COEAMHEHUHN, IPU 3TOM TaKue
COEMHEHHs] UMEIOT CTPYKTYPY, yYkasaHnHyro B SEQ ID Ne: 7, 13, 14 u 10.

B HekoTOpbIX ciydasx parMeHTsl COEUHEHBI B cienyromeM nopsake: ot SEQ ID Ne: 7
k SEQ ID Ne: 13 k SEQ ID Ne: 14 x SEQ ID Ne: 10 (t.e. ot C-xkoHua k N-koH1y). B npyrux
CIy4asix M IPU COOTBETCTBYIOIEH CTPATErny 3aIUTHBIX Py (parMeHTsl MOTYT ObITh
COEMHEHBI B APYTrOM MOPSIAKE.

AJNbTEepHATUBHO, OAMH crIoco0 mosyueHus anajora nakperuHa SEQ ID Ne: 6 Bkirovaer
0 MEHBIIEeH Mepe CTAAUI0 COYETaHUsI CIAEAYIOLINX TPEX MPOMEKYTOUYHBIX COSAUHEHHH, MTPH
5TOM TaKH€ COEITMHEHUSI UMEIOT CTPYKTYpY, YkazaHHyroo B SEQ ID Ne: 7, 13 u 15.

B HekoTOpbIX ciyyasix (parMeHThl COeqUHEHBI B clenyroimeM nopsake: ot SEQ ID Ne: 7
k SEQ ID Ne: 13 x SEQ ID Ne: 15 (t.e. ot C-xoHua x N-koH11y). B npyrux ciydasx u npu
COOTBETCTBYIOLIEH CTPATErUU 3aIMUTHBIX IPYIIT ()ParMEeHThI MOTYT OBITh COETUHEHBI B IPYTOM
TIOpsiAKE.

Jpyroii ciocob nonyuenus anajnora uakperuHa SEQ ID Ne: 6 BkiirogaeT mo MeHbIIei
Mepe CTaJMI0 COUETaHHUs CIEAYIOINUX TPeX MPOMEKYTOUHbIX COEAMHEHUMN, PU 3TOM TaKue
COEMHEHHS] UMEIOT CTPYKTYPY, yYkasaHHyto B SEQ ID Ne: 16, 17 u 10.

B HekoTOpBIX cityyasix (hparMeHThbl COEUHEHBI B cienyomeM nopsake: ot SEQ ID Ne:
16 x SEQ ID Ne: 17 x SEQ ID Ne: 10 (t.e. ot C-koHua k N-koH1y). B apyrux ciydasx u npu
COOTBETCTBYIOLIEH CTPATErUHN 3aIMUTHBIX IPYIIT (PParMEeHThI MOTYT OBITh COETUHEHBI B IPYTOM
HOpsiAKE.

Hpyroii ciocob nmonyuenus ananora nHkperuHa SEQ ID Ne: 6 BkiirogaeT mo MeHbIIei
Mepe CTaJMI0 COUETaHUs CIEeAYIOINUX TPeX MPOMEKYTOUHbIX COEAMHEHUMN, PU 3TOM TaKue
COEIMHEHMS] UMEIOT CTPYKTYPY, yYkasaHHyto B SEQ ID Ne: 18, 12 u 10.

B HekoTOpbIX ciyyasx (pparMeHThl COETUHEHBI B cienyromeM nopsake: ot SEQ ID Ne:

18 x SEQ ID Ne: 12 x SEQ ID Ne: 10 (t.e. or C-koHna k N-koHny). B npyrux cnydasx u npu
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COOTBETCTBYIOLIEH CTPATerny 3aIMUTHBIX TPYI (pparMeHThl MOTYT OBITh COEIMHEHBI B IPYrOM
MIOpsIAKE.

Hpyroit cnocod nony4yeHus: aHaiora wakpernHa SEQ ID Ne: 6 Bkirowaer mo MeHbInei
Mepe CTaJMI0 COYETAHUs CIEAYIOLUX TPEX MPOMEXYTOUHBIX COEAUHEHHH, IPU 3TOM TakKue
COEIMHEHHS UIMEIOT CTPYKTYPY, YkasaHHyto B SEQ ID Ne: 7,45 u 10,

B HekoTOpBIX ciyyasix (parMeHThl COEqUHEHBI B clenyromeM nopsake: ot SEQ ID Ne: 7
kK SEQ ID Ne: 45 x SEQ ID Ne: 10 (t.e. ot C-xoHua k N-koH11y). B npyrux ciydasx u npu
COOTBETCTBYIOLIEH CTPATErny 3aIUTHBIX IPYIIIT (PPAarMEHThI MOTYT OBITh COEJUHEHBI B IPYTOM
MIOPSIAKE.

Hpyroii cioco0 nonyuyenus aHanora nakpetuHa SEQ ID Ne: 6 BkirodaeT o MeHbLIeH
Mepe CTaAMI0 COUYETAHUs CIEAYIOINUX TPeX MPOMEKYTOYHbIX COEAMHEHUMN, IPU 3TOM TaKue
COEMHEHMS UMEIOT CTPYKTYPY, yYkasaHnHyro B SEQ ID Ne: 7, 11 u 20.

B HekoTOpbIX ciydasx parMeHTsl COEUHEHBI B cienyromeM nopsake: ot SEQ ID Ne: 7
k SEQ ID Ne: 11 x SEQ ID Ne: 20 (t.e. ot C-xoHua k N-koH11y). B npyrux ciydasx u npu
COOTBETCTBYIOIIEH CTPATErny 3alUTHBIX TPYIIT (PPArMEHThI MOTYT OBITh COSIMHEHBI B APYTOM
HOPSIAKE.

AJNbTEepHATUBHO, OAMH crIoco0 mosyueHus anajora nakperuHa SEQ ID Ne: 6 Bkirovaer
MO0 MEHBIIIEeH Mepe CTAAUI0 COYETaHHs CIEAYIOLUIUX IBYX MPOMEKYTOUHBIX COEIUHEHUH, TPU
STOM TaKH€ COEIUHEHUsI UMEIOT CTPYKTYpY, YkazaHHyoo B SEQ ID Ne: 19 u 15.

Hpyroit ciocod nony4yenus aHanora nakpetuHa SEQ ID Ne: 6 Bkiro4aeT 1o MeHbIIeH
Mepe CTaJMI0 COUETAHUS CIEAYIOINX ABYX MPOMEKYTOYHBIX COEAMHEHUMN, IIPU 3TOM TaKue
COEMHEHHS] UIMEIOT CTPYKTYpY, yYkasaHHyro B SEQ ID Ne: 18 u 20.

ANBTepHATUBHO, B APYrux criocodax mojydenus aHajora uakperuna SEQ ID Ne: 6
UCTIONIb3YIOTCS TAKHE JK€ Pa3PbIBbI, KaK OMHCAHO BbIIIE, HO BMECTO 3TOT0 CHa4aja CBA3BIBAIOTCS
BCE aMUHOKHCJIOTHBIE ()parMEHThI OCHOBHOM LIETTH, a 3aTeM B KA4E€CTBE MOCIICIHETO
XUMHYECKOT'O MPEBPALIEHHsI BBOAST OOKOBOW (PPArMEHT JKUPHOH KHCIIOTHI, 32 KOTOPBIM CIIEAyeT
MIOJTHOE CHATHE 3alIUTHI. B TaHHOM OKYMeHTe, HanpuMep, COOTBETCTBYoIYy0 PG MoxkHO
BBOIUTH 1O Lys17, KOTOpYO MOXKHO H30HpaTeNbHO YAAISATh B IPUCYTCTBUU Npyrux PG
(mampumep, Boc, tBu w/unu Trt). B HEKOTOPBIX ciydasix crnocod Moy4eHUs aHAIOra MHKPETHHA
SEQ ID Ne: 6 BkJIrO4aeT o MeHbLIEH Mepe CTauI0 COUeTaHUs CAEAYIOLIUX TPOMEKYTOUHbIX
COEIMHEHU, IPU 5TOM TaKHe COeIUHEHUS UMEIOT CTPYKTYPY, Yka3zaHHyo B SEQ ID Ne: 21 u

18, a Takxke
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A-Bu
OO
X
O = H

0O
t-BU-OW\/\/\/\/W\/\)L”/\/\[rN\/\o/\/O\)LOH
(@] .

)

B HekoTOpbIX cityyasx croco0 nonydeHus ananora nakpernsa SEQ ID Ne: 6 Bxirouaer
10 MEHBIIEN Mepe CTAAUI0 COYETAHMS CIECAYIOLUX IPOMEKYTOYHBIX COeAUHEHUN, IIPU 3TOM

TaKHe COeIUHEHUs UMEIOT CTPYKTYPY, YkazaHHyo B SEQ ID Ne: 22 u 19, a Taxke

A-Bu
@]

: H 9
t-BU‘OW\/V\/\/\/\/\/\/lLH/V\[rN\/\o/\/O\)J\OH
@] .

../{O
O

)

AJNbTEepHATUBHO, Apyrue crnocoOrl noiy4eHus aHanora nuakpernHa SEQ ID Ne: 6
BKJIFOYAIOT IO MEHbLIEH Mepe OJJHY CTaJUI0 COYETAHHsI IPOMEXKYTOUYHBIX COEAMHEHUH CO
CHATOM 3aInuToil (Harmpumep, THO3(GUPHOTo pparMeHTa U aMUIHOTO (pparMeHTa) C MOMOIIBIO
noxxona NCL. B nanHom nokymenre, Hanpumep, Ala21 MoxeT ObITh 3aMEHEH IPUPOTHBIM
sHanTHOMepoM Cys, U TIOCIIe 3aBEePIISHUs] CTAINN JIUTUPOBAHUS MOKeT ObITh ostyueHa SEQ ID
Ne: 6 myrem mecynbdypusamuu Cys nist nonydenus: pedyemoro Ala2l co cneayrommmu
MPOMEKYTOUHBIMU COEIUHEHHSIMU, TIPU 5TOM TaKUe COEIMHEHUs] UMEIOT CTPYKTYPY, Kak
ykazaHo B SEQ ID No: 23 u 24.

AnbrepHaTuHO, THO3(Gup (SEQ ID Ne: 23) moxkeT ObITh 3aMEHEH MPOMEIKYTOYHBIM
COeIMHEHUEM, B KOTOpOoM ¢parmeHT cioxHoro s¢upa -CP-OR (CPE) na C-xoHue Moxer
CITY’KUTh B KA4€CTBE 3aMaCKUPOBAHHOTO THO3(Upa AJist OOJIerUeH sl CTaIUU JIMTHPOBAHUS
COEMHEHHI, UMEIOLIUX CTPYKTYpY, ykazaHHyto B SEQ ID Ne: 39 u 24.

B npyrux ciaygasx Alal8 moskHO 3ameHuTh Ha Cys U Aecyib(ypu3npoBaTh MOCIe
HATUBHOTO XMMHYECKOTO JINTHPOBAHUS CIEAYIOIIHUX MPOMEKYTOYHBIX COSAMHEHHUH, TPU 3TOM
TaKHe COeIMHEHUS UMEIOT CTPYKTYPY, YkazaHHyo B SEQ ID Ne: 25 u 26.

AnbrepHaTuBHO, THO3(up (SEQ ID Ne: 25) moxet ObITh 3aMEHEH MPOMEIKYTOUHBIM
COeIMHEHUEM, B KOTOPOM ¢parmeHT cioxHoro s¢upa -Cys-Pro-OR (CPE) moxer cirykuTh B
Ka4eCTBE 3aMaCKHPOBAHHOTO THOX(UPA AJIst OOJIErdYeHHsl CTauH JINTUPOBAHUS COSIUHEHHH,
UMEIOIINX CTPYKTYpY, Kak yka3aHo B SEQ ID Ne: 40 u 26.

ANBTepHATUBHO, Apyrue crnocodbl mojay4yeHus ananora uakpernaa SEQ ID Ne: 5
BKJIFOYAIOT 11O MEHBIIEH Mepe CTaIUI0 CBSI3bIBAHMUS CIEAYIOIINX MPOMEKYTOYHBIX COSTUHEHUH
(HampuMep, HeaMJIMPOBAHHOTO THOA(PUPHOTO (PparMeHTa U aMUIHOTO (PparMeHTa) ¢ MOMOIIBIO
noaxona NCL, npu 5ToM Takie COeIMHEeHUs] UMEIOT CTPYKTYpY, Kak ykazaHo B SEQ ID Ne: 27 u

26.
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AnbrepHaTusHO, THO3(up (SEQ ID Ne: 27) moxeT ObITh 3aMEHEH MPOMEKY TOUHBIM
COeIMHEHUEM, B KOTOPOM ¢parmeHT cioxHoro s¢upa -Cys-Pro-OR (CPE) moxer ciryxuTh B
Ka4eCTBE 3aMaCKHPOBAHHOTO THOX(UPA AJIst OOJNIErdeHNst CTauu JINTUPOBAHUS COSUHEHHH,
UMEIOIINX CTPYKTYpY, Kak yka3aHo B SEQ ID Ne: 41 u 26.

B npyrom Bapuante ocyuiectsienust nzooperenus SEQ ID No: 29 Mo3kHO CHHTE3UPOBATh
nyteM coueranus SEQ ID Ne: 43 u SEQ ID Ne: 44, a 3atem CHATB 3a1uty ¢ nojayueHuem SEQ
ID Ne: 29.

B npyrom Bapuante ocyuiectsieHuss SEQ ID Ne: 48 MokHO CUHTE3UPOBATH C
ucnonp3zoBanueM SEQ ID Ne: 20 u SEQ ID Ne: 18. C SEQ ID Ne: 48 cHUMArOT 3aIHTY, YTOOBI
nonyuuts SEQ ID Ne: 6.

B npyrom Bapuanre ocyuiecrsienust nzooperenust SEQ ID Ne: 53 moskeT ObITh
cunTesnponana ¢ nomoinbto NCL ¢ ucnonszoBanuem SEQ ID Ne: 51 u SEQ ID Ne: 52.

B npyrom Bapuante ocyiiectsienus uzodperenust SEQ ID Ne: 53 moxet ObITh
cuHTe3uposana ¢ nomoursio NCL ¢ ucnonpzoBanuem SEQ ID Ne: 52 u SEQ ID Ne: 54.

st s pexTrBHOTO MosyueHust MpoMesKyTouHbIX coenunenuit SEQ ID Ne: 9, 12, 14, 15,
17, 20, 23 u 25 ¢ UCNOIB30BAHUEM KUPHOM OOKOBOM IeTH

_t-Bu

.../<O
o

O

: H T
t'BU‘OT(\/\/\/\/\/\/\/\/\)k”/\/\H/N\/\o/\/O\)]\OH
(@]

0O u

aMuHOKHUCIOTHI Fmoc-L.-Lys-OH, npucoequHeHHOM K KUPHOH OOKOBOM LIEMH, CHHTE3UPYIOT

CIIEYIOIIYIO CTPYKTYPY:

t-Bu
0 9% ° 0
- : N \)j\
t-Bu O\ﬂ/\/\/\/\/\/\/\/\/\)J\N N\/\o/\/o NH
o) H o}
Fmoc—N OH
H o

Jnist moBbILIeHHs YACTOTHI U 3P dekTruBHOCTH SPPS MOKHO HCTIOIB30BATh CIEAYIOLIUE
nuMmep, Tpumep u terpamep s noiaydenus SEQ ID Ne: 10, 15, 20, 21, 22, 23, 25 u 27, npu
5TOM CJIEAYIOIINE CTPYKTYPbl MOYKHO CUHTE3UPOBATH C UCMOJIB30BAHUEM AMUHOKHUCJIOTHOTO

CTPOUTENBHOTO OJI0Ka ¢ moMoIbio SPPS wn skunkodasHoro cuHTesa:

H O
Boc—Y—N C|I—G—OH

tBu Me Me Trt (SEQ ID Ne: 28),
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H O
Fmoc—|—N \_%*L—OH
/L Me

Me Me a
O

H
Fmoc—I—N \.{J\OH
)\\ Me

Me Me

Jlpyrue cnocoOsl/IpUMEHEHNS

Amnanoru HWHKPETHHA MO JaHHOMY 1/1306peTeHm0 MOTyT 6bITb HCIIOJIb3OBAHbI B pAOC
TepaneBTHUECKUX NnpuMeHeHni. Harpumep, aHamorn MHKpETHHA MOXKHO MPUMEHATH B CIIOCO0ax
JICYEHUS OKUPEHHs Y MHAUBHA, IPU STOM TaKHe CIIOCOOBI BKJIIOYAIOT MO MEHbIIEH Mepe
CTaMIO BBEIEHHS MHIUBHY, HY>KAAIOIEMYCsl B 3TOM, 3(PEKTUBHOIO KOJMYECTBA aHAJIOTa
MHKPETHHA, OMTMCAHHOTO B JAHHOM JIOKYMEHTE, WU ero (papMalieBTUIEeCKH PHUEMIEMOH COJIH.

JIOTIONTHUTENBbHO, aHAJIOTY HHKPETHHA MOYKHO MPUMEHSTh B CIIOCO0aX MHIYLIUPOBAHUS
HeTepareBTUIeCKON ITOTePU MAaCChl Y HHAUBHA, IIPU STOM TaKHe CIIOCOOBI BKIIIOYAOT IO
MEHbLIEH Mepe CTauI0 BBEICHUS] HHIUBUY, HYKAAOLEMYyCsl B 3TOM, 3 dexTruBHOTrO
KOJINMYECTBaA aHaJIora MHKpPETUHA, OIMMCAHHOTO B JAHHOM JOKYMECHTEC, UJIU €TI0 (bapMaLIeBTI/I‘-IeCKI/I
MIPUEMIIEMON COJIH.

I[OHOJ'IHI/ITGJ'II:;HO, AHAJIOT' UHKPETHUHA, OITMCAHHBIC B JaHHOM JOKYMEHTE, MOXKHO
TMPUMEHATD B cnoco6ax JIeUuCHUs MeTa6oanec1<0ro CUHAPOMA y UHOAUBHUAA, ITPU 5TOM TaKUE
CHOCO6I:>I BKJIIOYAIOT MO MEHBIIEH MEpPE CTaAUI0 BBEACHUA UHAUBHUAY, HYKOAOIEMYC B 5TOM,
3(1)(1)6KTI/IBHOFO KOJIMYCCTBA aHAJIOra UHKPETHHA, OITMCAHHOTO B JAHHOM JOKYMEHTE, UJIHU €TI0
(hapMaLieBTUYECKU TPUEMJIEMOU COJIH.

I[OHOJ'IHI/ITGJ'II:;HO, AHAJIOT' UHKPETHUHA, OITMCAHHBIC B JAHHOM JOKYMEHTE, MOXKHO
npuMeHsITh B criocobax sieuennss HACI y uHIuUBHAA, IPU 3TOM TaKue CIIOCOOBI BKIIFOYAIOT 110
MEHbIIIeH Mepe CTANIO BBEACHHSI HHIUBUAY, HYKIAIOMIEMycsl B 3ToM, 3(h(eKkTHBHOTO
KOJIMYECTBA aHAJIOra UHKPETUHA, OIMMCAHHOTO B JAHHOM JOKYMEHTEC, UJIU €TI0 (I)apMaLIeBTI/ILIeCKI/I
MPUEMJIEMON COJH.

I[OHOJ'IHI/ITGJ'II:;HO, AHAJIOT UHKPETHUHA, OTTMCAHHBIC B JAHHOM JOKYMEHTE, MOXKHO
npuMeHsTh B criocobax seuenuss HAYKBII y nnauBuaa, npu 3TOM Takue CrOCO0b! BKIFOYAOT IO
MEHbIIIeH Mepe CTANIO BBEACHHSI HHIUBUAY, HYKIAIOMIEMYycsi B 3TOM, 3(h(eKkTHBHOTO
KOJIMYECTBA aHAJIOra UHKPETUHA, OIMUCAHHOTO B JAHHOM JOKYMEHTC, UJIU €TI0 (I)apMaLIeBTI/ILIeCKI/I

MPUEMJIEMON COJH.
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B stx cnioco6ax 3¢pekTHBHOCTD aHAIOTOB HHKPETHHA MOKHO OLIEHUTD, HAITPUMED,
HaOJIr0/1a51 3HAYUTENBHOE CHIDKEHUE YPOBHS TIFOKO3bI B KPOBH, HAOJIO1ast 3HAUUTEIBHOE
NOBBIIIEHNE YPOBHS MHCYJIMHA, HaOMoaast 3HauuTenbHoe cHkerne HbAlc w/unm vabmonas
3HAYUTENIbHOE CHIDKEHNE MACChl TENA.

B anpTepHaTUBHOM BapHaHTe, ONMMCAHHbIC B JAHHOM JOKYMEHTE aHAJIOTH HHKPETHHA
WIHN uX (hapMalleBTHUYECKH MPUEMJIEMbIE COJIM MOKHO MPUMEHSTD JUIs YJIy YLISHHUs! TPOYHOCTH
KOCTH Y UHIMBU/IA, HYKJAIOIIErocs B 5TOM. B HEKOTOPBIX Cily4yasix MHAMBU, HYKIAIOLIUICS B
3TOM, UM€ET THII00CTO3 MM MMIIOOCTEU103 UM MOJy4aeT JIedeHHe MO TIOBOAY MepeioMa KOCTH,
HO/IBEPraeTcsi OPTONENUIECKUM MPOLIeAYypaM, MPOTE3UPOBAHUIO, 3yOHON UMITJIAHTALIUN W/ WIH
CMIOHWIIONE3Y. AHAJIOTH HHKPETHHA TAKXKe MOXHO MPUMEHSTD ISl JICYEHUs APYTHX

HapyLIeHUH, TakuX Kak Oones3Hb [lapkuHcoHa mnu Oone3Hp Anblreiimepa.
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ITPUMEPBI

HI/DKGC.]'IGI[YI-OH_II/IG HEOIrpaHNYHNBAOIIUE MIPUMEPDI MPEAJIONKCHBI B LEJIAX UWITHOCTpAaLluH, a

5 IIpumep 1: TeepaogasHblil NeNTHAHBIH CHHTE3 IPOMEKYTOYHOI0 coegHeHus 1

ITpomesxxyrounoe coenqunerne 1 (SEQ ID Ne: 7) unm ero papmanesrudecku
MPUEMJIEMYIO COJIb MO’KHO CUHTE3UPOBATh C MOMOoIIbI0 ctanaapTHoro SPPS. Bkpartue, SPPS
NPOBOZAT € HCIIOJIb30BaHUEM cMOJTbI 3ubepa (koadduuument 3arpysku 0,6-0,9 Mmonb/T) B
YCJIOBMSIX, YKa3aHHBIX HIke B Tabmuue 1.

10 Tabmuua 1: Yenosust SPPS st [pumepa 1.
Ycnosus SPPS
PacTBopurens i peakuuii
Lukn CHsiTue 3a1UThI AMMHOKHUCJIOTA coueranus: MDA

1 2 x 30 MuH Fmoc-L-Ser(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

2 2 x 30 muH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

3 2 x 30 muH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
0% Pip/IM®DA 6 4, K.T.

4 2 x 30 muH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 64, K.T.

3-4" | B kauecTBe aJbTepHATHBbI UCTIONB3yiiTe muMep Fmoc-L-Pro-Pro-OH BmecTo crammii 3
u4

5 2 x 30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/ IM®DA 44, K.T.

6 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

7 2 x 30 muH Fmoc-L-Ser(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

8 2 x 30 muH Fmoc-L-Ser(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

9 2 x 30 muH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

10 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

Cusitre 3ammtel Fmoc, otmeruienne gparmMenTa u BeigeneHne: (parMeHT Ha CMOJIe
3ubepa nBaxxabl nepemeruBaroT ¢ 10 06. cmecu 20% nmunepunun/JIM®PA B Teuenue 20-30 muH,
3aTeM MPOMBIBAIOT LIeCTh pa3 ¢ momomupio 10 06. JIMPA. @parment 6e3 Fmoc Ha cmorne

15  3ubepa nBaskabl monBepraroT HaOyxaHuro ¢ ucnojb3oBanuem 10 06. JIXM B teuerne 10-20

HE OIPaHUYCHUS.

CHUHTES IIEITTU1OB U ITOJIMITETITH/I0B

MuH. PeakTop co cmoroii oxnaxknaroT 10 okoJio 15°C, B peakrop 3arpyxkarot 20 06. cmecu 5%

TOK/AXM, a 3aTeM nepeMeIinBarT B Te4eHne 2 4 B aTMocepe a30Ta, MonaepKuBast

temneparypy npu okoso 15°C. Cmony punerpyrot u npomsiBarot 3 x 10 006. JIXM. Bee
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¢unbTparel 00benuHAIOT. AXM yaansroT U3 MOIyY€HHOTO PaCTBOPA MPH MOHWKEHHOM
JaBJICHUH, TIOAIEPKUBAsi BHYTPEHHIO Temriepatypy npu < 20°C no ocrarounoro odvema 22,5
00. B pactop 3arpyxaror MTBED (25 06.) u pacrBoputenu JIXM/MTBED cHOBa ynajsiioT nipu
MOHMKEHHOM JaBJIEHUH, IOJAepKUBask BHYTPEHHIOIO TeMnepaTypy npu < 20°C 10 ocTaTOYHOrO
obwema 22,5 06. lobaBnenne MTB3/oneparuio neperoHKu MOBTOPSIIOT O TEX IOP, MOKa
OCTaTOYHAsl KOHLIEHTpaLus (pparMeHTa B HaI0CaJOUHON *xKuaKocTH He nocturHer <0,11% mac.
3aTeM MOoNyUeHHYIO CYCIEH3UI0 (PUIIBTPYIOT, MOAAEpKUBas TeMriepatypy npu okoso 15°C. K
ocaaky nobasnsioT 14 06. ceeskero MTBD, nepememuBaroT B Teuenne 30 MuH npu okoso 15°C,
a 3ateM QuIbTPYIOT. [IpOMBIBKY MOBTOPSIOT €1Ie pa3, U MOJYYEHHOE TBEPAOE BEIECTBO CYLIAT

npu okouso 35°C.

IIpumep 2: TeepaodasHbIH NeNTHAHBIN CHHTE3 NPOMEKYTOYHOI0 COeJHHEHHS 2

IMpomeskyrounoe coenunenue 2 (SEQ ID Ne: 8) unu ero papmaneBrudecku
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ romolisio cranaaptHoro SPPS. Bkpatie, SPPS
IPOBOIAT ¢ Hconb3oBaHreM cMoibl Fmoc-Gly-2-CTC (xoadduument 3arpysku 0,6-0,9
MMOJIB/T) B YCIIOBUSIX, YKa3aHHbIX HIke B Tabmuue 2.

Tabnuna 2: Yenosus SPPS nist [Tpumepa 2.

VYenosus SPPS
PactBopuTens asis peakuil COueTaHus:
Ilukn | CHaATHe 3amKTHI AMHMHOKHUCJIOTA JIMOA

1 2 x 20-30 MmuH Fmoc-L-Glu(t-Bu)-OH 2,5 AA/2,5 PyBOP/5,0 TUTIDA
20% Pip/IM®DA 44, K.T.

2 2 x 20-30 MmuH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

3 2 x 20-30 MmuH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

4 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

5 2 x 20-30 MuH Fmoc-L-Glu(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

6 2 x 20-30 MmuH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

7 2 x 20-30 MuH Fmoc-Z-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

Ortmemnnenue pparmenta u Beinennenue:. pparmeHt Ha cMmosie CTC ogHOKpaTHO
noaBepraroT HabyxaHHIo ¢ ucrnoib3osanueM JIXM (5 00.) B Teuenne 45 muH. B peaktop
3arpykaroT 10 06. 1% TOK/AXM u nosy4eHHYI0 CYCIIEH3UI0 CMOJIBI IIEPEMEIIUBAIOT B TEUCHHE
10-15 muH B aTMochepe azora mpu Temreparype okoso 25°C. @uibTpar yaausoT |

HEMEIJIEHHO HEMTPaN3yIOT MeJIECHHBIM ToOaBieHneM 1,05 3KBUBaJIEHTHOTO KOJIMYECTBA
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NUPUINHA, a 3aTeM K ¢puibrpary nodasisirot S 00. JIMCO. O6pabotky cmonsl 1% TOK/AXM c
MOCTIeAYIOIIeH HeUTpain3annen (uIbTpaTa MOBTOPSIIOT emle 1Ba pa3a. CMOJy MpOMBIBArOT 3 00.
JAXM u nepemernsatoT B Tederne 10-15 mun. Bee pubTpaThl ¥ MPOMBIBHBIE BOJBI
00BenuHSIOT. PacTBOp ()parMeHTOB KOHLIEHTPUPYIOT B BakyyMe 110 6-10 00., monnepxusast
temmeparypy < 35°C (octrarounas konuentpauus XM < 15%). PactBop ¢parmenta 8 IMCO
nobasnsatoT k 11-15 06. H20 B Teuenue 2-6 4 (<1 n/mMuH) npu Temneparype okoio 25°C.
OO0pa3oBaBLIyIOCS B3BECh OCAXKIEHHOTO (pparMeHTa nepememnsaroT 30-40 MUH IPH OKOJIO
25°C, 3arem punbtpyrot. [lonmyuenHoe TBepaoe BemmecTBo cycrneHaupyoT B 8-12 06. H>O mpu
teMnepatype okoio 25°C, nepememmnBaroT 10-15 muH, a 3arem punbTpyroT. [IpoMbIBKY

HOBTOPSIIOT €IlE pa3, v MOJy4YEeHHOE TBEPA0E BELEeCTBO cywat npu okoio 40°C.

IIpumep 3: TeepaodasHblil NeNTUAHBIH CHHTE3 NPOMEKYTOUYHOI0 COeJHHEHHs 3

IMpomexyrounoe coenuuenue 3 (SEQ ID Ne: 9) unu ero gapmanieBrudecku
IPUEMIIEMYIO COJIb MOXKHO CHHTE3UPOBaTh ¢ MOMOIIbI0 cTraHaapTHoro SPPS. Bkparie, SPPS
IPOBOAAT ¢ ucnonbzoBanueM cmoiel Fmoc-Ala-2-CTC (koa¢ ¢purment 3arpysku 0,6-0,9
MMOJIB/T) B YCIIOBUSIX, YKa3aHHBIX HIoke B Tabmure 3.

Tabauua 3: Venosust SPPS ms [pumepa 3.

VYenosust SPPS
PactBopurens ans peakuui
Hukn CHsiTHe 3alTUThI AMMHOKUCJIOTA coueranus: JIMDA

1 2 x 20-30 muH Fmoc-Aib-OH 2,5 AA/2,5 PyBOP/5,0 TUTIDA
20% Pip/IM®A 44, K.T.

2 2 x 20-30 muH Fmoc-L-GIn(Trt)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, k.T.

MpoLeaypa K3NUPOBaHUS

3 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

4 2 x 20-30 muH Fmoc-L-Lys(t- 1,5 AA/1,65 DIC/1,5 Oxyma
20% Pip/IMDA BuOOC-(CH2)13- 44, K.T.

COO-y-L-Glu-
AEEA)*

5 2 x 20-30 muH Fmoc-L-Lys(Boc)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

6 2 x 20-30 muH Fmoc-L-Asp(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 44, K.T.

*Fmoc-L-Lys(t-BuOOC-(CHz2)13-COO-y-L-Glu-AEEA)
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Orwmennenne pparmenta u Beigenenue. pparmeHt Ha cmosie CTC ogHOKpaTHO
noaBepraroT HabyxaHuio ¢ ucrnonb3osanueM XM (5 00.) B Teuenne 45 muH. B peaktop
3arpykaroT 5 00. 1% TOK/IXM u nojay4eHHYIO CYyCIIeH3HI0 CMOJIBbI IEPEMELTUBAIOT B TEUEHHE
10-15 muH B aTMocdepe a3oTa, moaaep:kuBas Temreparypy okosio 25°C. @unbTpaT yoaisoT U
HEMEJIEHHO HEeNTPaNn3yloT MeJIEHHbIM 1oOaBieHueM 1,05 3KBUBaJIEHTHOIO KOJIMYECTBA
mpuauHa. O6pabotky cmonel 1% TOK/JIXM ¢ nocnenyroieit HefiTpanuzauueii GpunsrpaTa
MOBTOPSIIOT etie fBa pasa. Cmoy npombiBaroT 3 06. JIXM u nepememuaioT B Tederue 10-15
MuH. Bee puinbTpaThl M MpOMBIBHBIE BOJIBI OOBEANHSIOT, U MOJYYEHHYIO CMECh OXJIAXKIAIOT 10 <
20°C. PacTtBOp (pparMeHTa KOHLIEHTPUPYIOT MO BaKyyMOM 10 2-4 00., moanep KuBast
temrnepatypy < 20°C. K pactBopy nodasisitot 5 06. ACN u ynansoT ocratounbiid JIXM mnox
BaKyyMoM (ocrarouHasi koHueHTpawms JIXM < X%), noanepskusasi emneparypy < 20°C.
PactBop (pparmenta B ACN noGasysiroT k 5 00. nensHoit H2O B Tedenue 2-6 vacos (<1 ji/MuH),
noanepskuBas remmnepatypy okoso 0°C. I[TonydeHHy0 CYyCIeH3UI0 OCaKISHHOTO (pparmMeHTa
nepeMemnBaroT B TeueHue 30-40 mun mpu okosio 0°C, a 3arem punbTpyroT mpu okosio 0°C.
IMony4eHHOE TBEpAOE BEILIECTBO CyCcneHAupyIoT B 3-5 06. H>O npu Temnepatype okojio 25°C,
nepemernuBaroT 10-15 muH, a 3atreM GuibTpyrOT. [IpOMBIBKY OBTOPSIFOT €LIe pa3, U

MOJIyuY€HHOE TBEP/OE BEIIeCTBO cyLaT npu okojo 40°C.

Hpumep 4: TBepaoda3Hbii NeNTUAHBIA CHHTE3 NPOMEKYTOYHOI0 coOeAUHEeHUs 4

IIpomesxxyrounoe coenunenue 4 (SEQ ID Ne: 10) wnu ero ¢papmaneBTudecku
MPUEMIIEMYIO COJIb MOXKHO CHUHTE3HUPOBaTh ¢ MoMoInbko cranaaptHoro SPPS. Bkparne, SPPS
NPOBOJIAT C UCTIONBb30BaHUEM cMoJibl Fmoc-Leu-2-CTC (kospdunuent 3arpysku 0,6-0,9

MMOJIB/T) B YCJIOBHSIX, YKa3aHHBIX HIDKe B Tabmure 4.
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Tabmuua 4: Ycnosust SPPS st [Tpumepa 4.

VYcnosus SPPS
PactBopurens nyis peakuuin
ukn CHsiTHE 3a11UThI AMMHOKHCJIOTA coueranus: MDA
1 2 x 20-30 muH Fmoc-L-2-Me-lle-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, K.T.
nponenypa K3MUpOBaHUs
2 3 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, K.T.
npoLenypa K3MUpOBaHUs
3 2 x 20-30 muH Fmoc-L-Ser(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-6 4, K.T.
4 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 4-6 4, K.T.
5 2 x 20-30 muH Fmoc-L-Asp(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 4-6 4, K.T.
6 2 x 10 mun Fmoc-L-Ser(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% 4-6 4, K.T.
Pip/IM®A
7 2 x 10 muH Fmoc-L-Thr(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% 4-6 4, K.T.
Pip/IM®A
8 2 x 10 mun Fmoc-L-Phe(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% 4-6 4, K.T.
Pip/IM®A
9 2 x 10 mun Fmoc-L-Thr(t-Bu)-OH 2,0 AA/2,2 DIC/2,2 Oxyma
5% Oxyma/20% 4-6 4, K.T.
Pip/IM®DA
10 2 x 10 mun Boc-L-Tyr(t-Bu)-Aib- 1,5 AA/1,65 DIC/1,5 Oxyma
5% Oxyma/20% L-GIn(Trt)-Gly-OH" 4-6 4, K.T.
Pip/IMDA

*crpykrypa ans Boc-L-Tyr(t-Bu)-Aib-L-Gln(Trt)-Gly-OH siBnsieTcs cneayromei:

1-Bu-0

G N O

H

H O H

BocHN N)%LN N, COH
0 H o

-,

Ortmemnnenue pparmenta u Beigenenue:. pparmeHt Ha cMmosie CTC ogHOKpaTHO

MOJIBEPTaOT HAOyXaHUIO ¢ ucnosb3oBanueM JIXM (5 00.) B Teuenue 45 muH. B peaktop

3arpykaroT 5 00. 1% TOK/JIXM u nojay4eHHYIO CYCIIeH3UI0 CMOJIbI IEPEMEITUBAIOT B TEUEHUE

10-15 muH B aTMOcdepe a30Ta, MOAnepKUBast TeMIEpaTypy okoio 25°C. @unbTpaT yoaIsSOT U

HEMEIJIEHHO HEUTPaIN3yIOT MeJIEHHBIM JoOaBieHueM 1,05 3KBUBaJIEHTHOTO KOJIMYECTBA

10  mupuamaa. O6padbotky cmonsl 1% TOK/IXM ¢ nocnenyromieit HelTpanusanue GuasTpaTa
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MIOBTOPSIFOT etne aBa pa3a. Cmouny nmpombisatot 3 00. JIXM u nepememuBaiot B Teuenue 10-15
MUH. Bee puibTpaThl 1 MPOMBIBHBIE BOZIBI OOBEIUHSIOT, M MOJYYEHHYIO CMECh OXJIKIAIOT 10 <
20°C. PactBop (pparMeHTa KOHLEHTPHUPYIOT IMOA BaKYyMOM 10 2-4 00., moaaep KuBast
temneparypy < 20°C. K pacteopy nodassror 2 00. JIMCO u ynanstor ocratounsiii JIXM mox
BaKyyMoM (ocrarouHast KoHueHTpauws JIXM < 5%), nognepsxkusas temreparypy < 20°C.
PacrBop ¢parmenta B JIMCO nobasisitor k 7-9 00. nensinoit H>O B Teuenue 2-6 u (< 1 n/mMun),
noanepsxusas remnepatypy okoio 0°C. ITony4deHHYO CyCIEeH3HI0 OCAXKIEHHOTO (pparmMeHTa
nepememuBaroT B TeueHue 30-40 mun mpu okoso 0°C, a 3arem GunbTpyroT npu okoiio 0°C.
ITonydeHHoe TBepAOE BElIECTBO CycrneHaupyioT B 3-5 06. H>O npu Temnepatype okoso 25°C,
nepememuBaroT 10-15 muH, a 3areM GuibTpyroT. [IpOMBIBKY IOBTOPSIOT €1Lie pas, U

MOJIy4€HHOEe TBepAoe BewecTso cywat npu 40 °C.

ITpumep S: TeepaogasHbIi NeNTUAHBIH CHHTE3 NPOMEKYTOYHOI0 COeJHHEHHS S

IMpomexyrounoe coenunenue S5 (SEQ ID Ne: 11) unu ero ¢papmaneBTudecKu
IPUEMJIEMYIO COJIb MOXKHO CHHTE3UPOBaTh ¢ MOMOIIbI0 cTraHaapTHoro SPPS. Bkparie, SPPS
npoBOAAT ¢ ucnonbpzoBanueM cmoiel Fmoc-Gly-2-CTC (xoadduuument 3arpysku 0,6-0,9
MMOJIb/T) B YCJIOBUSIX, YKa3aHHBIX HIKE B Ta0uie S.

Tabnuua 5: Ycenosus SPPS mst [pumepa S.

VYcnosust SPPS
PactBopurens ans peakuuin
Iukn |  CHsTHe 3a1UTHI AMHHOKHUCJIOTa coueranus: MDA

1 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- | 2,5 AA/2,5 PyBOP/5,0 TUTTDA
20% Pip/IM®A OH 44, K.T.

2 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

3 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

4 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-8 4, K.T.

5 2 x 20-30 MuH Fmoc-L-Glu(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-8 4, K.T.

6 2 x 20-30 muH Fmoc-L-1le-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

7 2 x 20-30 muH Fmoc-L-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

8 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

Ortmemnnenue pparmenta u Beigenenue:. pparmeHt Ha cMmosie CTC ogHOKpaTHO
noaBepraroT HabyxaHHIo ¢ ucrnonb3oanueM [IXM (5 00.) B Teuenne 45 muH. B peaktop

3arpykaroT 10 06. 1% TOK/AXM u nosy4eHHYI0 CYCIIEH3UI0 CMOJIBI IEPEMEIIUBAIOT B TEUCHHE
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10-15 muH B atMochepe azora npu Temreparype okoso 25°C. @uibTpar yaausoT |
HEMEIJIEHHO HEMTPaIN3yIOT MeJIECHHBIM 1oOaBieHueM 1,05 3KBUBaJIEHTHOIO KOJIMYECTBA
NUPUANHA, a 3aTeM K ¢punbrpary nodasisirot S 06. IMCO. O6padotky cmonsl 1% TOK/AXM c
NoCTIe Ay IOIIe HelTpaiu3annel GuIbTpaTa MOBTOPSIIOT emle 1Ba pa3a. CMoJy MpOMBIBArOT 3 00.
JAXM u nepemernsatoT B Tederne 10-15 mun. Bee punbTpaThl U MPpOMBIBHBIE BOABI
00BbenuHsIOT. PacTBOp ()parMeHTOB KOHLIEHTPUPYIOT B BakyyMe 110 6-10 00., monnepxusast
temneparypy < 35°C (ocrarounas konuenrpauus XM < 15%). Pacteop pparmenta B IMCO
nobasnsatoT k 11-15 06. H20 B Tedenue 2-6 4 (<1 n/mMun) npu Temneparype okoio 25°C.
O0pa3oBaBLIyIOCS CYCIIEH3UIO0 OCAKIEHHOTO (pparMeHTa nepeMemunBaroT B TeueHue 30-40 muH
nipu okouio 25°C, a 3aTtem GubTpyrot. [lomyueHHOE TBEpIOE BEIIECTBO CYCIIEHAUPYIOT B 8-

12 06. H2O nipu Temniepatype okosno 25°C, nepemennBarot 10-15 MuH, a 3aTeM QUIBTPYIOT.

IIpoMbIBKY OBTOPSIIOT €LI€ pa3, U MOJy4YEHHOE TBEPAOE BEIECTBO cylat npu okoso 40°C.

IIpumep 6: TeepaodasHbIH NeNTHAHBIN CHHTE3 NPOMEKYTOYHOI0 COeJHHEHH 6

IMpomesxkyrounoe coenunenne 6 (SEQ ID Ne: 12) wnm ero dapmaneBTHYECKH
NPUEMJIEMYIO COJIb MOXKHO CHHTE3UpOBaTh ¢ momouibio cranaaptHoro SPPS. Bkparue, SPPS
NPOBOIAT € HCMOJb30BaHMEM CMojbl  Fmoc-Aib-2-CTC  (koaddunment 3arpy3ku  0,6-
0,9 MMOJTB/T) B YCJIOBHSIX, YKAa3aHHBIX HIKe B Tabmmie 6.

Tabnuua 6: Ycnosust SPPS st Ipumepa 6.

Ycnosust SPPS
PactBopuTens ans peakuuii
Lukn CHsiTHE 3alTUThI AMHMHOKHUCJIOTa coueranus: JIMDA
1 2 x 20-30 MuH Fmoc-L-GIn(Trt)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, k.T.
MpoLeaypa K3NUPOBaHUS
2 2 x 20-30 MuH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT
3 2 x 20-30 MuH Fmoc-L-Lys(t-BuOOC- 1,5 AA/1,65 DIC/1,5 Oxyma
20% Pip/IM®A (CH2)18-COO-y-L-Glu- 44, KT
AEEA)
4 2 x 20-30 muH Fmoc-L-Lys(Boc)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 44, K.T.
5 2 x 20-30 muH Fmoc-L-Asp(t-Bu)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 44, K.T.

Ormennenue pparmenta u Beigenenue:. pparmeHt Ha cmosie CTC ogHOKpaTHO
noaBepraroT HabyxaHHIo ¢ ucrnoib3osanueM [IXM (5 00.) B Teuenne 45 muH. B peaktop
3arpysxatoT 5 00. 1% TOK/IXM u nonyueHHYI0 CYyCIEH3UI0 CMOJIbI IEPEMEIINBAIOT B TEUEHHE
10-15 muH B aTMOcdepe a3oTa, MoAnepKUBast TeMIepaTypy okoio 25°C. @unbTpaT yoaIsoT U

HEMEIJIEHHO HEMTPAIN3YIOT MeIJIEHHBIM ToOaBieHneM 1,05 3KBUBaJIEHTHOTO KOJIMYECTBA
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mupunuHa. O6padotky cmoubl 1% TOK/IXM ¢ nocneayromeii HelTpanuzampen GuibTpara
MOBTOPSIFOT etme aBa pa3a. Cmouny nmpomsisatot 3 00. JIXM u nepememuBatot B Teuenue 10-15
MUH. Bee puibTpaThl 1 MPOMBIBHBIE BOZIBI OOBEIUHSIOT, M MOJYYEHHYIO CMECh OXJIAKIAIOT 10 <
20°C. PactBOp (pparmMeHTa KOHIEHTPUPYIOT MO BAKYYMOM 110 2-4 00., moanepKuBast
temneparypy < 20°C. K pactBopy nodasisitor 5 06. ACN u ynansiroT octatrounbiii XM mon
BaKyyMoM (ocrarouHas KoHueHTpaws JIXM < 15%), nmoanepsxusas remnepatypy < 20°C.
PactBop pparmenta B ACN nobasisiroT k 5 00. negsHoi HxO B reuenne 2-6 4 (<1 n/mun), npu
3TOM NoAAep:kuBas Temmnepatypy okojo 0°C. ITonyueHHYI0 CyCNeH3UI0 OCaKIEHHOTO
¢dparmenTa nepemernsaroT B TeueHue 30-40 muH npu okono 0°C, a 3aTeM QUIbTPYIOT MPH
oxoJio 0°C. ITonydueHHOe TBepAOE BEIIECTBO CyCeHaupyioT B 3-5 00. H,O npu Temniepatype
okoJio 25°C, nepememnBaroT 10-15 mMuH, a 3atemM GunbTpyroT. [IpOMBIBKY MOBTOPSIOT €11e pas,

¥ MIOJIy4EHHOE TBEPJI0€ BEIEeCTBO CymaT mpu okoo 40°C.

