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CIHOCOBBI JIEYHEHUSA CYBBEKTOB C CHHAPOMOM ITPAAEPA-BUJIJIN
njam CHHAPOMOM CMHUTA-MAT'EHUCA

OBJIACTDb NU30BPETEHUSA

[0001] Hacrosimiee wu300pereHue OTHOCHTCS K (DapMalEeBTHYECKAM COCTaBaM,
COJIEpKalluM BelecTBa, OTKpbiBaromue ATO-qyBCTBUTEIBHBIE KalMEBBIC KaHAIIbI
(KaTo), ¥ X IPUMEHEHUIO JJIA JICUEHUS PA3IMYHBIX 3a007I€BAHUN M TATOJOTHYECKUX
COCTOSIHUM, TakuX Kak cuHiapoM llpanepa-Bunmu (CIIB), cunapom Cmurta-Marenuca

(CCM) 1 mog0oOHBIX.
YPOBEHb TEXHUKHA

[0002] Hwxkecneayromee onvcaHue ypOBHA TEXHUKH MPEACTABICHO TOJBKO C
LEIbI0 TIOHMMAHHS HM300PETCHHS W HE TPEAMOJIAracTOMHCAHUA WIIH H3JI0KEHUS

MPEAMECTBYONIETO YPOBHS TEXHUKH JJIsI HACTOSTIETO H300PETEHUS.

[0003] AT®-uyBcTBHTEIBbHBIE KaiHeBbie (Ka1p) KaHAIBI UTPAIOT BAXKHYIO POJIb B
(YHKITHOHUPOBAHWUH PA3NHYHBIX TKAHEH TIOCPEICTBOM COMPSDKEHHUS KIETOYHOTO
MeTa0O0JTU3Ma U DJIEKTPHUYECKONH aKTHBHOCTH. K A1q KaHAIT OBUT HICHTH(HUIIMPOBAH KaK
OKTaMEPHBIH KOMIUIEKC H3 JBYX HECBA3aHHBIX OEJIKOB, KOTOpPBIE COOHMPArOTCS B
crexuomeTpun 4:4. TlepBoIid TIpeCcTaBIsIET COOOH MOPOOOPA3YIOMYI0 CyObeIHHHILY,
Kir6.x, xotopas o6pasyer K'kaHam BHYTpPEHHEro BBHIPAMIICHHS, BTOPOM
npeactasmsier cobor Tpancmoprep ABC (AT®-csa3pBaromas KacceTa), TaKKe
W3BECTHBIM Kak cylb(orummoueBuHHbI penentop (SURx) (Babenko, et al., Annu.
Rev. Physiol., 60:667-687 (1998)). IlopooOpa3syromas cyoseamanna Kir6.x spmsercs
o0me mma MHOTHX THNMOB Karp KaHAIOB W HMMEET /JBa MPEAIOJIAraeMbIX
TpaHCMEMOpaHHBIX JoMeHa (MaeHTH(uImpoBaHHEX Kak TM1 m TM2), koTopsie

csa3anbl oposou metner (HS5). CyOpenunuma, kotopas cogepsxut SUR-pemenrop,
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BKIIIOYa€T MHOKCCTBO TpaHCMeM6paHHBIX JOMCHOB HM JABC CKIIAAKH, CBA3BIBAIOIIHC

HYKIJIICOTHBI.

[0004] CoOTBETCBEHHO CBOEH JIOKAJIM3AIHH B TKAaHH, KaHAIBI KaTo CYIIECTBYIOT B
pasHbIX u30(opMax WM MOABHAAX B pe3yibrare cOopku cyoremunur; SUR u Kir B
MHO)kecTBe KoMOmHanmi. KomOmnamms SUR1 ¢ cyObemuammamu — Kir6.2
(SUR1/Kir6.2), xak mpaBuno, odpasyeT Kare KaHaIBI aaMIONUTOB W B-kieTok
MOKETY JOUYHOM skenesbl, Torga kak komOuHarmu SUR2A/Kir6.2 u SUR2B/Kir6.2
nmu Kir6.1, xak npaBuino, 00pa3yroT Kate KaHAIBI CEPAEYHOTO M TTIAAKOMBIIIEYHOTO
Tuna, cootBeTcTBeHHO (Babenko, et al., Annu. Rev. Physiol., 60:667-687 (1998)). Ectb
TAK)KE JIOKA3aTEIbCTBA TOTO, YTO KAHAII MOKET BKIFOYATh CyObequHHIBI Kir2 x. JToT
KJIacC KaJIMEBBIX KAHAJIOB WHTHOMpYeTCsl BHYTpUKIETOUHBIM AT® u akTuBHpyeTcs
BHYTPHKIIETOUHBIMU HyKieosumaaudocharamu. Takme Kpre KaHambsl 0OecrieunBaroT
CONPSDKEHHUE MEeTa0OMYECKOr0 CTaTyca KIETOK M TOTCHIHANA IIa3MaTHYeCKOU
MEeMOpaHbI W, TAKUM 0O0pa30M, HMIPAOT KIOYEBYIO POJb B PETYJLILMH KICTOYHOH
aKTUBHOCTH. B O0NbIIMHCTBE BO30YKAMMBIX KIETOK KA1 KaHAIBI 3aKPHIBAIOTCS TIPH
HOPMAJIBHBIX  (PU3HOJIOTHYECKHUX YCIOBHAX W  OTKPBIBAIOTCA KOTJAa  TKAaHb
METaOOIMYECKH UCTOMICHA (HArpuMep, Tpu CHWKeHHH cooTHomeHus (ATD:AJID)).
OT0 cmocoOCTBYeT BBIXOAY HOHOB K+ W THIEpHONIpu3alié KIETOK, TEM CaMbIM
MPeIoTBpamias OTKPhITHE MoTeHIMan-3aBucuMbix Ca2+ kanamoB (VOC). (Prog Res

Research, (2001) 31:77-80).

[0005] BemecTtBa, otkpeiBaromue kamumeble kKaHamsl (PCO mmu KCO) (takke
HAa3bIBACMBIC AKTHBATOPAMH KAHAJIOB HWIIA arOHHCTAMH KAaHAJIOBOB), MPEACTABIIIOT
co00M CTPYKTYPHO Pa3HOOOpa3HyI TPYIIy COCIHHCHHH O€3 BHAUMOTO OOMIETO
dbapmakodopa, CBSI3BIBAIOTIIETO 170:¢ CIIOCOOHOCTH MPOTHUBOACHCTBOBATH
WHrHOUpoBaHui0 Ka1e KaHAIOB BHYTPUKICTOYHBIMH HYKJICOTHIAMHU. J[Hazokcu
npeactasisier coooit PCO, xotopseiid ctumyimupyeT Kate KaHAITBI B MTAHKPEATHYECKUAX
B-knetkax (cm. Trube, et al., Pfluegers Arch kEur J Physiol, 407, 493-99 (1986)).
[Munarumun u xpomakamum sBisitoTcss PCO, KOTOpbie aKTHBHPYIOT KaJIMEBBIC KaHAJIBI
capkoniemmbl (cM.Escande, et al., Biochem Biophys Res Commun, 154, 620-625
(1988); Babenko, et al., J Biol Chem, 275(2), 717-720 (2000)). Jloka3aHo, 4TO
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YyBCTBHUTEIIBHOCTh K  JMA30KCHAy  HaxoauTca B 6-11  mpeamonaraeMbIx

TpancMemMOpaHHbIX fomMeHax (TMD6-11) u mepBoi HyKI€OTHACBAZBIBAIOLICH CKITAIKE

(NBF1) cyopenunmmpsr SURI.

[0006] Jlna3zokcua, KOTOPHIN MPEACTABIISET COOOM HETHYPETHUECKOE MPOU3BOTHOE
OeH30THaAMAa3WHA, uMmeromee Gopmyny 7-xmop-3-metun-2H-1,2,4-0eH30THaana3uH-
1,1-muokcun (ammupuueckas ¢opmymna CgH-CIN,O,S), mocTymeH Ha phiHKE B Tpex
Pa3sMMUHBIX  COCTaBaxX /A JIEYeHHWA JBYX Ppa3NUYHbIX 3a0oneBanuii: 1)
THMEPTCH3UBHBIX ~ HEOTJIOKHBIX COCTOSHMM M 2) THIEPUHCYIMHEMHUYECKHX
TUIOTIMKEMUYECKUX COCTOSAHMM. IIpH rUNEpTEH3MBHBIX HEOTIOKHBIX COCTOSTHUAX
npumensitorT ['mnepcrar [V, BOaHBIM cOCTaB AMA30KCHAA [JI1 BHYTPUBEHHOTO
npuMeHeHus, foBeaeHHbI 10 pH 11,6 runpokcuaom Hatpusa. ['unepcerart IV BBOAAT B
BUjie OONOCHOW 10361 B TMEpUPEPUUECKYI0 BEHY MJIA JICUECHHUS 3JI0KaYECTBEHHOH
THIIEPTEH3UN WIH TP TEPEIO3UPOBKE CYNIb(HOHHIMOUYEBUHBL. B 3TOM mpuMeHEeHHUH
JIUA30KCHJ BBI3BIBACT OTKPBITUE KAJIUEBBIX KAHAJIOB B INIAJKHX MBIIIAX COCYJOB,
CTAOMNMHM3UPYs] MEMOpAHHBIM TIOTCHIIMAJ HAa YPOBHE TOTCHIMAJIA TOKOS W

MPEAOTBPAINAs CYyKEHHUE TTIAJKHAX MBIIII] COCYA0B.

[0007] ['unepuHCcyIMHEMUYECKHE THIIOT TUKEMHUYECKHE COCTOSHHS
neuvatlIpornukemMom, mepoparbHOW  (ApPMALEBTHYECKOW BEPCHEH  THA30KCH/A,
MPUTOAHOM JJI BBEACHUS MJIAJEHILIAM, JETAM M B3pocibiM. [Ipenapar moctymneH B
JAEKapCTBEHHOW  (GopMe  CYCHEH3WH C  JO0OaBIIEHHEM  HIOKOJIATHO-MSTOTO
apomaTtuzatopa W couepxutr 7,25% cmmpTa, COPOHT, IMOKOJAJTHO-KPEMOBBIN
apoMaTu3aTop, MPOTNUJIEHTTUKOJIb, AIFOMOCHITUKAT MarHus, HaTpHii-
KapOOKCUMETHIIIEIDIOJIO3Y, MATHBIM apOMaTH3aTOP, OEH30aT HATPHUS, METHIITAPAOCH,
COIITHYIO KUCJIOTY JiJis peryaupoBanus pH, momokcamep 188, mpommunmapabeH v Boay.
Jlnazokcun Ttarke goctymeH B (opme kamcynsl ¢ 50 wim 100 mMr amasokcupa,

BKIIIO4Yasd JTAKTO3Yy H CTCApaT MarHus.

[0008] Heckonpko 3KCIEPHMECHTAIBHBIX MPEMapaToB AHA30KCHIA OBLIIM UCIIBITAHBI
Ha JIFOAAX H KUBOTHBIX. K HHUM OTHOCATCS MEPOPAIbHBIM PAcTBOP, HUCIBITAHHBIA B

q)apMaKOI[I/IHaMI/I"IeCKI/IX J41 (1) APMAKOKHUHCTHYCCKUX HCCICA0OBAHUAX, H
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paspadbaTeiBaeMbIii TIpeniapaT B Gopme TaONEeTKH B KaYeCTBE AHTHTHIIEPTEH3UBHOTO
CpencTBa, KOTOPHIM 0 3TOTO BPEMEHH He J0CTyrmeH Ha peiHke(cMm. Calesnick, et al., J.
Pharm. Sci. 54:1277-1280 (1965); Reddy, et al., AAPS Pharm Sci Tech 4(4):1-98, 9
(2003); matent CIIIA 6361795).

[0009] CoBpeMeHHBIE TIEPOPANIBHBIE MPENapaTsl AMAa30KCHAA MPEIHA3HAYEHBI IS
BBEJCHUA J1BA WM TPH Pa3a B CYTKU ¢ MHTepBajaoM 8 wid 12 4yacos. bonbmuHCTBO
MAUMEHTOB IOJIy4arOT JUA30KCHA TpH pasa B CyTkd. Kommepueckue wu
OKCIIEPHUMEHTAJIbHBIE COCTaBbl  JUA30KCHAA  XapaKTEPHU3YIOTCA OBICTPBIM
BBICBOOOXKJICHHEM JIEKAPCTBEHHOI'O CPEACTBA MOCIE NPUEMA BHYTPb C 3aBEPLICHHEM

BBICBOOOXKICHHSI IIPUMEPHO Yepes3 2 vaca.

