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KOMBUHALIMM ATOHUCTOB PPAR U UHTUBNTOPOB KMHA3bI P38 1A
NMPEOOTBPALLEHNA UNN NEYEHUA ®UBPO3UPYIOLLMX 3ABEOJIEBAHUNA

OBJNACTb TEXHVNKU
Hactosiyee un300peTeHne OTHOCUMTCS K crnocobam npefoTBpaLLeHUs Unu  NevYeHus

purbposmpyowmx 3abonesaHn Unm paccTpPonCTB.

YPOBEHb TEXHUKU
OnbposunpyloLymMe paccTpoUCcTBa 4YacTo MNpeacTaBnsioT cobon Tsaxenoble 3abonesaHus,
BEAyLMe K notepe YHKUMM OMpEeAEeneHHbIX OPraHoB U YXYALUEHWUIO KayecTBa >usHu. B
CoegunHeHHbix LTarax pacnpocTtpaHeHHocTb dubponponudeparBHbix 3abonesaHun
YBEMNNUMBAETCHA M3-3a CTapPEHUsI HaCEeneHUs U MOBbILEHUS PACNpPOCTPaHEHUSI OXUPEHUS U
HapyLeHun obmeHa sewects. [MpumepHo 45% cmepten B CLLUA cBA3aHbl C Hann4ymem oaHOro

unu 6onee cmnbponponundepaTnBHbIX 3aboneBaHnin.

Mpun prnbpose Nponcxoant n3bbITOYHOE HAKOMNMNEHNE BHEKIIETOYHOIO MaTpuKeca (COCTOSLEro B
OCHOBHOM M3 KOnnareHa), 4to 06bI4HO NPUBOAUT K NOTEPE PYHKUMM, KOrga HopMarnbHasi TkaHb
3ameHseTca OeckneToyHon pyouoBOM TKaHbl. Pubposmpyowme 3aboneBaHUs 4acTo
nopaxatoT onpeaeneHHbie opraHbl. PnbpoaupytoLyme 3aboneBaHnsa NeYeHn BKNIOYaT LMppo3
NneyYeHn, KOTOPbIN MOXET BO3HUKHYTb B pesynbTaTe XpoHMYeckon nHdekyum renatmrta B unm C,
avnabeta, OXUPEHNSs, ayTOMMMYHHOrO NOPAMKEHNSI N XPOHUYECKOTO BO3AENCTBUS TOKCUYECKUX
BELECTB, BKMoYas ankoronb. Pnbposmpyrome 3aboneBaHnsa NoYek SBnAOTCA CNeaCcTBUEM
MOBPEXAEHUA MNOYEeK W MOryT CrnocobCTBOBaATb Pa3BUTMIO MOYEYHOW HE[OCTaTOYHOCTMU.
Hanuune TyOynouHTEpCTUUManbHOrO U rNoMepynsapHoro ¢ubposa B noykax oTpaxaeT
XPOHMYECKOe nporpeccupyroliee 3abonesaHme novYek N CYNTAETCH OCHOBHLIM MEXaHWU3MOM,
NPMBOASALUMM K TEPMUHANbHOW CTaguun MOYEYHOW HEeAOoCTaTouMHOCTU. B ocHoBe passutus
dunbposa novek OBbIMHO NEXUT caxapHbin gmabet | u Il TMna. XpoHudeckasa nodeyHas
HELOCTaTOYHOCTb 4acTo SABMNSAETCH MNpusHakom ¢ubpo3a novek nm MoXeT ObiTb Bbi3BaHa
BO3A4EMNCTBMEM XMMUYECKUX BELLECTB M HEPPOTOKCUYECKMX NEKAPCTBEHHbIX CPeacTB. Kpome
Toro, oubpo3 noyek MOXET ObiTb BbI3BAH WHMPEKUMAMU U FEHETUYECKUMWU NPUYMHAMMU.
Hanpumep, rvnokcuyeckne u UWEMNYECKME SBMNEHUS, KOTOPbIE CHWKAKOT KPOBOTOK U
OKCUreHauumio TKaHew, Bbi3biBaOT PrOPO3 1 NoTepro PyHKUMM cepaedHomn TkaHn. CepaedHble

MUOLUTBI MOTYT nornbaTb 1 3amewlatbca GMOPO3HON TKaHbIO.

Hanpumep, dcubposnpytowme 3aboneBaHUss NerkMx BKOYAT  UHTepCTUUMarnbHble

3aboneBaHna nerkvMx, Xxapakrepusylowmecs BocnaneHnem u ¢dubposom nerkux. Takue
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3aboneBaHns NerkMx MoryT MMEeTb ONMPEeAErEHHbIE NPUYUHBI, BKNIOYAs OCHOBHOE COCYAUCTOE
3abonesaHne, capkong03, CUMNKO3 UMM CUCTEMHYIO ckrepogepmuto. OgHako B 60NbLINHCTBE
CriyyaeB MNpUYUHbI HEM3BECTHbI. Manonatuyeckmn ubpo3 nerkux - peakoe, HO TsKenoe
3aboneBaHne, npuYMHa KOTOPOro HeusBectHa. WOJ1 obHapyxmBaeTca C  MNOMOLLbIO
anddepeHumnanbHOn SUArHOCTMKKW, KOTAa WUCKIIOYEHbl ApyrMe MpuuYMHbL, Takve  Kak
OTMEYEeHHbIe Bbilwe. MIHTepcTuymanbHble 3abonesanna nerknx (U3J1) ceasaHbl ¢ gucdyHKUnen
nerkux ms-3a ubposa. Mgnonatuveckum dpubpos nerkmx (MPJ1) - ato pasHosmaHocTb U3,
koTopon ctpagatroT npumepHo 170 Tbicay yenosek B EBpone u 130 Tbicay yenosek B CLUA.
N®PJ1 - aTo cmepTenbHoe 3abonesaHne, Npu KOTOPOM CPEAHSAS BbPKMBAEMOCTb COCTaBnsaeT 3-
5 net ¢ MOMeEHTa NocTaHoBkM gnarHosa. MeHee 30% naymeHToB MOryT nNpoXxuTb 6onee 5 ner.
[o HepaBHero BpemeHu He 6bino NPOAEMOHCTPUPOBAHO HUKAKUX 3PEEKTUBHBIX BAPUAHTOB
neyeHns, Kpome TpaHcnnaHTayum nerkmx. Hanbonee yacraa npyynHa CMepTu - AbixatenbHas

HeOCTaTOYHOCTb U3-3a MPOrPeccupyoLLEr NOTEPU DYHKLMIN NETKUX.

HepasHO YnpaBneHuve nNO CaHWTapHOMY HaA30py 3a KayeCcTBOM MULLEBbLIX MPOAYKTOB W
megukameHtos CLUA (FDA) ogobpuno HuHTeaaHmb (nintedanib), nHrmbutop peuentopHom
TUPO3UHKMHa3bl, Ana nedeHna UPJ1. OgHako € HMM CBSi3aHbl 3HAYUTENbHbIE CUCTEMHbIE
noboyHbie addekTbl, BKMYas Nobo4YHble 3PDEKTbI CO CTOPOHbI KEMYAOYHO-KULLEYHOrO
TpakTa, MNOBbILUEHWE YPOBHS (PEPMEHTOB MNEYEHU, CHWKEHME anneTuTa, ronosHyl ©60nb,
notepto Beca u runeptoHuto. B 2014 rogy YnpasneHue no caHUTapHOMY HaA30py 3a Ka4eCTBOM
nuweBbIx Npogyktos 1 megukameHtos CLUA (FDA) ogo6puno nupderHngoH (pirfenidone) ans
neyeHns UOJ. MexanHusm genctevma nupdeHngoHa npu nedeHmn UDJT He ycTaHoOBREH.
MupdeHngoH HeobxoauMO NPUHMMAaTL B BbICOKOW ao3e (801 mr) Tpu pasa B CyTKW BO Bpemsi
eabl. MNpdheHnaoH TaKke okasbIBAET 3HAYUTENbHbIE NOBOYHbIE 3hEKThI, BKNIOYASA TOLLHOTY,
Cbinb, 60Mb B XMBOTE, MHPEKUMIO BEPXHUX AbIXaTeNbHbIX NMYTEW, AMapeto, YTOMMASEMOCTb,
ronoBHyt 60nb, AUCNENCUIO, FONOBOKPYXXEHMNE, PBOTY, @HOPEKCUIO, racTpoasodareanbHyro
pedhnitokcHyo 6onesHb 1 cnHycuT. YTo ewle Gonee BaXKHO, U HUHTEAAHUO, U NUPdEHNAOoH
3 dEKTMBHBI MWL YaCTUYHO, 3aMeANSAst CKOPOCTb CHMDKEHUSA NEroYHOM PYHKLUN NMPUMEPHO
Ha 50%. Hn 0gHO M3 3TUX NEKapPCTBEHHbIX CPEACTB HE BNMSET Ha OOLLYIO CMEPTHOCTb U He

ynyJwaeT Ka4yecTBO XMU3HU naymeHTos ¢ NDJI.

Takum obpasom, octaeTcs NOTPebHOCTb B 3PPEKTUBHBIX aHTUPUOPOTUYECKNX NOAXO4aX K
neyeHnto dubposmpyowmx 3aboneBaHnin, B YacTHOCTWU, B MOBLILLEHUN 3POMEKTUBHOCTU Y

NepeHOCMMOCTHY neveHns pubposmpyrowmx 3abonesaHmmn nerkmx, sknovas UOJT.
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PACKPbITUE CYLLULHOCTU N3OBPETEHNA
HeoxunaaHHo 6b1no obHapy»keHo, 4YTo thapmalesTuyeckas komOnHaums, cogepkawas aroHuCT
PPAR, Takon kak nMornutTasoH, u uHrnbutop p38, Hanpumep coeauHeHue dopmynel | unu l,
Kak onpefeneHo HWKe B HacTOSLEM AOKYMEHTe, Takoe Kak namanumoj, NOAXOAWT Ans
npeaoTBpaLUEHNs Unn nedeHns ubposmpyowmx 3abonesaHn unm  pacCcTpoucTs, B
4YacTHOCTN punbposnpyromx 3abonesaHnn nerkmx, Takmx kak UPJ1. B ctaHgapTHOW mogenu,
yCTaHOBNEHHON Anda muccneposaHnn UNPJ1, HeoxmpaHHO Obino oBHapyXeHo, YTO nedeHune
hapmaueBTUYECKOM KOMOMHaUMEN COrnacHo Hacrtoswemy wusobpeTteHnto obecnednsaet
Sonbwmn 3hheKT B OTHOLUEHUM YMEHbLUEHUST Pubpo3a nerknx, 4Yem reyYeHUe TONbKO
aroHuctom PPAR wnn  Ttonbko wuHrMbutopom p38, n obecneumBaeT  ynyuLLEHHYHO
3PPEKTUBHOCTb U NEPEHOCUMOCTb MPU NepoparnbHOM BBeAeHUN. Kpome Toro, HeoXmaaHHO
Oblno OBHapyXeHo, 4YTO yKasaHHas apmauesTudeckas KoMOMHaUMsa CUHEPreTUYeCcKn
perynumpyeTt 3KCnpeccuto psaa BOCNanuUTENbHbIX NrEHOB CEMENCTB UHTEPNerkuHa/peyentopa
nHtepnenkuHa, TNF/peuyentopa TNF, m CC- n CXC-XeMOKMHOB, 4YTO YyKasblBaeT Ha
NOTEHLManNbHO CUNbHbIE NPOTUBOBOCNANUTENbHBbIE 3PPEKTLI, HE NPOABNSAEMbIE KaKAbIM U3

ITUX areHToB NO OTAENbHOCTW.

CooTBETCTBEHHO, B NEpPBOM  acnekte Hacrtosiee u3obpeTeHne  OTHOCUTCA K
thapmaueBTUYeCcKorn KoMOMHaUMN, coagepKaLlen:
(a) aroHuct PPAR;
(b) MHrMBUTOP KMHa3bl p38; 1, Heobs3aTenbHO,
(c) oaH N Gonee  hapmaueBTUYECKM MpUEMNEMbIX  pasbaBuTenemu,
BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN,
AnNs npuMeHeHus B cnocobe npefoTBpaLlleHnst unu nedeHns oudposmpyowmnx sabonesaHum

WM paccTpPOUCTB y cyDObekTa.

B apyrom acnekTe HacTosiLee n3obpeTeHne oTHOCUTCA k Habopy AnNst NPMMEHEHNS B criocobe
npeaoTBpaLLeHNsa Unn neveHnst pnbposnpyroLmx 3abonesaHnin Unm paccTponcTs y CyObekTa,
copepxawiemy papmaleBTUYECKY0 KOMOMHaLMIO, COAEPKaLLYIO:
(a) aroHunct PPAR;
(b) MHrMBUTOP KMHa3bl p38; u, Heobs3aTenNbHO,
(¢) oaH N Gonee  hapmaueBTUYECKM MpPUEMNEMbIX  pa3baBuTenen,
BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN;

N MHCTPYKLUMM MO NPUMEHEHMIO YKazaHHOro Habopa.
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KPATKOE OMNMMCAHUE TPPAOUYECKUX MATEPUATIOB

Ha cour. 1 npusegeHa macca nerkmx, Hopmanm3oBaHHas K Macce Tena OoTAEeNbHbIX XUBOTHbIX.
NHcTunnayms 6neomuyuHa npuBoguna K 3HaYUTENbHOMY YBEMNUYEHUIO HOPMann3oBaHHOW
MacCbl NErknx MO CPaBHEHMID C KOHTPOMbHOW TPYMMNoOW, HEe nonyyaslen OrneomuyuHa.
CyuwlectBeHHO 6Gonee HuU3kMe HOPManu3oBaHHbIe MaccCbl Nerkmx Habnoaganuce B rpynnax,
nony4aswwmx 25 mr/kr nnornutasoHa nnu 100 Mr/kr namannumoga OTAENbHO NN B KOMOMHaLUK
(rpynnbl 3, 4 1 5 no cpaBHeHuto ¢ rpynnon 2, p<0,05, t-tecT). MpumedarensHo, YTO KOMBUHaLKMS
yMeHbLlana HOpMarvM3oBaHHyl0 Maccy nerkux B Oonbllen CTeneHu, YeM MONOXUTENbHbIN
KOHTPOMb MUP{EHNLOH.

Ha cpur. 2 nokasaHo BnvsiHne Ha nokasartenb A5 OLUeHku onbposa B KaXaon rpynne neyeHus.
MHaykuna GneommumHom 1,5 Ea/kr ¢ nocnegyrowmm exegHeBHbiM BBeeHnem 200 mkn
HocuTensa (rpynna 2) Bbi3Bana 3HauuTemNbHbIN PUOPO3 C HaMBLICLUMM CPEAHUM WHGEKCOM
dunbposa no rpynne (4,8). CyLecTBEHHO MEHbLUUIA PrBPO3, Ha YTO yKasbiBaloOT Honee Hu3Kkne
cpeaHue uHaekcbl mnbposa no rpynne, Habniogancs B rpynnax, nonyvaswmx 25 mr/kr
nuornutasona munu 100 Mr/kr namanumoga oTAenbHO unu B kombuHaymm (rpynnel 3, 4 n 5 no
cpaBHeHuo ¢ rpynnon 2, p< 0,05, t-tect). Cambii HU3KUIA CpefHN MHAEKC prnbposa no rpynne
Habntogancs B rpynne 5, 4To ykasblBaeT Ha TO, YTO KOMOUHALMS NMOrNUTa3oHa 1 namanumoga
bonee adhdekTnBHA ANS CHMKEHUNA nokasatensa pubposa, Yem Kaxkabid U3 3TUX areHTOB Mo
oTAEeNbHOCTU. [pumMedarenbHO, YTO YyKasaHHasi KOMOMHAUMSA CHWKana HOpMarnv3oBaHHbIV

nokasarenb onbposa B 6oMbLUEN CTENEHN, YEM NONMOXUTENBHbIN KOHTPOMb NUPMEHUAOH.

noarPOBHOE ONMUCAHUE U3OBPETEHNA
[na uenen TOMKOBaHUS HACTOSLLEro onucaHus OyayT NPUMEHATbCS Creaylolime Huke
onpegenexus. MNpyn HeOOXOAMMOCTU TEPMUHbI, UCNOMNb3yeMble B €AUHCTBEHHOM Yucne, OyayT
TaKKke BKMIOYaTb MHOXECTBEHHOE YMCO, U HaobopoT. CrnegyeT NoOHMMaTb, YTO TEPMUHONOTUS,
Mcrnonb3yemas B HacTOSILLEM OMNMCaHuW, npefHasHavyeHa TONbKO ANS ONMCaHMSA KOHKPETHbIX
BapuvaHTOB peanu3auun U He npejHasHadyeHa Ans Toro, YTobbl OrpaHuyYMBaThb HacTosLlee

n3obpeTeHue.

Mpu3sHaky, Lenble Yicna, XapakTepUCTUKK, COeANHEHUS, XUMMUYECKe dparMeHTbl MU rpynnbl,
ONMCaHHble B CBSA3M C OMNpeAerieHHbIM acrnekToM, BapuUaHTOM peanusayuMu unm npuMepom
ns3obpeTeHusi, cnegyeT NOHUMATbL Kak NMPYMEHVMbIe K NoBoMy ApYyroMy acnekTy, BapuaHTy
peanusauum WnuM npumepy, OMNUCaHHbIM B AAHHOM AOKYMEHTe, €CNU OHW He SIBMNSITCS
HECOBMECTUMbIMW. Bce npusHaku, npuBEAEHHble B HACTOSILLEM ONUcCaHuM (BKMtovas

npunaraembele opmyny mnsobpeTteHus, pedepar n 4YepTexu), Wmunm Bce crtagum noboro
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onucaHHOro Takum obpasom cnocoba mnu npouecca Moryt ObiTb 06beaUuHEHBI B NoOON
KOMOMHaUMN, KpOME KOMOMHaUMI, r4e No KpanHen Mepe HEKOTOPLIE N3 TaKMX MPU3HAKOB N/1nu
CTaguMn ABNAIOTCA B3aumMoucknovarwmmu. Hacrosuwee nsobpeTeHne He orpaHuvMBaeTcs
Aetansamum kakoro-nmbo sapuaHTa peanmsayuun. Hacrosujee nsobpereHme pacnpocTpaHaeTcs
Ha nobON HOBLIN NPU3HaK MM NOOYI0 HOBYKD KOMOMHAUMIO MPU3HAKOB, PacKpbITbIX B
HacTosILEeM JOKYMeHTe (Bknwoyas npunaraemble opmyny mnsobpeTteHuns, pedepatr wu
yepTexu), nnu Ha nobylo HOBYIO CTaguilo nnun nodyro HOBYK KOMOMHauuo ctagui nodoro

cnocofa 1nu npouecca, ONMCaHHOro B HACTOALLEM AOKYMEHTE.

TepMuHbI «cogepKalimn», «KMMEKLLMA» N «BKITHOYAOLWNNY CneayeT TONKOBaTh Kak OTKPbITbIe
TEPMUHbI (TO €CTb O3HavawLwpe «coaepXaliyni, HO He OrpaHWYMBAIOLLUWUCS...»), €Cnh He

yKasaHo MHOe.

Ncnonb3yembli B HAcTOSLLEM JOKYMEHTE TEPMUH «dapmMaueBTU4eCKn npuemnemblie
pasbaBuTenn, BCNOMOraTernbHble BELYECTBa WMMU HOCUTENU» OTHOCUTCHA K pasbasutensam,
BCMOMOraTerbHbIM BELLECTBaM UM HOCUTENSIM, KOTOPbIN NOAXOAAT ANS NPUMEHEHUS Y MIOAEN
nunn XuBOTHbIX 6e3 HexenaTtenbHbiX MOOOYHbIX 3PPEKTOB (TAKMX KaK TOKCUYHOCTb,
pasgpaxeHne u annepruyeckas peakyusl), C pasyMHbIM COOTHOLLUEHMEM «PUCK/MONb3ay.
«PasbaButenn» - 3TO areHTbl, KOTOpble AO0DaBNAIT K obemMy o6bemMy akTUBHOIO areHTa,
COCTaBMAOLWEro TBEPAY Komnosvuyuio. B pesynbtate ob6bem TBEepaon KOMMO3NLMm
yBennumBaeTcs, 4to obnervyaet obpaiweHne ¢ Hen. Pasbasutenu ypobHbl, korga Apo3sa
NeKkapCTBEHHOro CpeacTBa B TBEPAOW KOMNO3vuuu mana, n 6e3 pasbasutenen TBepaas
komnosmuusa Obina Obl CAMWKOM ManeHbkon. «BcnomoraTtenbHble Bewectsa» MoryT
npeacraenaTb CoOOM CBA3yWOLWME BeLeCTBa, CMasblBalolmMe BeLecTBa, CKONb3sme
Bewjectsa, 4ob6aBkM ANs NOKPbITUA NN MX KOMBUHaUMK. Takum obpasom, BCnomorartesbHble
BeLlecTBa NpefHasHavYeHbl ANA HECKOMNbKUX Lenen. «Hocutenmy» MoryT npeacraBnsTb cobomn

pacTBOPUTENN, CYCNEHAMPYIOLLME areHTbl U HOCUTENN AN LOCTaBKN COEAMHEHUN CYyObEKTY.

TepMnH  «hubposmpyrome 3aboneBaHuUst UMM pacCTPOMCTBa» NpeAHasHavyeH Ans
0003Ha4YeHUs1 MeAVNLMHCKMX COCTOSIHUIA OpraHuM3mMa, U3BECTHbIX B AaHHOW 0BnacTn TEXHUKW,
CBSI3aHHbIX C 3a60neBaHNAMN MU PACCTPOUCTBAMN OPraHOB, B KOTOPbIX 0bpasyeTcsa n3bbITok
BOSIOKHUCTON COEAUHWUTENBbHOW TKaHW C HapylieHHouW dyHKumen. COOTBETCTBEHHO, TEPMUH
«hnbposunpytome 3abonesaHnsa UM paccTporUCTBa» BKIOYAET, HO HE OFPaAHNYMBAETCH MU,
3aboneBaHnsa NN pacCcTponCTBa, BbiOpaHHblE U3 TPynnbl, COCTOALWEN M3 pubpo3a nerkumx,

hunbposa nedeHn, pnbposa novek, pubposa cepaua, pmnbposa rnas nnm pudposa KoXxKu.
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TepMnH «pnbpo3 nerkux» OTHOCUTCS K rpynne pubposupyrowmx 3abonesaHnn unm
PacCTPOUCTB, MOpaXKalLMX nerkme, Takux Kak wmauonatnyeckun pubpos nerkmx (UOJT),
CEMEWHbIN MHTEpCTUUManbHbIn  hubpPOo3 nerknx, Hecneyudundeckas UWHTepcTMUManbHas
nHesmoHua (HCWUM), kpunTtoreHHas opraHusyowasca nHesmoHns (KOIM), capkongos,
XpoHuyeckas  obcTpyktmBHaa GonesHb nerkmx  (XOBJl) u  acbectos. TepmuHbl
«pubposmpyowme  3aboneBaHUa UM PacCTpPOMUCTBa, Mopaxawwme nerke» u
«pnbposumpyiowee 3abonesaHne uUnu pacCTpoOUCTBO NErKMX» UCMOMb3YIOTCA B HACTOALEM
AOKYMEHTE B3aMMO3aMEHSEMO M OTHOCATCA K pecnupartopHomy 3abonesaHuto, Npu KOTOPOM
pyOubl 0OpasyoTca n3-3a HakonneHns M30bITOYHOW BOSNTOKHUCTOW COSAUHUTENBHOWN TKaHWN B
TKaHAX Nerknux, B OCHOBHOM KOMnareHa, YTo NpUBOAUT K NporpeccupyoLlen notepe yHkUmMm
nerkmx. HakonneHne n3bblITOMHON PUOPO3HON COEANHUTENBHOW TKaHW NPUBOAUT K YTOMNLLEHUIO
anbBeOonAPHbLIX CTEHOK, YTO NMPUBOAUT K CHUXKEHWIO PYHKLMM nerkmx. Kak cneacrene, naumeHTbl
CTPaAaloT OT OAbILKWA, HE MOryT 3aHUMATbCA PUINYECKUMU YNPAKHEHUAMU U NOLBEPXKEHDI
PUCKY MHEBMOHUWN UNWN APYINX CEPbE3HbIX MH(PEKUMI NErknX. Y HEKOTOPbIX NaUNeHTOB MOXET
BbITb ANArHOCTUPOBAHA KOHKPETHAs NpuynHa 3abonesaHuns, HO y APYrNX BEPOATHAS NpUyYnHa
MOXeT ObITb HE onpejerneHa, 3T0 COCTOSHUE Ha3blBAETCA NaMonaTuiyeckum onbposom nerkmx
(NPI). He cywectByeT MeTOA0B nedeHnss pubposa mnm npeaoTBpalieHns AanbHenwen
notepu yHKUMM nerkmx. HepasHO YnpaBneHwe no CaHUTapHOMY HaA30py 3a KadeCTBOM
nuweBbiX npoayktoB U megukamentoB CLUA (FDA) ogobpuno HuHTeaaHub, uHrubutop
pPeLEenTOPHON TUPO3UHKMHA3bl, AN neyeHus UOJ1. OaHako C HUM CBSA3a@Hbl 3HAYUTENbHbIE
cuctemHble nobouHble 3G ekTbl, BKMOYas NoOOYHble 3hdEeKTbl CO CTOPOHbI XKEMYAO4YHO-
KMLLEYHOro TpakTa, NOBbILLEHNE YPOBHS (PEPMEHTOB NEYEHWN, CHUXKEHME anneTuta, ronoBHYHO
6onb, notepto Beca n rmnepToHuto. B 2014 rogy YnpasneHne no CaHUTapHOMY Hazg3opy 3a
KayecTBOM NuLLEBbIX NpoaykToB 1 meaukameHtos CLUA (FDA) ogobpuno nupdeHnaoH ans
neyeHns NOJ. MupdeHnoH Takke okasblBaeT 3Ha4YnTENbHbIE NOBOYHbIE 3heKThI, BKNOYas
TOWHOTY, CbiNb, 60Mb B XMBOTE, WHMPEKUMIO BEPXHUX AbIXaTeNnbHbIX MyTEW, Auapero,
YTOMNSEMOCTb, T[OMOBHYIO 60nb, AWCMENCUIO, TOMOBOKPYXXEHMWE, PBOTY, aHOPEKCUIO,
ractpoasodareancHyto pedniokCcHylo OonesHb M CuHycuT. YTOo ewe Gonee BaxHO, WU
HUHTEAaHMD, N NUPMEHNAOH OKa3bIBAIOT TOMbKO YacTMYHOE AEUCTBME, 3aMeansas CKOPOCTb
CHKEHUA nerodHon pyHkumm npumepHo Ha 50%. Hu oauH 13 npenapaTtoB HE BRAUSAET Ha

CMEPTHOCTb OT BCEX NPUYNH N HEe yry4LlaeT Ka4yecTBO XN3HU naymeHTos ¢ NDJT.

TepmuH «nguonarmyeckmn pnbpos nerknx (MPJT)» oTHocuTca k 3abonesBaHnto Nerknx, KoTopoe
BO3HUKAET Y NIOAEN CPEAHErO N MOXMMOro Bo3pacTa (CpeaHUN BO3PaCT HA MOMEHT MOCTAHOBKU
AvarHosa 66 net, gnanasoH 55—-75 net). ®J1 orpaHnyeH nerkummn 1 cesisaH C rMCTONOrMYEeCKUM

/NN PeHTreHONOMMYEeCKMM MaTTePHOM OObIYHOW UHTEPCTULMANbHOM NMHEBMOHMWU. MpuynHa
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N®J1 HenssecTHa, OAHAKO CYMTAETCH, YTO KYpPEeHWEe B aHaMHe3e, reHeTudeckue aktopbl U
HebnaronpuaTHbIe BO3AENCTBUS OKPYXKatoLLen Cpebl Bbi3bIBAIOT NATONOrMYECKNe NU3MEHEHNS,
KOTOpble NPMBOAAT K PMOPO3ZHOMY PEMOAENMPOBAHMIO NErOYHON TKaHW. [ocne nospexaeHus
nerkux anuTenuanbHble KNeTKU BbICBOOOXAAIOT MeauaTopbl BOCMANeHUs, UHULMMpYyoLWme
aHTUDPUOPUHONMUTUYECKMA  KOArynsiUMOHHbIM  Kackazg, KOTOpbIA  3anyCkaeT aKkTMBauuto
TpombountoB n obpasoBaHue Tpomba. 3a 3TUM cneayeT MNPOHUKHOBEHWE NEVKOLUTOB
(Hanpumep, Hentpodunos, MakpodaroB u T-knetok). [lpuBNEYEHHbIE NENKOUMTDI
CEeKPeTUPYIOT NPodunbposHbIe LUUTOKMHBI, Takme kak IL-1B, TNF-a n TGF-B. Ha nocnegytoLiem
atane ubpobnactel 1 mMnohubpobnacTbl NPOU3BOAATCA W3  3NUTENMAnNbHbIX KMETOK,
npeTepnesamLnx Nepexos OT 3NUTENUA K Me3eHXMMe, a Takke pubpouynToB M3 KOCTHOro
MO3ra U pesngeHTHbIX mnbpobnactos, KOTOpbIE NPONUAEPUPYIOT U anddepeHumnpyroTca B
MruodpmnbpobnacTtbl. 3TN KNETKW BbIAENSAIOT KONnareH u gpyrne pubposHbie KOMMOHEHTbI. NPJ]
- XpOHWYeckoe, nporpeccupyrolee, Heobpatumoe M B KOHEYHOM WUTOre neTanbHoe
3abonesaHune nerkux. MNpogomKNTENbHOCTb XXMU3HN NOCME NOCTaHOBKM AMarHo3a CocTaBnser 3-

5 ner.

TEepMUH «CEeMEWHbIA WHTEepCTMUManbHbI PUOPO3 nerkmx» OTHOCUMTCA K 3aboneBaHuio,
cxogHomy ¢ UDJT, koTopbiM nopaxkeHbl ABa wunu 6Gonee poACTBEHHbIX MWMHAMBUAYYMA.
MpeagnonaraeTcs, YTO CEMENHbIA UHTEPCTULMANbHbBIN (UBPO3 NErkMx CBA3aH ¢ USMEHEHUAMMU

ANWHbI TenomMmep U1 redHbiMm1n myTagmuamn.

TepMuH «Hecneymdudeckan wuHTepcTuymanbHas nHeBMoHua (HCUIM)»  oTHocuTca K
3aboneBaHuto, BbI3BAHHOMY peakunen Ha onpeaeneHHble NekapcTBeHHble cpeactsa, BUY, a
TaKKke APYrMmMm COCTOSHUAMN. ITO 3aboneBaHne xapakTepusyeTcs B OCHOBHOM BOCManeHnem
KneTok wuHTepctmymsa. dnbposHas dopma onpegensierca yTonweHnem u pybuesaHvem

NEroYyHow TKaHW.

TepMnH «kpunToreHHas opraHmsyrowasaca nHesmoHust (KOIMM)» oTHocuTes k 3aboneBaHunto ¢
BOCMANUTENbHBIMA U3MEHEHUAMWU anbBEON, aHanornyHo OBbIYHOW MHEBMOHUM, HO TaKkkKe C
BoBriedeHmem 6ponxuon. [ucronormdeckn KOl xapaktepusyetca ferkum o4varoBbiM
WHTEpcTMYManbHbiM BocnaneHmem 6e3 ubposa u Hanumyumem 3avaTtkoB rpaHynsLMOHHOM
TKaHW, COCTOALLEN M3 MOHOHYKMEapPHbIX KNETOK, NEHUCTbIX Makpodaros 1 pubpos3HON TKaHU

(Tenbya MaccoHa) B AucCTanbHbIX BO34YLUHbIX XO4aX.

TepMUH «Capkonzo3» OTHOCUTCS K 3aboneBaHuto, NPy KOTOPOM MPOUCXOAWUT aHOManbHOe

ckonneHne BocCnannUTenbHbIX KNEeTOK B KOMOYKKW, HasblBaeMble TrpaHynemMamu. Korga
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3aboneBaHne nopakaeT Nnerknue, MoXeT HabnaaTbCa XpWn, Kallenb, oAblwka unu 6onb B

rpyan.