IIpumep 7: TeepaogasHbIi NeNTHAHBIN CHHTE3 IPOMEKYTOYHOI0 COeJHHEHHs 7
IMpomeskyrounoe coequnenne 7 (SEQ ID Ne: 13) wnu ero ¢papManeBTHUECKH
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ omolbio cranaapTHoro SPPS. Bkpatie, SPPS
NPOBOIAT ¢ Hcnonb3oBaHHeM cMoJibl Fmoc-Gly-2-CTC (koadpuument 3arpysku 0,6-
0,9 MMOJIB/T) B YCJIOBHSIX, YKAa3aHHBIX HiKe B Tabmmie 7.

Tabmuua 7: Yenosust SPPS st [Tpumepa 7.

VYenosus SPPS
PactBopuTens ans peakuuii
Lukn CHsiTHE 3a1UThI AMHMHOKHUCJIOTA coueranusi: MDA

1 2 x 20-30 MuH Fmoc-L-Glu(t-Bu)- | 2,5 AA/2,5 PyBOP/5,0 TUTIDA
20% Pip/IM®DA OH 44, K.T.

2 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

3 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

4 2 x 20-30 MuH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 4-8 4, K.T.

5 2 x 20-30 MuH Fmoc-L-Glu(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 4-8 4, K.T.

6 2 x 20-30 MuH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

7 2 x 20-30 muH Fmoc-Z-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

8 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 4-8 4, K.T.

9 2 x 20-30 MuH Fmoc-Aib-OH 2,0 AA/2,2 PyBOP/4,0 INDA
20% Pip/IM®DA 6-10 4, K.T.
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10 2 x 20-30 mMuH Fmoc-L-GIn(Trt)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, K.T.
IpoLEeaAypa K3NUPOBAHUS

Ormemnnenue pparmenta u Beigenenue:. pparmeHt Ha cmosie CTC ogHOKpaTHO
noaBepraroT HabyxaHuIo ¢ ucrnonb3osanueM XM (5 00.) B Teuenne 45 muH. B peaktop
3arpy>xatoT 10 06. 1% TOK/IXM 1 noay4eHHYI0 CyCIIEH3HI0 CMOJIbI IEPEMEIINBAIOT B TEUCHUE
10-15 muH B atMocdepe azora npu 25°C. OuabTpaT yAaIsI0T U HEMEIJIEHHO HEUTPaU3yIOT
MeJUIeHHbIM no0aBneHreM 1,05 3KBUBaJIEHTHOTO KOJMYECTBA MUPUAMHA, a 3aTeM K (PUIbTpaTy
nobasysiroT S 00. IMCO. O6padotky cmoubl 1% TOK/JIXM ¢ nocneayromel HelTpain3anuei
¢dunapTpaTa MOBTOPSIIOT elle a8a paza. Cmony mpombiBaroT 3 00. IXM u nepeMenmBaioT B
teuyenue 10-15 mun. Bee punbTpaTs! 1 poMBIBHBIE BOABI 00BEIUHSIOT. PacTBOp pparmeHToB
KOHLIEHTPUPYIOT B BakyyMe a0 6-10 00., moanepskusas remnepatypy < 35°C (ocratouHast
koHueHTpauus JIXM < 15%). PactBop ¢pparmenrta B JIMCO nobasmsirot k 11-15 06. H2O B
TeueHue 2-6 4 (<1 n/mun) npu Temneparype okoio 25°C. OOpa30BaBIIyIOCS CYCIIEH3UIO
ocakIeHHOro (pparmMeHTa nepememnBaroT B TedeHue 30-40 muH npu okoso 25°C, a 3aTem
¢unbTpyroT. [TonyueHHOe TBEpIOE BelecTBO CycneHanpyroT B 8-12 06. HoO npu Temneparype
okoJ10 25°C, nepemeruBarot 10-15 mMuH, a 3atemM GuinbTpyroT. [IpOMBIBKY MOBTOPSIIOT €11 pas,

U TIOJIyYeHHOE TBEPA0€ BELIeCTBO cymaT npu okoso 40°C.

Ipumep 8: TBepaodasHblil NneNTUAHBIA CHHTE3 MPOMEKYTOYHOI0 cCOeAUHEHUs 8
IMpomeskyrounoe coequnerne 8 (SEQ ID Ne: 14) wu ero ¢papManeBTHUECKH
MPUEMJIEMYIO COJIb MOJKHO CUHTE3HUPOBATh C oMoIbio cranaaptHoro SPPS. Bkparne, SPPS

NPOBOZAT ¢ HcnoNb3oBaHHeM cMoJibl Fmoc-Ala-2-CTC (koaddurment 3arpy3sku 0,6-

0,9 MMOJIB/T) B YCIIOBHSIX, YKa3aHHBIX HIDKe B Tabmmue 8.

Tabmuua 8: Ycnosust SPPS nnst Ipumepa 8.

VYcnosus SPPS
PacTtBopurens ans peakuui
Hukn CHsiTHe 3a11UThI AMMHOKHUCJIOTA coueranus: JIMDA

1 2 x 20-30 MuH Fmoc-L-Lys(t- 1,5 AA/1,65 DIC/1,5 Oxyma

20% Pip/IMDPA BuOOC-(CHz)1s- 49, K.T.
COO-y-L-Glu-
AEEA)

2 2 x 20-30 muH Fmoc-L-Lys(Boc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, K.T.

3 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, KT
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Ortwmemnnenue pparmenta u Beigenenue:. pparmeHt Ha cmosie CTC ogHOKpaTHO
MOJBEPTalT HAOyXaHuio ¢ ucnosnb3oBanueM XM (5 00.) B Teuenue 45 muH. B peaktop
3arpykaroT 5 00. 1% TOK/JIXM u nojay4eHHYIO CYCIIeH3HI0 CMOJIBI IEPEMEITUBAIOT B TEUESHUE
10-15 muH B atMocdepe a3zoTa, noanepskusas remmepatypy 25°C. @unbsrpar ynaisoT U
HEMEIJIEHHO HENTPaN3yI0T MeIJIEHHBIM 1oOaBieHueM 1,05 3KBUBaJIEHTHOIO KOJINYECTBA
nmupuguHa. O0padotky cmonbl 1% TOK/AXM ¢ nocneayromeit HelTpanu3zanyen GuibTpara
MIOBTOPSIFOT etne aBa pa3a. Cmoiny nmpomsiBatot 3 00. JIXM u nepememuBaiot B Teuenue 10-15
MUH. Bee puibTpaThl 1 MPOMBIBHBIE BOZIBI OOBEANHSIOT, M MOJYYEHHYIO CMECh OXJIAKIAIOT 10 <
20°C. PactBop (pparMeHTa KOHLEHTPHUPYIOT IMOA BaKYyMOM 10 2-4 00., moanep KkuBast
temneparypy < 20°C. K pactsopy nodasisitor 5 006. ACN u ynanstor ocratoussiii JIXM nox
BaKyyMoM (ocrarouHas KoHueHTpaiws JIXM < 15%), noanepskusas remnepatypy < 20°C.
PactBop pparmenta B ACN nobasinsiroT k 5 00. nensHoit H2O B Teyenue 2-6 4 (<1 i/muH), npu
9TOM noznepskusas remmnepatypy okoio 0°C. ITony4deHHyI0 CyCIEeH3HI0 OCaKAEHHOTO
¢dparmenra nepemermuBaroT B Tedenue 30-40 muH npu okosno 0°C, a 3aTeM QUIBTPYIOT NpH
okoJio 0°C. [Tony4eHHOE TBEPIOE BEIIECTBO CYyCEeHANPYIOT B 3-5 06. H>O mpu temnepatype
okouo 25°C, nepememnBarot 10-15 MuH, a 3atem GunbsTpyroT. [IpOMBIBKY MOBTOPSIIOT €11e pas,

U TIOJIyYeHHOE TBEPIO€ BELIeCTBO cymaT npu okoo 40°C.

IIpumep 9: TeepaodasHblii neNTHAHbIH CHHTE3 IPOMEKYTOYHOI0 COeAMHEeHuUs1 9

IMpomeskyrounoe coenunerne 9 (SEQ ID Ne: 15) mnu apmaneBTHUECKH MPUEMIIEMYIO
COJIb MOXXHO CHUHTE3UpOBaTh ¢ momoiubto crangaptHoro SPPS. Bxparue, SPPS mposoxsr ¢
ucnosnb3oBanueM cmonbl Fmoc-Ala-2-CTC  (koaddumment 3arpy3ku 0,6-0,9 mmonb/T) B

YCIIOBUSIX, YKA3aHHBIX HUke B Tabmuiie 9.
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Tabmuua 9: Ycnosust SPPS nns Ipumepa 9.

VYcnosus SPPS
Pacteopurens nyis peakuuin
ukn CHsTHE 3aLIUThI AMHMHOKHUCIIOTa couetanus: JIMPA
. 2 x 20-30 MuH BFIS"OC&'(L:I?S(;' ) 1,5 AA/1,65 DIC/1,5 Oxyma
20% Pip/IM®A v 2)18 4u, KT,
COO-y-L-Glu-AEEA)
2 x 20-30 MuH 2.0 AA/2,2 DIC/2,0 Oxyma
2 20% Pip/IM@A [ moc-L-Lys(Boc)-OH 44, KT, ’
3 2 x 20-30 MuH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, KT,
2 x 20-30 MuH 2,0 AA/2,2 DIC/2,0 Oxyma
4 20% Pip/[IM®A Fmoc-Z-Leu-OH 4 KT,
3 % 2030 s 2,0 AA/2,2 DIC/2,0 Oxyma
5 20% Pip/IM®A Fmoc-L-2-Me-Ile-OH 12-18 4, k.T.
°H1P NpOLEeaypa KIMUPOBAHHSI
6 3 % 20-30 mun Fmoc-L-Tle-OH e AA/lzizllgIS /i’g oryme
0 . = - - - 9 . .
20% Pip/TIM®A NpoLeaypa KIMUPOBAHHSI
2 x 20-30 MuH 2,0 AA/2,2 DIC/2,0 Oxyma
7 20% Pip/M@A [ moc-L-Ser(t-Bu)-OH 4-6 4, k.1
2 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-6 4, K.T.
9 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-6 4, K.T.
2 x 10 muna
10 5% Oxyma/20%  [Fmoc-L-Ser(t-Bu)}-oH| 20 AN 22 6DqICK/ 20 Oxyma
Pip/TM®A » KT
2 x 10 muna
1 5% Oxyma/20% Fmoc-Lthr(t-Bu)- 2,0 AA/2£6DI{ICK/2T,O Oxyma
Pip/IMDA >
2 x 10 muna
12 5% Oxyma/20% Fmoc-LgII{le(t-Bu)- 2,0 AA/2£6DI{ICK/?T,O Oxyma
Pip/IM®A >
2 x 10 mun
13 5% Oxyma/20% Fmoc-LE;l"Ililr(t-Bu)- 2,0 AA/2£6DI{ICK/2T,2 Oxyma
Pip/IM®A >
J2xA0mmm g Tyr(t-Bu)-Aib-| 1,5 AA/1,65 DIC/1,5 Oxyma
14 3% Oxyma/20% ") ) Ty Gly-OH 46, T
Pip/TM®A y T

Ormemnnenue pparmenta u Beigenenue. pparmeHt Ha cMmosie CTC ogHOKpaTHO

MOJBEPTaOT HAOyXaHUIO ¢ ucnosnb3oBanueM JIXM (5 00.) B Teuenue 45 muH. B peaktop

3arpysxatoT 5 00. 1% TOK/IXM u nonyueHHYIO CYyCIEH3UI0 CMOJIBI TIEPEMEIINBAIOT B TEUEHHE

10-15 muH B aTmMocdepe a3zoTa, noanepskusas remmepatypy 25°C. @unbrpar ynaisoT U

HEMEIJICHHO HEMTPaN3yIOT MeJIEHHBIM ToOaBieHueM 1,05 3KBUBaJIEHTHOIO KOJIMYECTBA
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mupunuHa. O6padotky cmoubl 1% TOK/IXM ¢ nocneayromeii HelTpanuzampen GuibTpara
MOBTOPSIFOT etme aBa pa3a. Cmouny nmpomsisatot 3 00. JIXM u nepememuBatot B Teuenue 10-15
MUH. Bee puibTpaThl 1 MPOMBIBHBIE BOZIBI OOBEIUHSIOT, M MOJYYEHHYIO CMECh OXJIAKIAIOT 10 <
20°C. PactBOp (pparmMeHTa KOHIEHTPUPYIOT MO BAKYYMOM 110 2-4 00., moanepKuBast
temneparypy < 20°C. K pactBopy nodasisitor 5 06. ACN u ynansiroT octatrounbiii XM mon
BaKyyMoM (ocrarouHas KoHueHTpaws JIXM < 15%), nmoanepsxusas remnepatypy < 20°C.
PactBop pparmenta B ACN nobasisiroT k 5 00. negsHoi HxO B reuenne 2-6 4 (<1 n/mun), npu
3TOM NoAAep:kuBas Temmnepatypy okojo 0°C. ITonyueHHYI0 CyCNeH3UI0 OCaKIEHHOTO
¢dparmenTa nepemernsaroT B TeueHue 30-40 muH npu okono 0°C, a 3aTeM QUIbTPYIOT MPH
oxoJio 0°C. ITonydueHHOe TBepAOE BEIIECTBO CyCeHaupyioT B 3-5 00. H,O npu Temniepatype
okoJio 25°C, nepememnBaroT 10-15 mMuH, a 3atemM GunbTpyroT. [IpOMBIBKY MOBTOPSIOT €11e pas,

¥ MIOJIy4EHHOE TBEPJI0€ BEIEeCTBO CymaT mpu okoo 40°C.

IIpumep 10: TeepaodasHblii neNTHAHBIH CHHTE3 NPOMEKYTOYHOro coeanHenus 10

IMpomeskyrounoe coequnenue 10 (SEQ ID Ne: 16) unu ero hapmaneBTu4ecKu
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ omolbio cranaapTHoro SPPS. Bkpatie, SPPS
MPOBOIST C HUCMONIb30BaHHEM cMOJTbl 3ubepa (koadduuuent sarpysku 0,6-0,9 MMob/T) B

YCIIOBUSIX, YKa3aHHbIX HIke B Tabnuie 10.
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Tabmuua 10: Yenosust SPPS s ITpumepa 10.

VYcnosus SPPS
PacTtBopurens ais peakuuin

ukn CHsiTHE 3aLTUThI AMMHOKHUCJIOTA coueranus: JIMDA

1 2 x 30 MmuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT.

2 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA 64, K.T.

3 2 x 30 muH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

4 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA 64, K.T.

3-4° B xaudecTBe anbTepHATHBBI UCNONB3YITE coueTaHue aumepa Fmoc-L-Pro-Pro-OH
BMeCTO craauii 3 u 4

5 2 x 30 MmuH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 44, KT

6 2 x 30 MmuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 44, KT

7 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 44, KT

8 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 44, KT

9 2 x 30 MuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, KT

10 2 x 30 MuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

11 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT

10- | B kauecTBe anbTepHATUBBI UCTIOJB3YiTe coueTanue numepa Fmoc-Gly-Gly-OH Bmecto

11" crammii 3 n 4

12 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,5 AA/2,5 PyBOP/5,0 TUTIDA
20% Pip/IMDA OH 44, K.T.

13 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

14 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

15 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.

16 2 x 20-30 MuH Fmoc-L-Glu(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/[IMDA OH 4-8 4, K.T.

17 2 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

18 2 x 20-30 muH Fmoc-Z-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

3ubepa nBaxabl nepemeruBaroT ¢ 10 06. cmecu 20% nmunepunun/JIM®PA B Teuenue 20-30 muH,

Custre 3ammtsl Fmoc, otmernienne gpparmMenTa u BeigeneHne: (GparMeHT Ha CMOJIe

3aTeM MPOMBIBAIOT LIeCThb pa3 ¢ momomupio 10 06. JIMPA. @parment 6e3 Fmoc Ha cmone

3ubepa nBasKABI MOABEPTaOT HAOYXaHUIO ¢ ucnonb3oBanreM 10 06. JIXM B Teuenue 10-20
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muH. PeakTop co cmoroit oxnaxknaroT 10 okosio 15°C. B peaktop 3arpysxkatot 20 00. 5%
TOK/IXM u nepeMemnBarOT B TeueHUe 2 4 B aTMochepe a30Ta, NOAAEPIKUBAs TEMITEPATYPY
okojio 15°C. Cmony ¢mibTpyroT u npombiBaroT 3 x 10 06. JIXM. Bee punbrparsl 00benHHSIOT.
JAXM ynansioT U3 NOJy4YE€HHOI'O pacTBOpa MPU MOHM)KEHHOM JIaBJIEHUH, NTOJIEP>KUBas
BHYTpPEHHIOIO Temrepatypy npu < 20°C no ocratouroro obbvema 22,5 00. B pactBop 3arpy:xaroT
MTBD (25 00.) u pacreoputenu AXM/MTBD cHOBa yIaisifOT MPU MOHMKEHHOM JaBJICHUH,
nogaep:kuBasi remrepatypy rnpu < 20°C go ocrarounoro oorema 22,5 06. JloOaBneHue
MTB3/onepaunio neperoHKy MOBTOPSIFOT 10 TEX MOP, MOKAa OCTATOYHAsI KOHLIEHTPaLUs
¢dparmeHTa B HaAOCAIOUHOM KHUIKOCTH He nocTurHeT < 0,11% mac. 3areM nosaydeHHyo
CycCIeH3u0 PrIbTpyIOT, monaepkuBas Temmnepatypy rnpu okojo 15°C. K ocaaky nobasmsitor 14
00. ceeskero MTBD u cycnensuro nepemermnBaroT B TeueHue 30 mus ripu okoso 15°C, a 3atem
¢unbTpyroT. IIpOMBIBKY OBTOPSIIOT €11e pa3, U MOJYYEHHOE TBEPAOE BEIECTBO CYLIAT MPU

okouo 35°C.

IIpumep 11: TBepaoda3Hbiii nenTHAHBIH CHHTE3 NPOMEKYTOYHOr0 coeauHenust 11

IMpomeskyrounoe coequnenue 11 (SEQ ID Ne: 17) unu ero apmaneBTudecku
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ nomolsio cranaapTHoro SPPS. Bkpatie, SPPS
MPOBOIAT ¢ UCTONb30BaHHEM cMOJIbl Fmoc-Aib-2-CTC (0,6-0,9 MMONIB/T) B YCIIOBHSX,
yKa3aHHbIX HUke B Tabmmie 11.

Tabmuua 11: Ycenosust SPPS st [Tpumepa 11.

Ycnosus SPPS
PactBopuTens ans peakuuii
Hukn CHsiTHe 3al1UThI AMMHOKUCJIOTA coueranus: JIMDA
1 2 x 20-30 muH Fmoc-L-GIn(Trt)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, K.T.
MpoLeaypa K3NUPOBaHUs
2 2 x 20-30 muH Fmoc-/-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT
3 2 x 20-30 muH Fmoc-L-Lys(t- 1,5 AA/1,65 DIC/1,5 Oxyma
20% Pip/JIMDPA BuOOC-(CH)1s- 49, KT
COO-y-L-Glu-
AEEA)
4 2 x 20-30 muH Fmoc-L-Lys(Boc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT
5 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, K.T.

Ortmennenue pparmenta u Beinenenue:. pparmeHt Ha cMmosie CTC ogHOKpaTHO
noaBepraroT HabyxaHHIo ¢ ucrnonb3oanueM XM (5 00.) B Teuenne 45 muH. B peaktop

3arpysxatoT 5 00. 1% TOK/IXM u nonyueHHYIO CYyCIEH3UI0 CMOJIBI TIEPEMEIINBAIOT B TEUEHHE
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10-15 muH B aTMOcdepe a3oTa, MoAnepKUBast TeMIepatypy okoio 25°C. @uinbTpaT yIaISOT U
HEMEIJIEHHO HEMTPaIN3yIOT MeJIECHHBIM 1oOaBieHueM 1,05 3KBUBaJIEHTHOIO KOJIMYECTBA
mupuguHa. O0padotky cmoubl 1% TOK/IAXM ¢ nocneayromeit HelTpanuzanuen GuibTpara
MOBTOPSIFOT etne aABa pa3a. Cmoiny nmpomsiBatot 3 00. JIXM u nepememuBaiot B Teuenue 10-15
MUH. Bee QpuipTpaThl 1 MPOMBIBHBIE BOZIBI OOBEAUHSIOT, M MOJYYEHHYIO CMECh OXJIAKIAIOT 10 <
20°C. PactBop (pparmMeHTa KOHLEHTPHUPYIOT IMOA BAKYyMOM 10 2-4 00., moanep KuBast
temneparypy < 20°C. K pactsopy nodasisitor 5 06. ACN u ynanstor ocratoussiii JIXM nox
BakyyMoM (ocratouHasi koHneHtpamws JIXM < X%), nonnep:kusas temnepatypy < 20°C.
PactBop pparmenta B ACN nobasisiroT k 5 00. nensHoi HxO B reuenne 2-6 4 (<1 n/mun), npu
3TOM NOAAEep:kuBas Temmnepatypy okoso 0°C. ITonyueHHy0 CyCHeH3UI0 OCaKIEHHOTO
¢dparmenTa nepemernBaroT B TeueHue 30-40 My npu okoso 0°C, a 3aTeM QUIbTPYIOT NPH
okojio 0°C. [Tony4yeHHOE TBEPOE BEIIECTBO CYyCEeHANPYIOT B 3-5 06. H>O mpu temniepatype
okouo 25°C, nepememuBarot 10-15 muH, a 3ateM GuiabTpyroT. [IpOMBIBKY MOBTOPSIIOT €11e pas,

U TTOJIyYEHHOE TBEPJIOe BELIECTBO cywaT rnpu okoso 40°C.

IIpumep 12: TeepaodasHblii neNTHAHBIH CHHTE3 NPOMEKYTOYHOI0 COeJHHeHus 12

ITpomeskyrounoe coequnenne 12 (SEQ ID Ne: 18) unu ero apmaneBTudecku
MIPUEMIIEMYIO COJIb MOJKHO CUHTE3UPOBATh ¢ MOMOIIbI0 ctanaapTHoro SPPS. Bkparme, SPPS
NPOBOST € MCMOJIb30BaHHEM CMOJTbI 3ubepa (koadduuument sarpysku 0,6-0,9 MMob/T) B

YCIIOBUSIX, YKa3aHHbIX HUke B Tabmuie 12.
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Tabmmua 12: Ycenosust SPPS nus Ipumepa 12.

VYcnosus SPPS
PacTtBopurens ais peakuuin

ukn CHsiTHE 3aLTUThI AMMHOKHUCJIOTA coueranus: JIMDA

1 2 x 30 MmuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT.

2 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA 64, K.T.

3 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

4 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA 64, K.T.

3-4° B xaudecTBe anbTepHATHBBI UCNONB3YITE coueTaHue aumepa Fmoc-L-Pro-Pro-OH
BMeCTO craauii 3 u 4

5 2 x 30 MmuH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 44, KT

6 2 x 30 MmuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 44, KT

7 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 44, KT

8 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 44, KT

9 2 x 30 MuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, KT

10 2 x 30 MuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

11 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT

10- | B kauecTBe anbTepHATUBBI UCTIOJB3YiTe coueTanue numepa Fmoc-Gly-Gly-OH Bmecto

11" crammii 3 n 4

12 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,5 AA/2,5 PyBOP/5,0 TUTIDA
20% Pip/IMDA OH 44, K.T.

13 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

14 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

15 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.

16 2 x 20-30 MuH Fmoc-L-Glu(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.

17 2 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

18 2 x 20-30 muH Fmoc-Z-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

19 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

3ubepa nBaxxabl nepemeruBaroT ¢ 10 06. cmecu 20% nmunepunun/JIM®PA B Teuenue 20-30 muH,

Custre 3ammrsl Fmoc, oTmernienne gpparmMenTa u BeigeneHne: (GparMeHT Ha CMoJie

3aTeM MPOMBIBAIOT LIeCTh pa3 ¢ moMoupio 10 06. JIMPA. @parment 6e3 Fmoc Ha cmorne
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3ubepa qBaKABI MOABEPTAOT HAOYXaHUIO ¢ ucnonb3oBanneM 10 06. JIXM B Teuenue 10-20
muH. PeakTop co cmoroit oxnaxknarot 10 okosio 15°C. B peaktop 3arpysxkatot 20 00. 5%
TOK/IXM u nepemMemnBaroT B TeueHUe 2 4 B aTMochepe a30Ta, MOAAEPIKUBAs TEMITEPATYPY
okojio 15°C. Cmony pmibTpyroT u npombiBaroT 3 x 10 06. JIXM. Bee punbrparsl 00benIHHSIOT.
JAXM ynansioT U3 NOJy4YE€HHOI'O pacTBOpa NPU MOHM)KEHHOM JIaBJIEHUH, NTOJIEP>KUBast
BHYTpPEHHIOIO Temrnepatypy npu < 20°C no ocratrounoro oovema 22,5 00. B pactBop 3arpy:xarot
MTBD (25 00.) u pacreoputenu AXM/MTBD cHOBa yIaisifOT MpU MOHMKEHHOM JaBJICHUH,
nogaep:kuBasi remrepatypy rnpu < 20°C go ocrarounoro oorema 22,5 06. JlobaBneHue
MTB3/onepaunio neperoHKy MOBTOPSIFOT 10 TEX MOP, IMOKAa OCTATOYHAsI KOHLIEHTPaLUs
¢dparmeHTa B HaOCAIOUHOM KHUIKOCTH He nocturHeT <0,11% mac. 3aTeM noay4eHHyo
CyCIeH3UI0 (PIIIbTPYIOT, oaAep KuBasi Temmepatypy rnpu okoso 15°C. K ocaaky noOasistoT

14 06. ceexxero MTBD u cycnensuto nepemernBaoT B TeueHue 30 muH ripu okojo 15°C, a
3aTeM QUIbTPYIOT. [IpOMBIBKY MOBTOPSIIOT €Ie pas3, U MOJyYeHHOE TBEPOe BELIECTBO CyIIaT

npu okosno 35°C.

IIpumep 13: TeepaodasHblii neNTHAHBIH CHHTE3 NPOMEKYTOYHOIr0 coeanHenus 13

ITpomeskyrounoe coequnenue 13 (SEQ ID Ne: 19) unu ero apmaneBTudecku
MIPUEMJIEMYIO COJIb MOJKHO CUHTE3UPOBATh ¢ MOMOIIbi0 ctanaapTHoro SPPS. Bkparie, SPPS
MPOBOST € MUCTIOJIb30BaHHEM CMOJTbI 3ubepa (koadduuuent sarpysku 0,6-0,9 MMonb/T) B

YCIIOBUSIX, YKa3aHHbIX HUke B Tabnuie 13.
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Tabmuua 13: Yenosust SPPS s ITpumepa 13.

VYcnosus SPPS
PacTtBopuTens s peakuuin

ukn CHsiTHE 3al1UThI AMHMHOKHUCJIOTa coueranus: JIMDA

1 2 x 30 MmuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4 4, K.T.

2 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

3 2 x 30 muH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

4 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

3-4° B xauecTBe anbpTepHaTHBBI UCNIONB3YITE coueTanue aumepa Fmoc-L-Pro-Pro-OH
BMeCTO craauii 3 u 4

5 2 x 30 MmuH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 4 4, K.T.

6 2 x 30 MuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA 44, K.T.

7 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 44, KT

8 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 44, KT

9 2 x 30 MuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, KT

10 2 x 30 MuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

11 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

10-11° | B kayecTBe anbTepPHATUBBI UCIIONB3YiiTe coueTanune auMepa Fmoc-Gly-Gly-OH Bmecto
craguii 3 u 4

12 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,5 AA/2,5 PyBOP/5,0 IUTIDA
20% Pip/IM®A OH 44, K.T.

13 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

14 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

15 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.

16 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.

17 2 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

18 2 x 20-30 muH Fmoc-L-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

19 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

20 3 x 20-30 muH Fmoc-Aib-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 8-12 4, k.T.

NpoLeaypa K3MUPOBAHMUSI
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21 3 x 20-30 muH
20% Pip/IMDA

Fmoc-L-GIn(Trt)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
12-18 4, k.T.

NIpoLEAYypa K3MUPOBAHMUSI

Custre 3aumtsl Fmoc, otmernienne gpparmMenTa u BeigeneHne: (parMeHT Ha CMOoJie
3ubepa nBaxxabl nepemenuBaroT ¢ 10 06. cmecu 20% nmunepunun/JIM®PA B Teuenue 20-30 muH,
3aTeM MPOMBIBAOT LIeCTh pa3 ¢ nomoupio 10 06. JIMPA. @parment 6e3 Fmoc Ha cmone
3ubepa qBaKAbI MOABEPralOT HAOyXaHHIO ¢ ucnob3oBanneM 10 06. JIXM B Teuenue 10-20
muH. PeakTop co cmoroit oxnaxnaroT 10 okosio 15°C. B peaktop 3arpysxkatot 20 00. 5%
TOK/IXM u nepemMelInBaOT B TeueHUe 2 4 B aTMocepe a30Ta, NOAAEPKUBAs TEMIIEPATYPY
okojio 15°C. Cmony punbTpyroT 1 npombiBatoT 3 % 10 06. JIXM. Bee punbrparsl 00benUHSIOT.
JAXM yaansioT U3 MOoJIy4eHHOrO PACTBOPA MPH MOHWKEHHOM JaBJIEHUH, MOIAEPKUBAs
temmnepatypy npu < 20°C no ocrarounoro odwsema 22,5 06. B pactsop 3arpyxator MTBED (25
00.) u pactBopurenu AXM/MTBD cHOBa ynajsifoT Mpy MOHMKEHHOM JaBJIEHUH, MO KUBAS
temrnepatypy npu < 20°C no ocrarounoro odwvema 22,5 06. lobasienne MTb3/onepanuro
NIEPETOHKH MOBTOPSIIOT JI0 TE€X IOp, NOKA OCTATOYHAsE KOHLIEHTpaLusi ()parMeHTa B
HaJ10ca04uHOM sxuaKocTH He focTurter < 0,11% mac. 3aTem nonyueHHy0 CyCIeH3HI0
bunpTpyIOT, NOAAepKHBas Temneparypy npu okojo 15°C. K ocanky nobasnsror 14 06. cBexero
MTBD u cycnieH3uio nepemernuBaroT B TeueHue 30 MuH npu okousio 15°C, a 3aTeM QUIbTPYIOT.

IIpoMBIBKY OBTOPSIIOT €1i€ pas3, U MOJy4eHHOE TBEPI0e BEIEeCTBO cylIaT rnpu okojo 35°C.

IMpumep 14: Teepaoda3nblii nenTHIHBINA CHHTE3 NPOMEKYTOYHOIr0 coeauHenus: 14

IMpomeskyrounoe coenqunenne 14 (SEQ ID Ne: 20) unu ero apmaneBTu4eCKH
MPUEMJIEMYIO COJIb MOJKHO CUHTE3UPOBaTh C oMoIbio cranaaptHoro SPPS. Bkparne, SPPS
MPOBOIAT € UCTONb30BaHUEM cMoJibl Fmoc-Aib-2-CTC (ko puument 3arpysku 0,6-0,9

MMOJIb/T) B YCJIOBUSIX, YKa3aHHBIX HUKe B Tabmuue 14.

Tabmuna 14: Ycnosust SPPS nns [pumepa 14.

Ycnosus SPPS
PacTtBopurens ais peakuui
Lukn CHsITHE 3aLIUThI AMMHOKHUCJIOTA coueranus: JIMDA
1 2 x 20-30 muH Fmoc-L-GIn(Trt)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 12-18 4, k.T.
MpoLeaypa K3NUPOBAHUS
2 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 44, K.T.

3 2 x 20-30 muH Fmoc-L-Lys(t- 1,5 AA/1,65 DIC/1,5 Oxyma
20% Pip/JIIMDA BuOOC-(CHz)1s- 49, K.T.
COO-y-L-Glu-

AEEA)
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4 2 x 20-30 muH Fmoc-L-Lys(Boc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT
5 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT
6 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT.
7 3 x 20-30 muH Fmoc-L-2-Me-lle- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, K.T.
nponenypa K3IMupoBaHUs
8 3 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, k.T.
IpOLEeNyPa KIMUPOBAHHMSI
9 2 x 20-30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/ MDA OH 4-6 4, K.T.
10 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 4-6 4, K.T.
11 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-6 4, K.T.
12 2 x 10 mun Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®A
13 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®A
14 2 x 10 mun Fmoc-L-Phe(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
15 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,2 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®PA
16 2 x 10 mun Boc-L-Tyr(t-Bu)- 1,5 AA/1,65 DIC/1,5 Oxyma
5% Oxyma/20% Aib-L-GIn(Trt)-Gly- 4-6 4, K.T.
Pip/IM®DA OH

Ortwmennenue pparmenta u Boigenenue: pparmeHt Ha cMmosie CTC ogHOKpaTHO

MOJBEPTAIOT HAOyXaHUIO ¢ ucnosb3oBanueM JIXM (5 00.) B Teuenue 45 mun. B peaktop

3arpykaroT 5 00. 1% TOK/JIXM u nojay4eHHYIO CYCIIeH3HE0 CMOJIbI IEPEMEITUBAIOT B TEUEHUE

10-15 muH B aTMOcdepe a3oTa, MOAaepKUBast TeMIEpaTypy okojo 25°C. @uinbTpaT yOAISIOT U

HEMEIJICHHO HEUTPAIN3yIOT MeJIEHHBIM ToOaBieHueM 1,05 3KBUBaJICHTHOTO KOJIMYECTBA

nmupunuHa. O0padotky cmonbl 1% TOK/IXM ¢ nocneayromeii HelTpanuzanuen GuibTparta

MIOBTOPSIFOT eine aBa pa3a. Cmony nmpombisatot 3 00. JIXM u nepememuBaiot B Teuenue 10-15

MUH. Bce puibTpaThl 1 MPOMBIBHBIE BOZIbI OOBEIUHSIOT, M MOJYYEHHYIO CMECh OXJIAKIAIOT 10 <

20°C. PactBop (pparMeHTa KOHLEHTPHUPYIOT IMOA BaKYyMOM 10 2-4 00., moaepsKuBast

temneparypy < 20°C. K pacteopy nodasmsiror 5 06. ACN u ynanstor octatounbiii JIXM nox

BaKyyMoM (ocrarouHast koHueHTpauws JIXM < X%), noxnepkusast emneparypy < 20°C.

PactBop pparmenta B ACN nobasisiroT k 5 00. nensHoi H2O B Teuenne 2-6 4 (<1 n/mun), npu
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3TOM NoAAep:kuBas Temmnepatypy okojo 0°C. ITonyueHHY0 CyCIeH3UI0 OCaKIEHHOTO
¢parmenTa nepemermnBaroT B TeueHue 30-40 muH npu okoso 0°C, a 3aTeM GUIbTPYIOT MPH
okoJio 0°C. ITonydeHHOE TBepAOE BEIIECTBO CyCeHaupyioT B 3-5 06. H,O npu Temniepatype
okoJio 25°C, nepememnBarot 10-15 mMuH, a 3atemM GunbTpyroT. [IpOMBIBKY MOBTOPSIOT €I1e pas,

U MOJy4eHHOE TBEPA0€ BELECTBO cywaT npu okoso 40°C.

IIpumep 15: TeepaodasHbii nenTHAHBIA CHHTE3 MPOMEKYTOYHOI0 coeAuHeHHs 15

ITpomexxyrounoe coequnenue (SEQ ID Ne: 21) unu ero apmarieBTHIECKH MPUEMIIEMYIO

10

COJIb MOKHO CHUHTE3UPOBaTh ¢ MOMOMIbI0 cranaapTHoro SPPS. Bkparue, SPPS nposoasr ¢

ucrnonb3oBanueM cmoibl Fmoc-Aib-2-CTC (ko puument 3arpysku 0,6-0,9 Mmmons/T) B

YCJIOBUSIX, YKa3aHHBIX HIKe B Tabmmue 15.

Tabnuua 15: Yenosus SPPS ms ITpumepa 15.

Ycnosust SPPS
PactBopurensp 1is peakuuii
uxn CHsATHE 3a1TUTBI AMMHOKHCIIOTA coueranus: JIM®DA
1 2 x 20-30 muH Fmoc-L-GIn(Trt)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 12-18 4, k.T.
NpoLeyPa KINMUPOBAHMUS
2 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 44, K.T.
3 2 x 20-30 muH Fmoc-L-Lys(PG)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA OH 6-8 4, K.T.
4 2 x 20-30 muH Fmoc-L-Lys(Boc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, KT
5 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT
6 2 x 20-30 MuH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT
7 3 x 20-30 muH Fmoc-L-2-Me-lle- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, k.T.
nponenypa K3MUpOBaHUs
8 3 x 20-30 muH Fmoc-L-1le-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, K.T.
nponenypa K3MUpOBaAHUS
9 2 x 20-30 MuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-6 4, K.T.
10 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-6 4, K.T.
11 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-6 4, K.T.
12 2 x 10 mun Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
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13 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
14 2 x 10 mun Fmoc-L-Phe(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IMDA
15 2 x 10 muna Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,2 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
16 2 x 10 mun Boc-L-Tyr(t-Bu)- 1,5 AA/1,65 DIC/1,5 Oxyma
5% Oxyma/20% Aib-L-GIn(Trt)-Gly- 4-6 4, K.T.
Pip/AIM®DA OH

Orwmennenne pparmenta u Beigenenue:. pparmeHt Ha cmosie CTC ogHOKpaTHO
NoJBEprarT HabyxaHuto ¢ ucrosnb3opanueM XM (5 06.) B Teuenue 45 muH. B peaktop
3arpykaroT 5 00. 1% TOK/JIXM u nojay4eHHYIO CYCIIeH3HI0 CMOJIBbI TEPEMELTHBAIOT B TEUEHHE
10-15 muH B aTMochepe a30Ta, moanep:kuBasi TeMmmnepaTtypy okoso 25°C. @uiabTpat yaanstoT U
HEMEJUJICHHO HEeUTPAIHU3YIOT MeIUIeHHbIM no0aBieHueM 1,05 5KBUBaJIEHTHOIO KOJMYECTBA
mpuauHa. O6pabotky cmonel 1% TOK/JIXM ¢ nocnenyroieit HefiTpanuzauueii GpunsrpaTa
MIOBTOPSIIOT ete fBa pasa. Cmosy npombiBaroT 3 00. JIXM u nepememuaroT B Tedenue 10-15
MuH. Bee puinbTpaThl M MpOMBIBHBIE BOJIBI OOBEANHSIOT, U MOJYYEHHYI CMECh OXJIAXKIAI0T 10 <
20°C. PacTtBOp (pparMeHTa KOHLIEHTPUPYIOT MO BaKYYMOM 10 2-4 00., moanep KuBast
temneparypy < 20°C. K pacteopy nobasisitor 5 06. ACN u ynanstot octatounbiii JIXM nox
BakyyMoM (ocrarounasi koHueHTpauwms JIXM < X%), noanepskusasi emneparypy < 20°C.
PactBop pparmenta B ACN nobasisiroT k 5 00. nensHon HoO B Teuenne 2-6 4 (<1 a/mMuH), npu
5TOM nozanep:kuBas Temmnepatypy okojo 0°C. I[Tony4eHHYI0 CYCIeH3UI0 OCaKACHHOTO
¢parmenTa nepememnBaroT B TeueHue 30-40 mun npu okoso 0°C, a 3aTeM GUIbTPYIOT MPH
okoJio 0°C. ITonydyeHHOE TBepAOE BEIIECTBO CyCreHaupyioT B 3-5 00. H,O npu Temniepatype
okoJio 25°C, nepememuBarot 10-15 mMuH, a 3atemM GuinbTpyroT. [IpOMBIBKY MOBTOPSIIOT €I1e pas,

U MOJy4eHHOE TBEpA0€ BELeCTBO cywmaT npu okoso 40°C.

IIpumep 16: Teepaoda3HbIi NeNTHAHBINA CHHTE3 MPOMEKYTOYHOI0 coeAuHeHHst 16
ITpomeskyrounoe coenqunerne 16 (SEQ ID Ne: 22) unu ero papmaneBTudecku
MPUEMJIEMYIO COJIb MOXKHO CUHTE3UPOBaTh C oMolbio cranaaptHoro SPPS. Bkparie, SPPS
NPOBOIAT € Hcnob3oBaHHeM cMoibl Fmoc-Ala-2-CTC (koaddunment 3arpy3sku 0,6-
0,9 MMOJIB/T) B YCJIOBHSIX, YKAa3aHHBIX HIKe B Tabmmue 16.

Tabmuua 16: Ycenosust SPPS s [Tpumepa 16.

VYcnosus SPPS
PacTtBopurens ans peakuuin
JR170%9) CHsITHE 3aLIUThI AMMHOKHUCJIOTa coueranust: JIMDA
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1 2 x 20-30 muH Fmoc-L-Lys(PG)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT
2 2 x 20-30 muH Fmoc-L-Lys(Boc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT
3 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT.
4 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT.
5 3 x 20-30 muH Fmoc-L-2-Me-lle- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, k.T.
IpOLEYPa KIMUPOBAHHUS
6 3 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, K.T.
IpOoLEeNypa KIMUPOBAHHUS
7 2 x 20-30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 4-6 4, K.T.
8 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-6 4, K.T.
9 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 4-6 4, K.T.
10 2 x 10 mun Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®PA
11 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®A
12 2 x 10 mun Fmoc-L-Phe(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®A
13 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,2 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
14 2 x 10 mun Boc-L-Tyr(t-Bu)- 1,5 AA/1,65 DIC/1,5 Oxyma
5% Oxyma/20% Aib-L-GIn(Trt)-Gly- 4-6 4, K.T.
Pip/IM®DA OH

Ortwmennenue pparmenta u Boigenenue. pparmeHt Ha cMmosie CTC ogHOKpaTHO

MOJBEPTaIOT HAOyXaHUIo ¢ ucnonb3oBanueM JIXM (5 00.) B Teuenue 45 muH. B peaktop

3arpykaroT 5 00. 1% TOK//IXM u nojay4eHHYIO CYCIeH3HE0 CMOJIBI IEPEMENTHBAIOT B TEUEHUE

10-15 muH B aTMocdepe a3oTa, MOAIEPKUBas TEMIIEPaTypy okojio 25°C. @uimbTpaT yoaIsoOT U

HEMEIJICHHO HENTPAN3yIOT MeJIEHHBIM ToOaBieHueM 1,05 3KBUBaJIEHTHOIO KOJIMYECTBA

nmupuauHa. O06padotky cmonbl 1% TOK/IIXM ¢ mocneayromeii HeliTpanuzampen GuibTparta

MOBTOPSIFOT eine aBa pa3a. Cmouny nmpombiBatot 3 00. JIXM u nepememuBaiot B Teuenue 10-15

MUH. Bee puibTpaThl 1 MPOMBIBHBIE BOZIBI OOBEIUHSIOT, M MOJYYEHHYIO CMECh OXJIAKIAIOT 10 <

20°C. PactBop (pparMeHTa KOHLEHTPHUPYIOT MOA BaKYyMOM 10 2-4 00., moaepsKuBast

temneparypy < 20°C. K pactsopy nodasisiror 5 06. ACN u ynanstor octatounsiii JIXM nox
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BaKyyMoM (ocrarounast KoHueHTpaws JIXM <X%), nogaepskusas Temmneparypy < 20°C.
Pactop pparmenta B ACN nobasisiroT k 5 00. nensHoit HxO B reuenne 2-6 4 (<1 n/mun), npu
sToM noanepskusas remmnepatypy 0°C. I[TonyueHHYIO CyCHEH3UI0 OCAXKISHHOTO (hparmMeHTa
nepememuBaroT B TeueHue 30-40 mun mpu okosio 0°C, a 3arem pubTpyroT npu okoio 0°C.
ITonydeHHoe TBepAOE BEILIECTBO CyCceHaupyIoT B 3-5 06. H>O npu Temnepatype okoso 25°C,
nepemMemuBaroT 10-15 muH, a 3areM GuibTpyroT. [IpOMBIBKY OBTOPSIIOT €L1e pa3, U
MOJIy4E€HHOE TBEPAOE BELIECTBO cylaT npu okojo 40°C.

IIpumep 17: I'nGpuaHBIi :KUAKOCTHO-TBEPAO(AZHBIN NeNTHAHbIH CHHTE3
NMPOMEKYTOYHOI0 coefuHeHus 17

ITpomesxyrounoe coequnenue 17 (SEQ ID Ne: 23) unu ero papmaneBTudecku
MPUEMJIEMYIO COJIb MOXKHO CHUHTE3UPOBATh C MOMOINBI0 cTanaapTHoro SPPS. Bkpartue, SPPS
HPOBOJAT C UCTIONb30BaHUEM cMoJibl Fmoc-Aib-2-CTC-runpasun (ko3 uument 3arpysku 0,6-
0,9 MMOJB/T) B yCIIOBUSIX, YKa3aHHbIX Hike B Tabmuue 17.

Tabmuua 17: Ycenosus SPPS s Ipumepa 17.