[0010] CoBpeMeHHBIE MEPOpAJIbHBIE TMPEMapaTshl JUA30KCHIA B TEPANEBTUYECKOM
NPUMEHEHUH TIPUBOAAT K IETIOMY PNy HEKENATENbHBIX MOOOYHBIX 3(PPEKTOB,
BKIIIOYAsl JUCIEINCHIO, TOIIHOTY, AHMAPEI0, 3aJEP>KKY >KMIKOCTH, OTEKH, CHU)KCHHE
CKOPOCTH BBIJICNICHUSI HATPUA, XJIOPUAOB M MOYEBOM KHCIIOTHI, THIEPTIMKEMHUIO,
PBOTY, OOJIb B JKMBOTE, HETIPOXOAUMOCTh KHIIEUHHUKA, TAXUKAPIHUIO, CEPALECONECHUE U
TOJIOBHYIO 00JIb (CM. aKTyaJbHBIH JIMCTOK-BKIIAABIII B YIAKOBKY IIpormukema).
[lepopanbHas Tepamust AUA30KCHAOM TPHMEHSETCS Yy JIHMI, KOTOPBIE CTPAJAIOT
CephE3HBIM 3a00JI€BaHHEM, KOTIa HE YIACTCA JOCTHYD PE3YIbTATOB JICYCHHS BHICOKOU
3a00JIEBAEMOCTH U CMEPTHOCTH. [[aliMeHTHI MPOSBIIAIOT TOJIEPAHTHOCTh B OTHOLICHHUH
HE)KETATeNTbHBIX MOOOYHBIX 3((EeKTOB TpH TEpOpaNTbHOM BBEICHUH, YUYHTHIBAS
CYIECTBEHHYIO TIOJIb3Y OT jeueHwus. [Ipodump HekenmatepHBIX TOOOYHBIX 3P (PEKTOB
NP TIEPOPATBHOM TIPHEME THA30KCHIA OTPAHWYMBACT NMPUMEHEHHE Tpernapara npu

JICUCHHUH TIAITUEHTOB ¢ OKUPEHHUEM B JI03aX B TUATIA30HE OT 3 10 8 MI/KT B CYTKH.

[0011] Co0o0maIoch0 BIMAHAM IHA30KCHUIA HA KUBOTHBIX MOJEIAX auadbera H
OKUpPEHUS (HAIPUMEP, CTPAJAIOMIMX OKHPEHHEM W Xyabix Kpbicax Llykepa). Cwm.,
Hanpumep, Alemzadeh et al. (Endocrinology 133:705-712 (1993), Alemzadeh et al.
(Metabolism 45:334-341 (1996)), Alemzadeh et al. (Endocrinology 140:3197-3202
(1999)), Stanridge et al. (FASEB J 14:455-460 (2000)), Alemzadeh et al. (Med Sci
Monit 10(3): BR53-60 (2004)), Alemzadeh and Tushaus (Endocrinology
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145(12):3476-3484 (2004)), Aizawa et al. (J of Pharma Exp Ther 275(1): 194-199
(1995)), u Surwit et al. (Endocrinology 141:3630-3637 (2000)).

[0012] Coo0manocr O BIHAHAHUHA JHA30KCHIA y mouen ¢ OJKHPCHHEM HIIH
aunadetom. Cwm. Hampumep, Wigand and Blackard (Diabetes 28(4):287-291 (1979);
OILICHKA BIMSAHHA JHA30KCHIA Ha WHCYJTHMHOBBIE peuentopel), Ratzmann et al. (/nt J
Obesity 7(5):453-458 (1983); TONEpaHTHOCTh K TIIOKO3€ M YYBCTBUTEIBHOCTH K
WHCYJIMHY Y YMEPEHHO TY4YHBIX TarueHToB), Marugo et al. (Boll Spec It Biol Sper
53:1860-1866 (1977), medyeHWe ¢ TPUMEHEHHMEM CpPEIHEH MO03bl AUA30KCHAA IS
YMEHBINEHUS Beca y ManueHToB ¢ oxkupenumeM), Alemzadeh et al. (J Clin Endocr
Metab 83:1911-1915 (1998); neyenue ¢ MpUMEHEHUEM HU3KOW O3Bl AMA30KCHAA I
YMEHBIIEHHUS Beca y MALMEHTOB C OKMPEHUEM U runepuHcynunemueii), Guldstrand et
al. (Diabetes and Metabolism 28:448-456 (2002); nua3oKcHI Yy CTPaJaroIInX
OKUpeHWeM mammeHToB ¢ auadetom Il Ttuma), Ortqvist et al. (Diabetes Care
27(9):2191-2197 (2004); ¢yHKIMA OeTa-KIETOK, H3MEPEHHAasA MOCPEICTBOM
mUpKyupyomero C-mentuaoM, y AeTed NPU MEPBBIX KIMHUYECKUX MPOSBICHHAX
munadeta tuma 1), Bjork et al. (Diabetes Care 21(3):427-430 (1998); sddexr
JAMA30KCHIA HA OCTATOYHYIO CEKPELHIO WHCYJIMHA Y B3POCIIBIX MAMEHTOB C JHAOETOM

tuna ) u Qvigstad et al., (Diabetic Medicine 21:73-76 (2004)).

[0013] B marente CIIA Ne 5284845 ommcan cmoco0 HOpMaU3alldd yPOBHEH
TIOKO3bl M WHCYJIMHA B KPOBH Y HWHAMBHAA, ACMOHCTPUPYIOIIETO HOPMAJIbHBIN
YPOBEHbB TJIFOKO3bl U YPOBEHb MHCYJIHHA B KPOBH HATOIIAK, HO MOBBIMICHHBIA YPOBHb
TFOKO3bI, BBIABISIEMBIM B TECTE€ HA TOJEPAHTHOCTh K TMEPOPATIBHOMY TPHEMY
TITFOKO3bI, M TI0 MEHBINEH MEPE OWH AHOMAJTHHBIN YPOBEHb WHCYJIMHA, BEIOPAHHBIA U3
TPYNIbL, COCTOAIIEH W3 OTCPOYCHHOTO TNHMKA WHCYJWMHA, PACIIUPEHHOrO MHUKa
WHCYJIMHA U BTOPUYHOTO TOBBIIICHHOTO THKAa HWHCynHHA. COTJIACHO YyKa3aHHOMY
MATEHTY, CIMOCOO BKITFOYAET BBEJIECHHE AUA30KcHAa B konmuecTse oT 0,4 mo 0,8 Mr/kr
Beca Tella TEepea KaKIbIM TPHEMOM THINA B KOIHYECTBE, 3(PQPEeKTHBHOM st

HOPMAJIM3aLMH YPOBHEW ITFOKO3bI H HHCYJIMHA B KPOBH.
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[0014] B marenre CIIIA Ne 6197765 onmucaHo BBEAEHHE THAZOKCHIA IS JIEUCHHUSA
CUHApPOMa-X U BO3HUKAIOIIUX B PE3YNbTATE HETO OCIIOKHEHHUM, KOTOPBIE BKIHOYAIOT
TUNIEPJIMIUACMHUIO, TUIEPTEH3UIO, LEHTPAIBHOE OKHPEHHE, TUINECPUHCYJIUHEMHIO H
HApYLIEHUE TOJEPAHTHOCTH K TM0Ko3e. COrjacHO yKa3aHHOMY MATEHTY, AUA30KCH]
yrHeTaeT (PYHKIUIO OCTPOBKOB TOUKEITYJAOYHOW SJKEIIEe3bl IyTEM HHTHOHUPOBAHUS
SHAOTEHHOMW CEKPEIMH WHCYJIMHA, YTO MPUBOJMUT K COCTOSHUIO Je(PUITUTA HHCYJIUHA U
MOBBIIICHUIO YPOBHS TIIFOKO3bI B KPOBH, SKBHUBAJICHTHBIM YPOBHIO Yy MAIUEHTOB C
arabeToM, KOTOPBIE 3aBUCIT OT BBEJEHUS SK30T€HHOTO HHCYJIMHA JJI HOPMATH3AI[HH

YPOBH: INTFOKO3bI B KPDOBH.

[0015] B mnarente CIIIA Ne 2986573 ommcaH JUA30KCHUA W COJMH IHETOYHBIX

MCTAJIJIOB A JICUCHUA THIICPTCH3HUU.

[0016] B marenre CIIA No. 5629045 ommcaH JaHA30KCHA I MECTHOIO

0(TaTbMOIOTHYECKOTO BBEACHUS.

[0017] B WO 98/10786 ommcaHo TNpUMEHEHHE IHA30KCHIA TIPH JICYCHUH X-

CHUHAPOMA, BKIIIO4YasA OKHPCHUC, CBA3aHHOC C HUM.

[0018] B  marentHo¥ nyOmmkamuum CIHIA  Ne  2003/0035106  omucaHsI
JTUA30KCHICOIEPKAINUE COCTUHEHUS I CHIKEHUS TTOTPEOIICHHS YKUPOCOACPIKAIINAX

MULIEBBIX ITPOTYKTOB.

[0019] B narenTHo# nyOmmkamuu CIIA Ne 2004/0204472 onwcaHO TMpPUMEHEHHE

mHTHOUTOpa COX-2 C THA30KCHAOM TIPH JICYCHHH OKHUPEHUA.

[0020] B narenTtHoi nyOmukamuu CIIA Ne 2002/0035106 ommicaHO TMpHUMEHEHHE
BEIECTB, OTKPHIBAIOIMUX Karep KaHANBI, BKIIOYAS JHA30KCHI W COJIM METAIIIOB IS

CHIDKEHUS TIOTPEOIEHUS JKHPOCOIEPIKAIINX MHIIEBBIX POy KTOB.
KPATKOE OIIMCAHUE CYINHOCTHU U3OBPETEHUA

[0021] B Hacrosmem m300peTeHUH TpeararoTes (papMaeBTHYECKHE COCTABHI U3
BEIIECTB, OTKPBHIBAOIMUX Kare KaHANBI, ¥ WX TPUMEHEHHE (B HEKOTOPHIX CITy4asX B

KOMOWHAITMH C TOPMOHOM POCTa) UIA JICYCHHS PA3TUYHBIX 3a00JICBAaHUH |
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MATOJIOTHYECKUX COCTOSTHHUM, BKIFodas cuaapoMm [lpaxepa-Bummm (CIIB), cunmpom
Cmurta-Mareanca (CCM) u momoOnble. Takme cOCTaBBI XapaKTEPH3YIOTCA Kak
onomoctymHble. BemecTtBo, oTkprBaromee Kare KaHaIbl, OMMMCAHHOE B HACTOAIIEM
n300peTeHnH, 00JaNaeT MOOBIM OJHUM WM OOJiee M3 CIEAYHIuX CBOHCTB: (1)
oTkpeiBaeT kanuesbie kaHambl SUR1/Kir6.2; (2) ceassiBaercs ¢ cyopenununeit SUR1
Kate kanamos; u (3) WMHrHOMpPYeT HHIYLMPOBAHHOE TIIOKO30M BBICBOOOMKICHHE
WHCYJIMHA TIOCTIE BBEACHUA COEOUHEHMA in Vvivo. [lpenmodruTenbHO, BELIECTBA,
oTkpeiBaromue Kre KaHambI, SBISIOTCS BEMIECTBAMHU, OTKPBIBAOIIMMH K A1q KaHATIBI,
00JaNaIMKUMH  BCEMH  TpPeMsi CBOMCTBaAMHU. lIpeamodrurensHO, BEIIECTBA,
oTkpeiBaromue Kare KaHambl, Kak OMPEAETICHO BBILIE, UMEIOT CTPYKTYPY COEIUHEHUN

cornacHo ¢opmyn [-VIII, npuBeaeHHBIX HUXKE.

[0022] CorjacHO OJHOMY AacCIEKTy HACTOAIIETO W300PETCHHSA, OOHAPYIKEHO, UYTO
OJHO WM 0OJiee BEMIECTB, OTKPBIBAONIMX Karep KaHABI (B HEKOTOPHIX CIIydasX B
KOMOHMHAIIUU C TOPMOHOM POCTA), ABISTIOTCA 3()(HEKTHBHBIMHE /TSI JICUYEHHS CyOBEKTa C
curapomom [Ipanepa-Bummu (CIIB), cunapomom Cmurta-Marennca (CCM) u 1.1, 1
SBIITFOTCS 0COOCHHO A()(PEKTUBHBIMH /TS YBETHUCHHS O€3KUPOBOM MACCHI TEJIa TAKHX
cyObekToB. Takum 00pa3oM, B OJHOM aCIEKTe HACTOSMIETO HM300PETCHHS
MPeaIaratoTcsl CHoCOObl  YBEIIMYCHHUS O€3’KHPOBOM MAacChl Tella CyObeKTa ¢
cunapomom IIpanepa-Bunmm (CIIB), cuaapomom Cmuta-Marenuca (CCM) u T.am.,
NpU4eM  YKa3aHHBIA  CIOCOO  BKIFOYAET BBEACHHE YKA3aHHOMY  CYOBEKTY
3(pPEKTHBHOTO KOJHYECTBA BEIIECTBA, OTKPBIBAOIMIETO Ka1e KaHABI (B HEKOTOPHIX

CIlydasx B KOMOHMHAIIMH C TOPMOHOM POCTa), B TE€YCHHE TI0 MEHBIIEH Mepe 4 HeleTb.

[0023] B HEKOTOPHIX BapHaHTAaX pear3allii H300pEeTCHHUA Oe3KUPOBaAsT Macca Tena
YKa3aHHOTO CYOBEKTa YBEIHMYMBACTCS 1O MEHbImeW Mmepe Ha 1%. B HekoTophix
BapUAHTAX PEaM3aIUN U300PETEHUS OE3KUPOBAs Macca Tella YKAa3aHHOTO CyOBEeKTa
YBEIIMYUBAETCS MO MEHbIIEW Mepe Ha 2%. B HEKOTOPBIX BapHaHTaX peau3alH
M300peTeHnss OE3KUpOBas Macca Teja YKAa3aHHOTO CYOBEKTa YBEIIHMYHUBAETCS TI0
MeHbmed Mepe Ha 3%. B HeKOTOpBIX BapuaHTax peaM3alld W300PETECHUS

Oe3)KMpOBasg Macca Tela YKa3aHHOTO CyObEKTa yBEIIMYMBAETCSA MO0 MEHBIIEH MEpe Ha
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4%. B HEKOTOPHIX BapHAHTAX peaTU3ALMH H300peTEeHUs OEIKHPOBAasT Macca Tena

VKa3aHHOTO CyOBhEKTa YBEIIMYMBACTCS TI0 MEHBIEH Mepe Ha 5%.