TepMUH «xpoHu4deckaa obcTpykTuBHas 6onesHb nerkux» (XOBJT) OTHOCUTCA K XPOHUYECKOMY
BOCNanNUTENbHOMY 3a00neBaHuUIo NErkmx, KOTOPOe BbI3bIBAET 3aTPYAHEHHbIN OTTOK BO3jyxa 13
nerkux. CUMNTOMbI BKINIOYAIOT 3aTPYAHEHHOE AbIXaHWe, Kallerb, BbigeneHne crim3un (MoKpoThbl)

N XpUnbil.

TepMuH «acbecto3» OTHOCUTCS K 3abOoneBaHUo, XapakTepusyloLeMycsi AnUTENbHbIM

BOCnaneHmem n pybuesaHneM Nerkmx ns-3a Bo3gencraems acbecra.

TepMnH «hapmMaleBTUHECKM NPUEMMNEMasi COMb» COEAUHEHUSI O3HadaeT Conb, KoTopas
aBnaeTca  papmaueBTUYECKM — npuemnemon M koTopas  obnagaet  kenaemowu
hapmakonorMieckon akTMBHOCTbIO MCXOAHOMO CoeamnHeHus. Takme conu BknovaroT: (1) conun
NPUCOEANHEHUSS KUCNOTbI, OOpa3oBaHHblE C HEOPraHWYeCcKMMM KUCMNOoTamMW, TakMMK Kak
consHaa kucnota, GpPOMUCTOBOAOPOAHAS KWUCMOTA, CEpHasi KUCMOTa, a3oTHasd KUCnoTa,
dhocopHasa kucnota n Tomy nofobHble; Unn obpasoBaHHbIE C OPraHNYECKMMM KMCNOTamu,
TakKMMM  KaKk  YKCYCHas  KWCNOTa, TMPOMMOHOBAasi  KUCNOTa, rekcaHoBas  KWCHOTa,
LUMKNONEHTaHNPOMNMOHOBAsA KUCNOTa, [MMKONeBasi KUCNoTa, MNUPOBUHOTpagHas KUCMoTa,
MOITOMHAs KNCNOTa, ManoHOBas KMCMOTa, SHTapHas kKucnota, A6novHas kucnora, manenHosas
kncnoTta, dhymapoBasi KNCNoTa, BUHHasA KMCMNOTa, NMMMOHHas kucnota, 6eHsonHas kuenora, 3-
(4-rmppokcndbeHsonn)beH3onHas KUCMNOTa, KOPMYHAs KUCNOTa, MUHZanbHas KWCNoTa,
MeTaHCynbOoHOBast KUCINOTAa, 3TaHCyNboHOBas KMCNoTa, 1,2-aTaHanCcynbdOoHOBas KUCNOTa,
2-rnapoKCnaTaHCcynboHoBas KMcnoTa, f6eH3oncynbdoHoBas KucnoTa, 4-
xnopbeHsoncynbdoHoBas KMUcnoTa, 2-HadTanuHcynbgoHoBas KUCnoTa, 4-
TonyoncynbdOHOBas KNCNOTa, kamopcynbdOoHOBas KNCNOTa, 4-MeTunéuuymknol2.2.2]okr-2-
€H-1-kapboHOBasA KUCNOTA, [MIOKOreNTOHOBas KUCNoTa, 3-OEeHMNNPONMOHOBasi KUCHOTA,
TPUMETUNYKCYCHAs KUCNOTa, TPeTMYHas OyTunykCycHas KucnoTa, naypuncepHas KucnoTta,
FMIOKOHOBAs KUCIOTa, rMyTaMMHOBasA KUCMOTa, MMAPOKCMHaTOMHaa KMCnoTa, canvyunosas
KACNOTa, CTeapuHOBas KUCNOTa, MYKOHOBas Kucrnota u Tomy nogobHbie; unu (2) conw,
obpasyowmecs, korga KUCMOTHLIA MNPOTOH, MPUCYTCTBYHOLUMKA B UCXOAHOM COEAVHEHUM,
3ameljaeTca  UMOHOM  MeTanna, Hanpumep, MWOHOM  LENOYHOro  MeTanna, WOHOM
LLIENOYHO3EMENBHOMro METanna UM NOHOM antoMUHNS;, NN KOOPAVUHUPYETCHA C OPraHn4yeCKkum
OCHOBaHMEM, TakMM Kak 3TaHOMaMwuH, AM3TAHONaMWH, TPUITAHONaMWH, TpomeTamuH, N-
METUNINIOKaMUH U TOMy nNogobHoe. [NpefnoyTUTENbHbIE CONKU BKIMOYAKOT CONU NPUCOSANHEHUS

KNCROTbI, 06pa3oBaHHbIE CONSTHON KUCIOTOMN.
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TepMUHbl  «CYOBEKT» U «NaUUEeHT»  UCMONb3YITCA B HacTosILLeM  JOKYMEHTe

B3aNMMO3aMeHAEMO N OTHOCATCA K MNeKonnTarLmm, B YHaCTHOCTU, K NOJAM.

Mcnonb3yembli B HACTOSILLEM AOKYMEHTE TEPMUH «MPUMEPHO» 00O03HaYaeT NpuUBEAEHHOE

namepenme +/- 10%.

B nepsom acnekTe HacTosiLiee M30bpeTeHne OTHOCUTCS K bapmaueBTUYECKon komOnHauuuy,
coaepkawyen:
(a) aronuct PPAR,
(b) nHrMbUTOpP KMHa3bl P38, n, Heoba3aTenbHO,
(c) oanH wnnn 6Gonee apmaueBTUYECKM npuemMnembix pasbasutenen,
BCMOMOraTernbHbIX BELLECTB UM HOCUTENEN,
ANS NPpUMEHeHns1 B cnocobe npeaoTBpalleHns unm neveHms ombposunpyowmx sabonesaHnm

UNn paccTponcTe y cybbekTa.

AroHuctbl PPAR

Mcnonb3yembii B HacToAWEM AOKYMEHTe TepMuH «aroHuct PPAR» oTHocuTCcal K
neKkapCTBEHHOMY CPEACTBY, KOTOPOE akTUBMPYET PELIENTOpP, aKTUBUPYEMbIN NponugepaTtopom
nepokcucom (PPAR), Takon kak peuentop PPAR ramma, peuentop PPAR anbtha, peuenTtop
PPAR penbta nnmn nx komouHauuu, n BkniodaeTt aroHuctel PPAR ramma, Takue kak, Hanpumep,
NUOrNNTAa30H, TPOrMUTa3oH NN POCUINNTAa30H, aroHUCTbl PPAR anbga, Takue kak, Hanpumep,
dunbparbl, Takne kak 6esadubpat, heHodbunbpar (peHopnbpoesas kucnoTa), knoudpar unu
remdunbposnn, aBouHble aroHuctel PPAR (aroHuctel PPAR anbga/ramma unu PPAR
anba/genvTta), TakuMe Kak, Hanpumep, anernurtasap, wmyparnutasap, Tesarnutasap,
pararnuTasap, capornutasap, GFT505 nnu Hasernutasap, aroHuctel PPAR penbTa, Takue Kak,
Hanpumep, GW501516, naHaroHuctbl PPAR (aronuctel PPAR anbta/geneta/ramma) vnum
cenekTmBHble moaynatopbl PPAR, Takve kak, Hanpumep, INT131, u dapmadeBTndeckm
npuemMnemble Conu ykasaHHbIX coeauHeHnin. OBbl4HO B dhapmaueBTUYECKMX KOMBMHaUMaX no
HacTosiwemMy Wu3obpeTeHnto MNpUMEHSIT aroHnctel PPAR ramma, mopynstopbl PPAR,
aroHuctel PPAR anbta n/unn pgeonHble aroHuctel PPAR anbda/ramma, B 4acTHOCTU, B
hapmMaleBTUYECKMX KOMBMHAaUMSX NO HACTOALLEMY N30OPETEHMIO NPUMEHSIIOT aroHUCTbl PPAR
ramma, aroHuctel PPAR anbda wunn geonHbie aroHuctel PPAR anbtha/ramma, 6Gonee
KOHKPeTHO aroHuctbl PPAR ramma wwunmn aroHuctel PPAR anbda, BbibpaHHbIE rpynnbl,
COCTOSILLIEN U3 MMOrNNTa30Ha, POCUrNUTa30Ha, TpornuTasoHa, deHodubpara, 6esacdmbpara n

nx hapmaueBTUHECKN NPUEMMNEMbIX conen, ewe 6onee KOHKPETHO aroHucTbl PPAR ramma,
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BblOpaHHbIE M3 rpynnbl, COCTOALLEN U3 MUOINUTa30Ha, POCUrMMTa3oHa, TPOrnuTasoHa U Ux
hapmaueBTMYECKM MPUEMNEMbIX COneun, MNpPeanoyYTUTENbHO MMOrMUTa3oHa unu - ero
hapmaueBTUHECKM MpUeMneMbIX comnen. AroHuctel PPAR  anbda, npumeHsiembie B
hapmaueBTMYECKMX KOMBUHALMSAX COrnacHo HacTosLwemMy n3obpeTeHunto, BbibpaHbl U3 rpynnbl,
cocrtosien m3 6Gesadpumbpara, deHochubparta (heHodubpoeson kucnoTel), knodubpara,
rempubposmna un unx QapmayeBTUYECKM NPUEMNEMbIX COMNEn, NPeanoYTUTENBHO,
besacunbpara, deHobmbpara (peHodbnbpoeBorn KMUCNOTbI) UM UX apmaleBTUYECKM
npuemnemblx conen, bonee npegnouTutensHo ns 6esadunbpara unu ero apmaueBTUHECKU
npuemnemblx conen. [BowHble aroHuctel PPAR anbda/ramma, MpUMEHSEMblE B
hapmaueBTUYeCkMX KOMOMHaUMaX MO HacToAweMy W300peTeHuio, BbiOpaHbl M3 rpynnbl,
cocToAWen K3  anernutasapa, Myparnurasapa, Tesarnurasapa, pararnurasapa,
capornutasapa, GFT505, Hasernutasapa u ux apmayeBTUYECKM MPUEeMneMbIX COonen,
npeanoYTUTENbHO U3 MyparnuTasapa, Tesarnurasapa unm nx apmanesTUYECKU NpUemMnemMbIxX
conen. [llpeanoutntensHO B papmayeBTUYECKMX KOMOMHAUMSX COrnacHo HacToswemy
N300peTEHUIO NPUMEHAT aroHnctel PPAR ramma wn/wnn aroHnctel PPAR anbda, 6onee
NPeanoYTUTENBHO aroHUCTbl N moaynatopbl PPAR ramma w/unu aroHnctel PPAR anbdga
BblOpaHbl M3 rpynnbl, COCTOSALLEN W3 NWMOMMUTa30Ha, POCUrMWTa3oHa, TPOrnMTasoHa,
heHobubpara, 6esacdumnbpara, INT131 1 ux dapmayeBTUYECKU NMPUEMMNEMbBIX COMNEN, eLle
bonee npeanoyTuTenbHO aroHUCTbl PPAR ramma BbiOpaHbl U3 rpynnbl, COCTOSAILLEN U3
NMUOrNNTa3oHa, POCUrNNTa3oHa, TPOrMUTasoHa U ux apmayeBTUYECKN NPUEMIIEMbIX COMNEN.
Ewe 6Oonee npeanoytutensHO B apmauyeBTUYECKMX KOMOMHAUMSX MO  HacTosilemy
N300PETEHUIO NPUMEHSOT MUOTMMTA30H UNN ero papmMaueBTUHYECKN MPUEMIIEMYIO COfMb, B

YaCTHOCTU rngpoxnopua nnornmtasoHa.

B oaHOM BapuaHTe peanusauum B apMaueBTMHECKMX KOMOMHAUMSAX MO HacTosiwemy
N300pEeTEHNIO NPUMEHSAT aroHuct PPAR un3 rpynnbl TMasonnauHauoHoB. [loaxoaawmmm
aroHuctamm PPAR 13 rpynnbl TUa3oNMAWHAMOHOB ABNSAKOTCHA, Hanpumep, MUOrmmnTasoH,
TPOrMUTA30H, POCUrMUTa3OH MM ux dapmaueBTndeckn npuemnembsie conu. OcobeHHO
noaxoaawmm aroHnctom PPAR 13 rpynnbl TMA3oNMAWHANOHOB SIBNAETCS NUOTTUTA30H UK ero

thapmaLeBTMYECKM NpUemMnemMasi Cosb, B YaCTHOCTU NUOrMUTa30Ha MapoXmnopus.

MuornuTasoH (pioglitazone) onucaH, Hanpumep, B nateHte CLUA Ne 4687777 nnn B 4OKYMEHTE
Dormandy JA, Charbonnel B, Eckland DJ, Erdmann E, Massi-Benedetti M, Moules IK, Skene
AM, Tan MH, Lefébvre PJ, Murray GD, Standl E, Wilcox RG, Wilhelmsen L, Betteridge J,
Birkeland K, Golay A, Heine RJ, Koranyi L, Laakso M, Mokan M, Norkus A, Pirags V, Podar T,
Scheen A, Scherbaum W, Schernthaner G, Schmitz O, Skrha J, Smith U, Taton J; PROactive
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investigators. Lancet. 2005 Oct 8;366(9493):1279-89, 1 npeacTaBneH CTPYKTYPHOW (hOpMyIioun,

NPUBEAEHHON HUXKE:
= S
T M oo
N (o o~ N

TpornutasoH (troglitazone) onucan, Hanpumep, B gokymeHTe Florez JC, Jablonski KA, Sun MW,
Bayley N, Kahn SE, Shamoon H, Hamman RF, Knowler WC, Nathan DM, Altshuler D; Diabetes
Prevention Program Research Group. J Clin Endocrinol Metab. 2007 Apr;92(4):1502-9 u

npeacTaBneH CTPYKTYPHOW hOpMynon, NPUBELEHHON HUXKE:

OH

o)

>\\S o) o

HN

O

PocurnutasoH (rosiglitazone) onucan, Hanpumep, B gokymeHTe Nissen SE, Wolski K. N Engl J
Med. 2007 Jun 14;356(24):2457-71. Erratum in: N Engl J Med. 2007 Jul 5;357(1):100.
deHodumbpar (fenofibrate) onucan, Hanpumep, B gokymeHTe Bonds DE, Craven TE, Buse J,
Crouse JR, Cuddihy R, Elam M, Ginsberg HN, Kirchner K, Marcovina S, Mychaleckyj JC,
O'Connor PJ, Sperl-Hillen JA. Diabetologia. 2012 Jun;55(6):1641-50 n npeacTasneH

CTPYKTYPHOWN hOPMYNON, NMPUBELEHHON HUXKE:

3 )
>\\s O~

HN |

0]
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Besadubpar (bezafibrate) onucan, Hanpumep, B gokymeHTe |. Goldenberg, M. Benderly, U.
Goldbourt, Vascular health and risk management. 2008, 4(1): 131-141 n npeacrtasneH

CTPYKTYPHOWN hOPMYNON, MPUBELEHHON HUXKE:
o}
i /\/©/ ><
N
|
H
cl

Knodmbpar (clofibrate) onucaH, Hanpumep, B gokymeHTe Rabkin SW, Hayden M, Frohlich J.

COOH

Atherosclerosis. 1988 Oct;73(2-3):233-40 wn npeactasneH CTPYKTYpHOU  dpopmyrion,

NPUBELEHHON HUXKE:

O
Q/o%o/\
Cl |
deHodbumbpar (fenofibrate) (dbeHodubpoeBas kuCnoTa) onmMcaH, Hanpumep, B AOKYMEHTe
Schima SM, Maciejewski SR, Hilleman DE, Williams MA, Mohiuddin SM. Expert Opin
Pharmacother. 2010 Apr;11(5):731-8 n npeactaBneH CTPYKTYpPHON hopMynon, npuseaeHHON

HUXe:
Cl

remcpmbposun (gemfibrozil) onncax, Hanpumep, B gokymeHTe Adabag AS, Mithani S, Al Aloul

B, Collins D, Bertog S, Bloomfield HE; Veterans Affairs High-Density Lipoprotein Cholesterol
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Intervention Trial Study Group. Am Heart J. 2009 May;157(5):913-8 u npepcrasneH

CTPYKTYPHOWN hOPMYNON, NMPUBELEHHON HUXKE:

o

Anernutasap (aleglitazar) onucaH, Hanpumep, B gokymeHnTe Lincoff AM, Tardif JC, Schwartz
GG, Nicholls SJ, Rydén L, Neal B, Malmberg K, Wedel H, Buse JB, Henry RR, Weichert A,
Cannata R, Svensson A, Volz D, Grobbee DE; AleCardio Investigators. JAMA. 2014 Apr

16;311(15):1515-25 v npeacraBneH CTPYKTYPHOU OOPMYIION, NPUBEAEHHON HUXKE:

O~

Myparnutasap (muraglitazar) onncaH, Hanpumep, B gokymeHTe Fernandez M, Gastaldelli A,
Triplitt C, Hardies J, Casolaro A, Petz R, Tantiwong P, Musi N, Cersosimo E, Ferrannini E,
DeFronzo RA. Diabetes Obes Metab. 2011 Oct;13(10):893-902 n npeactaBneH CTPYKTYPHON

hopMyIon, NPMBEAEHHON HUXE:
O~ OH

0%“’\/\0/@/0\;0

OCH;

Tesarnutasap (tesaglitazar) onucan, Hanpumep, B gokymeHTe Bays H, McElhattan J, Bryzinski
BS; GALLANT 6 Study Group. Diab Vasc Dis Res. 2007 Sep;4(3):181-93 u npeacrasneH

CTPYKTYPHOWN hOPMYNON, MPUBELEHHON HUXKE:

% L
0 Oj
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Pararnutasap (ragaglitazar) onucaH, Hanpumep, B gokymeHte Saad MF, Greco S, Osei K,
Lewin AJ, Edwards C, Nunez M, Reinhardt RR; Ragaglitazar Dose-Ranging Study Group.
Diabetes Care. 2004 Jun;27(6):1324-9 n npeacTaBneH CTPYKTYPHOW pOpMynon, NnpuBeaeHHON

HUKeE:
5
0
OH
O
(\ o w
4880
O
Capornutasap (saroglitazar) onucaHx, Hanpumep, B gokymeHTe Agrawal R. Curr Drug Targets.
2014 Feb;15(2):151-5. n npeacraBneH CTPYKTYPHON (POPMYNONn, NPpMBEAEHHON HUXE:
S/
g N/\/O
10

Hasernutasap (naveglitazar) onncaH, Hanpumep, B gokymeHte Ahlawat P, Srinivas NR. Eur J
Drug Metab Pharmacokinet. 2008 Jul-Sep;33(3):187-90. GW501516 onucaH, Hanpumep, B
aokymeHTe in Wang X, Sng MK, Foo S, Chong HC, Lee WL, Tang MB, Ng KW, Luo B, Choong
15 C, Wong MT, Tong BM, Chiba S, Loo SC, Zhu P, Tan NS. J Control Release. 2015 Jan

10;197:138-47 v npeacTaBneH CTPYKTYPHON hopMynon, NPUBEAEHHOW HUKE:

SRe! "
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GFT505 onucaH, Hanpumep, B gokymeHTe Cariou B, Staels B. Expert Opin Investig Drugs. 2014

Oct;23(10):1441-8 n npeacTasneH CTPYKTYPHOW OOPMYNOW, NPUBEAEHHON HUXE:

0]
T
OH
s My
)

INT131 onucaH, Hanpumep, B agokymeHte Taygerly JP, McGee LR, Rubenstein SM, Houze JB,
Cushing TD, Li Y, Motani A, Chen JL, Frankmoelle W, Ye G, Learned MR, Jaen J, Miao S,
Timmermans PB, Thoolen M, Kearney P, Flygare J, Beckmann H, Weiszmann J, Lindstrom M,
Walker N, Liu J, Biermann D, Wang Z, Hagiwara A, lida T, Aramaki H, Kitao Y, Shinkai H,
Furukawa N, Nishiu J, Nakamura M. Bioorg Med Chem. 2013 Feb 15;21(4):979-92 wu

NnpeAacTaBneH CTPYKTYPHON (OOPMYMON, NPUBELEHHON HUXKE:

o ' Ci Cl
YL
N7 ClI N’\é\b

AktnBaums PPAR aroHuctom PPAR 06bI4HO cunbHa B AnanasoHe OT HU3KOHAHOMOISIPHOMO A0
HU3KOMUKPOMONSAPHOro, Hanpumep, B agmanasoHe ot 0,1 HM pgo 100 mkM. B HeKkOTOpbIX
BapuaHTax peanusayumn Hactoswero nsobpeteHns aktmeaums PPAR aBnsietcs cnabon nnu
YaCTMYHOW, TO eCTb B crnocobax No HacTosiemMy M3oBpeTEeHMIO NPUMEHSIOT aroHucT PPAR,
KOTOPbIA JaeT MakcumanbHylo aktusauuio peuentopa PPAR B cucteme aHanmsa penoprepa
oT 10% po 100% no cpaBHEHWIO CO CTaHZapPTHbIM aroHUcTomM PPAR, Npo KOTOPbLIN M3BECTHO,

YTO OH BblI3bIBAET MakcMmarbHyo aktmsaymio PPAR.

MHrmburtopbl kKMHa3bl p38

TepMUH «MHIMBUTOP KMHa3bl P38» uUnm «MHrMbuTop p38», KOTOPLIE B HACTOSALLEM AOKYMEHTE
NCMONb3YIOTCS  B3aUMO3aMEHSIEMO, OTHOCUTCSI K JEKapCTBEHHOMY CPEACTBY, KOTOpoOe
WHMMOWPYET MUTOrEH-aKTUBMPYEMYIKD MpoTeuHknHasy p38 (MAP), Hanpumep, p38-anba
(MAPK14), p38-6eta (MAPK11), p38-ramma (MAPK12/ERKE) wunun p38-genbTta
(MAPK13/SAPK4). Mpumepbl nHrnbutopos p38 BknoyaT coeamHenus dopmyn | n Il n nx
dhapmayeBTUYECKN MPUEMIIEMbIE COMM, KakK OMPEAENEHO B HACTOSLEM [AOKYMEHTE.

[ononHuTencHble MNpuUMepbl  MHIMOMTOPOB P38 BKMOYAOT nNamanvmoz, akyManvmog,
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nocmanumog, annmanumog, cemanmmog, AZD7624, ARRY-371797, LY2228820, R9111, PH-
797804, BIRB 796, VX-702, VX-745, SB 239063, SB202190, SCIO 469, BMS 582949 u nx

hapmaLeBTUYECKM NPpUEMnEeMbIe CONMK.

B ogHom BapuaHTe peanusauun dapmaueBTvyeckas KOMOWHAUMS COrnacHO HacTosemy
N300PETEHUIO COLEPKNT:

(a) aronnct PPAR,

(b) nMHrMBUTOpP KMHasbl P38, u, Heobs3aTenNbHO,

(c) oaH N Gonee  hbapmaueBTUYECKM MpuemMnembix pasbasuTenewn,

BCMOMOraTernbHbIX BELECTB UMM HOCUTENEN,

rae ykasaHHbl MHrMéuTop p38 nHrmbupyet p38-anbda, p38-6eta, p38-ramma nnm p38-genbTta
unn ux kombuHauuu, npeanoyTUTEnbHO MHrMbupyoT p38-anbda uwmnu p38-6eta, Gonee

npeanoYTUTENLHO MHIIMBUPYIOT p38-anbda.

B JononHMTENbHOM BapuaHTe peanusauym HacTosILLEro N300peTeHNs ykasaHHbIA MHIMOUTOP
p38 ans npMMeHeHus B apmMaueBTUYEeCKON KOMOMHauuM no HacTosiwemy M3obpeTeHuto

npeacraesnseT cobon coeanHeHne copmynbl | nnum

x! 1
N e A X
N m r N R Ny MAI_I
™
L A N A
R

LA, Z -
W Z° N NRR

dopmyna | dopmyna ll

nnu ero hapmaleBTUYECKU MPUEMMEMYIO COfMb, A E:

Z npeactasnsiet cobon N nnu CH;

W npegacrasnset cobon NR?;

X' npeacrasnset cobon O, NR* (rae R* npeacrasnsaeT cobor BO4OPOA UNW ankun),
S nnn CR°R® (rae R® 1 R® He3aBucumo npeactasnsaoT cobor Bogopod unu ankun) unu C=0;

X2 npeacrasnset cobor O unm NR7;

Ar' npeacraenaeT cobow apun Unv reTepoapurn;

R? npeacTasnsaeT co6oi BOAOPOA, ankun, auun, ankokCukapOoHun,
apunokcukapOoHUn, reTepoankunkapboHun, retepoankunokcukapoonun unm -R?'-R??, rpe R?!
npeacTaenaeT cobon ankuneH unu -C(=0)- n R? npegcraBnsaet cobon ankun Unm ankokcuy;

R' npeacrasnseT coboi BOAOPO, ankur, ranoreHankun, apun, apankun, retepoapun,

reTepoapankun, LMKNoankun, LWKNoankunankvin, retepoankun-3ameLyeHHbld LMKNoankun,
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reTeposameLleHHbIN LUKnoankmn, reTepoankun, LmnaHoankun, reTepouuKnun,
retepounknunankun, R'2-SO.-retepouyuknoamuHo  (rae  R'?  npeacrasnsier  cobown
rarnoreHarnkun, apun, apankun, rerepoapun unu rerepoapankun), -Y'-C(0)-Y2-R" (rae Y' n Y2
HEe3aBMCUMO MO0 OTCYTCTBYIOT, NGO NpPeAcTaBnaAlT coboln ankuneHosyto rpynny u R
npeacTaenser CcobON BOAOPOA, arnkwn, ranoreHankun, TruapoKCKH, ankokCu, amuHo,
MOHOaskunammHo nnm AVanknunamuHo), (reTepoumknun)(4uKnoankun)ankmn unm
(reTepoumknun)(reTepoapwn)ankusn;

R® npegcrtaBnseT coGon BOAOPOA, ankun, LMKNOankun, LMKNoankunankun, apwn,
apankun, ranoreHarnkun, retepoankun, yuasoankun, ankunen-C(0)-R*' (rge R* npeacrasnser
cobon BOAOPOA, ankun, rmapoKCK, ankokCh, aMMHO, MOHOANKMNaMmmMHO UNn AuankunammHo),
aMWHO, MOHoankunamuHo, auankunamuHo unn NR3*2-Y*-R*® (rge Y* npeacrasnsiet cobon -
C(0), -C(0)0O-, -C(O)NR3**, S(0)2 nnu S(O)NR%*; R*, R3** n R3® HezaBUCMMO NpeACTaBnsaoT
cobon Bogopoa wnu ankun; U R npeacraBnaer coboil BOAOPOA, ankun, LMKMOankun,
LMKNoankunankum, retepoankun unm HeobsisaTenbHO 3aMeLLEHHbIN (PeHNN) unu ayun;

R’ npeacrasnset cobon BOAOPOA UNW ankum; n

R® u R® HesaBMCMMO npencTaBnsAlT coOOM BOAOPOA, ankum, apun, aparnkun,
LMKNoankun, LUKNoankunankun, retepoankun, ankuncynbhonun, apuncynsdgoxun, -C(0O)-R®
(roe R®' npeacraBnser coboW ankvum, apun, apankun, UWUKNoankun, UWUKNnoankunankun,
reTepoarnkun, ankoKCW, apuroKCW, amMWHO, MOHO- WM AWAnNKUNaMWHO, apunammHO WK
apun(ankun)amuHo) unu R® n R® coemectHo obpasyor =CR¥R® (rge R¥ n R® Hesasucumo
npeacTaBnaloT cobon BOAOPOA, ankun, LUKMNoankum, LMKnoankunankun nnm HeobssatenbHo
3aMeLUeHHbIN eHnn) 1 Heoba3aTenbHO oaMH MM 6onee hapmMaueBTUHECKN NPUEMITEMbIX

pasbasutenen, BCNoMoraTenbHbIX BELECTB U HOCUTENEN.

B npegnoytutenbHOM BapuaHTe peanusauum  HacTosero U300peTeHUs  yKasaHHbIN
NUHrMouTop P38 ANA NPUMEHEHUsT B apMaleBTUYECKON KOMOMHaUUM MO HacTosLwemy
n3obpeTeHunto npeacrasnsaeT cobon coegmnHeHne opmynei |

1
N7 ey X“Ar‘

[ |
R e
‘“w’l\z N7 x?
Illa
dopmyna |
unn ero hapmayesTUYECKN NPUEMIIEMYIO COfb, TAe:

Z npeactasnsiet cobon N nnum CH;

W npeacrasnseT cobon NR?;
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X' npeacraenset cobon O, NR* (rae R* npeacrasnsaer cobon Boaopoa unv ankun), S
unm CR°R® (rae R® n R® HesaBucumo npeacrasnaoT cobon Bogopos unu ankun) unu C=0;

X2 npeacrasnset cobon O unm NR';

Ar' npeacrasnaeT coboi apun Unu reTepoapur;

R? npeacraBnseTr  coboW  BOAOPOA,  ankwm,  auyun,  ankokcukapGoHun,
apunokcmkapboHun, reTepoankunkapboHun, retepoankunokcukapoonHun unm -R?'-R??, rpe R?
npeacrasnseT cobon ankuneH unu -C(=0)- n R?2 npegcraBnaet coboi ankumn U ankokcuy;

R' npeacrasnsieT coboit BOAOPOA, ankun, ranoreHankun, apuwn, aparnkun, retepoapun,
reTepoapankun, LUKNoankvun, UUKNoankunankum, retepoankun-3aMelleHHbIn LUKNoankun,
reTeposameLleHHbIN LuKnoankmn, reTepoankun, LumnaHoankun, reTepoyuKnun,
retepouynknunankun, R'2-SO.-retepouyuknoamuHo  (rae  R'  npeacrasnsetr  cobown
ranoreHarnkun, apun, apankun, retepoapun unu retepoapankun), -Y'-C(0)-Y2-R" (rae Y' n Y?
HEe3aBMCUMO MO0 OTCYTCTBYIOT, NGO NPeAcTaBnAlT coboln ankuneHosyw rpynny u R
npeactaenser Ccobon BOAOPOA, arnkwn, ranoreHankun, TruapoKCKH, ankokCu, amuHo,
MOHOAmNKUNaMmuHO UM  AWankunamuHo), (reTepoumknun)(ymkroankmn)ankmn unu
(reTepoyuknun)(reTepoapun)ankus,

R® npeacraBnaet cobon BOAOPOA, ankun, UMKNOANKWM, LMKNOankunankun, apun,
aparnkun, ranoreHankun, rerepoankun, ynaHoankun, ankunen-C(0)-R® (rae R* npegcrasnser
cobon BOAOPOA, ankun, rmapoKCK, ankokCh, aMMHO, MOHOANKMNaMMHO UNN AUankunammHo),
aMVHO, MoHoankunamudo, avankunamuHo mnu NR3*2-Y3-R*: (rne Y® npepcrasnser coboun -
C(0), -C(0)0O-, -C(O)NR**, S(0)2 unun S(0)NR*; R*2, R** n R3® He3aBUCMMO NpeaCcTaBnsoT
cobon Bogopoa wnu ankun; U R*® npeacrasnaer cobon BOAOPOA, ankum, LMKMIOankum,
LMKNoankunankum, retepoarnkun unm Heobs3aTenbHO 3aMeLLEeHHbIN (EeHUM) Unu auun; n

R’ npeacrasnset cobon BOAOPOS, UMW ankur,

N, HeobsizatenbHO, ogvH unun 6onee apmaueBTUYECKn npuemMmnemblx pasbasutenen,

BCoMorartesnbHbIX BELWWEeCTB U HOCUTENEN.