Ycnosust SPPS
PactBOpuTens AN peakuuii
Hukn CHsiTHE 3alTUThI AMHHOKHCJIOTA coueranus. JIM®DA
1 2 x 20-30 muH Fmoc-L-GIn(Trt)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, k.T.
npoLeaypa KIMUPOBAHHUSI
2 2 x 20-30 muH Fmoc-/-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT
3 2 x 20-30 muH Fmoc-L-Lys(t- 1,5 AA/1,65 DIC/1,5 Oxyma
20% Pip/IMDA BuOOC-(CH2)15- 44, K.T.
COO-y-L-Glu-
AEEA)
4 2 x 20-30 muH Fmoc-L-Lys(Boc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, K.T.
5 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, K.T.
6 2 x 20-30 MuH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT.
7 3 x 20-30 muH Fmoc-L-2-Me-lle- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, k.T.
nponenypa K3MUpOBaHUS
8 3 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, k.T.
nponenypa K3MUPOBaHUS
9 2 x 20-30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-6 4, K.T.
10 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-6 4, K.T.
11 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 4-6 4, K.T.
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12 2 x 10 mun Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IMDA
13 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IMDA
14 2 x 10 muna Fmoc-L-Phe(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IMDA
15 2 x 10 muna Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,2 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IMDA
16 2 x 10 muna Boc-L-Tyr(t-Bu)- 1,5 AA/1,65 DIC/1,5 Oxyma
5% Oxyma/20% Aib-L-GIn(Trt)-Gly- 4-6 4, K.T.
Pip/IMDA OH

@parmMeHT Ha cMoie oaBepraroT Habyxauuto ¢ nomoupio JIXM (3 x 10 06.) ¢
UCTIONb30BaHNeM (prutbTpa-peakTopa. CMech Ui CHATHS 3alUThI TOTOBST MyTEM CMEIINBAHUS
10 06. T®K, 0,4 06. TIPS, 0,4 06. H,O u 0,3 06. ATT u nepeMeInBaroT 10 FTOMOT€HHOCTH.
Cmechb 100aBIISAIOT K CMOJIE U MOJYYEHHYIO CYCIIEH3UIO MIePEMEIINBAIOT B TEYEHUE 3 4 MPU K.T.
Cwmony ¢punbTpyroT 1 mpombiBatoT JIXM (2 X 3 00.). 3areM nosy4eHHbie QUIbTPATHI
O00BEANHSIOT U OXJAXAAIOT 10 okouo -10°C u meqmenHo nodasinsrot 75 06. MTBED.
[Monyuennyro cycneH3uo GuiabTpyroT u npombiBaroT 2 x 10 06. MTBED. Teepnoe BewiecTBo
CyLIaT B BAKYYMHOM cyiiuibHOM mkady (40°C) ¢ monyyeHrneM npoayKTa B BUAe Oeoro
TBEPIOTO BELIECTBA.

Heounmennslii ruapasun nenruga pactsopsitotT B 30 00. Oydepa uist TUrupoBaHust
(6ydep u3 6 M runpoxnopuna ryanuauda u 0,2 M ogHoocHoBHOTO Tunapodocdara natpus, pH
3,35) n oxnaxnaroT 10 okousio -15°C. K pactBopy runpasuna nodaeisitor 1 M pacTBop HUTpHUTA
Hatpwust (5,0-10,0 5KB.) U OCTAaBJISIOT IEpEMELTUBATHCS B TeueHre 10 MUH npu TeMreparype
okoJio -15°C. Yepes 10 MuH k nenTuaniIasuay, MNOJy4eHHOMY MPU OKUCJIEHUU TUApa3uia
nentuaa, 106asnstoT 2,2,2-tpudropatantron (20,0 sks., pH 7,0). pH peakmonHoi cmecu
10BOAAT 110 7,0 ¢ MOMOIIBIO 5 H. paCTBOpA r’MAPOKCUAA HaTpus. Tuonus nenruannasuaa
NPOBOJAT B TeUEHUE 1 4, a 3aTeM MOJIy4eHHbIH THO(UP MENTH/IA UCIIOIB3YIOT
HETIOCPEICTBEHHO B PEAKIIUH JIUTUPOBAHMS UJIH OYHUINAIOT C MMOMOIIBIO0 00paeHHO-()a30Boit

xpomarorpadpun. (cMm., Huang et al. (2014) Tetrahedron 70:2951-2955).

pumep 18: Teepaoda3ublii nenTHIAHBIN CHHTE3 NPOMEKYTOYHOIr0 coeauHenus: 18
ITpomesxyrounoe coenqunerne 18 (SEQ ID Ne: 24) unu ero papmaneBTudecku

MPUEMJIEMYIO COJIb MOXKHO CUHTE3UPOBaTh C noMolbio crasaaptHoro SPPS. Bkparune, SPPS
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NPOBOIST € MCIIOJIb30BaHIEM CMOJTbI 3ubepa (ko3 duuument 3arpy3ku 0,6-0,9 MMmonb/T) B

YCIIOBUSIX, YKA3aHHBIX HIke B Tabmmme 18.

Tabmmua 18: Yenosust SPPS s ITpumepa 18.

VYcnosus SPPS
PacTtBopurens s peakuuin

Lk CHsITHE 3aLIUThI AMHHOKHUCJIOTa coueranusi: MDA

1 2 x 30 MmuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, K.T.

2 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 64, K.T.

3 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

4 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.

3-4° B kauecTBe anbTepHATUBBI UCTIONB3YITE codeTanue numepa Fmoc-L-Pro-Pro-OH
BMECTO cTaauii 3 u 4

5 2 x 30 MuH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

6 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.

7 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/ MDA OH 44, K.T.

8 2 x 30 MuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT

9 2 x 30 MuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA 44, K.T.

10 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

11 2 x 30 MmuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.

10-11° | B kayecTBe anbTepHATUBEI UCIIONB3YiiTe coueTanne auMepa Fmoc-Gly-Gly-OH Bmecto
craguii 3 u 4

12 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,5 AA/2,5 PyBOP/5,0 TUTIDA
20% Pip/IM®A OH 44, K.T.

13 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.

14 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

15 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.

16 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.

17 2 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

18 2 x 20-30 muH Fmoc-L-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 4-8 4, K.T.

19 2 x 20-30 muH Fmoc-L-Cys(Trt)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.
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OrwmierieHnie W CHATHE 3AIIUTHL (PparMEHT Ha CMOJIE TOABEPraroT HAOYXaHUIO C
nomomeio JIXM (3 x 10 00.) ¢ ucrionpzoBanueM ¢puibTpa-peakropa. CMech I CHATHS 3aIUThI
rotoest nyteM cmemmBanus 10 00. TOK, 0,4 o6. TIPS, 0,4 o6. HO u 0,3 o6. ATT u
NePEMEIINBAIOT 1O TOMOreHHOCTH. CMech MOOaBISIIOT K CMOJIE M IOJIYUYEHHYIO CYCIEH3HIO
NepeMeInBaT B TeueHne 3 4 npu K.T. Cmony puibTpyroT u npomsiBaroT XM (2 x 3 00.).
3arem mojy4deHHbIe (QUIBTPATBl OOBEAUHSIOT U OXJIAXAAIT A0 Ookojo -10°C m menneHHO
nobasnsaoT 75 00. MTBD. Ilony4yeHHyro cycneH3ur0 (QUIBTPYIOT U HpoMbIBalOT 2 x 10 00.
MTBD. Teepaoe BemecTBO CymaT B BaKyyMHOM cymuiabHOM mkady (40°C) ¢ monydeHuem

NPOAYKTa B BujEe O€NOro TBEpAOro BEIeCTBa.

IIpumep 19: I'mOGpuaHbIi JKUAKOCTHO-TBEPAO(PAZHBIH NeNTHAHbIH CHHTE3
NMPOMEKYTOYHOI0 coeAuHenus 19

ITpomeskyrounoe coequnenue 19 (SEQ ID Ne: 25) unu ero hapmaneBTu4ecKu
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ romolisio cranaaptHoro SPPS. Bkpatie, SPPS
MPOBOIST ¢ UCTONb30BaHHEM cMOJibl Fmoc-L-Lys(t-BuOOC-(CH2)15-COO-y-L-Glu-AEEA)-
Lys-2-CTC-runpasun (kosddurment 3arpysku 0,6-0,9 MMONIB/T) B yCIOBUSX, YKA3aHHBIX HIXKE
B Tabnmue 19.

Tabnuua 19: Ycnosust SPPS mst [Tpumepa 19.

Ycnosust SPPS
PactBopuTens ans peakuuii
ukn CHsiTHE 3alTUThI AMMHOKUCJIOTA coueranusi: JIMDA

1 2 x 20-30 muH Fmoc-L-Lys(Boc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, K.T.

2 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT

3 2 x 20-30 MuH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA 44, KT

4 3 x 20-30 MuH Fmoc-L-2-Me-lle- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, k.T.

nponenypa K3MUpOBaHUS

5 3 x 20-30 MuH Fmoc-L-1le-OH 2,0 AA/2,2 DIC/2,0 Oxyma

20% Pip/IM®A 12-18 4, k.T.
nponenypa K3MUpOBaHUs

6 2 x 20-30 MuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-6 4, K.T.

7 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-6 4, K.T.

8 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-6 4, K.T.

9 2 x 10 mun Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.

Pip/ MDA
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10 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
11 2 x 10 mun Fmoc-L-Phe(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IMDA
12 2 x 10 muna Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,2 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
13 2 x 10 mun Boc-L-Tyr(t-Bu)- 1,5 AA/1,65 DIC/1,5 Oxyma
5% Oxyma/20% Aib-L-GIn(Trt)-Gly- 4-6 4, K.T.
Pip/AIM®DA OH

®parmMeHT Ha cMoJie moABepraroT Habyxanuro ¢ nomorursio XM (3 x 10 06.) ¢
UCTIONb30BaHNeEM GuibTpa-peakropa. CMech AJIsl CHATUS 3aIIUThI TOTOBAT IyTEM CMEIINBAHUS
10 06. T®K, 0,4 06. TIPS, 0,4 06. HO u 0,3 06. ATT u nepeMeInBarOT 10 TOMOT€HHOCTH.
Cmechb 100aBIISIIOT K CMOJIE U MOJYYEHHYIO CYCIIEH3UIO MePEMEIINBAI0T B TE€YEHHE 3 4 MPHU K.T.
Cwmony ¢punbTpyroT u mpombiBatoT JIXM (2 X 3 00.). 3areM nosy4eHHbie QUIbTPATHI
OOBEIUHAIOT U OXJNAXAAIOT 10 0KoJo -10°C u MeneHHo nobasnsror 75 06. MTED.
INonyuennyto cycnensuro GpuiabTpyroT u npomsiBaroT 2 X 10 06. MTBED. Teepnoe BemecTBo
CyIIAT B BAKYYMHOM CyIIniIbHOM Iukady (40°C) ¢ momydyeHneM npoaykra B Buae 6e1oro
TBEPJOTO BELIECTBA.

Heounmennslit ruapasun nenruna pactsopsitoT B 30 00. Oydepa uist TUrupoBaHust
(6ydep u3 6 M runpoxnopuna ryanuauda u 0,2 M ogHoocHoBHOTO Tunapodocdara natpusi, pH
3,35) u oxnaxnaroT 10 okosio -15°C. K pactBopy runpasuna nodasisitor 1 M pacTBop HUTpHTA
Hatpwust (5,0-10,0 5KB.) U OCTAaBJISIOT IEpEMELTUBATHCS B TeueHre 10 MUH npu TeMreparype
okoJio -15°C. Yepes 10 MuH k nenTuaAUNIa3uay, MOJy4EHHOMY MPU OKUCJIEHUU TUApa3Uia
nentuaa, 1006asnstoT 2,2, 2-tpudropatantron (20,0 sks., pH 7,0). pH peakmonHoi cmecu
10BOAAT 10 7,0 ¢ MOMOIIBIO 5 H. paCTBOPA r’MAPOKCUAA HaTpus. Tuonus nenruaniazuaa
NPOBOJAT B TeUeHUE | 4, a 3aTeM MOJTy4eHHbIH THO(UP MENTH/IA UCIIOIB3YIOT
HETOCPEICTBEHHO B PEAKIIUH JIUTUPOBAHMS WJIH OYHUINAIOT C MMOMOIIBIO0 00paeHHO-()a30Boit

xpomarorpaduu (cMm., Huang (2014)).

Mpumep 20: Teepaoda3Hblii nenTHIAHBINA CHHTE3 NPOMEKYTOYHOr0 coeauHenus: 20

ITpomesxyrounoe coenquHerne 20 (SEQ ID Ne: 26) unu ero papmaneBTudecKu
MpUEMJIEMYIO COJIb MOXKHO CUHTE3UPOBaTh C oMolbio cranaaptHoro SPPS. Bkparie, SPPS
NPOBOST € MCIIOJIb30BaHNEM CMOJTbI 3ubepa (ko3 uuument 3arpysku 0,6-0,9 MMonb/T) B
YCIIOBHSIX, YKa3aHHBIX HIke B Tabmuue 20.

Tabmmua 20: Yenosust SPPS s I[Tpumepa 20.
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VYcnosus SPPS
PacTtBoputens s peakuuin

Hukn CHsiTHE 3a1IUThI AMHMHOKHUCJIOTA coueranusi: JIMDA
1 2 x 30 MmuH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 44, K.T.
2 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.
3 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 64, K.T.
4 2 x 30 MmuH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 64, K.T.
3-4° B xaudecTBe anbTepHaTUBBI UCNONB3YITE coueTanue aumepa Fmoc-L-Pro-Pro-OH
BMECTO craauii 3 u 4
5 2 x 30 muH Fmoc-/L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4 4, K.T.
6 2 x 30 MmuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA 4 4, K.T.
7 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/ MDA OH 44, K.T.
8 2 x 30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/ IM®DA OH 44, K.T.
9 2 x 30 muH Fmoc-L-Pro-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA 44, K.T.
10 2 x 30 MuH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT
11 2 x 30 muH Fmoc-Gly-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, K.T.
10-11° | B kayecTBe anbTepHATUBBI UCTIONB3YiiTe coueTanune auMepa Fmoc-Gly-Gly-OH Bmecto
craguii 3 u 4
12 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,5 AA/2,5 PyBOP/5,0 TUTIDA
20% Pip/IM®A OH 44, K.T.
13 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.
14 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.
15 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4y, K.T.
16 2 x 20-30 muH Fmoc-L-Glu(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 4-8 4, K.T.
17 2 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.
18 2 x 20-30 muH Fmoc-L-Phe-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.
19 2 x 20-30 muH Fmoc-L-Ala-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.
20 3 x 20-30 muH Fmoc-Aib-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 8-12 4, k.T.
MPOLEYPa KIMMUPOBAHHSI
21 3 x 20-30 muH Fmoc-L-GIn(Trt)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 12-18 4, K.T.

NpoLeAypa K3MUPOBAHMUSI
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22 2 x 20-30 muH Fmoc-L-Cys(Trt)- AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®PA OH 4-8 4, K.T.

OruieryieHne U CHATHE 3aIUTHI: (PpPAarMEeHT Ha CMOJIE€ IOJBEPTal0T HAOYXAHUIO C
nomomeio JIXM (3 x 10 00.) ¢ ucnonb3oBanueM puibTpa-peakropa. CMech st CHATHS 3AIUTHI
rotoest myteMm cmemuBanus 10 06. TOK, 0,4 06. TIPS, 0,4 06. HO u 0,3 06. ATT u
NePEMELINBAIOT 1O TOMOTeHHOCTH. CMech TOOABIIAIOT K CMOJIE U TIOJYYEHHYIO CYCIIEH3UIO
NepeMeIInBalOT B TeueHue 3 4 npu K.T. Cmony GuibTpyroT u npomeiBaroT XM (2 % 3 00.).
3arem nosyueHHble (QHIBTPAThl OOBEIUHSIOT U OXJIAXKAAIOT 10 0K0JIo -10°C 1 MenyieHHO
nobasnsatoT 75 00. MTBED. Ilony4yeHHyto cycrnieH3uo GUIbTPYIOT U MpoMbIBaroT 2 x 10 00.
MTBD. TBepnoe BemecTBo cyuiat B BakyyMHOM cymuibHOM mikady (40 °C) ¢ monyueHuem

NPOAYKTA B BUjE O€NOoro TBEpAOro BEIIeCTBa.

IIpumep 21: I'nOpuAHBII KHAKOCTHO-TBePA0(PA3HBIN MEeNTHIHBIH CHHTE3
NMPOMEKYTOYHOI0 coeanHeHus 21

IMpomeskyrounoe coequnenue 21 (SEQ ID Ne: 27) unu ero hapmaneBTu4ecKu
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ nomolnsio cranaapTHoro SPPS. Bkpatie, SPPS
MPOBOIAT ¢ HCToNb3oBaHHEeM cMoJibl Fmoc-Lys(Boc)-2-CTC-ruapasun (ko3 PUIHEeHT 3arpy3Ku

0,6-0,9 MMOJIB/T) B YCJIOBUSIX, YKa3aHHBIX HIke B Tabmure 21.
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Tabmuua 21: Yenosust SPPS s ITpumepa 21.

VYcnosus SPPS
PacTtBopurens ais peakuuin
ukn CHsiTHE 3a11UThI AMMHOKHUCJIOTA coueranus: JIMDA
1 2 x 20-30 muH Fmoc-L-Lys(PhAc)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT.
2 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 44, KT.
3 2 x 20-30 muH Fmoc-L-Leu-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 44, KT.
4 3 x 20-30 muH Fmoc-L-2-Me-Ile- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A OH 12-18 4, k.T.
NpOoLEeyPa KIMUPOBAHHMS
5 3 x 20-30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, k.T.
IpOLIEyPa KIMUPOBAHHUS
6 2 x 20-30 muH Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMPA OH 4-6 4, K.T.
7 2 x 20-30 muH Fmoc-L-Tyr(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 4-6 4, K.T.
8 2 x 20-30 muH Fmoc-L-Asp(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®DA OH 4-6 4, K.T.
9 2 x 10 mun Fmoc-L-Ser(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®A
10 2 x 10 mun Fmoc-L-Thr(t-Bu)- | 2,0 AA/2,2 DIC/ 2,0 Oxyma, 4-6 u,
5% Oxyma/20% OH K.T.
Pip/IM®DA
11 2 x 10 mun Fmoc-L-Phe(t-Bu)- 2,0 AA/2,2 DIC/2,0 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
12 2 x 10 mun Fmoc-L-Thr(t-Bu)- 2,0 AA/2,2 DIC/2,2 Oxyma
5% Oxyma/20% OH 4-6 4, K.T.
Pip/IM®DA
13 2 x 10 mun Boc-L-Tyr(t-Bu)- 1,5 AA/1,65 DIC/1,5 Oxyma
5% Oxyma/20% Aib-L-GIn(Trt)-Gly- 4-6 4, K.T.
Pip/IMDA OH

®parmMeHT Ha cMoJie moABepraroT Habyxanuro ¢ nmomonrsio JIXM (3 x 10 06.) ¢
UCTIONIb30BaHUEM (UibTpa-peakTopa. CMech ISt CHATHS 3aIIUThI TOTOBAT MyTEM CMEIINBAHUS
10 06. T®K, 0,4 06. TIPS, 0,4 06. H>O u 0,3 06. ATT u nepeMemnBarOT 10 TOMOT€HHOCTH.
Cwmech 100aBISIOT K CMOJIE U TIOJYYEHHYIO CYCIIEH3UI0 MEPEMEIINBAIOT B TEYEHUE 3 U IPHU K.T.
Cwmony ¢unerpyroT 1 mpomeiBaroT JAXM (2 x 3 00.). 3areM noiy4eHHbIe GUIBTPATHI
OOBEIUHSIOT U OXJIAXKIAIOT 10 okouio -10°C u memnenHo nobasisioT 75 06. MTBED.
INonyuyennyro cycneH3nro GpuiabTpyroT U npombiBaroT 2 X 10 06. MTBD. Teepnoe BeriecTBo
CyIIaT B BAKYYMHOM cyIuibHOM mkady (40°C) ¢ monyueHreM npoayKTa B BUAE Oeoro

TBEPAOro BEIICCTBA.
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Heounmennstit ruppasun nentuna pactsopsiroT B 30 00. Oydepa it TUrupoBaHust
(6ydep 3 6 M ruppoxnopuna ryanuanaa u 0,2 M ogaoocHOBHOTO TUapodocdara Hatpus, pH
3,35) m oxmaxnaroT 1o okouio -15°C. K pactBopy runpasuna nodaemnsitor 1 M pacTBop HUTpHTA
Hatpust (5,0-10,0 3KB.) U OCTAaBISIOT NEpEMELINBATHCS B TeueHHe 10 MUH pu TeMreparype
okoJio -15°C. Yepe3 10 MuH k nentuanunasuay, NOoJy4eHHOMY MPU OKUCJIEHUU THApa3uia
nentuaa, 1odasnsatoT 2,2,2-tpudropatantron (20,0 sks., pH 7,0). pH peakinonHoii cmecu
10BOIAT 10 7,0 ¢ MOMOIUBIO 5 H. paCTBOPA rMAPOKCUAA HaTpus. Tuonus nenruannasuaa
NPOBOZAT B TeueHHUe | 4, a 3aTeM Mosy4yeHHbIH THO3(UP NMENTH/IA UCIIONB3YIOT
HETIOCPEICTBEHHO B PEAKIUH JIUTUPOBAHMS UM OYHUINAIOT C MTOMOINBI0 00paleHHO-()a30Boi

xpomarorpaduu (cMm., Huang (2014)).

IIpumep 22: TeepaogasHblii neNTHAHBIH CHHTE3 NPOMEKYTOYHOI0 COeIHHEeHHs 22

ITpomeskyrounoe coequnenue 22 (SEQ ID Ne: 28) unu ero hapmaneBTu4ecKu
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ romolisio cranaaptHoro SPPS. Bkpatie, SPPS
HPOBOIAT ¢ Hconb3oBaHreM cMoibl Fmoc-Gly-2-CTC (xoadduument 3arpysku 0,6-0,9
MMOJIB/T) B YCIIOBUSIX, YKa3aHHbIX HIke B Tabmuue 22.

Tabnuma 22: Venosus SPPS nns [Ipumepa 22.

Ycnosus SPPS
PactBopuTens asis peakuuii
Hukn CHsiTHe 3al1UThI AMMHOKUCJIOTA coueranust: JIMDA
1 2 x 30 muH Fmoc-L-GIn(Trt)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 6-9 4, K.T.
2 2 x 30 MuH Fmoc-L-Aib-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 4-8 4, K.T.
3 2 x 30 muH Boc-L-Tyr(Boc)-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IM®A 12-18 4, K.T.

Orwmernnenue u cHsaTHe 3amUThl: TeTpamep Ha cmosie CTC moasepraroT HaOyXaHUIO ¢
ucnoap3oBanueM JIXM (5-10 06.) B Tedenue 2 x 30 muH. B peakTop 3arpyskarot 3,5 00. 1%
TOK/JIXM ¥ NONyU4EeHHYIO CYCIIEH3UI0 CMOJIBI TEPeMEINBa0T B TeueHne 10-15 MuH B
armocdepe a3oTa, oAepKUBasi TeMrepaTypy okoso 25°C. @uibTpaT yAaISIOT U HEMEIJIEHHO
HEUTPaTN3YIOT MeJICHHbIM To0aByieHrneM 1,05 3KBHBaJIEHTHOTO KOJTMYECTBA MTUPHUIUHA.
O6padotky cmomnsl 1% T®K/JIXM ¢ nocnenyroiiei Helitpanusanueil puiabTpara moBTOPSIIOT
eie yetbipe pasa. Cmony npomsiBaroT 3,5 00. JIXM u nepememubarot B Tederne 5-10 muH. Bee
(uIbTpaThI U TPOMBIBHBIE BOABI OOBEANHSIOT. PacTBOp (hparMeHTa KOHLEHTPUPYIOT MOA
BakyyMoM 110 1,5 00., monnep:kusas temnepatypy < 35°C. K pactBopy nobasmsirot 5 06. [IPAc u
ocratounble pactBoputenu IPAc/JIXM ynansroT B Bakyyme 10 1,5 00., mopnepxusast

temneparypy < 40°C. Jlo6asnenue 5 06. IPAc 1 meperoHky mog BaKyyMOM IOBTOPSIFOT, YTOOBI
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NOJIY4HTh 3,5 00. KOHEYHOTO pacTBopa pparMeHTa. ITOT pacTBOP 3aTEM MPOMBIBAOT 3 % 2 00.
5,0%-oro pacteopa NaCl, a 3arem ynassirot IPAc 1o 1,5 00. mpu NOHMKEHHOM JaBJICHUH,
nogaep:kuBast remmepatypy rnpu < 40°C. K pacreopy npu 40°C nobasisirot 4-5 00. renraHa.
3aTeM TeMIepaTypy CHIKAIOT A0 okosio 15°C U nojy4eHHy0 CyCHeH3UI0 EPEMELINBAIOT B
teuenue 30 muH. PactBopurenn IPAc/rentan ynansior 1o 3,5 00. npu MOHMKEHHOM JJaBJICHUH,
noaaep:kuBas Temnepatypy npu < 40°C. 3arpy3ky rentrasa U neperoHKy NOBTOPSIIOT, U
MOJYYEHHYIO CYCIIEH3MI0 OCAXKIEHHOTO (PparMeHTa OXJIAXKIAT 10 0KoJio 20°C, GuibTpyroT,

MPOMBIBAIOT 2 00. renTaHa, U MoJlydeHHOE TBEPI0e BEIIEeCTBO cymat rnmpu okojo 35°C.

IIpumep 23: TeepaodasHbii NeNTHAHBIA CHHTE3 MPOMEKYTOYHOI0 COEAUHEHHS 23

H O
Fmoc—I—N . L-OH

N
N

Me

ITpomesxyTouHoe coennHenne 23( mé Me

) wnu ero (papmaneBTHYECKU
NPUEMIIEMYIO COJIb MOXKHO CUHTE3UPOBaTh ¢ nomolsio cranaaptHoro SPPS. Bkpatie, SPPS
IPOBOIAT € Hctoab3oBaHreM cModbl Fmoc-Leu-2-CTC (koa¢hduument 3arpysku 0,6-0,9
MMOJIb/T) B YCJIOBUSIX, YKa3aHHBIX HUXke B Tabmuue 23.

Tabnuua 23: Ycnosust SPPS mst [Tpumepa 23.

Huxn CHsiTHe 3a1IUThI AMMHOKUCIIOTA Ycnosust SPPS
PactBopuTens ans peakuuii
coueranusi: JIMDA

1 2 x 30 muH Fmoc-L-2-Me-Leu- 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA OH 6-9 4, K.T.

2 2 x 30 muH Fmoc-L-Ile-OH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 16-18 4, K.T.

Orwernnenue u cHsTHe 3amUThl: TeTpamep Ha cmosie CTC moasepraroT HAOyXaHUIO ¢
ucnoas3oBanueM JIXM (5-10 06.) B Tedenue 2 x 30 muH. B peakTop 3arpyskatot 3,5 06. 1%
TOK/IXM 1 NONy4EeHHYIO CYCIIEH3UIO CMOJIBI TEPeMEIIHBa0T B TeueHne 10-15 MuH B
armocdepe a30Ta, NoAepKUBasi TeMrepaTypy okoso 25°C. @uibTpaT yAaISIOT U HEMENJIEHHO
HEUTPATH3YIOT MeJICHHbIM To0aByieHreM 1,05 3KBHBaJIEHTHOTO KOJIMYECTBA MTUPHUIUHA.
O6padotky cmomnsl 1% T®K/JIXM ¢ nocneayroiei HelTpanusanueil puiabrpara moBTOPSIIOT
eie yetbipe pasa. Cmony npomsiBaroT 3,5 00. JIXM u nepememubarot B Tederne 5-10 muH. Bee
(uIbTpaThI U TPOMBIBHBIE BOABI OOBEANHSIOT. PacTBOp (pparMeHTa KOHLUEHTPUPYIOT MOA
BakyyMoM 110 1,5 00., monnep:kusas temnepatypy < 35°C. K pactBopy nobasisirot 5 06. [IPAc u
ocrarounble pactBoputenu IPAc/JIXM ynansroT B Bakyyme 10 1,5 00., mopnepxusast
temneparypy < 40°C. Jlo6asnenue 5 06. IPAc 1 meperoHky nog BaKyyMOM ITOBTOPSIFOT, YTOOBI

NOJIY4HTh 3,5 00. KOHEYHOTO pacTBopa (pparMeHTa. ITOT PacTBOP 3aTEM MPOMBIBAOT 3 % 2 00.
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5,0%-oro pacteopa NaCl u ynansirot IPAc o 1,5 06. npu MOHMKEHHOM JTaBJICHUH,
nogaep:kuBast remmepatypy rnpu < 40°C. K pactsopy npu okosio 40°C nobasmsitot 4-5 00.
rernraHa. 3aTeM TeMIIepaTypy CHIXKAIOT 10 O0KoJo 15°C U MonydeHHYI0 CyCIIeH3HIO
nepememnBaroT B TeueHue 30 muH. PactBopurenu IPAc/rentan ypanstot 1o 3,5 06. mpu
MOHUKEHHOM JaBJIEHUH, oAAepkuBas Temnepatypy npu < 40°C. 3arpy3ky renrasa u
NEPETOHKY MOBTOPSIIOT, MOJYYEHHYIO CYCIEH3HI0 OCAKASHHOTO (pparMeHTa OXJIaskaaroT A0
okoJio 20°C, GUNbTPYIOT U MPOMBIBAIOT 2 00. TeNTaHa, | MOJIyYeHHOE TBEPAOE BEIIECTBO CYyIIaT

npu okouso 35°C.

IIpumep 24: ’Knakodga3Hblii NenTHAHBII CHHTE3 NPOMEKYTOYHOI0 COeAUHeHus1 24

H O
Fmoc—I—N\<LOH
Me
M Me
ITpomexxyrounoe coequHeHue 24 ( € ) win ero GapmMarieBTUIeCKH
NPUEMIIEMYIO COJIb MOKHO CHHTE3UpoBaTh couetanueM H-L-2-Me-Leu u Fmoc-L-Ile-OH ¢
UCTIOJIb30BAaHMEM CTAHIAPTHOM XMMHU COYETaHHsI B PACTBOPE ¢ Mocienyroineii oopaboTkoii u

BBIICJICHUEM.

IIpumep 25: TBepaoda3Hbiii nenTHAHBIH CHHTE3 (PparMeHTa KHPHON KHCJIOTHI
(Coennnenne 25)

Coenunenune 25

O = H

@]
t-Bu_O\[(\/\/\/\/\/\/\/\/\)J\”/\/\IrN\/\O/\/O\)]\OH
0]

( o )

WK ero (papMaLeBTHUECKH MPUEMIIEMYIO COJIb MOKHO CHHTE3UPOBATH C TIOMOLIBEO
craupaptaoro SPPS. Bkparue, SPPS nposoast ¢ ucnonszoBanrem cmoibsl Fmoc-PEG-2-CTC
(xoadpdunment 3arpysku 0,6-1,1 MMOJIB/T) B YCIIOBHSIX, YKa3aHHBIX HIDKE B Tabmmme 24.

Tabmuua 24: Ycnosust SPPS s [Tpumepa 25.

VYcnosust SPPS
PacTtBopurens ais peakuui

Hukn CHsiTHE 3alIUThI AMMHOKHUCJIOTA coueranus: JIMDA
1 2 x 20-30 muH Fmoc-y-Glu-Ot-Bu 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA 44, K.T.
2 2 x 20-30 muH 2,0 AA/2,2 DIC/2,0 Oxyma
20% Pip/IMDA t-BuOOC-(CH2)13- 44, K.T.

COO
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IIpumep 26: I'mOpuaHbIi JKHAKOCTHO-TBepA0(A3HBIH CHHTE3 AHAJIOra MHKPeTHHA
U3 YeThbIpex MPOMeKYTOUHBIX COeJHHEHHI MOCPeICTBOM XHMHYECKOH KOHBIOTAlMH

ITpoTtokon coueranus: aHanor nakperrHa SEQ ID Ne: 6 MmoxkeT ObITh MONMy4eH MyTeM
coueranust SEQ ID Ne: 7, 8, 9 u 10 ¢ momomero HLSPS. Bkparue, pacrsop SEQ ID Ne: 7 (1,05-
1,30 mmonb) u pactBop SEQ ID Ne: 8 (1,00 mmonp) B 30-40 06. IMCO/ACN (70:30)
NOABEPraroT codeTaHuto ¢ ucnoibp3zoBanreM pearenra PyBOP, HATU umn PyOXim (1,30—
2,00 mmonb) u JIUDA (4,00-5,00 mmoinb) nipu K.T. CMeCh epeMeInnBaroT NP K.T. B TEUEHHUE 2-
4 4. 3arem nodasisiroT 10 3kxB. JIDA u cmech nepemernnBaroT B TeueHne 4 4. Cmeck racst 20 00.
15-20%-oro pacTBOpa XJ0pHaa HaTpHs, 3aTeM A00aBIsAIOT eme 10 00. BOABI U MepeMELINBaIOT B
teyenue 10 muH. [Tony4deHHy0 cycrnieH3u0 QUIBTPYIOT U TBEPOE BEIECTBO IPOMBIBAIOT 3 X
10 00. Boxbl. TBepmoe BEIIECTBO CyIIAT B BAKYYMHOM CymuiabHOM Mmkady (40°C) ¢ monydueHueM
NPONyKTa B BUAE OEIOro TBEPOrO BEIIECTBA.

3arem pacteop cesizanHoro SEQ ID Ne: 7+8 (1,00 mmoub) u pactBop SEQ ID Ne: 9
(1,05-1,30 mmoib) B 30-40 06. IMCO/ACN (70:30) monBepraroT COUETAHHIO C
ucnonbzoBanueM pearenra PyBOP, HATU wnu PyOXim (1,30-2,00 mmons) u JIUDA (4,00-
5,00 mmonb) npu K.T. CMech epeMeInBaoT MpU K.T. B TeueHue 2-4 4. 3arem nodasnstot 10
5kB. JIDA u cmech nepememnBaroT B TeueHue 2-4 4. Cmech racst 20 00. 15-20%-oro pactsopa
XJIOpHIa HATpus, 3aTeM n00aBisitoT ete 10 00. BOIbI U MepeMeInBatoT B TedeHre 10 MuH.
[MonyyeHHYIO CYyCHEH3HIO (PUIBTPYIOT U TBEPAOE BELIECTBO MPOMBIBAIOT 3 % 10 00. BOABL
Teepaoe BelecTBo CyIaT B BAKYYMHOM CyIIWIbHOM mkady (40°C) ¢ monyyeHrneM npoayKTa B
Bujie 0€JI0ro TBEpAOro BEeIECTBA.

3arem pactBop cBsizanHoro SEQ ID Ne: 7+8+9 (1,00 mmonb) u pactBop SEQ ID Ne: 10
(1,20-1,30 mmoub) B 30-40 06. AIMCO/ACN (70:30) nmogsepraroT COUYETAHUIO C
ucnonb3oBanueM peareata PyBOP, HATU wnu PyOXim (1,50-2,00 mmons) u JIUDA (4,00—
5,00 mmonp) ipu k.T. CMeCh NepeMeITnBaroT NpH K.T. B Tederne 3-4 4. Cmeck racsr 20 06. 15-
20%-0ro pacTBOpa XJIOpUAA HATPUS, a 3aTeM N00aBsttoT eme 10 00. BOABI U MepeMeLInBaoT B
teyenue 10 muH. [Tony4eHHYIO CyCIeH3HI0 QUIBTPYIOT U TBEPIOE BEIIECTBO MPOMBIBAIOT 3 % 10
00. Bozbl. TBepAOE BEIECTBO CyLIAT B BAKYYMHOM cyurmiibHOM 1kady (40°C) ¢ monyueHuem
NPOIYKTa B BUAE OEOro TBEPIOrO BEIIECTBA.

OO1iee CHATHE 3aIIUTHI: CMECH JUISL CHATHS 3aLUThI TOTOBST IMyTeM cMmemmBanus 10 00.
T®DK, 2 06. IXM, 0,4 06. TIPS, 0,4 06. H2O u 0,3 macc. 06. ITT u nepememinBaroT 10
roMoreHHoctu. Cmech OXJIaKAar0T 10 okono 15°C, a 3aTemM no0aBIIsrOT TBEPABIN CBSI3aHHBIHI
SEQ ID Ne: 7+8+9+10, nonyueHHy0 peakLIMOHHYIO CMECh HAarpeBaroT 70 K.T. U MIepEeMEIINBaIOT
B TeueHue 3 1 rpu K.T. CMech oxyaxaaroT 10 okoio -10°C u mennenHo nobasnstoT 75 00.

MTBED. [TonyueHHy0 cycreH3uto GuibTpyroT U mpoMbiBaroT 2 X 10 06. MTBD. Teepnoe
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BEIECTBO CYLIAT B BAKyyMHOM cyinibHOM 1mkady (40°C) ¢ monyuennem npoaykra SEQ ID Ne:

6 B Buze Oeoro TBepIOro BEIIeCTRaA.

Ipumep 27: I'nOpuaHbIi )KHAKOCTHO-TBepAO(A3ZHBIH CHHTE3 AHAJIOra HHKPeTHHA
U3 YeTbIpex NPOMeKYTOUYHBIX COeJHHEHHI MOCPeICTBOM XHMHYECKOH KOHBIOTAlMH

B nannom ciydae ananor unkpetusa SEQ ID Ne: 6 nonyuarot nmyrem coueranus SEQ ID
Ne: 7,11, 12 u 10 nocpencTBOM KOHBEPreHTHOro TBepaodasHoro nentuaHoro cuaresa (CSPPS),

IO CYIIECTBY, kKak onucaHo B [Ipumepe 26 nns coueranust SEQ ID Ne: 7, 8,9 u 10.

IIpumep 28: I'mOpuaHbIi JKHAKOCTHO-TBEPAO(AZHBIH CHHTE3 AHAJIOra HHKPeTHHA
U3 YeThbIpex MPOMeKYTOUYHBIX (PparMeHTOB NOCPEACTBOM XUMHUYECKOH KOHbIOTALHHU

B nannom ciyvae ananor unkperusa SEQ ID Ne: 6 nonyuarot nmyrem coueranust SEQ ID
Ne: 7,13, 14 n 10 nocpencrtsom CSPPS, no cymiectsy, kak onucano B [Ipumepe 26 st

couetanust SEQ ID Ne: 7, 8,9 u 10.

Ipumep 29: 'nOpuAHBII KHAKOCTHO-TBEPA0(PA3HBIN CHHTE3 AHAJIOra HHKPEeTHHA
U3 TPeX NPOMEKYTOYHBIX (JPArMEeHTOB NOCPEACTBOM XHMHYECKOH KOHbIOTAllHH

Ananor uakperraa SEQ ID Ne: 6 moxer ObITh mosyueH nmytem coderanust SEQ ID Ne: 7,
13 u 15 nocpencreom CSPPS. Bxparue, pacrsop SEQ ID Ne: 7 (1,05-1,30 MmMoJIb) U pacTBOp
SEQ ID Ne: 13 (1,00 mmonb) B 30-40 06. IMCO/ACN (70:30) mogsepraroT COYETAHHIO C
ucnonb3oBanueM peareara PyBOP, HATU wiu PyOXim (1,30-2,00 mmone) u JIUDA (4,00-
5,00 mmoitp) ipu k.T. CMeCh MepeMEIInBarOT MPH K.T. B TedeHue 2-4 4. 3atem nodassiror 10
3kB. [I9A u cMech nepememnnBaroT B TedeHne 4 4. Cmeck racsat 20 06. 15-20%-oro pacteopa
XJIOpUIA HATpUs, a 3aTeM n00aBIsitoT emte 10 00. BOAbI U mepeMeImuBaroT B TedeHre 10 MuH.
[NonyyeHHYIO CYCHIEH3HIO (PHIBTPYIOT U TBEPAOE BELIECTBO MPOMBIBAIOT 3 X 10 00. BOABL
Teepaoe BelecTBo CyIaT B BAKYYMHOM CyIIWiIbHOM mkady (40°C) ¢ momyyeHrneM npoayKTa B
Bujie 6€JI0ro TBEPAOro BEIECTBA.

3arem pactBop cBsizanHoro SEQ ID Ne: 7+13 (1,00 mmonb) u pactsop SEQ ID Ne: 15
(1,20-1,30 mmoub) B 30-40 06. IMCO/ACN (70:30) mogsepraroT COUYETAHUIO C
ucnionb3oBanueM peareata PyBOP, HATU wnu PyOXim (1,50-2,00 mmons) u DA (4,00—
5,00 mmonp) ipu k.T. CMeCh epEeMEIINBAIOT MPH K.T. B TedeHue 2-4 4. 3aTtem nodasisiror 10
3kB. IDA u cMech nepememnnBaioT B Tedenne 2-4 4. Cmeck racsar 20 00. 15-20%-oro pacteopa
XJIOpUIA HATPUs, a 3aTeM no0aBIstoT emie 10 00. BOAbI U mepeMeInuBaroT B TedeHrne 10 MuH.

Iony4yeHHYIO CYCHEH3HMIO (PUIBTPYIOT U TBEPOE BELIECTBO MPOMBIBAIOT 3 X 10 00. BOABL
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Teepmoe BewecTBo CylaT B BAKYYMHOM CyIIiIbHOM mkady (40°C) ¢ momyueHneM npoayKTa B
BHJIe OEJIOro TBEPIOTO BEIECTBA.

OO1iee CHATHE 3aIIUTHI: CMECH JUISL CHATHS 3aLUThI TOTOBST IMyTeM cMmemmBanus 10 00.
T®DK, 2 06. IXM, 0,4 06. TIPS, 0,4 06. H2O u 0,3 macc. 06. ITT u nepememinBaroT 10
roMoreHHoctu. Cmech OXJIaxaaroT 10 okono 15°C, a 3aTemM n00aBIIsAIOT TBEPABIN CBSI3aHHBIH
SEQ ID Ne: 7+13+15, nosiyueHHy0 peakLIMOHHYIO CMECh HAarpeBaroT 10 K.T. ¥ IEPEMEIINBAIOT B
TedeHue 3 4 npu K.T. CMech oxnaxaaroT 10 okojo -10°C u meaneHHo nobasisiroT 75 00. MTBD.
Ionyuennyro cycnen3no GpuiabTpyroT u npomMbiBaroT 2 X 10 06. MTBD. Teepnoe BeriecTBo
CylIaT B BaKyyMHOM cyiuiabHOM mkady (40 °C) ¢ nonyduenuem npoaykra SEQ 6 B Bune Oenoro

TBEPAOro BEIICCTBA.

IIpumep 30: I'mOpuaHbIi JKHAKOCTHO-TBEPAO(AZHBIH CHHTE3 AHAJIOra HHKPeTHHA
U3 TPeX NPOMEKYTOYHBIX (JPArMeHTOB NOCPEACTBOM XHMHYECKOH KOHbIOTAllHH

Ananor unkperuna SEQ ID Ne: 6 moxer ObiTh mony4en nytem coueranus SEQ ID Ne:
16, 9 u 10 nocpencreom CSPPS. Bxpartue, pactsop SEQ ID Ne: 16 (1,00 mmons) u pactsop SEQ
ID Ne: 9 (1,05-1,30 mmonb) B 30-40 06. IMCO/ACN (70:30) nogsepraroT COUETAHUIO C
ucnonb3oBanueM peareara PyBOP, HATU wnu PyOXim (1,30-2,00 mmons) u JIUDA (4,00-
5,00 mmonp) ipu k.T. CMech NepeMeInnBaroT MpH K.T. B TedeHue 3-4 4. Cmeck racsrt 20 06. 15-
20%-0ro pacTBOpa XJIOPUAA HATPUS, a 3aTeM n00aBsitoT eme 10 00. BOAbI U MepeMeLIHBaoT B
tedenue 10 muH. [Tony4yeHHYO CyCrieH3H0 QUIBTPYIOT U TBEPOE BEIIECTBO MPOMBIBAIOT 3 X
10 06. Bonbl. TBepaoe BeImecTBo Cymar B BaKyyMHOM CcyiimibHOM 1mkady (40°C) ¢ monyueHuem
NPOIYKTa B BUAE OEIOro TBEPAOTO BEIIECTBA.

3arem pactBop cBsizanHoro SEQ ID Ne: 16+9 (1,00 mmounb) u pactop SEQ ID Ne: 10
(1,20-1,30 mmoub) B 30-40 06. AIMCO/ACN (70:30) mogsepraroT COUYETAHUIO C
ucnonb3oBanueM peareara PyBOP, HATU wnu PyOXim (1,50-2,00 mmons) u DA (4,00—
5,00 mmoip) ipu k.T. CMeCh epeMEIINBAIOT MPH K.T. B TedeHue 2-4 4. 3atem nodassiror 10
3kB. I9A u cMech nepememnnBaroT B TeueHne 2-4 4. Cmeck racsar 20 00. 15-20%-oro pacteopa
XJIOpUIA HATPUs, a 3aTeM no0aBisitoT eme 10 00. BoAbI U mepemMeinuBaroT B TedeHne 10 MuH.
[NonyuyeHHYIO CYCHEH3HMIO (PHIBTPYIOT U TBEPIOE BELIECTBO MPOMBIBAIOT 3 X 10 00. BOABL
Teepmoe BemecTBo CyIaT B BAKYYMHOM CyIIWIbHOM mkady (40°C) ¢ momyyeHneM NpoayKTa B
BUjie OEJI0ro TBEPAOro BEIECTBA.