[0024] B nomonHenwe kK yBENMHYCHHUIO O€3KHPOBOM MACChI TelNa CyOBEKTa B
HEKOTOPBIX BApHAHTAX pEANHM3ALMH H300PETEHHA C TOMOLIBI0 CIOCOOOB TIO
M300PETEHUIO TAKKE YMEHBIIAOT THrepdaruto cyObekTa. B HEKOTOpPHIX BapuaHTax
peamuzanuu W300peTeHHA Turnepdarus y YKa3aHHOTO CYOBEKTa CHIDKAETCS TI0
MeHbIned mepe Ha 10%. B HEKOTOpPBIX BapuWaHTaxX peanHu3alu W300pEeTCHUA
runepdarus y yKa3aHHOTO CyObeKTa CHIKAaeTca 1o MeHbmmed mepe Ha 20%. B
HEKOTOPBIX BAPUAHTAX PeaH3alMK U300peTeHus Tunepdarus y yka3aHHOTO CyObeKTa

CHIKaeTcs Mo MeHpuie mepe Ha 30%.

[0025] B nmomonHeHWE K YBEIMYECHHIO OE3KHPOBOM MacChl Tena CyObeKTa, B
HEKOTOPBIX BapHAaHTAX pEANH3alMH H300PETEHHS C TIOMOIIBIO CIIOCOOOB TIO
HU300PETCHHI0 TAaKKE€ YMEHBIIAIOT COACPIKAHHE JKHpa B OpraHu3Me cyObekra. B
HEKOTOPHIX BAPHAHTAX PEATH3AIMH H300PETCHHS COJCPIKAHUE JKHpPa B OPTaHU3ME
YKa3aHHOTO CyOBEKTa yMEHbIIAeTCS IO MeEHbImeW mepe Ha 1%. B HekoTOphIX
BAPHAHTAX PEATU3alUU H300PETCHHUS COJCP)KAHUE KHUPA B OPTaHU3ME YKAa3aHHOTO
CyOBbEKTa YMEHBIIAETCS TO MeHbIIeH Mepe Ha 3%. B HEKOTOPBHIX BapHaHTax
peanm3anyu H300PETEHHUS COJEP)KAHUE JKHpPAa B OPraHM3ME YKa3aHHOTO CyOBeKTa

YMEHBIIAETCS MO0 MeHbIIEH Mepe Ha 5%.

[0026] B npyrom acmekrte HACTOAINETO W300PETEHHSA TPEAJIaraeTcst Crocod
YBEIIMYCHHUS OE€3KUPOBOM MacCchl Tena CcyObekTa ¢ cuHapomom [Ipamepa-Bumm
(CIIB), cuagpom Cmurta-Marennca (CCM) u mogoOHBIX, KOTOPBIH TIOMYYaET JICUCHHUE
TOPMOHOM POCTA; MPH 3TOM YKa3aHHBIH CIIOCOO BKITFOYAE€T COBMECTHOE BBEICHHUE
yKa3aHHOMY CYOBeKTy 3((EKTHBHOTO KOJMYECTBA BEMIECTBA, OTKPBHIBAIOMIETO KaTe

KaHallbl, B OTIOJTHEHUE K YKa3aHHOMY F'OPMOHY POCTa.

[0027] B eme omHOM acrmiekTe HACTOSTIETO W300PETEHHUS MPEAIaraeTcs crocod
YBEIIMYCHUS OC3KUPOBOH Macchl y cyObekTa ¢ cuHapomoM [Ipanepa-Bumma (CIIB),
cuaapom Cwmwura-Marennca (CCM) w momoOHBIX, TONYYArOMIETO JICYEHHE C

npuMeHEHHEM 3(PQEKTUBHOTO KOJMYECTBA BEIIECTBA, OTKPBIBAOIETO KaTp KaHATHI,
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TIPH 3TOM YKa3aHHBIN CTIOCOO BKITFOUAET COBMECTHOE BBEIECHUE YKA3aHHOMY CYOBEKTY
3¢ (eKTUBHOTO KONMYECTBA TOPMOHA POCTA B JIOTIOMHEHHE K YKa3aHHOMY BEIECTBY,

OTKpBIBAOIIEMY K a1ep KaHABI.

[0028] BemectBa, otkpeiBaronme Kape Kanamel, onpeaersirores no @opmyne I,

MPUBEICHHOU HIDKE!

2b
R1b

+R1a
X BJA

// \\

Oopmyna |
rae:

R'™ u R, eciu onn NPUCYTCTBYIOT, HE3aBUCHMO BBIOMPAIOT M3 TPYIIIBL, COCTOALIECH
U3 BOAOPOJAA, HU3LIETO aJKWIa, 3aMEIICHHOTO0 HHU3IIEr0 alkuja, LUKIIOAJIKUIIA,

3aMCIICHHOI'O IMUKJIOAJIKHIIA, aMHHO H 3aMCIICHHOT'O aMHUHO,

2 2 o
R* u R™, ecnu onu MPHUCY TCTBYIOT, HE3ABUCUMO BBIOMPAIOT M3 TPYMIIBI, COCTOSIICH

U3 BOOOPOJa U HU3UICTO aJIKHJIIa,

X mpenacraBmaeT coOOM aTOMHYO0 Iemb 1, 2 wim 3, B KOTOPOH KaKIBIH aToOM
HE3aBUCHMO BBIOMPAIOT U3 YTJIEPOJA, CEPhI MM a30Ta M KaXKABIM aTOM HEOOSA3aTENBHO
3aMEINEH TaJlOT€HOM, THUAPOKCHIIOM, HHU3IIHUM AaJKHJIOM, 3aMEUICHHBIM HU3LIUM
ANKWIOM, HHM3MIMM QJIKOKCH, LHKIOATKHIOM, 3aMCIICHHBIM  ILHMKIOATKHIIOM,

3aMCIICHHBIM HHU3IIHUM aJIKOKCH, aMHHO WIH 3aMCIICHHBIM daMHUHO,

OoOpuycM Kaxkao€ HU3 KOJICIH A uw B saBageTrca HE3aBHCHMO HAaCbIINCHHBIM,

MOHOHCHACBIIICHHBbIM, MOJTMHCHACBIIIICHHBIM WUITH APOMATUYICCKUM
H BCC 6I/IO3KBI/IBaJ'ICHTBI, BKIIIO4Yas COJIU, MPOJICKAPCTBA U UX U30MCPLIL.

[0029] B KOHKpETHBIX BapHaHTaX peATH3ALMH H300PETEHUS COCIUHEHHUS TIO

@opmyne | MOryT BKIIFOWATH ABOWHYIO CBSI3b MEXKAY MOJIOKECHUSMH | W 2 WM
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nonokeHuamMu 2 u 3 wombua A. Korma mexnay monoxeHusamud 1 U 2 kompua A

MPUCYTCTBYET ABOMHAA CBSA3b, OTCYTCTBYET R* u OTCYTCTBYET OJUH H3 R R™ .

Koraa mexxay nosunusmu 2 u 3 konblia A IpUCYTCTBYET IBOWHAA CBS3b, OTCYTCTBYET

R u OTCYTCTBYET OJUH H3 R u R"™. B MPEATNIOYTUTEIIBHOM BapUAHTE peaau3aluu
la 1b

n3zo0peterna R™° u R He saBnsaroTes amuHOrpynmaMu. B apyrom mpeamouTUTeTbHOM

BapUAHTE PeaM3alui U300pETEHUS KOIbLIO B HE COAEPKUT reTepoaTOMBL.

[0030] BemectBa, oTkpeiBaromue Kape kaHamsl, onpenensarorca no Popmyne 11,

MPUBEACHHOW HIKE, SBIIAIOIEncs moapoaoM @opmyier I

N. _R!
N
X 8] A\Nr
R = Y]
/7 \
@opmyna I

rac:

R1 BBIOMPAIOT M3 TPYIIIBI, COCTOAIEH W3 BOAOPO/IA, HU3MICTO AJIKHIIA, 3aMEIIEHHOTO
HHU3IIETO AJIKHJIA, [IUKJIOAJIKHIA, 3aMEIIEHHOTO IIHKIIOAIKHIIA, AMHHO H 3aMEIICHHOIO

aAMHHO;

R22 BRIGHPAIOT W3 TPYIIIBI, COCTOSAIIEH M3 BOJOPOA H HU3IIETO ATKHIIA;

X mpeacTaBmseT cOOOW aTOMHYIO memb 1, 2 wiu 3, B KOTOPOM KaKIABIA aTOM
HE3aBHUCHMO BBIOMPAIOT U3 YIJIEPOJa, CEPI MM a30Ta U KaXKAbIM aTOM HEOOSA3aTENbHO
3aMEIIEH TajJOre€HOM, THAPOKCHUIIOM, HHU3IIUM AaJKWIOM, 3aMEHICHHBIM HU3LIUM
QIKWJIOM, HM3IIMM  aJKOKCH, LHKIOAIKHIOM, 3aMCEIICHHBIM  LIMKIOATKHIIOM,

3aMCIICHHBIM HHU3IMIHUM aJIKOKCH, aMHUHO HJIH 3aMCIIICHHBIM aMHHO,

npuicMm KOJb1IO B ABIIACTCA HAChIINICHHBIM, MOHOHCHACHIINIICHHBIM,

MOJIMHCHACBINICHHBIM HUJTH aPOMAaTHYICCKUM

H BCC 6I/IO3KBI/IBaJ'ICHTBI, BKIIIO4asd COJIU, MPOJICKAPCTBA U UX U30MCPHL.

/3AMEIAIOIIUN JIMCT 10.08.2017/



WO 2016/077629 PCT/US2015/060455
11

[0031] B xoHKpeTHBIX BapuaHTax peammsammu popmynsl 11 X npeacrasmsaer coOoi

C(Ra)C(Rb), npuuem R3 u RD nesasrcHmo BBIOMPAIOT M3 TPYMIIBI, COCTOAIIEH M3
BOJIOPOJA, FaJIOTeHA, HU3ILETO AJIKWIA, 3aMEIIEHHOTO HU3IIETO aJKUIIa, IUKIOATKUIIA,
3aMEIEHHOTO IUKIOANKUIA, HU3MIETO AaJKOKCH, 3aMEIIEHHOT0 HU3MIErO AaJKOKCH,

aMHHO, CyTb(OHHIAMHHO, AMHHOCYIb(OHMUIA, CyIb(pOHWUIA M TOMY MOA00HOE. B

APYyTUX BapuUaHTaX peanu3anuu uzooperenus R @ u RD nesaBucumo BBIOUPAIOT W3
TPYINIBIL, COCTOAINECH W3 THIPOKCHIIA, 3aMEINEHHOTO OKCH, 3aMEIECHHOTO THOJIA,
AIKWITHO, 3aMENICHHOTO aJKHITHO, Cylb(UHUIA, Cynb()OHUIA, 3aMEHICHHOTO
cynmb(pHHHUIIA, 3aMEMEHHOTO  CyNb(OHHIIA, 3aMEIMIEHHOTO  CYIb(OHHIAMHUHO,
3aMEIICHHOTO aMHUHO, 3aMELICHHOTO aMHHA, aJKWICYIb()HUHUIA, aTKUiICyIb(pOoHuUINA,
ANKWICYTH()OHHJIAMHUHO ¥ T.I. B TPeanmoyTHTETbHOM BapHAHTE peaTH3alHd
u3obperermss R' He sBisiercs aMuHO. B PYroM IPEANOYTHTEIBHOM BAPHAHTE

peanm3anyy H300pETEHU KOIBIIO B HE BKIIFOUAET reTepoaToMBbl.

[0032] BemectBa, oTkpeiBaromue Kare kanamsl, onpenenstores no @opmyne 11,

MPUBEICHHOW HIKE, ABIIAIONIEHcsa moapoaom @opmysi

2b

R
N R!
S/

O

/7 \

@]
Oopmymna 11
re:

R1 BBIOMPAIOT W3 TPYIIIBI, COCTOAIIEH W3 BOAOPO/IA, HU3MIETO AJKHUIIA, 3aMEIIEHHOTO
HHU3IIETO AJKHIIA, [UKJIOAJIKHIIA, 3aMEIEHHOTO IHKIIOATKHIIA, aMHHO H 3aMEIIEHHOTO

aAMUHO,

R2D BBIOWUPAFOT U3 TPYTIIBI, COCTOSIIEH U3 BOJOPOAA U HU3MIETO AJTKHIIA;

X mpencrtaBmAeT cOoOOW aTOMHY0 Iemb 1, 2 winm 3, B KOTOPOH KaKIBIH aToOM

HE3aBUCHMO BBIOMPAIOT U3 YIJIEPOJA, CEPhI MM a30Ta U KaXKABIM aTOM HEOOS3aTENIbHO
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3aMCIICH TraJlOor¢HoM, THAPOKCHIIOM, HU3IMIKWM AaJIKHUJIOM, 3aMCHICHHBIM HHU3IIHM
AJIKWJIOM, HHU3IMHKHM  aJKOKCH, DIHKIOAJIKHIOM, 3aMCIICHHBIM  IHUKIIOAJIKHIOM,

3aMCINCHHBIM HHU3IMIHUM aJIKOKCH, aMHHO HJIHM 3aMCIIICHHBIM aMHHO,

opuicMm KOJbIO B ABIACTCA HaChbIIIICHHBIM, MOHOHCHACBIIIICHHBIM,

MNOJIMHCHACBINICHHBIM UJITH aPOMAaTHYICCKUM
H BCC 6I/IO3KBI/IBaJ'ICHTBI, BKJIIO4Yas COJIHU, IMPOJICKAPCTBA U HX U30MCPHIL.