B LONOMHWUTENBHOM BapUaHTe peanunsauumn HacTOSALEro N300PETEHUS YKasaHHbIA UHIMOUTOP
p38 ona nNpuMEHeHus B hapMaueBTMHECKON KOMOMHaUMM MO HacTosilemy U3obpeTeHuro
npeacraensetT cobol coeguHeHue copmynbl |, rae X' npeactaesnsaer cobont NR* n X2
npeacrasnset cobor NR7, unu kaxabii us X' n X2 npeacrasnsatoT cobon O, rae R* u R” Takue,

Kak onpeneneHo BbliLle.

B apyrom BapuaHTe peanusauuu HacTosiero nsobpeTeHns ykasaHHbll UHrmbutop p38 ans

NpUMeHeHns B hapMaLeBTUYECKOM KOMOMHALMI NO HACTOSLLEMY U30DPEeTEHUIO NPeaCTaBnseT
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coGoi coeauHeHne dopmynsl |, rae X' npegcrasnsaer coor NR* unu O n X? npeacrasnset

cobont NR” unu O, rae R* n R Takue, kak onpeseneHo BbilLe.

B apyrom BapuaHTe peanusauumn HacTosLero n3obpeTeHus ykasaHHbI MHrmbutop p38 ans
NPUMEHEHUS B hapMaLeBTMYECKON KOMOMHaUMKM MO HacTosILLEMY M30DpETEHUIO NpeacTaBnNsaeT
cobon coeanHeHne dopmynbl |, rae W npeacrasnset cobot NR?, un rae R? npegcrasnser
cobon BOZOPOA, ankun, reTepoankun, auun Wnn ankokcMkapOboHun, npeanoyvTUTENBHO

BOAOPOA, 1N ankun, 6onee npeanoyYTUTENBHO BOAOPOA.

B ewe ogHOM BapmaHTe peanusayum HacToswero n3obpeTeHnsa ykasaHHbIn MHrmbutop p38
AnNst NpUMeHeHus B apmMaueBTUYecKon KoMOMHaUMKM no HacToswemMmy us3obpeTeHuto
npeacraenseTt cobon coeanHerne dopmynel |, rae R' npegcrasnseTt cobor Bogopoa, ankun,
ranoreHankun, UWKNoankun, UMKNoankunankun, retepoankun3ameLlleHHbli LMKnoankun,
reTeposameLleHHbIN LuKnoankun, reTepoankun, LumnaHoankun, reTepouuknun,

reTepoumknunankin nnu (reTepoymknnn)(LmMknoankmn)ankun.

B npeanoututenbHOM BapuaHTe peanusayMm HacTosawero U3o0peTeHUs yKka3aHHbIN
WUHrMouTOp P38 ANA NPUMEHEeHUss B apMaleBTMYECKON KOMOMHaUUM Mo HacToswemy
n3obpeTeHunio npeacrasnaeT cobon coeguHeHne dopmynbl |, rae R? npeacrasnaer cobon

Bojopoa n R' npeacrasnaeT coboit rerepoankun, unm HaoboporT.

B ewe ogHOM BapuaHTe peanuiayum HacToswero n3obpeTeHns ykasaHHbIn uHrmbutop p38
ANs nNpuMeHeHust B apMaueBTUHECKON KOMOWHAUMKM MO  HacTosweMy Un3obpeTeHuto
npeacrasnaeTt cobon coeamnHeHne dopmynsl |, rae R' npeacrasnset cobon BOAOPOA, ankum,

ranoreHankun, retepoankumn nnm ynaHoankun.

B ewe ogHOM BapmaHTe peanusauum HacTosALWero n3obpeTeHns ykasaHHbIn MHrmbuTop p38
AnNs. NpuMEHeHust B apMaueBTUYECKON KOMOMHAUMM MO HacTosweMy Un306peTeHuto
npeacTtaBnsaeT cobon coeauHeHne dopmynbl |, rae R' npeacrasnser yuknoankun,
LMKnoankunankun, rerepoankun3ameLleHHblA LMKNoankum, rereposameLleHHbIA LUKnoankun,

reTepouUnKn, reTepouUnknunankun nnu (reTepounknun)(4mknoankun)ankun.

B npegnoytutenbHOM BapuaHTe peanusauum  HacTosWero U300peTEeHUs  yKasaHHbIN
NHrMBuTOop P38 ANS NPUMEHEHUS B hapMaLeBTUHECKON KOMOMHALMN COrMacHo HacTosLLEMY
n3obpeTeHunto npeacrtaBnaeT cobor coeauHeHue dopmynbl |, rae kaxabit u3 R' n R2?

He3aBMCMMO BblOpaH M3 BOAOPOAA W TMAPOKCMAankuna, NpeanoyTUTENBHO M3 BOAOPOAA,
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rmapoKkcmmeTuna, 2-TMAPOKCUNITMNA, 2-rmapokcunponuna, 3-rmppokcunponuna, 1-
(rMapoKCUMETUN)-2-MeTUnnponunna, 2-rngpokcubytmna, 3-mapokcnbyTuna, 4-
rmapoxkcmnbytuna, 2,3-anrngpokcunponuna, 2-rNapoKCK-1-rugpoKCMMETUNITUNA, 2,3-
aurngpokcnbytuna, 3,4-gurmgpokcmbytuna, 2-(rugpokcumeTun)-3-rugpokcunponuna,  3-
rmapokcu-1-(2-rmapoKkcuaTn)-nponuna n 2-rmapokcu-1-metmnatmna, 6onee NnpeanovTUTENBHO
M3 Bogopoaa, 2-rmapokcuaTtuna, 2,3-aurugpokcunponuna u 1-(rMapokCcMmeTmn)2-
rMAPOKCUaTUNA, Hanbonee NPeANOYTUTENBHO M3 BOAOPOAA, 2-Tapokcunponuna, 3-rmapokcu-

1-(2-rmgpokcuatTun)nponuna n 2-ruapokcu-1-metTmnatmna.

B ewe ogHOM BapmaHTe peanusayum HacToswero n3obpeTeHnsa ykasaHHbIn MHrmbutop p38
AnNst NpUMeHeHus B apMaueBTUYECKON KOMOWHAUMKM MO  HacToswemy uns3obpeTeHuto
npeacraenaeT cobon coeanHerve dopmynel |, rae R® npegcrasnseTt cobor BO4OPOA, ankun,
LMKNOoankun, UKNnoankunankun, ranoreHankun, retepoarnkun, yuadoankun, ankunen-C(0)-R?’
(roe R® npeacraenseT coborn BOAOPOA, ankun, rmapokcu, ankokCu, aMmUHO, MOHOAMNKUNaMUHO

UMW ANankunamyHo) Uim aymn.

B ewe ogHOM BapmaHTe peanusauymm HacTosLWEro n3obpeTeHnsa ykasaHHbI UHrmbutop p38
ANs NpUMeHeHust B apMaueBTUYECKON KOMOWHAUMKM MO HacTosweMy Un30bpeTeHuto
npeacrasnaeTt cobon coeguHeHne dopmynsi |, rae R® npeacrasnset cobon BOAOPOA, ankum,

ranoreHankun, retepoankun, yuadHoankun, 4uknoankmn nnmn quknoankunankun.

B ewe ogHOM BapuaHTe peanuiayum HacToswero n3obpeTeHns ykasaHHbIn uHrmbutop p38
ANs nNpuMeHeHust B apMaueBTUHECKON KOMOWHAUMKM MO  HacTosweMy Un3obpeTeHuto
npeacTasnaeTt cobon coeamnHeHne dpopmynsl |, rae R® npeacrasnset cobon BOAOPOA, ankum,

ranoreHankun, retepoankumn nnm ynaHoankun.

B ewe ogHOM BapmaHTe peanusauum HacTosALWero n3obpeTeHns ykasaHHbIn MHrmbuTop p38
AnNs. NpuMEHeHust B apMaueBTUYECKON KOMOMHAUMM MO HacTosweMy Un306peTeHuto
npeacraBnaeT cobon coeauHeHne opmynsl |, rae R® npeacraesnsaeT cobon LMKNoankun Unm

LumKknoankunankun.

B ewle ogHOM BapmaHTe peanusauum HacTosALWEero n3obpeTeHns ykasaHHbIn MHrmbutop p38
AnNst NpuMEHeHust B hapMaueBTUYECKON KOMOWHAUMKM MO HacTosWeEMY U300peTeHUto

npeacTaBnaeT cobon coeanHeHue gopmynsl |, rae X' n X2 npeacrasnstot cobon O.
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B ewe ogHOM BapmaHTe peanusayum HacTosALWero n3obpeTeHns ykasaHHbIn uHrmbutop p38
ANst NpUMEHeHust B hapMaueBTUHECKON KOMOMHAUMKM MO HacTosweMy Un30bpeTeHuto
npeacraenaetr cobon coeauHeHve dopmynbl |, rae R' npeacrasnaer cobow ankunm unu

reTepoankun.

B ewje ogHOM BapmaHTe peanusauyum HacToswero n3obpeTeHns ykasaHHbIn MHrmbutop p38
ANst NpUMEHeHus B apMaueBTUYECKON KOMOWHAUMKM MO  HacToswemy un3obpeTeHuto
npeacTaenaet cobow coeanHeHue cdopmynbl |, rae R' npeacrasnaer cobown rerepoankun,

NPeAnoYTUTESNbHO 3-TNAPOKCU-1-(2-rnaPOKCUAaTUN)-NPONUI UMK 2-TUAPOKCK-1-MeTUNITUN.

B ewe ogHOM BapuaHTe peanusayum HacTosLwero n3obpeTeHnsa ykasaHHbI MHrmbutop p38
ANs NpUMeHeHus B apmMaueBTUYECKON KOMOWHAUMKM MO  HacToswemy Un3obpeTeHuto
npeacTaenaetr cobown coeauHeHve dopmynbl |, rae R® npeacraBnaer cobor ankum unm

retepoankun.

B elwe ogHOM BapmaHTe peanusauum HacTosLWEro n3obpeTeHns ykasaHHbI MHrmbutop p38
ANS  nNpuMeHeHnss B pbapmauyeBTUYECKON KOMOMHAUMM nNO HacTosAwemMy M3obpeTeHuto
npeacrasnaetr cobon coeauHeHne dopmynbl |, rae R® npeacrasnsetr cobow  ankunm,
npeanoututensHo C1-C5 ankun, 6onee npeanoytutensHo C1-C4 ankmn n ewe 6Gonee
npegnoututenbHo C1-C3 ankun. B 0COBEHHO npefnoyTUTENbHOM BapuaHTe peanusayum

HacTosLero nsobpeteHus R® npegcrasnaeT cobomn 3TN NN METUI, NPeANOYTUTENBHO METUN.

B ewe ogHOM BapuaHTe peanusayum HacTosALWero n3obpeTeHns ykasaHHbIn uHrmbuTop p38
ANs NpUMeHeHust B apMaueBTUHECKON KOMOWHAUMKM MO  HacTosweMy Un3obpeTeHuto
npeacrasnaet cobow coeanHeHne dopmynbl |, rae R® npeacrasnaer cobon retepoankun,

NpesnoYTUTENbHO 2-TAPOKCH-MPONU.

B ewje ogHOM BapmaHTe peanusauum HacTosALWero n3obpeTeHns ykasaHHbIn MHrmbutop p38
AnNst NpuMEHeHust B apMaueBTUHECKON KOMOMHAUMM MO HacTosAweMy Un306peTeHuto

npeacraenseT cobon coegmHeHne dopmynel |, rae W npeacrasnset cobon NH.

B ewle ogHOM BapmaHTe peanusauum HacTosILEero n3obpeTeHns ykasaHHbIn Hrmbutop p38
AnNst NpuMEHeHust B hapMaueBTUYECKON KOMOWHAUMKM MO HacTosWeEMY U300peTeHUto

npeacraenseT cobon coegmnHeHmne opmynel |, rae Z npeacrasnset cobon N.
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B ewe ogHOM BapmaHTe peanusauum HacTosALWero n3obpeTeHns ykasaHHbIn MHrmbutop p38
ANst NpUMEHeHust B hapMaueBTUHECKON KOMOMHAUMKM MO HacTosweMy Un30bpeTeHuto
npeacraenaetr cobon coeauHeHnue dopmynbl |, roe Ar' npeacrasnser cobon apun,
NPEeANOYTUTENBHO PeHnn, Heobs3aTenbHO 3aMELYEHHbIN OAHMM, ABYMS WM TPeEMs
ranoreHHbIMU 3aMecTuUTensaMu, Hambonee npegnoYTUTENbHO (PEHWM, 3aMELLEHHbIN ABYMS
ranoreHHbIMN 3aMeCcTUTENSIMU B OPTO- U Mapa-nonoxeHun. B ocobeHHo npeanouTUTENnbHOM

BapuaHTe peanu3auuM Hactoswero usobpeteHus Ar' npeacrasnsetr cobon  2,4-

andTopdenun.

B ewe ogHOM BapuaHTe peanusayum HacTosiLero n3obpeTeHnsa ykasaHHbIn uHrmbutop p38
AnNst NpUMeHeHus B apMaueBTUYECKON KOMOWHAUMKM MO  HacToswemy uns3obpeTeHuto
npeacraenseT cobon coeguHeHue copmynbl |, rae X' npeactaeBnser cobont NR* n X2
npeacTaenaet cobont NR7, unu kaxabii ns X' n X2 npegcrasnsator cobon O, rae R* n R” Takue,
KaK onpejeneHo BbIlwe; U rae

R'" npegcraBnAeTr coGoW  BOAOPOA, ankun, ranoreHankun,  LuKnoankus,
LMKnoankunankumn, retepoankun3aMmeLleHHbl LUKNoankun, reTepo3amMmeLleHHbIN LUKNoankus,
retTepoankun, LuaHoarnkun, reTepoLuKnnn, reTepoLMKNUNankun unm
(reTepoumknun)(yuknoankun)ankun, n rae

R® npeacraenser cofon BOAOPOA, ankum, UMKNOAnKun, LMKroankunankmn,
ranoreHankun, retepoankun, ynaHoankun, ankunen-C(0)-R*' (rae R*' npeacrasnset coGon
BOAOPOA, ankun, rmapoKcK, ankokcu, aMmMHO, MOHOAMNKUITAMUHO UMK AUanKnnaMmmMHO) v auyus,
nrae

W npegcraenset cobont NR?, rae R? npeacrasnseTt cobor Bogopos, ankum, auun unm
ankokcmkapboHun; n rae

Ar' npeacrasnaeT cobown apun; U rae

Z npeactasnsieT cobon N.

B npeanoytutensHOM BapuaHTe peanusauMM HacTosaero WU300peTeHUs yKasaHHbIN
WHrMbuTop p38 ANA nNpUMMEHeHUs B apmaueBTUYECKOM KOMOWHaUMM MO HacToswemy
N300peTeHnto npeacTaBnsaeT cobon coeavHeHue copmynbl |, roe kaxabit us X' n X2
npeacraensatoT cobon O, u rae Z npeacrasnset cobon N, n rae W npeacrasnset cobon NH, u
roe Ar' npeacrasnseT cobon deHun, Heoba3aTenbHO 3aMeLLEeHHbIA OA4HUM, ABYMS UMW TPEMS
ranoreHHbIM1 3amectutenamu, U rae R' npeacrasnset cobown retepoankun, U rge R®

npeacrasnseT cobon ankun unm retepoankun.
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B AONOMHUTENBHOM BapuaHTe peanusauumn HacTosLEero N3oOpeTeHns ykasaHHbIA UHIIMBUTOpP
p38 ona npuMeHeHus B hapmMaueBTUHECKON KOMOMHaUMM NO HacTosilemy Un3obpeTeHuto
npeacraenset cobon coegmnHeHne oopmynsi Il