OO1iee CHATHE 3aIIUTHI: CMECH JUISI CHSTHS 3aLUThI TOTOBST IMyTeM cMmemmBanus 10 00.
T®DK, 2 06. IXM, 0,4 06. TIPS, 0,4 06. H2O u 0,3 macc. 06. ITT u nepememiuBaroT 10
roMoreHHoctu. Cmech OXJIaxaaroT 10 okono 15°C, a 3aTemM no0aBIIsrOT TBEPABIN CBSI3aHHBIHN

SEQ ID Ne: 16+9+10, nosyueHHY0 peakLIMOHHYIO CMECh HarpeBaroT 0 K.T. ¥ ePEMEIINBAIOT B
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TedeHue 3 1 npu K.T. CMech oxnaxaarT 10 okojo -10°C u meaneHHo nobasisiroT 75 060. MTBD.
INonyuennyro cycneH3no GpuiabTpyroT U npomMbiBaroT 2 X 10 06. MTBD. Teepnoe BeriecTBo
CylIaT B BAKyyMHOM cyimmibHOM 1mkady (40°C) ¢ monyuenuem npoaykra SEQ 6 B Buzne 6enoro

TBEPAOro BEIICCTBA.

IIpumep 31: I'nOpuaHbIi )KHAKOCTHO-TBEPAO(A3ZHBIH CHHTE3 AHAJIOra HHKPeTHHA
U3 TPeX NPOMeKYTOYHBIX )pAarMeHTOB NOCPEACTBOM XHMHYECKOH KOHbIOTALIHH

B nannom ciyvae ananor uakpetusa SEQ ID Ne: 6 nonyuarot nyrem coueranust SEQ ID
Ne: 18, 12 u 10 nocpenctsom CSPPS, no cymectsy, kak onucano B IIpumepe 30 ansa coueranus

SEQ ID Ne: 16,9 u 10.

IIpumep 32: I'mOpuaHbIi JKHAKOCTHO-TBEPAO(AZHBIH CHHTE3 AHAJIOra HHKPeTHHA
M3 ABYX NPOMEKYTOYHBIX (DPArMeHTOB NMOCPEACTBOM XHMHYECKOH KOHBIOTALHHU

Ananor unkperuna SEQ ID Ne: 6 moxer ObiTh mony4en nytem coueranus SEQ ID Ne:
19 u 15 nocpencrsom CSPPS. Bxparue, pactsop SEQ ID Ne: 18 (1,00 mmors) u pactsop SEQ
ID Ne: 15 (1,20-1,30 mmoub) B 30-40 06. IMCO/ACN (70:30) moaBepraroT COYETAHUIO C
ucnonb3oBanueM peareara PyBOP, HATU wnu PyOXim (1,50-2,00 mmons) u IUDA (4,00-
5,00 mmontp) ipu k.T. CMech NepeMeInnBaroT NpH K.T. B TedeHue 2-4 4. Cmeck racsrt 20 06. 15-
20%-0ro pacTBOpa XJIOPUAA HATPUs, a 3aTeM n00aBsitoT eme 10 00. BOAbI U MepeMeLInBaoT B
tedenue 10 muH. [Tony4yeHHYIO CyCieH3HI0 QUIBTPYIOT U TBEPIOE BEIIECTBO MPOMBIBAIOT 3 % 10
00. Bozbl. TBepAOE BEIECTBO CyLIAT B BAKYYMHOM cyuriiibHOM 1kady (40°C) ¢ monyueHuem
NPOIYKTa B BUAE OEIOro TBEPAOTO BEIIECTBA.

OO1iee CHSITHE 3aIUTBI: CMECH JUISL CHATHS 3aLUThI TOTOBST MyTeM cMmerrBanus 10 00.
T®DK, 2 06. IXM, 0,4 06. TIPS, 0,4 06. H,O u 0,3 macc. 06. ITT u nepememiuBaroT 10
roMoreHHoctu. Cmech OXJIakaaroT 10 okoso 15°C, a 3aTemM no0aBIIsIOT TBEPABIN CBSI3AHHBIHN
SEQ ID Ne: 19+15, nonydeHHy0 peakLIMOHHYIO CMECh HarpeBaroT 710 K.T. U [IepEMEIINBAIOT B
TedyeHue 3 4 npu K.T. CMech oxyaxaarT 10 okoJo -10°C u meaneHHo no6aBisiroT 75 06. MTBD.
INonyuyennyro cycneH3uro GuiabTpyroT U npombiBaroT 2 X 10 06. MTBED. Teepnoe BemiecTBo
CylIaT B BAKyyMHOM cyiuibHOM mkady (40°C) ¢ monyuennem nponykra SEQ ID Ne: 6 B Buze

0eyoro TBepAOro BEIIECTRA.

Ipumep 33: 'mOpuaHbIi JKHAKOCTHO-TBePAO(A3HBIH CHHTE3 AHAJIOra HHKPeTHHA

U3 ABYX NIPOMEKYTOUYHBIX (PPArMEHTOB NOCPEACTBOM XMMHYECKOH KOHBIOTALUH
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B nannom ciydae ananor unkperusa SEQ ID Ne: 6 nonyuatot nyrem coueranust SEQ ID
Ne: 18 u 20 nocpeacrsom CSPPS, no cyuecTBy, kak onucaso B IIpumepe 32 nns coueranus

SEQ ID Ne: 15 u 19.

IIpumep 34: I'mOpuaHbIi )KHAKOCTHO-TBEPAO(A3ZHBIH CHHTE3 AHAJIOra MHKPeTHHA
M3 ABYX NPOMEKYTOUYHBIX (PPArMeHTOB NMOCPEACTBOM XHMHYECKOH KOHBIOTalHHU

B nannom ciyvae ananor unkpetusa SEQ ID Ne: 6 nonyuarot nmyrem coueranust SEQ ID
Ne: 21 u 18 unmu SEQ ID Ne: 22 u 19 nocpencrsom CSPPS, no cymecTBy, kak OMUCaHO B
IIpumepe 32 nnsa coueranus SEQ ID Ne: 15 u 19, 3a oqHUM UCKIIOUEHUEM, UTO N1OCIE
COYeTaHMs BYX (PparMEHTOB 3aLIUTHYIO rpymmy Ha Lys]7 cenekTHBHO yIaistoT MOCPECTBOM
XUMHMYECKOT0 MpeBpaleHus (YCIOBUS 3aBUCST OT NIPUPOBI TPYIIIEI),  3aTEM CEJIEKTUBHO

ALUTTUPYIOT OOKOBOM HCIbIO )KHpHOﬁ KHCJIOTBI C MOCICAYHO UM IMOJIHBIM CHATHUEM 3allUThI.

IIpumep 35: 'nOpuAHBII KHAKOCTHO-TBePA0(A3HBIN CHHTE3 AHAJIOra HHKPEeTHHA
U3 ABYX NPOMEKYTOYHBIX (P)PATMEHTOB MOCPEACTBOM HATHBHOI0 XHMHYECKOTI0
JIMTHPOBAHHUS

Amnanor uakpetraa SEQ ID Ne: 6 moxer ObITh monyueH nmytem coderanusi SEQ ID Ne:
23 1 24 noCcpeacTBOM HATUBHOTO XMMUYECKOro JUurupoBanus. Bkparie, Tnoadup nenruna SEQ
ID Ne: 23 pactopsitoT B 30-50 06. Oydepa ans nuruposanus (Oydep uz 6 M rugpoxiaopuna
ryanununaa u 0,2 M onHoocHoBHOTO ruapodocdara Hatpust, pH 7,04). K pacrBopy THO3Gupa
n00aBIAIOT copepskamuii Ha N-KOHLE LEcTenH nenTuaHbi pparment SEQ ID Ne: 24 (0,9-
0,95 sxB.). K peakunonHoi cmecu nodasisitot 40 3kxB. 2,2,2-tpudropatantuona (pH 7,16) u 20
5KkB. Tpuc(2-kapbokcustun)docduna (pH 7,0) u nosoxst pH o 7,0 ¢ momorso 5 H. pacTBOpa
TUAPOKCHUIA HATPHs. PEakIMOHHON CMECH TAl0T NePEMELTNBATHCS IPU KOMHATHON TEMITEpaType
B T€UEHHE 24 4acoB, U MOJYYEHHBIN pACTBOP UCHOJIB3YIOT HEMOCPEACTBEHHO U1 OUUCTKU C

MOMOIIIBIO OOpAILEHHOMN (ha3bl.

IIpumep 36: I'nOpuaHbIIi ;KHAKOCTHO-TBePAO(AZHBIH CHHTE3 AHAJIOra MHKPeTHHA
U3 ABYX NMPOMEKYTOUYHBIX (DPPArMeHTOB NMOCPEICTBOM HATHBHOI0 XHMHYECKOI0
JIMFTHPOBAHHUSA

B nannom ciydae ananor nakperrHa SEQ ID Ne: 6 MoxkeT ObITh MONy4eH MyTeM
coequHeHust SEQ ID Ne: 25 u 26 nocpenctsom CSPPS, no cymectsy, kak onucaHo B I[Ipumepe

35 nns coueranus SEQ ID Ne: 23 u 24.

ITpumep 36: Cunres Coequnenus 35
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Coenunenue 35

B gerbipexropiyro koa0y BMectumocThio 20 11 mpu 15-30°C nobaBisitoT qUXIOpMETaH
(7,5 n, 15,0 06.), u nobasnstot 18-(Tper-OyTokcn)-18-okcookTanekaHoByro kucioty (500,5 r,
1,0 akB. 1,35 monp) u N-runpokcucykunaumun (185,6 r, 1,2 5xB., 1,61 monp) npu 15-30°C ¢
MOJTyYeHUeM cycrnieH3nu. Peakiinonnyro cmech oxmaxaaroT 1o 0-10°C u 3arpyxkarot N-3tun-N'-
kapbommumun (338,4 1, 1,3 skB., 1,77 Mob) OIHOM MOpLUMEH C MOJTYYSHHEM PacTBOPA.
Peak1inoHHYIO CMeCh MPOMBIBAIOT TPHU pasza 8 00beMaMU MOJYHACBIIIIEHHOTO BOJHOTO PacTBOpa
xnopuna Hatpus. CoenuHenue 35 UCMONb3YIOT HENOCPEACTBEHHO Ha CAEAYIOLIEH CTaquu A
nojryueHust CoenuneHus 36.

AnbrepHaTuBHas Meroauka ans Coenunenus 35

18-(Tper-OyTokcn)-18-okcookTanekanoByro kucaoty (20 r, 53,431 mmonb, 99% mac.),
N,N'-nucykunnumunuikapoonar (1,2 sxB., 64,117 mmous, 99,6% wmac.) u 4-
aumetiamuHonupuanH (0,2 5xB., 1,31 1, 10,7 mmonb, 100% mac.) 3arpy»arT B peakTop
BMecTUMOCTBIO 1000 M1 ¢ medyiekTopamMu U KOJKYXOM, OCHAIEHHBIH BEPXHEPUBOTHOM
merankoit. lobasmsiroT stunanerar (800 mi, 40 00beMOB) U MOJNYYEHHYIO CYCIIEH3UIO
nepeMemnBaroT B TeueHue Houu (18—24 1) mpu Temnepatype okpy:xarorueii cpensl (18°C-23°C).
'"H-SIMP neounimenHoro obpasiua uepes 24 4 00bIYHO MOKAa3bIBAET 3aBEpIICHIE PeaKiuy Ha 97-
99%. I1apTHIO 3KCTPATUPYIOT JEUOHNU3NPOBAHHOM BoAOH (3 % 82 mut). OpraHudeckuii ciou
KOHLIEHTPUPYIOT B BakyyMe a0 ~160 mut. K peakiioHHON cMecu 100aBISIFOT STHIALETAT
(200 mu1) ¥ HEOUHMIIEHHBIH PEAKLIMOHHBIN pacTBOp ynapusaroT 10 ~180 mu B Bakyyme mipu S0°C.
PacTBop nepeHocsaT Ha QUIIBTP ¢ pydaIKoii U MenJieHHO oxJakaaroT 10 3°C mpu
nepeMenIMBaHiy. 3aTeM PeakLMOHHYIO CMech Bblep:kuBatoT rpu 3-5°C B Teuenue 1 4.
Teepable BeuecTBa GUIBTPYIOT, TPOMBIBAIOT XOJIOAHBIM 3THianieTaToM (18 Mir) u cymar mox

BakyyMoM (7 mroiimMoB pT. ¢T.), uto naet CoeaunHenwue 35 B BUae TBepAOro BemecTna (22,6 T,
BbIx0x 90,5%, BOXX-CAD 99,17%).

Ipumep 37: Cunre3 t-BuO-C18-Glu-1-OtBu (Coegunenne 36)

ﬂ\o)ok/\/\/\/\/\/\/\/\[( H I\ﬁo
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Coenunenue 36

Coenunenne 35 nobaBisitoT k pacTBopy (4S)-4-amMuHO-5-TpeT-0yTOKCH-5-
okconentaHoBoil kucnotel (H-Glu-1-OtBu) (289 1, 1,14 3kB., 1 Monp) B puxiopmerane (2,5 i,
5,0 00.) B ueTpIpexropJioii konde BMecTuMOcThO 20 11 ipu 15-30°C. 3aTem B peakTop
3arpy>karoT auusonponwisTuiaaMuH (230 r, 1,5 sks., 1,78 mons) npu 15-30°C ¢ mony4yeHnem
pactBopa. Kak Tonbko npenapat 1 <0,5%, peakiuo npoaoKaroT Ha CIENYIOLIeH CTaalu.
Opranngeckyto ¢a3y npomeiatoT 2%-HbeIM BogHbIM pactBopoM KHSO4 (4 r/rx 3)
KOHLEHTPUPYIOT 110 1-2 06. mox Bakyymom npu T<50°C u <-0,08 MIIa. B peakrop 3arpy»xarot
arreToHUTPUI (8 00.) U KOHIEHTPUPYIOT A0 1-2 06. mpu <60°C. B peakTop CHOBaA 3arpyKaroT
arreToHUTPUI (8 00.) U KOHIEHTPUPYIOT 10 5-6 00. mpu <60°C. KoHueHTpaT oxnaxaaroT 1o 40-
50°C, nepememuBaroT B TeueHue 0,5-1 4, a 3arem oxnaxnaroT 10 15-30°C B Teuenue 2-4 4.
CycneH3uto pUIbTPYIOT, MPOMBIBAIOT alleTOHUTPUIIOM (3 00.) u cymat B atMocdepe Nz ¢
nojyueHueM CoenuHeHus 36 B Buze TBepaoro semectsa (659,5 r, Beixon 86,3%, LCAP 99,1%).

AnbrepHaTuBHbIH criocod mis Coenunenust 36

Coenunenue 35 (50 r, 104,8 mmonb, 98% mac.), (4S)-4-aMuHO-5-TpeT-0yTOKCH-5-
okconentaHoByo kucynory H-Glu-1-OtBu (H-Glu-1-OtBu) (25,7 r, 126 mmodb, 99,3% Mac.)
3arpy>kKaroT B PEAKTOP BMECTUMOCTBIO 1 ¢ neduiekropaMu 1 pyOakoi, OCHAIIEHHBIN
BEPXHEMPUBOIHON MeIaikon u Tepmomnapoit. AueroHutput (500 mut, 10 00.) UCTTONB3YIOT IJIsI
MPOMBIBKH TBEPJBIX BEIIECTB Yepe3 BOPOHKY B PEAKIIMOHHBIN COCYyA. 3aTeM K peaKI[HOHHOM
cMecH T00ABISIFOT JUU30NPONMIBTHIAMEH (22 M, 126 Mmmonb, 99,75% wmac.). Peakunonnyro
cmech HarpeBaroT 0 40°C u naroT nepeMeruBathbes B Tedenne 18 4. [locne moaTeep:xaeHms
3aBepIueHus peakiuu ¢ nomomipio 'H-SIMP/BD)KX-CAD B peakiMOHHYIO CMECh 3arpysKaioT
ykcycHyro kucnoty (7,2 mir, 130 mmods, 100% mac.) u Boay (215 v, 11934,6 mmounb, 100%
Mmac.) u nepemeruBaroT npu 30-35°C B Teuenue 1 4. [TapTuro nepeHocAT Ha GUIBTP C
pyOalnKkoii, OCHAIIEHHBIN BEPXHEMPUBOAHON MEIIAJIKOH, 1 oxJiaskaaroT 10 -20°C. Teepabie
BEIECTBA HAYMHAIOT KPUCTALTH30BaThCs 13 pactBopa npu Tr = 2°C u Tj = -9°C. Tepuspie
BEIIIECTBA BbIAEPKUBAIOT IIPU 3TON TemIepaType B TeueHue 1 4. 3aTeM B 3Ty NMapTUIO BIUBAIOT
IeMOHU3UPOBaHHYIO Boay (8,6 00., 460 M) u ¢punbTp HarpesaroT 10 0°C. TBepabie BemecTBa
(GUIBTPYIOT M CyIaT noj BeICOKMM BakyyMoM mipu 40°C ¢ nonyuenuem CoenriHeHus 36 B BUze

TBepaoro Bemectra (55,5 r, Beixoxn 95,3%, BOXKX-CAD 99,62%),).

Hpumep 38: Cunre3 t-BuO-C18-Glu-1-OtBu-5-ONSu (Coeannenune 37)



10

15

20

25

65
Sk i N b
O)KM/\/\/\/M( 0

Aneronurpui (12,0 00.) 1o6aBisAIOT B UETHIPEXTOPIIYIO KOJIOY BMECTUMOCTHIO 20 11 1pu
15-30°C. B konby npu 15-30°C nobasmsiror Coequnenue 36 (500,4 r, 1,0 skB., 0,90 monb) u
N,N'-nucykunnnmununkapoonar (278,5 r, 1,2 sks., 1,09 Monb) ¢ monyueHreM CyCHeH3HU.
Onnoit nopuueii nodasnsroT 4-numermnamuaonupuaut (11,0 r 0,1 sxs. 0,09 Mosnb), 4TOOBI
nojiyuuTh pactBop. Jobasmstot Boay (1,6 kr) B Teuenue 0,5-1 4. Cmech oxnaxkgaroT 1o 0-10°C
B TeueHue 1-2 4, puabTPyrOT, IPOMBIBAIOT aleTOHUTPUIOM (2 06. 0-10°C) u cywar B
armocepe N> ¢ monyuenrem Coenunenus 37 B Buae TBepaoro euiectsa (536,0 r, BbIX0OA
91,3%, LCAP 100,0%).

AnbrepHaTuBHBIN cuHTe3 Coenunenus 37

Coenunenue 36 (55 r, 98,96 mmonb), N,N'-mucykunaumuauikapoonar (31 r,

121 mmodb, 99,6% wmac.), 4-numerunamunonupuaut (1,22 r, 9,89 mmonb, 99% Mac.) 3arpyskaroT
B PEAKTOP BMECTUMOCTHIO 1 J1 ¢ edhIeKTOpaMu U KOXKYXOM, OCHAIIICHHBIH BEPXHEPUBOIHON
MeIIaNKoN 1 TepMonapoi. B peakimoHHbIi cocya 100aBisitoT areToHUTpr (660 mi, 12 06.).
Peakumonnyro cmech nepememnusatot npu 24°C B reuenue 4 4. [locne moarBepkneHus
3aBepIeHts peakiuu ¢ nomomipio 'H-SIMP/BDYKX-CAD peakiiMOHHbIH PacTBOpP MEPEHOCST B
XUMHUYECKHH cTakaH BMECTUMOCTBIO 1000 M1, ¥ B cTakaH, CHAOKEHHbBINM MarHUTHON MEIIaIKOMH,
N00aBJISIFOT NernoHN3npoBaHHy0 Bony (180 mut). TBepabie BelecTBa BBIMANAOT U3 PEAKIIMOHHON
CMeCH TNpH MepeMeIINBaHUM pacTBopa. PeakI[MOHHYIO0 CYCIEeH3UI0 OXJIaXIal0T B TeUeHUE HOUU B
xonoamnbHuKe (2-10°C). TBepable BemecTBa GHIBTPYIOT U OCAIOK Ha (PHIIBTPE MPOMBIBAIOT

125 mn xonognoro (2-10°C) aneronutpuiia. TBepapie BEIECTBA CYIIAT O] BBICOKUM BaKyyMOM
npu 40°C B Tedenue 24 4 ¢ obpazosanueM Coenunenus 37 (59,3 r, Bexox 91,8%, BOXX-CAD
99,61%).

IIpumep 39: Cunre3 t-BuO-C18-Glu-1-OtBu-5-(AEEA): (Coeaunenue 38)

(0] H (@] H (0]
’[-BU—OJ\/\/WW\/\/\H/ NI\)LH/\/O\/\O/\H/N\/\O/\/O\)J\OH
0]
0”0 ©

—t-Bu

B gerbipexropnyro koi0y BMectumocThio 20 11 ogHO# nopuueit npu 15-30°C nobaBnsroT
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nuxjopmerad (7,5 1, 15,0 00.), a 3atem (AEEA), (261 1, 1,1 3kB., 0,85 mounb), Coenunenue 37
(501 1, 1,0 3kB., 0,77 Momp) u guusonpommwTIiamMuH (1,5 3xB.) mpu 15-30°C. Kak Toiapko
Coenunenue 37 coctasisier <0,5%, peakiyio MPOAOJDKAIOT Ha CIEAYIOIIEH cTanuu. 3aTeM
PEAKLIMOHHYIO CMECh KOHLIEHTPUPYIOT 10 5-6 00. mox Bakyymom nipu T<30°C, P<-0,08 MIIa. K
HEOUYHINEHHOMY TIPOAYKTY (5 00.) moOaBsIOT 3THIALETAT U KOHLIEHTPUPYIOT MOJ BAKYYMOM
npu T<50°C, P<-0,08 MIla. K konuentpary nobassitot stunanerat (10 00.), 1 pOMBIBAIOT
2%-b1M BoztHbIM pacTBopoM KHSO4 (5 /1 X 5-6), 1 KOHIIEHTpHpPYIOT 10 1,2 00. mox BakyyMoMm
npu T<40°C u P<-0,0 8 MIla. K koHuenTpary nodasmnsitot gumermidpopmamun (3 1/t 00.), 9To
naet npoaykT CoenuHenue 38 B Bune OyieqHO-kenTOro pacrsopa (2,4 xr, seixon 92,7%, LCAP
98,7%).

AnprepHatuBHbIl cuHTe3 CoenuHenus 38

B konOy BmMectTuMocTbio 500 M1, OCHAIIEHHYIO TEPMONAPOH U MarHUTHON MEIIaJIKOH,
nobasnsitoT (AEEA), (27,6 1, 1,1 3kB., 85,0 Mmob, 95% wmac.), N-meTuii-N-
TpumMeTmcuminaneramus (30 mi, 2 5xB., 200 MMoub, 90% mac.) u sTunanerat (230 mi).
Peakuurio nepemernBaroT B TeueHue 3 4 npu 18-23°C. Uepes 3 u Coenunenne 37 (50T,
76,58 mmoib, 100% mac.) u stwiauetat (130 mut) 1o0aBisIIOT B PEaKLIMOHHYIO KOJIOY U
nepeMemnBaioT B TeueHue 2 4 npu 18-23°C. Ilocne noaTBep kaeHNs 3aBEPIISHIUS] PEAKLIUU C
nomopio 'H-IMP/B2XX-CAD peaki{OHHBIH PacTBOpP MEPEHOCAT B AEIUTEILHYIO BOPOHKY U
OpraHu4ecKuii cyoi mpombIBatOT 2%-biM pacTBopoM KHSO4 (100 mi x 3) u 2%-bIM pacTBOPOM
NaCl (100 mn x 6). OpraHudeckuii CJI0H KOHLIEHTPUPYIOT, M MOJYYEHHOE MACJIO CYIIAT TOJ
BbICOKUM BakyyMoM mipu 50°C B Teuenue 24 4, yro naet Coenunenue 38 B Buze
BOCKOOOpasHoro Tepaoro Bemectsa mpu -20°C (66,32 1, conepikaHne OCHOBHOT'O BEIECTBA

94,9% B cootBercTBUU ¢ Q-AMP, BOXX-CAD 99,53%).

IIpumep 40: HaTnBHOE XMMHYECKOE JIUTHPOBAHHUE
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Cunres Coenunenus 39

Fmoc-runpasun-2-xaoprpuruiosyro cmody (1,16 r, 0,85 MMonb) noaseprarot
HaOyxaHHIO B cuHTe3arope Symphony X ¢ ucnonb3oBanuem 2x10 ma JIM®PA o 20 mun
kaxapli k1. CHsaTue 3ammthl Fmoc npooast ¢ nomounero 310 M 20%-oro
nunepuauHa/JIM®PA 1o 30 MUH KaKIblid UK. 3aTeM CMOJy poMbIBatoT 5x 10 mu JIM®A.

(2S)-6-[[2-[2-[2-[[2-[2-[2-[[(4S)-5-TpeT-OyTOKCH-4-[(18-TpeT-OyTOKCH-1 8-
OKCOOKTaJIeKaHOMJI)aMUHO |-5-
OKCOIIEHTAaHOWJI |]AMHHO |3TOKCH |3TOKCH |aLI€THT |aMHUHO |3TOKCH |3TOKCH |anieTw |amuHo | -2-(9H-
¢y opeH-9-unmeTokcukapOoHMIaMUHO )rekcaHoBy 0 kucnoty (Coenunenue 38, 2,13 1, 1,78
mMmoJib, 2,1 3kB.) 1 TNTU (0,715 1, 1,96 mmons, 2,31 3kB.) pacTBopsitoT B okouio 20,5 min JIMDA
u K pactBopy nodasisitor N,N-numsonpormuwmtuinamut (0,57 mi, 3,27 mmons, 3,85 3kB.).
PactBOpy naBanu nepeMelnnBaThCs B TEUCHHUE 15 MUH Ha pOTOpHOM cMecutene. Uepes 15 MuH k
cMoJie TOOABIISIOT PacTBOP MPeABapUTETHbHO akTuBUpoBaHHOTO Coenunenus 38, u
OCYILECTBIIAIOT PEAKIMIO COYETaHUsI B TeUeHHEe 8 4acoB. 3aTeM CMOJy IpOoMBbIBaoT 5 X 10 mn
JIM®A, 5 x 10 mn IXM u cy1wiat B TeueHHe 8 4acOB B CHHTE3aTOpe. 3arpy3ka CMOJIbI,

onpenesieHHas C MOMOIIbI0 KojrmuecTBeHHOro IMP, cocrasisier 0,45 MMOIB/T.

IIpumep 41: Cunre3 Coeaunenus: 40 (SEQ ID Ne: 58)
Oxomo 1,10 r Coenunenns 39 (BenuuunHa 3arpy3ku: 0,45 MMOJIB/T) 1OOABIAIOT B 1BA
PEAKTOPHBIX COCYZIa BMECTUMOCTBIO 40 MJT M IOABEPTratOT HAOYXaHUIO ¢ TIOMOIIBIO 2% 20 MIT

JIMDA 1o 20 muH kaxaeii uukia. SEQ ID Ne: 58 cuHTe3upyrOT ¢ UCTIONB30BAHUEM



10

15

20

25

30

35

68

CTaHJApTHBIX MPOoTOKONOB SPPS.

Cusitre 3ammrsl: 4 x 9 Mt 20% 06./06. nunepununa B JIM®PA, kaxablil uuka mo 30
MHHYT.

Peakiiuu couetaHus: Ay COUETaHUS] aMUHOKHCIIOT UCIIONB3YIOT 3 3KBUBAJIEHTA
aMUHOKUCTOTHI, 3 skBuBasieHTa OXYMA u 3,3 sksuBanenra DIC.

B npouecce SPPS cmony npomeiatoT 5 x 9 mn JIM®A ¢ 1 MuH nepemeiinBaHus ¢
noMomIp0 N MOCie KaXI0ro COUeTaH!s U 3aKIF0UUTENBHOTO MOBTOPA CHATHUSA 3aIIUTHI fmoc.
ITo okoH4YaHMM CHHTE3a rMApa3uAa NenTuaa cMony npomeisaroT JIXM npu nepeMeninBaHuu ¢
nomobio Nz, CMoIy cylaT Ha NENTUAHOM CHHTE3aTOpe.

ITostHOE cHSITHE 3AIUMTHI H OTLIENJICHHE

K BoicymienHol cmorte (4,2 1) 100aBIsAOT 45 MJT CMECH ISl OTLIETUICHMS,
NPUTOTOBIEHHOM U3 2,5% mac./06. qutuorpenrona (JITT), 2,5% 06./06. Boasl, 2,5% 00./00.
tpunzonporuicuiana (TIPS) u 92,5% tpudropykcychoii kucnotsl (TPK) B Tpexropioit
KPYIJIONOHHOMN Kosi0e BMeCTUMOCTBIO SO0 MII, M EpEeMEIINBAIOT B TEYEHHUE OKOJIO 3 4acoB.
Cwmony ¢punbtpyrot u npomsiBaioT 2 X 2,5 M1 TOK. @unbTpar BEUIHBAKOT B 350 MII XOJIOAHOTO
MTBD, u nentua cpasy e Beimagaer B ocanok. Konby mis ¢unbTpoBaHus NpoOMBIBAIOT 2 X 2,5
i1 TOK u BeutuBaroT B xonoaueiii MTBI. Ero oxnaxaaroT 1o —20°C B TeueHue nojiydvaca, a
3aTeM LIeHTPUPYTHPYIOT. 3aTeM OCaIOK menTuaa Asaxabl mpombiBatoT 300 Mt MTED u
ueHTpudyrupyror. Ocaok nenTuaa Cymar B BAKYYMHOM CyuiriibHOM tkady npu 27°C B
teueHue okosio 14 yacos. Ilocne cymku nony4daroT okoso 2,75 r HeounteHHoro Coenunenus 40
[Oxunaemas (maccat2H")/2 = 1356,2257, nabmonaemas (macca+2H")/2 = 1356,2245].

pumep 42: Cunre3 Coeaunenus 41 (SEQ ID Ne: 59)

Oxomno 0,50 mmons Coenunennst 41 (SEQ ID Ne: 59) cuHTE3upyIOT HAa AMHTHOM CMOJTE
3ubepa no crangaptTHbIM npotokojaMm SPPS, ananoruynsiv cuate’y Coenunenus 40, SEQ ID
Ne: 58.

IMonHOe CHsITHE 3aIUTHI U OTLIETUIEHUE: K BbICYIIeHHOH cMmojie (2,21 1) no0aBstoT
25 M1 cMecH AJis OTLIETUIeHUsI, cocTositel u3 5% mac./06. mutuorpenrona (JATT), 2,5% 06./06.
BOJBL, 2,5% 00./00. Tprumsonponmicunana (TIPS) u 90% tpudropykcycuoit kucnorsl (TPK), u
NepeMEIINBAIOT B TeUeHUe 3 yacoB B OapabanHOM cMmecuTene. CMoy QHIIBTPYIOT U IPOMBIBAIOT
2 x 2,0 v TOK. @unsrpar BeutnBatoT B 175 M xononuoro MTBED, u nentua cpasy xe
BhIMaaeT B ocanok. Konly ms ¢punsrpoBanus npomeiBaroT 2 X 2 i TOK u BeUIMBAIOT B
xononubiii MTBD. Ero oxnaxnaroT 1o —20 °C B Teuenue 30 MuH, a 3aTeM [EHTPUPYTHPYIOT.
Ocanok nenTtuna aaxbl npomMeiBatoT 150 Mt MTBED u nertpudyrupyror. Ocanok nenrunga
CyLIaT B BAKYYMHOM cyiuibHOM mkady npu 27°C B Teuenue 14 yacos. [Tocne cymku

nojiy4aroT okoJio 1,351 r HeounmenHoro Coenunaenus 41 (SEQ ID Ne: 58). Ero ounimarot ¢
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nomompro OP-BIXX na kononke Waters CSH C18 10 mxm (10 mm x 250 Mm) mipu
TEeMIIEpaType OKpYyKarolleil cpeabl ¢ TMHEHHbIM rpaareHToM 15-35% aneroHuTpuma B Boze
(0,1% T®K) B reuenne 23 mun nocie 10% aneronutpuna B Boxe (0,1% TPK) B reuenne
nepsbix 3 MuH U 10-15% anerorutpuina B Boze (0,1 % TPK) ot 3 no 5 mun. [Tonydarot okono

650 mr ountnennoro Coenunenus 41 [oxxunaemast (macca + 2H)/2 = 1138,5486, nabmonaemast

(macca + 2H")/2 = 1138,5458].

IIpumep 43: Cunre3 Coeaunenus 42 (SEQ ID Ne: 60)

Coenunenue 42 (cunres Tnoadpupa), SEQ ID Ne: 60

Heounmennsiii runpasua nentuaa (Coennnenue 40; SEQ ID Ne: 58, 118,2 wmr,
0,044 mmonb) pactBopsitoT B 10 Mt Oydepa s nmuruposanus (6 M runpoxiopuna ryaHuiiHa u
0,3 M opnoocHoBHOro ruapodocdara Harpus, pH oxono 3,5). PactBop oxnaxnatot 1o —15°C Ha
Oane co npaoMm u aneroHoM. K pactBopy ruapasuaa nentuaa nodasssirot 0,3 mi 1M pactsBopa
Hutputa Hatpus (20,7 mr, 0,3 MMOJTb, 6,8 5KB.) U JAIOT NEPEMEIINBAThCS B TeUeHHe 15 MUH mpu
—15 °C. Tem Bpemenem 0,2 mn Tuodenona pazdasistor 10 1,1 mi Oydepom st TUrupoBaHHsI
(pH oxozo 7,0). Uepes 15 muH k pacTBopy ruapasuza nentuaa 106asisot 1,1 mn
THO(EHOJIOBOH CMecH, YTOOBI BBI3BATH THOJIU3 1N Situ MENTUAMIA3UAA, TIOJTYYEHHOTO U3
Coenunenus 40.

pH peakimoHHON cMeCH TOBOIST 10 OKOJIO 7,0 ¢ MOMOUIBIO S H. pacTBOpPa rUAPOKCHIA
HaTpus. THOMM3Y NMeNTUAUIA3HAA Ja0T MPOTEKaTh B TeueHue 15 muH, uro aaet Coeaunenue 42

(SEQ ID Ne: 60).

IIpumep 44: Coenunenne 43, SEQ ID No: 61 (HaTHBHOe XHMHYecKOe JUTHPOBAHHE C
THO3¢GupHbIM CoeauHeHueMm 42):

Coenunenue 41 (SEQ ID Neo: 59 (75,4 mr, 0,033 MmMoJib)) pacTBOPSIFOT B 2 M1 Oydepa mist
nuruposanust (pH okosio 7,0) B CHUHTHILISIIMOHHOM (DJIAKOHE M PacTBOP NOOABJISIOT K PACTBOPY
HeounieHHoro Tuoddupa Coequnenust 42 (SEQ ID Ne: 60). @nakoH omonackuBarT 1 Mt
oydepa mist muruposanusi (pH okos10 7,0) ¥ MPOMBIBHYIO KUAKOCTh NOOABIISIOT K PEaKIHOHHON
cmecu. K peakimonHol cmecu no6asisiroT 1,5 mut tpuc(2-kapbokcustin)pocduna (TCEP,

0,25 M B Oydepe nnst muruposanus, pH okono 7,0) u 1,0 M pacTBopa acCKOpOWHOBOI KHCIOTHI
(0,53 M B Oydepe nns muruposanus, pH okono 7,0). pH peakiioHHON cMecH TOBOAST
npumMepHo a0 7,1 ¢ momorsko 5 H. pactBopa NaOH, 1 pacTBOp CTAaHOBUTCSI IPO3PAYHBIM.

Peaxuus 3aBepinaercs uepes 9-10 gacos ¢ nonyuenuem SEQ ID Ne: 61.

IIpumep 45: Cunres SEQ ID Ne: 62 (Coequnenue 44)
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Tabauua 25: Ycaosus SPPS mist SEQ ID Ne: 62 (Coeaunenue 44).

VYcnosus SPPS
Pacteopurens nyis peakuuin

ukn CHsiTHe 3a1UThI AMHHOKHUCJIOTA coueranus: JJM®PA
1 2x 5-30 muH Fmoc-Gly-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
20% Pip/AM®DA Oxyma
4-15 4, K.T.
2 2x 5-30 mun 20% Fmoc-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
3 2x 5-30 mun 20% Fmoc-Ile-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
4 2x 5-30 mun 20% Fmoc-Leu-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®PA Oxyma
4-15 4, K.T.
5 2x 5-30 mun 20% | Fmoc-2-MeTyr(tBu)-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®A Oxyma
4-1549, k.T.
6 2x5-30muna 20% | Fmoc-D-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-1549, k.T.
7 2x 5-30 mun 20% Fmoc-Ile-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, x.T.
8 2x 5-30 mun 20% Fmoc-Phe-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
9 2x 5-30 mun 20% Fmoc-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, K.T.
10 2x 5-30 mun 20% Fmoc-Aib-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
11 2x 5-30 mun 20% Fmoc-GIn(Trt)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 9, k.T.

Ortmennenue pparmenta u Beinenenue:. pparmeHt Ha cMmosie CTC nBaskabl MOIBEPratOT

HaOyxaHHIO ¢ ucnonb3oanueM JIXM. Peaktop co cmonol oxnaxnaroT npumepHo a0 15°C, B

peakTop 3arpyskaror 2% TOK/JIXM (4 M/t cMOJIBI), a 3aTeM MEePEeMEIIUBAIOT B TeYeHHe 15

MHHYT B aTMocdepe a3ora. 3arem 3arpyskaroT 1% TPK/JIXM (4 M/ CMOJTBI) ¥ IEPEMEIIHBAIOT

B TeueHue 15 MUHYT, nmocie GUIbTPOBaHUS POLENypPy NOBTOPsIOT. CMoJy QUIBTPYIOT U

npombiBaroT 3 X 10 06. IXM. Bee punbrparsl 00benunsroT u Helirpanusyrot JUITDA. JIXM

yIaJSIOT U3 MOJyUYEHHOTO pacTBOpA U 3arpy>Kar0T HACBILIEHHBINH BOJHBIN pacTBOp XJopuaa

HATpUs U1 OCakaeHus pparMenTa 2. 3aTeM MONyYeHHYIO CYCIIeH3UI0 (PUIBTPYIOT,




10

15

20

71

nojaep:kuBasi remrepatypy mnpu okojio 15°C. K ocanky nobasmsirot 14 06. ceeskero MTBD,
nepemMemnBaroT B TeueHue 30 muH npu okoio 15°C, a 3atrem ¢punbTpyroT. [IpoMeiBKy

HOBTOPSIIOT €LIe pa3, U NOJy4eHHOE CBETJIO-XKENTOe TBEPAOE BELECTBO CylaT npu okoio 35°C.

IIpumep 46: Cunrte3 SEQ ID Ne: 42 (Coeaunenue 45)

Tabmuua 26: Ycnosus SPPS ms cunreza SEQ ID Ne: 42 (Coenunenue 45).

VYcnosus SPPS
PactBopurens ays peakuuin
ukn CHsiTHe 3a1UThI AMMHOKHCJIOTA coueranus: MDA
1 2x 5-30 mun 20% Fmoc-Ala-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
2 2x 5-30 mun 20% Fmoc-Lys(Mtt)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-154, K.T.
3 2x 5-30 mun 20% Fmoc-Orn(Boc)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-1549, k.T.
4 2x 5-30 mun 20% Fmoc-Asp(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, x.T.
5 HFIP/IXM Coenunenue 38 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Oxyma
4-15 49, k.T.

0] H O H O
t_Bu_OJI\/VV\/\/\/\w NI\/U\”/\/O\/\O/\H/N\/\O/\/O\)]\OH
O O

0O~ "O—-t-Bu

Coenunenue 38

Ortmennenue pparmenta u Boigenenue:. pparmeHT Ha cMmosie CTC nBaskabl MOIBEPratOT
HaOyxaHHIO ¢ ucnonb3oBanueM JIXM. Peaktop co cmonol oxaxaaroT npumepHo a0 15°C, B
peaxTop 3arpyskarot 20% HFIP/JIXM (8 mu/T cMOJIBI), @ 3aTeM MePEeMEeIInBaloT B TeueHue 60
MHUHYT B aTMocdepe a3ora. 3arem 3arpyskatot 20% HFIP/JIXM (4 ma/tr cModbl) 1
nepemMernBaroT B TeueHue 60 MunyT. Cmony prneTpyroT u mpoMsiBaroT 3 x 10 06. JIXM. Bee
¢bubTpaThl 0OBENUHSIOT, U3 MOJMYYeHHOTO pacTBopa yaausitoT JAXM u HFIP u 3arpyskatoT
renTaH v 3¢up st ocaxkneHus pparMenTa 3. 3aTeM MOTYYEHHYIO CYCIIEH3UI0 QUIBTPYIOT,
nojaep:kuBasi remrepatypy npu okojo 15°C. K ocanky nobasmsirot 14 06. ceeskero MTBD,
nepemMemnBaroT B TeueHue 30 muH npu okoino 15°C, a 3atem ¢punbTpyroT. [IpoMeiBKY

MOBTOPSIIOT €LIe pas3, U MOJy4YeHHOEe OpaHKeBOEe TBEPOE BELIECTBO CyLIAT npu okoJjo 35°C.
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IIpumep 47: Cunrte3 SEQ ID Ne: 31 (Coeaunenue 28)

Tabnuua 27: Ycnosust SPPS mst cunteza SEQ ID Ne: 31.

VYcnosus SPPS
Pacteopurens nis peakuun
ukn CHsiTHe 3a1UThI AMHMHOKHUCJIOTA coueranus: JJM®PA
1 2x 5-30 mun 20% Fmoc-Leu-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
2 2x 5-30 mun 20% Fmoc-2-MeLeu-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
3 2x 5-30 mun 20% Fmoc-Ile-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
4 2x 5-30 mun 20% Fmoc-Ser(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-154, K.T.
5 2x 5-30 mun 20% Fmoc-4Pal-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®A Oxyma
4-1549, k.T.
6 2x 5-30 mun 20% Fmoc-Asp(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, x.T.
7 2x 5-30 mun 20% Fmoc-Ser(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
8 2x 5-30 mun 20% Fmoc-Thr(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
9 2x 5-30 mun 20% | Fmoc-2-MePhe(2F)-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
10 2x 5-30 mun 20% Fmoc-Thr(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 9, k.T.
11 2x 5-30 mun 20% Fmoc-Gly-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
12 2x 5-30 mun 20% Fmoc-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 9, k.T.
13 2x 5-30 mun 20% | Fmoc-Tyr(tBu)-Aib-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®A Oxyma
4-15 4, k.T.
14 (Boc)20

Ortmennenue pparmenta u Beigenenue:. pparmeHt Ha cmosie CTC nBaskabl MOIBEPrarOT

5  nabyxanuro ¢ ucronpzoBanueM JIXM. Peaktop co cMmonoii oxnaxaarot npumepHo 1o 15°C, B
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peaxTop 3arpysxkarot 2% TOK/JIXM (4 M/t cMOJIBI), a 3aTeM MEePEeMEIIUBAIOT B TeUeHHE 15

MHHYT B aTMocdepe azora. 3arem 3arpyskatoT 1% TPK/JIXM (4 M/ CMOITBI) U IEPEMEIIHBAIOT

B Te4eHue 15 MUHYT, mocye GrIbTPOBaHMS MPOLENYPY MOBTOPsOT. CMoy GUIBTPYIOT U

npombiBaroT 3 x 10 06. IXM. Bee punbTparsl 00benunsioT u Helirpanusyot JUITDA. JIXM

YAAIAIOT U3 MOJYYEHHOTO PacTBOPA U 3arpy»Kar0T HACHIIIEHHBIA BOJHBIN pacTBOP XJOPUIA

HATPUS U1 OCaKaeHus pparMenTta 2. 3aTeM MOyYeHHYIO CYCIIeH3UI0 (PUIIBTPYIOT,

nojaep:kuBasi remrepatypy rpu okojo 15°C. K ocanky nobasmsirot 14 06. ceeskero MTBD,

nepememnBaroT B TeueHue 30 muH npu okono 15°C, a 3atrem ¢punbTpyroT. [IpoMeiBky

MOBTOPSIIOT €Lle pa3, M MOJYIEHHOE KENTOBATO-0eNI0e TBEPA0E BEIECTBO CYyLIAT PU

teMneparype okoso 35°C.

IIpumep 48: Cunte3 SEQ ID Ne: 43 (Coeaunenue 46)

Tabnuma 28: [oayuenne SEQ ID Ne: 43 ¢ momomsto SPPS:

Yecnosust SPPS
PactBopurens ans peakuuii

Hukn CHsiTHE 3a1UTHI AMUHOKHCJIOTA coueranus: MDA
1 2x 5-30 mun 20% Fmoc-L-Ser(t-Bu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, x.T.
2 2x 5-30 mun 20% Fmoc-L-Pro-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-1549, k.T.
3 2x 5-30 mun 20% Fmoc-L-Pro-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
4 2x 5-30 mun 20% Fmoc-L-Pro-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 9, K.T.
3-4" | B kauecTBe aJbTepPHATHBbI HCTIONB3yiiTe muMep Fmoc-L-Pro-Pro-OH BmecTo crammii 3
u4
5 2x 5-30 mun 20% Fmoc-L-Ala-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
6 2x 5-30 mun 20% Fmoc-Gly-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 9, K.T.
7 2x 5-30 mun 20% Fmoc-L-Ser(t-Bu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 49, k.T.
8 2x 5-30 mun 20% Fmoc-L-Ser(t-Bu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 9, K.T.
9 2x 5-30 mun 20% Fmoc-L-Pro-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma

4-15 4, K.T.
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10 2x 5-30 mun 20% Fmoc-Gly-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
11 2x 5-30 mun 20% Fmoc-Gly-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 9, K.T.
12 2x 5-30 mun 20% Fmoc-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
13 2x 5-30 mun 20% Fmoc-Ile-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
14 2x 5-30 mun 20% Fmoc-Leu-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
15 2x 5-30 mun 20% | Fmoc-2-MeTyr(tBu)-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®A Oxyma
4-154, K.T.
16 2x5-30mun 20% | Fmoc-D-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-1549, k.T.
17 2x 5-30 mun 20% Fmoc-Ile-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-1549, k.T.
18 2x 5-30 mun 20% Fmoc-Phe-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
19 2x 5-30 mun 20% Fmoc-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
20 2x 5-30 mun 20% Fmoc-Aib-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
21 2x 5-30 mun 20% Fmoc-GIn(Trt)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.