[0033] B xoHkpeTHBIX BapuaHTax peanmuszammu popmynsl 11 X npeacrasmser coOoit

C(RA)C(RD), mpruem R3 u Rb HesaBucHMO BHIGHPAIOT W3 TpYIIIBIL, COCTOSIIEH M3
BOJIOPOJA, FaJIOTeHA, HU3ILIETO aJIKWIA, 3aMEIEHHOT0 HU3IIETO aJIKUIIA, LUKIIOATIKUIIA,
3aMEIIECHHOTO0 LUKIOATKUIA, HU3MIETO AaJKOKCH, 3aMEIIEHHOI0 HU3LIErO AaJKOKCH,

aAMHHO, CYJTb(OHHUIIAMHHO, aMHUHOCYIb(pOHMIA, CyIb(pOHHIA U TOMy mNOoA00HOe. B

APYTHX BapuaHTax peanusanmu uzoOpereHus R 2 wu R Hesasucumo BBIOUPAIOT W3
TPYIIIBI, COCTOAINEH M3 THAPOKCHIIA, 3aMEIIEHHOTO OKCH, 3aMEIIEHHOTO THOIIA,
AIKWITHO, 3aMEIIEHHOTO AIKHITHO, CYJIb(HHHIA, CYJIb(QOHHIA, 3aMEIICHHOTO
cynmb(HHHIIA, 3aMEIMEHHOTO  CyNb(OHHIIA, 3aMEIICHHOTO  CYJIb(OHHIAMHUHO,
3aMEIIEHHOTO AMHHO, 3aMEIICEHHOTO aMHHA, ANKHJICYJIb(OUHHIIIA, ATKUICYIH(POHHUIA,
ANMKWICYTbOHUIAMUHO M T.II. B TPEAMOYTHUTEIHHOM BapHAHTE peaTH3alHH
u3obpererms R' He sBusiercs aMuHO. B PYroM TNpEANOYTHTENBHOM BAPHAHTE

pcamu3anvnu I/1306peTCHI/I$I KOJIbIIO B He BKITFOUaeT rer€poaToMBblI.

[0034] BemectBa, oTkpeiBaromue Kare kaHansl, onpeaesaroTces no @opmyne 1V,

MPUBEACHHOW HIKE, SBIAIOIEHCs moapoaoM Oopmyiier [:
3 1
RD:NYR
N
4 -N~R2
R S R®

®opmyna IV

rac:
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R1 BBIOMPAIOT W3 TPYIIIBI, COCTOAMIEH W3 BOAOPO/IA, HU3MIETO AJIKHUIIA, 3aMEIEHHOTO

HHU3MICTO ajIKWia, HUKIOAJIKKWId, aMHUHO H 3aMCIIICHHOT'O HHU3MICTO aMHHO,

R22 BRIOMpAarOT W3 TPYMNBL COCTOAMEH H3 BOJOPOJA, HH3MIEr0 ANKHIA H

3aMCIICHHOI'O HU3MIICTO aJIKWUIA,

R3 BHIOMPAIOT W3 TPYNIEL, COCTOSIIEH M3 BOAOPOJA, TANOTEHA, HH3LIETO ANKHIIA,

3aMCIICHHOI'O HU3CTIO aJIKWjIa, aMHHO H 3aMCIICHHOTO aMHHO,

R4 BRIOMpArOT M3 TPYNIEL, COCTOSIIEH M3 BOAOPOJA, TANOTEHA, HHU3IIETO ANKHIIA,

3aMCIICHHOI'O HU3MCIO aJIKujIa, aMHHO H 3aMCIICHHOIO aMHHO,

" BCC 6H03KBI’IB3J'I€HTBI, BKJIO4as COJIH, IIPOJICKAPCTBA U UX H30MCPHI.

[0035] B KkOHKpeTHbIX BapuaHTax peammsauuu ®opmynst IV, R1 mpencrasmser
cOoOOM HU3MMUH anmKuia (TMPEAMOYTHTEIFHO JSTHJIOBBIA WM METHJIOBBIN); R2a

npeacTaBIAeT co60i Boaopo; a R3 u R4 kamplit He3aBHCHMO TIpeCTaBIAET COOOM

TaJI0TCH.

[0036] B nmpeanoururensHoM BapuanTe peanuszanuu @opmynsr [V R' He sBIACTCH

AMHHO.

[0037] B npyrom Bapuante peammsanmu @opmynst IV R1 npencrasnser co6oit

metit; R23 mpepctaBiser co6oit Bomopo; a R3IBEIOUPAIOT U3 TPYIIIBI, COCTOAIICH U3

BOAOpPOAA, Talor¢Ha, HU3IICTO allkuia, 3aMCOICHHOIO HU3IICTO allkuila, aMHWHO,

3aMCIICHHOI' aMHHO, ITHKJIIOAJIKHIIA H 3aMCIICHHOI'O NUKIIOAJIKHIIA, a R4 OpcacTaBIACT

co0o¥ xJ1op.

[0038] BemectBa, oTkpeiBaromue Kre kKaHansl, onpeaersaroTces no @opmyne 1V,

MPUBEACHHOW HIKE, BIIAIOIENcs moapoaoM Oopmyier [:
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®opmyna V
rae:

R1 BeiGuparor u3 rpymmel, cocTosmei U3 BOAOPOAA, HU3IIETO ATKHIA, 3AMEIICHHOTO

HHU3MICTO aJIKKWIa, HUKIOAJIKKWIA, aMHHO H 3aMCIIICHHOI'O HU3MICTO aMHHO,

R2b  BpiGuparor W3 Tpymmel, cOCTOAmEH M3 BOJOPOJA, HH3IIEr0 ANKHIA H

3aMCIICHHOT'O HU3IICTO aJIKKUJIA,

R3 BBIOMPAIOT W3 TPYMIBL, COCTOSAMIEH W3 BOAOPOJA, TallOTEHA, HHU3IIETO AaJKHUIIA,

3aMCIICHHOT'O HU3MICTO aJIKWId, aMHHO U 3aMCIICHHOT'O aMHHO,

R4 BHLIGMPAIOT M3 TPYMIBL, COCTOSIIEH M3 BOAOPOJA, TAJOTEHA, HHU3MIETO ATKMIA,

3aMCIICHHOI'O HU3MCTIO aJIKWId, aMHHO H 3aMCIICHHOT'O aMHHO,

" BCC 6I/IO3KBI/IBaJ'ICHTBI, BKIIrO4as COJIU, IMPOJICKaApPCTBA U HX U30MCPHIL.

[0039] B KOHKpeTHBIX BapHaHTax peammsarmu Popmymst V, Rl mpencrasmser
co00M HU3MUH ankuil (MPEANMOYTHTEIIBHO OJTHIIOBBIA WIIH METHJIOBBIN); R2b

npeacTaBiseT coboi Bogopox; a R3 m R4 kaxprii HesaBrcHMO mpencTaBimsier coboi

raJIOreH.
[0040] B npeanouturensHOM BapuaHTe peanmusanuu Oopmynsr V R' me sBmAETCH
aAMUHO.

[0041] B npyrom Bapmanrte peammsammm ®opmynsr V R1 mpeacrasmser co6oit

metwr; R2D TIPECTaBISET COO0H BOAOPOT; a R3BBI6HpaIOT W3 TPYNIIBI, COCTOAIIEH U3

BOAOpPOAA, Talor¢Ha, HU3MMCTO allkuia, 3aMCHOICHHOIO HU3IICTO allkuila, aMHWHO,
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3aMCIICHHOIO  aMHWHO, IHKIOAJKHIA W 3aMCIICHHOIO IHUKIIOAJIKHUIIA, a R4

MPEICTABIISET COOOH XJI0P.

[0042] BemectBa, oTkpeiBarommue Karep kaHansl, onpeaeisarores no @opmyne VI,

MIPUBEICHHOU HIDKE!

\Y

O

R _N_ _R!
N
I /N\
RS //S RZa
0]
®opmyna VI

Tac:

R BriGuparor 3 rpynmsr, cocTosmed U3 BOAOPOIA, HU3MUIErO ATKHIIA, 3AMEIIECHHOTO

HU3MICTO aJIKWIa, IMUKIIOAIIKHIIA, 3aMCIICHHOT'O IMHKIIOAJIKHIIa, aMHHO WU 3aMCIICHHOI'O

uusmero amuuo;, wmm R1 moxer BsammoneiictsoBats ¢ RS mmm RO, (popmupys

JOITIOJTHUTEIIBPHOC KOJIBIIO,

R22 BLIGMpAIOT W3 TIPYIIIBL, COCTOAIIEH M3 BOJOPOAA, HH3IIETO ANKHIA M

3aMCIICHHOT'O HU3MICT'O aJIKHUJIa,

RS BBIGHPAIOT W3 TPYIIIBL, COCTOSIICH W3 BOAOPO/IA, TAIOTEHA, THAPOKCHIIA, HAIIETO

AJIKUIIA, 3aMENICHHOTO HH3MIETO aJKHJIa, aMHHO, 3aMEIEHHOTO aMHHO, CyIb(OHHUINA,
aMUHOCYTH()OHUIIA U CYTb(POHHITAMUHO, HITH RS moxer B3anmozeiicTeoBats ¢ R nmm

RO, hopMHUpys TOMOTHHTETBHOE KOMBIIO;

RO BHIGHparOT W3 TPYMIBL COCTOAMEH W3 BOJOPOJA, TANOTEHA, HU3IIETO ANKHIA,

3aMENICHHOTO HH3IIEr0 AaiKWia, aMHHO, 3aMEMIEHHOTO aMHWHO, CyJIb(OHHIA,
aMUHOCYTH()OHUIIA U CYTb(POHHITAMUHO, HITH RO moxer B3anmozeiicTeoBath ¢ R nim

RS, hopMHUpys TOMOTHHTETBHOE KOMBLIO;
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TIPH 3TOM KOJIBI0, 00PA30BaAHHOE B3aUMOICHCTBUEM Rlu R5, wm Rl n R6, wi RS u

R651BJI$ICTC$I HAaCbIIMCHHBIM, MOHOHCHACBIIIICHHBIM, ITOJTMHCHACBIINCHHBIM HIIN

apOMaTHYECKUM;

MIPHU 3TOM KOJIBI0, 00Pa30BaHHOE B3aUMOICHCTBHEM Rlu R5, wm R1 u R6, w R u

R6 B HCKOTOPBIX CIy4YasAaX 3aMCIIACTCA raJJOr¢HOM, THAPOKCHUIIOM, HHU3IIHM AJIKHUIIOM,
3aMCIICHHBIM HHU3IMMKMM aJIKHJIOM, aMHHO, 3aMCIHICHHBIM aMHHO, Cynb(i)OHI/IJ'IOM,

aMUHOCYJTB()OHUIIOM WM CYJIb()OHUIAMHUHO;
1 Bce OMOIKBUBAJICHTHI, BKIIIOYAsI COJIM, MPOJIEKAPCTBA U UX U30MEPHI.

[0043] B HpeanouTHTEIbHOM BAPHAHTE Peanu3aluy u3o0perenns R’ He sBmsercsa

AMHHO3aMECTHTCIICM.

[0044] B gpyrom peammsaumm @opmynsr VI, RS u RO KOMOUHHPYIOTCS TS

(dbopMHpOBaHUS 6-4IEHHOTO KOJIbI[A. B pyrom BapwaHTe peanu3alil H300pETCHUS,

R3 u RO KOMOHHHPYIOTCS 11 (POPMHUPOBAHHUS O-UJICHHOTO KOJBIA, B KOTOPOM

MPUCYTCTBYET MO MEHBIIEH MEpE OAUH a30T. B mpeanoYTUTeIbHOM BapUaHTE KOJIBLIO,

o6pasosarroe R 1 RO, He comep/KuT KaKHX-THO0 TETEPOATOMOB.