Xl
N R ""Arl

N
l

Rl v o

~~~‘W*z N” SNRER?
dopmyna ll

unu ero capmaueBTuyeckn npuemnemyto conb, rae Ar', W, X' Z, R', R® n R® Takue, kak

onpegeneHo B Niobom 13 BapuaHToB peanvsalum Bbille.
Ecnun He ykasaHo nHoe, criegytoLme TEPMUHbI UMEIOT 3HaYEHWS!, MPUBEAEHHbBIE HIDKE:

TepmuH «auyun» obosHadvaeT pagukan -C(O)R, rae R npegcrasnsiet cobon Bogopoa, ankun,
UMKNoankvun, uuknoankunankwin, ¢eHun wnu QeHunankun, rae ankun, LMKnoankun,
LMKNoankmnankun n heHUnankmun MMeLoT 3Ha4YeHWs, onpeaeneHHble B HaCTOSALLEM JOKYMEHTE.,
TUNWYHblE NPUMEPbI  BKMIOYAIOT, HO HEe OrpaHuYMBalOTCA UMK, OPMUN, aueTun,
yuknorekemnkapOoHmn, LuknorekcunmetTunkapboHun, 6eHsoun, OGeH3unkapboHunm MU TOoMy

nopaobHoe.

TepmuH «ayunammHo» obosHavaet pagukan -NR'C(O)R, rae R’ npeacrasnsaet cobon Bogopos
unu ankun, n R npeacrasnseT cobon BOAOPOA, ankun, LUKNoankun, LMKNnoankunankun, eHun
unn eHunankun, rae ankun, UWKNoankum, Uuknoankunankmn wu eHunankun WUMmeroT
3HaYeHWs1, onpegeneHHble B HacTosWeM AOKYMEHTE. TUNMYHbIE MPUMEPHI BKIOYAIOT, HO HE
orpaHuYMBalTCa UMK, HOPMUNAMUHO,  aUETUNaMMHO,  LMKIOrekcunkapboHunamuHo,
LUMKITOreKCMNMEeTUNKapboHunamMmmHo, GeH3ouMnamuHo, OeH3MnkapboHMMaMUHO U TOMY

noaobHoe.

TepmnH «ankokcn» obosHavaeT pagukan -OR, roe R npepcraBnsaer cobon ankum, Kak
onpefeneHo B HaCTOsLEM AOKYMeHTe. [pumepbl BKMOYAOT METOKCU, 3TOKCWM, MPOMOKCH,

OyTOKCK 1 TOMY NogobHoe.

TepmuH «ankokcukapbonun» obosHavaeT pagukan R-O-C(O)-, rae R npegcrasnset cobon

ankun, Kak onpeageneHo B HacTodLlemM JOKYMEHTEe.
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TepMnH «ankun» o003Ha4YaeT NMHEWHbIN HAaCbIWEHHbIA O4HOBAaNEHTHbLIN YrNeBOA4OPOAHbIN
pagvkan, COAepXalun OT OZHOro A0 LEeCTM aTtoOMOB Yrnepoga, Wnu pasBeTBIEHHbIN
HaCbILWEHHbIN O4HOBAaNEHTHLIW YrNEBOAOPOAHBIA paguKkarn, CoaepXalnin OT TPeX A0 LWeCTU
aTomoB yrnepoga. MNpumepbl BKOYAOT METWUM, 3TWUM, Nponun, 2-nponun, H-6yTun, n3obyTtun,
TpeT-6yTun, neHtun un Tomy nogobHoe. lpeanouytutenecHbl C1-C3 ankunbHblie rpynnbl, B

YaCTHOCTW, 3TUN U MEeTUn.

TepmuH «ankuncynbdoHun» obosHavaet pagukan R-S(O)2-, rae R npeacrasnsetr cobown

ankun, Kak onpeaeneHo B HactodLlemM JOKYMEHTEe.

TepMnH «ankuneH» obo3HavaeT NUHENHbIN HACbIWEHHbIA 4BYXBANEHTHbIN YrNeBOAOPOAHbIN
pagvkan, COAepXalwun OT OAHOro A0 LIeCTU aTtoOMOB Yrnepofa, Wnu pasBeTBrEHHbIN
HaCbILWEHHbIA ABYXBaNEeHTHbIN YrNeBOAOPOAHbIAN pagukan, cogep)awmi oT Tpex A0 LIeCTu
aTtomoB yrnepoga. lNpumepbl BKAOYAKOT METUNEH, 3TUMNEH, 2,2-AUMETUNITUNEH, NPONUIEH, 2-

METMUNNPONMNeH, OyTUNEH, NEHTUNEH U TOMY Nogo6Hoe.

TepMuH «apun» ob6o3Ha4aeT OAHOBaNEHTHbIM MOHOLMKIMYECKUA WUNN  BULMKNNYECKUI
apomaTny4ecKkni yrneBoaopOAHbIN paauvkan, Heobsa3aTenbHO 3aMeLLeHHbI HE3aBUCUMO OAHUM
unu Gornee 3amMecTUTENAMU, NPELNOYTUTENBHO OAHUM, ABYMS UMW TPEMSI 3aMeCTUTENSMM,
NPEeANOYTUTENBHO BbIOPaHHLIMU M3 TPYMMbl, COCTOSLEN W3 ankuna, MapoKCK, arkokcu,
ranoreHankuna, ranoreHankokcu, Y-C(O)-R (rae Y oTcyTcTByeT wmnm npegcrasnseT coboun
ankuneHoBylo rpynny u R npeacrasnser cobov BOAOPOL, ankun, ranoreHankun,
ranoreHankokCcu, TrMAPOKCKH, ankoKCW, aMWHO, MOHOANKUNaMMHO WM AMankunamMmuHo),
reTepoarnkun, reTepoankunokCy, reTepoankunaMmmHo, ranoreH, HUTPO, LWaHO, amMuHO,
MOHOAanKMNaMmmHo, AnankunammuHo, ankuncynbOHUMaMUHO, reTepoankuncynbOHNNaAMMNHO,
cynboHamMugo, METUMEHAUOKCH, STUNEHAMOKCU, FeTEPOLMKINA UM FreTEPOLUKIMManku.
MpesnoyTUTENBHBI MOHOLMKITMYECKNE apuibHble Fpynibl, HE00A3aTENbHO 3aMeLLEHHbIE, Kak
OnucaHo Bbille. Bonee KOHKPETHO, TEPMUH «apuny BKIMIOYAET, HO HE OrpaHUYMBaETCH UMW,
deHun, Heobs3aTeNbHO 3aMELLEHHbIN HE3aBUCUMO OLHUM, ABYMSI UM TPEMS 3aMECTUTENSAMN,
NPEANOYTUTENBHO BbIOPaHHLIMU M3 TPYMMbl, COCTOSILLEN M3 ankuna, MApoKCK, arkokcu,
ranoreHankuna, ranoreHankokcu, Y-C(O)-R (rae Y otcyrctByeT wnv npegcrasnseTr cobou
ankuneHosylo rpynny u R npeacrasnser cobov  BOAOPOA, ankwun, ranoreHankun,
ranoreHankokCcu, TMAPOKCKH, ankoKCW, aMWHO, MOHOANKUNaMMHO WM AMankunamuHo),
reTepoarnkun, reTepoankurokCy, reTepoankunaMmmHo, ranoreH, HUTPO, LWaHO, aMuHO,
MOHOAanKnnaMmmHo, ANankUNamMmmHoO, ankunicynbOHUMAMUHO, reTepoankuncynbOHNNAMNHO,

CyJ'IbC*)OHaMI/IJJ,O, MEeTUNeHANOKCU, ITUNEeHAWNOKCKU, TreTepouuknun 1 retepouuknmiankan.
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OcobeHHO NpeanoYTUTENbHBIMW apuUnbHbIMK FPyNNaMn SBNAOTCHA 3aMeLLEHHble (PeHWUMNbHbIE
rpynnbl, BbiBpaHHbIE rpynnbl, COCTOSALWEN U3 XnopdeHnna, MeTokcudeHmnna, 2-gtopderHnna,

2,4-pndpTopdeHnna, 1-Hadptmna n 2-HadpTuna.

TepmuH «apuncynbdoHnn» obosHavaet pagukan R-S(O)2-, rae R npeacrasnset cobon apun,

Kak ornpeeneHo B HAaCTOSLLEM JOKYMEHTE.

TepMUH «apankun» OTHOCUTCS K apUIbHONM rpynne, kKak onpeaeneHo B HaCTOSLLEM JOKYMEHTE,

CBSI3aHHOW HEMOCPEACTBEHHO Yepes ankuneHoBYyto rpynmny, Hanpumep, 6eH3nn.

TepmuH «apunokcu» obosHavyaet pagukan -OR, rge R npeacrasnaet cobow apurn, kak
onpeaeneHo B HacTosILLEM JOKYMEHTE, Hanpumep, PeHOKCH.
TepmuH «apunokcukapboHun» oboaHavaet pagukan R-C(=0)-, rae R npeacrasnset coboun

apUnNoKcK, Hanpumep, PeHOKCUKapOOHU.

TepMUH «UMKNOanKun» OTHOCUTCA K HAacCbIWEHHOMY OAHOBaneHTHOMY LMKIMYECKOMY
YyrneBoAOpPOAHOMY paukany, coaepxallemy oT Tpex 40 CEMU aTOMOB yrrepoga B KonbLe,
unn, Bornee KOHKPETHO, TEM W3 ONpeAerieHHbIX COEAWHEHWW, KOTOpble MNEepPeyYncrneHbl B
npuvnaraembix Tabnuyax unu onmncaHbl B npumepax. Cneayet noHMMaTb, YTO 3TW pagukanbl
MOryT ObITb CrpynnMpPOBaHbl Takxke B rpynny, OXBaTbiBAKOLLYK TOMbKO Takue pagukarnbl, HO
NepBoOro Unm BTOPOro NPUOPUTETHOIO NPUMEHEHMS NN OBOUX MPUOPUTETHLIX NPUMEHEHUIA,
Hanpumep, LMKNonponun, Uukno®yTun, UMKNorekcun, 4-meTunymknorekcun n Tomy nogobHoe.
«Uuknoankunankun» osHavaeT pagukan -R2RP, rpe R? npeacraeBnseT cobo ankuneHoByto
rpynny n RP npeacraenaeT cobon LMKMNOankunbHy rpynny, Kak ornpeAeneHo B HaCTOoSALWEM

DOKYMEHTE, HanpumMep, LUKNOreKCUnMeTun, 1 ToMy nogo6Hoe.

TEPMUH  «3aMeLUeHHbIn  Uuknoankuny» obo3Ha4YaeT UMKNoankumbHbIA — pagukan, Kak
onpegeneHo B HAaCTOSALEM AOKYMEHTE, B KOTOPOM OAMH, 4Ba U TPy (NPeAnoYTUTENBHO OAMH)
aToOM BOAOPOAA B KOMbLie HE3AaBUCUMO 3aMeHeHbl Ha ynaHo unum -Y-C(O)R (rae Y otcyTcTByeT
unn npeacrasnseT cobon ankMneHoBy rpynny n R npeacrasnseTr cobon BOLOPOL, ankun
ranoreHankun, ruAPOKCKH, ankoKCW, amMWHO, MOHOANKUMAMWHO, AWNANKWNaMWHO  WUNn
HeoBA3aTenbHO 3aMeLLeHHbI EHMN) UK, 6oMnee KOHKPETHO, T€ N3 KOHKPETHLIX COeAVHEHUN,

KOTOpbIE NepevncreHbl B npunaraembix Tabnuuyax unm onmcaHbl B npumepax.

TepMuH «ranoreH» obosHavaeT pTop, xrop, 6pom unm nog, NPeanoYTUTENBHO hTOP U XIOP.
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TepMUH «ranoreHankuny obo3HavaeT ankun, 3ameLleHHbIn 0gHUM unu 6onee oauHaKoBbIMMN
Unn pasHoiMn atomamu ranoreHa, Hanpumep -CH.CIl, -CFs;, -CH.CF3;, -CH2CCls, n Ttomy

noaobHoe.

TepMmuH «retepoankun» obosHayaeT ankunbHbIA pagukan, Kak onpefeneHo B HacTosLEeM
AOKYMEHTE, B KOTOPOM OAWH, ABa WM TpU atoma BOAOPOAA 3aMeLlEeHbl 3amMecTuTenem,
He3aBUCMMO BbIGpaHHLIM M3 rpynnbl, cocToswen ns -OR?, -N(0).RPR® (rae n pasHo O unu 1,
ecim R® u R® ofa He3aBMCUMO npeacTaBnsalT CcobOoW ankum, UWKNoankun unu
umknoankunankun, n 0, ecnu HeT) u -S(O).R? (rae n npeacTaensaeT cobon yenoe yucno ot 0
40 2), Npy YCrIOBUW, YTO TOUKA NPUCOEANHEHWS FETEPOAnKNNbHOro pagukana pacrnonoxeHa Ha
atome yrnepoga, rae R? npeacrasnsietr cobon BOAOPOA, auum, ankoKCMkapOOHWM, ankun,
LMKnoankun unu yvknoankunankun, RP n R® HezaBucumo gpyr OT apyra NpeAcTaBnsaoT cobom
BOAOPOA, auwr, ankoKCUKapOOoHUN, ankum, UMKNoankun, LMKNoankunankun, ankuncynbsgoHun,
aMUHOCYNbAOHUMN, MOHO- WUNU  AWanNKUIaMUHOCYNbOHWUM, aMUHOANKWM, MOHO- WNnn
AVankunaMmmHoankun, rUAPOKCUankumn, ankokCUankur, rmapPOKCUANKUNICynb@OHUN  Unu
ankokcuankuncynb®oHun; un korga n pasHo 0, RY npeacraenset cobor BOAOPOA, ankun,
LMKNoankmn, LUMknoankunankmn nnm HeobssatenbHO 3amMeLLeHHbI (DEeHUN, U Korga n pasHo 1
unm 2, RY npeacraensetr coboW ankun, UMKNoankun, Uuknoankunankun, HeobasaTenbHO
3aMeLyeHHbIn  PeHUN, amMuHO, auuMnaMMHO, MOHOAanKunNamMmuMHO Unu  AUankunamuHo.
MpeanoyTUTENbHbIE reTepoankuibHble rPYNMbl  BKAKYAT MMAPOKCUANKWUbHbIE TPYNMbI,
npeanoutntenbHo C1-C6 rugpokcnankunbHble rpynnbl. TUMNWUYHbIE MPUMEPDLI BKIIOYAIOT, HO HE
OrpaHNYNBaoTCs UMK, 2-rAPOKCUITUN, 2-TNAPOKCUNPONUA, 3-rMapPOKCUNPOnnn, 2-rnmapokcu-1-
rMMAPOKCUMETUNSTIN, 2-rnapoKcu-1-MeTunaTun, 2,3-purnapokcunponun, 1-
rMMAPOKCUMETUNATUN, 3-napokcnbyTun, 2,3-41rngpokcndyTn, 2-rmapokcu-1-metTunnponun, 3-
rmapokcu-1- (2-rngpokcmatmn)nponun, 2-aMUHO3TUN, 3-amuHonponun, 2-
METUNCYNbAOHUNITUN, aMVHOCYNbMOHUNIMETUN, aMMHOCYNbOHNNATUN,
aMUHOCYNbOHUANPONUA,  METUNaMUHOCYNbMOHUAMETUN,  METUNAMUHOCYIb(OHMNITUN,
MeTUNamMuHocynboHmnnponun 1 ToMy nogobHoe. OcobeHHO npeanoYTUTENbHLIMU
reTepoankunbHbIMK rpynnamm SABNAOTCS 2-TNAPOKCUNPONALT, 3-rmgpokcu-1-(2-

rMMAPOKCUIATUMNPONU UM 2-TNAPOKCU-1-METUNITUN.

TepMUH «ruapokcrankun» obo3HavaeT ankunbHbIA pajukan, Kak onpeaeneHo B HacTOsILLEM
JOKYMEHTE, 3aMeLLEeHHbIA O4HOW i Bonee, NpeanoYTUTENBHO OAHOW, ABYMS UMW Tpems
rMAPOKCUrpynnamu, Npu yCnoBUn, YTO OAUH M TOT e aTtoM yrnepoja He HeceT 6onee ogHOon
rmapokecurpynnbl. MpeanoyTuTenbHble NPUMEPbl BKMKOYAKOT, HO HE OrpaHMYMBalOTCs UMW,

rMMAPOKCUMETUN, 2-TMAPOKCUITUN, 2-rnapokecunponun, 3-rugpokcunponun, 1-(rmapoKCUMeTN)-
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2-MeTMnnponun, 2-rngpokcudyTun, 3-rmapokcubyTmn, 4-rmapokcndyTun, 2,3-
Anrngpokcmnponun, 2-rnapoKcu-1-rugpoKCUMETUNITUN, 2,3-gurugpokcndyTun, 3.,4-
anrngpokenbytun, 2-(rmapoKCumMeTun)-3-rmgpokeunponun, 3-ruapokcu-1-(2-rmgpokcnaTn)-
nponun " 2-TUAPOKCU-1-METUNITUN, npPeanoYTUTESNBHO 2-TMAPOKCNITUN, 2,3-
aurmgpokevnponun  n - 1-(rMapoKCUMeTn)2-rmapokcnatin, Oonee npeanoduTUTENbHO 2-
rmapokcunponun,  3-rmapokcu-1-(2-rmgpokcnatun)nponmn U 2-rapokcu-1-MeTmnaTun.
COOTBETCTBEHHO, MPU MCMNOMb30BaAHMM B HACTOSILLEM AOKYMEHTE TEPMUH «TMAPOKCUANKMM»

NCnonb3yeTcs ANs onpeAeneHns NoArpynnbl reTepoankuibHbIX rpynmn.

TepmuH «reTepoankunkapboHun» obosHavaet rpynny Ra-C(= O)-, rae R? npeacrasnset coboun
retepoankunbHylo rpynny. TUnNuuHbIE NPUMEpPBLI  BKIHOYAT  aueTUNoKCMMeTMNKapOoHun,
aMmnHomeTunkapboHun, 4-ayeTunokcn-2,2-agumeTnndyTaH-2-omn, 2-aMnHo-4-MeTUNNEHTaH-2-

oun, u Tomy nogobHoe.

TepmuH «retepoankunokcu» obosHavaet rpynny R?O-, rge R? npeacrasnsier cobown
reTepoankunbHyto rpynny. TunudHble npumepsbl BkroyawT (Me-C(= 0)-O-CH2-O-, n tomy
noaobHoe.

TepMuH «retepoankunokcukapboHuny» obosHavaet rpynny R3-C(= O), rae R? npeacrasnsaeT
cobon retepoankunokcn. TUNUYHbIE NMPUMEPbI BKMOYAOT 1-aleTUNOKCU-METOKCUKapPOOHUN
(Me-C(=0)-OCH2-OC(=0)-), u Tomy nogobHoe.

TepMuH «retepoapuny 0603Ha4YaeT 0g4HOBANEHTHbLIA MOHOUMKITMYECKUA Unn BULUKNNYECKUI
paauvkan, cogepxawmum ot 5 4o 12 atomMoB B KOMbLe, CoaepXaliMi no MEHbLUEN Mepe O4HO
apomaTtn4eckoe KombLo, coaepKallee OAuH, ABa UNu Tpy reTepoaToma B KonbLe, BbIOpaHHbIX
13 rpynnel, coctoswen n3 N, O nnun S, octanbHble atoMbl kKOnbLa npeacrasnsaoT cobon C, npu
YCMNOBUWN, YTO TOYKA MPUCOSAUHEHUS rETEPOAPUIbHOIO pagukana OyaeT pacnonoxeHa Ha
apomaTu4eckom konbue. [eTepoapunbHoe KomnbLo Heobs3aTenbHO 3aMEeLLeHO HEe3aBUCUMO
OAHUM Mnn Gonee 3amMecTUTENAMU, NPEANOYTUTENBHO OAHUM UM ABYMSI 3aMECTUTENSMU,
BbIOpaHHbIMM M3 TPYNMbl, COCTOSILLEN M3 ankuna, ranoreHankuna, retepoarnkuna, rmapokcu,
ankoKcu, ranoreHa, HATPO UNn LaHo. bonee KOHKPETHO TEPMUH «reTepoapui» BKMOYAET, HO
HEe OorpaHu4MBaeTCs UMW, NUPUANN, dYPaHWUM, TUEHUN, TUA3ONWUM, N30TUA30NNUM, TPUA3oNUN,
UMWZA30MuN,  M30KCa3onwm, MWPPONWA, NWMPasonum, n[MpUMuanHUN, GeHsodypaHun,
TeTparmgpobeHsodypaHun, unsobeHsodypaHun, OeHsoTuaszonun, OeH3ousoTMasonun,

6eH30TPNasonun, UHAOMNWM, U30MHAONUN GEH30KCA30MuM, XUHOMUM, TeTParnapOXMHONUHWI,
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nsoxuHonun, ©OeH3nmmngasonun, ©OeH3msokcasonun unu  B6eH3oTMeHun, ummngaso[1,2-al-

NUPUANHUA, UMKNAa30[2,1-b]JTnasonmn n nx Npon3BoaHbIE.

TepMmuH «retepoapankuny» obosHayaeT paaukan -R?RP, roe R? npeacrasnsetr cobown
ankuneHosylo rpynny u RP npeacraeBnset coGoii reTepoapunbHyo rpynmy, Hanpuwmep,
NMUPUAVH-3-UNMETUN, UMWUAA30NMNSTUN, NMPUANHUNATUN, 3-(06eH3odypaH-2-un)nponun, u

TOoMy nogobHoe.

TepMUH «retTepoankunaamMmelleHHbI UMKnoankmuny obo3HayaeT UMKNoankunbHbIA paaukan,
Kak onpeAeneHo B HacTOsLeM [OKYMEHTe, rAe OAMH, ABa WUNU Tpu aTtoma BOAOpOAa B
LUMKNOanKnNbHOM pajukane 3aMeHEeHbl reTepoankunbHOW [pymnnon, MNpu YCrNOBWM, uYTO
reTepoarnkunbHbI pagukan NPUCOEAUMHEH K LMKMOAnkuribHOMY pajukany uvepes yrnepog-
YIMEepPOAHY0 CBSi3b. TWMWYHbIE MPUMEPbI BKMIOYAIOT, HO HEe oOorpaHudmMBarTcs umu, 1-

MMAPOKCUMETUNLMKNONEHTMN, 2-TMAPOKCUMETUNLMKIOrEKCUN, 1 TOMY NOoLoOHOe.

TepMUH «retepos3ameLyeHHbld LuKknoankun» obo3HavaeT LUUKNoankunbHbIA pagukan, Kkak
onpeaeneHo B HacTosILLEeM JAOKYMEHTe, rae OAWH, ABa WM TPU aroma Bojoposa B
LMKITOAnKUIbHOM pajunkane 3aMmeHeHbl 3aMeCcTUTENEM, HE3aBUCUMO BbIOPaHHbIM M3 rpPynnbl,
COCTOSILLIEN M3 TMAPOKCK, anKOKCW, aMWUHO, auunamMmHO, MOHOANKUMNaMMHO, AUAanNKUNamMmmHo,
okco(C=0), umuHo, rugpokeummHo (=NOH), NR'SO;R? (rae R’ npeacrasnsaet co6oi BOAOPOA
unn ankun n RY npeacrasnsetr cobon  ankun, LMKMOankun, rMAPOKCUAnKum, amuHo,
MOHOanNKMnammHo unu gnankmnammio), -X-Y-C(O)R (rae X npeacrasnset cobon O unu NR', Y
npeacraesnseT cobon ankuneH unm oTCyTCcTBYET, R npeacraBnsaeTr cobon BOAOPOA, ankun,
ranoreHarnkun, ankokCW, amMWHO, MOHOANKUMaMuHO, AUankunamuMHO unm Heobs3aTenbHO
3ameweHHbin peHmn n R' npeacrasnsetr cobor H wnm ankmn) wnm -S(O)nR (rae n
npeacraenseT cobon yenoe yucno ot 0 oo 2), Tak yto, korga n pasHo 0, R npeacraensier
cobon BoOAOPOA, ankur, UUKNoankun, UUKNoankunankumn, HeobasaTtenbHO 3aMeLleHHbIN heHun
UNM TUEHUn, W, Korga n paesHo 1 mnu 2, R npeacraesnsieT cobon ankun, LUUKNoankun,
uuknoankunankin, HeobsisaTenbHO 3aMellyeHHbIM PeHun, TUEHWUN, aMUHO, auunamuHo,
MOHOAMNKUNAMUHO WM gUankunaMmmHo.  TUMNU4YHbIE MPUMMEPbI  BKIKOYaOT, HO  He
OrpaHnYnBaloTCs UMK, 2-, 3- UnNn 4-rmapoKCULMKIIOrekcun, 2-, 3- unn 4-aMmMHOLMKNOrekcun, 2-
, 3- nnn 4-meTtaHcynbOoHaMUAOUMKIIOreKCn 1N TOMy nogobHoe, npeanodTUTENBHO 4-

rMAPOKCULMKIOreKCHnn, 2-aMUHOLMKIOreKCUN Ui 4-MmeTaHCy b OHaMUAOLUKITOreKCHr.
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TepMrH «reTepo3amelleHHbI  LuKknoankunankun» obosHavaetr paavkan R2RP, rge R?
npeacTaBnaeT CobOW reTepo3amMeLLeHHbI LMKnoankunbHbl paaukan u RP npegcrasnset

cobon ankuneHoBbIN pagukan.

TepMuH «reTepounknoammHo» o0603HaYaeT HacbIWEHHY OHOBANEHTHYIO LWKINYECKYHO
rpynny m3 4-8 atomoB Konbua, rae OauMH atom konbua npegcrasnseTr cobon N, a octanbHbie
aTombl Konbua npeacrtasnawT cobon C. TunNUUHbIE NPUMEPbLI BKIIOYAKT MUNEPUIUH W

NMUPPONUANH.

TepMuH «retepoumknunny obo3Ha4YaeT HaCbIWEHHbIA NN HEHACLILEHHbIN HeapoMaTUieCKnin
LUMKNnYecknun pagukan u3 3-8 aToMOB KonbLa, B KOTOPOM OAWH WUNW ABa aroma Konbua
npeacrasnaioT cobon retepoaromel, BbibpaHHble n3 N, O unn S(O), (rae n npeacrasnsaeT
cobon yenoe uncno ot 0 o 2), octanbHble aToMbl KonbLa npeacrasnaoT cobon C, rae oguH
unn pgea atoma C wmoryT ObiTb Heobs3aTenbHO 3aMeHEHbl KapOOHWMBHOW TPYMnnou.
eTepoUUKNNIBLHOE KOMbLO MOXET ObiTb Heobs3aTenbHO 3aMeLeHO HEe3aBUCUMO OAHMUM,
ABYMSI UNW Tpems 3amMecTUTensamn, BbIOpPaHHbIMM W3 rpynnbl, COCTOSILLEN M3 arnkuna,
ranoreHankuna, retepoankuna, ranoreHa, HUTPO, LMaHo, LMaHoankuna, rmapokcu, arnkokcu,
aMMHO, MOHOANKNNaMuHoO, gnankmnamuHo, apankuna, -(X),-C(O)R (rae X npeacrasnset cobon
O unn NR', n paBHo 0 unun 1, R npeacTtasnsaet cobon BOAOPOA, ankun, ranoreHankun, rmapokcu
(korga n paseH 0), ankokCcy, amMHO, MOHOANKUIaMMUHO, AWankunammHo nn HeobsisaTenbHO
3amelyeHHbIn deHnn, n R’ npeacrasnsetr cobon H wnnn ankmn), -ankmneH-C(O)R? (rae R?
npeacraenset cobon ankun, OR unu NR'R", u R npegcrasnser cobon BOAOPOA, ankun Unu
ranoreHankun, n R' n R" HesaBncumo npeacrasnsatot cobon sogopos unu ankun) unm -S(O)nR
(rae n npeacrasnset cobon yenoe uncno ot 0 4o 2), Tak uto, korga n pasHo 0, R npeacrasnser
cobon BOAOPOA, ankur, UUKNOAnkvn Ui uyuknoankunankin, u korga n pasHo 1 mnm 2, R
npeacraenser cobon ankvn, UMKNoankun, UWKNoankunankun, amuHo, auyunammHo,
MOHOANKUNaMMHO,  AWanKUNamuHO Unu  retepoankun. bonee  KOHKPETHO, TEepMMH
«rETEPOLMKNNMY BKITOYMAET, HO HE OrPaHMYMBAETCA UMUK, TETPArnaponupaHnn, nNMNepPuanHo,
N-meTunnunepuaunH-3-mn, nunepasuHo, N-meTunnnMpponnanH-3-un, 3-NUpPOonNnanHoO,
MOPONNHO, TUOMOPXONNHO, TUOMOPGONMNHO-1-0KCKa, TnomopdonuHo-1,1-gnokeuna, 4- (1,1-
AnokcoTeTparnapo-2H-tnonnpanun), NUPPONNHUI, UMNAA30NNUHUN, N-

MeTaHCynbOHUNNUNEPUANH-4-UN 1 UX NPOU3BOAHbIE.

TepMuH «retepouumknunankun» obosHavaeT paaukan -R?RP, roe R? npeacrtasnsaeT cobou

ankuneHoByto rpynny u RP npeacrasnseT cobo reTepoUnKNUnbHYIO rpynmny, Kak onpegeneHo
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BbllLe, HaNpUmep, TeTparnaponnpaH-2-mnMeTun, 2- nnu 3-nmnepuanHnnmetTun, 3-(4-metun-

nunepaswuH-1-unynponun, n Tomy nogobHoe.

TepMuH «(reTepoymknun)(ymkroankmnankun» obo3HavyaeT ankunbHbIA pagukarn, B KOTOPOM

ABa atomMa BoAOopOAa 3aMEHEHbI reTEPOLMKITUIBHOW rPYNNOn U UMKNOankUinbHOW rpynnon.

TepMuH «(reTepounknun)(retepoapun)ankun» obo3HavaeT ankumnbHbIA pagukan, B KOTOPOM

ABa atomMa Bo4OopOAa 3aMeEHEHbI reTEPOLMKITUIBHON rPYNNOn U reTepoapuibHON rpynnou.

TepMnH «ammnHo» obo3HavaeT pagukan -NHo.

TepMnH «MOHOanknnammHo» obosHavaet pagukan -NHR, rage R npeacraesnser cobon
anknnbHyo, rMAPOKCUANKUIBbHYIO, LIMKNOANKUIBHYIO UM LMKNOAMNKUNANKUIbHYO rpynmny, Kak
onpeAeneHo Bbilwe, Hanpumep, METUNaMMHO, (1-MEeTUN3TU)aMMHO, MAPOKCUMETUIIAMUHO,

LMKNnorekCunammHo, LHuKnorekCunMmeTunammHo, LUKNorekCunaTnnammHo, 1 Tomy nogo6Hoe.

TepMuH «anankmnammHo» obosHavaet pagukan -NRR', rae R n R' He3aBucrMmo npeacraBnsatoT
cobon  ankunbHY, TMAPOKCUANKUMBbHYO, LMKNOANKUIbHYD UMW  LUKNOANKMnankunbHyo
rpynny, kak onpeaeneHo B HaCTOSLWEM AOKYMEHTE. TUNUYHbIE MPUMMEPbI BKNIOYAKT, HO HEe
OrPaHNUYMBAKOTCA UMK,  AUMETUNAMUHO,  METUN3TUNAMWHO,  AU(1-METUN3TMUM)aMUHO,
(meTun)(rnapokcmeTmn)ammHo, (Uuknorekcun)(MeTtun)amuHo, (LMKNorekcun)(3Tun)ammuHo,
(ynknorekcun)(nponun)amuHo, (yuknorekcunMeTnn)(MeTun)ammHo,

(ynknorekcunmeTnn)(3TUN)amMmuHO, U TOMy Nogo6Hoe.

«HeobsazatenbHO 3amelyeHHbIn  dheHun» obo3HavYaeT EeHUNbHOE KOMbLO, KOTOpoe
Heobs3aTenbHO 3aMELLEHO HE3aBUCUMO OAHUM U Bonee 3amecTUTENsIMN, NPEANOHYTUTENBHO
OAHWM, ABYMSI UM TPEMS 3amecTuTensmn, 6onee NnpeanoYTUTENbHO ABYMST 3aMECTUTENSMN,
BbIOpaHHbIMM M3 Tpynnbl, COCTOSILUEN W3 ankuna, MMAPOKCK, arnkoKCW, ranoreHankuina,
ranoreHankokCcu, reTepoankuna, ranoreHa, HWUTPO, UMaHO, amMuHO, METUNEHANOKCH,

3TUNEHANOKCU 1 auuna, NpeanoYTUTENbLHO ranoreH, Hambonee NpeanoYTUTENLHO PTOP.

Takum oOpasom, B MPeanodYTUTENBHOM BapuaHTe peanusauun wuHrmbutop p38 Aans
nPUMEHeHuss B apmayeBTUYECKON KOMOMHAUMM COrMacHO HAacTosLeEMY UN300peTeHunto
BbIGpaH M3 rpynnbl, COCTOSILLEN M3 Mamanumoga, akymanmmMmoaa, NocManMmMoaa, AUnmManvMmoaa,
cemanmmoga, AZD7624, ARRY-371797, LY2228820, R9111, PH-797804, BIRB 796, VX-702,
VX-745, SB 239063, SB202190, SCIO 469 u BMS 582949 u ux capmayeBTuyecku
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npuemnemblx conen. bonee npeanoyTutenbHo wHMOUTOP p38 AnNST NPUMEHEHUS B
hapmaleBTUHECKON KOMOMHaUMM COrMacHO HacTosiemMy n3obpeTeHuto BbiBpaH u3 rpynmbl,
cocTosillen 13 namanumoga, nocmanumoga, LY2228820, BMS 582949 wnm  ux
hapmMaleBTUYECKN MPUEMITIEMBIX COMNEN N UX CMECEW, UMW BbIBPaH 13 rpynnbl, COCTOSALLEN 13
namanumoga, nocmanmmoga, LY2228820, BMS 582949 wunm wux dapmaueBTUyeCcKu
npuemnemblx Cornen, unu BbibpaH U3 rpynnbl, COCTOALEN U3 namanumoga, fIocManumoaa,
aunnvanmmoga, R9111, LY2228820, BMS 582949 unu nx hapmayeBTU4eCKn npuemnemMbix
conewn, nnu BbibpaH 13 rpynnbl, COCTOALLEN N3 NamanumMoaa, nocmManumoga, AunMmanumosa v
R9111 wvnn wnx apmayeBTMyeckn npueMnemMbix conen, 06onee npeanovTUTENbHO
namanumoga, nocManumoga unu AunManuMmoga unv ux dapmMayeBTUYeCKn NpUeMnemblx
conen, ewe Oonee npeanoyYTUTENbHO nNamManuMoza unuv AunManuMmoga  wnn  Ux
hapmaneBTUYECKM MPUEMITEMbIX CONEN, B YaCTHOCTM NaMmanumoaa unu ero papmaneBTuyeckm

NpUeMNEMON COnu.

B oco6eHHO npeanoyTUTENBEHOM BapuaHTe peanusaymm HacTosaLwero n3obpeTeHms NHrmbutop
p38 npeacraenseTr cobon namanumod, XMMMYeckoe HassaHue 6-(2,4-audtTopdeHoken)-2-[3-
rmapokcu-1-(2-ruapoKcuaTnn)-nponunamMmmHol-8-metun-8H-nmpna ol 2, 3-dnupuMnamH-7-0oH,

UMeLLMA Xxummdeckyto dopmyny I, nnu ero apmaueBTUYECKN NPUEMMIEMYIO COMb.

F
HO N™ " ™ ©
pp
HO N N II\I O F
H Me
dopmyna lll

Mamanumog (pamapimod) M ero CcuHTE3 onucaHbl, Hanpumep, B WO2008/151992 wu
W02002/064594 n, Hanpumep, B gokymeHTe Hill RJ, Dabbagh K, Phippard D, Li C, Suttmann
RT, Welch M, Papp E, Song KW, Chang KC, Leaffer D, Kim Y-N, Roberts RT, Zabka TS, Aud
D, Dal Porto J, Manning AM, Peng SL, Goldstein DM, and Wong BR; Pamapimod, a Novel p38
Mitogen-Activated Protein Kinase Inhibitor: Preclinical Analysis of Efficacy and Selectivity J