Orwmennienne ¢pparMenTa 1 BbieTIeHNE: (parMeHT Ha cMoJie 3udepa ABasKIbl

noaBepraroT HabyxaHuIo ¢ ucrnoib3oanueM 10 00. JIXM B Teuenne 10-20 mun. Peaktop co

CMOJION OXJIAXA0T A0 okoJio 15°C u mpomeiBaroT nocienoBarenbHo 6% TOK/JAXM (5 mu/r

cMoJiel) B Tedenue 15 mun, 3% TOK/IXM (5 M/t cmonbr) B Tedenue 15 muH, 1% TOK/AXM

(10 M/t cmonel) B TeueHue S MuHYT, 1% TOK/IAXM (5 mu/r cMmonel) B Tedenne 3 MuH 1 1%

TOK/AXM (2,5 M/t cmonbl) B Tederne 3 MuH. Cmony GuibTpyroT u nmpombiBaroT 3% 10 00.

JAXM. Bee ¢punbrparsl 00beanssoT. JIXM ynansroT U3 MoJy4eHHOr0 pacTBOpa Mpu

TIOHIKEHHOM JaBJICHUU U BOCCTaHABINBAKOT ¢ momMomnbio EtOAc. K pacTtBopy nobasnsitoT

TeMNTaH U NOJIYYEHHYIO CYCIEH3UI0 (PUIIBTPYIOT, MOAAEpKUBas TeMrepatypy okoso 15°C. K
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ocanky nobasinsiot 14 06. ceeskero MTB3, nepememnBaroT B Tedenne 30 MuH npu okoso 15°C,
a 3aTeM QuIbTPyIOT. [IpOMBIBKY MOBTOPSIIOT €Ile pas3, U MOJTyYeHHOE JKEITOBATO-0eloe TBEPI0e

BEIIECTBO CYLIAT MpH Temneparype okoso 35°C.

IIpumep 49: Cunre3 SEQ ID Ne: 44 (Coeaunenue 47)

Tabmuna 29: [Monyuenune SEQ ID Ne: 44,

VYcnosus SPPS
PactBopurens ans peakuuin
ukn CHsiTHe 3a1UThI AMMHOKHCJIOTa coueranus: MDA
1 2x 5-30 mun 20% Fmoc-Ala-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
2 2x 5-30 mun 20% Fmoc-Lys(Mtt)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®PA Oxyma
4-154, K.T.
3 2x 5-30 mun 20% Fmoc-Orn(Boc)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-1549, k.T.
4 2x 5-30 mun 20% Fmoc-Asp(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-1549, k.T.
5 Coenunenue 38 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
HFIP/IXM Oxyma
4-15 49, k.T.
6 2x 5-30 mun 20% Fmoc-Leu-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
7 2x 5-30 mun 20% Fmoc-2-MeLeu-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
8 2x 5-30 mun 20% Fmoc-Ile-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
9 2x 5-30 mun 20% Fmoc-Ser(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 9, K.T.
10 2x 5-30 mun 20% Fmoc-4Pal-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
11 2x 5-30 mun 20% Fmoc-Asp(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®DA Oxyma
4-15 49, k.T.
12 2x 5-30 mun 20% Fmoc-Ser(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 9, K.T.
13 2x 5-30 mun 20% Fmoc-Thr(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
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14 2x 5-30 mun 20% | Fmoc-2-MePhe(2F)-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
15 2x 5-30 mun 20% Fmoc-Thr(tBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 9, K.T.
16 2x 5-30 mun 20% Fmoc-Gly-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IM®A Oxyma
4-15 4, K.T.
17 2x 5-30 mun 20% Fmoc-Glu(OtBu)-OH 2,0-3,0 AA/2,2-3,3 DIC/2,0-3,0
Pip/IMDA (H20) Oxyma
4-15 4, K.T.
18 2x5-30mun 20% | Fmoc-Tyr(tBu)-Aib-OH 1,5-3,0 AA/1,7-3,3 DIC/1,5-3,0
Pip/IM®A Oxyma
4-15 4, x.T.
19 (Boc)20

OruierieHue pparMeHTa U BbiieJeHNUE: GparMeHT Ha cMoJie 3ubepa ABasKIbl
nozBepratoT Habyxanuro ¢ ucrnons3zoanreM 10 06. IXM B teuenne 10-20 mun. PeakTop co
CMOJIOH OXJIaskaaroT 10 0koJio 15°C u mpombiBaroT nocnenosareabHo 6% TOK/IXM (5 mn/r
cmonbl) B Teuenue 15 mun, 3% TOK/AXM (5 mi/r cmonbl) B Teuenue 15 mun, 1% TOK/AXM
(10 mn/r cmonbr) B TeueHue S MuHyT, 1% TOK/IAXM (5 mu/r cMonbl) B Tedenue 3 MuH u 1%
TOK/AXM (2,5 mi/r cmonbl) B Tederne 3 MuH. Cmony GuiabTpyroT u mpombiBaroT 3% 10 00.
JAXM. Bce ¢punbrparsl 00beaussoT. JIXM ynansioT U3 MoJy4eHHOTO pacTBOpa Mpu
TIOHMKEHHOM JaBJIEHUU U BOCCTaHABIUBAKOT ¢ momoinbio EtOAc. K pacTBopy nobasisitoT
TeMTaH U NOJIYYEHHYIO CYCIIEH3UI0 (PUIIBTPYIOT, MOAAEPKUBask TeMrepatypy okosio 15°C. K
ocaaky nobasinstot 14 06. ceeskero MTB3, nepememnaroT B Tedenue 30 MuH npu okoso 15°C,
a 3areM GuIbTpyIOT. [IpOMBIBKY MOBTOPSIIOT €1IIe pa3, U MOJYYEHHOE KEeNTOBATO-0elioe TBepaoe

BEIIECTBO CYLIAT MpH Temneparype okoo 35°C.

Ipumep 50: Monyuenune SEQ ID Ne: 29:

I'mOpunHbIi sxuakocTHO-TBepAodasHblii cuaTe3 SEQ ID Ne: 29 u3 yersipex
MPOMEKYTOUYHBIX (PparMEeHTOB MOCPEACTBOM XUMHYECKOH KOHBIOTALIH.

SEQ ID Ne: 29 mosket ObITh nostydeH mytem coderanus SEQ ID Ne: 7,42, 31 u 62
nocpencteoM HLSPS. SEQ ID Ne: 7 u 62 coderarot, urodsl nonyuuts SEQ ID Ne: 43. SEQ ID
Ne: 42 u 31 coueraroT, ytoObI moyuuth SEQ ID Ne: 44, SEQ ID Ne: 43 u SEQ ID Ne: 44
codeTatoT ¢ obpaszoBanuemM SEQ ID Ne: 29

Bkparue, pactsop SEQ ID Ne: 7 (1,00 mmonb) u pacteop SEQ ID Ne: 62 (1,1 mmoinb) B
10 06. AMCO cmemmuBaroT ¢ ucnoib3osanuem peareara PyBOP, DEPBT unu EDC/HONB

(1,30-2,00 mmodp) u [INDA (2 mmonp) pu K.T. CMeCh EpEeMEINBAIOT MPH K.T. 10 TEX T10P,
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noka peakuus He OyaeT nmpu3HaHa 3aBepieHHoN ¢ momornbio BOXKX. Cmeck racst 20 06. 15-
20%-0ro pacTBOpa XJIOpUAA HATPHS, a 3aTeM 100aBsttoT eme 10 00. BOAb! U MepeMeLInBaoT B
tedenue 10 muH. [TonydeHHYI0 CyCieH3HI0 QUIBTPYIOT U TBEPIOE BEIIECTBO MPOMBIBAIOT 3 % 10
00. Bozbl. TBepAOE BEIECTBO CyLIaT B BaKyyMHOM cyurmiibHOM 1kady (40°C) ¢ monyuenuem
SEQ ID Ne: 43 B BUAE 3KeITOBATO-0€JIOr0 TBEPIOTO BEIIECTBA.

3arem pacteop SEQ ID Ne: 31 (1,00 mmons) u pacteop SEQ ID Ne: 42 (1,1 mmonb) B X
00. IMCO mnonepraroT coueTanuto ¢ ucrnonb3oanueM pearenra PyBOP, DEPBT nnu
EDC/HONB (1,30-2,00 mmonb) u JIUIA (2 Mmmoup) npu k.T. CMeCh EpEeMEINBAIOT MPH K.T. 10
TeX TIOp, MOKa peakuus He Oyaer npu3HaHa 3aBepiueHHoH ¢ momousio BOXKX. Cmeck racsr 20
00. 15-20%-oro pacTBopa Xjopuaa HaTpus, a 3aTeM N00aBysitoT emme 10 00. Bonbl 1
nepememnBaioT B TeueHue 10 muH. [Tony4deHHy0 CycieH310 QUIBTPYIOT U TBEPIOE BELIECTBO
npoMbIBatoT 3 X 10 00. Boael. TBepoe BeecTBO CylaT B BAKYYMHOM CYLIMJIBHOM HIKay
(40°C) ¢ monyuennem SEQ ID Ne: 44 B Buze »enToBaTo-0€JI0r0 TBEPAOTrO BELIECTBA.

B 3akmrouenue, pactsop SEQ ID Ne: 43 (1,00 mmons) u pactsop SEQ ID Ne: 44
(1,0 mmonb) B 17 06. TT'® noasepraroT codeTaHuio ¢ ucnoib3oBanueM pearenta DEPBT (1,30-
2,00 mmonb) u [IUDA (1 mmonb) npu k.T. CMeCh epeMEIInBarOT MPH K.T. 10 Te€X MOp, MOKa
peakiyst He OyaeT npu3HaHa 3aBepleHHOH ¢ momoubio BOXKX. Cmech racar 20 00. BogsL
[MonyuyeHHYIO CYyCHIEH3HIO (PUIBTPYIOT U TBEPAOE BELIECTBO MPOMBIBAIOT 3% 10 00. BOIBL
TBepaoe BelecTBo CylaT B BAKYYMHOM CyIIWiIbHOM mkady (40°C) ¢ monyueHreM npoayKTa B
Buze Oenoro TBepaoro Bemectsa. C MOJyYeHHOrO MENTHIA CHUMAKOT 3aIUTY CMEChIO
TOK:TIPS:ITT:Boma (92,5:2,5:2,5:2,5), ucnons3ys 10 M1 Ha r ucxomHoro marepuana. [Toce
repeMenBaHus B TeUeHUE 3 4acOB IPU KOMHATHOM TeMIepaType NPOAYKT OCAKIAOT 4 MII
20% renrana/MTBD Ha M cMmecu, ioaaepkuBasi remneparypy Huke 30°C. [TonydeHHyO
CYCHEeH3HI0 (PUIBTPYIOT U TBEpAOE BelecTBO nMpoMbiBaroT 3% 10 06. MTBD. Tepnoe BemecTBo
CyLIaT B BAKYYMHOM cyIuibHOM 1mkady (40°C) ¢ monyyeHrneM MpoAyKTa B BHIE JKEJITOBATO-

0enoro TBEpAOro BEIIECTRA.

IIpumep 51: AnbrepHaTuBHbIii cuaTe3 SEQ ID Ne: 7
Tabnuna 30: B cunTe3e ncnonb3yroT Fmoc-amuaayro cmoiny 3ubepa ¢ 3arpy3koi
0,80 mMmone/r. Ucnionb3yroT obmmyro metoauky SPPS co cienyromumu MoaudukamusMu:

Vcnosus SPPS
IMuxn AMUHOKHCIIOTA PacrBoputens niis peakuui
coueranus: JIMDA
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Fmoc-L-Ser(t-Bu)-OH

2 x 30 MUH LIUKJIA CHSITUS 3aIUTHI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS
3aIIUTHI,
2,0 AA/2,2 DIC/2,0 Oxyma
449 KT

Fmoc-L-Pro-OH

2 x 30 MUH LIUKJIA CHSITUS 3aIUTHI
Fmoc,
6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,
JIBoliHOE coueTaHUeE:!
(1,5 AA/1,65 DIC/1,5 Oxyma) X 2
3+16 4, K.T.

Fmoc-L-Pro-OH

3 x 30 MUH LIUKJIA CHSITHUS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHUS
3aIUTHI,
JIBoliHOE coueTaHue:
(1,5 AA/1,65 DIC/1,5 Oxyma) X 2
3+16 4, K.T.

Fmoc-L-Pro-OH

3 x 30 MMH LIUKJIA CHSITUS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE CHATHS
3aLIHUTHI,
JIBOiiHO€E coueTaHue:
(1,5 AA/1,65 DIC/1,5 Oxyma) X 2
3+16 4, K.T.

Fmoc-L-Ala-OH

3 x 30 MUH LIUKJIA CHSITUS 3alUTHI
Fmoc,
6 X 2 MUH NPOMBIBOK IIOCJIE€ CHATHUS
3aLIHUTBHI,
JIBOIiHOE coueTaHue:
(1,5 AA/1,65 DIC/1,5 Oxyma) X 2
3+16 4, K.T.

Fmoc-Gly-OH

2 x 30 MUH LIUKJIA CHSITUS 3alUThI
Fmoc,
6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHUS
3aIIUTHI,
2,0 AA/2,2 DIC/2,0 Oxyma
449 KT

Fmoc-L-Ser(t-Bu)-OH

2 x 30 MUH LIUKJIA CHSITUS 3alUTHI
Fmoc,
6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHS
3aIIUTHI,
2,0 AA/2,2 DIC/2,0 Oxyma
449, KT

Fmoc-L-Ser(t-Bu)-OH

2 x 30 MUH LIUKJIA CHSITUS 3aIUTHI
Fmoc,
6 X 2 MMH NPOMBIBOK IIOCJIE€ CHATHS
3aIIUTHI,
2,0 AA/2,2 DIC/2,0 Oxyma
64, K.T.
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2 x 30 MUH LIUKJIA CHSITUS 3aIUTHI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJI€ CHATHS
3aIIUTHI,
2,0 AA/2,2 DIC/2,0 Oxyma
64, K.T.
3 x 30 MUH LIUKJIA CHSITHUS 3aIUTHI
Fmoc,
6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,
2,0 AA/2,2 DIC/2,0 Oxyma
10 4, x.T.

9 Fmoc-L-Pro-OH

10 Fmoc-Gly-OH

Ceszannyto co cmojoii SEQ ID Ne: 7 (54 r, ~24,0 mmonb) obpabareiatot 2x300 mit
(xaxapiit mo 30 mun) 20% Pip/JIM®PA. 2) ITpomeisatot 6 x 300 ma JIM®PA, a 3atem 5 x 300 mn
JAXM. 3) Hobasnstot 500 M TOK/JIXM (5/95, 06./06.) 1 nepeMeIinBaroT B TeueHue 2 4. 4)
Or¢unbTpoBsIBatOT cMech U MPOoMbIBaOT S00 Mt JIXM, 4To0BI MONYy4YHTh O01IHIH 00bEM
¢unpTpara 1000 mi. 5) Konuenrpupyrot no ~250 mi. 6) 3arpysxkatot 250 ma MTBED. 7)
IToBTopsiroT cTaguu 5-6 5-6 pa3. 8) uabTPYIOT U COOMPAIOT BJIAKHBIN OCAZOK U CYLIAT B
BaKyyMHOM cyinibHOM 1mkady npu 33°C B Teuenne Houn ¢ nonydernem SEQ ID Ne: 7 (18,3 r,
BbIX0J 75%) B BUze 0€JI0ro TBEpAOro BelecTBa. AHAIU3 BbIIEIEHHOTO TBEPAOIO BEIECTBA C

nomompo YIXKX (94,4% no momanu). XKX-MC ([M+H]"): 1020,58.

Hpumep 52: Cunre3 SEQ ID Ne: 45 (Coeaunenue 48)

Tabmuna 31: B cunrese ucnons3ytot cmony 2-CTC ¢ 3arpy3koii 0,80 Mmmounb/r. Ucnonb3yroT

obmryro metonuky SPPS co cneayromumu MoaquduKasiMu:

Ycnosus SPPS PactBopurens ans
peakuuii coueranusi: JIMDA
3,0 AA/6,0 INDA
44 KT
2 x 30 MUH LIUKJIA CHSITUS
3amuThl Fmoc,

6 X 2 MUH NPOMBIBOK TOCIIE
CHSITHS 3aIUThI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
649, K.T.

2 x 30 MUH [IUKJIA CHSATHUS
3amuThl Fmoc,

6 X 2 MUH NPOMBIBOK [TOCJIE
CHSITHS 3aIUThI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44, KT

Hukn AMHMHOKHUCIIOTa

1 Fmoc-Gly-OH

2 Fmoc-L-Glu(tBu)-OH

3 Fmoc-L-Leu-OH
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Fmoc-L-Leu-OH

2 x 30 MUH IUKJIA CHSTHUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK OCJIE
CHSITHUS 3aIIUTHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

Fmoc-L-Tyr(tBu)-OH

2 x 30 MUH LIUKJIAa CHSITUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK IOCJIE
CHSITHUS 3aIIUThI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

Fmoc-L-Glu(tBu)-OH

2 X 30 MUH ITUKJIa CHSITHUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK IOCJIE
CHSITHUS 3aIIUThI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44 K.T.

Fmoc-L-Ile-OH

2 x 30 MUH UKJIA CHITUS
3amuThl Fmoc,
6 X 2 MUH IIPOMBIBOK 1OCJIE
CHSITHS 3aIIUTBHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
64, K.T.

Fmoc-L-Phe-OH

2 X 30 MUH IIUKJIA CHSITHUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK IOCJIE
CHSITHSI 3AIIUTBHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

Fmoc-Ala-OH

2 x 30 MUH LIUKJIA CHSTUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK I1OCIIE
CHSITHUS 3aIIUTHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

10

Fmoc-Aib-OH

2 x 30 MUH LIUKJIA CHSTUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK TOCJIE
CHSITHUS 3aIIUTHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
1249, x.T.

11

Fmoc-L-GIn(Trt)-OH

3 x 30 MUH LIUKJIA CHSTUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK OCIIE
CHSITHUS 3aIIUTHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
18 4, x.T.
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2 x 30 MUH IUKJIA CHSTHUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK OCJIE
CHSITHUS 3aIIUTHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT
3 x 30 MUH LIUKJIA CHSITUS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK IOCJIE
CHSITHUS 3aIUThI,
2,0 AA/4,0 I1DA/2,0 PyBOP
16 4, K.T.
2 x 30 MHH LIMKJIa CHSTHS
3amuThl Fmoc,
6 X 2 MUH NPOMBIBOK IOCJIE
CHSITHUS 3aIIUThI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
84, K.T.
2 x 30 MUH UKJIA CHITUS
3amuThl Fmoc,
6 X 2 MUH IIPOMBIBOK 1OCJIE
CHSITHS 3alUThI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

12 Fmoc-L-Ala-OH

Fmoc-L-Lys(t-BuOOC-
13 (CH2)13-COO-y-L-Glu-
AEEA)

14 Fmoc-L-Lys(Boc)-OH

15 Fmoc-L-Asp(tBu)-OH

Mirkoe otineruienue SEQ ID Ne: 45:

1) lobGassitoT cBsizanHbIid co cMooi SEQ ID Ne: 45 (4,0 r, ~1,34 MMOJIb) U 3arpysKaroT
40 mi cmecu ans oruieruienuss TOK/JIXM (1/99, 06./06./06.). 2) TlepemernuBaroT B TeueHue 10
MUH TpH K.T. 3) @unbTpyrot u cobuparot punsrpar. 4) Helitpanusyrot ¢punbtpat 0,44 mn
nupuauHa (1/1, mons/mons). 5) IToeropsitot cramun 1-4 eme 3 paza. 6) OObeTMHEHHBIH
(bubTpaT KOHUEHTPUPYIOT nocyxa. 7) PactBopsitoT cycniensuto B 10 mu JIMCO. 8) Mennenno
nobasinstoT pacteop JIMCO B 100 M1 X0OIHON BOABI PU NiepeMeITnBaHiy. 9) @PUiIbTPYIOT U
cobuparoT ocanok. 10) Pecycnienaupyrot B SO mut Bozgel 2 pasa. 11) Cymar B BaKyyme B TeUEHUE
Houu ¢ nmonyuennem SEQ ID Ne: 45 (2,5 r, Berxon 58%) B Bume 6eoro TBepaoro BeIecTa.
AHanu3 BBIIEIEHHOTO TBEPAOTro BemecTna ¢ momomeso YIXKX (95,0% no mnomann). XKX-MC

(IM+2H]27/2): 1604,97.

IIpumep 53: AnbrepHaTuBHbIii cunTe3 SEQ ID Ne: 10
Tabmuua 32: B cunTese ncnone3yrot Fmoc-Leu-OH wa cmone 2-CTC ¢ 3arpy3skoii 0,80

mmoJis/T. Ucnonb3yrot odmryro meronuky SPPS co cnenyromumvu Mmonudukanusimu:

VYcnosust SPPS
ukn AMMHOKHUCJIOTA PacTBoputens 1A peakuuii COYETaHMUS

JIM®A
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Fmoc-L-oaMe-Leu-OH

3,0 AA/6,0 JUDA

18 4, K.T.

Fmoc-L-Ile-OH

3 x 30 MuH OuKJja CHATHUS 3a1uThl Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
18 4, K.T.

Fmoc-L-Ser(tBu)-OH

2 x 30 MHH IIUKJIa CHATUS 3aIMuThl Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHUS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44, KT

Fmoc-L-Tyr(tBu)-OH

2 x 30 MHUH IIUKJIa CHATHS 3aIMuThl Fmoc,
6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHUS
3aILUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT.

Fmoc-L-Asp(tBu)-OH

2 x 30 MUH HUKIa CHATHUSA 3auThl Fmoc,
6 X 2 MUH NPOMBIBOK IOCJIE CHSATHS
3aLIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

Fmoc-L-Ser(tBu)-OH

2 x 30 MUH IIUKJIa CHITHS 3a10UThl Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE CHATHS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

Fmoc-L-Thr(tBu)-OH

2 x 30 MUH IIUKJIa CHITHS 3a1MUThl Fmoc,
6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHUS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44, KT

Fmoc-L-Phe-OH

2 x 30 MUH IIUKJIa CHITHS 3aIMUThl Fmoc,
6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHUS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44 KT

Fmoc-L-Thr(tBu)-OH

2 x 30 MUH IIUKJIa CHATUS 3aIMUThl Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS
3aIUThI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
44, KT

10

Fmoc-Gly-OH

2 x 30 MUH IIUKJIa CHITHS 3aIquThl Fmoc,
6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHS
3aIUThI,

3,0 AA/3,3 DIC/ 3,0 Oxyma
649, K.T.
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2 x 30 MHH IIUKJIa CHATHS 3aIquThl Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS
11 Fmoc-L-GIn(Trt)-OH 3aIIUTBI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
44, KT

2 x 30 MHH IIUKJIa CHATUS 3aIMuThl Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS
12 Fmoc-Aib-OH 3aIIUTHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
84, K.T.

2 x 30 MHH IIUKJIa CHATHS 3aIMuThl Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHUS
13 Boc-L-Tyr(tBu)-OH 3aILUTHI,
3,0 AA/3,3 DIC/ 3,0 Oxyma
16 9, x.T.

Misrkoe otinerienue: 1) JloGasnsitoT csizaHHyro co cmojioi SEQ ID Ne: 10 (60 r,

~40 mmozb) 1 3arpyxatot 600 M cmecu st otierieHus TOK/AXM (1/99, 06./06./00.). 2)
INepememmBaroT B TeueHune 10 MuH npu K.T. 3) QUabTpyrOT U coOuparoT GuibTpart. 4)
HeiitpanusyroT ¢punbTpat ¢ nomorsko 6,6 mu mupuausa (1/1, mon./mon.). S) ITosTopsitor
cragun 1-4 eme 3 pasza. 6) OObeaMHEHHBINH PUIBTPAT KOHLEHTPUPYIOT Hocyxa. 7) PacTBOpsIOT
cycnensuo B 60 M IMCO. 8) MennenHo nobasisirot pactsop AMCO B 600 Mt XOJIOHOI
BOJIbI MPU NiepeMernnBaHuu. 9) @uiabTpyroT u coduparoT ocanok. 10) Pecycnenaupyrot B 300 mit
BonbI 2 paza. 11) Cymar B Bakyyme B TedeHune Houu ¢ nojgydenuem SEQ ID Ne: 10 (56,4 1,
BbIX0J 125%) B BUZE BJIAKHOTO TBEPIOTO BEIIECTBA. AHAJIN3 BbIIEJIEHHOTO TBEPJOTO BEIIECTBA

¢ nomonibro YIXKX (93,1% no mnomanu). XKX-MC ([M+H]"): 2341,52.

Ipumep 54: Cunre3 SEQ ID Ne: 46 (Coenunenue 49) ¢ nomomsio LPPS:

B creknsHHBIN CUMHTHIUISIUUOHHBIN (1akoH BMecTUMOCThIO 20 Mt nobasisitor SEQ ID
Ne: 7 (250 mr, 77,9 mxmons), SEQ ID Ne: 45 (103 wmr, 90,7 mxmonb) 1 IMCO (5 mi). K sTomy
pactBopy nobasisiror JJUDA (81 Mk, 0,47 mmors), a 3atem PyBOP (7-azabenzorpuaszon-1-
wiokcH)TpuruppoaunuHdpochonus rekcadroppocdar) (100 mr, 192 mxmons). Ilepememuparot
PEaKIMOHHYIO CMECh B T€YEHHE 4 4acoB, 3aTe€M MEIUICHHO JO0aBISIOT 35 MJT XOJIOAHON BOJIBL.
CobuparoT ocakIeHHBIH MPOAYKT MyTeM (PHIIBTPOBAHHUS, a 3aTE€M IMPOMBIBAIOT BOAOH (2 X
35 mur). BiaskHbIi 0CcaloK BBICYLIUBAIOT 1OA BakyyMoM ¢ nionydeHuemM SEQ ID Ne: 46
(Coenunenue 49) B Bune 6enoro TBepaoro Bemectsa (199 mr, Beixon 61%). YOXKX: 46,2% 1o

TIomaau.

Ipumep 55: Cunre3 SEQ ID Ne: 47 (Coeaunenue S0) ¢ nomomnio LPPS:
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B creknsHHBIN CUMHTHIUISIUUOHHBIN (i1akoH BMecTUMOCTBIO 20 Mt nobasisitor SEQ ID
Ne: 46 (500 mr, 120 mxmonsb), a 3atem 2 mut MeCN (2 mn). 3arpyxarot EtaNH (0,5 mi,
4,8 MMOJIb) U TIepeMelTBalOT B TeueHre 4 4. KOHEHTPUPYIOT pacTBOP AOCYXa. 3arpyKaroT
5 M1 MeCN u cHOBa KOHLIGHTpHUPYIOT nocyxa. [Tosropsitor nodasnernrie MeCN u BbICYLITBaHHE
eme 2-3 pasa. JlobassiroT 1 Mt MeCN 11t pacTBOpPEHUSI CYCIIEH3HH, 3aT€M MEIJICHHO
n00aBISAIOT peaKLIMOHHBIN pacTBop K 15 M xonognoro MTBD npu nepememuBasuy.
QUIBTPYIOT U COOMPAIOT OCANIOK, a 3aTeM IMOBTOPHO pecycrneHaupyoT B 10 Mt MTBD 2 pasza.
BrnakHblif ocafok BbICymMBaiOT B BakyyMe ¢ noiyderueM SEQ ID Ne: 47 (Coenunenue 50) B
Buze Oenoro TBepaoro Bemectsa (200 mr, Beixoa 42%). YOXX: 75,3% no miomanu. XKX-MC
[M+3H]**/3: 1331,60.

Hpumep 56: Cunre3 SEQ ID No: 48 (Coeaunenne S1) ¢ nomomsbio LPPS:

B cTeksstHHBIN CUMHTHIULIMOHHBIN (uiakoH BMecTHMOCThIO 20 Mut nodasisitor SEQ ID
Ne: 10 (75 wmr, 32,1 mxmodb), SEQ ID Ne: 47 (100 wmr, 25,0 Mkmoinb), 1-runpokcu-7-
azabenzorpuazon (HOAL; 5 mr, 36,8 mxmosb) u JIMCO (2 mi). JIoGaBisitoT B 3TOT pacTBOP
JUDA (30 Mk, 173 mxmoib), a 3atem PyAOP (33 mr, 63 mxmonsb). [TepemennBatot
PEAKLIMOHHYIO CMECh B TEYEHHUE 5 4aCOB, 3aTe€M MEIJIEHHO A00aBISIOT 15 MJT XOJIOAHOH BOABI.
CobuparoT ocakIeHHBIH MPOAYKT MyTeM (DHIIBTPOBaHMS, a 3aT€M MPOMBIBAIOT BOAOH (3 X
10 mut). BiaskHbli 0CaI0K BBICYIIUBAIOT MOA BakyyMoM ¢ nojydenuem SEQ ID Ne: 48
(Coenunenue 51) B Bune 6enoro TBepaoro Bemectsa (120 mr, Boixon 76%). YOXKX: 53,6% mno

riomanu.

Hpumep 57: Cunre3 SEQ ID Ne: 6 nyTreM noJIHOro CHATHS 3ALUTHI

BarpyxxaroT 1 M pactBopa cMmecu 1t otineruienus TOK/H,O/TIPS/ATT
(0,925/0,025/0,025/0,025, 06./06./06./00.), 3aTeM k 310l cMecu nodasisitoT oopazer; SEQ ID Ne:
48 (76 mr, 12,0 MKMOIIB), 4TOOBI MOJYYUTh pacTBOP. CMECh MepEeMEIuBaIOT IPU TEMIIEpaType
OKpY’KaroIel cpesbl B TEYEHHE OKOJIO 3 4acoB. PeakinonHyto cMech npwinsaoT kK MTBED (10
m1) ipH -15°C, mONy4eHHYI0 CYyCIEH3HIO MePEeMEIINBaOT OKOIo 30 MUH. BeImonHsOT
¢bunbTpoBaHUe Yepe3 GIIIBTP U MPOMBIBAIOT BIAKHBINA 0Cca0K ¢ momornbio MTBD (2X10 mu).
Brnasxknsriii ocagok cymar rpu 35°C nox Bakyymowm, nosydast SEQ ID Ne: 6 (80 mr, 44,8%
TUTOIA/TH, BBIXOJ HEOUHINEHHOTO npoaykra 140%) B BHIE BIIAXKHOTO TBEPIOTO BELIECTBA.

VYIXKX: 44,8% mo mnomann. XKXX-MC [M+3H]**/3: 1183,20.

IIpumep 58: AnbrepHaTuBHbIN cuHTe3 SEQ ID Neo: 11
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Tabmuua 33: B cuntese ncnone3yrot cmoiy Fmoc-Gly-CTC ¢ 3arpyskoii 0,835 MMomb/T.

Hcnonbayrot odmyro meronuky SPPS co cienyrommumu Mmogudukamusimu.

VYcnosus SPPS PactBopurens ans

VIKJI AMMHOKHUCJIOTa N
1 peakuuii coueranusi: JIMDA

2 x 30 MUH LIUKJIA CHSITHUS 3aIUTHI
Fmoc,

6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHUS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

44, KT,

1 Fmoc-L-Leu-OH

2 x 30 MUH LIUKJIA CHSITUS 3aIUThI
Fmoc,

6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHUS
3aIUThI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

44, K.T.

2 Fmoc-L-Leu-OH

2 x 30 MUH LMKJIa CHSITHS 3aIUThI
Fmoc,

6 X 2 MUH NPOMBIBOK ITOCJIE CHSATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

449 KT

3 Fmoc-L-Tyr(tBu)-OH

2 x 30 MUH [UKJIA CHSITHUS 3aIIUThI
Fmoc,

6 X 2 MUH NPOMBIBOK IIOCJIE€ CHATHUS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

449, K.T.

4 Fmoc-L-Glu(tBu)-OH

2 x 30 MUH LIUKJIA CHSTHUS 3alUThI
Fmoc,

6 X 2 MUH POMBIBOK ITOCJIE€ CHATHUS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

44, K.T.

5 Fmoc-L-Ile-OH

3 x 30 MUH LIUKJIA CHSITUS 3aLUThI
Fmoc,

6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHUS
3aIHTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

449, KT,

6 Fmoc-L-Phe-OH

3 x 30 MUH LUKJIA CHSITUS 3alUThI
Fmoc,

6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

449, KT,

7 Fmoc-Ala-OH

Msirkoe otimerienue: 1) Jlobapmnsitot cesizannyro co cmonoit SEQ ID Ne: 11 (10,0 T, ~4,4

MMoItb) 1 3arpy:karot 100 mu ecmecu st otmeriernss TOK/JIXM (1/99, 06./06.). 2)
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IlepememmuBaroT B TeueHue 10 MuH npu K.T. 3) @unbTpyroT U cobuparot puisrpar. 4)
HeiirpanusyroT punprpar ¢ momomsio 1,1 mi mupuauna (1/1, momn./mon.). 5) IToTopsitoT
cranuu 1-4 eme 3 paza. 6) O0benrHEHHBIH QHIBTPAT KOHIEHTPUPYIOT Aocyxa. 7) PacTBopsitoT
cycniensnto B 20 mu JIMCO. 8) Mennenno nodasisitot pactsop JAMCO B 100 mut xonogHOM
BOJIbI IpY nepemermuBanny. 9) @uibTpyroT u coduparoT ocanok. 10) Pecycnenaupyror B 100 M
BozbI 2 pasa. 11) Cymar nox BakyymoMm B TedeHne Hour ¢ nonyuenueMm SEQ ID Ne: 11 (4,01 ,
BbIX07] 62%) B BUzie O€JI0r0 TBEPAOro BEIECTBAa. AHAIN3 BBIIEIEHHOIO TBEPAOIO BEIECTBA C

nomomiero YIXKX (97,6% no mnomann). JKX-MC [M+H]": 1445,78.

IIpumep 59: AnbrepHaTuBHbiii cunTe3 SEQ ID Ne: 18
Tabnuua 34: B cunTese ncnone3yroT Fmoc-amuanyto cmony 3ubepa ¢ 3arpyskoii 0,71

mmonb/T. Ucnonb3yrot obiiyro meroauky SPPS co cnenyromumu MoaudukausimMu:

Lukn AMMHOKHCJIOTA Peaxius coueranus
1 2 x 30 MMH LIMKJIa CHATHS 3aLUTHI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS

Fmoc-L-Ser(t-Bu)-OH
3aIUThI,

DIC/oxyma/AA=3,3/3/3
CoueTaHue B TeveHme 4 4acoB
2 X 30 MUH IIUKJIa CHSTUS 3QIUTHI
Fmoc,
2 Fmoc-L-Pro-OH 6 X 2 MUH IPOMBIBOK I1OCJI€ CHSATHS
3aIIUTHI,
DIC/oxyma/AA=3,3/3/3
Coueranue B TeucHue O YaCOB
3 x 30 MUH LIUKJIA CHSTHUS 3alUThI
Fmoc,
3 Fmoc-L-Pro-OH 6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3aIUTHI,
DIC/oxyma/AA=3,3/3/3
Coueranue B TeucHue 12 4acoOB
3 x 30 MUH LIUKJIA CHITHUS 3aIUThI
4 Fmoc,
Fmoc-L-Pro-OH 6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3aIUTHI,
DIC/oxyma/AA=3,3/3/3
Coueranne B TeucHue 12 4acOB
3 x 30 MUH LIUKJIA CHITHUS 3alUThI
5 Fmoc,
Fmoc-L-Ala-OH 6 X 2 MUH IPOMBIBOK I1OCJI€ CHATUS
3aIUTHI,
DIC/oxyma/AA=3,3/3/3

Coueranne B Teuerne 10 4acoB
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Fmoc-Gly-OH

2 x 30 MUH LIUKJIA CHITHUS 3alUThI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJI€ CHATHS
3aL0UTHI,
DIC/oxyma/AA=3,3/3/3

Coucranmue B TeucHue 4 1acoOB

Fmoc-L-Ser(tBu)-OH

2 x 30 MHH LIMKJIA CHITHUS 3alUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3aLIUTHI,
DIC/oxyma/AA=3,3/3/3

Coucrannue B TeucHue 4 1acoOB

Fmoc-L-Ser(tBu)-OH

2 x 30 MHH LIMKJIA CHITHUS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3aLIUTBI,
DIC/oxyma/AA=3,3/3/3

Coueranne B TeucHHE O YaCOB

Fmoc-L-Pro-OH

2 X 30 MHH IIUKJIA CHSTHUS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJIE€ CHATHS
3aIIHTHI,
DIC/oxyma/AA=3,3/3/3

Coueranue B TeucHHe O YaCOB

10

Fmoc-Gly-OH

3 x 30 MUH OUKJIa CHATHS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJIE€ CHSATHS
3aIIMTHI,
DIC/oxyma/AA=3,3/3/3

Coucranme B Teucaue 10 4acoB

11

Fmoc-Gly-OH

2 x 30 MUH LIUKJIA CHSTHUS 3alUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3QLIUTHI,
DIC/oxyma/AA=3,3/3/3

Coucranne B TeucHHe 4 4acOB

12

Fmoc-L-Glu(OtBu)-OH

2 x 30 MUH LIUKJIA CHITHUS 3alUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3AL0UTHI,
DIC/oxyma/AA=3,3/3/3

Coucranmue B TeucHue 4 1acoOB

13

Fmoc-L-Leu-OH

2 x 30 MUH [UKJIA CHSITUS 3QIMUTHI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJI€ CHATHS
3aL0UTHI,
DIC/oxyma/AA=3,3/3/3

Coucranne B TeucHHe O UaCOB
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14

Fmoc-L-Leu-OH

2 x 30 MUH LIUKJIA CHITHUS 3alUThI
Fmoc,
6 X 2 MUH IPOMBIBOK ITOCJI€ CHATHS
3aL0UTHI,
DIC/oxyma/AA=3,3/3/3

Coucranue B TeucHue O UaCOB

15

Fmoc-L-Tyr(tBu)-OH

2 x 30 MHH LIMKJIA CHITHUS 3alUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3aQLIUTBI,
DIC/oxyma/AA=3,3/3/3

Coucrannue B TeucHue 4 1acoOB

16

Fmoc-L-Glu(OtBu)-OH

2 x 30 MHH LIMKJIA CHITHUS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3aLIUTBI,
DIC/oxyma/AA=3,3/3/3

Coucranue B TeucHue 4 4acoB

17

Fmoc-L-Ile-OH

2 X 30 MHH IIUKJIA CHSTHUS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJIE€ CHATHS
3aIIHTHI,
DIC/oxyma/AA=3,3/3/3

Coueranue B TeucHHe O YaCOB

18

Fmoc-L-Phe-OH

2 x 30 MUH OUKJIa CHATHS 3aIUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJIE€ CHSATHS
3aIIMTHI,
DIC/oxyma/AA=3,3/3/3

Coucranne B TeucHHEe 4 4acCOB

19

Fmoc-L-Ala-OH

2 x 30 MUH LIUKJIA CHSTHUS 3alUThI
Fmoc,
6 X 2 MUH IPOMBIBOK I1OCJI€ CHATHS
3QLIUTHI,
DIC/oxyma/AA=3,3/3/3

Coucranne B TeucHHe 4 4acOB

Misrkoe otierienue: 1) IMocne mocnenanx 2 x 30 MUH IMKJIOB CHATHS 3auThl Fmoc

3arpyKaroT cBsizaHHbIN co cmogioit SEQ ID Ne: 18 (8,2 1, ~ 3,1 mmonb) B 40 M1 cMecu Auist

otmeriennss TOK/HFIP/JAXM (1/25/74, 06./06./06.) n nepeMemnBaroT B TEUEHHE S MUH MPU

25°C. 2) @unbTpyioT, cobuparoT GUILTPAT U HelirpanusyioT GunbTpar 0,44 M nupuausa (1/1

moJ./mout.). 3) TloBropsitoT npouecc oTmeruieHus emute 2 pasa. 4) O0bennHeHHbIH QUIBTPAT

KOHIEHTPUPYIOT Aocyxa. 5) PactBopsitot cycnensuro B 10 mut IMCO u meieHHO 100aBIIsIFOT

pacteop JIMCO x 200 mn MTBED npu nepemermmBanuu. 6) @UIbTPyOT U COOMPAIOT OCAIOK. 7)

Pecycniernupyrot eme 2 pasa ¢ momorisio 40 mut MTB3 u oTuibTpoBBIBaIOT 0Canok. §)

HeounmenHslii MaTepran Cymar 1o BAKyyMOM B T€YEHHE HOYH, YTOOBI MONYyIUTh 2,76 T
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HEOYHINEeHHOTo npoaykTa (Berxon 41,4%) ¢ uncroroit 92,5% no nanaeiv BOXX. XKX-MC
[M+2H]**/2: 1113,90.

IIpumep 60: AnbrepHaTuBHbIi cunTe3 SEQ ID Ne: 20
Tabmuua 35: B cuntese nucnone3yrot cmoiy 2-CTC ¢ 3arpy3koii 0,80 MMOB/T.

Hcnonbayrot odmyto meroauky SPPS co crenyrommumu MmogudukanusiMu.

VYcnosus SPPS
Iuxn AMuHOKHUCIIOTA PactBopurens aiis peakuuin
coueranus: JIM®DA

3,0 AA/6,0 TUDA

44, K.T.

KsnuposaHue BBINOIHEHO C
ucnonb3oBaHueM 10 00.
MeOH/ITUDA/IM®A, 5/15/80,
00./00./06. mpu K.T.

1 Fmoc-Aib-OH

3 x 30 MUH IUKJIA CHSITHUS 3aI[UThI
Fmoc,

6 X 2 MUH IPOMBIBOK ITOCJIE CHSTHS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

18 4, K.T.

2 Fmoc-L-GIn(Trt)-OH

2 x 30 MHH [UKJIa CHSTHUS 3aIUThI
Fmoc,

6 X 2 MUH NPOMBIBOK TOCJIE€ CHATHUS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

49 KT

3 Fmoc-Ala-OH

3 x 30 MHH LIMKJIA CHSITUS 3aLUThI
Fmoc,
PyBOP/IUDA/AA=2/4/2

CoyeTaHue B TeyeHue > 16 yacoB

Fmoc-L-Lys(t-BuOOC-
4 (CH2)13-COO-y-L-Glu-
AEEA)

2 x 30 MUH LIUKJIA CHSITUS 3alUTHI
Fmoc,

3,0 AA/3,3 DIC/ 3,0 Oxyma
CoueTtaHue B TedeHne > 8 JaCcOB

5 Fmoc-Lys(Boc)-OH

2 x 30 MUH LIUKJIA CHSITUS 3aIUThI
Fmoc,

3,0 AA/3,3 DIC/ 3,0 Oxyma
CoueTtaHue B TedeHre > 4 4acoB

6 Fmoc-Asp(OtBu)-OH

2 x 30 MUH LIUKJIA CHSITUS 3alUThI
Fmoc,

3,0 AA/3,3 DIC/ 3,0 Oxyma
CoueTtaHue B TedeHue > 4 4acoB

7 Fmoc-Leu-OH
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Fmoc-L-oaMe-Leu-OH

3 x 30 MHH LIMKJIA CHSITUS 3alUThI
Fmoc,

6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>12 4, K.T.

Fmoc-L-Ile-OH

3 x 30 MHH LIMKJIa CHSITHUS 3alUThI
Fmoc,

6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>18 u, K.T.

10

Fmoc-L-Ser(tBu)-OH

2 x 30 MUH LIUKJIA CHSITHUS 3aIUTHI
Fmoc,

6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHUS
3aIUThI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 4 K.T.

11

Fmoc-L-Tyr(tBu)-OH

2 X 30 MUH IIMKJIa CHSTHS 3aIUThI
Fmoc,

6 X 2 MUH POMBIBOK ITOCJIE CHSTHS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 g K.T.

12

Fmoc-L-Asp(tBu)-OH

2 x 30 MMH [UKJIA CHSITHUS 3aIUThI
Fmoc,

6 X 2 MUH NPOMBIBOK TOCJIE€ CHATHUS
3aIUTBHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 g K.T.

13

Fmoc-L-Ser(tBu)-OH

2 x 30 MUH LIUKJIA CHSTUS 3alUThI
Fmoc,

6 X 2 MUH NPOMBIBOK ITOCJIE€ CHATHUS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 g K.T.

14

Fmoc-L-Thr(tBu)-OH

2 x 30 MUH LIUKJIA CHSITUS 3alUThI
Fmoc,

6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 4, K.T.

15

Fmoc-L-Phe-OH

2 x 30 MUH LIUKJIA CHSITUS 3aIUThI
Fmoc,

6 X 2 MUH IPOMBIBOK IOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 4, K.T.
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2 x 30 MUH LIUKJIA CHSITHUS 3aIUTHI
Fmoc,

6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 4 K.T.