[0045] BemectBa, otkpeiBaromue Kare Kanamsl, onpeaemsarores mo @opmyne VII,

MPUBEICHHON HIDKE:

Oopmyna VII
re:

R1 BBIOMPAIOT W3 TPYIIIBI, COCTOAIIEH W3 BOAOPO/IA, HU3MIETO AJIKHUIIA, 3aMEIEHHOTO

HU3IICTO aJKWIa, THKIIOAJIKHIIA, 3aMCIICHHOIO IHUKIIOAJIKHIId, AMHUHO H 3aMCIICHHOI'O
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musmero amuHo, wim R1 moxer B3ammoneiictBoBate ¢ RS mmm RO, dopmumpys

JOIIOJTHUTCIIbHOC KOJIBIIO,

R2b BBHIOMPAIOT W3 TPYNNBI, COCTOSMIEHM U3 BOJOPOJAA, HH3IIETO AalKWia H

3aMCIHICHHOT'O HU3MICTO aJIKHMJIa,

RS BEIGHPAIOT M3 TPYMIIEL, COCTOSIIEH M3 BOAOPOJA, FAJIOreHa, THAPOKCHIIA, HU3IIETO

aJKHUIIA, 3aMEIIEHHOTO HU3IIETO ajJKWja, aMHUHO, 3aMEIEHHOTO aMHHO, Cylb(OoHMUINa,
aMUHOCYTH(OHUIIA U CYNTb(POHUTAMUHO, UITH RS moxer B3anmozeiicTeoBath ¢ R1 mm

RO, hopMupys 10TOTHHTETBHOE KOMBIIO;

RO BLIGHPAIOT M3 TPYMIIBL, COCTOSIIEH M3 BOAOPOJA, TAJTOTEHA, HH3MIETO ATKMIA,

3aMEIEHHOTO HHU3MIET0 alKWJIa, AMHWHO, 3aMEIIEHHOTO aMHHO, CYJIb(OHHIIA,
AMHHOCYTH(OHHIIA U CYIH(OHUIAMHHO, HITH R® mosxer B3anmozeiicTsoath ¢ R1 mm

RS, popMHPYS TOTIONHATETBHOE KONbIIO;

MIPH 3TOM KOJIBIIO0, 00OPa30BaHHOE B3aUMOICHCTBHEM Rlu R5, wm R1 u R6, wi RS u

R651BJI$ICTC$I HAChIIMCHHBIM, MOHOHCHACHBIIIICHHBIM, INOJIMHCHACBIINCHHBIM HIIN

ApOMATHYECKHM;

MIPH 3TOM KOJIBI0, 00PA30BAHHOE B3aHMMOICHCTBHEM Rlu R5, wi R1 u R6, wm RS u

R6 B HCKOTOPBIX CIy4YadaX 3aMCIIACTCA ralOr¢HoM, rHAPOKCHIIOM, HU3IIUM AaJIKHUIIOM,
3aMCIICHHBIM HU3IMMWM aJIKHJIOM, 4aMHHO, 3aMCIOICHHBIM AaMHHO, Cy.]'IB(l)OHI/IJ'IOM,

AMUHOCYITH()OHUIIOM WJIH CYITb()OHHIIAMHHO;
U BCe OMO3KBUBAJICHTHI, BKIIFOUAs COJIH, MPOJIEKAPCTBA U UX U30MEPHL

[0046] B mpenmouTuTensHOM BapHaHTE PeaNH3alH H300pETCHUS R' He sBmsAETCA

AMHUHO3aMCCTHUTCIICM.

[0047] B npyrom peammszammu @opmyner VI, R> u RO KOMOWHHPYIOTCSA IS

(opmupoBaHKa 6-4I€HHOrO KONbLA. B npyrom BapuaHTe peanu3alMu H300pPETEHHS,

RS u RO koMOuHmpyroTCs 115 (JOPMHPOBAHHS 6-4IEHHOTO KOJBLA, B KOTOPOM
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MPUCYTCTBYET IO MEHBIIEH MEPE OJMH a30T. B MpeAnoYTHTETEHOM BapHAHTE KOJIBLIO,

o6pazosarHoe R 1 RO, He comepkuT Kakux-THO0 TeTEpPOATOMOB.

[0048] Ecnmr He yka3aHO WHOE, B HACTOAIIECH 3adBKE YKa3aHUE HA BELIECTBA,
oTkpbiBatomue Karpep KaHambl, clielyeT MOHUMATh KaK OTHOCAIIMECS K BEIIECTBY
(BemecTBaM), OTKpBIBarOMIEMY KaTep KaHAIIBI, KOTOPOE OONANAET TFOOBIM OJHUM HWITH
MPEATMIOYTHTETFHO BCEMHU TPEMs M3 CIIEAYIONIMX CBOMCTB:. (1) OTKpBIBaE€T KaJlUEBbIC
kanaimbel SUR1/Kir6.2; (2) ceaspaetcs ¢ cyoseaununieii SUR1 Kre kananos; u (3)
WHTHOUPYET MHAYIUPOBAHHOE TIIFOKO30HM BBHICBOOOKICHHE UHCYJIMHA TIOCIE BBEACHUS
coequHeHus in vivo. Takme BemecTBa, OTKpbBaromue Katep  KaHambl,
NPEAMOYTHTEIHHO HMEIOT CTPYKTYPY JIHOOOTO M3 coequHeHWH cornmacHo Dopmyn I-
VII, wiu Gomee mpemmoututensro, cormacHo Popmyn I-VII, B kotopsix R' He
ABJISIETCS AMUHO, a4 TAKXKE B KOTOPBIX KONBLO B MM €ro SKBUBAJICHT HE BKIIOYAIOT
KaKHe-THOO TETePOAaTOMBI, WM 0OJiee MPEIIMOYTHTEIBHO, JI000€ W3 COCTUHEHHU
cormacao @opmy: Il wmm 111, wmu Gonee TpeaNmOYTHTENBHO, TFOO0E U3 COCTUHEHHUU
cornacHo @opmyin II wmm III, B koTOpBIX R He sBIAETCS aMHHO, 4 TAaKKe B KOTOPBIX
KOJIBII0 B MM e€ro 3KBHBAJIEHT HE BKIIOYAIOT KaKHe-THOO TeTepOaTOMBI, HIIH OOJiee
MPEAMOYTHTEIFHO, CTPYKTypa MPEACTaBIIeT CcO00M aua3okcua. B HacTosmem
HW300PETEHUH PACCMATPHUBAIOTCS TAKXKE CTPYKTYPHbBIE BAPUAHTHI WTH OHMOIKBHBAICHTHI
coeauaeHu MoOou u3 @opmyn [-VII, Takue Kak MPOHU3BOIHBIE, COJIH, TMTPOJIEKAPCTBA
und  u3oMmepsl. Jlpyrue BemecTBa, OTKpbiBaromue Kare KaHABL, KOTOPHIE
MPeTHA3HAYCHBI ISl TIPUMEHEHUS B HACTOSAIMIEM H300pPETeHHH, BKIFO4Yar0T BPDZ62,

BPDZ 73, NN414, BPDZ 154.

[0049] AHanu3 WHAYIHUPOBAHHOTO TIFOKO30M BBICBOOOXKIEHUS HHCYJIMHA iN Vitro
MOCPEACTBOM BEIIECTB, OTKpPhIBAIONIMX Kare KaHABI, MOXKET OBITh TPOBEIACH C
WCTIONb30BAHMEM KyCOYKOB TKaHH KpbIC, Kak omucano B padore De Tullio, et al., J.
Med. Chem., 46:3342-3353 (2003) umu ¢ HCTIONB30BAHUEM KyCOUYKOB TKAHH YEIOBEKA,

Kak ormmcaHo B padote Bjorklund, et al., Diabetes, 49:1840-1848 (2000).

[0050] B wHacTosmeM W300peTeHWHM TPEIAralOTCs COCTAaBBI, TAaKHE Kak

(hapManEeBTHYECKHE COCTaBBI C KOHTPOJIHPYEMBIM BBICBOOOIKIEHHEM, COAEPIKAIIUE
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BEIECTBA, OTKphIBaronue Kate KaHAbBI, U WX OWOKBHBAIIEHTH. B ogHOM BapuaHTe
peanm3aii  W300PETEHUSI COCTAaBBI C  KOHTPOJUPYEMBIM  BBICBOOOKIECHHEM
MpeAHA3HAYEHBbI JJIs TIEPOPAIbHOTO BBeACHUs. Takue mpemapatsl COAEPKAT B OAHOM
no3e aiaa BeeaeHus ot 10 go 100 mr, ot 25 g0 100 mr, ot 100 go 200 mr, ot 200 no
300 mr, ot 300 no 500 mr wmm ot 500 mo 2000 mMr BemecTBa, OTKpbIBAKOIETO KaTo
KaHalibl. B  HEKOTOpPHIX BapHaHTaX pealu3aldd W300pETEHUS [03a BEIICCTB,
otkpbiBatomue K¢ KaHAIBI, COAEPIKANTUECST B COCTABE, MOKET OBITh OTPEJCIICEHa Ha
OCHOBE BecCa MAaIMEHTa, KOTOPOMY YKa3aHHBIM COCTAaB JOJDKEH OBITh BBEICH, /1.e.,
COCTaB MOXKET COJEp:KaTh JA03y I OAHOKpatHOro BeBeacHusa ot 0,1 mo 20 wmr
BEIECTBA, OTKPBHIBAOIIETO KA1e KaHATBI, HA KT Beca Teja namuenTta, wim ot 0,1 10 0,5
MT BEIIECTBA, OTKPBIBAOIIETO K1 KaHAJBI, HA KT Beca Tena nauuenTa; uim ot 0,5 1o
1 mMr BemecTBa, OTKpbIBaromero Ko KaHambl, Ha KT Beca Teja NalueHTa;, Wiy oT 1 10
2 Mr BEIEeCTBAa, OTKpbIBAarOIIETO KA1 KaHAIBL, HAa KT BECa Tela MAalMeHTA; UM OT 2 J10
5 Mr BeniecTBa, OTKpbhIBaomero Krq KaHambl, Ha KT Beca Teja NalueHTa;, WIH OT 5 A0
10 Mr BemiecTBa, OTKpbIBarOIIETO Kt KaHANBI, HAa KT Beca Tena MauueHTa; uwim ot 10
1o 15 mr BemecTsBa, OTKpbIBaroniero Ko KaHabl, Ha Kr Beca Tejla NAlUEHTa;, WIH OT

15 no 20 Mr BemecTBa, OTKPhIBAKOIIETO K A1ep KAHAJIBI, HA KT BECA TEJIA MAI[UEHTA.

[0051] Taxke B HacToAmeM H300PETCHHH TIpeaararoTcs (apMaleBTHUCCKUAES
COCTaBBI C  KOHTPOJMPYEMBIM  BBICBOOOXKACHHEM, COJCPIKAIIHE  BEHIECTBA,
oTKpbIBaromue Kare KaHAJBI, MOyYeHHBIE TI0O MEHBIIEH MEPe OTHUM U3 CIIETYIOIIHX
CrocO0OB: (a) yMEHBINIEHWE pa3Mepa YacTHI[ C TOMOINBI0 H3MEIBUCHHSA, CYIIKH
pacTubUICHHEM, WIH JAPYTHX TEXHONOTHH MuKpoHm3ammu, (b) TpUMeHeHHe
(hapMaLeBTHYECKOW COJIM BEIIECTBA, OTKPHIBAIOIETO KaTe KaHAIBL, (C) MPUMEHEHHE
HOHOOOMEHHOW cMoJbl, (d) TpPUMEHEHHWE KOMIUIEKCOB BKIIFOUEHHUS, HAIPUMED,
IUKJTOIEKCTPUHA, (€) TPECCOBAHHWE BEMECTBA, OTKphIBAOMET0 Karep KaHAIBL, C
COMFOOMITU3UPYIONUM areHTOM, BKITFOYAFOIIMM THIIPOMEIUIO3Y C HHU3KOHW BA3KOCTEHIO,
METHIILEIUTION03y C HH3KOH BA3KOCTBIO WM AHAIOTHYHO (PYHKIHOHHUPYFOIIEE
BCIIOMOTATEIbHOE BEMIECTBO WM WX KomOuwHaiwio, (f) cCBsA3bIBaHHE BeIIECTBA,
OTKphIBaOIEro Kare KaHAmbBL, C CONBIO TEPE] COCTABICHHEM KOMIO3MIHH, (g)
NMPUMEHEHHE TBEPIOW JHCTIEPCHH BEIIECTBA, OTKphIBaromero Kare kanamsl, (h)

NMPUMEHEHHE CaMOIMYIIBIHPYIOMEH cHcTeMBI, (1) moOaBlIeHHE OJHOTO WM Ooee
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MOBEPXHOCTHO-AKTHUBHBIX BEIIECTB K Mpemnapary, (j) npuMeHeHrne HanoyacTul wii (k)

KOMOMHAIMY 3THX I10IXO0B.

[0052] JlonmoTHUTETEHO B HACTOAIIEM JOKYMCHTE NpeaACTaBICHBI
(hapMaIeBTHYECKHE COCTaBBI C KOHTPOJHUPYEMBIM BBICBOOOXKIECHHEM, COJACPIKAIIHE
BEIECTBA, OTKpbIBatomue Kare KaHAIbI, KOTOPHIE BKITFOYAOT 110 MEHBIIEH MEPE OTUH
KOMITOHEHT, KOTOPBIM TIO CYHIECTBY HHTHOWPYET BBICBOOOXKIECHHE U3 COCTaBa
AKTUBATOPA BEIIECTBA, OTKPBHIBAIOMIETO K¢ KaHAIBI, 10 3aBEPHICHUS TPOXOKIACHUS
yepes KenyA0K. B JaHHOM KOHTEKCTE TEPMHH "TO CYIIECTBY MHTHOUpYeT" O3Ha4yaeT
MmeHee 15% BBICBOOOXKACHHUSA, OOJIee MPEATIOYTHTENBHO 10 MeHbIIeH Mepe meHee 10%
BBICBOOOXK/ICHHA WM, O0Jiee TPEANOYTHTEIbHO IO MeEHbIIeH wmepe wmeHee 5%
BBICBOOOIKICHHS JIEKAPCTBEHHOTO CPEICTBA M3 COCTAaBa TMPH MPOXOXKICHUH 4Yepes
KENyA0K. BBICBOOOKACHHE MOMKET OBITh HM3MEPEHO C TMOMOIIBIO CTAHAAPTHOTO
aHamM3a JKeJTyJ0YHOTO pacTBopeHus in vitro cormacHo OCIIIA B kamuOpOBaHHBIX
YCTPOMCTBAX IS ONPEJEICHU CKOPOCTH pacTBOpPeHHs (cM., Harpumep, Papmakornes

CIIA, rnasa 711 (2005)).