Pharmacol Exp Ther. December 2008 327:610-619.

Ewe oaHum ocobeHHO npeanodTUTENbHLIM WHIMBUTOPOM p38 ABNSETCS NOCManuMoA
(losmapimod), umerOWMA XxUMMYeckoe HasBaHue 6-(5-((ymknonponunammnHo)kapboHun)-3-
dpTop-2-meTunderHnn)-N-(2,2-gumetnnnponun)-3-nupuamnHkapbokcammg M XUMWUYECKYIO

dopmyny IV, nnn ero bapmayesTMYECKN NpUemnemas corlb.
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F
dopmyna IV

Jlocmanmmog onucaH, Hanpumep, B gokymeHTe Cheriyan J, Webb AJ, Sarov-Blat L, Elkhawad
M, Wallace SM, Maki-Petgjd KM, Collier DJ, Morgan J, Fang Z, Willette RN, Lepore JJ,
Cockcroft JR, Sprecher DL, Wilkinson IB. Inhibition of p38 mitogen-activated protein kinase
improves  nitric  oxide-mediated vasodilatation and reduces inflammation in
hypercholesterolemia. Circulation, 2011 Feb 8;123(5):515-23.

Ewe oaHMm ocobeHHO npeanouTuTenbHbiIM MHrMOUTOpoM p38 gaBnsietca LY2228820,
UMEIOLLNA XMMMYECKOE HasBaHne 3-(2,2-gumeTtunnponun)-5-[4-(4-pTopdennn)-2-(2-metnn-2-
nponanun)-1H-nmuaason-5-nnl-3H-ummnaasof4,5-blnupnanH-2-ammH 1 Xummnyeckyo opmyny

V, unu ero hapmayeBTMYECKU Npuemnemas corb.

N
“ B—NH
o (| N)” 2
N N
+<\ I \\7{\
N
F
1] {ljll
-"ﬁ*GH -"§—DH
G 8
dopmyna V

LY2228820 onuncaH, Hanpumep, B gokymeHte Campbell RM, Anderson BD, Brooks NA, Brooks
HB, Chan EM, De Dios A, Gilmour R, Graff JR, Jambrina E, Mader M, McCann D, Na S, Parsons
SH, Pratt SE, Shih C, Stancato LF, Starling JJ, Tate C, Velasco JA, Wang Y, Ye XS.
Characterization of LY2228820 dimesylate, a potent and selective inhibitor of p38 MAPK with
antitumor activity. Mol Cancer Ther. 2014 Feb;13(2):364-74.

Ewe oaHum ocobeHHO npeanoyvtuTenbHbiM uHrMbutopom p38 asnserca BMS 582949,
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UMELLMA XUMMYECkoe HassaHue 4-(5-(ynknonponunkapbamounn)-2-MmeTnndeHnnamMmmHo)-5-
meTun-N-nponunnmnppono[1,2-f][1,2,4]tpnasunH-6-kapbokcammg 1 xmmmudeckyro dopmyny Vi,

nnu ero hapmaLeBTUHECKN NpUEMemMas Corlb.

H
N

HN W

N\
e s
topmyna VI

BMS 582949 onwncaH, Hanpumep, B Liu C, Lin J, Wrobleski ST, Lin S, Hynes J, Wu H, Dyckman
AJ, Li T, Wityak J, Gillooly KM, Pitt S, Shen DR, Zhang RF, McIntyre KW, Salter-Cid L, Shuster
DJ, Zhang H, Marathe PH, Doweyko AM, Sack JS, Kiefer SE, Kish KF, Newitt JA, McKinnon M,
Dodd JH, Barrish JC, Schieven GL, Leftheris K. Discovery of 4-(5-(cyclopropylcarbamoyl)-2-
methylphenylamino)-5-methyl-N-propylpyrrolo[1,2-f][1,2,4]triazine-6-carboxamide (BMS-
582949), a clinical p38a MAP kinase inhibitor for the treatment of inflammatory diseases. J Med
Chem. 2010 Sep 23; 53(18):6629-39.

Akymanumog (acumapimod) umeeT xumudeckoe HasBaHue 3-[5-amuHo-4-(3-ymaHobeH3ounn)-
1H-nnpason-1-un]-N-unknonponun-4-metundeHsammug n onucaH, Hanpumep, B nyénukauyum De
Buck S, Hueber W, Vitaliti A, Straube F, Emotte C, Bruin G, Woessner R. Population PK-PD
Model for Tolerance Evaluation to the p38 MAP Kinase Inhibitor BCT197 CPT Pharmacometrics
Syst Pharmacol. 2015 Dec;4(12):691-700, n npeacTtaBneH CTPYKTYPHOW hopMynon,

NPUBEAEHHON HUXKE:

Ounmanumog (dilmapimod) onucaH, Hanpumep, B gokymenTte Christie JD, Vaslef S, Chang PK,
May AK, Gunn SR, Yang S, Hardes K, Kahl L, Powley WM, Lipson DA, Bayliffe Al, Lazaar AL.
A Randomized Dose-Escalation Study of the Safety and Anti-Inflammatory Activity of the p38
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Mitogen-Activated Protein Kinase Inhibitor Dilmapimod in Severe Trauma Subjects at Risk for
Acute Respiratory Distress Syndrome. Crit Care Med. 2015 Sep;43(9):1859-69, n npeacrasneH

CTPYKTYPHOWN hOPMYNON, MPUBELEHHON HUXKE:

Cemanumog, (semapimod) onucaH, Hanpumep, B gokymeHTe Bianchi, M.; Ulrich, P.; Bloom, O;
Meistrell m, M., I. I.; Zimmerman, G. A.; Schmidtmayerova, H.; Bukrinsky, M.; Donnelley, T.;
Bucala, R.; Sherry, B.; Manogue, K. R.; Tortolani, A. J.; Cerami, A.; Tracey, K. J. (Mar 1995).
Molecular Medicine (Cambridge, Mass.). 1 (3): 254-266 unu, Hanpumep, B Wang J, Grishin AV,
10  Ford HR. Experimental Anti-Inflammatory Drug Semapimod Inhibits TLR Signaling by Targeting
the TLR Chaperone gp96. J Immunol. 2016 Jun 15;196(12):5130-7 n npeacTasneH

CTPYKTYPHOWN hOPMYNON, NPUBELEHHON HUXKE:

HN" " NH,
_N
2 “NF \n/\/\/\/\/lLN % N7 NH,
NH o H H
N..f'
|
HoN_ _NH

15
AZD7624 onncaH, Hanpumep, B gokymeHnte N, Cunoosamy D, Hegelund-Myrback T, Pehrson
R, Taib Z, Jansson P, Lundin S, Greenaway S, Clarke G, Siew L. AZD7624, an inhaled p38



10

35

inhibitor for COPD, attenuates lung and systemic inflammation after LPS Challenge in humans.

Eur Resp J. DOI: 10.1183/13993003.1 Sept 2015 n npeacraBneH CTPYKTYpPHOW POPMYOWN,
NPUBEAEHHON HUXKE:

o
HN
HaC

N c
[I
N HN

ARRY-371797 onucaH, Hanpumep, B gokymeHTe Muchir A, Wu W, Choi JC, lwata S, Morrow J,
Homma S, Worman HJ. Abnormal p38-alpha mitogen-activated protein kinase signaling in
dilated cardiomyopathy caused by lamin A/C gene mutation. Hum Mol Genet. 2012 Oct

1;21(19):4325-33, 1 npeacTaBneH CTPYKTYPHOU OOPMYIION, NPUBEAEHHON HUXKE:
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CH:z
NH

CHa
HaG

CH3

R9111 n ero cuHTE3 onmcaHbl, Hanpumep, B aokymeHTe WO2005/047284 wn, Hanpumep, B
pokymeHTe Hill RJ, Dabbagh K, Phippard D, Li C, Suttmann RT, Welch M, Papp E, Song KW,
5  Chang KC, Leaffer D, Kim Y-N, Roberts RT, Zabka TS, Aud D, Dal Porto J, Manning AM, Peng
SL, Goldstein DM, and Wong BR; Pamapimod, a Novel p38 Mitogen-Activated Protein Kinase
Inhibitor: Preclinical Analysis of Efficacy and Selectivity J Pharmacol Exp Ther. 200821327:610-

619 1 npeacTaBneH CTPYKTYPHOMU OOPMYNON, NPUBEAEHHON HIDKE:

F

O
oy S
XXX
N° N 0O
OH
OH
10

PH-797804 onncaH, Hanpumep, B 4okymeHTe Xing L, Devadas B, Devraj RV, Selness SR, Shieh
H, Walker JK, Mao M, Messing D, Samas B, Yang JZ, Anderson GD, Webb EG, Monahan JB.

Discovery and characterization of atropisomer PH-797804, a p38 MAP kinase inhibitor, as a
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clinical drug candidate. ChemMedChem. 2012 Feb 6;7(2):273-80, n npeacrtasneH CTPYKTYPHOW

HhopMyIion, NPMBEAEHHON HUXKE:

ZT

5
BIRB 796 onucaH, Hanpumep, B gokymeHte Dietrich J, Hulme C, Hurley LH. The design,
synthesis, and evaluation of 8 hybrid DFG-out allosteric kinase inhibitors: a structural analysis
of the binding interactions of Gleevec, Nexavar, and BIRB-796. Bioorg Med Chem. 2010 Aug
1;18(15):5738-48, n npeacraBneH CTPYKTYPHON POPMYIION, NMPUBELEHHON HUXKE:
10

MesC 0\/\
>\,L Ay NOo

VX-702 onucaH, Hanpumep, B gokymeHte Damjanov N, Kauffman RS, Spencer-Green GT.
Efficacy, pharmacodynamics, and safety of VX-702, a novel p38 MAPK inhibitor, in rheumatoid
15 arthritis: results of two randomized, double-blind, placebo-controlled clinical studies. Arthritis

Rheum. 2009 May;60(5):1232-41, n npeactaBneH CTPYKTYPHOW (POPMYNon, npuBeseHHON
HUXKeE:

@f%
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VX-745 onucaH, Hanpumep, B gokymeHTe Duffy JP, Harrington EM, Salituro FG, Cochran JE,
Green J, Gao H, Bemis GW, Evindar G, Galullo VP, Ford PJ, Germann UA, Wilson KP, Bellon
SF, Chen G, Taslimi P, Jones P, Huang C, Pazhanisamy S, Wang YM, Murcko MA, Su MS.
The Discovery of VX-745: A Novel and Selective p38-alpha Kinase Inhibitor. ACS Med Chem
Lett. 2011 Jul 28;2(10):758-63, 1 npefcTaBneH CTPYKTYPHON (POPMYIION, NMPUBELEHHOW HIDKE:

cl cl
F O
s~ SN2 N

F

SB239063 onucaH, Hanpumep, B AokymeHTe Strassburger M, Braun H, Reymann KG. Anti-
inflammatory treatment with the p38 mitogen-activated protein kinase inhibitor SB239063 is
neuroprotective, decreases the number of activated microglia and facilitates neurogenesis in
oxygen-glucose-deprived hippocampal slice cultures. Eur J Pharmacol. 2008 Sep 11;592(1-

3):55-61, n npeacTaBneH CTPYKTYPHOMU OOPMYION, NPUBEAEHHON HUXKE:

OH
CH4O
NN
N | N
L »
N
F

SB202190 onucaH, Hanpumep, B AokymeHTe Hirosawa M, Nakahara M, Otosaka R, Imoto A,
Okazaki T, Takahashi S. The p38 pathway inhibitor SB202190 activates MEK/MAPK to
stimulate the growth of leukemia cells. Leuk Res. 2009 May;33(5):693-9, n npeacrasneH

CTPYKTYPHOWN hOPMYNON, NPUBELEHHON HUXKE:
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OH

SCIO469 onucaH, Hanpumep, B aokymeHTe Sokol L, Cripe L, Kantarjian H, Sekeres MA, Parmar
S, Greenberg P, Goldberg SL, Bhushan V, Shammo J, Hohl R, Verma A, Garcia-Manero G, Li
YP, Lowe A, Zhu J, List AF. Randomized, dose-escalation study of the p38-alpha MAPK
inhibitor SCIO-469 in patients with myelodysplastic syndrome. Leukemia. 2013 Apr;27(4):977-

80, n npeacraeneH CTPYKTYPHONU dOPMYIION, NPUBEAEHHON HXKE:

dapmaueBTUYECKNE KOMOMHaLUN

Kak onumcaHO Bbllle, B NEPBOM acnekre Hacrosuwee un3obpeTeHme OTHOCUMTCA K
hapmaueBTn4eckorn KomomnHaumun, coagepaLlen:
(a) aronnct PPAR,
(b) MHIMBUTOP KMHAa3bI P38, u, HeoBa3aTeNbHO,
(¢c) oanH wnnn ©Gonee dapmaueBTUYECKM nNpuemMnembix pasbasutenen,
BCMOMOraTenbHbIX BELECTB UM HOCUTENEN,
ANs npuMeHeHus B cnocobe npefoTBpaLlleHnss unu nedeHns oudposmpyowmnx sabonesaHum

WM PaccTPOUCTB y cyDObekTa.

Moaxoaawme aroHuctel PPAR onpepeneHel Bbiwe. B ogHOM BapuaHTe peanusaguu
ykasaHHbil  aroHuct  PPAR  aktueBumpyetr PPAR-ramma w/unu PPAR-aneda. B
NpeanoYTUTENBHOM BapuaHTe peanu3ayum HacTosilero n3obpeTeHus ykasaHHbIW aroHUCT
PPAR BbibpaH 13 rpynnbl, COCTOSILLEN M3 MUOMMUTA30HA, POCUMMUTA30HA, TPOrNUTA30Ha,
heHohubpaTa, Oesacdmbpata m ux apmMalUeBTUYECKM nNpUemMnembix cornen. B Gonee
NpeanoYTUTENBHOM BapuaHTe peanu3ayun HacTosero n3obpeTeHus ykasaHHbIW aroHUCT

PPAR npegcrtasnsaet cobon aroHnct PPAR-ramma, npegnovtutensHo aronmnct PPAR-ramma,
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BbIOPaHHbIN U3 FPyNMbl, COCTOSLLEN N3 NMNOTMUTA30Ha, POCUIMIUTA30Ha U TPOrNMUTa3oHa Unn ux
dapmayeBTUYEeCKn MNPUEMIIEMbIX COMEW, B  YACTHOCTM  MNUOrAMTasoHa WM ero
dapmayeBTmyeckn npuemnemon conn. B 0coBeHHO NpegnoyTUTENBHOM  BapuaHTe
peanusaumm Hactoswero m3obpeTeHnst ykasaHHbin aroHuct PPAR npeacraensetr cobou

nmornnuTasoHa rngpoxnopus.

Moaxopsime nHrimbunTopsbl kKnHasel p38 onpeaeneHsl Bbiwe. B npesnoyuTuTensHOM BapuaHTe
peanusaumm HacToALero N3obpeTeHmns ykasaHHble MHIMOUTOPLI KMHa3sbl p38 HMMbupytoT p38-
anbtha, p38-6eta, p38-ramma unun p38-genbta UNU MX KOMOMHaUMK, NPEANOYTUTENBHO
MHrMBupytoT p38-anbtha u/mnn p38-6eta, bonee NpeanoYTUTENBHO MHIMBUPYT p38-anbda.
Opyrne npurogHeie nHMbuTopbl knHasel p38 npeacrtasnaoT cobon coegnHeHnsa popmynei |
mnn Il unn mnx gapmageBTUYeCcKn nNpUEMemMble COMWN, Kak OonpeaeneHo Bbiwe. dpyrnmu
NPUroAHBIMU MHIMOUTOPaMN KUHA3bl P38 ABNSOTCS UHIMOMTOPbLI KMHas3bl P38, BblibpaHHble 13
rpynnbl, COCTOSILLEA U3 namanumMoja, akymanumoga, nocmanumoga, Aunmanvmoaa,
cemanmmoga, AZD7624, ARRY-371797, LY2228820, R9111, PH-797804, BIRB 796, VX-702,
VX-745, SB 239063, SB202190, SCIO 469, BMS 582949 1 nx hapmaueBTrU4ecku npuemnemMbix
CONnen, B YacTHOCTW, namanumog, nocmanumog, LY2228820, BMS 582949 wnu ux
hapmayeBTMYEeCKN NpUeMnemMble CONMU N X CMECU, UK BbiIOpaHHbIe U3 FPynMbl, COCTOSILLEN U3
namanumoga, akymanumoga, nocmanumoga, gunmanumoga, cemanmmopa, AZD7624, ARRY-
371797, LY2228820, R9111, PH-797804, BIRB 796, VX-702, VX-745, SB 239063, SB202190,
SCIO 469, BMS 582949 u unx dapmayeBTUYECKn NpUEeMMEMbIX CONen, B YacCTHOCTW,
namanumog, nocmanumog, LY2228820, BMS 582949 nnu nx papmaueBTU4eckn npuemnemMbie
COnMu, NPeAnoOYTUTENBbHO NamManumog, nocmanumog, auvnmanmmog wnn R9111 mnu nx
dhapmaueBTMyeckn npuemnemble conu, Oonee NPeAnouTUTENbHO Namanumog, Wnu
AUNManumMog unu mx apmaueBTUYECKM NpUEMIEMbIE CONW, Bonee KOHKPETHO namanumog

nUnu ero hapmaLeBTUYECKN NPUEMEMas CoMb.

dapmayeBTudeckass KOMOUHaLMs COrnmacHO HaCcToALEMY N300peTeEHMIO NpeacTasnaeT cobon,
Hanpumep, KOMOMHMPOBAHHLIM Npenapatr wunn QapMayeBTUHECKYIO KOMMO3ULMIO  Ans
OZAHOBPEMEHHOrO, PasaenbHOro U NOCNeAoBaTENbHOIO NPUMEHEHUS.

Ncnonb3yembli B HACTOSLLEM JOKYMEHTE TEPMUH KKOMOWMHUPOBAHHBIM NpenapaT» OTHOCUTCS,
B HACTHOCTM, K «<Habopy 13 YacTeN» B TOM CMbICIE, YTO yKasaHHbIA aroHnCT PPAR 1 ykasaHHbIN
NHrMBUTOP P38 MOXKXHO AO3MPOBATL HE3ABMCUMO, MNBGO B OTAENBHOM POopMeE, HAaNPUMEP, B BUAE
OTAENbHbIX TAbneTok, NMBO NyTEM NPUMEHEHUS Pa3MNYHbIX (PUKCUPOBAaHHbIX KOMOUHaLun ¢
onpegeneHHbIMU KONMYECTBaMN akTUBHbIX UHIpeaneHToB. OTHOLLIEHWE KONNYeCcTBa aroHncTa

PPAR k konuyecTtBy MHrMbutopa p38, BBOAMMbIX B COCTaBE KOMOMHMPOBAHHOIO npenapara,
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MOXET BapbMpoBaTbCs, Hampumep, Ans Toro, 4ToObl COOTBETCTBOBATb MNOTPEOHOCTAM
nonynauMM NaUMEHTOB, MNOANEXALMX IEYEHUD, UNn MNOTPEOHOCTSIM OAHOro MnayMeHTa,
KOTOpbI€ MOTYT ObITb PasHbIMM B 3aBUCMMOCTM OT BO3pacTa, nomna, Maccbl Tena nayneHta m 1.
4. OtgenbHble yactTn kombuHMpoBaHHOro npenapara (Habop M3 4acTten) MOXHO BBOAUTb
OAHOBPEMEHHO UM NOCMNEA0BaTENbHO, TO €CTb B ONPeAENEeHHOM XPOHOMOrMYECKOM NOPSIAKE,
Hanpuvep, B pasHbleé MOMEHTbl BPEMEHU U C OAMHAKOBBIMW WM PasHbIMU MHTEpPBanamu

BpeMeHU and nobon YacTu ykasaHHOro Habopa us yacten.

TepMmyH «bapmaueBTMyHeckas KOMMO3ULUS» OTHOCUTCS K KOMOUHMPOBaHHOMY npenapary ¢
ycTaHoBneHHon goson (aHrn. «fixed-dose combination», FDC), coaepaiiyemy aroHnct PPAR
n nHrnbutop p38, 0ObeaMHEHHbIE B CTaAHAAPTHYIO AO3UPOBAHHYIO POPMY B OMNpeneneHHON

kOMBWMHaLMM COOTBETCTBYOLLMNX [,03.

dapmaueBTUYECKYIO KOMOMHAUMIO Takke MOXHO MPUMEHATb B Ka4YecTBe [JOMNOMHUTENbHOW
Tepanuu. Mcnonb3yemblil B HacTosLWEM AOKYMEHTE TEPMUH «AOMOMHUTENbHas Tepanus»
OTHOCUTCS K COBOKYMHOCTW peareHToB ANsi NMPUMEHEHUS B Tepanuu, CyObekT, nonyvarowmm
Tepanuio, HaudMHaeT MEPBbIN PEXUM NEYeHMst OgHUM unn Bonee peareHTamyn A0 Hadana
BTOPOro pexuma neyvyeHnss ogHum nnm Gonee apyrumm peareHTamu B 40MNONTHEHNE K NEPBOMY
PEXUMY NEYEHMSs, TaK YTO HE BCE peareHTbl, NPUMEHSAEMbIE B TEpanuu, HaA4YMHAT AaBaTb
OAHOBpeMeHHO. Hanpumep, apobasneHne Tepanun WHIMOUTOpoM p38 nauueHTy, yxe

nonyvatowemy Tepanuio aroHnctom PPAR, n Hao6opoT.

B npesnoytUTENLHOM BapuaHTe peanvsaumy HacTosiLLero n3obpeteHns apmManeBTnyeckas

KOMOMHaUMs cornacHo M3o0peTeHuto npegctasnseT cobon KOMOMHMPOBAaHHLIWM Mpenapar.

B ©Gonee npegnoytuTENbHOM  BapuaHTe peanu3aymm  HacTosiero  m3obpeTeHus
hapmaueBTuyeckas kKOMOMHaUMA CormacHo HacToswemMy n300peTeHnto npeacTaBsnseT cobomn

hapmaleBTUYECKYD KOMMO3NLNIO, TO €CTb KOMBUHAaLMIO ¢ PUKCUPOBAHHON L030M.

Konnuyectso aroHucta PPAR wun wuHrubutopa p38, nognexawmx BBeLeHWo, Oyger
BaApbMpPOBAaTbCA B 3aBUCMMOCTU OT Takux (PaKkTOpOB, KaK KOHKPETHOE COEAUHEHME,
BONe3HEeHHOE COCTOSHUE U €r0 TKECTb, B COOTBETCTBUM C KOHKPETHBIMU 06CTOSTENBCTBAMM,
CBSI3@HHbIMM C 3TUM Crny4aeM, BKIHOYas, HanpuMepP, KOHKPETHbLIA BBOAMMBIA aroHUCT PPAR,
NyTb BBEAEHWUS, COCTOSIHME, NOAMEXallee nedYeHulo, UeneByo obnacTb, Noanexallyro

NevyYeHnto, n cy6be|<Ta Unn xo3daunHa, nogsepraemMoro ne4eHuto.
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B ogHoM BapmaHTe peanusayum Hactosiee n3obpeTeHne oTHOCUTCA K hapMaLeBTUYECKON
komBuHaumm, cogepxailen aroHnct PPAR n uHrubutop p38, npu 3TOM yKasaHHbIW arOHUCT
PPAR wun ykasaHHbiM WHMMOMTOP P38 NPUCYTCTBYIOT B TepaneBTMHECKM IDAEKTUBHOM

Konun4yecTee.

B npeanouytutensHoM BapuaHTe peanusauyum HacTosilee u3o0peTeHuMe OTHOCUTCA K
thapmaueBTnyeckon komOuHauun, copepxawen aroHmnct PPAR u uwHrubutop p38, rae
ykasaHHbin aroHuct PPAR 1 ykasaHHbin  umHrMbutop p38 oOkasbiBalT agaUuTUBHbBIN
TepaneBTUYeCcKUn apdekT, T.€. rae ykasaHHbln aroHnct PPAR 1 ykasaHHbI MHrmbutop p38

NPUCYTCTBYIOT B Konm4yecTse, obecneunBaoem aganTUBHbIA TEpaNeBTUHECKUA 3DEKT.

Mcnonb3yembid B HaCTOSLLEM OMUCAHUUM TEPMUH «aaaUTUBHbLIM» O3Ha4aeT, uTo 3P dEKT,
AOCTUraembi C NOMOLLBIO hapMaueBTUYECKMX KOMOMHAUUN NO HacTosLweMy U306peTeHuto,
NPUMEPHO paBeH CyMMe 3PPEKTOB OT NPUMEHEHUS areHTOB, a MMEHHO aroHucta PPAR wu
nHrmbmutopa p38, B KayecTBe MOHOTEpanui. AAAWUTUBHbLIN addekt obecneymsaet
NpeumMyLLecTBo, 3aknovaroeecs B 6onbluen 3PPEKTUBHOCTU NPU TEX XKe A03aX U MOXET

npuBecTu K bonee ANUTENLHON peakuymMm Ha Tepanuio.

B 6onee npeanoyTUTENbHOM BapuaHTe peanus3auumm HacTosee U3obpeTeHne OTHOCUTCS K
thapmaueBTnyeckon kombuHauun, copepxawlen aroHuct PPAR u uHrubutop p38, rae
ykasaHHbI aroHuct PPAR © ykasaHHbId UHMMOMTOP p38 OKasbiBaOT CUHEPreTUYECKUi
TepaneBTUYECcKUn 3 MEKT, T.€., rae ykasaHHbI aroHncT PPAR 1 ykasaHHbIn uHrmbutop p38

NPUCYTCTBYIOT B KONMYecTBe, 06ecneymBatoLLemM CUHEPrETUYECKMI TepaneBTUYECKMA 3O EKT.

B ewe ogHom Gonee npeanoyTUTENBHOM BapuaHTe peanus3ayum HacTtosilee mnsobpeteHne
OTHOCUTCS K chapMaleBTUYECcKOn komOuHauuu, cogepxatlen aronnct PPAR n nHrnburtop p38,
rae ykasaHHbii aroHuct PPAR n ykasaHHbIA MHIMOUTOP p38 OKasbiBalOT CUHEPreTUHECKUN
TepaneBTUYECKMA 3PPEKT B OTHOLUEHMM PErynsauMm  3KCNPECCUM T[EHOB CEMEWCTB
nHTepnenkuHa/peyentopa untepnenkuHa wn/mnm TNF/peyentopa TNF, n/wnn CC- n CXC-
XEMOKWMHOB, B YaCTHOCTW, A€ YykasaHHbii aroHuct PPAR wn ykasaHHbln uHrmbutop p38
OKa3sblBAKOT CMHEPreTMYECKN TepaneBTNYECKUA 3PIEKT B OTHOLLEHNN PErYNALMN 3KCNpeccum
ogHoro unu 6onee reHOB MHTEPNENKMHA/peLenTopa NHTEPNENKNHA, BbIOPaHHbIX U3 rpynnkbl,
COCTOSILLEN U3 WHTEpnenkuHa 6, uvHTepnenkuHa 11, mHTepnenkmHa 12B un peuentopa 1
WHTeprnenkuHa 18, n/unn B OTHOLIEHMM perynsiumm akcnpeccum reHoB TNF/peuentopa TNF,
BbIOpaHHLIX M3 TPYNMbl, COCTOSWEN M3 YneHa cynepcemenctea peuentopos TNF 11b (TNF

receptor superfamily member 11b), uneHa cynepcemenctsa TNF 9 (TNF receptor superfamily
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member 9), unena cynepcemenctea peuentopos TNF 10b (TNF receptor superfamily member
10b) n uneHa cynepcemenctea TNF 18 (TNF receptor superfamily member 18), w/unm B
OoTHoweHun perynaumm akcnpeccun CC- n CXC-XeMOKUHOB, BbIOpaHHbIX W3  rpynnbl,
cocroswen n3 nuradga 7 xemokuHa ¢ motusom CC (C-C motif chemokine ligand 7), nuranga 4
xemokunHa ¢ motmeom CC (C-C motif chemokine ligand 4), nuraHga 3 xemokuHa ¢ motnsom CC
(C-C motif chemokine ligand 3), nuraHga 12 xemokuHa ¢ motnsom CC (C-C motif chemokine
ligand 12), nuranpga 2 xemokuHa ¢ motusom CC (C-C motif chemokine ligand 2), nuranaa 8
xemoknHa ¢ motusom CC (C-C motif chemokine ligand 8), nuraHaa 24 xemokuHa ¢ MOTUBOM
CC (C-C motif chemokine ligand 24), nuraHaa 10 xemokuHa ¢ motusom CXC (C-X-C motif
chemokine ligand 10), nuranaa 5 xemokuHa ¢ motnsom CXC (C-X-C motif chemokine ligand 5),
nuranaa 3 xemokuHa ¢ motmeom CXC (C-X-C motif chemokine ligand 3); 6onee KOHKPETHO,
ykasaHHbin aroHuct PPAR n ykasaHHbin uHMMOuTOp p38 OKasbiBaT CUHEPreTUYECKUin
TepaneBTUYECKUA 3PP EKT B OTHOLLEHMM PErynAaLUM 3KCMPeccun ogHoro unu 6onee reHos
WHTEpRnenKnHa/peyenTopa WHTEpnenknHa, BbIOpPaHHbIX W3  Fpynnbl, COCTOSILLUEN U3
WHTEpnenknHa 6, nHrepnenkmHa 11, uHtepnenkuHa 12B n peyentopa 1 nHTepnenkmHa 18,
nwvnn B OTHOWEHMM perynsaumm akcnpeccum reHoB TNF/peuentopa TNF, BbiGpaHHbIX K3
rpynnbl, COCToALLEN N3 YneHa cynepcemencTaa peyentopos TNF 11b, uneHa cynepcemencraea

TNF 9, unena cynepcemenctea peuentopoB TNF 10b n unena cynepcemenctasa TNF 18.

Mcnonb3yembidi B HACTOSLLEM OMUCaHUN TEPMUH KCUHEPTUYECKUA» O3Ha4yaeT, uYTo 3addekT,
JOCTUraembi ¢ NMOMOLLbID hapMaLeBTUYECKMX KOMOMHaUMA NO HacTosawemMy n300peTEeHNIO,
fonblie CyMmmbl 3PPEKTOB OT NPUMEHEHMUS YKa3aHHbIX areHToB, a UMEeHHO aroHucta PPAR un
nHrmbuTopa p38, B kayecTse MOHoTEpanun. Takon cuHeprmyeckmn addpekt obecnedmBaet
NpeMMyLLeCTBO, 3aknovarowjeecs B 6onblien 3PPEKTUBHOCTU NPU TEX XKe A03aX N MOXET

npuBecTy k 6onee ANUTENLHOMY OTBETY Ha Tepanuio.

B oaHOoM BapmaHTe peanusaynm Hactosiee n3obpeTeHne oTHOCUTCA K hapMaLeBTUYECKON
kKomMOuHaumm, cogepxawen uHruoutop p38 m aroHnct PPAR, roe KOnMYecTBO ykasaHHOro
aroHucta PPAR B ykaszaHHOM koMOUHaUMM cocTaBnsieT oT npumepHo 0,1 4o npumepHo 45 wr,
oT npumepHo 0,1 go npumepHo 30 mr unu ot npumepHo 0,1 Ao npumepHo 15 mr. Ecnun
ykasaHHbIn aroHuct PPAR Haxoautcs B dhopme dhapmaueBTU4ECKM MPUEMITIEMON COMW,
KonunyecTtsa aroHucta PPAR, npeacTaBneHHbIE B HACTOSALLEM LOKYMEHTE, pacCUNTbIBAOTCA Ha

OCHOBE COOTBETCTBYIOLLEro cBOBOAHOrO OCHOBAHMS.

B npegnoututensHoM BapuaHTe peanv3auyum HacTosljee Wn3obpeTeHne OTHOCUTCS K

hapmaueBTUHECKON KOMOMHaUMM, cogepxkawen uHrmbutop p38 M nMOrmmuTasoH unn €ero
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dhapmayeBTMYECKN MPUEMIIEMYIO COMb, MPU 3TOM KOMMYECTBO MMOIMWUTa3oHa Wnu €ro
hapmaleBTUHECKN MPUEMIIEMON CONMN B KOMBMHaLMM HWKe 403bl, OObIMHO HEOBXOAUMOW ANs

nevyeHus gnabeta npy NOMOLLM NMOrNUTasoHa Unu ero apmaLeBTUYECKN NPUEMIIEMON COMnu.

B ogHOM BapuaHTe peanmsauum HacTosiee n3obpeTeHne OTHOCUTCS K hbapmMaleBTUYECKON
kKomMBuHaumm, cogepxaLlen nHrmbuTop p38 n aroHnct PPAR, npn 3TOM KONMYECTBO YKa3aHHOTo
nHrnbuTopa p38 B ykasaHHOW koMOMHaLUKM cocTaBnsieT OT NpumepHo 1 4o npumepHo 500 wr,
nnn oT NpUMepHo 1 40 npumepHo 450 Mr, unn oT NpUMepHOo 1 40 oT NnpumepHo 400 Mmr, unu ot
npumepHo 1 go npumepHo 350 mr, unn ot npumepHo 1 4o npumepHo 300 Mr, nNn OT NPUMEPHO
1 Ao npumepHo 250 mr, unn ot npumepHo 1 o npumepHo 200 mr, unn oT npumepHo 1 go