16 Fmoc-L-Thr(tBu)-OH

2 x 30 MUH LIUKJIA CHSITUS 3aIUTHI
Fmoc,

6 X 2 MUH IPOMBIBOK ITOCJIE€ CHATHS
3aIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 4 K.T.

17 Fmoc-Gly-OH

2 x 30 MUH LIUKJIA CHSITHUS 3aIUTHI
Fmoc,

6 X 2 MUH NIPOMBIBOK ITOCJIE€ CHATHUS
3aIUThI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>4 4 K.T.

18 Fmoc-L-GIn(Trt)-OH

2 X 30 MUH IIMKJIa CHSTHS 3aIUThI
Fmoc,

6 X 2 MUH POMBIBOK ITOCJIE CHSTHS
3aIIUTHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>8 4, K.T.

19 Fmoc-Aib-OH

2 x 30 MMH [UKJIA CHSITHUS 3aIUThI
Fmoc,

6 X 2 MUH NPOMBIBOK TOCJIE€ CHATHUS
3aIUTBHI,

3,0 AA/3,3 DIC/ 3,0 Oxyma

>16 4, K.T.

20 Boc-L-Tyr(tBu)-OH

Msrkoe otinerienue: 1) JlobapmnsitoT cBsizanubiii co cmogoit SEQ ID Ne: 20 (5,7 r,

~10 mmonb) 1 3arpyskaroT 60 mi cmecu st otuieruieHrnst TOK/JIXM (1/99, 06./06./06.). 2)
[MepemermuBarot B TedeHue 10 MuH npu K.T. 3) @uiabTpyroT u coduparot puistpar. 4)
HeiirpanusyroT punprpaT ¢ momomsro 6,6 M mupuausa (1/1, mosn./mon.). S) IToropsitoT
cranuu 1-4 eme 3 paza. 6) O0benrHEHHbIH QUIBTPAT KOHIEHTPUPYIOT Aocyxa. 7) PacTBopsitoT
cycniensuto B 30 mu JIMCO. 8) Mennenno nodasisitot pacteop JJMCO B 300 mit X0on0qHOM
BOJIbI IPU NepemMermuBanuy. 9) @uibTpyroT 1 coduparot ocanok. 10) Pecycnennupyrot B 200 M
BOnbI 2 paza. 11) Cymar nox BakyyMoM B TeueHue Houu ¢ nmonydenneM SEQ ID Ne: 20 (4,5 T,
BeIX07 63,4%) B BUze 6€I0r0 TBEPAOro BeleCTBa. AHAIN3 BBIIEIIEHHOTO TBEPIOTO BELIECTBA C

nomotibo YIXKX (99,4% no miomanu). XKX-MC [M+2H]*/2: 2053,39.

Ipumep 61: Cunre3 SEQ ID Ne: 49 (Coeaunenue S2) ¢ nomomsio LPPS:
B cTexnsHHBIN COUHTUIUSIUOHHBIN (yiakoH BMecTHMOCThIO 20 Mt 3arpy»karoT SEQ ID

Ne: 11 (1,0 akB., 145 mr), SEQ ID Ne: 7 (1,1 axB., 125 mr) u AMCO/MeCN (5 mi, 4/1, 06./00.),
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9TOOBI PacTBOPUTH BCe BelecTBa. K peakunonHoi cmecu nodasisitor JJUDA (3,0 3kB,,

0,055 mi), a 3arem PyOxim (1,5 skB., 80 Mr). PeakinOHHYIO CMECh MEPEMEIINBAIOT B TeUeHHE 4
9acoB, 3aTEM MEIJICHHO MpH nepemMernuBanuu 100asisiioT 40 mut Bonbl. COOMPAOT OCaKIEeHHBIN
NPOIYKT MyTeM (PUIBTPOBAHMS, & 3aTEM MPOMBIBAIOT BoAoH (2 x 40 mu). BiraxkHbil ocamok
CyLIaT MO BaKyyMOM, YTOOBI MOJyYUTh HeouuineHHoe TBepaoe Bemectso SEQ ID Ne: 49 B
Buze Oenoro Teepaoro Bemectsa (180 mr, Beixoxn 73,2%) ¢ unctoroit 89,5% mno nanasiM BOXKX.

WX-MC [M+2H]?"/2: 1225,2.

IIpumep 62: Cunrte3 SEQ ID Ne: 18 ¢ nomombio LPPS:

B crexnsHHBIN CUMHTUIUISIHUOHHBIN (1akoH BMecTUMOCTBIO 20 Mt nobasisitor SEQ ID
Ne: 49 (700 wmr), a 3arem 8 M1 IMCO (2 mi). 3arpyxatot EtaNH (2,0 M) 1 nepemernnpaioT B
TeueHue 4 4. KOHUEeHTPUPYIOT pacTBOp Aocyxa. 3arpysxkatot 60 mu xonogHoro MTBD npu
nepeMeinnBaHui. PUIBTPYIOT U COOUPAIOT OCAIOK, a 3aTEM MOBTOPHO PECYCIIEHIUPYIOT B 60 M
MTBD 2 paza. BinaxxHblit 0cafiok BBICYIIUBAIOT 1101 BakyyMoM ¢ nosydeHueMm SEQ ID Ne: 18 B
Buze Oenoro TBepaoro Bemectna (520 mr, Beixon 82%) ¢ uncrotoi 82,3% no nanasiM BOXX.
XKX-MC [M+2H]*/2: 1113,8.

Ipumep 63: Cunre3 SEQ ID Ne: 48 ¢ nomomsbio LPPS:

B cTeksHHBIN CUMHTHIUISIIUOHHBIN (i1akoH BMecTUMOCThIO 20 Mit nobasisitor SEQ ID
Ne: 20 (1,0 akB., 84 mr), SEQ ID Ne: 18 (1,1 skB., 50 mr), 1-ruapokcu-7-a3abeH30Tpras3ol
(HOAt; 1,0 3xB., 3 mr) u IMCO (2 mn) nist pacTBOpeHust Bcex BemecTs. K aTomy pactBopy
nobasnstor DA (6 5kB., 21 Mki), a 3atem PyAOP (2,5 5kxB., 22 Mr) u nepeMemmBaioT B
TedyeHue 6 yacos. JloOaBisiroT nonosnHuTenpHOE KosuuecTBo PyAOP (1,0 a3kB., 9 mr) u JIUDA
(2,5 3KkB., 9 MKJT) 1 IepeMeInuBalOT B TeueHue 12 gacoB. J100aBIsIOT JONOJHUTEIBHOE
konmaectBo PyAOP (1,0 5xB., 9 mr) u IUDA (2,5 3kB., 9 MKII) 1 IEPEMEIINBAIOT B TEUCHHE O
4JacoB. MenyieHHO BbUIMBAIOT PEAKLIMOHHBIN PaCTBOP B XOJOIHYIO BOAY MPU MepeMeIINBaHHH.
ColuparoT ocakIeHHBIH MPOAYKT MyTeM (PHIIBTPOBAHMS, a 3aTE€M IPOMBIBAIOT BOAOI 3 pasa
(3x10 mn). [TponykT cymiat moja BaKyyMOM ¢ mostydeHueM Oenoro Teepaoro semectsa SEQ ID

Ne: 48 (90 mr, BbIxOH 69,8%). YOXKX: 81,9% mno miomany.
IIpumep 64: IloHoe cusaTue 3amuThI ¢ SEQ ID Ne: 48 nns monyyenuss SEQ ID Ne:
[TosmHOE CHSITHE 3aIIUTHI MPOBOIST C UCTIONB30BAHUEM CIIEAYIOLIEH METOTUKH: 1)

3arpyxaroT 4 M cmecu s otmervienns: TOK/H,O/TIPS/ATT (0,925/0,025/0,025/0,025) B R1,

a 3areM nodasisroT SEQ ID Ne: 48 (180 mr). 2) IlepememuBaroT CMeCh B TE€YEHHE 3 YACOB MPH
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20-30°C. 3) BeumsatoT pacteop B oxjaxkaeHHbit MTBED (30 mu). [lepeMermmBaroT CyCneH3HIO B
teyerne 0,5 gaca. 4) OcyuiecTBisifoT QribTpoBaHue Yepe3 QUIbTP C MOCTISTYOIIeH
nBykparHoii nmpomeikoid MTBED (30 mu). 5) BiaskHbelil 0caiok CyIaT npy MOHWKEHHOM
TaBJIEHUH 10 IOCTOSAHHON Macchl. 6) ITomygaror 180 Mr BBICYIIEHHOrO HEOYHIEHHOTO MMPOAYKTA

¢ yucToToi 66,3% no nanasiM BOXKX.

IIpumep 65: HatnBHOE XUMHYECKOE JIUTHPOBAHUE
Cunre3 Coenunenus 53 Ha cMoJie:

o)
\/\OJ\NH

WO
Fmoc—N cl
T

Fmoc-ruapasun-2-xaoprpuruiosyro cMody (30,06 r, 25,5 MMoib) noasepraroT
HaOyxanuto B 300 mu JIXM B Teuenue 15 mun. Ee noasepratror HaOyxanuto B 2 x 400 M
JIM®A 1o 15 MunyT Kaxaeni uuki. CHaTue 3amutbl Fmoc npooasaT ¢ momounsio 3 % 400 mu
20%-oro nunepuauHa/[IM®PA 1o 30 MUHYT KaXIblii UK. 3aT€M CMOJTy TPOMBIBAIOT 5 X
400 mu IM®A. Fmoc-L-Lys(alloc)-OH (34,63 r, 76,5 mmouns, 3,0 3xB.) u HBTU (29,17 r,

76,9 MmMmoub, 3,02 3kB.) pactBopsitoT B 400 mut JIM®PA. K pacTBOpY aMUHOKHUCIIOTHI JOOABJISIFOT
N,N-nuuzonponmmtunamud (27 mi, 155 mmons, 6,08 5kB.). 3aTemM pacTBOp JOOABISIOT K
npenapary cMoJibl XX U OCTaBJISIIOT NEPEMEIINBATHCS B TedeHue 6 yacoB. CMOJTy MPOMBIBAIOT 5
x 400 mn IM®A, 3atem 5 x 300 ma JIXM u cmony cymat npu 35 °C B BAKyYMHOM CYLTUJIBHOM
mkady B Te4eHHe 0KoJIo 16 yacoB. 3arpy3ka CMOJIbI, OMPEeNIEHHAs! C TOMOIIBIO

kojuuecTBeHHOro SIMP, coctasisier 0,52 MMOJIB/T.

IIpumep 66: Cunre3 ruapasuga nentuaa SEQ ID Ne: S0 (Coequnenne S4)

Oxomno 12,19 r Coennnenus 53 Ha cmone (5,4 MMOJIb, Benn4rnHa 3arpy3ku: 0,44 MMOITB/T)
MOJBEPTAIOT HAOYXaHUIO ¢ momMotbio 3 % 120 M JIM®PA 1o 15 muH kaskaenii nuki. ['uapasung
nentuaa (SEQ ID Ne: 50) cuHTe3UpyIOT € UCTIONb30BaHuEM ctaHaapTHoro SPPS, kak ommcano
paHee.

Custre 3ammrsl: 4 x 100 Mot 20% 06./00. nunepunuza B IM®PA, kaxxabiil nuki mo 20 MUHYT.
Peakuunu coueranust: 11 COYETAHUS] aMUHOKHUCIIOT HCTIONB3YIOT 3 SKBUBAJIEHTa AaMUHOKHCIIOTHI,

3 skBuBanenta OXYMA wu 3,3 sksuBanenta DIC.
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B nporuecce SPPS cmony mpomsisaroT 5 x 120 Mt JIM®A ¢ 5 MuH nepemMernnBaHueM ¢
UCTIOJIb30BaHUEM N» TOCIE KAKION PeaKkUU COUETAHHS U 3aKJIFOUUTEIbHOTO TTOBTOPA CHATHUS
3aIIUTBL

Ilo oxoH4YaHUM CHHTE3a rHApPa3Uaa MenTuaa cMoty mpoMbiBatloT XM npu nepeMeniuBaHuy ¢

nomoupo Nz, CMosty Cylat Ha ENTUAHOM CHHTE3aTOpe.

Cusitue 3amuthl Alloc u coueranue 60xoBoi nenu:

Cwmony npomsisaroT 5x120 ma JIXM npu S-MUHYTHOM nepemelinBaHuu. ['oToBaT
pactBop Terpakucnamanus (500 mr, 0,43 mmons, 0,1 3kxB.) u perwmicunana (0,7 mi, 5,7 MMOJIB,
1,02 5xB.) B 75 ma JIXM. Ero noGaBnsoT k cMoJIe U mepeMennBaroT B TeueHue 20 muH. Ero
npombiBatoT 5x120 M IXM u nepeMenmBaroT 1o S MUH Kaxaeli ki, CHstue 3amutsl alloc ¢
nomoteio Pd(PPhs)s u PhSiH 5 moBropsoT aBaskasl.

Cwmony npombiBatoT 5 % 120 M1 JIMPA u nepeMernBaroT 1o S MUH Ka)KIbIH LIUKJI.
TNTU (3,95, 10,82 mmoub, 2 3KB.) pacTBOPsIIOT B pacTBope (S)-13-(Tper-OyTokcukapOoHun)-
36,36-qumeTtun-10,15,34-tpuokco-3,6,35-tpuokca-9,14-quazarenTaTpuakOHTAHOBOMN KUCJIOTBI
(Coenunenwue 25, 27 mi, 0,29 r/mn, 7,873 1, 10,8 Mmmoub, 2 5kB.) B JIM®A, 1 3TOT pacTBOp
nooast 1o 75 mu ¢ nomouibio IM®PA. K pacteopy Coennnenus 25 nobasistor 3,8 mu N,N-
nuusonpommdTIiaMuHa (3,8 mit, 21,82 mmob, 4,0 MMOJTb) U TIEpEMEIIMBAIOT B TeueHue 10
MHH. 3aTeM ero J00aBISIFOT K CMOJIE U MIEPEMEIINBAIOT B TeueHHe 14 yacoB. 3aTeM cMouTy
npoMbIBarOT 5 % 120 ma JIM®PA (nepememrBanue B TedeHue S MuH) U S x 120 mu JIXM
(mepemernBanue B TedeHue 5 MuH). CMOJIy CyIIaT B BAKYYMHOM CYIIMJIBHOM IIKa(y B TEUECHUE

okouio 16 yacos npu 35 °C.

IMosHOe cHsITHE 3AIMTHI M OTLIENJICHHE:

K BoicymenHoi cmodte (22,2 r) nobasistrot 250 M1 cMecH AJis OTIIETIICHUS,
npUroToBjeHHo u3 2,5% mac./06. qutuorpenrona (JATT), 2,5% 06./06. Bonsl, 2,5% 006./00.
tpunszonpormicunana (TIPS) u 92,5% tpudropykcycnoit kucnotsl (T®K) B Tpexropoit
KPYIJIOJOHHOM KOJIOe BMECTUMOCTBIO SO0 MII, M MepEeMEIINBAOT B TEYEHHUE OKOJIO 2,5 4acoB.
Cwmony ¢punbTpyroT u mpomeiBaroT 2 X 7,5 mu TOK. @unstpar BeutuBaroT B 1,40 11 X0JI0AHOTO
MTBD, u nentup cpasy e Bblnagaer B ocanok. KonOy ans GpuibTpoBaHHUs MPOMBIBAIOT 2 X 5 MII
TOK u BeumnBaroT B xonoaueii MTED. Ero oxnaxnaroT no —20°C B TeueHHe moiydaca, a 3aTeM
HeHTPUYTUPYIOT. 3aTeM OCaIOK menTuaa ABakabl mpoMbiBaroT 300 ma MTBED u
ueHTpudyrupyror. Ocaiok nenTuaa Cymar B BAKYYMHOM CyLIriibHOM Ikady npu 27°C B

TeueHue okoso 16 yacos. [Tocne cymku nomy4arot okosio 9,9 r neountnensoro SEQ ID Ne: 50.
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IIpumep 67: Cunre3 caoxkHoro Tuodpupa SEQ ID Ne: 51 (Coeaunenue 55):

Heouunmmennsiii rugpasua nentuna (SEQ ID Ne: 50, 3,65 1, 1,41 MMomb) pacTBOPSIIOT B
250 ma Oydepa ans nmuruposanus (6 M rugpoxiopuna ryasuansa 1 0,1 M 0mTHOOCHOBHOTO
ruapodocdara Hatpus, pH okono 7,0). pH moBoxsaT no okono 3,3 ¢ mMOMOIIBIO 5 H. pacTBoOpa
HCI, u pactBop oxnaxxnatot 1o —15 °C Ha Gane co nbaom u aneToHoM. K pacTsopy ruapasuna
nentuaa 1o6asmsoT 2,5 Mt 4,31 M pactBopa HuTpuTa Hatpus (742,7 mr, 10,8 mmonb, 7,6 5KkB.)
U OCTaBJISIFOT IiepeMenBaThbest B Tedenne 15 mun npu —15°C. Tem Bpemenem 4-mMepkantodeHos
(1,052 1, 8,34 MMoub) cycieHAupYIOT B 3 Mit Oydepa ans nuruposanus, pH noBoasT 1o okosno
7,0 ¢ momoreio 5 H. pactBopa NaOH u nosonsat no 10 mut ¢ momorusto Oydepa st
auruposanus (6 M runpoxnopuna ryanuansa u 0,1 M onHoocHOBHOTO runpodocdara HaTpus,
pH oxono 7,0). Yepes 15 MuH k pacTBOpy ruapaszuaa nentuaa 100asistoT 7,5 mi 4-
MepkanrodeHosa, 4ToObl BbI3BaTh THOJM3 11 Situ menTuanIa3uaa, nogydyeHsoro u3 SEQ ID Ne:
50.

pH peaxknoHHOM cMecHu TOBOAST 10 OKOJIO 6,5 ¢ MOMOLIBIO 5 H. pacTBOpa T'MAPOKCUA
Hatpus. Tuonus nentuaunasuaa NpoBOAST B Te€UeHHE 15 MUH, a HEOUUILIEHHYI CMECh CIIOXKHBIX
tHod¢upos ouniaroT OP-B2XKX Ha kononke Phenomenex Luna C18, 10 mxm (30 Mm X
250 MM) mpu TeMIIepaType OKPY KaroIel Cpeibl ¢ JMHEeHHbIM rpagueHToM 30-55%
alleTOHUTPUJIA B BoJie B TeueHue 25 MuH nocyie 10% aneroHuTpuiia B BoJe B TEUEHHUE MEPBbIX 3
MuH U 10-30% aneroHutpuia B BOzE OT 3 O S MUH NP MIOCTOSIHHOM conep:kaHuu 5% arerara
aMMOHHSI B TE€YEHHE BCErO MEPUOAA OYUCTKH. ITO naet okojio 0,415 r tuoadupa nenruna (SEQ
ID Ne: 51) [Oxunaemas (maccat+2H7)/2 = 1342,7052, nabmonaemas (macca+2H)/2 =
1342,6958].

Ipumep 68. HatusHoe xumnueckoe Juruposanue aJsi cuaresa SEQ ID Ne: S3.
Bopnnslit pactBop 6 M ruapoxnopuaa ryanuausa u 0,1 M ogHOOCHOBHOTO ruapodocdara
Hatpusi (pH 7,0) npencraeinsier coboli Oydep st TUTHPOBAHUS, UCTIOIB3yEeMbIH MPU HATHBHOM
XUMHYECKOM JIMTHpoBaHuu. bydep nerasupyroT razoodpasHbiM a30TOM B TeueHue 15 muH. B 3-
TOPJIYIO KPYTJIOAOHHYIO KOJOy nmomemaroT 4-mepkanrodenon (193 mr, 1,5 mmons, 10 3kB.),
Tpuc(2-xkapookcmstin)pochun (TCEP, 656,6 mr, 2,3 mmonb, 15,3 5kB.) 1 aCKOPOUHOBYIO
Kkucioty (269 mr, 1,5 mmonb, 10 5kB.). Konba Haxoaurces moa ra3000pa3HbIM a30TOM.
HobasnsiroT 41 Mt Oydepa Ui TMrUPOBAHUS JIsT PACTBOPEHUS PEAreHTOB B KPYIJIOIOHHOM
xonbe. pH pactBopa nosozst 1o okoio 7,0 ¢ momorsto S H. pactBopa NaOH. K ykazanHOMy
BBILIE pacTBOPY nobasisitoT THod¢up nentuaa SEQ ID Ne: 51 (406,8 mr, 0,15 mmonb) u
dparment SEQ ID Ne 52 ¢ N-konuesbiM rucrenroM (Coequnenue 56) (326,5 wr, 0,15 mmons, 1

5kB.). pH noBoxsaT o okoso 7,0 ¢ momorsro pactBopa S H. NaOH. PeakuimoHHo# cmecH Aar0T
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nepeMeInBaThbCs B TedeHne okoiio 10 yacos B atmocdepe a3ora. bonbas 4acTh CI0KHOTO
tuosdupa SEQ ID Ne: 51 nzpacxonoBana, mO3TOMY PEAKLIHOHHYIO CMECh XPAHST B
MOpO3mIbHOM Kamepe ripu Temneparype —20 °C B Teuenue okojo 14 gvacos. SEQ ID Ne: 53
ounmaroT ¢ nomombslo OP-BIXKX Ha kononke Phenomenex Luna C18, 10 mxm (30 mm x 250
MM) IIPU TEMIIEPATYPE OKPYKAIOLIEH Cpebl ¢ INHEHHBIM rpaareHToM 30-50% aneroHuTpuia B
BOJie B TeueHue 25 MuH nocie 20% aLeToHUTpuIa B BOZE B TeueHue nepsrix 3 MuH U 20-30%
alleTOHUTPUJIA B BOJIE OT 3 710 5 MUH IIPU NMOCTOSIHHOM cozep kaHuu 5% aierara aMMOHHUS B
TE€UEHHUE BCErO MeprUoaa OYUCTKHU. ITO AaeT okouo 0,52 r nucrenHosoro aHanora SEQ ID Ne: 53

[oxunaemas (Maccat+3H")/3=1587,8219, nabmonaemast (maccat+3H")/3=1587,8198].

dotonecynbpupoBaHUe: TOTOBAT CBEXKUI BOAHBIN Oydep u3 3 M rugpoxiopuna
ryanuannda u 0,1 M ogaoocHoBHOTO ruapodochara vatpus (pH okono 7,0). B aTom Oydepe
rorosst 0,5 mn 7,64 MM pactsopa Tpuc(2,2'-6unupunnn)auxiaoppyrenus(ll) rekcarunpara
(2,86 wmr, 0,004 mmonb). Tpuc(2-kap6okcuatun)pochun (TCEP, 64,3 mr, 0,22 MmoIIb)
cycneHaupyot B Oydepe u nosoasat pH no okono 7,0 ¢ momomsio S H. pactBopa NaOH. Ero
pazbasisiroT Oypepom o 2 mu. SEQ ID Ne: 53 (10 mr, 0,0021 MMOIib) pacTBOPSIFOT B 4 MJT
Oydepa B CUHUHTHIUIALIMOHHOM (JIaKOHE BMECTHMOCTBIO 7 MII. TpHHATPHUEBYIO COMb
tpudenundochun-3,3',3"-rpucynsponosoii kuciaotel (TPPPTS, 231,2 mr, 0,41 mmons, 194
9KB.) U HATPUEBYIO COJIb 2-MepKanTo3TaHCYIbPpoHOBOM kucioTel (MESNa, 32,6 mr, 0,20 MMOJIb,
95 3kB.) nobdaisitoT Kk pactBopy SEQ ID Ne: 6. K peakinonHol cMecu 100aBIsIOT 28 MKJT
rekcaruapara Tpuc(2,2'-ounupuann)auxiaoppyrenus (11) (0,00021 mmons, 0,1 3xB.) 1 20 MK
pacteopa TCEP (0,0022 mounb, 1,0 3xB.). @nakon nomemarot B poropeaktop Penn Optical
Coatings m1 u nepemeruBaroT npu 459 06/mMuH ¢ unteHcuBHOCTBIO CU]] 91%. BenTunstop
paboTaer co cKopocThio 3564 06/MuH, 4TOOBI MPENOTBPATUT HATPEB PEAKLIMOHHOW CMECH.
Uepes okouo 3,5 vaca nononuutensHo nodasnsitoT TCEP (0,40 mr, 0,7 5KB.) M peakIUOHHYIO
CMecCh MepeMeInuBarT B poropeakrope B TeueHue 16 yacos. Uepes 16 yacos peakuus
3aBepmaercs, u 6onee 95% SEQ ID Ne: 53 mpespamaercst B SEQ ID No: 6.

HecynbpupoBaHue B OTCYTCTBHE METAJUIOB: BOJHBIN pacTBop 6 M rugpoxiopuna
ryaauanHa u 0,1 M ogaoocHOBHOTO ruapodocdara Harpust (pH 7,0) siisiercst Oydepom,
UCTIONIb3YEMBIM JUJIs 3TON peakuuu. bydep TmaTensHo npoayBaroT ra3000pa3HbIM a30TOM B
teyenne Oonee yaca. SEQ ID Ne: 53 (40,3 mr, 0,0085 mmob), 2,2'-a300uc|2-(2-umuna3onnH-2-
wi)nponat | nuruapoxiopun (27,7 mr, 0,0857 mmons, 10,1 3kB.), BOCCTaHOBJICHHBIH L-
ranytatuoH (L-GSH, 25,9 wmr, 0,0843 mmons, 10 3kB.) u Tpuc(2-kapbokcustuin)pochun (TCEP,
36,5 mr, 0,1273 mmonsb, 15,0 5kB.) pacTBopsitoT B 4 M1 Oydepa. PeakinoHHYIO CMECh CHOBa

Jera3upyroT ra3000pa3HbIM a30TOM B T€UEHHE OKOJIO 2 MUH U foBoasaT pH mo okomno 7,0 ¢
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nomomeio 5 H. NaOH. PactBop nepememusatot B armochepe azora npu 45°C B Teuenue 12
9acoB, a 3aTeM IIPU KOMHATHOH Temriepatype B TedeHue 8 qacos. Uepes 20 qacos Oosbruast
gacts SEQ ID Ne: 53 mpeobpasyercsa 8 SEQ ID Ne: 6. [Oxunaemas (macca+3H')/3 = 1604,5153
nabronaemast (macca+3H")/3 = 1577,1581].

2

IIpumep 69: Cunrte3 SEQ ID Ne: 53 (Coequnenue S7) nyreM HATHBHOIO
xumuyeckoro Juruposanusi (NCL) ¢ ucnonbzopanuem SEQ ID Ne: S2 u S4mu c
HCNOJIb30BAHHEM LHUCTEHHUINPOanIoBoro 3¢upa (CPE)

bydepHnsrii pacTBOp ¢ kKoHLEeHTpamel 3 M: runpoxyopun ryauuauHa (2,86 r,

30,0 mmonb), nuruapodocdar narpus (0,24 r, 2,0 MMONb) U THIPOXIOPHUI TPUC(2-
kapookcuyTHn)pochuna [TCEP] (0,0166 r, 0,0579 MMOIb) B3BEIIUBAIOT B LEHTPUPYKHOM
npoOHpKe BMECTUMOCTBIO 15 MiI, pacTBOPSIFOT B I€MOHU3UPOBAHHOMN BOZIE€ U IOBOJAT NPUMEPHO
10 9,5 mi. pH Gydepnoro pacrBopa noBoasT 1o ~8,3 nmyrem nodasnenus 5 H. NaOH no mepe
HeoOxonumoctu. Ecnu pH npessiteH, ero nosoast no ~8,3 nobasnenuem 1 H. HCI.

OO0mast MeTOoANKA JIUTHPOBAHMS:

1 M1 GydepHoro pacTBopa A0OABISIOT B CUUHTHUIILIMOHHBIH ()JIAKOH BMECTUMOCTBIO
5 mu, copepskaiuii npeaBaputensHo B3BeueHHble SEQ ID Ne: 54 [ananor CPE-nentuna] (0,01
r, 0,003 mmoib, 94,69% mac.) u SEQ ID Ne: 52 [Cys-nienrtuz] (0,0073 1, 0,0032 mmoib, 96,9%
Mac.). @parMeHThl MENTUIOB MOJTHOCTHIO PACTBOPSIFOTCS B Oy(pepHOM pacTBOpE C
KOHLeHTpauuei 3M npu obpaboTke yiabpTpa3BykoM. Peructpupyrot pH pacTBopa u cHOBa
perynupyiot godasnenuem 5 H. NaOH no pH ~8,30. Ecnu 3Hauenue pH npeBbiinaer
nonycTumoe, ero noBomat 1o pH~8,3 nobasnennem 1 H. HCI. 3aTtem pacTBop mepeHoCAT BO
¢nakon nist B2YKX u oOpaser; KOHTPOIUPYIOT B PA3JIMUHBIE MOMEHTBI BPEMEHH € TIOMOLIBEO
ELTIVO npu 37°C (BuyTpennsis Temneparypa 32°C). [Tonnoe npespamenne B ananor SEQ ID
Ne: 53 (mo 69% mo Q-Tof) oObraHO HabMmomaeTcs yepes 18 .

BydepHhbiii pacTBop ¢ kKoHLEeHTpamed S M: runpoxyiopun ryaauauHa (4,78 r,

50,0 mmone), nuruapodocdar Harpus (0,24 r, 2,0 MMOITB) U THAPOXIOPUL TPUC(2-
kapookcuyTIn)pocuna [TCEP] (0,0166 r, 0,0579 MMOI1b) B3BEIIUBAIOT B IEHTPUDPYKHOM
npoOHpKe BMECTUMOCTBIO 15 MII, paCTBOPSIFOT B AEHOHU3UPOBAHHON BOJIE€ U TOBOZST MIPUMEPHO
10 9,5 mu. pH 6ydeproro pacrBopa nosonst 1o ~8,3 myrem nobasnenus S H. NaOH no mepe
HeoOxoaumoctu. Eciu pH nipeBebitieH, ero nosoast 1o ~8,3 nobasnenuem 1 1. HCL.

O0mas MeToANKA JUTHPOBAHUSI:

3 My OydepHoro pacteopa 100ABISIOT B CHUHTHIUTSILIHOHHBIN (DJIAKOH BMECTHMOCTBIO
5 mu1, conepskamuii nmpenBaputeabHO B3BemenHbie SEQ ID Ne: 54 [ananor CPE-nenruna] (0,01

r, 0,003 mmonb, 94,69% mac.) u SEQ ID Ne: 52 [Cys-nenrruz] (0,0073 1, 0,0032 mmons, 96,9%
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Mac.). @parMeHThI MENTUIOB MOJTHOCTHIO PACTBOPSIFOTCS B OyepHOM pacTBOpe €
KOHIeHTpauuei S M npu obpabotke ynbTpasBykoMm. Peructpupyrot pH pactBopa u cHOBa
perynupyiot godasnernem S H. NaOH no pH ~8,30. Ecnu 3Hauenue pH npepbimaer
noryctumoe, ero noBogst 10 pH~8,3 nobasnennem 1 . HCl. 3areM k peakInOHHOMY pacTBOPY
no0aBysFOT THOM [Takoit kak MeSNa, Tuodenon, ruapokcutuodenon| (5 sxs.). CHoba
peructpupytot pH u nononaurensHo noBoast 1o pH~8,3 ¢ momomeio 1 H. NaOH wmu 1 1. HCI
1o Mepe HeoOXOMMMOCTH. 3aTeM pacTBop rnepeHocsT Bo ¢urakon mist BOYKX u obpazen
KOHTPOJIMPYIOT B pa3IMUHbIe MOMEHTBI BpeMeHH ¢ noMorpio BOXX npu 37°C (BHyTpeHHsIS
temneparypa 32°C). Ilonnoe npespainenue B SEQ ID Ne: 53 oObuHO Habmogaercs

npubnuzuTensHo yepes3 17 4 (mo ganabiM BOXKX).

IIpumep 70: Cunre3 Fmoc-L-Pro-riauxkonaesas kuciaora-L-Val-OH (Coennnenne S8)

() .

Xumuueckan gopmyna: C,;H; N;Oq
Tounas mMacca: 193,22
MonexynapHai Maccea: 193,56

Craaus 1 (coueranue Fmoc-L-Val-OH):

Ilepen nepBeIM COYETAaHUEM B PEAKLIMOHHBIN COCY 3arpy»Kar0T aMUHYIO cMOiy PuHka ¢
Fmoc AM (0,74 r/mmons, 1,35 r, 1,00 mmonis). CMoiy moaBepraroT HaOyXaHHUIO ¢ TIOMOIIBIO 3 X
10 ma IM®PA o 15 MUHYT KaXKABIA LUK, 3aTEM CHUMAIOT 3aIIUTy ¢ moMownbio 3 X 10 mut 20%
nunepunus/JIM®PA (06./06.) mo 30 MUHYT Kaskaplid UK U poMbIBatoT 5% 10 M JIM®PA o 1
MHUHYTE Kbl LUK ['oTOBAT pactBop u3 (2S)-2-(9H-payopen-9-
WIMETOKCUKapOOHMIIAMHHO)-3-MeTu0yTanoBoi kucyotsl (1,018 r, 3,00 mmonb) u ruapara 1-
runpokcudenszorpuasoia (0,74 r, 3,30 mmons, 60% mace.) B 10 i JIM®PA. K stomy pacTBopy
nobasnstoT N,N'-nunzonpornunkapooauumug (0,52 mi, 3,30 MMOJIb) U COOTBETCTBYIOIIUH
pacTBOp MOOABISIOT B PEAKIMOHHBIN COCYH, COAEP AU HAOYXIIYKO CMOJTy. PeakIIMOHHYIO
CMECh TIEPEMEINNBAIOT B T€YCHUE | "aca nMpu TeMmnepaType OKpYKaroLIe Cpepl, 3aTeM
KUAKOCTD CUBatOT. CMOJTy MPOMBIBAIOT ¢ MOMOIIBI0 S X 10 M JIM®PA no 1 MunyTe Kaskablit

LMKJI, a 3aT€M NEePEeXOIAT K CTaAuu 2.

Craaus 2 (coueTaHue ¢ rJIMKO0JIeBON KHCJIOTO#):
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I'pynny Fmoc ynanstot nmytem 00paboTku cModibl co craguu 1 ¢ momomsio 3x10 M 20%
nunepunuHa/JIM®PA (06./06.) mo 30 MUHYT KasKabIi UK U TpoMbiBaroT 5% 10 mix IM®PA o 1
MHUHYTE Kbl HUKJ. ['OTOBAT pacTBOp MIMKOJIEBOH KUCIOTHI (228 mr, 3,00 MMOIIb) 1 rHIpaTa
I-runpokcudensorpuaszona (353 mr, 2,31 mmons) B 10 ma JIMPA. K sTomy pactBopy
nobasnsaoT N,N'-nunzonpornunkapooauumug (0,52 mi, 3,30 MMOJIb) U COOTBETCTBYIOIIUH
pacTBOp NOOABISIIOT B KaXKABIN peakTop. PeakIIMOHHYIO CMECh NEPEMEINNBAIOT B TEUEHUE 5
4acoB [IPU TEMIIEPATYPE OKPYKAIOIIEH Cpelibl, 3aTeM KUAKOCTb CIUBAatOT. CMOJy IPOMBIBAIOT C
nomobo 5 x 10 ma JIM®A B Teuenne 1 MuHyTHI, a 3aTe€M NEPEXOAAT K CTaauu 3.

Craaus 3 (coueranue Fmoc-L-Pro-OH):

I'otoBsar pactBop (2R)-1-(9H-dpnyopen-9-nnmerokcukapOOHUIT)TUPPOTUANH-2-
kapOoHoBoii kuciyotel (1,012 r, 3,00 mmons), (2-(1H-0enzorpuason-1-mn)-1,1,3,3-
teTpamerunyponus rekcapropdocdara (HBTU) (1,25 r, 3,30 mmons) u N,N-
numsonpommTIiamMuHa (0,87 mi, 5,00 mmons) B 10 mut JIM®A. PacTBop BCTPSXHUBAIOT B
TE€YEHHE HECKOJIbKUX MUHYT, 3aT€M NEPEHOCAT B PEAKLIMOHHBIN COCY A, COAEPKALIUI CMOIY.
PeakiMOHHYIO CMECh MTEPEMELINBAIOT B TEUEHHUE 16 4aCOB IIPU TEMIEPATYPE OKPYKAIOIIEH
cpenbl, 3aTeM >KUAKOCTh ciuBatoT. Cmony npomeiBatoT 5 x 10 mu JIM®PA B Teuenue 1| MUHyTHI 1
5 x 10 mn guxjopMeTaHa B TEUEHHE 2 MUHYT, 3aT€M CYIIAT O MOCTOSIHHON MaccChl, MOIyvast
1,719 r ueneBoro CoeqUHEHUs Ha CMOJIE.

Ob6pasen nenTuaa Maccoit SO Mr OTIIEIJISIOT OT CMOJIBI ¢ TIOMOIIBIO 2,0 MJT pacTBOpA,
cocrosero u3z 92,5% TOK, 2,5% tpuusonponuicunana, 2,5% soas! u 2,5% nutuorpentosa
(06./06./06./mac.). Cmech nepemernuBaroT B OapabaHHOM cMecuTesie B TedeHue 1,5 Jaca,
pazbasisirot 16 mut ecmecu JIMCO/anetonutpun 80:20 (00./06.) u puiabTpyroT aist yaaneHust
cMOJIbl. QUIIBTPAT aHATH3UPYIOT ¢ oMot KX/MC, 1 nmoka3aHo, 4TO OH conmepskut 75,5% mo
IUIOIIAIH JkeJlaeMoro Tpunentuna u 16,8% npoaykra, cogepskaiiero pa3indHble KOJINYeCTBa

[JIMKOJIEBOI KUCJIOTHI.

IIpumep 71: AabTepHaTuBHblii cuHTe3 Fmoc-L-Pro-riukonesass kuciaora-L-Val-
OH
Craaus 1 (coueranue Fmoc-L-Val-OH):

[lepen mepBbIM COUYETAHHEM B PEAKTOP 3arpyKaroT aMuaHy0 cMmony Puaka AM (0,74
r/MmoJtb, 1,35 1, 1,00 mmone). Cmony moaBepraroT HabyxaHur0 ¢ moMoIbio 3 x 10 M JIMOA
1o 20 MUHYT KaKABIN LUKJI, 3aT€M CHUMAIOT 3alUTy ¢ moMoInbko 3 x 10 mi 20%
nunepunus/JIM®PA (06./06.) mo 30 MUHYT Kakaplid UK U poMbIiBatoT 5% 10 ma JIM®PA o 1
MHUHYTE Kbl LUK ['oToBAT pactop (25)-2-(9H-payopeH-9-unmerokcukapOOHUIAMHUHO)-3 -

metunOyTanoBoit kucnotsl (1,018 r, 3,00 mmorb) u ruppara 1-rugpokcudenszorpuaszona (353 wmr,
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2,31 mmonb) B 10 M JIM®PA. K sTomy pactBopy nodasisiroT N,N'-qun3onponuikapOooauumMus
(517 mx, 3,30 MMOJTB) B COOTBETCTBYIOIIUN PacTBOP MOOABISIOT B PEAKIIUOHHBIN COCY,
copeprkalii Habyx Iy cMoJy. PeakIIMOHHYI0 CMeCh epEMEIINBAIOT B TEUEHUE 4 4acOB NPHU
TEeMIIepaType OKpYyKarolIel cpenbl U 3aTeM cauBatoT. Cmony npombiBatoT 5 X 10 i IM®PA no
1 MUHYTE Ka)KIbIH LUKJI U NEPEXOAST HA CAECAYIOLIYIO CTAIHIO.

Craans 2 (coueranue Fmoc-riimkoseBoil KHCJI0TBHI):

I'pynny Fmoc ynanstor nytem o0padotku ¢ momomisio 3 x 10 M 20%
nmunepunuHa/JIM®PA (06./06.) mo 30 MUHYT Ka>kablil UK U TpoMBIBatOT 5 X 10 mu JIM®PA no
1 munyTe kaxxapiii nuki. ['orossr pacteop 2-(9H-dayopen-9-
WIIMETOKCUKapOOHMIIOKCH)YKCY CHOM KucnoTsl (894,9 mr, 3,00 mmonb) u ruzaparta 1-
rungpokcudenszoTpuasona (353 mr, 2,31 mmonsp) B 10 mu JIM®PA. K sTomy pacTBopy A00aBISIFOT
N,N'-pumzonponunkapdboguumua (517 mxi, 3,30 MMOJTb) 1 COOTBETCTBYIOLIUI PaCTBOP
n00aBJISAIOT B PEaKTOp, COAep kAN cMoJTy. PeakIMOHHYI0 CMech epeMelINBatOT B TeueHue 16
4acoB MPH TEMIIEpaType OKPY>KaroIiel Cpebl U CIUBAIOT KUAKOCTb. CMOJTy IPOMBIBAIOT 5 X
10 M1 IM®PA 1o 1 MuHyTe KaxabIii UKL, @ 3aTeM MePeXOIIT Ha CISIYIOIIYIO CTaIHIO.
Cragus 3 (coueranue Fmoc-L-Pro-OH):

I'pynny Fmoc yaanstot nytem 00padotku ¢ momouisio 3 x 10 mir 20%
nunepunuHa/JIM®PA (06./00.) mo 30 MUHYT KasKAbIH [UKJ U TPOMBIBAIOT 5 X 10 ma JIM®PA no
1 munyTe kaxxabid nuki. [orosst pacteop (2S)-1-(9H-dpnyopen-9-

WIMETOKCUKAPOOHII )TUPPOTUUH-2-KapOonoBoi kuciotsl (1,012 r, 3,00 mmons), (2-(1H-
6enzotpuazon-1-un)-1,1,3,3-rerpamerunyponus rekcagpropdpochara (HBTU) (1,25,

3,30 mmonb) u N,N-aum3onpomwiTiiamusa (870 mki, 5,00 mmosnb) B 10 M [IMDA.
CoOTBETCTBYIOIIMIA PacTBOP HOOABIISIOT B PEAKTOP, COAEPIKAIIMI CMOJTy. PeakIIMOHHYIO CMeCh
NEePEMELINBAIOT B TEUEHUE § YaCOB MPU TEMITEPATYPE OKPYIKAIOIIEH CPENbl U 3aTEM CIIMBAIOT.
Cwmony npombiBaroT 5 % 10 M1 JIM®PA no 1 MuHyTEe KaXKapiii Uk 1 S x 10 M guxyopMerana B
TeueHue | MUHYTBI, 3aTe€M CyIIaT A0 MOCTOSIHHOM Maccel, nonyyas 1,622 r nenesoro
COEIMHEHUs Ha CMOJIE.

Obpasen nenTuaa Maccoit SO Mr OTIIETJISTIOT OT CMOJIBI ¢ TOMOIIIBEO 2,0 MJT pacTBOpA,
cocrosero u3 92,5% TOK, 2,5% tpuuzonponuicunana, 2,5% Boasl u 2,5% nutuorpenTtosa
(06./06./06./mac.). Cmech nepemernnBaroT B 6apabaHHOM cMecuTesie B TedeHue 1,5 gaca,
pazbasisiroT 16 Mt emecu JIMCO/aneronutpu 80:20 (00./00.) 1 puabTpyroT AN yAameHHsI
cMonbl. PuIbTpaT aHAM3UPYHOT ¢ omotsio KX/MC, 1 moka3aHo, 4To oH conepkut 84,93%
1O TUTOIIA/IH JKEeJIAeMOoro TpurnenTtuaa 6e3 0OHapyKUBa€MbIX MHOJKECTBEHHBIX IPUMeCcei

[JIMKOJIEBOI KUCJIOTHI.
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IIpumep 72: Cunres 2-(9H-duiyopeH-9-uiamMeTokcHKaAPOOHHIOKCH)YKCYCHOM KHCJIO0THI

(Fmoc-rauxosiesoii kuciiorol) (Coenunenue S9)

Xnmmgeckas dopmyna: C-H 04
Tounas macea: 298,08
MonekynapHadg Macea: 298,29

Craans 1 (Tper-0yTnia-2-(9H-¢ayopen-9-niMeToKCHKAPOOHUIOKCH )aeTar):

K nepemernnBaeMoMy Ha MarHUTHOH MeIIajIKe pacTBOPY TPeT-OyTHiI-2-
runpokcuanerata (10,00 r, 71,90 mmonb, 95% macc.) B 120 M1 tuxjiopMeTaHa B KPYTJIOAOHHOM
kosibe BMecTUMOCThI0 S00 M1 nobassisitoT mupuauH (60 M1, 742,0 MMOJTB) OTHOM MOPLIHEH.
INonyuennslit pacTBop oxinaxaaroT 10 0-5°C Ha 6ane co apgoM. K 3TOMYy pacTBOpy HO Karuisim
Yyepe3 KaneJbHyI BOPOHKY B TeueHune 30 MUHYT HO0aBISIIOT pacTBOp 9-
¢bnyopennnmermixnopdopmuara (20,00 r, 77,30 mmons) B 60 M auxiopmerana. K MmomeHTy
3aBeplueHus TOOABJICHHUS B pEaKLIMOHHOM cMecH 00pa3zoBaiics ocaiok. Jleasinyro OaH youparoT
Y PEAKIMOHHYIO CMECh NEPEMEIIUBAIOT B TeUeHUE 18 4acoB mpu TeMIieparype OKpyKaroei
cpenbl. B TedueHne qOMONHUTENTPHOTO NIEpHOa NMEpEeMEIINBaHUsS 00pa30BaIOCh OOJIbINE OCAIKA.
Peak1ioHHY0 cMeCh KOHLIEHTPUPYIOT NP MOHWKEHHOM JIaBJIEHUH 10 TBEPAOTO MACISTHUCTOTO
ocTaTKa JUIs yaaneHus: OoJbIIel 4acTH MUPUINHA U TUXJIOPMETAHA, & 3aTEM MTOBTOPHO
pacteopsroT B 200 M1 nuxiopMmerasa. Pactsop npomsbisatot 2 x 100 mu1 1 M BogHOTO pactsopa
ruapocybdarta HaTpus, a 3ateM 2 X 100 M1 HaChIIEHHOTO BOJHOTO PACTBOPA XJIOPUIA HATPHSI.
Opranuveckuii CJI0H CymaT Haja CyJb(haTOM MarHusi © KOHIEHTPUPYIOT 110 27,13 T skenToro
Maciia, KOTOpoe IMOCTETIEHHO 3aTBepAeBaeT. HeounIeHHbIH MPOAYKT HCIIONb3yeTcs: 03 OUUCTKH
Ha CleAyIoLIel CTaiuu.