[0053] Taxke B HacTOANIEM HW300PETEHUH TMPEACTABIICHBI (DapMalEBTHYCCKUE
COCTaBBI IS TIEPOPATBHOTO TPHUMEHEHHSA, COJCPKAIINE BEIIECTBA, OTKPBIBAIOIIUE
K ATo KaHABI, KOTOPBIE BKITFOYAKOT TI0 MEHBINEH MEPE OJJUH KOMITOHECHT, 10 CYIIECTBY
WHTHOUPYIOTIHI BBICBOOOKIACHHE M3 COCTaBa BEIIECTBA, OTKpHIBAOIMEr0 Karg
KaHAJbI, IO 3aBEPUICHHA TIPOXOXKJIEHWS duepe3 kenyaok. CymecTBeHHOE
WHTHOMPOBAHUE BHICBOOOKICHUS JICKAPCTBEHHOTO CPEJCTBA BO BPEMS MPOXOKICHUS
yepes JKEIyA0K JTOCTHTACTCS 32 CUET BKIFOUEHHS KOMIIOHEHTA B COCTAB, BHIOPAHHBIN
W3 TPy, cocToAmed u3: (a) pH-4yBCTBHTENBHOTO TOIMMEPA WIIH COTOJIAMEDA,
HAHECEHHOTO B BHJE KOMIIPECCHOHHOTO TIOKpbITHA Ha Tadnerky, (b) pH-
YYBCTBUTENIHHOTO TOJMMEPA HITA COTIOIMMEPA, HAHECEHHOTO B BHJIE TOHKOHW TICHKH
Ha TaONeTKy, () pH-4yBCTBUTENTFHOTO TOTUMEpPA WM COIMOJIMMEPA, HAHECEHHOTO B
BHJE TOHKOW TUIEHKH Ha CUcTeMy WHKancymupoBanus, (d) pH-dyBcTBHTETHHOTO
MOJIMMEPA WITH COTIOJTUMEPA, HAHECEHHOTO HAa HWHKATICYJUPOBAHHBIE MHKPOYACTHIIHL,
() HEpacTBOPMMOTO B BOJE TMOJHMMEPA WM COMOJIMMEPA, HAHECEHHOTO B BHIE

KOMIIPECCHOHHOTO TIOKPBITUS Ha TaONeTKy, (f) HepacTBOPHUMOTO B BOJIE TOJIMMEPA HITH
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COTIOJIMMEPA, HAHECEHHOTO B BHJE TOHKOW TUIEHKH HA TaOJETKY, (&) HEPACTBOPHMOTO
B BOJEC TOJMMEPAa, HAHECEHHOTO B BHAE TOHKOW IUICHKA HAa CHCTEMY
uHKancynupoBanus, (h) HepacTBOpUMOrO B BOJAE TOJNMMEPA, HAHECEHHOTO HAa
MUKPOYACTHLBI, (1) BKJIFOUYEHHS COCTaBa B CHUCTEMY OCMOTHYECKOTO Hacoca, (j)
NPUMEHEHHE CHCTEM, KOHTPOIUPYEMBIX HOHOOOMEHHbIMH cmoiamu, u (k)
KOMOMHALMH 3THX TMOAXOJO0B, MPH KOTOPBHIX pH-4yBCTBUTENBHBIM MONMHUMEP WU

COIOJIMMEP YCTOMYMUB K PA3JIOKEHHUIO B KHUCIIOTHBIX YCIOBUAX.

[0054] Taxxke B HacTosmieM H300PETCHUH TPEACTABIIEHBI (papMalleBTHUECKHE
COCTaBbl C  KOHTPOJIIMPYEMBIM  BBICBOOOXKJICHHEM, COJEp)KAaIlhe  BEIIECTBA,
OTKpbIBaromHe Karp KaHABL, TIPU 3TOM COCTAB BKIIIOYAET MO MCHBINEH Mepe OJHH
KOMIIOHEHT, KOTOPBIA CIIOCOOCTBYET 3aMEIJICHHOMY BBICBOOOKICHHIO BEHIECTBA,
oTKpbIBaromero Ko kaHamael, B TeueHUe 2-4 4acOB MOCTIE BBEACHUS WU B T€UEHUE 4-
8 yacoB 1OCiIE BBEACHHUA, WM B TeueHHe Oosee 8-24 4acoB mocie BBEACHHS. JTH
COCTAaBBI XaPaKTEPH3YIOTCA HAIMIHUEM OJHOTO M3 CIIEAYIONINX KOMITOHEHTOB: (a) pH-
YYBCTBHTEIBHOTO TMOJMMEPHOTO TOKphITHA, (b) THIpOreneBoro MOKpHITHA, (C)
MJIEHOYHOTO TOKPBITHSA, KOTOPOE KOHTPOJIHPYET CKOPOCTh AU (Py3Hu JTeKapCTBEHHOTO
CpeAcTBa M3 MOKPHITOM MaTpuLbL, (d) paspymaemMoi MaTPHIBI, KOTOPAst KOHTPOTHPYET
CKOPOCTh BBICBOOOIKIACHHS JICKAPCTBEHHOTO CPEACTBA, (€) MeIUIeT, TpaHysl WiIu
MHKPOYACTHI[ JIEKAPCTBEHHOTO CPEACTBA IMOKPHITHIX IMOJIMMEPOM, KOTOPHIE MOTYT
OBITH JOTIOJTHATEIFHO WHKAIICYJTHPOBAHBI WIIH TPECCOBAaHBI B TaOneTKy, (f) cucremy
OCMOTHYECKOTO  Hacoca,  COJAEPKANIyl0  JIEKapCTBEHHOE  CpencTso,  (g)
TAOJNETHPOBAHHYIO (hopMy TIpemapara, MOKPHITYIO OOOJOYKOW IMyTEM TPECCOBAHUA,

v (h) KOMOMHAIIHAIO STUX TTOAXO0I0B.

[0055] [Tpumensiemas B HACTOAIEM H300PETCHHH pa3pyliacMas MaTPHIIA SBICTCS
SIPOM COCTaBa TAOJIETKH, B KOTOPHIH NMPH BO3JACHCTBHH BOTHOW CPEIbl HAYWHAETCS
MPOIIECC Pacmaza, 4To OOJETYAET BBICBOOOKJIEHHE JIEKAPCTBEHHOTO CPEACTBA W3
MaTpuipl. CKOPOCTh BBICBOOOKIEHHUS JIEKAPCTBEHHOTO CPEACTBA W3 TAOJNETKH
KOHTPOJIUPYETCA KaK PACTBOPUMOCTBIO JIEKAPCTBEHHOTO CPEACTBA, TAK U CKOPOCTHIO

ACBUHTCTPAll MaTPHUIIbI.
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[0056] BBIH_IeyKaSaHHBIe COCTaBbl MOTIYT AOIOJHHTCIBHO COACPKATb OJWH HIIH
0ojee JOTMOTHUTEIFHBIX (hapPMAICBTHYECKH AKTHBHBIX areHTOB (OTIMYHBIX OT
BEIECTB, OTKPHIBAOIHNX K 1o KaHAIBI), IPUTOAHBIX IS JICYCHHUS MATOJIOTHIECKOTO
COCTOSTHUS, BBIOPAHHOTO W3 TPYIIBL, COCTOAIMEH W3 OXHPEHHUS, TpeaanadeTa,
nuadeTa, TUNIEPTEH3UH, JCTPECCHH, TTOBBIIIEHHOTO YPOBHS XOJECTEPHHA, 3aJCPIKKH
JKUJKOCTH, JAPYTHX COMYTCTBYIOIMUX OKHPEHHUIO 3a00JIEBAHUM, HMINEMHUYECKOTO H
peneppy3HOHHOTO HAPYIIECHUS, STWICTICHH, WH30QPEHUH, MaHHH WA APYyTHX

HNCUXOTHUYECKHUX 3a001EBAaHUH.

[0057] B HAacCTOSIIEM HW300pETEHUN JOIOJIHUTEIBbHO npeaIaracTcs
(apmarieBTHYEeCKUH COCTaB C KOHTPOJIHMPYEMBIM BBICBOOOXKIECHHEM, COJEPIKAIIHMA
BEIIECTBO, OTKphIBatomiee Kare KaHAIBL, IPH 3TOM BBEACHHE YKA3aHHOTO COCTaBa
WHIUBUAY C OKHPEHHEM, H30BITOUHBIM BECOM WM CKIOHHOMY K OKHPEHHIO
NPUBOJUT TIO MEHBIIEH Mepe K OJHOMY H3 CIEAYIOIMHX Nporeccos: (a)
WHTUOMPOBAHMIO  CEKpelMHM  HWHCynmuHa  Hatomak, (b)  WHTHOMPOBAHUIO
CTHMYJIMPOBAHHOW CEKPEMW WHCYJWHA, (C) TMOBBINICHHIO pacxoxa dSHepruw; (d)
MOBBITIICHHUIO YPOBHS O€Ta-OKUCIIEHUS JKHPOB, (€) HMHTHOWPOBAaHWIO THIEpparuu B

TeueHue 0ko10 24 yacoB wiH (f) yBemmueHHIO Oe3:KUPOBOM MAcCHI TeJa.

[0058] Kpome Toro, B HacrosimeM H300PETCHUW JOMOJHHTEIIFHO IpeaIaraeTcs
(apManeBTHYECKHH COCTaB C KOHTPOJIHPYEMBIM BBICBOOOKICHUEM, COICPKAIIHAN
BEMIECTBO, OTKphIBaromiee Karep KaHAIBL, MPH 3TOM BBEJCHHE YKA3aHHOTO COCTaBa
WHIWBHUIY C OKHUPEHHEM, H30BITOYHBIM BECOM WM CKIOHHOMY K OXXHPEHHIO
MPUBOJWAT TI0 MEHBIIEW Mepe K OJHOMY U3 CJCAYIOMUX MpoIeccoB: (a)
WHTHOMPOBAHUIO  CEKpeIMH  TJIOKO3bI  Haromiak; (b)  WHTHOWPOBAHHIO
CTUMYJIMPOBAHHOW CEKPEIIMM WHCYJIWHA, (C) TOBBIMECHUIO pacxona sHepruwm; (d)
TOBBIICHUIO YPOBHSA O€Ta-OKUCIIEHHUS JKHPOB, (€) MHTHOMPOBAaHWIO THrepparuu B

TeueHue 0koIo 18 yacos wiw (f) yBenmmueHHI0 Oe3:KUPOBOM MacChI TENa.

[0059] B mHacrosmeMm wu300peTeHMHM Tarke Tpeaaraerca (apMameBTHICCKUH
COCTaB C  KOHTPOJIMPYEMBIM  BBICBOOOKACHHEM,  COACP/KAIMUH  BEIIECTBO,

OTKPBIBAIOIICEC KATCD KaHaJibl, IMIPHU 3TOM BBCACHHUC YKA3aHHOI'0 COCTaBa MHAWBHIAY C
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OKUPEHUEM, H30BITOYHBIM BECOM WM CKIOHHOMY K OKHPEHHIO TIPHBOJUT TIO
MEHBIIEH Mepe K OJHOMY M3 CIIEIYIONINX MPOIECCOB: (a) HHTHOMPOBAHUIO CEKPEITHH
WHCYNMHA HaTomak; (b) MHrHOMPOBAHUIO CTHMYTMPOBAHHOM CEKPELUH TIFOKO3BL; (C)
MOBBILIEHUIO pacxoa dHepruu; (d) MOBBIIIEHUIO YPOBHS O€Ta-OKUCICHHUA KHPOB, (€)
UHrHOMpoBaHUI0 runepdaruun B TeueHue okono 24 uacoB winu (f) yBemuueHuUro

O€3)KUPOBOU MACCHI TETA.

[0060] Kpome Toro, B HacrosmieM H300pETCHWH IOTONHHUTEILHO IpeIIaraeTcs
(apMarieBTH4EeCKUH COCTaB C KOHTPOJIHPYEMBIM BBICBOOOXKICHHEM, COJEPIKAIIHIMA
BEIIECTBO, OTKphIBaromiee Kare KaHANBL, PH 3TOM BBEICHHE YKA3aHHOTO COCTaBa
WHIWUBUAY C OKHPEHHEM, H30BITOUYHBIM BECOM WM CKJIOHHOMY K OKHPEHHIO
MPUBOJUT TI0O MEHbIIEH MEpe K OJHOMY U3 CJEAYIOMUX TMpoIeccos: (a)
WHTUOMPOBAHMIO  CEKpemWMH  Imoko3pl  Hatomak;, (b)  wmHrHOMpoBaHUIO
CTHMYJIHPOBAHHOW CEKPEMH WHCYJWHA, (C) MOBBINICHHIO pacxoxa dSHepruw; (d)
MOBBIIICHUIO YPOBHA O€Ta-OKHUCIIEHUS JKUPOB, (€) MHTMOMPOBAaHUIO TUNEpdaruud B

TeueHue okoo 18 yacos mwiw (f) yBemnueHHIO OE3:KHPOBOM MAcCHI TeJa.

[0061] B HacTosmem H300peTeHUH TIPeaaraeTCs Croco0 JeUCHHs THITOTITAKEMHH,
BKITIO YA LU epopanbHOE BBEJICHUE cocTasa v KOHTPOJIMPYEMBIM
BBICBOOOKICHHEM, COJEPIKAINETO BEIIECTBO, OTKphIBaromiece Kare KaHAIBL, B

HEKOTOPBIX CITy4assX B KOMOWHAIIMH C TOPMOHOM POCTA.