npumepHo 150 mr, nn oT NpMMepPHO 1 40 NPUMEPHO 125 Mr unun oT NPUMEPHO 1 40 NPUMEPHO
100 mr, nnu ot npmumepHo 10 ao npumepHo 125 mr, unn ot npumepHo 10 o npumepHo 100 wmr,
unu ot npumepHo 20 go npumepHo 100 mr, unu ot npumepHo 30 go npumepHo 100 mr, nnu ot

npumepHo 40 go npumepHo 100 mr, unm ot npumepHo 50 fo npumepHo 100 mr.

B npeanoututensHOM BapuaHTe peanu3aumm apmaueBTUyeckas KOMOMHauUWs COrmacHo
HacToswemMy mnsobpeTeHntio npeacrasndeT cobon hapmaueBTUYECKYD KOMMo3nuuio (T.e.
KOMOUMHaUMIO ¢ OUKCMPOBAHHOW A030M, KaK yKasaHo Bbille). B ogHOM BapuaHTe peanunsauuu
hapmaueBTnyeckas KoOMOuHaUMa CornacHo HacToswemMy n300peTeHno NpeacTaBnseT cobomn
hapmayeBTMYECKyIO  KOMMO3ULUMIO M COAEPXUT  APYrne  NeKapCTBEHHble  WUNn
hapmaueBTMYeCKne areHTbl, Hanpumep, OAuH nnn Gonee apmaueBTUYECKU MPUEMMNEMBbIX

pasbasutenen, HanoNMHUTENEN NN HOCUTENEN.

Pexumbl BBegeHUs 1 nevyeHus

TepMUHbl «NeYeHne»/«neunTb», UCMONb3yeMble B HacCTOSLEM AOKYMEHTe, BKro4vaoT. (1)
OTCPOYKY MOSBNEHMS KITMHUYECKUX CUMMTOMOB MOMOMXEHUS, PacCTPOMCTBA UNU COCTOSIHUSA,
pasBMBAIOLLErOCA Y XUBOTHOrO, OCODEHHO Yy MIMEKONMUTALWEro U OCOBEHHO Yy 4eroBeka,
KOTOPbIA MOXET UMETb YKa3aHHOE NOMNOXEHNE, PaCCTPOUCTBO UMM COCTOSIHNE MU MOXET ObITb
NpeapacnonoOXeHO K HUM, HO €Lye He MCMbITbIBAET UMW HE MNPOSBNAET KMMHUYECKUE Mnun
CYOKMMHMYECKNE CUMMMTOMbI YKA3aHHOIO MONOMXEHWUS, PacCTPOUCTBA WU COCTOSHUS; (2)
WHIMBMPOBaHME YKa3aHHOrO MONIOKEHUS, pPacCTPOMCTBA UMM COCTOSHUA  (Hanpumep,
OCTaHOBKa, YMEHbLLEHNE UMW 33JepKka Nporpeccuposanunsa 3abonesanuns, Unm ero peynanea
B Criyyae nojaepXMBaioLLEro NeYeHusi, No MeHbLUEN Mepe OAHOro €ro KIMHUYECKOro Wnm
cybKnHMYeckoro cumntToma); uvnm (3) obnerdyeHne cocTtosHMs (T.e. Bbi3blBAHWE perpecca
YKa3aHHOro MONOXEHUSA, pacCTPONCTBA NN COCTOSIHUA UM NO MEHbLLEN Mepe O4HOro 13 ero

KNMNHUYECKNX Wnnn Cy6KJ'II/IHI/I‘-IeCKI/IX CI/IMI'ITOMOB). Monb3a Aans nauueHTa, noanexatlero
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ne4yeHunto, aBnsaeTca NMbo CTaTUCTUYECKM 3HAYMMON, MO0 NO MEHbLUEN MEPE OLLYTUMON AN
nagmeHTa unm spaya. OgHako cneayeT NoOHMMAaTh, YTO, KOraa NekapcTso BBOAAT NaUUeHTy Ang

neveHus 3aboneBaHns, pe3ynbTaTtoM He BCeraa MoxeT ObiTb 3dppekTMBHOE neyeHme.

[MpeBEHTMBHOE feYeHne BKNIOYaeT npodunakTuyeckoe neyeHne. B nNpeBeHTMBHbIX
NPUMeEHEeHUAX hapmMaLeBTUYECKYO KOMOMHAaLMIO COrNacHO HacToALLEMY M30OpeTEHMIO BBOAAT
cybbekTy ¢ nogo3peHnem Ha pubposmpyrome 3abonesaHns UM COCTOAHUS, UK C PUCKOM KX
passutusa. B TepaneBTMYECKMX MPUMEHEHUAX apmauleBTUYECKYD KOMOMHAaUUWIO CornacHo
HacTodawemMy M300peTeHnI0 BBOAAT CyOBLEKTY, TakoMy Kak MauueHT, yxe cTpajalowui ot
ubposmpytoero 3abonesBaHus MnNM pPaccTpPoMCcTsBa, B KOMUYECTBE, AOCTATOMHOM AnS
N3NEYeHUs WNnu no MEHbLUeW Mepe YacTUYHOW OCTaHOBKM CUMMTOMOB YKa3aHHOro
3abonesaHnda. KonuuecrtBa, 3pekTMBHbIE ANS 3TOr0 nNpUMeEHeHusi, OyayT 3aBuceTb OT
TSXKECTU U TeYeHus 3abonesaHuns, NpeaLLecTBYIOLEN Tepanmm, COCTOAHMS 340PpOBbSA CyObekTa
N peakummn Ha NekapCcTBEHHbIE CPEACTBA, a TaKkke OT MHEeHUS nevallero spava. B cnyyae, korga
COCTOsiIHME cybbekTa He ynyylwaeTcsi, BBeAeHue dapmaleBTMyYeckon kombuHaumm no
HacTosiemMy MW300pEeTEHUI0 MOXHO OCYLLECTBMNATb MNOCTOSIHHO, TO €CTb, B TeYeHue
NPOACIMKUTENBHOrO NeEpuoga BPEMEHW, B TOM YUCHE Ha NPOTSHKEHUN BCEW XKN3HU CyObekTa,
yToObl YNYYWMWTb WMAX WMHbIM OBpPa3OM KOHTPONMMPOBATb WMAW  OFPaHMYUTE  CUMMTOMbI

3aboneBaHna NN CoCTosIHMSA cybbekTa.

B cnyyae, korga cocTosHME cyObekTa ynydyllaeTcs, BBeAeHWe hapmaleBTUYECKON
koMOMHaUMM MO  HacTosWeMy U30OPETEHNIO MOXHO  OCYLLECTBMNSATb  HEMPEPLIBHO;
anbTepHaTUBHO, 403y BBOAMMbIX NEKAPCTBEHHbIX CPEACTB MOXHO BPEMEHHO YMEHbLUUTL UMK

BPEMEHHO NPUOCTaHOBUTL Ha OMNpeaeneHHbI NEPUOS BPEMEHU (KOTAbIX OT NEKapCTBY).

dapmayeBTnyeckas KoMOMHaLUUS COrMacHO HacTosiwemMy U30OPETEHMIO MPEeanoYTUTENBHO
NOAXOAMNT AN NepOopanbHOro, MECTHOMO, MHBEKLMOHHOIO, OKYNSPHOrO, MECTHOMO OKYMSIPHOrO
(Hanpumep,  CYOKOHBIOHKTMBANBLHOIO,  WHTPaBUTPEAanbHOro,  peTpobynbbapHoOro  unu
WHTpakamepanbHOro), CUCTEMHOTO (T.€. 3HTepPanbHOro UM NapeHTEpPanbHOro) BBEAESHNS UK
NOAXOANT ANS BBEAEHUS MYTEM UHransyum, T.e. KOMOMHaUMIO BBOASAT NOKanNbHO B NErKMe.
Bornee npeanoutuTeEnbHO papmaueBTUYECKas KOMOMHaUMsi  COMMAacHO  HaCTosILLEMY
N300PETEHUIO MOAXOAUT ANsi NEPOParbHOro, MECTHOrO, MHBEKUMOHHOrO BBEASHUS W/WMK
BBEAEHMSA MYyTEM WHransauyum, Hambonee npPeAnoYTUTENBHO MNOAXOAUT ANs MepopanbHOro
BBEAEHMSA CYOBEKTY N COAEPXKUT TepaneBTUYECKN 3PPEKTUBHOE KOMMYECTBO aKTUBHOIO
WHrpeauneHTa (aKkTUBHbIX MHIPEAWEHTOB) N Heobsi3aTenbHO OAMH MnnM Bonee MnoaxoAsLmN

thapmaLeBTMYECKM NpUemMnemMbli pasbaBuTenb, BCOMOraTernbHoe BELLECTBO U HOCUTEb.
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Ecnn He ykasaHoO wvHoe, apmayeBTUHECKYIO KOMOWHAUMIO COrMacHO HacTosiemy
N306pEeTEHNIO NOMYYaT U3BECTHBIM CNOCOBOM, Hanpumep, ¢ NOMOLLbIO OObIMHBIX MPOLIECCOB
CMELUMBaHWS, MPaHyNMpPOBaHNs, HAHECEHUS MOKPbITUS, paCTBOPEHMS Unu nnodunuaayumm. MNpu
NPUroTOBNEHMN KOMBMHaLUKN ANst O3MPOBAHHOW NEKapCTBEHHON hOPMbI ANS NEpOparibHOro
BBEAEHMS MOXHO MPUMEHSITL NoBYI0 M3 OObIYHbIX PapMaueBTUYECKUX Cped, HOCUTENM,
pasbaBuTenn,  rpaHynupylowme  areHTbl,  CKOMb3siLMe  BELWecTBa,  CBA3yWOLME,
AEe3VHTErpupylowme areHtbl KU T.N. WM3-3a nerkoctn BBeAEHUst Tabnetkm un kancynbl
npeacTaBnaloT cobon Hambonee BbIrOAHbIE CTaHAAPTHbIE NEKapCTBEHHble opMbl Ans
nepopanbHOro BBEAEHUS, B 3TOM Cryyae, O4YEBUAHO, MNPUMEHSIOTCA  TBepable

hapmaLeBTMYEeCKMe HOCUTENN.

B npegnoytuUTENbHOM BapuaHTe peanvsauum HacTosiLero n3obpeteHns gapmManeBTnyeckas
kombunHaums cornacHo n3obpeTeHunto npeacraBnseT cobon KoMOMHaUUIO Ans nepopanbHOoro
npumeHeHms. Kak ykasaHO Bbie, ykasaHHas dapmayeBTuyeckas kombuHaums ans
nepopanbHOro BBEAEHWSI NpeanoyvTUTENbHO npeacTaBnseT cobon apmaleBTUYECKYHO

KOMMO3ULNIO, TO €CTb KOMOMHaUMO ¢ OUKCUPOBAHHOM JO30M.

B oaHOM BapuaHTe peanusauum HacTosLero n3obpeTteHms dapmaleBTmyeckas KoMoMHaums
COrNacHoO HacTosilemy un3obpeTeHuto npeacraBnseT cobon KoMOMHauM Ans MECTHOro
npumMmeHeHus. Kak ykasaHo Bbille, ykasaHHas dapmaleBTnyeckas KoMOMHaumsa Ans MeCTHOro
BBEAEHMSA NPeLNoYTUTENBHO NpeacTaBnsaeT cobon hapMaLeBTUYECKYIO KOMMNO3MLUIO, TO eCTb

KOMOMHaUMO ¢ OUKCUPOBAHHON AO30M.

B aApyrom npegnoytTUTENbHOM  BapuaHTe  peanusauum  Hactosilero  m3obpeTeHus
hapmaueBTnyeckas komonHauus CornacHo N3obpeTeHnto npeacTaBnsaeT cobon KoOMOuHaLmMLo
ANS NPUMEHEHUs B BUAE MHbEKUUA. Kak ykasaHo Bbllle, ykasaHHas dapmaueBTuyeckas
KOMOMHaUMs ANS  WHBEKLUMOHHOTO BBEAEHUSI NPEANOYTUTENBHO MpeacTaBnsieT Ccobon

hapmMaleBTUYECKYID KOMMO3NLNIO, TO €CTb KOMBUHAaLMIO ¢ PUKCUPOBAHHON L030M.

B oagHOM BapuaHTe peanusauum HacTosLEero n3obpeTeHms dapmaleBTmyieckas KoMOMHayms
COrnacHoO HacTosilemy mn3obpeTeHuto npeacrasnseTr cobon KOMOMHAUUIO ANS BBEAEHMS B
rnas. Kak ykasaHo Bbllle, ykaszaHHas hapmaleBTnyieckas KomonHaums 4ns MECTHOrO rNasHoro
BBEAEHMSA NPeLNOYTUTENBHO NpeacTaBnseT cobon hapMaLeBTUYECKYIO KOMMNO3MLUIO, TO €CTb

KOMOUHaUMIO ¢ hUKCUPOBAHHON LO30M.
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B Apyrom npegnoytTUTENbHOM BapuaHTe peanusauum  Hactosilero  u3obpeTeHus
hapmaueBTnyeckas kKoOMOuHaUMsa COrmacHO HacTosiLeMy M300peTeHmnto npeacTasnseT cobon
KOMOMHAUMIO ANsi CUCTEMHOrO, T.€. 3HTEpanbHOro MMM NapeHTepanbHOro BBeaeHus. Kak
yKasaHo Bblle, ykasaHHas hapmaueBTuyeckass koMOuHauMs AN CUCTEMHOrO BBELEHMS
NPEANOYTUTENBHO MpeacTaBnseT cobon apmayeBTUYECKYD KOMMO3ULUMIO, TO €eCTb

KOMBMHaUMIO ¢ (hPUKCUPOBAHHON AO30M.

B apyrom npegnovtuTEnbHOM BapuaHTe peanusauyumn dapmaueBTnyeckas komOuHauyums
COrnacHo HacTosiLemy n3obpeTeHuio npeacTasnseT cobon KOMOUHaUNIO ANst BBEAEHWS NyTEM
WHransumm, Hanpvmep, B BUAE HasanbHOro Cripes, Uiy npu NOMOLLM MHransiTopoB C CyXUM
MOPOLLUKOM Mnu asposonem. [na AOCTaBKM MNyTEM WHransuum akTUBHblE COEAMHEHWUS
NPEANOUYTUTENBHO HAXOASATCA B hopmMe MUKpodacTuy. VX MOXHO NpUroToBUTb PasfnyHbIMM
cnocobamu, BKIOYas pPacnbiMUTENbHYIO CYLLKY, CyONMMMAaLMOHHYIO CYLLKY U MUKPOHM3ALMIO.
[eHepayusa aspo3ons MOXET OCYLECTBMNATLCSA C WUCMOMb30BAHWMEM, Hanpumep, CTPYMHbIX
pacnbinUTenen noj AaBneHVeM UNU YynbTPasBYKOBbIX aTOMan3epoB, MPEeAnoYTUTENbHO C
NCMONb30BaHMEM J03UPOBAHHbIX A3PO30riel Ha OCHOBE MNPOMEenneHTa, unu BBEAESHUS
MMWKPOHU3NPOBAaHHbIX aKTMBHbIX COeAMHEHN 6e3 NponenneHTa, Hanpumep, N3 NHransYMOHHbIX
Kancyn unm npu nomoLy ApYrux CUCTEM AOCTaBKU «CyXOro nopotlukay. Mukpovyactuubl ans
AOCTaBKM NyTEM UHransiyMm MOXHO NPUrOTOBUTL B BUAE COCTaBa C HAMOMHUTENAMU, KOTOpbIe
cnocobCTBYIOT 4OCTaBKe M BbICBOOOXAEHMIO. Hanpumep, coCTaB «Cyxoro MopoLUKay MOXET
BKMOYATL  MMKPOYaCTMUbl C  KPYMHbIMW  YacTULamMu HOCUTENs, KoTopble obneryaroT
noctynnenne ns UCI1 B nerkue. MNogxoasawme 4yactuvubl HOCUTENS M3BECTHbI M BKMHOYAKOT

4acTULbl NaKTO3bl; OHN MOTYT UMETb CPeAHWIA a3poanHamMUYeckuii guameTp 6onee 90 MKM.

AKTVBHbIE COEANHEHUSA MOXHO [,03MPOBaThb, Kak ONUCaHo, B 3aBUCUMOCTU OT TOro, MHransTop
Kakon CUCTEMbl UCMNOMb3yeTcs. B JOMOMHEHWEe K aKkTMBHbIM COeAUHEHUSM (POopMbl Ans
BBEAEHUA MOryT AOMOMHUTENBHO COoAepXaTb BCMOMOraTtenbHble BELYECTBa, TakMe Kak,
Hanpumep, nponenneHTbl (Hanpumep, Frigen B cnydYae [03MPOBaHHbIX aspo30nen),
NMOBEPXHOCTHO-AKTUBHbIE  BELECTBA, 3Mynbratopbl, CTabunmsatopbl, KOHCEPBAHTHI,
apomMaTmn3aTopbl, HANOMHUTENN (HanpUMeEp, NakTo3a B Cry4Yae NopoOLLKOBbIX UHFANATOPOB) UK,

npu HeoBXOAUMOCTU, A PYrve akTUBHbIE BELLECTBA.

[na yenen nHransymMm 4ocTynHO 60MbLUOe KONMYECTBO CUCTEM, C NMOMOLLbIO KOTOPbIX MOXHO
nony4aTb M BBOAWTb a@3PO30NM C ONTMMAalbHbIM PasMePOM YacTuL, WUCMONb3ys TEeXHUKY
WHransauum, kotopas NogxoauT Ans nauyueHta. B fononHeHue K Mcnonb3oBaHUio ajanTtepos

(cnencepos, TPYyOOK-yANMVHUTENEN) U KOHTEMHEPOB TIpyLUEBUAHON OpPMbl  (Hanpumep,
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Nebulator®, Volumatic®) n aBToMaTU4eCKMX YCTPOUCTB, Ucnyckawwmx cnpen (Autohaler®),
ANA AO3MPOBAHHbIX A3P030Sen, B YAaCTHOCTU, B Criydae MOPOLLKOBbIX UHransTopoB AOCTYMNEH
pag TeXHuYecknx pewennn (Hanpumep, Diskhaler®, Rotadisk®, Turbohaler® nnun nHranaropel,
Hanpumep, kak onucaHo B EP-A-0505321). Kpome Toro, koMmOGMHaLUI0 COrnacHo HacToswemy
N300pETEHUNI0 MOXHO JOCTaBnATb B MHOTOKaMEpPHbIX YCTPOWCTBaX, 4YTO MO3BONSAET
OCYLLECTBNSATL pasfenbHoe XpaHeHne u aosnposaHue aroHmucta PPAR n uHrubutopa p38

COrNacHo HaCTOALLEMY N30OPETEHUIO.

B 6Gonee npeanoytTUTENnbHOM BapuaHTe peanusayvMu apmaueBTUHECKy0 KOMOMHAaLMIO
COrnacHo HacTosILLeMy M300pETEHNIO BBOAST CyOBbEKTY NepoparnbHO, MECTHO, MyTEM UHBbEKLUN

nnm VHranaymm, Aae 6onee npesnoYTUTENbLHO nepopanbHo.

B npeanouytutenbHom BapuaHTe peanusaunm ubposupyiowiee 3abonesBaHve WK
paccTponCcTBO npegcraBnseTr cobon pubpos nerknx, n apmayesTnyeckas komOuHauus
CornacHoO HacTosilemy n3obpeTeHnto npeacrasnsaeT cobor KoMOuHaUmMo 4ns nepopanbHOro
BBEAEHWS, TO €CTb, BBOAMTCS NepopanbHO. Kak ykasaHo BbiLLe, ykazaHHas dhapmaLeBTnyeckas
koMOMHaUMs AnS  NepopanbHOro BBEAEHWUS MNPEANOYTUTENbHO MpeacTaBnsieTr cobon

hapmMaleBTUYECKYO KOMMO3ULNIO, TO €CTb, KOMBUHALUIO C PUKCUPOBAHHOM 4,030M.

B apyrom npegnouTMTENbHOM BapuaHTe peanusauum ykasaHHoe ubposumpyioLlee
3abonesaHne nnun paccTponcTBo npeacrasnsaeT codon omnbpos nerknx, u hapmauesTmyeckas
KOMOMHaUMs COrnmacHoO HacTosiemMy u3obpeTeHuto npeacraBnseTr cobon komOuHaumio ans
BBEEHMSA MOCPEACTBOM WHranmsiyum, TO €CTb, BBOAMTCA B nerkme. Kak ykasaHo Bblle,
ykasaHHast bapmaueBTnyeckas KomOumHauus NS BBEAEHMSI MOCPEACTBOM  MHransiyum
NPeANOYTUTENBHO nNpeacTaBnseTr cobon dapmalyeBTUHECKYIO KOMMO3MLUUIO, TO €eCTb,

KOMOUHaUMIO ¢ (PUKCUPOBAHHON SO30M.

B ogHOM BapuaHTe peanmsaunm ykasaHHoe chubposupytoLlee 3abonesaHne nnm paccTtponcTeo
npeacraensieT coborn pubpos neyeHn, n apmauesTudeckas KoMmOMHaUMa COrmnacHo
HacTosiLeMy n3obpeTeHnio npeacTaBnaeT cobon komOnHaUMIO 4N NepopansHOro BBEAEHWS,
TO €eCTb, BBOAUTCHA nepopanbHO. Kak ykasaHo Bblwe, YkasaHHas dapmaueBTUyeckas
kOMOMHaUMs Ans  NepopanbHOro BBEAEHWUS MNPEANOYTUTENBHO MNpeacTaBnsieT cobou

hapmaleBTUHYECKYD KOMMO3NLMIO, TO €CTb, KOMBUHALMIO C (PUKCUPOBAHHOW 4,030M.

B ogHOM BapuaHTe peanmsaunm ykasaHHoe chnbposupytoLlee 3abonesaHne nnm paccTtponcTso

npeacraensiet cobon pubpos nodek, U papmaueBTUdeckas KomOMHaUMs COrnacHo
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HacTosiemMy n3obpeTeHunio npeacrTaBnsaeT cobon komOnHaUMo 4N NeEPOpPansHOro BBEAEHWS,
TO €eCTb, BBOAUTCHA nepopanbHO. Kak ykasaHo Bblwe, YykasaHHas papmaueBTUyeckas
kOMOMHaUMs Ans  NepopanbHOro BBEAEHWUS MNPEANOYTUTENBHO MNpeacTaBnser cobou

hapmMaleBTUYECKYIO KOMMO3NLNIO, TO €CTb, KOMBUHALMIO C (PUKCUPOBAHHOW 4,030M.

B ogHOM BapuaHTe peanmsaunm ykasaHHoe chnbposumpytoLlee sabonesaHne nnm pacCTtponcTso
npeacraenseT cobon pnbpos rnas, n hapmauestTmyeckas KoMOMHaLNA COrnacHo HacToALWEMY
n3obpeTeHnto npeacrasnseT cobon KoMOMHaUMIO AN NepopanbHOro, UHBHEKUMOHHOIO Unu
MECTHOro BBEAEHWS, TO €CTb, BBOAUTCS NepoparibHO, NPy NOMOLLY MHBbEKLMN U MeCTHO. Kak
yKasaHo Bbllle, YyKasaHHaa dapmaueBTuyeckas KomOuHauvs Ans  nepoparbHOro,
WHBEKLUMOHHOIMO UMM MECTHOrO BBEAEHMS MNPEeAnoYTUTENbHO npefcTaBnaeTr cobon

hapmaleBTUYECKYIO KOMMO3ULMIO, TO €CTb, KOMBUHaLMIO C (PUKCUPOBAHHOMN 4,030M.

B oaHOM BapuaHTe peanusayum ykasaHHoe punbposmpyroLlee 3abonesaHme nnm paccTtponcTBo
npeacraenser cobon mubpPo3 KoXM, M dapmaueBTMyHeckas KomOuHaumst CcornacHo
HacToswemMy Mn300peTeHuo npeacraBnseT cobonm KomMOMHauuio Ans NepopanbHOro Wnm
MECTHOro BBEAEHWSsl, TO €CTb, BBOAUTCHA MnepopanbHO Unu MecTHo. Kak ykasaHo Bbille,
ykasaHHas hapmaueBTuyeckass KoOMOMHaUUs AN nepopanbHOro UM MECTHOro BBEAEHUS
NpesnovTUTENBHO MpPeACcTaBnseT cobon  hapMaueBTUYECKYD KOMMO3ULUIO, TO €CTb,

KOMOUHaUMIO ¢ OUKCUPOBAHHON AO30M.

dapmaveBTnyeckas koMOMHaUMsa 4ns NepoparnbHOro UM CUCTEMHOTO, T.€. dHTepPanbHOro Unu
napeHTepanbHOro, BBEAEHUs, NpeacTaBnseT  coboW, Hanpumep,  A03UPOBaHHYIO

NneKkapcTBEHHYO hopMy, Takyto kak TabneTka, kancyna unm cynnosuTopui.

B ogHOM BapuaHTe peanmsauumn HacTosiee n3obpeTeHne OTHOCUTCS K hbapMaleBTUYECKON
KOMNO3uyuu, cogepxkawen aroHnct PPAR, Takon kak nuornuTasoH, n nHrmbutop p38, Takon
Kak mamanvMMoZj, U Mo MEHbLUEN Mepe OAUH hapMaLeBTUYECKN MPUEMMNEMBIN HOCUTENb, NPU
3TOM yKa3aHHasi KOMMNO3ULUS NpegcTaBnseT cobon pacTBOP UMK CYCNEH3NIO Asi BBEAEHUS B

rnas (T.e. rnasHble Kannm) nnu oeTanbMOoNorMyeckyo Masb.

B ogHOM BapuaHTe peanmsauumn HacTosiee n3obpeTeHne OTHOCUTCS K hbapMaLeBTUYECKON
KOMNo3uuyuu, cogepxkawen aroHnct PPAR, Takon kak nuornmutasoH, U nHrmbutop p38, Takon
Kak mamanvMoZA, U Mo MEHbLUEN Mepe OAUH hapMaLeBTUYECKN MPUEMMNEMBIN HOCUTENb, NPU
3TOM yKasaHHasi KOMMNo3nyums NpeacTaBnseT cobon TabneTky unu kancyny, NpeanovYTUTENbLHO

TabneTky.
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CopepxaHne akTMBHbIX MHIPEANEHTOB B MHAMBMAYaNbHOM f03e camo no cebe He obs3aTensHo
AOIDKHO COCTaBnsATb TepaneBTMHECKU 3(PPEKTMBHOE KONMUYECTBO, TaK KaK Takoe KONM4eCcTBO
MOXeT OblTb LOCTUIHYTO NMYTEM BBEAEHUS MHOXECTBA A03MPOBaHHbIX eaunHuy. Komnosnyms
COrnacHoO HacTosiemMy M300PETEHNIO MOXET COAEpKaTb, Hanpumep, ot npumepHo 10% apo

npumepHo 100% TepaneBTUYECKU 3P EKTUBHOIO KONMYECTBA aKTUBHbLIX NHIPEANEHTOB.

Ecnu dapmayesTmnyeckas koMOUHaUUA COrnacHoO HacToAweMy U3oOpeTeHuio npeacTaBnsaeT
cobon KOMBUHMPOBaHHBI Npenapar, TO ykasaHHbl aroHucT PPAR He HYXXHO BBOAWTb B TOM
e bopme, YTO M yKkasaHHbI MHrMbutop p38. B kavectBe npumepa, aroHnct PPAR MOXHO
BBOAUTL B BWUAE MOPOLUKA MNYyTEM WHransauuu, Torga Kak WMHrmoutop p38 MOXHO BBOAUTH

nepopanbHo B BUae Tabnetkn, nnn HaobopoT.

B HekoTOpbIX BapuaHTax peanusauyuun apmaueBTUYECKYID KOMOWHaLUMIO MO HACTosLeEMyY
n3obpeTeHnto BBOAAT CyObeKkTy B A03e, cogepxawen o3y aroHucta PPAR Huxke [o3bl,
Heobxoanumon Ansa nedeHns gunabdeta ¢ NoOMOLLbIO yka3aHHOro aroHmcta PPAR. B HEKOTOPbIX
BapvaHTax peanusauum apmauyeBTUYECKyl0 KOMOUHAUMIO MO HacTosLWeMy M300peTeHuto
BBOAAT CyObekTy B A03e, coaepxawen posy aroHucta PPAR B 3-9 pas Hmxke, 4Yem
MakcumanbHas 4,03a, OLEHEeHHas 1 NPoTECTUPOBaHHasA ANS nNeyveHnsa gunabeta, B YaCcTHOCTU B
3-9 pa3 HmKe, YeM MakCMmanbHas 4038, OLEHEHHas N NPOTECTUPOBAHHas ANS NeYeHus
Avnabeta y yenoseka. MakcumanbHas f03a, OLEHEHHas U NPOTECTUPOBaHHasA ANSA NeYeHus
anabeTta y yenoseka, Hanpumep, ans aroHuctoB PPAR ramma, Takux kak nmMornuTasoHa
rmapoxnopug, oObIYHO HaxoAMTCA B AuanasoHe NpUMEpHO 15-45 mr/cyTku. B HEKOTOPbIX
BapuaHTax peanusaumm HacTosLwero n3obpeTeHns npu npumeHsemon gose aroHucrta PPAR
no6ouyHble adppekTbl, Habngaemble Npu neyveHnn gnabdeta npu NOMOLLM YKa3aHHOMo aroHUCTa

PPAR, CHM)XEHbI U OTCYTCTBYIOT.

B HekoTOpbix BapuaHTax peanuMsauun dapmaueBTUYECKylo KOMOMHaUMKD  COrnmacHo
HacTosiLeMy n300peTeHnIo BBOAAT CYyOBEKTY B 403€, cogepKallen ao3y aroHucta PPAR Hmke
aKTMBHOW  A03bl  ANS  TEPaneBTUYECKNM  PENEBaAHTHOIO  aHTUAMAOETUYECKOro  uUnu
aHTUAUCTIMNMUAEMNYECKOTO AENCTBUSA aroHncTa PPAR, B YaCTHOCTM, 403y HMXKE aKkTUBHOW ,03bl
Anst aHTMgnabeTnyeckoro Wnu aHTUAUCIIUNUAEMNYECKOrO gencteus aroHucta PPAR vy

yenoBeka.

TUNUYHBIA PEXMM LO3UPOBaHNS MUOrNMTa3oHa UM ero apMaueBTUYeCcKy NPUEMIIEMO COnm

npu nedyeHnn guabeta sknovaeT ot 15 10 45 Mr nnornuTasoHa oauH pas B CYTKU.
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B HekoTOpbix BapuaHTax peanusayum apmayeBTUYECcKyl0 KOMOUHALMIO  COrMacHo
HacTosiemMy Wn300peTeHuo BBOASAT 4YENOBEKY MepopanbHO B A03e, COAepKawen A[o3y
aroHucta PPAR, ob6bivHO aroHmnctoB PPAR ramma, aroHnctos PPAR anbga wunm gBOnHbIX
aroHnctos PPAR anbdha/ramma, npegnoytutensHo aroHucta PPAR ramma wn/unn aroHucta
PPAR anbda, 6onee npegnoututensHo aroHucta PPAR ramma n/vinn aroHucta PPAR anba,
BbIOPAHHOrO M3 Trpynnbl, COCTOSILUEN W3 MUOrMWUTA30Ha, POCUrMUTA30Ha, TPOrMUTa3oHa,
eHohubpaTa, besacdhmbpata n ux hapmaueBTMHECKM MNpUEMIIEMbIX conen, euwle bonee
npeanoututTensHoO aroHucta PPAR ramma, ewe 6onee npeanovtuTeEnNbHO NUOMMUTa3oHa Unu
ero apmayeBTUYECKM NPUEMMEMON COMW, Havbonee npeanovTUTENBHO rMapoxnopuaa
nuornutasona, 0,1-45 mr/cytkn, npegnoututensHo 0,1-10 mr/cyTkun, 6onee NpeanoYTUTENbHO
npuMepHoO 5 Mr/cyTkn; u copepxawen aosy uHrubutopa p38, Hanpumep, CoeaUHEeHUs
chopmynbl | unu 1, B 4yaCcTHOCTU, coeauHeHnst opmyrbl |, NpeanoyTUTENbHO MHrnbuTopa p38,
BbIOPAHHOrO M3 rpynnbl, COCTOSILLUEN M3 namanuMoAa, akymanumoga, nocmanumoaa,
avnnvanumoga, cemanummoaa, AZD7624, ARRY-371797, LY2228820, R9111, PH-797804,
BIRB 796, VX-702, VX-745 SB 239063, SB202190, SCIO 469 n BMS 582949 unu ux
hapmaueBTMYeckn npuemnemMblix conenr, Gonee npeanovyTUTENbHO Namanumoga Wnn ero
thapmaueBTuyecku npuemnemon conu, 1-500 mr/cytkn, npeanodtutensHo 10-250 mr/cyTku,
bonee npeanodtutensHo 25-150 wmr/cyTkn, Hambonee npeanouTUTENbHO NPUMEPHO 75

MI/CYTKN.

Pexunm nosnpoBaHus

MpUMeEpPHbIN PEXNM NEYEHUs BKINIOYAET BBEAEHNE O4MH pa3 B CYTKU, ABa pasa B CYTKU UK TPpK
pasa B CYTKM 4epes3 CyTKW, NPeanouTUTENbHO OAWH pa3 B CYTKM W/WNW gBa pasa B CYTKW.
KomOuHauuio cornacHo HacTtosiemy Un3obpeTeHuto OoOblHO BBOASIT HECKOMbKO pas.
MHTepBanbl Mexay OgHOKPaTHbIMU 4O3aMU MOMYT COCTaBMSATb, HANMPMUMeEp, MeHee CyTOK, UMnu
403bl MOXHO BBOAUTb E€XEAHEBHO, WNU KaXablh BTOPOW AeHb. KomOuHauMo cormnacHo
HacTosIeMy M300PETEHNIO MOXHO NPUMEHSTL B BUAE MOCTOSIHHOTO HEMPEPLIBHOMO NEYEHUS.
KomBuHauuio cornmacHo HacTosilemMy U300PETEHUIO TakkKe MOXXHO MPUMEHSTb B PEXUME, B
KOTOPOM CYObEKT nonyyaeT UWUKNbl JFEeYEHUs, MNpepbiBAaeMble€ NEepepbiBOM («OTAbIX OT
nekapcTB») UNU NEPUOLOM OTCYTCTBUS NEYeHUusa. Takmm obpasom, KOMOMHALMIO COrnmacHo
HacTosiLeMy N300pPETEHNIO MOXHO BBOAUTbH B COOTBETCTBUN C BbIOpaHHLIMK MHTEpPBaNaMmin B
TEYEHME HEMPEPLIBHOMO NEpPUoAa, COCTaBNSIOLEro O4HY HELEMIO UMW €€ YacTb, ABE HeAENw,
TPW HEAENWN, YETLIPE HEAENW, NSATb HEAEMb UMW LLUECTb HEAENb, a 3aTeM NpeKpaLlaTb BBEAEHNE
Ha nepuoj, COCTaBMnAKOWWNA O4HY HEAEMIO UMK €€ 4YacTb, ABE HeAenun, TPU Heaenun, YeTbipe

Heaenu, NATb HeAEenNb UMW LWeCTb Heaenb. KomOuHaumsa nHTepeana nedvenns n nepuoaa 6es
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neyYyeHus HasbiBaeTcst UMKNoMm. Linkn MoxxHO NoBTOpSATL oaunH unn 6onee pas. [isa nnu 6onee
PasHbIX LUUKNa MOXHO MPUMEHSTb B KOMOMHaUMK AN NOBTOPEHUSI NEYEHMs OAMH unu 6onee
pas. ViHTepBanbl Takke MOryT ObiTb HEPETYNAPHBIMU N UX MOXHO ONPEAENATb NO YXYALUEHWUIO
NN YNYYLEHUIO COCTOSIHMSA NauueHTa, Ha 4YTO YKasblBAET MOSIBNEHUE WU PEMUCCUS
CMMNTOMOB UNN OOBEKTUBHBIE CBUAETENBLCTBA MOSIBNEHMS UMW pemuccumn 3abonesaHus. B
TakoMm crny4ae Tepanuito MOXHO HauMHaTb U NPUOCTaHaBNUBaTh NO Mepe HeOBXOAMMOCTU, U
BO30OHOBNSATL TOMbKO TOrA4a, Korga CUMMNTOMbI UMM OO BbEKTMBHbIE CBMAETENLCTBA YKa3blBAKOT
Ha BosBpaljeHne OGonesHn. B npeanoyTMTENbHOM BapuaHTe peanusayuMym HacTosiLero
n3obpeTeHuna hapmalueBTUIECKY0 KOMONHALUIO COrnacHoO M300PETEHNIO BBOAAT OAMH pas B

CYTKM.

Habopbl/ uspenusa

B ogHOM acnekte HacTosiLee n3obpeTeHne Takke OTHOCUTCA K HAbopy Ans NPUMEHEHUS B
crnocobe npeaoTBpaeHNsa unu neveHuns pubposnpyowmx 3abonesaHun NN paccTponucTs Yy