Craans 2 (2-(9H-dayopeH-9-uimMeToKCHKAPOOHHIOKCH)YKCYCHASI KHCJI0TA):

Tper-Oytun-2-(9H-payopen-9-unmerokcukapbormnokcu)anerat (26,0 r, 73,40 MMOJIb)
co craguu 1 pacteopsitot B auxsiopmetane (200 mu). K pactBopy, nepememinBaeMomMy Ha
MArHUTHOU MelIaike, JOOaBJSIOT TPU(PTOPYKCYCHYIO KUCIOTY (52 MJT), a 3aTeM
tpunzonponmicuiad (13 mi). Iloay4eHHbIH pacTBOp NEPEMELITNUBAIOT B TEUEHUE 3 YaCOB MPHU
TeMIlepaType OKpy:karolieil cpesbl. PacTBOp KOHLIEHTPUPYIOT NMPU NOHWKEHHOM AaBJICHUHU AJIs
yIOAIEHUS TUXJIOPMETaHA U TIOYTH BCeH TPUPTOPYKCYCHOM KUCIOTHL [lomydeHHbIN BA3KHUHA

ocTaTok nocreneHHo obpadatemaroT 1000 Mt 5%-0ro BOAHOTO pacTBOpa rupoKapOoHaTa
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HATPUs IS TIPEAOTBPALIEHUSI IEHOOOPAa30BaHUs U BOIHBINA PACTBOP MPOMBIBAOT 3 * 500 mu
METUJI-TPET-0yTUIIOBOTO 3upa A YAAJIEHHS] OCTATOYHOIO TPUU3ONPONIIICHIaHa. BomHbIH
pactBop oxnaxaaroT 10 0-5°C u nobasnsroT 300 M sTrnanerara. [[ByxdasHyro cmech
noakucisiroT 10 ~ pH 2 ¢ momomsio 40% BonH. pactBopa GOCHOPHOI KUCIOTHI, JIJIsl 4ErO
Tpedyercst okosio 75 mut kucnotsl. [Tocie pa3neneHus CioeB OPraHMYeCKUi CIIOH CyInaT Hax
cynb(haToM MarHusi ¥ KOHUEHTPUPYIOT MPU MOHMKEHHOM JABJIEHUH 10 MOJTYYEHUS BSI3KOTO
OnenHo-xenToro macna. Macno oxnaxaaroT 10 -20°C B MOPO3UIIBHOM KaMepe, B pe3yJibTare
Yero MaTepHuall MOJHOCTBIO 3aTBEPIIEBAET IO COCTOSIHUS O€JIoro TBepAOro BeuecTsa. Tepaoe
BEIECTBO OYHUINAIOT PACTBOPEHUEM B 75 MJI XOJIOAHOTO renTaHa, U nocie oopaboTku
yIBTPa3BYKOM oOpa3yercsi omHOpoAHas Oemnast cycneH3us. TBeproe BeecTBo
OT(GUIBTPOBBIBAIOT, IPOMBIBAIOT MENTAHOM U CYIIAT B BAKYYMHOM I€4YH B TEUEHUE HOYU TPU
33°C, urobbI monyuuts 15,21 r (Bbxon 69,5% 3a nBe craguu) 6€I0ro TBEpAOro BEIIECTBRA.

SAMP (CDCls) noaTBepau BeIACICHUE KETaeMOro IPOAYKTA.

Ipumep 73: Cunre3 Fmoc-Lys(Mtt)-Cys(Trt)-OH (Coequnenue 60)
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Craaus 1

(25)-6-[[ Audpenun(m-Tommn)mernn |amuno |-2-(9H-dyopen-9-
WJIMETOKCUKapOOHMIAMIHO )TeKCaHOBYIO KUCITOTY (A, 15 T, 24,01 MmMmounb), N, N'-
aucyknuHuMuIuIkapoonar (7,45 r, 29,0 mmonb, 99,6% mac.), 4-TMMeTHIaAMHUHOTTUPUIAH
[AMAII] (0,3 r, 2 mmonb, 99% Mac.) OTBEIIUBAIOT B KOJIOY BMECTUMOCTBIO 250 M,
CHaOKEHHYIO MeIajkon. 3aTtemM nodasisttotr strianerat (225 mut, 2000 mmonb, 100% mac.) u
pacTBOp MEPEMELTUBAIOT MPH KOMHATHOH Temmeparype (21-24°C) no nmonydeHus: pacTsopa.
PeakiimoHHy10 CMeCh MEepEeMEIINBAOT B TeUeHHE 18 4acoB UM 10 TEX NOp, MOKA 3aBEPLICHUE
peakiuu He Oy et noarseps;kaeHo naHHbIME JKX-MC/SAMP. PeakiuoHHYIO CMECh MEPEHOCAT B
JETUTEIbHYI0 BOPOHKY, MPOMBIBAIOT AEMOHM3UPOBAHHOM BOOH (60 MJT X 3) M OpraHu4ecKuii
CJIOM KOHLIEHTPUPYIOT A0CYyXa HA POTOPHOM UCHAPUTENIE C MOJTYYEHHEM HEOUMIIIEHHOTO
COE€IMHEHMs CTaauu 1.

Craguga 2
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K veounmennomy coeqmHenuro co craauu 1 (17,33 r, 24,01 mmoinb) B N,N-
mumetrindopmamune (208 mi, 2690 mmonb) nodasnsroT N, N-nuuzonpomuistiunamu (5,03 mi,
28,8 mmonb) 1 (2R)-2-aMuHO-3-TpUTHICYIb()AHUIIPONIAHOBYO KUCIOTY (9,6 T, 26 MMOJIB).
Peak1ioHHY0 cMech NepeMEINBAIOT C TOMOIIBIO MATHUTHOM MEIIalKHU P KOMHATHOMN
temneparype (21-24°C) B Teuenue 18 yacos niam 10 TeX MOp, MOKA 3aBEPIIEHUE PEAKIINU HE
Oyner noareepskaeHo naHHbIMU JKX-MC/SIMP. PeakinoHHYIO CMECH TEPEHOCST B
JETUTETbHYI0 BOPOHKY, MPOMBbIBatOT 10%-HoI tumonHOM kucnotoi (120 Max 2) u
SKCTPArupyroT auxjopmeranoM (100 mi x 5). OpraHudeckuii Ci0i MPOMBIBAIOT
AenoHn3poBaHHOM Bozo# (100 mit X 2) n 0ObeANHEHHBIE OPraHUYECKUE CJIOU KOHLEHTPUPYIOT
70cyXa Ha poTopHOM ucnaputene rnpu 48-50°C nys ynaneHust n30bITKa paCTBOPUTES.
Heounmennoe Coennnenne 60 pactBopsitoT B aneroHuTpuie (30 mi) nmpu oOpaboTtke
yabTpa3BykoM. PactBop HeounmenHoro Coenunenns 60 1o0aBIsIOT MO KaIJIsIM B XOJIOAHYIO
CMeCh alleTOHUTPIWIT: IeNOHN3MpoBaHHas Boaa (3:2, 700 mu) mpu nepememnBanuu. CyCrieH3UIO
nepemernnBaroT npu 0°C B TedeHne Hour. TBepaoe BemecTBO GUIBTPYIOT, IPOMBIBAIOT
rexcanoM (70 mut) u cymat B BakyymHo# neun ipu 40°C ¢ monyuenuem npoaykra Fmoc-
Lys(Mtt)-Cys(Trt)-OH (Coenunenue 60) (21,0 r, Bbxon 76,8% ¢ momnpaBKoOi Ha COAEpIKaHUE

OCHOBHOTO Bewiectsa o Q-AMP).

[Ipumep 74: Cunre3 Fmoc-L-Lys(mtt)-L-Cys(trt)-L-Pro-riauxosesas kucaora-L-Val-OH

(Coennnenne 61)
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Xwnargeckan opmyna: Co<HygNgOgS
Tounaa macca: 1222.56
Monekynapras Macea: 122354

Iepen peaxuueii coueranus Fmoc-L-Pro-riukonesas kucnora-L-Val-OH Ha cmone u3
npuBeaeHHoro Boime npumepa 73 (1,719 r, 1,00 Mmmounb) moaBepraroT HaOyXaHHIO ¢ TOMOIIBIO 3
x 15 M IM®A 1o 20 MUHYT KaXKABIN LIUKJI, 3aT€M yAAJISIOT 3aLUTY C TIOMOIIbI0 4 X 15 M
20% nunepunuHa/JIMPA (06./00.) mo 30 MUHYT KasKAbIH [HUKJ U IPOMBIBAIOT 5 X 15 M
JAM®A 1o 1 munyTe Kaxnabiii muki1. I'otosst pacrBop (2R)-2-[[(2S)-6-[[ audenrn(m-
o )MeTw | aMuHo |-2-(9H- iy opeH-9-nnmMeTokcuKkapOOHUIAMUHO )FeKCAHO T |aMUHO |-3 -
TPUTHIICYJIb(AHMITTPONAHOBOM KUCIOTHI (2,28 T, 2,00 Mmmonb, 85,24% mac.), ruapokcu-3,4-
ourunpo-4-okco-1,2,3-6enzorpuaszuna (HOOBLt) (0,375 1, 2,30 mmonb, 95% mac.) u N,N'-
aumsonponrkapooguumuaa (0,41 mu, 2,60 mmoins) B 10 Mx IM®A. CooTBETCTBYIOIIHIA
pacTBOp NOOABISIFOT B PEAKTOP, COAEPIKALINI CMOJTY. PEakIIMOHHYIO CMeCh MEPEMEINNBAIOT B
TedeHue 12 4acoB Mpu TeMIIEpaType OKPY Karollei cpebl U CIUBAIOT XKUAKOCTh. CMony
npombIBatoT 5 % 15 M JIM®A 1o 1 MuHyTe Ka)Xabli HUKI U S X 15 M1 fuxjiopMeTaHa B
TeueHue | MUHYTBI, 3aTeM CyIIaT 40 MOCTOSIHHOM Maccel, nony4as 1,973 r nenesoro
COEIMHEHHs Ha CMOJIE.

Obpasen nenTuaa Maccoit SO Mr OTIIETJISTIOT OT CMOJIBI ¢ TOMOIIIBEO 2,0 MJT pacTBOpa,
cocrosero u3 92,5% TOK, 2,5% Tpuuzonponmicunana, 2,5% Boasl u 2,5% nutuorpentosa
(06./06./06./mac.). Cmech nepemermnuBaroT B 6apabaHHOM cMecuTesie B TedeHue 1,5 Jaca,

pazbasisirot 16 mu emecu JIMCO/aneronntpui 80:20 (00./06.) 1 puasTpyroT AN yaaneHust
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cMoJTbl. UIIbTPAT aHATMZUPYIOT ¢ moMOIIbI0 JKX/MC 1 MOKa3bIBAIOT, YTO OH COAEPIKUT
81,93% mo momaau keaeMoro rneHranentuaa sBMecre ¢ 2,91% mo miomany coequuenus 6e3

nponuHa u 3,83% coenuHeHus O3 BaiMHA.

IIpumep 75: Cunre3 Fmoc-Gly-Pro-Ser(tBu)-Ser(tBu)-Gly-Ala-Pro-Pro-Pro-Ser(tBu)-OH
(SEQ ID Ne: 55)

IleneBoe coenquHeHNE NOMYYAIOT C HCMOIB30BAaHIEM CTAHAAPTHBIX YCIOBUH
TBepaoda3Horo cuHTesa (3amumeHHble Fmoc aMIHOKUCIOT /3 TUIIIIMAHOTIHOKCHIIAT-2-0KCUM
(Oxyma)/N,N'-gumnzonponunkapboaunmun (DIC)), kak onucaHo HUXe.

IIpuroroB/jieHHe pacTBOpUTe el H PEAreHTOB:

B pesepByap asst pactBopuTens 3arpykaroT aAsaauath JUTpoB MDA ITate nurpos
20%-oro pactBopa nunepuanna/JIM®PA (00./00.) 3arpykaroT B pe3epByap IJisi CHATHUS 3aIUTHL
T'otossT 600 mn 0,660 M pactopa DIC ¢ ucnonszosanuem N,N'-nmumnsonponuikapbonuumuaa
(49,98 1, 396,0 mmoup) 1 JIM®A u 3arpysxarot B peseppyap st DIC/pactBopurens. ['oTossaT
500 mn 0,750 M pactBopa Oxyma ¢ UCIOJIb30BAaHUEM 3TUIILIMAHOTIINOKCUIIAT-2-0KCUMa
(53,29 1, 371,2 mmonp) u JIM®A u 3arpysxarot B peseppyap st Oxyma/pactopurens. B
peakTop 3arpyxaroT cmoiy 3udepa (0,71 mmons/T, 14,09 r, 10,00 mmons). Ilepen Hauamom
CTaauil CUHTE3a, TOKA3aHHBIX HIDKE, CMOJY TIOJABEPratoT HAOYXaHUIO C MOMOIIBI0 3 X 180 mn
JIM®@A 1o 20 MUHYT Ka)kIbli LUK, a rpynny Fmoc ynansroT ¢ nmomomsko 3 x 180 mu 20%-oro
nunepunuHa/JIM®PA (06./00.) mo 30 MUHYT KasKAbIH UKL
IIpuroroB/jieHHE PACTBOPOB AMHHOKHCJIOT:

Cro M 0,375 M pacrBopa FmocNH-L-Ala-OH nonyuatot u3 (2S)-2-(9H-dayopen-9-
WIMETOKCUKapOOHMIIAMIHO )ITponIaHOBOH KuciaoThl (11,68 r, 37,52 mmonb) u [IMPA u
HAJIUBAIOT B OYTBUIb JUIsI COOTBETCTBYIOINEH aMHMHOKUCIOTHL. 200 M1 0,375 M pacTBopa
FmocNH-Gly-OH nonyyatot u3 2-(9H-¢uyopen-9-unmeTokcukapOOHIIAMIHO )YKCYCHOM
kucaotel (22,30 T, 75,01 mmons) u JIM®PA 1 HaMUBAIOT B OYThUIb JJIsi COOTBETCTBYIOIIEH
amMuHOKHUCIOTHL. 360 M 0,375 M pactopa FmocNH-L-Pro-OH nonygarot u3 (2S)-1-(9H-
¢y opeH-9-mImMeToKCUKapOOHWIT) TP PONTUANH-2-KapOOHOBOM KUCIOTHI (45,54 1, 135,0 MMonb)
u JIM®A u HanuBaroT B OYTHUIH IJIsl COOTBETCTBYIOMEH aMiUHOKKICIOTHL. 280 Mt 0,375 M
pactBopa FmocNH-L-Ser(tBu)-OH nony4arot u3 (2S)-3-tper-6yTokcu-2-(9H-dyopen-9-
WIMETOKCHKapOOHMIIAMIHO )ITPONIAaHOBOH KUCIOTHI (40,25 1, 105,0 Mmmonb) n JIMPA u
HAJUBAIOT B OYTBHUIb JJIsI COOTBETCTBYIOIIEH AMHUHOKHUCIIOTHI.

Ycaosust coueTaHus:
Pro: 0,18 M, 3,0 3xB. amuHOKHCIOTHL, 3,0 5kB. Oxyma/3,3 s3kB. DIC, 30-MunyTHas

npeaABaprUTCIibHasA aKTUBALUA paCTBOPAa AKTUBHUPOBAHHOI'O CJIOXKHOTO B(I)I/Ipa, BpEMA COUCTAHUA 6
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4acoB [IPU TEMIIEpAType OKpyKaroliel cpenbl, cHATHE 3auThl 4 X 30 MuUHYT ¢ noMotibio 20%
nunepunuHa/JIM®PA (06./06.), mpomeiBku [IM®PA 5 X 2 MUHYTBI IIOCJIE CHATHS 3AIIHUTHI U TIOCIIE
COUYETaHUsI.

Ala (mocie Pro), Gly (mocne Pro): 0,18 M, 3,0 3xB. amuHOKHUCIOTHI, 3,0 5kB. Oxyma/3,3
3kB. DIC, 30-muHyTHas npensapuTebHas aKTUBALUSA PaCTBOPa aKTUBUPOBAHHOIO CJIOXKHOTO
s¢upa, BpeMs coueTaHus 4 yaca Ipy TEMIIEPaType OKPY KarOIIeH cpesibl, CHATHE 3aluThl 4 X 30
MHUHYT ¢ rioMotibio 20% nunepunnaa/JIM®PA (00./00.), npombiBku JIM®PA 5 X 2 MUHYTHI ITOCTIE
CHSITUS 3aIUUTHI U TIOCJIE COYETAHMUS.

Bce npyrue coueranusi: 0,18 M, 3,0 skB. amuHOKUCHOTHL, 3,0 3kB. Oxyma/3,3 3xB. DIC,
30-MuHyTHasI IpeBapUTEIbHAS AKTUBALHS PACTBOPA AKTUBHPOBAHHOTO CJIOXKHOTO 3upa,
BpeMs1 coueTaHus 4 yaca Ipy TEMIEPATYPE OKPYKAIOLIEN CPeAbL, CHATUE 3aUThI 3 X 30 MUHYT
¢ nomoubio 20% nunepununa/JIM®A (00./06.), npombiku [IM®PA S X 2 MUHYTHI 1TOCTIE
CHSITHS 3AIUUTHI U TIOCJIE COYETAHMUS.

ITo okoH4YaHuM cuHTE3a cMOJTy POMBIBAKOT 5 X 180 M1 IM®PA 110 2 MUHYTBI Ka)K/bIi
1ukJI, 3ateM S x 180 i MTBD no 2 MunyTsl Kaxxabii Hukia. CMOJy yIaJsiFoT U3 PeakTopa,
NEPEHOCAT B TAPUPOBAHHYIO YALIKY Ui KPUCTAUIU3ALUH U cylaT B Bakyyme rpu 40°C no
MOCTOSIHHON MacChl C MoJiyueHueM 25,15 r ueneBoro coeanHeHus: Ha cmouie. B pacuere Ha maccy
HCXOIHOIO MaTepuaja CMOJIbl BbIxon nentuaa cocrasisieT 11,07 r (89%).

I'pynny Fmoc ynanstot u3 obpasiua nentuaa Ha cMoJie Maccoi 251 mMr nytem
MOJIBEPTaHUs CMOJIbI HAOYXaHHIO C HCoib3oBaHueM 3 X 6 mut JIM®PA B Teyernne 10 MUHYT,
obpabotku 3 x 6 mi 20% nunepununa/JIM®PA (06./00.) mo 30 MUHYT KasKIbIH LHUKJI,
npombiBanus 5 X 6 M1 JIM®PA 1o 1 MuHyTe Ka)Xabli LUK, TPOMBIBAHUS 5 X 6 MJI
AUXJIOPMETaHa MO 1 MUHYTE Ka)KIbIH LUKJI U CYLIKH 10 MOCTOSTHHOW MAacChl.

OOpazen mpoayKTa CO CHATOM 3aLIUTON OTAENSIOT OT CMOJIBI yTeM NepEMEIINBAHUS Ha
OapabaHHOM cMecuTelNle B CLUUHTHJUILMOHHOM (DJIaKOHE BMECTUMOCTBIO 20 MJI B TeUeHHUE 2
yacoB ¢ 5 mit pactBopa TOK/TIS/H>O/ATT ([0,92506.:0,02506.:0,02506.]:0,025 mac.). Cmony
(UIBTPYIOT M BJIAKHBINA OCAIOK CMOJIBI MPOMBIBAIOT 2 M1 yucToil TOK.

ITony4deHHbII HEOUMILEHHBINH NeNTHA ocaxkaaroT 35 mi xonoaHoro MTBD,
neHTpudyrupyroT, npomeiBaroT 2 X 35 Mt MTBED u cymar B Bakyyme B Tedenne Houn mipu 33°C,
yro naet 105,1 mr (94,9%) NOTHOCTBIO JTUIIEHHOTO 3AIMUTHBIX IPYII NeNTUAa. AHAIH3 C
nomomero YIXKX nmokasan uncroty 98,62% 1o miomany 0e3 poACTBEHHBIX BEIIEeCTB Oonee
0,30% mo muromaay. 3arpyska nenTuaa Ha cMoay coctasisieT 0,37 MMOIIB/T IO CPABHEHHUIO €

TeopeTndeckoi 3arpy3koi 0,37 MMOB/T.
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IIpumep 75: Cunre3 H-Cys-GIn-Aib-Phe-Ile-Glu-Tyr-Leu-Leu-Glu-Gly-Gly-Pro-Ser-Ser-
Gly-Ala-Pro-Pro-Pro-Ser-NHz SEQ ID Ne: 52 (Coeannenne 62)

IleneBoe coequHeHNE NOMYYAKOT C UCMOIB30BAHIEM CTAHAAPTHBIX YCIOBUH
TBepaoda3Horo cuHTe3a (3amuimeHHble Fmoc aMIHOKHUCIOTBY/ 3 TUIIIMAHOTIINOKCHIIAT-2-0KCUM
(Oxyma)/N,N'-gum3onponunkapboaunmun (DIC)), kak onucaHo HIDKE.

IIpuroroB/ieHHe pacTBOpUTeIeii H PEAreHTOB:

B pesepByap nis pactBopuTens 3arpyskaroT copok autpos JJM®PA. 4 nutpa 20%-oro
pactBopa nunepunuHa/JIM®PA (00./00.) 3arpykaroT B pe3epByap IUIsi CHATUS 3aIUThL. [ OTOBAT
600 mu 0,660 M pacteopa DIC ¢ ucnonp3osanuem N,N'-nmunzonponuikapboaunmuaa (49,98 r,
396,0 mmonb) u JIM®PA u 3arpyxatot B pezepsyap 1t DIC/pacteopurens. I'otosar 500 mn
0,750 M pactBopa Oxyma ¢ UCIOJIb30BAHUEM STHWIILHAHOTIMOKCHIaT-2-okcuma (53,29 r, 371,2
mmodib) u JIM®A u 3arpyskatoT B pesepByap anst Oxyma/pactsopureisb. YH-Payopen-9-
unmeTnn-N-[2-[(2S)-2-[[(1S)-2-[[(1S)-2-[[2-[[(1S)-2-[(2S)-2-[(2S)-2-[(2S)-2-[[(1S)-2-amuHO-1-
(TpeT-OyTOKCUMETHIT )-2-0KCO-3THJI [KapOaMOWI |muppoTuanH- 1 -kapOoHM |muppoauauH- 1 -
KapOOHUJ | muppoauauH-1-ui]-1-MeTi-2-0KCo-3THI |JaMUHO | -2-0KCO-3THII |aMiHO |- 1 -(TpeT-

Oy TOKCUMETHIT)-2-0KCO3THII |]aMHUHO |- 1 -(TpeT-Oy TokcumMe THII )-2-

OKCO3TUJI |[KapOaMom | mupposuanH- 1 -1 |-2-okcostun |kapbamar Ha cmodie 3udepa (0,41
MMOJb/T, 1,22 1, 0,500 MMOJTB) 3arpy>Kar0T B KaXKIbIi U3 OJUHHAIATHA PEAKTOPOB (BCero 5,5
MMOJTb NenTHaa Ha cmodie). [lepen HavamoM cranuii CHHTE3a, MOKa3aHHBIX HUKE, CMOJTY B
Ka)KIOM peaKkTope MoaBepraroT HabyxaHuio ¢ momomibio 3 X 10 mi JIM®PA no 20 MuHyT
KaXIbIH [UKJI, 3aTeM rpynny Fmoc ynassiroT ¢ momomrsto 3 x 10 Mt 20% nunepununa/JIMDA
(06./06.) mo 30 MUHYT KaKIbIi LIUKJI, U CMOJTy TPOMBIBAKOT 5 % 10 Myt JIM®A B 1o 1 MuHyTE
KKIIbIA LIVKJT.

IIpuroroB/jieHHEe PACTBOPOB AMHHOKHCJIOT:

1. 57 mn 0,375 M pactBopa FmocNH-L-Ala-OH nony4aror u3 (2S)-2-(9H-¢payopen-9-
WIMETOKCHKapOOHMIIAMITHO )TIPONIAHOBOM KUCIIOTHI (6,66 T, 21,38 MMounb) u IM®PA 1 HanuBaroT
B OyTBUIb ISl COOTBETCTBYIOLIEH aMUHOKHUCIIOTHI.

2. 103 mx 0,375 M pactBopa FmocNH-L-Glu(tBu)-OH nonygaror u3 (2S)-5-tpet-
oyTokcu-2-(9H-dyopeH-9-nnmeTokcukapOOHUIIAMIHO )-5-0KCONEHTaHOBOM KUCTOTHI (16,44 T,
38,63 mmonb) u JIM®PA u HanmuBarOT B OYThUIb 1UI COOTBETCTBYIOLIEH aMUHOKHCIIOTHL

3. 61 M1 0,375 M pactopa FmocNH-L-Phe-OH nonyuarot u3 (2S)-2-(9H-¢pnyopen-9-
WIMETOKCHKapOOHMIIAMIHO)-3 -(peHIIIponaHoBoi KucioTsl (8,83 r, 22,79 mmons) u JIMPA u

HAaJIUBAKOT B 6YTI:;I.]'II:> 1A COOTBGTCTBYI-OH_IGI\/'I AMHWHOKHCJIIOTBI.
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4. 57 mn 0,375 M pactBopa FmocNH-Gly-OH nonyuarot u3 2-(9H-¢payopen-9-
WIMETOKCUKapOOHMIIAMIHO))yKCYCHON KUCIOTHI (6,36 T, 21,38 MMonb) u JIM®PA 1 HanmuBarT B
OyTBUIb IJI1 COOTBETCTBYIOIIEH aMUHOKHUCIIOTHI.

5.57 m1 0,375 M pactBopa FmocNH-L-Ile-OH nonyuarot u3 (2S,3S)-2-(9H-pnyopen-9-
WIMETOKCHKapOOHMIIAMIHO)-3 -MEeTHIINEHTaHOBOM KHCHOTHI (7,55 1, 21,38 Mmmonb) n [IM®PA u
HAJMBAIOT B OYTHUIb JJIsI COOTBETCTBYIOIIEH AMUHOKHUCIIOTHI.

6. 103 mn 0,375 M pacrBopa FmocNH-L-Leu-OH nonyuatot u3 (25)-2-(9H-pnyopen-9-
WIMETOKCUKapOOHUIAMIHO )-4-MeTUINIEHTaHOBOM KUCIOTHI (13,65 1, 38,62 MMoub) 1 JIM®PA u
HAJUBAIOT B OYTBUIb JJIsI COOTBETCTBYIOIEH AMUHOKHUCIIOTHI.

7. 82 mn 0,375 M pactBopa FmocNH-L-Gln(trt)-OH nonyuarot u3 (25)-5-(tper-
OyTtrnamuno)-2-(9H-hyopeH-9-nimMeToKkCHKapOOHMUIAMHUHO )-5-0KCOMEHTAHOBOH KHUCJIOTBI
(13,05 1, 21,38 mmoup) 1 JIM®PA u HanuBarOT B OyTHUTb Ui COOTBETCTBYIOIIEH aMUHOKHUCIIOTBL.

8. 57 m11 0,375 M pactBopa FmocNH-L-Tyr(tBu)-OH nonyuator u3 (25)-3-(4-tper-
OyTokcugenn)-2-(9H-dayopeH-9-unMeTokCHKapOOHUITAMIUHO ) TPOTIAHOBOM KUCIOTHI (9,82 T,
21,38 mmonp) u JIM®PA n HanuBarOT B OYTHUIb TSI COOTBETCTBYIOLIEH AMUHOKHCIIOTBL.

9. 57 mn 0,375 M pactBopa FmocNH-Aib-OH nonyuaror u3 2-(9H-dayopen-9-
WIMETOKCUKAPOOHUIIAMHHO )-2-METHIIIPONIAHOBON KUCIOTHI (6,96 T, 21,38 Mmonb) u JIMPA u
HAJIMBAIOT B OYThUIb JJIsl COOTBETCTBYIOIEH AMHUHOKHUCIIOTHI.

10. 44 mn 0,375 M pactBopa FmocNH-L-Cys(trt)-OH nony4arot u3 (2R)-2-(9H-

(1y opeH-9-NIMeTOKCUKapOOHUIIAMHHO )-3 -TPUTHIICYJIb(AHHIPOIIAHOBOM KUCIOTHI (9,60 T,

16,50 mmonb) u JIM®PA 1 HanUBaKOT B OyThUIb JUIsi COOTBETCTBYIOIIEH aMUHOKHUCIIOTHI.

Ycaosusi coueTaHus:

Gln: 0,18 M, 3,0 s3kB. amuHOKHCOTHL, 3,0 3kB. Oxyma/3,3 3kB. DIC, 30-MuHyTHas
NpeABapUTENIbHAS AKTUBALMS PACTBOPA AKTUBUPOBAHHOTO CIIOXKHOTO 3(hupa, BpeMsi COYeTaHUS
18 yacos npu TeMnepaType OKpPy>KaroLel cpeabl, CHATHE 3auThl 4 X 30 MUHYT C HOMOLIBIO
20% nunepununa/JIM®PA (06./00.), mpombiku JIM®PA 5 x 1 MUHYTY MOCJIE€ CHATUS 3aLUTHI U
MIOCJIe COYETAHUSI.

Aib, Ala, Leu-9: 0,18 M, 3,0 skB. amuaOKHCTOTHI, 3,0 3kB. Oxyma/3,3 skB. DIC, 30-
MHUHYTHAs IPEABAPUTENbHAS AKTUBALIUS PACTBOPA AKTUBHPOBAHHOT'O CIIOXKHOTO 3(Hpa, BpeMs
coueTaHus 12 4yacoB Npu TemMnepaType OKPy Karolen cpeapl, CHATHE 3auThl 4 X 30 MUHYT C
nomoreio 20% rmunepunnaa/JIM®PA (00./00.), mpombiBku JIM®PA 5 x 1 MUHYTY 1TOCIIE CHATHUS
3aIUTHI M TTOCTIE COYETAHUS.

Phe, Tle: 0,18 M, 3,0 skB. amuHOKUCIOTHL, 3,0 3kB. Oxyma/3,3 3xB. DIC, 30-munyTHast

npeaBaprUTECIibHasA aKTUBALUA paCTBOPA AKTUBHUPOBAHHOI'O CJIOXKHOTO B(I)I/Ipa, BpEMA COUCTAHUA 8
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4acoOB MPU TEMIIEpaType OKPYKAIOIIEH cpebl, CHATHE 3auuThl 4 X 30 MUHYT ¢ momortbio 20%
nunepunuHa/JIM®PA (06./06.), mpomeiBku [IM®PA 5 x 1 MUHYTY MOCII€ CHSTHSI 3aLUTHI U MOCIIE
COUYETaHUsI.

Cys: 0,18 M, 3,0 skB. amuHOKUCIOTHL, 3,0 3kB. Oxyma/3,3 s3xB. DIC, 6e3
NpeABapUTENbHON aKTHBALUN PACTBOPA AKTUBUPOBAHHOTO CIIOXKHOTO 3(hHpa, BpeMst COYeTaHUs
8 yacoB mpu TeMIiepaType OKpPYyKaroIIei cpenpl, CHATHE 3auuThl 4 X 30 MUHYT ¢ oMotbio 20%
nunepunuHa/JIM®PA (06./06.), npomeiBku IM®PA 5 x 1 MUHYTY MOCJI€ CHATHSI 3aLHUTHI U MOCIIE
COYETaHUsI.

Bce npyrue coueranusi: 0,18 M, 3,0 skB. amuHOKUCHOTHL, 3,0 3kB. Oxyma/3,3 3xB. DIC,
30-MuHyTHasI IpeBapUTEIbHAS AKTUBALHS PACTBOPA AKTUBHPOBAHHOTO CJIOXKHOTO 3upa,
BpeMs1 coueTaHus 4 yaca Ipy TEMIEPATYPE OKPYKAIOLIEN CPeAbL, CHATUE 3aUThI 3 X 30 MUHYT
¢ nomoutbio 20% nunepununa/JIM®PA (06./06.), npombiBku JIM®PA S x 1 MUHYTY 1OCTIE CHITUS
3aLIUTBI U TIOCJIE COUETAHMUSL.

B xoHLe cuHTe3a Kaxayo cMoiy npoMbiBatoT 5 X 10 ma JIM®PA no 1 MuHyTe Kaskablii
LUK, 3aTeM 5 X 1 My quxyopmeraHa 1o 1 MuHyTe Kaxbii ukia. CMOJIBI CyLIaT 10 NOCTOSHHON
Macchl 1 00BbEOUHSIOT, osy4ast 24,394 r nenesoro coeanHenus Ha cmone. I'pynmy Fmoc
yaaIsoT U3 00pasia nentuaa Ha cMojie Maccoit 91,8 Mr nyteM noaBepranusi CMOJIbl HAOYXaHUIO
¢ ucnosp3oBanueM 3 x 4 mut JIM®A 1o 15 MuHyT Kaskapii muki, oopadbotku 3 x 4 mu 20%
nunepunuHa/JIM®PA (06./06.) mo 30 MUHYT KasKAbIH UKL, TpoMbiBanus S x 4 M1 JIM®PA 1o 1
MHUHYT€ KaXI bl LIUKJI, IPOMBIBAHUS 5 X 4 MJI JUXJIOPMETaHa IO 1 MUHYTE KaXKAbIi LUK U
CYIIKHU 10 MOCTOSTHHOM Macchl. OOpasel MpoayKTa CO CHITOW 3aLUTON OTIAENSIOT OT CMOJIbI
NyTeM MepeMeIInBaHus Ha OapabaHHOM CMeCHTeNe B CHMHTIIUISIIMOHHOM (pyiakoHe
BMeCTUMOCTBIO 20 MJT B TeueHue 2 yacos ¢ 5 mut pactsopa TOK/TIS/H,O/ATT
([0,92506.:0,02506.:0,02506.]:0,025 mac.). Cmony GUIBTPYIOT U BJIAXKHBII OCaTOK CMOJIBI
npombIBaroT 2 mut yuctor T@K. ITonyueHHbI HEOUHMIIEHHBIN NENTHT OCAXKIAAIOT 35 M
xonoaroro MTBD, nenrpudyrupyrot, npomeisarot 2 X 35 Mt MTED u cymar B Bakyyme B
teuenue Houu 1pu 33°C, uro gaeT 48,2 Mr MOJHOCTBIO JIUIIIEHHOTO 3ALIUTHBIX TPy NENTHAA.
Ananmu3 ¢ nomompo YIXKX nokasan uncrory 88,02% mno muomaan 6e3 poJCTBEHHBIX BEIECTB
ooiee 1,0% mo muomanu. OCTaToK MenTHAA OTIIEIISTIOT OT CMOJIbI MEXaHHYECKUM
nepemewmnBanreM ¢ 200 M1 pacTBopa, cocTosmero u3 185 M TpuTOpyKCyCHOMH KHUCIOTHI,

5,0 M Tpumnsonponuicunana, 5,0 mu Boael, 5,0 r IUTUOTPEUTOA, B 3-TOPJION KPYTJIOAOHHON
KoJIOe B TeueHHe 2 4acOB NPU TEMITepaType OKpyKaroeii cpenpl. CMoy ynaisoT
($uIbTpOBaHNEM Ha BOPOHKE C MOPUCTHIM CTEKJIOM U poMbIBatoT 80 mir TOK, monyyast obumit
o0bem pacTBopa npudmmsuTenbHo 280 mut. [lentun ocaknaroT nodasneHueM k 1400 Mo

xonogHoro MTBD. Tlocne Beinepskku mpu -20°C B TeueHne 1 qaca CyCreH3UrO AT Ha MeCTh
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OyTbuieit u ueHTpudyrupyroT. [logydeHHbIe TBEpAbIe BELIECTBA MOCIE HEHTPU(PYTrHPOBAHUS
0OBENUHSIIOT B 11Ba (hJIAKOHA U KAKIOE TBEPIOE BEIIECTBO ABAXIbI MPOMBIBatOT 250 Mt MTBD
KOMHATHOH TemmepaTypsl. [lomyueHHOe Oenoe TBepaoe BEIeCTBO CYIaT B TEUEHHUE HOYH B

BakyyMHoH neun nipu 33°C, nony4vast 20,07 r HEOUUILEHHOTO NENTUA.

IIpumep 76: Cunre3 Boc-Tyr(tBu)-Aib-Gln(trt)-Glu(tBu)-Thr(tBu)-Phe-Thr(tBu)-
Ser(tBu)-Asp(tBu)-Tyr(tBu)-Ser(tBu)-lle-aMeLeu-Leu-Asp(tBu)-Lys(mtt)-Cys(trt)-Pro-
riaukojieBasi kucjora-Val-NHz (SEQ ID Ne: 56; Coennnenue 63)

IleneBoe coennHeHne NOAYYaOT C UCIONb30BAHUEM CTAHAAPTHBIX YCIOBUMN
TBepao(da3Horo cuHTesa (3aiuimeHHble Fmoc aMIHOKUCIOT /3 TUIIIMAHOTIIHOKCHIIAT-2-0KCUM
(Oxyma)/N,N'-nunzonponunkapooguumun (DIC)).

IIpurorosJ/ieHHe pacTBOpHUTEJIeH H PEareHTOB:

B pesepByap st pactBopurens 3arpyskaroT copok utpos IM®PA. 4 nurpa 20%-oro
pacteopa nunepuauna/[IM®PA (00./00.) 3arpyskaroT B pe3epByap AJisl CHATUS 3aIIUThI. | OTOBST
600 ma 0,660 M pactBopa DIC ¢ ucnonb3oBanuem N,N'-aunsonponunkapboauumuna (49,98 r,
396,0 mmonb) 1 JIM®PA u 3arpyskarot B pesepyap st DIC/pactBopurens. I'orosst S00 mn
0,750 M pactBopa Oxyma ¢ UCIOJBb30BAaHUEM STHILHAHOTIMOKCHIAT-2-0Kkcuma (53,29 T,
371,2 mmosb) u IM®PA u 3arpyskaroT B peseppyap st Oxyma/pactBoputens. [2-[[(1S)-1-
KapOaMOomII-2-MeTHIIIPOITIII | aMUHO |-2-0kcoaThI |-(2S)-1-[(2R)-2-[[(2S)-6-[ [ mud ermn (-
oy )MeTr |aMuHo |-2-(9H-yopeH-9-nunmeTokcrKkapOOHHIAMUHO )reKCAaHO M |aMHHO | -3 -
TPUTHIICYJIb(AHUIITTPONAHOM |TUPPOTUANH-2-KapOOKCHIIAT Ha aMUIHON cMoue Puaka AM,
amugHoN cmosie Punka MBHA wnu cmone 3ubepa (0,500 MMOJIb) 3arpy»KarOT B KaX/IbIil U3
BOCBbMH peakTopoB (Bcero 4,0 MMOJIb ENTHIA HA CMOJIE).

ITepen Hayanom cTaauil CUHTE3a, MOKA3aHHBIX HIDKE, CMOJY B K&KIOM peakTope
MOJBEPTalT HAOyXaHHO ¢ MoMoIIbio 3 X 10 M1 JIM®PA 1o 20 MUHYT KasKIbIH LIUKJI, 3aTEM
rpynny Fmoc ymansirot ¢ momomsto 4 x 10 mit 20% nunepunura/[IM®PA (06./00.) mo 30 MunyT

KaXXbIH IIUKJ, U CMOJy TpoMbIBatOT 5 X 10 ma JIM®PA B o 1 MuHyTe Ka>kabIi LIUKJI.

IIpuroroB/ieHHEe PACTBOPOB AMHHOKHCJIOT:

1. 57 mn 0,375 M pactBopa FmocNH-Aib-OH nonyuarot u3 2-(9H-¢payopen-9-
WIMETOKCHKAapOOHMIIAMIHO )-2-METHIIIPOTIAHOBON KUCIOTHI (6,96 T, 21,37 mmoib) u [IM®PA,
3aTeM HAJIMBAIOT B OYTHUIb IS COOTBETCTBYIOIIEH aMUHOKHCIIOTBL.

2. 103 mxn 0,375 M pactBopa FmocNH-L-Asp(tBu)-OH nonyuaroT u3 (2S)-4-tper-
oyTtokcu-2-(9H-dyopeH-9-unmerokcnkapOOHUIaMHHO )-4-0kcoOyTaHOBOM KHCIOTHI (15,87 T,

38,63 mmoip) u IM®DA, 3aTeM HAJIUBAIOT B OYThUIb ISl COOTBETCTBYOIIEH aMUHOKUCIIOTHI.
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3. 57 mn 0,375 M pactopa FmocNH-L-Phe-OH nonyuarot u3 (2S)-2-(9H-¢pnyopen-9-
WIMETOKCHKapOOHMIIAMIHO)-3 -(peHIIponaHoBoi KucioTsl (8,28 r, 21,38 mmonb) u JIMPA,
3aTeM HAJIMBAIOT B OYTHUIb ISl COOTBETCTBYIOIEH aMUHOKHCIIOTHL.

4. 57 mn 0,375 M pactBopa FmocNH-Gly-OH nonyuarot u3 2-(9H-¢payopen-9-
WIMETOKCHKapOOHMIIAMHHO)yKCYCHON KUCIOTHI (6,36 T, 21,38 MMonp) u JIM®PA, 3aTem
HAJMBAIOT B OYTHUIb JJIsI COOTBETCTBYIOIIEH AMUHOKHUCIIOTHI.

5.57 m1 0,375 M pactBopa FmocNH-L-Ile-OH nonyuarot u3 (25,3 S)-2-(9H-pnyopen-9-
WIMETOKCUKapOOHUIAMIHO )-3-METUJINIEHTAaHOBOM KUCIOTHI (7,55 T, 21,38 mmonb) u IM®PA,
3aTeM HaJMBAIOT B OYTHUIb JJIs1 COOTBETCTBYIOMIEH aMUHOKHCIIOTHI.

6. 57 mn 0,375 M pactopa FmocNH-L-Lys(boc)-OH nonyuatot u3 (25)-6-(tper-
OyTokcukapOoHmIaMuHO)-2-(9H-pnyopeH-9-unmeTokCukapOOHUITAMUHO )FeKCAHOBOW KHCJIOThI
(10,02 1, 21,38 mmoib) u JIM®DA, 3aTeM HAJUBAIOT B Oy THUIb [IJIsl COOTBETCTBYOIIEH
AMHMHOKHUCJIOTBI.

7. 57 mn 0,375 M pactBopa FmocNH-L-Leu-OH nony4atot u3 (25)-2-(9H-¢dayopen-9-
WIMETOKCUKAPOOHUIIAMHHO )-4-MEeTHIITIEHTaHOBOM KUCIOTHI (7,55 T, 21,38 Mmonb) u [IM®PA,
3aTeM HAJMBAIOT B OyThUIb U1l COOTBETCTBYIOIIEH aMUHOKHCIIOTHI.

8. 57 m1 0,375 M pactBopa FmocNH-L-GlIn(trt)-OH nonyuaroT u3 (2S)-5-(Tper-
OyTtunamuHo)-2-(9H-hyopeH-9-uIMeTOKCHKapOOHUITAMHHO )-5-0KCOMEHTAHOBOM KUCJIOThI
(13,051, 21,38 Mmmoub) u JIM®A, 3aTeM HaauBarOT B OyThUIb IJIsi COOTBETCTBYIOIIEH
AMHHOKHUCJIOTHI.

9. 103 min 0,375 M pacrBopa FmocNH-L-Ser(tBu)-OH nony4arot u3 (2S)-3-tpet-
OyTtokcu-2-(9H-dnyopeH-9-unmeTokcukapOOHUIAMUHO )IPpOTIaHoBOM KucioThl (14,81 1, 38,63
mMoub) 1 JIM®A, 3aTeM HaUBarOT B OyThUIb ISl COOTBETCTBYIOIIEH AMUHOKHUCIIOTHI.

10. 103 mi 0,375 M pacrBopa FmocNH-L-Thr(tBu)-OH nonyuarot u3 (2S,3R)-3-Tpert-
oyTokcu-2-(9H-pyopeH-9-unmerokcrukapOboHmuIaMuHO )OyTaHoBOH KucioTh (15,35 1, 38,63
mMoitb) 1 JIM®A, 3aTeM HaIUBarOT B OYTHUIb ISl COOTBETCTBYIOIEH AMHUHOKHUCIIOTHI.

11. 57 mn 0,375 M pactBopa FmocNH-L-Tyr(tBu)-OH nonyuatot u3 (2S)-3-(4-tper-
oyTtokcudenmn)-2-(9H-dpayopeH-9-unmeTrokcukapOOHUIAMIHO )IPONAaHOBON KHUCIOTHI (9,82 T,
21,38 mmonp) u JIM®A, 3aTeM HaIMBaKOT B OyTHUIb I COOTBETCTBYIOLIEH aMUHOKHCIIOTBL

12. 57 mn 0,375 M pactBopa BocNH-L-Tyr(tBu)-OH nonyuarot u3 (2S)-2-(Tper-
OyTOoKCHKapOOHUIAMHHO)-3-(4-TpeT-OyTokcueHnT)mponanoBoi kuciotsl (7,21 1, 21,38
mMontb) 1 JIM®A, 3aTeM HamuBarOT B OyTHUIb JJIsI COOTBETCTBYIOINEH aMUHOKHUCIIOTHI.