[0062] JIOTIONMHUTETPHO TIPEUIaraeTCs CIocOo0 JICYCHHsS] aCCOIMHPOBAHHBIX C
O’KHPEHUEM COITy TCTBYFOIIMX 3a00JICBAaHUHN Y WHAWBHAA C OKUPEHHEM, H30BITOUHBIM
BECOM WIIM CKJIOHHOTO K OKHPEHHIO, TIPH 3TOM CIOCOO BKIIFOYAET BBEICHHUC
TepanmeBTHYECKH 3(PPEKTHBHOTO KOJIMYECTBA TBEPAOW MEPOPATHHOU JIEKAPCTBEHHOU
(dhopMBbI BemecTBa, OTKPHIBAIOIETO KA1 KaHAIBI, HITH (hapMarieBTHYECKOTO COCTaBa C
KOHTPOJIUPYEMBIM BBICBOOOKIACHHEM, COJIEPIKAIIETO BEMIECTBO, OTKphiBaromee Karo
KaHAJIb, B HEKOTOPBIX CIlydasX B KOMOWHAIIMH C TOPMOHOM pocta. B
MPEATMOYTHTETFHOM BapHAHTE pPealu3alii H300PETCHHsSI BBEICHHE OCYIMECTBIISETCS

He OoJree IBYX pa3 B 24 yaca WM OAMH pa3 B 24 yaca.
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[0063] Kpome Toro, B HacToOAImEM H300PETCHUH TPEAIATAETCA CIIOCO0 CHIDKEHUS
Macchl Tella y HWHOWUBUAA C OKHUPEHHEM, H30BITOYHBIM BECOM HIIM CKIOHHOTO K
OKHUPEHUIO, TIPU 3TOM CIOCOO BKIIOYAET BBEIACHHE TEPANEBTUYECKH 3((PEKTHBHOTO
KOIMYECTBA  TBEPAOW  TEPOPANIbHOM  JIEKAPCTBEHHOM  (OpPMBI  BEMIECTBA,
oTKphIBarOImEro Kare KaHansl, umm GpapManeBTHUECKOTO COCTaBa ¢ KOHTPOIUPYEMBIM
BBICBOOOKICHHEM, COJEPKALIET0 BEIIECTBO, OTKpbIBaromee Karpe KaHambl, B
HEKOTOPBIX ClIlydyasX B KOMOWHAIMM C TOPMOHOM pocTa. B mpeamouTuTenpHOM
BapHaHTE peaju3alii U300pETeHH BBEICHUE OCYINECTBIAECTCA HE Ooyee ABYX pa3 B
24 yaca wimu oauMH pa3 B 24 waca. BBoaumas cyTouHas 1032 IPEANOYTHUTEIIBHO
coctaBiger oT 50 mo 180 mr. B HEKOTOPBIX BapHaHTaxX peaH3alu HU300pETEHUA
MHIMBHIYyYM, CTPAJAOIIMH 0)KMPEHHEM, HMEET MHIEKC MACCHl Tena Oomee 30 Kkr/m’,
Wi Gonee 35 kr/m’, Wi Gonee 40 kr/m’, wim Gonee 50 kr/m’, Wi Gonee 60 Kr/m” Ha

MOMEHT Hayvajia IPUMEHEHHUS Ccriocoda.

[0064] Taxke B HAcTOSAIIEM H300PETEHHUHM TPEIIATACTCA CIIOCOO TOMICPIKAHUS
CHIDKEHHOW MAacChl Tejla Y HWHAMBHIA C OYKHPEHUEM, HW30BITOYHBIM BECOM WIIH
CKIIOHHOTO K OKHPECHHIO, MPH 3TOM CIIOCOO BKITFOYAET BBEJCHHE TEPANCBTHYECCKH
3((PEeKTHBHOTO KOJTMYECTBA TBEPIOH NMEPOPATHHON JIEKAPCTBEHHOM ()OPMBI BEMIECTBA,
OoTKpbIBArOIIET0 Kate KaHAIBL, HWITH (hapMaIieBTHYECKOTO COCTaBa ¢ KOHTPOJIUPYEMBIM
BBICBOOOJKICHHEM, COJEPIKAINETO BEIIECTBO, OTKpbIBaromiee Kare KaHAIBL, B
HEKOTOPBIX CIOy4YasxX B KOMOWHAIIMA C TOPMOHOM pocTa. [IpeamoyTuTebHbIM
ABJSIETCS MOAACP’KAHUE BECA Yy CTPAAAIOIIETO OKUPEHUEM UHIUBHUAA TIOCIIE CHIDKCHHUS
BECa A0 HEKOTOPOM CTEMEHHU, KOTJIa aJIbTEPHATUBOM SIBIIICTCA BOCCTAHOBJICHUE Beca. B
MPEAMOYTHTETFHOM BapHAHTE PealTM3alii H300PETCHHSI BBEICHHE OCYIMECTBIISETCS

He OoJree BYX pa3 B 24 yaca WM OAMH pa3 B 24 yaca.

[0065] JIOTIOMHUTETFHO B  HACTOSTIEM HW300PETEHHH TPEJJIaraeTcs Crmocod
MOBBITIIEHUS PACX0Aa HEPTHH Y WHAWBHIA C OXKHPEHHEM, W30BITOUYHBIM BECOM HITH
CKJIOHHOTO K OKHPEHHIO, TIPH 3TOM CIIOCO0 BKIFOYAET BBeACHUE 3(PPEeKTHBHOTO
KOJIMYECTBA  TBEPAOW  TIEPOPANBHOM  JIEKAPCTBEHHOW  (OpMBI  BEMIECTBa,
oTKpbIBaromiero Kare KaHamsl, win (papManeBTHIECKOTO COCTaBa C KOHTPOIIUPYEMBIM

BBICBOOOJK/ICHHEM, COJEPKAINETO BEMIECTBO, OTKphIBaromiee Kare KaHAIBL, B
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HEKOTOPBIX Cly4YasX B KOMOWHAIIMM C TOPMOHOM pocta. B mpeamouTutembsHOM
BapHAHTE peaju3alii W300PEeTEeHUs BBEJACHHUE OCYIIECTBISETCS HE OOJiee IBYX pa3 B
24 qaca wnm 0MH pa3 B 24 yaca. B HEKOTOPHIX BapHaHTAX peaH3allid H300pETCHUS
WHAUBUAYYM HUMEET MHIACKC Macchl Teia Ooimee 20 kr/M%, wim Gonee 25 kr/mM’, wim
Goree 30 Kr/m’, min Gosee 35 Kr/m’, wmu Gosee 40 kr/m” , Wi Gonee 50 Kr/m’, wiu

2
6osee 60 Kr/M Ha MOMEHT Haudajia MPUMEHEHHUS CIIOCO0a.

[0066] JIOTIONMHUTETPHO B  HACTOSHIEM HW300PETEHHH TPEJJIaraeTcs crmocod
MOBBILIEHUA O€Ta-OKCUCIIEHHUS KUPOB Y HHIUBUIA C OKHUPEHUEM, U30BITOYHBIM BECOM
WM CKIIOHHOTO K O’KMPEHHIO, TIPU 3TOM CIOCOO BKIIIOYAET BBEACHUE YPPEKTUBHOTO
KOJIMYEeCTBAa  TBEPAOW  MEPOPANIbHOM  JIEKAPCTBEHHOM  (OpMBI  BELIECTBa,
oTKpbIBaroImero Kt KaHambl, Wik (papMareBTHYeCKOTO COCTaBa ¢ KOHTPOIUPYEMBIM
BBICBOOOJKICHHEM, COJEPKAINETO BEINECTBO, OTKpbIBaromee Kare KaHambl, B
HEKOTOPBIX CIIy4asX B KOMOHMHALMM C TOPMOHOM pocTa. B mpeamourutensHOM
BapUaHTE PeaM3aliy U300pPETEHUs BBEJICHHE OCYIIECTBIIETCA He Oojiee ABYX pa3 B
24 yaca wnm oauH pa3 B 24 vaca. B HEKOTOPHIX BapHaHTaX peaH3alii U300PETCHUS
WHAUBHAYYM HMEET MHICKC Macchl Teja Ooiee 20 kr/M%, wnm Gonee 25 Kr/m%, wim
Goree 30 kr/m’, wimu Gosee 35 kr/m’, wmu Gosee 40 kr/m” , Wi Gonee 50 Kr/m’, viu

2
0osee 60 Kr/M Ha MOMEHT Ha4ajia MPUMEHEHHUS CIIOCO0a.

[0067] Kpome TOro, MOTONHUTETPHO B HACTOSINEM H300PETCHHH TNpeIIaraeTcs
CTHI0CO0 YMEHBIIEHHUS COAEPKAHUS BUCLEPATBHOTO KHUPA Y WHAMBHIA C OKHPECHHEM,
W30BITOYHBIM BECOM HIIM CKIIOHHOTO K OJKHPEHHIO, TIPH 3TOM CIOCO0 BKIIFOYAET
BBe/eHHE 3(PPEKTHBHOTO KOMHUYECTBA TBEPAOH MEPOPATHHON JIEKAPCTBEHHON (hOPMBI
BEIIECTBA, OTKPBIBAOIMETO Kare KaHambl, Wi (QapManeBTHUYECKOTO COCTaBa C
KOHTPOJIMPYEMBIM BBICBOOOKIIEHHEM, COAEPIKAIIETO BEIECTBO, OTKphIBaromee Kare
KaHaIbl, B HEKOTOPBIX CIOy4YasX B KOMOWHAIMKM C TOPMOHOM pocta. B
MPEINOYTHTETFHOM BAapHAHTE PEAM3ANUU W300PETCHHS BBEICHHUE OCYIIECTBIISAECTCS

He OoJree IBYX pa3 B 24 yaca WM OAMH pa3 B 24 yaca.

[0068] Taxke MOTIOJHUTENTHPHO B HACTOSIIEM W300PETEHHH TPEIIAraeTCs CIOCO0

3aMCIJICHUA WKW TPCAOTBPAIICHUA TICPEXOoaa npezmna6eTquc1<0ro COCTOsAHHUA B
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madeT y WHAWBUA, BKITIOYAIOIMWN BBeACHHE d(PPEKTHBHOTO KOJMYECTBA BEIIECCTRA,
oTKpbIBaromero Kare KaHambl, wiv (papMameBTHYECKOTO COCTaBa ¢ KOHTPOIUPYEMBIM
BBICBOOOJK/ICHHEM, COJEPKAMIETO BEMIECTBO, OTKphIBaromiee Kare KaHAIBL, B
HEKOTOPBIX Cly4YasX B KOMOWHAIIMK C TOPMOHOM pocTa. B mpeamouTutebHOM
BapUAHTE peaju3alid U300PETEHUs BBEACHHE OCYIIECTBIISIETCS HE OOJiee IBYX pa3 B

24 vaca wnm oMH pa3 B 24 yaca.

[0069] JIOTIONMHUTETPHO B  HACTOSHIEM HW300PETEHHH TPEJJIaraeTcs crmocod
BOCCTAHOBIICHHS HOPMAJIBHOH TOJIEPAHTHOCTH K TJFOKO3€ Y HWHAMBHIA C
MpeAaIuadeToM, BKIIOYAOIMMKA BBeACHHE 3(P(PEKTUBHOTO KOJMYECTBA BEIIECTBA,
OTKpBIBAOIETO K A1 KaHANBI, WK (PapMalEBTHUECKOTO COCTaBA C KOHTPOJIUPYEMBIM
BBICBOOOIKJICHHEM, COJEPKANIET0 BEIIECTBO, OTKpbIBatomee Kape KaHambl, B
HEKOTOPBIX CllydasX B KOMOWHAIMM C TOPMOHOM pocTa. B mpeamoutuTenpHOM
BapUAHTE PeaM3aliy U300PETEHUs BBEJICHHE OCYIIECTBIIETCA He OoJiee ABYX pa3 B

24 yaca uim OJMH pa3 B 24 yaca.

[0070] JIOTIONMHUTETPHO B  HACTOSIIEM HM300PETCHHH TMPEJIaraeTcs Crocod
BOCCTAHOBJICHUSI HOPMAJIbHOH TOJIEPAHTHOCTH K TIIIOKO3€ Y HHIWBHIA C JAHAOETOM,
BKITIOYAO KN BBeeHHE Y(P(PEKTUBHOTO KOJIMYECTBA BEIIECTBA, OTKPHIBAIOIIETO KA1
KaHaJTbl, WK (PapMaLEBTHYCCKOTO COCTaBa C KOHTPOJIHUPYEMBIM BBICBOOOKICHUEM,
COACPIKAIIEr0 BEMIECTBO, OTKpbIBaromee Kare KaHalbl, B HEKOTOPBIX CIy4asx B
KOMOWHAITMH C TOPMOHOM poOCTa. B TpeamouTHTEIhHOM BapHAHTE PEaTH3AIHH
M300pETEHUS BBEACHHUE OCYIIECTBIIETCA HE OoJiee IBYX pa3 B 24 yaca WA OJMH pa3 B

24 gaca.

[0071] Taxke MOTIOJHUTENTHPHO B HACTOSIIEM W300PETCHHH TPEIIATaeTCs CIIOCO0
3aMEJICHUS WM TPEIOTBPAIICHUS TPOTPECCHPOBaHHMA auadeTa Yy HMHIUBH]A,
BKITIOUArOIIIHH BBeJACHHE 3()()EKTHBHOTO KOJIHUYECTBA BEMICCTBA, OTKPHIBAOIMETO KTte
KaHaJbl, WK (apMameBTHYECKOTO COCTaBa C KOHTPOJIHPYEMBIM BBICBOOOKICHHEM,
COZCPKAINETO BEINECTBO, OTKpbiBaromee Kareo KaHAjabl, B HEKOTOPBIX CIy4asx B

KOMOMHALIMM C TOPMOHOM pOCTa. B mpeamodTuTenbHOM BapHWaHTE peaNTH3aLHd
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W300peTEHUS BBEACHHUE OCYIIECTBIIETCS HE O0Jiee IBYX pa3 B 24 yaca WA OJMH Pa3 B

24 4gaca.