cybbekTa, cogepxawemy dapmaueBTUYECKYD KOMOUHAUMIO, OMUCaHHYK B AaHHOM
AOKYMEHTE, U MHCTPYKLMM NO NPUMEHEHNIO YKa3aHHOro Habopa. MpeanoyTuTenbHbIE arOHUCTbI
PPAR 1 npegnoytutenbHble WHIMOUTOPbLI KMHAasbl P38, BXOASALWME B  yKa3aHHYHO

hapmaLeBTMYECKYIO KOMOUHALWIO, ONUCaHbI BbILLE.

B HekoTOpbIX BapuaHTax peannsaynm HacTosLero n3obpeTeHns Habopbl BKNOYAOT HOCUTENb,
YyNakoBKY WNWN KOHTEWHEp, KOTOPbIN pasfeneH Ha 4acTu ANnS OAHOro WM HECKONbKUX
KOHTENHEPOB, TakuX Kak priakoHbl, MPoOUpKM 1 TOMy Noa00HOE, MPY 3TOM KaxKablA KOHTENHED
COAEPXUT OAWH W3 OTAENbHbIX 3MEMEHTOB ANsl MPUMMEHEHMs B crnocobe, OnuCaHHOM B
HacTosiemMm AokymeHTe. [lpurogHble KOHTEMHEPbl BKMOYAKT, Hanpumep, OyTbINouKM,
donakoHbI, Wwnpubl 1 NPodupkn. B Apyrnx BapuaHTax peanunsauum HacTosLwero n3obpeteHuns
yKa3aHHble KOHTEMHEpPbl U3roTaBMMBAKOT U3 PasfMYHbIX MatepuanoB, TakMx Kak CTEKMNo wunu

nnacTuk.

N3pgenns, onucaHHble B HaCTOSILLEM JOKYMEHTE, OObl4HO OyayT coaepatb O4HY WIn
HECKONbKO hapMaLeBTUYECKMX KOMOMHAaUWMA, OMUCAHHbIX B HACTOSILLEM [AOKYMEHTE, MU
yNakoBOYHble Matepuanbl. [pymepbl  dapmaleBTUYECKMX YMAKOBOYHbBIX MaTepuanos
BKIIOYAIOT, HO HE OrpaHuvYMBalOTCs UMK, ONUCTEPHbIE YNakoBKW, OyTbINOYKW, MPOBUPKM,
WHranaTopbl, HacoCbl, NakeTbl, (OMakOHbl, KOHTEMHEPLI, LWMNpUUbl N NMIOOON YNaKOBOYHLIN
Marepuan, NoAXoAAWNN 4NS BbIBPaHHOW KOMMNO3ULMK 1 Npeanonaraemoro cnocoba BBeAeHUs

N ne4vyeHn4.
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MpepoTBpaweHme nnu nevyeHme pudbposmpyrowmnx 3adboneBaHnUn Unn paccTponcTse
B ogHOM acnekTe HacTosilee n3obpeTeHne OTHOCUTCH K hapMaLeBTUYECKON KOMOUHauuuy,
OMUCaHHOW B HACTOSILLEM J,0KYMEHTE, T.€. K (hapmayeBTU4eCcKon KomOnHauumn, cogepraLlen:
(a) aroHuct PPAR,
(b) MHrMbUTOP KMHa3bl P38, u, HeobsI3aTENbHO,
(c) oaH N Gonee  bapmaueBTUYECKM MpUeMneMbIX  pasbasuTenewn,
BCMOMOraTernbHbIX BELECTB UMM HOCUTENEN,
ANs npuMeHeHus B cnocobe npefoTBpaleHnst nnu nedeHnsa opubposmpyowmx sabonesaHum

Unn paccTpoucTB y cybbekTa.

Takke npeanoXeHo NnpUMeHeHne hapmayeBTUYECKON KOMOUHaLMK, ONUCAHHOW B HACTOSILLEM
AOKYMEHTE, Ansi NONYyYEeHNsi NEKapCTBEHHOrO CpeacTBa ANs NPEeAOoTBPALLEHUSA NN NeYeHus

hunbposmpyromx 3abonesaHMn Unm paccTponcTs y cybbekTa.

Takke npeanoXxeHo NnpMMeHeHne hapmaleBTUYECKON KOMOMHaLUKN, ONMCAHHOW B HACTOSILLEM
DOKYMEHTe, ANS NOMy4YeHUss NpeAoTBPaLLEHNs UK NneyveHus pubposupyromx 3abonesaHun

W PaccTPOnCTB y cyObekTa.

Take npeanoxeH cnocob npeaoTepalleHus unu nedeHus omnbposupyrowmx 3adonesaHni
UNn HapyLweHnn y cyObekTa, BKMOYatoWnM BBEAEHMNE YKa3aHHOMY CyObeKTY TepaneBTUHECKU
ahbPeKTMBHOrO KonuyecTesa apmaueBTUYEeCKOM KOMOMHAUMKM, Kak ONMUCaHO B HACTOSILLEM

DOKYMEHTE.

B npeanoytutenbHOM BapuaHTe peanusauum  HacTosILero W3o0peTeHus npegnoXxeHa
dhapmayeBTmyeckas kKomObnHauus, onnMcaHHas B HACTOSILLEM LOKYMEHTE, ANl MPUMEHEHUS B
cnocobe npefoTBpalEHMst UNK NedYeHns oubposnpyowmx 3abonesaHnin N paccTponucTB Y
cybbekTa, npu 3TOM ykasaHHoe chubposupytoLlee 3abonesaHne unm paccTponcTeo BbibpaHo
M3 rpynnel, coctoswen ns coubposa nerknx, pmbposa nedeHn, chnbposa nodek, hubposa

cepaua, hubposa rnas unm ombposa KOXK.

B 6onee npeanoyTUTENbHOM BapuaHTe peanusauumn HacTosllee M3obpeTeHne OTHOCUTCS K
hapmaLeBTMYEeCKON KOMOMHALMKN, ONUCAHHOW B HAcTOSILLEM AOKYMEHTE, ANS NPUMEHeHUs B

cnocobe npeaoTBpaLLeHNsa Unn nedeHns omnbposa nerkmx.

B eLe Gonee npeanoyTUTENbHOM BapuaHTe peanunsayum HacTosiee n3obpeTeHmne oTHOCUTCS

K hapMaLeBTMYECKO KOMOUHaLMM, ONUCAHHOW B HACTOSALLEM JOKYMEHTE, AN NPUMEHEHUS B
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cnocobe npegoTBpalleHMss UM neyeHus ombposa nerkmx, Npyu 3TOM yKasaHHbln Hubpos
nerkux BbiBpaH M3 rpynnbl, COCTOAWEN M3 wuguonarmdeckoro ubposa nerkmx (UPOJT),
CEMEWHOro MHTEPCTUUMANbHOro hubposa nerkmx, Hecneynguyeckon WNHTEpCTULMAanbHON
nHesmoHun (HCWUI), kpuntoreHHown opraHusytowenca nHesmoHun (KOIT), capkounposa u

acbecTosa.

B ewe 6onee npeanoyTUTENBHOM BapyaHTe peanusaymm HacTosee n3obpeTeHne oTHOCUTCA
K dhapmaleBTNHECKON KOMOMHALMW, ONMUCaHHOW B HACTOSLLEM AOKYMEHTE, ANSA NPUMEHEHNS B
cnocobe npenoTBpalleHMss unn nedyeHus ombposa nerkmx, Npyu 3ToM ykasaHHbin Hubpos
nerkux BbiOpaH M3 rpynnbl, COCTOAWEN M3 wuguonarmyeckoro dubposa nerkmx (UDJT),
CEMEWHOro MHTEpCTUUManbHoOro ubposa nerkmx, Hecneynmguueckon WUHTepCTULMan-HOW
nHesmoHun (HCWUM), kpuntoreHHon opraHusyowenca nHesmoHun (KOI), capkonposa,

XpOHuyeckomn obcTpykTuBHon 6onesnun nerkmx (XOBJT) n acbecrosa.

B ocobeHHO npeanovTUTENbHOM BapuaHTe peanusayum Hactosiee n3obpeTeHme OTHOCUTCS
K dhbapmaLeBTNYECKON KOMOMHALMM, ONMUCaHHOW B HACTOSALLEM AOKYMEHTE, ANSA NPUMEHEHNS B
cnocobe npeaoTBpalieHns unm nedeHms oubposa nerkux, Npyu 3TOM yKasaHHbI Pubpos
nerkux BbiOpaH M3 rpynnbl, COCTOAWEN M3 wuguonarmyeckoro ubposa nerkmx (UPDJT),

CEMENHOro uHTepcTMymansHoro oubposa nerkmx n acbecrosa.

B apyrom oco6eHHO MpeanouTUTENBbHOM BapuaHTe peanus3auumm Hacrtosiee usobpeTeHue
OTHOCUTCA K hapMaueBTU4ECKOM KOMOWHAaLMK, OMUCAHHOW B HAacCTOSILLUEM AOKYMEHTE, Ans
NpYMeHeHUs B cnocobe NnpeaoTBpaLLeHns nnm nedveHuns pubposa nerkmx, Npu 3ToM ykasaHHbIN
hunbpos nerkmx BbibpaH U3 rpynnbl, COCTOALWEN U3 nanonatmnyeckoro pubposa nerkmx (UPJ),
CEMENHOro uHTepcTMumaneHoro ¢unbposa nerknx, XPOHUYECKOW OOCTPYKTUBHOW OGOnesHu

nerkux (XOBJ) n acbecrosa.

B eLe 6onee npeanoyTUTENLHOM BapuaHTe peanunsayum HacTosLee n3obpeTeHne OTHOCUTCS
K hapMaLeBTMYECKO KOMOUHALMM, ONUCAHHOM B HACTOSALLEM LOKYMEHTe, ANS NPUMEHEHUS B

cnocobe npefoTBpaLLeHnsa UnNn nevyeHuns namnonartunyeckoro ombposa nerkmx (UPJ).

B oaHOoMm BapmaHTe peanusaynm Hactosiee n3obpeTeHne oTHOCUTCA K hapMaLeBTUYECKON
KOoMOMHaUMM, cogepaLlen:
(a) aronnct PPAR,

(b) MHrMBUTOP KMHa3bl P38, u, Heobs3aTENbHO,
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(¢) oaH N Gonee  hbapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenewn,
BCMOMOTaTEeNbHbIX BELECTB UM HOCUTENEN,

ANst NpUMEHeHns B cnocobe npefoTBpaLeHnst unu nedeHns oudposmpyowmnx sabonesaHnm

UM paccTponucTB y cybbekTa, rae ykasaHHbl MHIMOUTOP KuHasbl p38 npeanoyvTUTENbHO

MHrMbupyet p38-anbtha, p38-6eta, p38-ramma nnn p38-gensta unm nx kombuHaumm, Gonee

npeanouTUTENLHO MHIIMbKpyeT p38-anbda nnnm p38-beta.

B ogHOM BapuaHTe peanusauum HacTosiee n3obpeTeHne OTHOCUTCS K hbapMaleBTUYECKON
KomBuHaumn, cogepaLlen:

(a) aronnct PPAR,

(b) nHrMbUTOpP KMHasbl P38, u, Heobsa3aTenbHO,

(c) oaH N Gonee  bapmaueBTUYECKM MpuemMnembix pasbasuTenewu,

BCMOMOraTerbHbIX BELECTB UMW HOCUTENEN,

ANS NPpUMEHeHns1 B cnocobe npeaoTBpalleHns unm neveHms ombposunpyowmx sabonesaHnm
UNN paccTponCTB y CyObeKTa, NPU 3TOM YKa3aHHbIN MHIMBUTOP KnHa3bl p38 BbiOpaH 13 rpynmel,
cocTosiLen u3 namanumoja, akymanumoga, NnocManuMoga, AMnManumoga, Cemanumoga,
AZD7624, ARRY-371797, LY2228820, R9111, PH-797804, BIRB 796, VX-702, VX-745 SB
239063, SB202190, SCIO 469 n BMS 582949 nnn nx hapmanesTnyHeCckn NpuemnemMblx Conemn.

B apyrom BapmaHTe peanusauumn HacToswero nsobpeteHms npegnoxeHa gapmauesTmyeckas
KOMOMHaUMs COrnacHo M3obpeTeHunto, cogepkallas
(a) aronnct PPAR,
(b) MHrIMBUTOP KMHa3bl P38, rae ykasaHHbIN MHIMOUTOP KUHa3sbl P38 npegcTaBnsieT
cobon coegmHeHne copmynbl | unu ero chapmaueBTUHECKN NPUEMIEMYHO COMb,
Kak onpeaeneHo B HAaCTOSALWEM AOKYMEHTE; U, Heoba3aTenbHo,
(¢) oaH N Gonee hapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenen,
BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN,
ANs npuMeHeHus B cnocobe npefoTBpaLlleHnst unu nedeHns oudposmpyowmnx sabonesaHnm

W PaccTPOUCTB y cyObekTa.

B apyrom BapuaHTe peanusaymm HacTosee n3obpeTeHne OTHOCUTCA K dhapMaLeBTUYECKON
KOMOUHaUMM, cogepallen
(a) aroHnct PPAR,
(b) MHMMBUTOP KMHa3bl P38, rae ykasaHHbIN MHIMOUTOP KuHa3sbl p38 npeactaBnsieT
cobon coeguHeHne opmynel || nnu ero hapmauesTUYECKN NPUEMNEMYIO COSb,

Kak onpegeneHo B HACTOALLEM AOKYMEHTE; U, HeobA3aTenLHO,
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(¢) oaH N Gonee  hbapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenewn,
BCMOMOTaTEeNbHbIX BELECTB UM HOCUTENEN,
ANst NpUMEHeHns B cnocobe npefoTBpaLeHnst unu nedeHns oudposmpyowmnx sabonesaHnm

Wnn paccTpPoucTB y cybbekTa.

B npeanouytutensHoM BapuaHTe peanusauum HacTosilee M3o0peTeHuMe OTHOCUTCA K
hapmaueBTUYECKON KOMOMHaUMN, cogepKaLlen:
(a) aronnct PPAR,
(b) MHrMBUTOP KMHa3bl P38, rae ykasaHHbIN MHIMOUTOP KuHasbl P38 npeacrasnsieT
cobon namanumog wnu ero apmaueBTUYECKM MPUEMIEMYIO COMb; W,
Heoba3arTenbHo,
(c) oaH N Gonee  bapmaueBTUYECKM MpuemMnembix pasbasuTenewu,
BCMOMOraTerbHbIX BELECTB UMW HOCUTENEN,
ANS NPpUMEHeHns1 B cnocobe npeaoTBpalleHns unm neveHms ombposunpyowmx sabonesaHnm

UNn paccTponcTe y cybbekTa.

B apyrom npeanoyTuUTENbHOM BapuaHTe peanusauum HacToswee n3obpeTeHne OTHOCUTCA K
thapmaueBTU4EeCKOrn KOMOMHaUMN, CoaepKaLLen:
(a) aroHuct PPAR,
(b) MHIMBUTOP KMHa3bl P38, rae ykasaHHbI MHIMOUTOP KUHa3sbl P38 npegcraBnseT
cobon coeamHeHne copmMynbl | unu ero chapmaueBTUHECKN NPUEMIEMYIO COMb,
Kak onpeaeneHo B HACTOSALWEM JOKYMEHTE; U, Heobsa3aTenbHo,
(¢c) oaH N Gonee  apmaueBTUYECKM MpUEMNEMbIX  pasbaBuTenen,
BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN,
ANs npuMeHeHus B cnocobe npefoTBpaLleHnst unu nedeHns oudposmpyowmnx sabonesaHum
W PaccTporCTB Yy CyObekTa, Npu 3TOM yKkasaHHbIn aroHncT PPAR ramma BbibpaH 13 rpynnbl,
COCTOSALLEN M3 MUOrMMTa3oHa, POCUIMIUTA30Ha M TPOrNUTa3oHa UNKU UX PapmMayeBTUYECKN

npuemMnemMbIx Conen.

B apyrom npeanoyTutensHOM BapuaHTe peanusayum HacToswee n3obpeTeHne OTHOCUTCA K
hapmaueBTU4ECKO KOMOMHaUMN, CoaepKaLLEn:
(a) aroHuct PPAR,
(b) wHMBUTOP KMHa3bl p38, r4e YykasaHHbIM WMHIMOUTOP KMHa3bl P38
npeacraenseTr cobo namanvmog Wnn ero papmaueBTUYECKN NPUEMINEMYIO

cornb; W, Heobs3aTenbHo,
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(c) oaumH wnu OGonee apmayeBTUYECKM MNpueMnembix pasbasurenen,
BCMOMOTaTEeNbHbIX BELECTB UM HOCUTENEN,
ANst NpUMEHeHns B cnocobe npefoTBpaLeHnst unu nedeHns oudposmpyowmnx sabonesaHnm
Unn paccTpomrcTB y cybbekTa, Npu 3TOM ykasaHHbIn aroHnct PPAR ramma BbibpaH 13 rpynnbl,
COCTOSILLEN M3 NUOrNMTasoHa, POCUrMTa3oHa M TPOrMUTasoHa Unn ux apmMayeBTUYECKU

npuemMnemMbIx Conen.

B Apyrom BapuaHTe peanusauyum HacTosiLee n3obpeTeHne OTHOCUTCS K hapmaLeBTUYECKON
KomMBuHaumn, cogepaLlen
(a) aronnct PPAR ramma,
(b) NHrMBUTOP KMHa3bl P38, rae ykasaHHbIN MHIMOUTOP KuHasbl P38 npeacrasnseT
cobon coegmHeHne opmynbl | unm ero hapmauyeBTUHECKN NPUEMIEMYHO COMb,
Kak onpefeneHo B HACTOSALLEM AOKYMEHTE; N, Heobsa3aTernsHo,
(c) oguH  wvnn  Gonee  (papmaueBTMYECKM NpuemMnembix pasbasutenen,
BCMOMOrarerbHbIX BELECTB UMW HOCUTENER,
ANS NpUMEHeHnst B cnocobe npeaoTBpalleHns unm neveHms ombposnpyowmx sabonesaHnm

W PaccTPOnCTB y cyObekTa.

B apyrom BapuaHTe peanusaymm HacTosiee n3obpeTeHne OTHOCUTCS K dhapmaleBTUHECKON
KOMOUHaUMn, cogepxailen
(a) aronnct PPAR ramma,
(b) MHIMBUTOP KMHa3bl P38, rae ykasaHHbIN MHIMOUTOP KUHa3sbl P38 npeacTaBnseT
cobon coeguHeHne doopmynsi || nnu ero papmauesTUYECKN NPUEMNEMYIO COSb,
Kak onpeaeneHo B HACTOSALWEM AOKYMEHTE; U, Heobsa3aTenbHo,
(¢c) oaH N Gonee  hapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenen,
BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN,
AnNs NpuMeHeHns B cnocobe npefoTBpaLleHnss unu nedeHns oudposmpyowmnx sabonesaHnm

W PaccTPoOUCTB y cyObekTa.

B npeanoututenbHOM BapuaHTe peanusayMnm Hactosiee Un3o0peTeHne OTHOCUTCA K
hapmaueBTUHECKON KOMOMHaUMN, cogepKaLlen
(a) aronnct PPAR ramma,
(b) MHMBUTOP KMHa3bl p38, rae ykasaHHbIN MHIMOUTOP KuHa3bl P38 npegcTaBnsieT
cobon coegmHeHne opmynbl | unm ero chapmaueBTUHECKN NPUEMITEMYHO COMb,

KaK onpegeneHo B HACTOALLIEM AOKYMEHTE; U, HeobA3aTensLHO,
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(¢) oaH N Gonee  hbapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenewn,
BCMOMOraTernbHbIX BELECTB UMM HOCUTENEN,

ANst NpUMEHeHns B cnocobe npefoTBpaLeHnst unu nedeHns oudposmpyowmnx sabonesaHnm
NN PaccTPOUCTB y CyObeKTa;
raoe ykasaHHoll aroHuct PPAR ramma BbibpaH u3 rpynnbl, COCTOSILLEN U3 MUOMMWTa30Ha,
pocurnutasoHa, TpornutasoHa 1 INT131 mnm mx apmayeBTU4eckn NpUEMIIEMON COMu,
NpeanoYTUTENbHO BbIOPaH M3 rpynnbl, COCTOSALWEA W3 MNUOMMUTa30Ha, POCUrNUTas3oHa W
TPOrnuMTasoHa unu nx apmaueBTUYECKN NPUEMIIEMON COnu; 1
rae kaxabii n3 X' n X? B ykasaHHOM coeauHeHun coopmynel | npeacrasnset cobon O; u
rae Z B ykasaHHoOM coeguHeHnn coopmynel | npeacrasnsaet cobon N; n
rae W B ykaszaHHOM coeaunHeHumn coopmynbl | npegcrasnset cobom NH; um
roe Ar' B ykasaHHOM coeguHeHun chopmynbl | npegcrasnaeTt cobor apun; 1
rae R' B ykasaHHOM coeguHeHun doopmynbl | npegcTaBnsaeT cobom retepoankun; u

rae R® B ykasaHHOM coeguHeHun dopmynbl | npegcrasnsaeT cobon ankun.

B apyrom npegnovTuUTenbHOM BapuaHTe peanu3auum HacTosilee n3obpeTeHne OTHOCUTCS K
hapmaueBTnyHeckon KombuHaumn, cogepxaLlen

(a) aronnct PPAR ramma,

(b) MHrIMBUTOP KMHa3bl P38, rae ykasaHHbI MHIMOUTOP KUHa3bl P38 npeacTaBnseT
cobon namanmmog, R9111, cemanumog wunu ero apmalyeBTU4eCcKn
npUeMNemMyIo Conb, NPEANOYTUTENBHO NamManumMog Unu ero apmaueBTUYECKN
npuemMnemyto conb; N, Heobs3aTenbHo,

(¢c) oaH N Gonee  apmaueBTUYECKM MpUEMNEMbIX  pasbaBuTenemu,
BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN,

ANs npuMeHeHus B cnocobe npefoTBpaLlleHnst unu nedeHns oudposmpyowmnx sabonesaHum
W PacCcTPOUCTB Y CyObeKTa;
rae ykasaHHbll aroHuct PPAR ramma BbibpaH W3 rpynnbl, COCTOSILLEN U3 MUOTMUATa30Ha,

TpornuTasoHa, 6esadubpara n nx hapmaueBTUHECKU NPUEMMEMbIX COMNEN.

B apyrom npeanoyTuUTensHOM BapuaHTe peanusayum HacToswee n3obpeTeHne OTHOCUTCA K
hapmaueBTUHECKON KOMOMHaUMN, cogepKaLlen
(a) aronnct PPAR ramma,
(b) MHMBUTOP KMHa3bl p38, rae ykasaHHbIN MHIMOUTOP KuHa3bl P38 npegcTaBnsieT
cobon namanumoz, nocmanumop, aunmanumog  unu  R9111  wnum
hapmaneBTnyYeckm npvemMmnemyo COornb yKa3aHHbIX COeAMHEHUN,

npeanoyvTuTenbHO namManumog wnun agunaManumos unu C*)apMaL[eBTI/I‘-IeCKI/I
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NPpUeEMINEMYIO COMb YKa3aHHbIX COeAMHEHMK, ©Gonee npeanoYTUTENBHO

namanumog, unu ero apmaleBTUHECKM MPUEMIEMYIO COMb; U, HEOBS3aTENMbHO,

() oaH N Gonee  hbapmaueBTUYECKM MpUEMNEMbIX  pasbasuTenewn,
BCMOMOTaTEebHbIX BELECTB UM HOCUTENEN,

AnNst npuMeHeHuns B cnocobe npefoTBpaleHnst unu nedeHnsa oudposmpyowmnx sabonesaHnm

Unn paccTpoucTB y cybbekTa.

B apyrom npeanoytutensHOM BapuaHTe peanusayum HacTtoswee n3obpeTeHne OTHOCUTCA K
hapmaueBTnyeCckon KomOmHaumn, cogepaLlen

(d) aronnct PPAR ramma,

(€) nHrMbutop knMHasbl p38, rae ykasaHHbI MHIMOUTOP KuHasbl P38 npegcrasnseT
cobon nmamanumoj, nocmanumog, aunmanumog wunu  RO9111  wnm
dapmavneBTnyYeckm npuemnemyo conb yKa3aHHbIX coeanHeHUN,
NPeanoYTUTENbHO NamManumog wnu AUnManumog unn dapmayeBTUYeCKU
npvemMnemMyro Conb YKasaHHbIX COeAMHEeHuKn, ©Gonee npeanoyYTUTENBHO
namanumog, unu ero apmaleBTUHECKM NPUEMNEMYIO COMb; U, Heobs3aTemnbHO,

(f) oguH wnvnn  Gonee apmaueBTMYECKM NpuemMnembix pasbasutenen,
BCMOMOraTenbHbIX BELLECTB UMM HOCUTENEN,

AnNs NpuMeHeHus B cnocobe npefoTBpaLlleHns unu nedeHns oudposmpyowmx sabonesaHum
W PacCTPOUCTB Y CyOBbeKTa;

rae ykasaHHbll aroHuct PPAR ramma BbibpaH W3 rpynnbl, COCTOSILLEN W3 MUOrNUTa30Ha,
poCUrNUTasoHa M TPOrnNuTasoHa wunu apmayeBTUYECKU MPUEMIIEMbIX COMEn YKasaHHbIX

COEVHEHUN.

B oaHOM BapmaHTe peanusaynm Hactosiee n3obpeTeHne oTHOCUTCA K hapMaLeBTUHECKON
KOMOUHaUMM, cogepaLlen:

(a) aronnct PPAR,

(b) MHrMBUTOP KMHa3bl p38; u, Heobs3aTenbHO,

(¢c) oaH N  Gonee  hapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenemn,

BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN,

ANs NpuMeHeHns B cnocobe npefoTBpaLleHnst unu nedeHns opudposmpyowmnx sabonesaHnm
Unn HapyweHnn y cybbekTa, rae ykasaHHoin aroHnct PPAR aktusmpyet PPAR anbda, PPAR

ramma unm PPAR genbta nnmn nx komouHagum.

B ogHOM BapuaHTe peanusauumn HacTosilee U300peTeHEe OTHOCUTCH K (hapMaLeBTUYECKON

KOMOUHaUMn, cogepKaLlen:
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(a) aronnct PPAR,

(b) MHrMBUTOP KMHa3bl p38; u, HeobsI3aTENbHO,

() oaH N Gonee  hbapmaueBTUYECKM MpUEMNEMbIX  pasbasuTenewn,

BCMOMOraTernbHbIX BELECTB UM HOCUTENEN,

AnNsi NIpUMEHEHNs1 B cnocobe npodhunakTukm nnmn neveHmns hunbposmpyowmx sabonesaHnin nnu
HapyLweHun y cybbekTa, rae ykasaHHbln aroHuct PPAR BbibpaH u3 rpynnbl, COCTOALWEN U3
NUOrNUTa3oHa, TPOrnuTasoHa, pocurnutasoHa, 6esadubpara, heHodmnbpara, knohubpara,
remdunbposunna, anernutasapa, Myparnurasap, TecarnuTasap, Tesarnutasapa,
capornutasapa, GFT505, Hasernutasapa, GW501516 n INT131 unu nx dapmayesTnyecku

npuemMnemMoun conu.

B ogHOM BapuaHTe peanmsauum HacTosiee n3obpeTeHne OTHOCUTCS K hapmMaleBTUYECKON
kKoMOnHaUmm, cogepKaLlen:

(a) aroHnct PPAR,

(b) MHrMBUTOP KMHa3bI p38; 1, HeobA3aTenNbHO,

(c) oguH  wvnn  Gonee  (papmaueBTUUECKM NpuemMnembix pasbasuTenen,

BCMOMOraTerbHbIX BELLECTB U HOCUTENEN,

ANs NpuMeHeHus B cnocobe npefoTBpaLleHns unu nedeHns oudposmpyowmx sabonesaHum
UM paccTponCTB Yy cybbekTa, Mpyu 3TOM yKasaHHbi aroHuct PPAR BbibpaH 13 rpynnbl,
COCTOSILLEN M3 nMornuTasoHa, TpornuTasoHa, Oesadmbpara unu ux dapmaleBTUHeCcKU

npuemMnemMbIx Conen.

B npeanoututenbHOM BapuaHTe peanusayMm Hactosiee Un300peTeHne OTHOCUTCA K
hapmaueBTn4eckorn kKomonHaumn, cogepaLlen:

(a) aroHnct PPAR,

(b) nHrMBUTOP KMHa3bl p38; u, Heobs3aTenbHO,

(¢) oaH N Gonee hapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenen,

BCMOMOraTenbHbIX BELECTB UMM HOCUTENEN,

ANs npuMeHeHus B cnocobe npefoTBpaLleHnst unu nedeHns oudposmpyowmnx sabonesaHnm
WUNN pacCcTponcTB y cybbekTa, npu 3TOM ykasaHHbli aroHuct PPAR npepcrtasnsietr cobou

MUOrMUTA30H UNK ero hapmaLeBTUYECKM NPUEMIEMYIO COrb.

B npeanouytutenbHOM BapuaHTe peanusayMm Hactosiwee Un3obpeTeHne OTHOCUTCA K
hapmaueBTn4eCKor KOMOMHaUMN, CoaepKaLLen:
(a) aroHuct PPAR,

(b) MHrMBUTOP KMHa3bl p38; u, Heobs3aTenNbHO,
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(¢) oaH N Gonee  hbapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenewn,
BCMOMOTaTEeNbHbIX BELECTB UM HOCUTENEN,

ANst NpUMEHeHns B cnocobe npefoTBpaLeHnst unu nedeHns oudposmpyowmnx sabonesaHnm

WUNn paccTpoucTB y cybbekTa, mpyu 3TOM ykasaHHbi aroHuct PPAR BbibpaH u3 rpynnbl,

COCTOSILLEN M3 NUOrNMTasoHa, POCUrMTa3oHa M TPOrMUTasoHa Unn ux apmMayeBTUYECKU

npuemMnemMbIx Conen.

B apyrom npegnouTuUTEnbHOM BapuaHTe peanu3auum HacTosilee n3obpeTeHne OTHOCUTCS K
hapmaueBTnYECKO KOMOMHaUMN, cogepKaLlen:
(a) aronnct PPAR, rae ykasanHbin aroHuct PPAR npeacrasnser cobowu
MMOrNUTA30H UNK ero apmayeBTUYECKN NPUEMIIEMYIO CONMb;
(b) nHrMBUTOP KMHasbl P38, u, Heoba3aTenbHO,
(c) oguH  wvnn  Gonee  hapmaueBTUMYECKM NpuemMnembix pasbasuTenen,
BCMOMOraTerbHbIX BELECTB UMW HOCUTENER,
ANS NpUMEHeHns1 B cnocobe npeaoTBpalleHns unm neveHms ombposnpyowmx sabonesaHnm

UNn paccTponcTe y cybbekTa.

B apyrom npegnoyvTuUTenbHOM BapuaHTe peanusauun HacTosilee U3obpeTeHne OTHOCUTCS K
thapmaueBTUYeCcKorn KoMOMHaUMN, coagepKaLlen:
(a) aronnct PPAR, rae ykasanHbin aroHuct PPAR npeacraenser cobown
MMOrNUTa3oHa rMapPOXIopPUs;
(b) MHrMBUTOP KMHa3bl P38, 1, Heobs3aTenbHO,
(¢c) oaH N Gonee  apmaueBTUYECKM MpUEMNEMbIX  pasbaBuTenen,
BCMOMOTaTebHbIX BELLECTB UM HOCUTENEN,
ANs npuMeHeHus B cnocobe npefoTBpaLlleHnst unu nedeHns oudposmpyowmnx sabonesaHum

WM paccTpPoOnCTB y cyObekTa.

B ocobeHHO npeanovTUTENbLHOM BapuaHTe peanusayum HacTosiLee n3obpeTeHme OTHOCUTCS
K hapmayeBTUYECKON KOMBUHALMK, CogepKaLlen:

(a) aronnct PPAR, rae ykasanHbin aroHuct PPAR npeacraenser cobowu
MMOTNUTA30H UNM ero apmaLeBTUHECKN NPUEMMIEMYIO COMb, MPEANOYTUTENBHO
MMOrNN3aToHa rmapPOXIopus;

(b) MHMBUTOP KMHa3bl p38, rae ykasaHHbIN MHIMOUTOP KuHa3bl P38 npegcTaBnsieT
cobon namanumog wnu ero apmaueBTUYECKM MPUEMMEMYIO COMb; W,

Heobs3aTenkLHo,
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(¢) oaH N Gonee  hapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenen,
BCMOMOTaTEeNbHbIX BELECTB UM HOCUTENEN,
ANst NpUMEHeHns B cnocobe npefoTBpaLeHnst unu nedeHns oudposmpyowmnx sabonesaHnm

Wnn paccTpPoucTB y cybbekTa.

B pononHuTenbHO OCOBEHHO MPEeanoYTUTENBHOM BapuaHTe peanusayun Hacrosijee
n3obpeTeHne OTHOCUTCA K hapMaleBTUYECKON KOMOMHaUMN, cogepKaLlen:
(a) aronnct PPAR, rae ykasanHbin aroHuct PPAR npeacrasnsier cobowu
MMOrNUTA30H UNn ero apmaLeBTUHECKN NPUEMNEMYIO COMb, NMPEANOYTUTENBHO
10 nuornunaaToHa rnapoxnopua,;
(b) NHrMBUTOP KMHa3bl P38, rae ykasaHHbI MHIMOUTOP KuHasbl P38 npeacrasnsieT
cobon namanumog wnu ero apmaueBTUYECKM MPUEMIEMYIO CONb; W,
Heobs3aTenwHo,
(c) oguH  wvnn  Gonee  (papmaueBTMYECKM NpuemMnembix pasbasutenen,
15 BCMOMOraTenbHbIX BELLECTB UMM HOCUTENEN,
ANS NpUMEHeHnst B cnocobe npeaoTBpalleHns unm neveHms ombposnpyowmx sabonesaHnm
UNN  pPaccTponucTB Yy cybbekTa, rae ykasaHHble ubposnpyowme 3aboneBaHus unu

paccTponcTea npeacrasnsaoT cobon namonatnyecknin pubpos nerkmx (UPJ).
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Mpumepsl