13. 57 mn 0,375 M pactBopa FmocNH-L-aMeLeu-OH nonyvatot u3 (2R)-2-(9H-
(biyopeH-9-nIMeTOKCHKapOOHUIIAMIHO)-2,4-TUMeTHIITIEHTAaHOBOM KUCIOThI (7,85 T, 21,37

MMmoJib) 1 JIM®A, 3aTeM HaUBAIOT B OyThUTb ISl COOTBETCTBYIOIIEH aMUHOKHCIIOTHI.
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Ycaosusi coueTaHus:

Boc-Tyr, Ile: 0,18 M, 3,0 skB. amuHOKUCHOTHIL, 3,0 5kB. Oxyma/3,3 3kB. DIC, 30-
MHUHYTHAs IPEABAPUTENbHAS AKTHBALIUS PACTBOPA AKTUBHPOBAHHOT'O CJIOXKHOTO 3(upa, BpeMs
coueTaHus 18 4acoB Mpu TeMnepaType OKPy KaroLen cpeapl, CHATHE 3alUThI 4 X 30 MUHYT C
nomoreio 20% nunepunnaa/JIM®PA (00./00.), mpombiBku JIM®PA 5 x 1 MUHYTY 1TOCIIE CHATHUS
3aILUTHI U NIOCJIE COYETAHMUS.

Aib, Gln, aMeLeu: 0,18 M, 3,0 sxB. amurOKHCOTHL, 3,0 3kB. Oxyma/3,3 skB. DIC, 30-
MHUHYTHasl IPeABAPUTENbHAs AKTUBALIUS PACTBOPA AKTUBUPOBAHHOT'O CJIOXKHOTO 3(pupa, BpeMs
coueTaHus 12 4acoB IpuU TEMIEPATYPE OKPYIKAOLIEH CpeAbl, CHATHE 3aIUUThI 4 X 30 MUHYT C
nomoueio 20% nunepununa/JIM®PA (00./00.), npombiBku JIM®PA 5 x 1 MUHYTY 1TOCIe CHATUS
3aILUTHI U NIOCJIE COYETAHMUS.

Bce npyrue coueranus: 0,18 M, 3,0 skB. amunokucyiorsl, 3,0 3kB. Oxyma/3,3 skB. DIC,
30-MuHyTHasI MpeABapPUTENbHAS AKTUBALMS PACTBOPA AKTUBUPOBAHHOT'O CIOXKHOTO 3¢dupa,
BpeMs1 COUeTaHUs 4 yaca pU TEMIEpaType OKPYy KaroLel Cpenbl, CHITHE 3a1uThl 3 X 30 MUHYT
¢ nomobio 20% nunepununa/JIM®PA (06./06.), npombiku JIM®PA S x 1 MUHYTY 1OCIe CHATUS
3aIIUTHI U TIOCIIE COUYeTaHus. B KOHIe CHHTe3a KXyl CMOJIy IpoMbIBatOT 5 X 10 M JIMPA
no 1 MUHYTe KaXXIbIi LUK, 3aTeM 5 X 1 M iuxjopMerana no 1 MuHyTe Kaxbiil Uk CMOoIb
CYILIAT 0 MOCTOSTHHOW MACChl U MIEPEHOCST Ha CleayroImyo craanto. OOpaser u3 OIHOro U3
peakTopoB (~ 80 Mr) OTAENSIOT OT CMOJIbI yTeM NEPEMEIIUBAHNSI HA POTOPHOM CMECHTEINE B
CLUHTHLISIIMOHHOM (PJlakOHE BMECTHUMOCTBEO 20 MII B T€4eHHE 2 4acOB ¢ S5 MJT pacTBOpa
TOK/TIS/H2O/ATT ([0,92506.:0,02506.:0,02506.]:0,025mac.). Cmoiy GUIBTPYIOT U BIAXKHBIN
0CaJ0K CMOJIbI MpoMbIBatoT 2 Ml yucton T®K. Tlony4yeHHbI HEOUUIIEHHBIN NENTU OCAXKAAI0T
35 mu xononHoro MTBD, nentpudyrupyrot, npombiBarot 2 X 35 mia MTBD u cymar B Bakyyme
B TedeHue Houn nipu 33°C, yro naetr oOpaser MoJHOCTHIO JIMIIEHHOTO 3N THBIX TPYII

nentuga. AHams ¢ nomomblo YIXKX nmokasan yucrory 59,8% mo miomanu.

IIpumep 77: Cunre3 Tyr-Aib-Gln-Glu-Thr-Phe-Thr-Ser-Asp-Tyr-Ser-Ile-aMeLeu-Leu-
Asp-Lys(AEEA-AEEA-yGlu-C20-OH)-Cys-Pro-riukoaesas kuciaora-Val-NHz (SEQ ID Ne:
57; Coennnenue 64)
Cragus 1 (cHsiTHE 3aIUTHOI rpynnbl mtt):
[2-[[(1S)-1-kapbamoni-2-MeTUAPOTII |aMUHO |-2-0kco3TH |-(2S)-1-[(2R)-2-[[(25)-2-
[[(2S)-2-[[(2S)-4-TpeT-OyTokcu-2-[[(2S)-2-[[(2S)-2-[[(2S,3S)-2-[[(2S)-3-TpeT-OyTOokcu-2-[[(2S)-
2-[[(2S)-4-Tper-OyTokcu-2-[[(2S)-3-Tper-OyTokcu-2-[[(2S,3R)-3-tper-OyTokcu-2-[[ (2S)-2-
[[(2S,3R)-3-Tper-OyTokcu-2-[[2-[[(2S)-2-[[2-[[(2S)-2-(TpeT-OyTOKCHKapOOHUIAMHUHO)-3-(4-
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TpeT-0yTOKCH(EHIIT)TPOTIAaHOUII |aMHUHO |-2-METHIIITPONaHOMII |aMHHO | -5-0KCO-5-
(TPUTHITAMUHO )ITEHTAHOWJI |aAMIHO |arie T |aMiHO |0y TaHOWIT [aMUHO | -3 -
(heHUIIPOMaHONII |aMUHO |0y TAHOWIT |aMUHO |TPOTIaHOMIT |aMHHO |-4-0KCOOy TaHOMT |aMUHO |-3-(4-
TpeT-0yTOKCHU(EHUT ) IPOITAHOMIT |aMUHO | TPOTIAHOMJI |]aAMHHO |-3-METHIITIEHTaHOWJI |aMUHO | -2,4-
OUMETHIIIIEHTAHOWI |aAMUHO |-4-MeTHUJITIEHTaHOMT |aMUHO |-4-0KCOOy TaHOWIT |aMUHO|-0-(TpeT-
OyToKCHKapOOHMIIAMHUHO )reKCaHOMI |aMUHO |-0-[ [mud enmn(m-
TOJIVJT)METHJII |aAMUHO | FeéKCaHOWJT |aMUHO |-3-TpUTUIICY Ib(haHUITTPONAHOWII |TUP POTUANH-2 -
kapOokcunatr Ha aMmuaHON cMmone Punka AM, amunnoi cmone Puaka MBHA wnu cmone 3ubepa
(0,500 MmMoOIb) 3arpy>KaroT B KaKABIH U3 BOCBMH Pa3JIMYHbIX peakTopoB. Kaxnyro cmony
noasepraroT HabyxaHuio ¢ noMoInbio 3 X 10 mix IXM 1o 15 MUHYT KaKIbli LIUKJL, & 3aTeM
obpadareiBatoT 1,1,1,3,3,3-rekcagrop-2-npomanoniom, 30% B nuxnopmerane (06./06.) (10 mu,
94,98 MMOJIb) U TIEPEMELINBAIOT B TEUEHUE OIHOrO Yaca. JKUaKoCTh CIMBAIOT, a CMOJIY CHOBA
obpabarsiBator 1,1,1,3,3,3-rekcadrop-2-nponanonom, 30% B quxmopmerane (00./00.) (10 m,
94,98 MMOJIb) M TEPEMEIINBAIOT B TeUEHHE OTHOr0 4aca. JKMIKOCTh CHOBA CIMBAIOT H CMOJTY
npoMbIBatOT 5 % 10 mu1 guxnopMeTana no 1 MuHyTe Kakabli LUK, 3aTeM S5 < 10 man JIM®PA no
| MuUHYTE KasKAbIil UK U Jajee o0pabaThIBAIOT O PEAKIIMHU COYETAHMUS.
Craaus 2 (mpucoeanHeHue 60KOBOI 1enHu):
2-[2-[2-[[(4S)-5-Tper-OyTokcu-4-[ (20-Tper-O0y ToKCcH-20-0KCO3 IKO3aHOMIT )aMHHO | -5 -
OKCOITEHTaHOWJI |]AMHHO |3TOKCH |3TOKCH |YKCYCHYO KUCoTy (6,41 1, 8,00 Mmoib, 91% mac.) u
6enzoTpuazon-1-unokcurpunupponuannodocdonus rekcapropdocpar (PyBOP) (4,16 T,
8,00 mmoub) pactBopsitoT B 72 M1 JIM®PA. [TobasmsiroT N,N-quuszonponwnTuiamut (1,40 mi,
8,00 MMOJTB) U TIOJIYYE€HHBIH PACTBOP BCTPSIXUBAKOT B T€UEHHE | MUHYTBI, 3aT€M TOOABIISIOT 11O
OJIHOM BOCBMOM 4aCTH pacTBOpa Ha Ka)KAYI0 CMOJY B PEaKLMOHHBIX COCY/AaX U MepeMeIlNBat0T
B TeueHue 16 yacoB. JKUIKOCTb CIMBAIOT U CMOJTY MpOMBIBatOT 5 x 15 M JIM®PA no 1 munyTe
KOKIbIA LUK, S X 15 Mn quxjaopMeTaHa 1o 1 MUHyTe KaKIblid LIUKJIL, & 3aTEM CyIIaT A0
MIOCTOSIHHOM Macchl, 4T00BI MONy4uTh 15,66 r mentuaa Ha cMoute.
Craaus 3 (oTmienJieHue nNenTHAA OT CMOJIbI U MOJIHOE CHSITHE 3AIIHThI):

IlenTua OTIWIENJISAIOT OT CMOJIBI MEXaHUUYECKUM NepemMeninBanueM co 160 mi pactBopa,
cocrositero u3 148 mu tpudTopykcycHoi kucnotsl, 4,0 M Tpunsonponricuiana, 4,0 M1 BOIIBI,
4,0 r TUTHOTPENTONA B 3-TOPJIOH KPYTJIOJOHHOM KOJIOE B TE€YEHHE 2 YaCOB MPH TEMIIEPAType
OKpy>Karomei cpenpl. CMoiy yaasifoT GUiIbTpOBaHHEM HA BOPOHKE C TIOPUCTBHIM CTEKJIOM U
npombiBatoT 64 Mt TOK, monyvast obmmit 00vem pactBopa npudnusutensHo 224 mut. Ilentun
ocaxaroT nodasnenueM k 1120 mix xonogaoro MTBD. [Tocne Beinep:xku npu -20°C B TeueHue
1 yaca cycneH3HIo IeNAT Ha YeTblpe OyThuld U HeHTpUuyrupyot. IlonydeHHbie TBEpabIe

BEILECTBA M10CJIe HEeHTPU(PYTrHPOBAHIsI OOBEANHSIOT B Ba (PIAKOHA U KaXKI0€ TBEPIOE BEIECTBO
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asaxbl npoMbiBatoT 250 mn MTBO komuaTHOM TemnepaTypsl. IlonyueHHOe TBepaoOe BelecTBO
cylLIaT B TedeHHe HOUM B BakyyMHOMN neun npu 33°C, nonyyas 7,817 r HEOUHUIIIEHHOTO LIEI€BOTr0

COCIUHEHUA.

IIpumep 78: Ounctra SEQ ID Ne: 6

Heounmennstit nponykr (76,23 r) pactBopsitot B 3,05 1 cmecu 25% ACN/Bona
(KOHILIEHTpaMsl HEOYHILIEHHOTO 25 /1) B peakTOpe BMECTHUMOCTBIO S J1 U NIEPEMEIINBAIOT B
Teuenue 30 MuH. BoccTaHaBAMBAKOT U30MEPHI ACTICUIIENITHAA IyTEM IPEBPALLEHUS C
UCMOIb30BaHNEM 28%-0ro ruipokcuia aMMoHus1, ycraHasinusas pH=9,0, u nepemeniusaroT B
TedeHne 60 MUH C MOCIIEeNYIOIelH KOPPEKTHPOBKOM 00paTHO B KHCIYIO cTropony (pH=2 ¢
ucnonp3zoBanneM TOK). Koneunoe conep:xanrie ACN nomxHO coctaBisath 30% muis
o0ecrieyeHusl paCTBOPUMOCTH 1ociie koppektupoBku pH. HeountneHnHbll npoaykT GUIbTPYIOT
nepen nepBoii cTamueit XxpoMarorpapum.

IepBas cramus xpomatorpaduu: komonka: DAC200, 200 mm x 250 MM, cTalioHapHast
daza (YMC Triart C18, 10 mxwm, 12 um); noasmwkHas ¢aza A: 0,1% TOK B H>O; noasrkHas
¢aza B: 100% ACN; obnapyxenue npu 230 HM; 00beM BrpbICKa: 3,5 11 (MHKEKTOPHBIM HACOCOM
¢ pacxomom 300 Mi/MUH).

I'panuenr:

Bpewms/mun | [Totok/(mn/Mun) | %A | %B

0 1000 70 30
1 1000 70 30
52,5 1000 45 55

CobuparoT (hpakiuu skeaeMoro mpoayKTa.

Bropas cragus xpomarorpaduu: pazdasisiroT paBHbsM o0beMoM H2O u nosogsit pH no
6,5, ucnonb3ys pasdasnenHbiii ammuak. Kojgonka: DAC200, 200 MM x 250 MM, HETTOABHKHAST
daza (YMC Triart C18, 10 mxwm, 12 um). [logsmkHas dasza A: 10 MM NH4HCOs B H0;
noasrkHas Qasza B: 100% ACN; obnapy:xenue Ha 230 HM; oObeM Brpbicka: 7,0 1
(MHXXEKTOPHBIM HACOCOM ¢ pacxonoM 300 mi/MuH).

I'panuenrt:

Bpewms/mun | I[Totok/(mn/Mun) | %A | %B

0 1000 70 30
1 1000 70 30
52,5 1000 45 55

CobuparoT (hpakium skeaeMoro mpoayKTa.
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Cranus npeBpaineHns B HAaTpUEBYyo coib: 1,76 1 (44,0 mmonb) NaOH, pacTBopeHHOTO B
200 mut H>O, noGaBnsroT mo KarisiM B 7,2 J1 OTAEIeHHON Ppakuny U JTHOPUITHZUPYIOT.

INonyuaroT 38,02 r ounmeHHoro nponykra (uucrora: 98,0%).

5 IIpumep 79: Ouuctka SEQ ID Ne: 29.
HeounmeHHbIi TPOAYKT OYUINAIOT, UCTIONB3YsI KOJIOHKY 20 cM (4,8 kr Daiso C18-ODS-
RPS, 10 mxm, 120 A) u nomsumxnyio gasy A: 0,1% TOK s H>O; nonsmxnas pasza B: 100%

ACN; obnapysxenue npu 230 um. [lepBast cragust OUUCTKU:

I'panuenrt:
Bpewms/mun | Ilotok/(mn/mun) | %A | %B
0 600 80 20
3 600 70 30
75 600 45 55
10 Cobuparot ¢ppakuum ¢ MPOAYKTOM € UUCTOTOH 0k0JI0 88% mutn BbIwe, pazdasisitor 1:1 ¢

nomotbto H>O u nosogst pH o 6,5 ¢ momomsro 50% NH4OH.
Bropas cragust xpomarorpaduu: UCHONBb3YIOT KOJIOHKY M3 MepBoi craguu. [logsuxkHas

daza A: 10 MM NH4HCO3 B H2O; nogsuknas dasza B: 100% ACN; obHapyskenue npu 230 HM.

I'panuenrt:
Bpewms/mun | [Totok/(mn/Mun) | %A | %B
0 600 80 20
45 600 50 50
15 Cobuparot ¢ppakumu ¢ YUCTOTOH OKOJIO 97% WK BBILIE.

[TpeBpamaroT B HATPHEBYIO coJib, 100aBuB 3 3kB. NaOH ¢ mocnenyromei

TuopUITH3aIUEN.

20
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ITOCJIEAOBATEJIbBHOCTHU

B JaHHOM I/1306peTeHI/II/I YIOOMHUHAKOTCA CICAYHOIMHNUE aMUHOKHNUCJIOTHBIC MOCICAOBATCIIBHOCTHU, U

OHU MPEACTABJICHbBI HUXKE NJIsA I/IH(I)OpMaLII/II/I.

SEQ ID Ne:1 — GIP yenoBeka
YAEGTFISDYSIAMDKIHQQDFVNWLLAQKGKKNDWKHNITQ

SEQ ID Ne: 2 — amupn GLP-1 (7-36) uenoseka
HAEGTFTSDVSSYLEGQAAKEFIAWLVKGR-NH;

SEQ ID Ne: 3 - GCG 4genoBeka
HSQGTFTSDYSKYLDSRRAQDFVQWLMNT

SEQ ID Ne: 4 — aHanor HHKpeTHHA

YXoQGTFTSDY SIX13LDK X17A X 19X20AFIEYLL X 28 X29GPSS X33 APPPS, rie X »
npencrasisierT codoit Aib, Xi3 npeacrasnser coboit L nmmn aMeL, X17 npencrasnser coboi
JTOOYI0 AaMHHOKHUCIIOTY € (PYHKLIMOHAIBHOW IPYIIHO, JOCTYITHOMN [Tl KOHBIOTALMH, [IPH STOM
(yHKLUMOHAIbHAS TPYIINAa KOHBIOTHPOBaHA C KUPHOU KUCIOTOH C16-Ca2, X19 MpencTaBiser
coboit Q mmu A, Xpo mpencrasisier codoit Aib, aMeK, Q wnmu H, Xos npencrasisietr coboii E mu
A, Xy9 mpencrasisier codoit G umu Aib, X34 mpencrasisier codoit G unmu Aib, a C-koHIeBast

AMHHOKMCIIOTA SIBJISIETCS] HEOOSI3aTENIBHO aMHHHpOBaHHOﬁ.

SEQ ID Ne: 5 — anHanor uHKpeTuHa

Y(Aib)QGTFTSDY SI(cMeL)LDKK AQ(Aib)AFIEYLLEGGPSSGAPPPS

SEQ ID Ne: 6 — aHanor nHKpeTHHa
Y(Aib)QGTFTSDY SI(aMeL)LDKK((2-[2-(2-amunosToKCcH )3 TOKCH |aeTin)-(yGlu)-CO-
(CH2)18-COH)AQ(Aib)AFIEYLLEGGPSSGAPPPS-NH»
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"
A
W AW CVN
H
N_._zwmn.ln_.<0wwmlwOnm-._-._->-w._-n_-<1<‘v%mlc-<\m/ﬂ_“xQ...I,\V/Hl_uw
o o)

IZJ—\/O\/\O/\/R#\/\&
O

HO

SN AN
->-9m-h-“_-hw-cJXu —A—H
o H

HO Y0 ©

SEQ ID Ne: 7 — IlpomexxyTouHO€E coeiuHeHue |
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tl-Bu ’lr—Bu
H—G—P-S-?-G A-P-P-P-S—NH,
t

SEQ ID Ne: 8 — IIpomexxyTOuHOE coeluHeHue 2

’f-Bu ’lt-Bu
Fmoc—F—I—E—T—L—L-E—G—OH
t-Bu

SEQ ID Ne: 9 —IIpomexxyTOouHOE coeluHeHue 3

O-t-Bu
O
o O\_,O -t-Bu
NWN\/\O/\/O\)LNH
Fmoc—IlD—K\—” A
t-Bu Boc O

SEQ ID Ne: 10 — IIpomesxyTouHOe coequHeHune 4
H O t-Bu t-Bu
Boc—Y—N Q—G—T—F—T—S—D—Y—S—I—N L-OH
t-

| |
t-Bu Me Me Trt Bu tBu By tBu

~

Me Me

SEQ ID Ne: 11 — IIpoMesxkyTO4HOE COeTUHEHHE 5

’lc-Bu
Fmoc-A~F—I—E-Y~L-L-E-G—OH
t-Bu t-Bu

)

H
_IQ_N A-OH

Tt Me Me
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SEQ ID Ne: 12 — IIpoMesxyTO4HOE COeJUHEHHE O
O-t-Bu

SEQ ID Ne: 13 — IIpoMesxyTo4HOE cCOequHEHHE 7
t-Bu
H Q |
Fmoe— QN S —A—F--E-Y-L-L-E-G-OH
Tr’! Me Me t-Bu t-Bu

SEQ ID Ne: 14 — IlpomeskyTouHOe coeiuHeHue 8
O-t-Bu
O
Ox-O-t-Bu

H O
H/\/\ﬂ/ N \/\O/\/O\/ILN H
O

O

t-Blil
Fmoc-D—K—N
| H

Boc

A—OH
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SEQ ID Ne: 15 — IIpoMesxyTo4uHOE coeuHeHne 9

O-t-Bu
O
0 OYO-t-Bu ’ 0
E N O\/U\N
N/\/\n/ \/\O/\/ H
O
o t-Bu t-Bu ’i-Bu t-Bu

H || HO |
Boc—Y~N ?-G—T—F—T—?—D—T—s—l—w%L—D—K-H A—OH
t-Bu Me Me Trt t-Bu t-Bu t-Bu ;\Me I|30c:

Me

SEQ ID Ne: 16 — IIpomesxyTounoe coequHenue 10

'f-Bu ;:-Bu
H P EY L L B-G- G P-§5-G-APPP-§ N,
t-Bu LBu t-Bu t-Bu

SEQ ID Ne: 17 — ITpomesxyTouHoe coenuHenue 11

O-t-Bu
O
o O O-t-Bu H o
E \)L
N/v\n/N\/\O/\/O NH
H o)
H O
Fmoc-D—K—-N A—Q-N A—-OH
I V' H O |
t-Bu  Boc Tt Me Me
SEQ ID Ne: 18 — IIpomesxkyTo4uHOe coeuHeHne 12
’f-Bu ’|£-Bu
H—A—F—|—E—Y—L—L—E—G—G—P—SI—S—G—A—P—P—P—?—NH2
t-Bu t-Bu t-Bu t-Bu

SEQ ID Ne: 19 — IIpomesxkyTouHOe coequHeHue 13
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’It-Bu }-Bu
“YLLE-GGP-$-8G-APPP-$ N
t-Bu t-Bu t-Bu

H O
H‘?_‘N A—F—|—E
t

Trt Me Me -Bu

SEQ ID Ne: 20 — IIpomesxkyTouHOe coequHeHue 14
O-t-Bu
O
O O-t-Bu

N/\/\[]/N\/\O/\/O\)LNH

o)

t-Buy o Tt tBu tBu {Bu o tBu T, o

H |
Boc-Y-N Q-G-'i'-F-T—S-IID-Y-SI-I—N o A-Q—N%kOH
Me Me tBu  tBu tBu e  Boc © Mé Me

Mé Me

SEQ ID Ne: 21 — IlpomeskyTouHoe coearHeHue 15
PG-NH

Boc—’Y—N ?—G—'II'—F—'Il'—S—IID—Y—S—I—N ‘ L—IID—K—H A—Q-N OH
t-Bu t-Bu t-Bu Me  t-Bu © Me Me

Me

tBu Md Me Tt t-Bu

Me

SEQ ID Ne: 22 — IIpoMesxkyTo4dHOE coequHeHue 16
PG-NH

H Q PPy o 70
Boo—Y N/ —Q-G-T-F-T-§-D-Y-$—I1-N. J—L-D-K-N"y-A-on
t

| R
tBu Me Me Tt t+Bu tBu t-Bu tBu { Me tBu
Me

Me
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SEQ ID Ne: 23 — IIpoMesxkyTo4HOE coequHeHue 17
OH
)
O OH

: H ?
H/\/\ﬂ/ N \/\O/\/O\)LN H
O

@)

H O H O H O
H—Y—N%—Q—G-T—F-T—S-D-Y-S—I—N\%—L-D-K—H A-Q-N__J-sR
Me Me * Me © Me Me

Me Me

rae R mosker npencrasnsats coboit 2,2, 2-TpudTopaTHIL.

5 SEQ ID Ne: 24 — IIpomexxyTouHO€e coenuHeHue 18
o]
HN §~F-I—E-Y-L—L—E—G—G—P—S-S-G-A-P—P-P-S—NH2
2 T

HS

SEQ ID Ne: 25 — IIpomesxyTouHOe coequHeHue 19
OH

0
o O OH

O
H/\/\([)]/H\/\O/\/O\)LNH

i 1
H-Y - %LQ—G-T—F-T—S-D—Y-S—I— {LL—D—K—H T-A-SF
Me

Me Me *

Me Me

10  rae R moxer npeactaBisite codoit 2,2, 2-TpudTop3ThIL.
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SEQ ID Ne: 26 — IIpomesxyTouHoe coequHeHune 20

0 H O
QN JA—F—1—E-Y-L-L-E-G-G-P-5-5-G-A-P-P-P-S—1H;
HoN' Me Me
HS

SEQ ID Ne: 27 — IIpomesxyTouHOe coenuHenue 21

H O H O
H—Y—N%Q—G-T—F-T—S-D—Y-S—I—N\%—L—D
\ Me

Me Me *

Me Me

rae R mosker npexacrasnsath coboti 2,2, 2-TpudyropaTui.

SEQ ID Ne: 28 — IIpomeskyTouHOe coeuHeHue 22

H O
Boc—Y—N C|)—G—OH

tBu M Me Trt

SEQ ID Ne: 29 - Ananor HHKpeTUHA
Y-Aib-EGT-aMeF(2F)-TSD-4Pal-SI-aMeL-LD-Orn-K((2-[2-(2-aMHHO3TOKCH )3 TOKCH | aLIETHT )2 -
(y-Glu)-CO-(CH2)16-CO2H)AQ-Aib-EFI-(D-Glu)-aMeY-LIEGGPSSGAPPPS-NH,
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*HN-S-d-d-d-V-9-S-S-d-9-9-9-3-I-1

wVIl

3N BN

n.?_-u_-wJ_kmno -V

" iﬁ &
a/fJ/_w/zQ u.._ma\/uowhv/z;m._k

T oo X

2>I

SEQ ID Ne: 30 — IIpomesxkyTouHOE coeuHeHue 27

Boc-Y-Aib-EGT-aMeF(2F)-TSD-4Pal-SI-aMeL-L
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0O
Boc—Y~- N%LE G-T- N\%—T S- D—N\)l—S I—N\<LL—OH
Se N o

SEQ ID Ne: 31 — IIpomesxkyTo4uHOE coeuHeHHne 28

t-Bu t-Bu t-Bu t-Bu t Bu

H O | 0
Boc—Y—N%L —G- T N\<“—T S- —N\)—S—I—N%L—OH
Me t B :

Me Me u
F \G\l |v|

SEQ ID Ne: 32 — IIpoMesxyTo4HOE coequHeHue 29
Q-Aib-EFI-(D-Glu)-aMeY-LIEG

H—Q—HﬁE F—l—e— N\%—L |I-E-G—oH

Me Me

OH

SEQ ID Ne: 33 — IIpomeskyTouHoe coequHeHue 30
GPSSGAPPPS

SEQ ID Ne: 34 — IIpomeskyTouHoe coequHeHue 3 1
Boc-Y-Aib-EGT-aMeF(2F)-TS

H
Boc—Y—N%LE G-T— N\eLT S—OH
Me Me
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SEQ ID Ne: 35 — IIpoMesxkyTo4HOE coefuHeHne 32
Q-Aib-EFI-(D-Glu)-aMeY-LIEGGPSSGAPPPS-NH,

H O H O
H-Q—N E—F—I—e—N%‘L—I—E—G—G—P—S—S—G—A—P—P—P—S—NH2

~
<
N

Me Me 2 Me

OH

SEQ ID Ne: 36 — IIpomesxyTodHOE coequHeHune 33
EFI-(D-Glu)-aMeY-LIEGGPSSGAPPPS-NH;

0O
H—E—F—I—e—“\\%*L—I—E—G—G—P—S—S—G—A—P—P—P—S—NH2

N
N

\

OH

SEQ ID Ne: 37 — IIpomesxyTouHOE coequHeHne 34
CQ-Aib-EFI-(D-Glu)-aMeY -LIEGGPSSGAPPPS-NH;

H O H O
H-C-Q—N__J-E-F-1-e-N__)—L-I-E-G-G-P-S-S-G-A-P-P-P-S—N\H,

Me Me i Me

OH
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SEQ ID Ne: 38 — IIpoMesxkyTo4dHOE coeuHeHne 23

SN 8N
IOnmvum-n_-n_->|m|_un_u<JwNZIO|<
o H

)

H
N-Y-Q—oow4
O H
125>0\/\0/\/zx__/\/.\z
H z
© HO"SO
HO

O
O
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SEQ ID Ne: 39 — IIpoMesxyTo4dHOE coequHeHne 24

S
.:L
(8]
o= 2
Igg
4
<
o)
I %I
o:/>2 X
S Q
(ol g
o=\ ==
o)
) T
Iz |
” 3
o r
= o
o zT n
o -
w
0
@
(¢
o=\ 2
Ilzg
>
T
o)
0
I

R mpencrasnsiet coboit -CH,-C(0)-Val-NH,.

5 SEQ ID Ne: 40 — IlpomexyTouHoe coeiuHeHue 25
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d0—-d-9

o)

SN
o_\,_lﬂ
aN

H
zi'nl._JVn|_|m->-o|m|7"_|._.-w-o
o)

O

o H
Iij/O\/\O/\/H\z/\/“\Z/:\/\/\/\/\/\/\/\/\/\FOI
) X

HO O

3N 8N

O

R mpencrasnset coboit -CH,-C(0)-Val-NH».



10

131

SEQ ID Ne: 41 — IIpoMesxyTO4HOE coeJuHEHHE 26
NH,

H O H O
H—Y—N%—Q—G—T—F—T—S—D—Y—S—I—N%*L—D—K—H C-P-OR
N ©
Me

Me Me
Me
R mpencrasnsiet coboit -CH»2-C(0)-Val-NH».
SEQ ID Ne: 42
0O
O-t-Bu
H Q H
N N /\/Ov\o/\n, N \/\O/\/OL
o @) O-t-Bu o HN O
e
H-II)—N\_/”\N A—OH
t-Bu EW\H (0]
NHBoc
SEQ ID Ne: 43
0O t-Bu ') t-Bu

H H l
H-Q—N I|E—F—I—|e—N\_%*L—I—I|E—G—G—P—?—S—G—A—P—P—P—Sl—NH2
Tr‘l Mé Me tBuU Me t-Bu t t-Bu

O-t-Bu
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SEQ ID Ne: 44

O-t-Bu

H (0]
N /\/O\/\O/\H/N \/\O/\/o\)kN H

0
0 "0ty "

H
N

O

A—OH
H o

O
\LNHBOC

N

H

L-D-N
t-Bu *

O
Me
Me

H
Me

t-Bu
SN

t-Bu
H O
[
_N

T-$D-N

t-Bu

t-Bu

H O
—N
\ Me
F

-Bu

7§L
Me Me t
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SEQ ID Ne: 45

HO-O-3-1-1-A

zm-u

:m-a ng- «

3N aIN

_n_<1:sz..|

ng-}
H |
N--g—oou
oog
IZ#T/ 0\/\0/\/zx=/\/\z
:m 00
Ng-1-0

o]

O
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SEQ ID Ne: 46

ng-} ng-} SN sy

_
*HN-§-d-d-d-V-9-S-§-d-9-9-3-1-1-A
ng-} ng-} ng-} ng-}

_ 4_K o)
-3-1-4-V T N-D-v
Ml

ng-}

—)-q—o0w4
sog

ZI

IZJ_\/O\/\O/\/ N
0o H

o H
\:/\/.\Z

ng+-0"0

ng-1-0

o]
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SEQ ID Ne: 47

:m-_u 3m-«
“HN-S-d-d-d-¥-9-§-§-d-9-9-3-1-1-A
ng-i ng-} ng-} 3m.~

G

_n_<4_Vm21 -
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SEQ ID Ne: 48

zm-_u :m-“ 3N AN
NIzwn_mn_<0mwn_mqu._._>w_n_< Z|0<
:m-a 3m-~ :m-u :m-u t._.

0O

SN

sm-u :m_.u
.IVz IS-A

:m-a zmé :m-u

:m-a

_._za> ox/\ox\/zxf\/\z
sm-u.o\/o ©

o)
ng--o0

3 »

AK

] O

-20g
3m-w

SEQ ID Ne: 49

5
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t-Bu

-S-G-A-P-P-P-S

’f-Bu

Fmoe—A-F--E-Y-L-L-

_N H2
t-Bu

|

t-Bu

u

~G-G-P-$

i
t-B

t-Bu

SEQ ID Ne: 50

HN—N
H

O

oI
oI
ms_lm SN s
H $
2|x|n|._4v/z|_|w|>|n_|w|._.|"_|._.|0-01:Kz|>|I
o H o H
o)

o H
0] x

HO S0 o

SEQ ID Ne: 51
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oo f

9N
ms_% SN BN
N--a- ._JVZ I-S-A-Q-S-L-4-1-9- ojkziT

O

IZﬁ\/O\/\O/\/Z\:/\/\Z/:\/\/\/\/\/\/\/\/\/\FOI

HO OO

SEQ ID Ne: 52

CQ-(Aib)-AFIEYLLEGGPSSGAPPPS-NH,
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SEQ ID Ne: 53

3N BN

BN BN

0O H
NIzuw-n_ln_-n_.<.0-w-m|n_-0-0|m-4-._->-m-_-u_.<1=VAHIO-O le-Q-u_JV/Hn_-w->-n_-w-._.-u_u._.-mv-0|:VNH->1_._
(0] 0]

aw. W
aN /A
@]

H 0 H
Z/:\/O\/\O/\/ Z\_r\/.\ N
0 H A
HO~O

HO

o
O
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SEQ ID Ne: 54
OH
0]
0Oy OH o
”/_\/\IC])/N\/\O/\/O\)LH
H O H @ P
H—Y—N%Q-G-T—F-T-S-D-Y-S-I-N;<LL-D-K-” T ¢4,
Me Me \ Me

M Me

rae R mpencrasmnsier coboit Pro-rinukonesas kuciora-Val win Pro-rimkosieByro KUCIOTy

SEQ ID Ne: 55
’Ic-Bu 'Ic-Bu
Fmoc—G-P-S-5-G-A-PP-P-SNH;
t-Bu
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SEQ ID Ne: 56

HL
Oy O |
0)

o) (0]

:m.u

HN—3W

SN

S Dmu

Jv

:m-u

zm-ﬁ

:m-y

Iw _
ng-}

3m-~

3N SN

0 OIDK z| -0g

:m-u
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SEQ ID Ne: 57

SN

SN
SN 3
zi'nLJVnu_lw-?nlw#inp-w-a
(0]

o H
Iz/z\/ox/\O/\/zL_/\/“\z
© " hoo
o)

HO

SN 8NN

1:Kz|>|_._
o H
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SEQ ID Ne: 58

H Q H
HO,C N
2 \(\,)1/5\“/ I\)kN/\/O\/\O/\ﬂ/N\/\O/\/O
H L
@

)

SEQ ID Ne: 59
CQ-(Aib)-EFI-(D-Glu)-(a-metun-Tyr)-LIEGGGPSSGAPPPS-NH;

SEQ ID Ne: 60

HOZCW I\)‘\N /\/O\/\O/\n, N \/\O/\/O:L
O 6 ~oH

Y G s- \)J— -~ \)55\(
H- I\:JgtE T- N\<V|:T DN s N\<LLD N @
F@ \G“ Me \LNHz
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SEQ ID Ne: 61

HO

3

fz-w-n_-n_-n_-<.o-w-w-n_-w-w-w-m-_-jv./z-o ~I-3-3
o

BN e

o

ol

N=
o O
SN SN an
f\/fJWz ojw/z|_ w.=\/z omSVz pmewAz A-H

HO.__O
ﬂ o \__/\o N R
o /\/Z ~ o0 N R

0]

HO

SEQ ID Ne: 62
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~G—OH

l
Tt ™

t-Bu

e Me

-t-Bu
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POPMYVYJIA U3OBPETEHUA

1. Crniocob nonyuyenus ananora nHkpernHa SEQ ID Ne: 6, BkIroUarommii cTaauro:

COYCTaHUs MOCPEACTBOM FI/I6pI/II[HOFO )KI/II[KOCTHO-TBep)lO(paBHOFO CHUHTE3a YE€TBIPEX

NPOMEKYTOUHBIX COSUHEHNH, BBIOPAHHBIX U3 TPYIII, COCTOSIINX U3:
a. SEQ ID Ne: 7, 8,9 u 10,
b. SEQID Ne: 7, 11,12u 10 u
C. SEQ ID Ne: 7, 13, 14 u 10.

2. Crnioco6 nonyuenus ananora uakperusa SEQ ID Ne: 6, Bkirogaromuii craauio:
COYETaHHs ITOCPEACTBOM I'MOPHUIHOTO KHUIKOCTHO-TBEPAO(A3HOTO CUHTE3a TPEX
NPOMEKYTOYHBIX COEUHEHNH, BBIOPAHHBIX M3 IPYII, COCTOSIINX U3:
a. SEQ ID Ne: 7,13 u 15,
b. SEQ ID Ne: 16, 17 u 10,
C. SEQID Ne: 18,12 10 n
d. SEQ ID Ne: 7,45 u 10.

3. Crnioco6 nonydyenus ananora uHkpernHa SEQ ID Ne: 6, BKITFOHarOIINi CTAIHIO!
COUCTAHUA HOCpeHCTBOM FI/I6pI/IHHOFO }KI/IL[KOCTHO-TBep)lO(baSHOFO CHUHTE3a ABYX
MPOMEKYTOUYHBIX COSUHEHHH, BBIOPAHHBIX U3 TPYIII, COCTOSIIUX U3:
a. SEQID Ne: 15u19m
b. SEQ ID Ne: 18 u 20.

4. IIpomexyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 7 unu ee papManieBTUIECKH MIPHEMIIEMYIO COJIb.

5. IIpomexxyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 8 unm ee papManieBTUIECKH MTPHEMIIEMYIO COJIb.

6. IIpomexyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 9 unm ee papmManeBTUIECKH TPUEMIIEMYIO COJIb.

7. IIpomexyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 10 nnu ee papMalieBTHUECKH TPUEMIIEMYEO COJIb.
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13.

14.

15.

16.

17.

18.

19.
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IIpomexxyTO4YHOE COeUHEHNE, BKIIOUYatoLIee:

SEQ ID Ne: 11 nnu ee papMaieBTHUECKH TPUEMIIEMYEO COJIb.

IIpomexxyTOYHOE COeUHEHNE, BKIIOYaroLIee:

SEQ ID Ne: 12 nnu ee papMaLieBTHUECKH PUEMIIEMYIO COJIb.

IIpomexxyTOYHOE COeUHEHNE, BKIIOYaroLee:

SEQ ID Ne: 13 nnu ee papMarieBTHUECKH TPUEMIIEMYIO COJIb.

IIpomexyTO4YHOE COeTMHEHNE, BKIIOYAIOIIee

SEQ ID Ne: 14 nnu ee ¢papMalieBTHUECKH TPUEMIIEMYIO COJIb.

ITpomMesxkyTO4YHOE COeAMHEHNE, BKIIOYAIOIIEe:

SEQ ID Ne: 15 unu ee papManeBTHUECKH IPUEMIIEMYIO COJTb.

ITpomMeskyTO4YHOE COeAMHEHNE, BKIIIOYAIOIIEe:

SEQ ID Ne: 16 wnu ee ¢papMaLeBTHUECKH TPUEMIIEMYIO COJIb.

ITpomexxyTouHOE COeqUHEHNE, BKITIOYAtOLIee:

SEQ ID Ne: 17 wnu ee dpapMaLeBTHUECKH TPUEMIIEMYIO COJIb.

IIpomexxyTo4YHOE COeqUHEHNE, BKIIOYAIOLIee:

SEQ ID Ne: 18 wu ee dpapMaLeBTHUECKH TPUEMIIEMYIO COJIb.

ITpomexxyTO4YHOE COeqUHEHNE, BKIIOUYAIOLIee:

SEQ ID Ne: 19 mnu ee dpapMaLeBTHUECKH PUEMIIEMYIO COJIb.

ITpomexxyTO4YHOE COeqUHEHNE, BKIIOYAtOLIee:
SEQ ID Ne: 20 nnu ee papMalieBTHUECKH PUEMIIEMYEO COJIb.
ITpomexxyTO4YHOE COeUHEHNE, BKIIOUYAtOLIee:

SEQ ID Ne: 21 nnu ee papMalieBTHUECKH PUEMIIEMYEO COJIb.

ITpomexxyTO4YHOE COeqUHEHNE, BKIIOUYatoLIee:

SEQ ID Ne: 22 wnu ee papMalieBTHUECKH PUEMIIEMYIO COJIb
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20. IIpomexyTOYHOE COEANHEHNE, BKIIIOYAKOLIEE:

SEQ ID Ne: 23 wnu ee papMalieBTHUECKH PUEMIIEMYEO COJIb.

21. IIpomexyTOYHOE COEANHEHNE, BKIIIOYAKOLICE:

SEQ ID Ne: 24 nnu ee dpapMarieBTHUECKH PUEMIIEMYIO COJIb.

22. IIpomexyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 25 nnu ee dpapMarieBTHUECKH PUEMIIEMYIO COJIb.

23. IIpomexyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 26 nnu ee ¢papMalieBTHUECKH TPUEMIIEMYIO COJIb.

24. IIpoMexkyTOYHOE COEANHEHHE, BKIIOUYAOLIEE:

SEQ ID Ne: 27 unu ee papManeBTHUECKH IPUEMIIEMYIO COJIb.

25. IIpoMexkyTOYHOE COEANHEHHE, BKIIOYAIOLIEE:

SEQ ID Ne: 28 wnu ee dpapMaLeBTHUECKH TPUEMIIEMYIO COJIb.

26. IIpomexxyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 38 mu ee dpapMaLeBTHUECKH TPUEMIIEMYIO COJIb.

27. IIpomexxyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 39 wu ee dapMaLeBTHUECKH TPUEMIIEMYIO COJIb.

28. IIpomexxyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 40 mu ee papMaLeBTHUECKH TPUEMIIEMYIO COJIb.

29. IIpomesxyTouHOE coenuHeHue, BKioJaromee Boc-
Y(Aib)EGT(aMeF(2F))TSD(4Pal)SI(aMeL)L (SEQ ID Ne: 30) mnu ee papmanieBTUIECKH

NPpUEMIIEMYIO COJIb.

30. IIpomexxyTOYHOE COEANHEHNE, BKIIIOYAIOLIEE:

SEQ ID Ne: 31 wnu ee papMalieBTHUECKH TPUEMIIEMYEO COJIb.
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31 IMpomexxyrounoe coequuenue, pkmoyaroimee Q(Aib)EFI(D-Glu)(aMeY)LIEG (SEQ

ID Ne: 32) nnu ee papMaLieBTHUECKH TPUEMIIEMYIO COJIb.

32. ITpomexyTounoe coenunenne, BKmoyatomee GPSSGAPPPS (SEQ ID Ne: 33 wnu ee

(bapmarieBTHYECKH IPUEMIIEMYIO COJIb.

33. IIpomexyTounoe coenuHenue, Bmouaromiee Boc-Y(Aib)EGT(aMeF(2F))TS (SEQ ID

Ne: 34) unu ee papmMaLeBTHUECKH MPUEMIIEMYIO COJIb.

34. IIpomexxyrounoe coequnenne, skmoyatomee Q(Aib)EFI(D-
Glu)(aMeY)LIEGGPSSGAPPPS-NH; (SEQ ID Ne: 35) unu ee papmarieBTHUECKU IPUEMIIEMYIO

COJIb.

35. ITpomeskyTounoe coenunenue, Brmoyarouiee EFI(D-Glu)(aMeY)LIEGGPSSGAPPPS-

NH; (SEQ ID Ne: 36) unu ee papmaneBTHYECKH TPUEMIIEMYIO COJIb.

36. ITpomeskyTounoe coenqunenue, Brmoyaroiee CQ(Aib)EFI(D-
Glu)(aMeY)LIEGGPSSGAPPPS-NH> (SEQ ID Ne: 37) uiu ee papMalieBTHUECKH MTPUEMIIEMYIO

COJIb.

37. [TpomeskyTouHOE coenuHeHne, BeiOpaHHOe U3 rpynmsl, cocrosimeii u3 SEQ ID Ne: 38
SEQ ID Ne: 39, SEQ ID Ne: 40, SEQ ID Ne: 41, SEQ ID Ne: 42, SEQ ID Ne: 43, SEQ ID Ne: 44
SEQ ID Ne: 45, SEQ ID Ne: 46, SEQ ID Ne: 47, SEQ ID Ne: 48, SEQ ID Ne: 49, SEQ ID Ne: 50
SEQ ID Ne: 51, SEQ ID Ne: 52, SEQ ID Ne: 53, SEQ ID Ne: 54, SEQ ID Ne: 56, SEQ ID Ne: 57
SEQ ID Ne: 58, SEQ ID Ne: 59, SEQ ID Ne: 60, SEQ ID Ne: 61, SEQ ID Ne: 62 nnu ux

(bapMaLieBTHYECKH MTPUEMIIEMBIX COJIEH.

38. Crioco6 mony4enus ananora nakperrHa SEQ ID Ne: 29, Bkirodarouii cTaguro:
COYETaHUs! MOCPEACTBOM F'HOPHUIHOTO KUIKOCTHO-TBEPAO(A3HOrO CHHTE3a
MPOMEKYTOUYHBIX COSTUHEHHH, BBIOPAHHBIX U3 TPYIII, COCTOSIIIUX U3
a. SEQID Ne:7,62,42 u3l,
b. SEQID Ne: 43 u 44.
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