HacTroswme npumepbl NpegHasHaveHbl ANa UnncTpauumn Hactoawero nsobpeteHus, 6e3 ero

orpaHn4yeHus.

Mpumep 1: KomGuHMpoBaHHOE NeYeHne NnamManMMogoM U NMUOIMNUTA30HOM 3aluMLaeT oT

¢pubpo3sa nerkmx, MHAYLMPOBAHHOIO 61€OMULIMHOM

1. OnucaHnune

BneoMuuuH WMPOKO MCMonNb3yeTca Ans MHAYKUMM prubpo3a nerkux y Mblen C Lenbio
N3Yy4YEHUS BO3MOXHbIX METOAOB neyeHud. OPPEeKTUBHOCTb NMUOrMMTasoHa M namanvmoja,
AO3UPOBAHHbLIX WHAMBMAYaNbHO W B KOMOMHaUMM, MO CPaBHEHUMIO C OAOOPEHHbIM
neKapCTBEHHbIM CPEACTBOM NMPMEHNLOHOM, Obina NpoTecTupoBaHa Ha 21-4HEBHON Mogenu
NHAYyUMpoBaHHoro 6neommnymHom mbposa nerkmx Ha Mbiwax. Kak nmornMtasoH oguH pas B
CYTKW, Tak U namanumog OAWH pa3 B CYTKW, BBOAUMbIE VHAMBUAYANbHO U B KOMOMHauuw,
3HAUUTENbHO CHWXanM HOPManu3oBaHHYIO Maccy nerkux u nokasatenu dubposa no
CPaBHEHMIO C KOHTPOMbHOW TPYNMnoWr, nonyvaBller HocuTenb. [pynna, nonyyasLllas
KOMOMHaUMIO Mamanumog/nMornuTasoH, nokasana Oonbluee CHWXKEHME 3TUX NapameTpoB
3aboneBaHus, YeM rpynnbl, NOMNy4YaBLUME OTAENbHbIE areHTbl. Bce rpynnbl neyeHns nokasanm
fonbluytdo  3PPEKTMBHOCTE, 4YEM T[pynna MOMOXUTENbHOIO KOHTPONS, nony4varoas
NMMPEHNAOH ABaXabl B CYTKU. OTW pe3ynbTaTbl NOKa3bIBaKOT, YTO KOMOMHAUMA NMOrnmMTasoHa
1 namanumoga 3 eKkTMBHa ANs YMEHbLUEHMS hrnbpo3a nerkux, Bbi3BaHHOro 6-1€OMULUMHOM,

N ABNSIETCA NOAXOAALLEN TEPANEBTUYECKON CXEMON ANs neYveHus chunbposa nerkmnx.

2. MaTepuansl 1 MeTOAbI

2.1. JlaBopaTopHble XNBOTHbIE

[na aToro ncecnegosaHma ncnonbsosann camuyos Mbiwen C57BL/6 B BospacTe OT wectu A0
cemn Hegenb. XKMBOTHbIX B3BELLUMBANM 3a AE€Hb A0 Hayana uccneposaHus, n 60 XMBOTHbIX
Obinn paHgomusnposatsl B 6 rpynn (N = 10 Ha rpynny) Takum obpasom, 4Tobbl CpefHne Mmacehl
Tena 6bInM 0aMHaKoBbIMK ANS pasHbix rpynn. [Nuwa v Boga npegoctasnsnmck ad libitum, 6ein

YyCTaHOBNEH 12-4acoBOW UMK CBET/TEMHOTA.

2.2. [OmsanH nccnegoBaHus
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JleyeHune B rpynnax 2-6 HauyMHanu 3a AeHb A0 BBeAeHMs BneoMmuymnHa 1 Nnpoaomkany A0 KoHua
ncecneaoBanus Ha 21 geHb. B geHb -1 >KMBOTHBIM Yepes XenyLo4HbIA 30H4 BBOAUMN. KOHTPOIb
- HocuTtenb (0,5% meTtunuennonosa; rpynna 1 n rpynna 2), nmornutasoH 25 mr/kr/gosa (rpynna
3), namanumopg 100 mr/kr/gosa (rpynna 4), nuornutasoH 25 mr/kr/gosa n namanumopg 100
mr/kr/gosa (rpynna 5), nupdenngoH 100 mr/kr/go3a (rpynna 6) n npogormKany Takoe BBeAeHne
B TeueHne 21 gHs. MNMnornutasoH 1 namannmog, BBoAMNM oguH pas B cyTkn (QD), a nupdeHnaoH
- ABa pasa B cytkn (BID). B geHb 0 BCce mbium B rpynnax 2-6 nonyyanu OAHOKPATHYHO
MHCTMANAUMIO GneomuumHa ans nHaykuumn omnbposa nerknx. XXmBoTHble B rpynne 1 (KOoTopbim
BBOA MM HOCUTENb C 1 NO 21 A€Hb) HE nony4Yanun UHCTURNAUMIO BrneomuymHa, a BMECTO 3TOro
UM BBOAWUNN OAHOKPATHYKO A03y (PU3MONOrMYEeCcKoro pacTesopa, WM WX cyuTanu rpynnow
oTpuyatenbHOro KoHTpons. [locnegHwe pA[o03bl npenapaTtoB BBOAMNM 3a 2-4 vaca Ao

3aBepLUeHNa uccrnenosanus Ha 21 geHb.

Maccy Tena, abContoTHYO Maccy nerknx u Maccy nerkux, HopmManum3oBaHHyo Mo Macce Tena,
N3MepAnNn AN BCeX Mblen Ha 21 geHb nocne MHCTUNNAuMmM 6neoMuuymnHa v cpaBHMBanu C
KOHTPOMbHLIMU MbILL@MKW, KOTOPbIM MOCMEe WHCTUANSAUUM GneomuumHa BBOAMMM HOCUTENb.
MocTkaBanbHbIE 40NW NPaBOro nerkoro cobupanmn n MrHoBEHHO 3amopaxwvsann. OcTanbHble
nerkne cdoukcmposanm B 10% NBF, npoBogMnu ructonaTtonorMyecknn aHanms n oueHmsanm

TshkecTb pmbposa No MoagNPMLMPOBAHHON LKane JwkpodTa.

2.3. CocTaBbl C COEAUHEHNAMM N HOCUTESb

Hocutenb (0,5% meTnnuenntonosa) n CoOeAMHEHNSA TOTOBUMNN EXEHEAENbHO U XpaHunn npu
KOMHaTHOW Temnepartype B TEMHOTE. Bcem mbiwam BBOAWMMM [03Yy, HA4MHasa ¢ -1 gHA 40
OKOHYaHMs uccnegosaHns Ha 21 aeHb, o6bemom 200 MKN HOCUTENS WUNU TECTUPYEMbIX
coeavHeHun pas B cyTkn (QD) uepes xxenyaouHbin 30H4 iy 100 mkn nnpdeHnaoHa gBa pasa
B cyTkn (BID) uepes nepopanbHbid 30HA. OAnsa rpynn, nonydaBwMX U NMPAEHUAOH, U
TecTupyemble coegunHeHns, nupdeHnaoH seoamnu B gose 100 mkn gBa pasa B cyTku (BID), a

TeCTUpyemble coegnHeHus Beogunu B obwem obveme 100 mkn pas B cyTku (QD).

2.4. Tlpoueaypbl cbopa matepmana

3710 ncenepgosaHme 6bINo NpekpaLwleHo Ha 21 AeHb AN BCEX rpynn NpUMepHo yepes 2-4 yaca
nocrie BBeAEHUs NOCNefHEN A03bl COEAVHEHUA UMM HOCUTENSA B KavecTBe KOHTpond. Bcex
MbILLEA aHECTEe3MPOBanu WHransiuMoOHHOM aHecTesnen usodnypaHom U yMepLBNsSnu

cmeLleHnem LUENHbIX NO3BOHKOB.
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Jlerkne kaxaoro »nBoTHOro cobupanu n s3sewumnsany. [ocTkasanbHyO 400 NPaBOro Nerkoro
OTAENANN NPU HakKNaabiBaHUW HUTKU, YTOObI HE ObINO yTEeYKU U3 OCTarbHOW YacTU NErkoro.
MNocTkaBanbHble AONM B3BEWUMBANM W 3aMopakvBanu ANA  JanbHeuwWwero aHanmsa.
OcraBlumecs nerkne Kakaoro XMBOTHoro Hagysanu 10% HewTpanbHbiM 3abydepeHHbIM

dpopmanunHom (NBF) u 3atem domkcuposanm B 10% NBF gnsa ructonornyeckoro uccrnenoBaHus.

2.5,  OueHka pnbposa

O6pasupl nerkux obpabartbiBanu U BCE JOMNN NErkUX OT KaKAOW MbILW 3aKMoYanu B O4UH
napaguHoBbIN 6nok. KOPOHKOBbBIE CPe3bl YETbIPEX OCHOBHbIX AOMNEN OKpalumMBani TPUXPOMOM
no MaccoHy. JleroyHble Nong Kaxaoro XMBOTHOrO UCCrefoBanu B pacTpoBoM dpopmare npu
nomoLUm NnH3bl o6bekTmBa 20X 1 nnH3bl okynapa 10X (200X). [0na kaxaoro nons sanucbisanu
OLUEHKY No moandmympoBaHHomn wkane SwkpodTta (Hubner et al., 2008). UHaekc dpmbposa
paccumTbiBanM kKak cymmy 6annoB nons no MoAUMUUMPOBAHHOW Likane JwkpodTa,
MOAENEHHYID Ha KOMWYECTBO WCCrEeAOoBaHHbIX MNonen. PesynbTarbl MMCTONATONOrMYECKON

MUKPOCKONUYECKOWN OL|EHKN BBOAWNM HENOCPEACTBEHHO B 3NEKTPOHHbIE Tabnuubl Excel 2016.

KoHeuyHble pgaHHble Ha 21 AeHb NoKasaHbl kak cpegHun Sann no wkane 3wkpodTa ans
3KCNEPUMEHTaNbHON rpynnbl CO CTaHAapTHoW owmbkon cpeaHero (SEM). Cratmuctmnyeckune
pasnuuna (onpegensaembie kak p <0,05) mexay rpynnamMmm aHannsuposanm ¢ UCNonb30BaHNEM
t-TectoBs npu nomoLym nporpammHoro obecneveHunsa Prism sepcun 7.0 (GraphPad, La Jolla, CA).
Mpynnbl, obpaboTaHHble TECTUPYEMbIMU COEAMHEHUSIMW, CPaBHMBANU C KOHTPOSbHbIMU

MbILLAMW, KOTOPbIM BBOAUIN 6J'IeOMI/ILlI/IH.

3. PE3YJIbTATHI

3.1. ABconioTHas n HopManmM3oBaHHas Macca Nnerkmnx

Kak nokasaHo Ha ®ur.1, nHCTUNNAUnA 6neomMmymHa NpuUBoAMNIA K 3HaYUTENBHOMY YBENUYEHUIO
HOPManun3oBaHHOW MacCbl NErkMx MnO CPaBHEHMIO C KOHTPOMbHbIMKM npenaparamm 6e3
6neommymHa. CyujecTtBeHHO Bonee HM3kne HopManm3oBaHHbIE MacChbl NerkMx Habnganmce B
rpynnax, nonydaswmx 25 mr/kr nmornutasoHa mnu 100 mr/kr namanumoga OTAENMbHO unn B
kombBuHaumm (rpynnbl 3, 4 n 5 no cpaBHeHuUto ¢ rpynnon 2, p<0,05, t-tecT). MNpmumevaTensHo,
4YTO KOMOMHaUMS yMeHbLuana HOPManu3OBaHHY Maccy nerkmx B OonbLUen CTEneHwu, Yem

NONOXWUTENBHbBIN KOHTPONb NupdeHnaoHom ([pynna 6).
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3.2.  OueHka pnbposa

Kak nokasaHo Ha dur. 2, nHaykuus 6neomuumHom 1,5 Eg/kr ¢ nocnegylowmm exeaHEBHbIM
BeegeHnem 200 mkn HocuTens (rpynna 2) Bbi3Bana 3Ha4YMTENbHbIM PUOPO3 C HaMBLICLLNM
cpegHuM mHaekcom cubposa no rpynne (4,8). CywecTtBeHHO MeHbwnh Pubpos, Ha uTo
ykasbiBaloT 6onee HU3KkMe cpeaHue nHaekcol ombposa no rpynne, Habnwogancs B rpynnax,
nony4aswwmx 25 mr/kr nnornutasoHa nnu 100 Mr/kr namannumMmoga OTAENbHO NN B KOMOUHaLUK
(rpynnbl 3, 4 1 5 no cpaBHeHUto ¢ rpynnon 2, p< 0,05, t-tecT). CambI HU3KUN CPEAHNN NHAEKC
dubposa no rpynne Habnwgancs B rpynne 5, 4TO ykasblBaeT Ha TO, YTO KOMOMHauus
NMornuTasoHa n namanumoga bonee achdekTUBHaA ANS CHMKEHMS NokasaTtens pubposa, Yem
KaXbl N3 areHToB MO OTAENbHOCTU. [puMeYarTenbHo, YTO ykasdaHHas kombnHaumsa cHxkana
HOPMarnn3oBaHHbIN Nokasatenb Gubposa B 6onbLIEN CTENEHW, YEM NOSNTOXKUTENBHBIN KOHTPOIb

nupdgeHngoHom (pynna 6).

Mpumep 2: KoMGMHMpPOBaAHHOE NeYeHMe NnaManumMoaoM U NMUONNIUTAa3OHOM NOKa3bIiBaeT
CUHeprnyeckuin ahpPeKkT B OTHOLUEHUN U3MEHEHUIN IKCMNPECCUN FEHOB UHTEpPIIENKUHA U

nytu TNF B neroyHon TkaHM Mblien
1. Onucanue

Onbpo3 - 3TO NATONOMMYECKUA MPOLECC, XapakTepusylLUNCa 3amelleHnemM HOPManbHOM
TKAHWN ME3EHXMMarbHbIMU KNETKaMM WM BHEKMETOYHbIM MaTpuKCOM. [locneaoBarenbHOCTb
cobbiTnin, Beaywmx k hnbposy nerkmx, BKNIOYAET BOCMANeHUe M HapylleHne HopMarbHOW
TKAHEBOW CTPYKTYpPbl. HeKoTopble LWUTOKMHbI YYaCTBYKOT B FOKarbHOM MOBPEXAEHUN U
BOCNaneHum, K HUM oTHocsTca nHtepnenknH-1 (IL-1), nitepnenknH-8 (IL-8), nHrepnenknH-6, a
Takke aktop Hekposa onyxonn anbda (TNF-anbtha) u poaCTBEHHble MoOmMekynbl. Mebl
BbINONHUNN aHaNU3 3KCNPECCUMN BCEro reHOMa Ha NeroYHon TKaHu 13 nccnegosanusa punbposa,
MHAyUupoBaHHoro 6neoMmmyuHoM, onmucaHHoro B [lpumepe 1. HeoxmpgaHHO pesynbTathl
nokasanu, 4TO NWOMMWTasoH W namanumog obnagalT CUHEPrnYyeckKUM AEUCTBUEM U
3HaAYNUTENbHO PErynUPYIOT  3KCMPECCUID HECKOMNbKUX TEHOB UHTEpPNenkuHa/peuentopa
nHTepnenkuHa, a tTawke TNF/peyentopos TNF. 3Tn fgaHHble NO3BONSIOT NPEANONOXUTb, YTO
kombunHaums  3TUX ABYX NEKAPCTBEHHbIX CPEeACTB MOXeT obecneuntb  nyullyro
TepaneBTUYECKYD 3dEKTUBHOCTL Npyn nedeHun dubposa nerkmx, 4yem noboe u3 HMX no

OTAENbHOCTMN.
2. MaTepuansl 1 MeTOAbI

"noBanbHble U3MEHEHNS SKCMPECCUM reHoB onpegensanu cekseHnposaHmem PHK Illumina Next

Generation B o6pasyax nerkmx n3 NCCrneaoBaHuns Ha XMBOTHbIX, onncaHHoro B MNpumepe 1. PHK
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3KCTparnposanu u3 nocTkasanbHOW A0nW, kotopas Obina MrHOBEHHO 3aMOpOXeHa Mo
OKOHYaHUM uccneposanunda. [na atoro aHanusa Obinyv npoaHanuanposaHbl 8 obpasuyos n3
Kakgon un3 rpynn nedeHus 1-6 (Bcero 48 obpasyos). Bkpatye, cymmapHyio PHK
3KCTparnpoBanu ANa CEKBEHWPOBAHWUS HOBOMO MOKOMEHUS C UCMOMb30BaHWEM CTaHAAPTHbIX
METOA,0B, 3aTtem 6binn nogrotosneHbl Gubnuotekn PHK lllumina TruSeq, Bkntovas oboraweHme
nonu-(A). CekseHnpoBaHue BbinonHAnM Ha lllumina NextSeq 500, v2, BbICOKUA YPOBEHD,
npouteHne 1x75 bp ¢ 30 mnH nakeTtoB. [emynbTvnnekcnpoBaHMe KU oOpesky OCTaTkoB
aganTtepHbix nocnegosartenbHocTen lllumina 6binm BbINOAHEHBI HA HEOOPABOTaHHbBIX AaHHbIX.
KapTupoBaHue cunTbiBaHMM JaHHbIX ObIno BbINOMHEHO C UCMOMb30BaHUEM 3TANOHHOrO reHoma

Mbitin mm10.

Ona 6unonHdopmMaTUYEeCKoro aHanuMsa onpejensnn CpefHuA YPOBEHb 3KCrpeccun u
CTaHAapTHbIE OTKIOHEHUS ANA KaXAO0ro reHa B 8 nosTopax Ha rpynny nevyeHus. 3arem ooinm
BbINOMHEHbI MOMapHbIE CPaBHEHWUS MEXAY rpynnamu Ans BbIABNEHWUS AuddepeHuynansHo
3KCNpeccupyemMbIxX reHoB. [Ans Kaxaoro NONapHOro aHanmsa paccunTbiBanmcb abConoTHbIE p-
3HAYEHNs N CKOPPEKTUPOBAHHbIE P-3HAYEHUSA C NOMPaBKOW Ha MHOXECTBEHHOCTb TECTOB.
BbixoaHble gaHHble coctosanm ua 1000 nyywmnx gudpdepeHymanbHO 3KCNpeccupyemblX reHoB.
"eH cunTancsa s3Ha4ynMTenbHO akTMBMPOBAHHbBIM UIW NOAABMNEHHbIM, €CIN pasHuLa B CpaBHEHUN

MeXay rpynnamm gasana CKoppekTmposaHHoe 3HadeHune p<0,10.
3. PE3YJIBTATHI

B Ttabnuue 1 HwKe nokasaHbl B 3HAYUTENbHOW CTENEHW perynupyemble reHbl
(ckoppekTupoBaHHoe 3HaveHme p <0,10) gnsa Tpex rpynn nevyeHns no CPaBHEHMIO C FPYMNNOn
3aboneBaHns, NONyYMBLUEW TOMbKO OneomMuumH. Hu MoOHOTEpanuns NUOrNMUTA3OHOM, HWU
MOHOTEpanusa namanMMogOoM He PErynupyroT B 3HAYUTENbHOW CTEMEHN 3KCNPECCUIO YIIEHOB
CEMENCTB MHTepnenknHa/peyentopos uHTepnenknHa, TNF/peuentopos TNF nnm XxemMOKNHOB ¢
motueamm CC n CXC. HeoxuaaHHO Obinio oOHapyKeHO, YTO KOMOWMHMPOBaHHOE neYeHune
NMOrNNTasoHOM/NaManMMOAOM  3HAYUTENbHO MNOAABMANO OYeHb OOMbLIOe KOMMYEeCTBO
BOCMNanNUTENbHbIX LUTOKUHOB, NPUHaANEeXaLmMX K 3TUM YyeTbipeM cemenctsam. MHorme ns Hux
yyacteytloT B natoreHese UDJI. OTu pgaHHble ybeauTenbHO NOATBEPXKAAT CUHEPTU3M
KOMOMHaUMM, yKasbiBas Ha TO, 4YTO KOMOMHAUMS COrfnacHO HacTosiemy Uu3obpeTeHuro
obnagaeT nOTEHUWanbHO CUMbHbIM MPOTMBOBOCNANUTENBHLIM 3PPEKTOM, KOTOPbIE HE

npoABnArTCA HU O4HUM U3 3TUX areHToB NO OTAESIbHOCTU.

Tabnuua 1: CuHepreTuyeckmn adpdekT kombrnHaymm namanmumMmoa/nUornnTasoH B OTHOLLEHUN
CEMENCTB LMTOKMHOB N XEMOKWMHOB WHTepnenkmHa, TNF, motmeoB CC m CXC B mogenu

6neomMuUMHa Y MbILLEN



68

Pe3yanaTb| aHanmsa norHOreHOMHOWN JKCnpeccnn B Nerknx, noslyv4eHHbIX B uCCnegosaHnn

2 ¢ 6NeOMULMHOM Ha MblLLax

MHTEeprnenknHbl n

CKoppeKkTupoBaHHasi 3HAaYMMOCTb (p)

peuenTopsbl
Muornura- Mamanu- KombuHa- Peryns-
leH ID reHa
30H moa ums ums
UHTepnenknH 6 IL6 NS NS 0,000161 CHKEHNE
UHTepnenknH 12B IL12b NS 0,023 0,0142 CHWXEeHne
NHTepnenkmH 36 IL1f9 NS NS 0033 noBblLLeE-
ramma ’ Hue
NHTepnenkuH 11 IL11 NS NS 0,054 CHWXKEHNE
Peuenrrop 1 IL18r1 NS NS 0,076 | cHwkeHne
WHTEpnenkuHa 18
Peuentop Tuna 2 IL1r2 NS NS 0.084 noBbILLE-
NHTepnenkuHa 1 ’ Hue
NS = ckoppekTmpoBaHHoe 3Ha4eHune p > 0,10
TNF un peuentopbl CKoppeKkTupoBaHHas 3HAYUMOCTb (p)
Muornura- Mamanu- Komb6uHa- Peryns-
leH ID reHa
30H moa ums ums
UneH cynepcemMencTaa
pevientopos TNF 11b Tnfrsf11b NS NS 0,0084 CHUXeHMne
LR CYNEPCEMENCTBA | Thtsfo NS NS 0,028 | cxenve
TNF 9
UneH cynepcemMencTaa
pevientopos TNF 10b Tnfrsf10b NS NS 0,055 CHUXeHMe
UneH cynepcemMencTaa
TNE 18 Tnfsf18 NS NS 0,073 CHUXEHNE
yrieH cynepcemencTea noBblLLe-
TNE 15 Tnfsf15 NS 0,0079 NS e

NS = ckoppekTnpoBaHHoe 3HayeHune p > 0,10
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MpoBocnanuTtenbHbIe
LUTOKUHbBI

CKoppeKkTupoBaHHas 3HAYUMOCTb (p)

Muornura- Mamanu- KombuHa- Perynsi-
leH ID reHa
30H moa ums ums

nuraHa 7 XxemokuHa ¢ Ccl17 NS NS 0,0014 CHIDKEHWNE
moTusom CC
nurang, 4 XxemokuHa ¢ Ccld NS 0,042 0,0032 CHUKEHUE
moTusom CC
nuraHa 3 XxeMokuHa ¢ Cel3 NS NS 0,0048 CHWXeHWe
moTusom CC
nurang 12 xemokumHa ¢ Cel12 NS NS 0,021 CHWKEHue
moTusom CC
nuraHa 2 xeMokuHa ¢ Cel2 NS NS 0,023 CHWKEHME
motmsom CC
nuraHg 8 XxemokunHa ¢
T o0 Ccl8 NS NS 0,08 CHUXEHMe
niraHg 24 xeMokuHa ¢ Cel24 NS 0,032 NS CHUKEHUE
moTusom CC
nurang 10 xemokmHa ¢
MOTUBOM OXC Cxcl10 NS NS 0,048 CHWDKEHNE
nurasg 5 xemokumHa ¢
MOTUBOM CXC Cxcl5 NS NS 0,052 CHWXXEHNE
niraHg 3 XxeMokuHa ¢ Cxcl3 NS NS 0,094 CHKEHNE

moTmsom CXC

NS = ckoppekTmpoBaHHoe 3Ha4eHune p > 0,10




10

15

20

25

30

70

®OPMYIJIA NSOBPETEHUA

1. dapmayeBTudeckas komonHauus, cogepxailas:
(a) aronnct PPAR,
(b) nMHrMBUTOP KMHa3bl p38 n, Heoba3aTeENbHO,
(c) oaH N Gonee  bapmaueBTUYECKM MpUEMNEMbIX  pasbasuTenewn,
BCMOMOraTernbHbIX BELECTB UMM HOCUTENEN,
AnNs npuMeHeHuns B cnocobe npefoTBpaLleHnst unu nedeHnsa oudposmpyowmnx sabonesaHnm

Unn paccTpoucTB y cybbekTa.

2. dapmaveBTnyeckas koMObuHaums Ans NPUMEHeHWs Mo n. 1, oTnuyaroLasncs Tem, YTo

yKkasaHHbIN MHriMbuTop KuHasbl p38 nHrnbnpyet p38-anbda n/mnnm p38-beTta.

3. dapmaueBTUYeCKas KOMOMHaUMA ANS MPMMEHEHMS MO M. 1, OTNUYAKLWAACA TEM, UTO

yKasaHHbIN Hrnbutop p38 npeacrasnset cobon coeguHeHne popmynbl | nnm i

1
1
R! P N7 =y ™S SAr
“WJ\Z N x? pl LII
R ~w” 7 TNT SNRPR®

dopwmyna | dopmyna ll

Ny papmaLeBTUYECKM MPUEMIEMYIO COMb YKA3aHHOrO COEAUHEHUS, TAe:

Z npeactasnsiet cobon N nnu CH;

W npegcrasnset cobon NR?;

X' npeacrasnset cobon O, NR* (rae R* npeacrasnsaeT cobon Bogopoa unv ankun), S
nnn CR3R® (rae R® n R® He3zaBucmo npegcrasnsaoT cobon Bogopod unuv ankun) unm C=0;

X2 npeacrasnsaeT cobon O unm NR”;

Ar' npeacrasnaeT coboi apun Unu reTepoapur;

R? npencraBnseT  cofoW  BOAOPOA,  anKkWm,  auyun,  ankokcukapGoHun,
apunokcmMkapGoHWn, reTepoankunkapboHun, retepoankunokcukapdonun unm -R?'-R??, rpe R?'
npeacrasnset cobon ankuned unu -C(=0)-, u R? npeacrasnsaeT coO00M ankun 1Unm ankokcu;

R' npeacrasnseT coboi BOAOPO, ankur, ranoreHankun, apun, apankun, retepoapun,
reTepoapankun, LMKNoankun, LWKNoankunankumn, retepoankun-3aMmelleHHbld LUKNoankun,
reTepo3amelleHHbI LMKnoankun, reTepoankun, LuMaHoankun, reTepoLuKnun,

retepounknunankun, R'2-SO.-retepouyuknoamuHo  (rae  R'?  npeacrasnsier  cobon
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rarnoreHankun, apun, apankun, rerepoapun unu rerepoapankun), -Y'-C(0)-Y2-R" (rae Y' n Y2
He3aBMcuMo nMBO OTCYTCTBYIOT, NMOO npeacTasnalT cobon ankuneHosyto rpynny, n R
npeacTaenseTr CcobON BOAOPOA, arnkwn, ranoreHankun, TruapPoOKCKH, ankokCu, amuHoO,
MOHOasKunamMmmHo unm AVanknunamuHo), (reTepoumknun)(4uKoankun)ankmn unm
(reTepoumknun)(reTepoapwn)ankun;

R® npegcrtaBnseT coGon BOAOPOA, ankum, LMKNoankun, LMKnoankunankun, apwn,
apankun, ranoreHarnkun, retepoankun, yunasoankun, ankunex-C(0)-R*' (rage R* npeacrasnser
cobon BOAOPOA, ankun, rmapoKCK, ankokCu, aMMHO, MOHOANKMNaMmmMHO UNn AnankunammHo),
aMVHO, MOHoankunamuHo, avankunamuHo mnu NR*-Y3-R*® (rge Y* npepncrasnser coboun -
C(0), -C(0)0-, -C(O)NR3**, S(0), nnu S(0).NR?*; R*, R* n R3® HesaBUCMMO NpenCTaBnsoT
cobor Bogopoa wunu ankun, u R* npeacraBnsetr coGon BOAOPOA, ankun, LUKMoankum,
LMKnoankunankum, retepoankun unm HeobsisaTenbHO 3aMeLLEHHbIN (eHNN) unn ayun;

R’ npeacrasnset cobon BOAOPOA UNW ankum; n

R® u R® He3aBMCMMO npeacTaBnsAlT COOOM BOAOPOA, ankun, apun, aparnkunm,
UMKMoankun, UKNnoankunarnkumn, retepoankun, ankuncynshonun, apuncynbgonun, -C(0)-R®
(rae R® npeacraBnaer cobow ankvn, apwvn, apankun, LUKNoankum, UMKNoankunankurm,
reTepoarnkun, ankoKCWl, apuroKCW, amMWHO, MOHO- WM AWanNKUNaMWHO, apuUnammMHO WK
apun(ankun)amuHo), unn R® n R® coBmectHo obpasyotr =CR¥R® (rge R® n R® Hesasucumo
npeacTaBnaoT cobon BOAOPOA, ankum, LUKMNoankum, LMKnoankunankun nnm HeobssarenbHo
3aMeLUeHHbIN deHun), n HeobasaTenbHO oAuMH UK Gonee apmMayeBTUYECKN NPUeMNEMbIX

pasbasutenen, BCNoMoraTenbHbIX BELECTB UM HOCUTENEN.

4. dapmaueBTnyeckas kKOMOUHaUMA AN NPUMEHEHWUS MO M. 3, OTNMYaKLWancsa TeM, YTO
ykasaHHbIn MHMbutTop p38 npeacrtasnser cobon coeguHeHwe dopmynbl | unm ero

thapmaLeBTMYECKM NPUEMITEMYIO COMb

Xl
Rl
““WJ\Z/ N x?

R3
dopmyna |

roe Ar', W, X', X2, Z R' n R® Takne, kak ykasaHo B . 3.

5. dapmaveBTnyeckas koMOuHaums Ans NpUMEHeHUs no n. 1, oTnuyaroLascs TeM, YTo

yKasaHHbIn UHIMOUTOP KuHasbl p38 BbIOpaH M3 rpynnbl, COCTOSWEW M3 NamManumoga,
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akymanumoga, Jnocmanmmoga, aunmanumoga, cemanummoga, AZD7624, ARRY-371797,
LY2228820, R9111, PH-797804, BIRB 796, VX-702, VX-745, SB 239063, SB202190, SCIO

469, BMS 582949 un nx papmauyeTUyeckm NpuemMnemblx Coneun.

6. dapmayesTnyeckas kKoMOMHaUua AnNa NPUMEHEHUA no n. 1, OTNUYaloLWasnca TeM, YTo
ykasaHHbln  MHrMbuTop kuHasbl p38 npeacraensietr cobonm namanumog  (6-(2,4-
AndTopdeHoKen)-2-[3-rnapokcu-1-(2-rmapokCnaTmn)nponniamMmmHol-8-metnn-8 H-nnpna ol 2, 3-

dinnpumnaunH-7-oH, hopmyna ) unm ero hapmaneBTUYECKN NpUemMnemyro Conb
F
HO Y o
A -
HO N N II\I O F
H Me
dopwmyna I

7. dapmayeBTnyeckas kombuHauums Ans NpMMeHeHus no nwobomy wm3 nn.  1-6,
oTNUYaroLLasaca Tem, YTo ykasaHHbin aroHuct PPAR aktmsupyetr PPAR-ramma wunu PPAR-

anbda.

8. dapmaueBTudeckas KombuHaums Ans  npumeHeHms no nwbomy m3 nn.  1-6,

OTNMYaKOLLasncs Tem, YTo ykasaHHbI aroHncT PPAR aktusnpyetr PPAR-ramma.

9. dapmayeBTudeckas KombuHaumss Ans npuMmeHeHms no nwbomy u3 nn.  1-6,
OTNMYalLWascss TeMm, YTO ykasaHHbiM aroHucT PPAR BbibpaH n3 rpynnbl, COCTOSILLEN U3
NAOrMWTa30Ha, POCUIMUTa30Ha, TpornuTasoHa, ddeHodubparta, 6Gesadpubpata u  ux

hapmaLeBTMYECKM NPUEMMEMbIX CONEN.

10. dapmayeBTUdeckas KombuHauMss Ans npuMmeHeHms no nwbomy um3 nn.  1-6,
OTNMYaKOLasnCcs TEM, YTO yKkasaHHbI aroHUCT PPAR npegcrasnsietr cob0OM NMOMMUTA30H UNu

ero hapmaueBTUYeCKM NPUEMemyto Corb.

11. dapmayeBTudeckas komOuHaumsa gna  npumeHeHmss no nwodomy w3 nn. 1-10,

OTIIMYAIOLLASICA TeM, YTO yKasaHHyt KOMOMHaLMIO BBOAST CyObeKTy nepoparbHo.

12. dapmayeBTudeckas komOuHaumsa gna  npuMeHeHmss no nwodomy w3 . 1-11,

oTNMYaLWasncss TeM, 4YTO ykasaHHoe ubposupyroiee 3abonesaHne unuM paccTpoOMUCTBO
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BbIOpaHO 13 rpynnbl, cocTtoswen us doubposa nerkux, punbposa nedeHn, dubposa noyek,

unbposa cepaua, hubposa rnas unm ombposa KoXu.

13. dapmayesTudeckas komOuHaumsa pna  npuMmeHeHmss no nwdomy w3 . 1-11,
oTnMyarLWancss TeM, 4YTO ykasaHHoe unbposupytowiee sabonesaHne unm paccTponUCTBO

npeacraenseTt cobon hubpos nerkux.

14. dapmayeBTUdeckas KombuHaums 4ns NpUMEHeHns no n. 13, oTnuyarLasca TeM, YTo
ykasaHHbI rbpo3 nerknx BblbpaH u3 rpynnbl, COCTOSALEN U3 uauonatndeckoro pmnbposa
nerkux (N®J1), cemenHoro wuHTepcTUymaneHoro ubposa nerkux, Hecneynpuyeckon
nHTepcTuymanbHon nHesmoHun (HCUIT), kpunToreHHon opraHusyowlencs nHesMmoHumn (KOIM),

capkoungosa, XxpoHudeckomn obcTpykTusHon 6onesnHn nerkux (XOBJ1) n acbecrosa.

15. Habop ans npymeHeHus B cnocobe nNpeaoTBpaLLeHns unu nevyeHns punbdposnpyroLmx
3aboneBaHni NN paccTpoucTB y cybbekTa, cogepalymn apmageBTUYECKy0 KOMOMHaUWIO,
coaepxalyo:
(a) aroHncT PPAR,
(b) MHrMBUTOP KMHa3bl p38, 1, Heobs3aTenbHO,
(c) oaH N Gonee  hapmaueBTUYECKM MpPUEMNEMbIX  pasbaBuTenewu,
BCMOMOraTerbHbIX BELLECTB U HOCUTENEN,

N UHCTPYKLUMM MO MPUMEHEHMIO YKa3aHHOro Habopa.
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OUTYPA 1

2.5

2.0

1.6

1.0

0.6

Hopmanu3soBaHHaa macca nerkux (+/- SEM)

0.0

Mpynnbl

*0<0.05 no cpaBHEHMIO C rPyNnon 2 ¢ HocuTenem, t-tect
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OueHka ¢pubposa no Swkpodrty (+/- SEM)
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Mpynnbl

*0<0.05 no cpaBHEHMIO C rPyNnon 2 ¢ HocuTenem, t-tect
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