[0072] Taxke B HacTOSITIIEM H300PETEHHUH TIPEAIATACTCSA CITOCOO MPEIOTBPAINCHUS
WA JICYCHUS YBEIUYCHUA MACChI TEJIa, HAPYLMICHHOM TOJEPAHTHOCTH K TJIIOKO3€ WU
JUCITATIUIEMHAH, AaCCOLIMMPOBAHHOM C NMPHUMEHEHHEM AHTUIICUXOTHYECKUX CPEICTB,
IUIA  JICYCHUs] TAIMEHTOB, BKJIFOYAIOIIMH COBMECTHOE BBeIeHHE 3(PPEKTUBHOTO
KOJIMYECTBAa BEIIECTBA, OTKPHIBAOMIET0 Kate KaHAbL, WM (HapManeBTHYECKOTO
cOoCTaBa C KOHTPOJIMPYEMBIM  BBICBOOOKICHHEM, COJEPIKAIIETO  BEIIECTBO,
otkpbiBatomee Kare KaHambl, B HEKOTOPBIX CIAy4Yasx B KOMOHHAIMH C TOPMOHOM
pocta. B mpenmouTHTEIFHOM BapHAaHTE peaH3alliHd HW300pPCTCHHSA BBEICHHE

OCYIIECTBISIETCS He Ooee IBYX pa3 B 24 yaca I OAMH pa3 B 24 yaca.

[0073] Taxke TOTIOTHUTENHHO B HACTOSIIEM H300PETCHHH MPEIJIaraeTcs CIocoo
IJISL YBETMUYEHHA O€3KUPOBOM MAcChl TeNa y manuenTa ¢ cuaapomoM [Ipanepa-Bummm,
y manueHTta ¢ cuHapomom CMuta-MareHuca, y mauueHTta ¢ cuHapomom Opanuxa, y
nanuenTa ¢ cuHapomMoM KosHa, y mamueHta ¢ cuHapomMom CaMMuTa, Y TIAIMEHTA C
CHHIpPOMOM AJICTpOMa, y TAIMEHTa C CHHAPOMOM bepbhecoHa, y TalmeHTa C
cunapomMoM bapnme-bumist, Brmouaromuii BBeACHHE S(PPEKTHBHOTO KOIWYECTBA
BEIECTBA, OTKPBHIBAIOTIETO Karep KaHABI (B HEKOTOPHIX Cy4YasX B KOMOHHAIIMH C
TOPMOHOM  pocTa), WIH (PapMaeBTHUYECKOTO COCTaBa C  KOHTPOJHPYEMBIM
BBICBOOOYKICHHEM, COJIEPXKAIIETO BEIIECTBO, OTKphiBaromee Kare KaHamer (B
HEKOTOPBIX CJy4YasX B KOMOWHAIIMM C TOPMOHOM pOCTa). B mpenmoututenpHOM
BapHaHTE Peaju3allii H300PETEHHUA BBEICHUE OCYIIECTBIACTCA HE Ooyee ABYX pa3 B

24 yaca unu oMH pa3 B 24 yaca.

[0074] Taxke MOTIOJHUTENHPHO B HACTOSIIEM H300PETEHUH TPEIIATaeTCs CIIOCO0
JICYCHUS] OKUPEHHUS WIW TIOBBIMICHHBIX YPOBHEW TPUTIULEPUAOB Y TAIMEHTa C
runiepaunonporenHemMuet tina I, tuma I, tuma Il wnm tema 1V, BrIOYarommi
BBeIeHHE Y(PPEKTUBHOTO KOJTMYECTBA BEIMIECTBA, OTKPHIBAtOMIET0 Kate KaHAJBI, WU
(dhapMaIeBTHYECKOTO COCTaBa C KOHTPOJMPYEMBIM BBICBOOOKICHHUEM, COJIEPKAIIETO

BEIECTBO, OTKpbIBaromiee Kapp KaHAIBL, B HEKOTOPHIX CIly4asX B KOMOWHAIIUH C
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TOPMOHOM pOCTa. B TIPEaMmOYTHTENIFHOM BapHAHTE peAM3aluu W300pETCHUA

BBEJICHHE OCYIINECTBIIETCS He OoJiee ABYX pa3 B 24 yaca WM OWH pa3 B 24 yaca.

[0075] Taxke mnpeamaraercs CIOCO0 CHH)KEHHSA 4YaCTOThI HEKeIaTeIbHBIX
3¢ }exTOoB BCIEACTBHE BBEACHHS BEIIECTBA, OTKPHIBAIOIMETO Kape KaHAIBL, TpH
JICYCHUH 3200JI€BAHUH CYyOBEKTa, YTO JOCTUTAECTCA JIFOOBIM U3 CIEAYIOIMHNX CIIOCO0O0B:
(a) mpuMEHEHHE JIEKAPCTBEHHOW (DOPMBI, KOTOPas NPHU BBEACHHH CHIKAET Ciac TIO
CPAaBHCHUIO C CYLIECTBYKOIIEH NEPOPAIBHOM CYCIIEH3UEH WM KalCyJIbHBIMHU
npoaykramu lIpormukem, ¢ LENbI0 YMEHBHIEHHS YacTOTHI MOOOYHBIX 3(deKToB,
aCCOLIMMPOBAHHBIX C THMKOBBIMH YPOBHAMH JeKapcTBeHHOro cpeactsa, (b)
NPUMEHEHUE JICKAPCTBEHHOW (POPMBI, KOTOpas 3a/IP’KUBAECT BBICBOOOKICHHUE
AKTUBHOTO areHTa /0 MOJHOTO MPOXOKIACHUS Yepe3 JKENyA0K, C LENbI0 YMEHBIICHUS
YacTOTBI ~ HEKENATENBHBIX  MOOOYHBIX  3((EKTOB,  ACCOIMHPOBAHHBIX  C
BBICBOOOJKICHHEM JIEKAPCTBEHHOTO CPENCTBA B JKemynake;, (C) TpHUMEHEHHE
NEPBOHAYATBHOM /03I B  CyOTEpanmeBTHYECKHX YPOBHAX W CTYNEHYATHIM
YBEIIMYEHUEM JIO3BI O TEX TOP, NOKAa HE OyJeT JOCTUTHYTa TepameBTHYECKas 103a,
MPU 3TOM KOJIMYECTBO 3TANOB COCTABIAET OT 2 A0 10, C LENbI0 YMEHBIICHUS YaCTOTHI
HEXKETATEITBHBIX TOOOYHBIX 3(PPEKTOB, KOTOPHIE BOZHHUKAIOT TPAH3UTOPHO B HAayae
neuenns, (d) mpumeHeHHe HaWMeHbIEH >S((PEKTUBHON M03bI I AOCTHKCHUS
JKETAEMOTO TEPANeBTHYECKOTO 3P deKTa I YMEHBIICHHS YaCTOTHI HEXKEIATETbHBIX
moOOYHBIX 3((PEKTOB, KOTOPHIE 3aBHCAT OT M03bI, WIH (€) ONTHMH3ALMA BPEMEHHU

BBCACHUA T03bI B TCUCHUC THA H OTHOCHTCIIbHO IMPUCMa IMHIIIH.

[0076] JIOTIONMHUTETFHO B HACTOSTIEM HW300PETCHHUH TMPEUIaraeTcss CIocoo
NpPEIOTBPAICHUS YBCIMYCHHS MAacChl Teja, IUCIHIUAACMHH WIH HapyHICHHS
TOJICPAHTHOCTH K TJIFOKO3€ Y CyOBEKTAa, MOy Yar0INero aHTHIICHXOTHYECKHM TTpernapar,
NPH 3TOM YKa3aHHBIA CHOCOO BKITIOYAET BBEACHHE (PapMAIeBTHYECKOTO COCTAaBa,
COJZICPIKAIIEr0 BEIIECTBO, OTKpbIBarommiee Kare KaHambl, B HEKOTOPBIX CIy4asX B

KOMOHWHAITHH ¢ TOPMOHOM POCTA.

[0077] Taxke MOTIOJHUTENTHPHO B HACTOSIIEM W300PETEHHH TPEIIAraeTCs CIOCO0

JCUYCHHA YBCIIHYCHHUA MACChI TCIA, AUCITUITUACMHUN HIIH HAPYIICHHUA TOJICPAHTHOCTH K
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TIIIOKO3€ Y CYOBEKTa, MOMYYAIOMEro AHTUIICHXOTHYECKHHM TPenapar, Tpu 3TOM
YKa3aHHBIA CITOCOO BKITFOYAET BBEJEHUE (hapMAIEBTHYECKOTO COCTaBa, COMEPIKAIIETO
BEIECTBO, OTKpbIBaromiee Kapp KaHAIBL, B HEKOTOPBIX CIIy4asX B KOMOWHAIIUU C

TOPMOHOM POCTA.

[0078] Taxke B HACTOAIMIEM W300PETEHUH TMPEATIATAETCS CHOCO0 JICUSHHA
3a00JIEBaHHM, XapaKTEPU3YIOIMUXCS OKUPEHUEM, THIep(daruel, TUCITUMHUAEMAECH WTH
CHIPKEHHEM pacxoja >Hepru, Bkimouas (a) cunapom Ilpanepa-Bunmu, (b) cunnpom
Opsnuxa, (¢) cunapom Kosna, (d) cuagpom Cammmuta, (€) curzmpom Amnctpoma, (f)
cunapom beprecona, (g) cuaapom bapne-bumns, (h) runepnumonporennemuto tumna I,
IL, I u IV wma (1) cuaapom Cmuta-Marennca (CCM); ipu 3TOM yKa3aHHBIN CIIOCOO
BKIIIOYAET BBEJCHHE (PapMAaIEeBTUYECKOTO COCTAaBa, COJAEPIKAINEr0 BEHIECTBO,
oTkpbIBatoiiee Kare KaHambl, B HEKOTOPBIX Cy4asX B KOMOWHAIIMKM C TOPMOHOM

pocra.

[0079] Kpome Toro, B HacTOAImEM W300PETEHHUHU TIpeIaracTcs papManeBTHICCKHH
COCTaB, COACP’KAIIMM BEINECTBO, OTKpbIBaroniee Kape KaHambl, U JOMOTHUTEIBHO
BKITIOYAOTIMHA  (papMalleBTHYECKH  AKTUBHBIA  areéHT  TMOMHMO  BEHIECTBA,
oTkpbiBaromero Kare KaHajel. B ykasaHHOM cocTaBe Apyroi ¢apMmareBTHYCCKH
AKTHBHBIM areHT TIPEACTABIAET COOOW AareHT, NPHTOJHBIA UIA  JICYCHUS
MATOJIOTHYECKOTO COCTOSIHHSA, BBHIOPAHHOTO W3 TPYIIIBI, COCTOSMIEH W3 OKHPEHUS,
nperauadeTa, AuadeTa, THNEPTCH3WH, JCTPECCHH, MOBBIIIEHHOTO  YPOBHSA
XOJIECTEPHHA,  3aJCPKKH  SKMAKOCTH, JAPYIHX  CONYTCTBYKOINUX  OKHUPECHHIO
3a00/IEBAHUM, WIIEMHYECKOTO H penepdy3HOHHOTO HAPYIICHHS, SIHICTICHH,

mu30(pEeHUH, MAHUH WITH IPYTHX NCUXOTHYECKUX HAPYIICHUH.

[0080] OmnucaHHble B HACTOSAIIEM JOKYMEHTE COCTaBBI, COACP;KAIHC BEIICCTBA,
oTkpbiBatomue Kare KaHambl, TPEAJIaraloTcs A YJIyYHICHHUSICOOTBECTBHUA,
3¢ PeKTHBHOCTH W 0€30MACHOCTH TEPAIWH, a TAKKE I BO3MOXKHOTO COBMECTHOTO
COUYETaHUS C APYTUMH areHTamMu. B Hacrosmiee W300peTeHHe BKITFOUEHBI COBMECTHBIC
COCTaBBl BEMIECTB, OTKPBIBAIOMMX Kt KaHambl, ¢ OJHHM WM Oolee

JOIMOJIHUTCJIIbHBIMH q)apMaI_[eBTI/I"IeCKI/I AKTUBHBIMU Aarc¢HTaMH, KOTOPbBIC HMCHT
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B3aUMOJOTOHAIOIINE UIIH AaHATOTUYHbBIE MEXAHU3MBI JIEUCTBUS WM MULICHU. J[pyrue
(dapMaIieBTHYECKHUE AKTHUBHBIC AareHTHI, KOTOPHIE MOTYT OBITh KOMOWHHPOBAHBI C
BEIIECTBAMH, OTKPBIBAOIIUMH Kare KaHambl, I JICUCHUS OKUPECHHUS WU
MOAEP>)KAHUSA CHIJKEHHOT'O BECA Y UHIUBHIA C OKHUPEHUEM, W30BITOYHBIM BECOM WJTH
CKJIOHHOT'O K O’KUPEHHIO, BKJIFOYAIOT, HO HE OTPAHUYMBAIOTCS: CHOYTPAMUH, OPJIHCTAT,
(eHTEepPMUH, PUMOHAOAHT, AUYPETHUYECKHE, TPOTHBOSMHICNITHYCCKUAE WA JIPYTHE
(apMaLleBTUYECKH aKTUBHBIE ar€HTHI, TEPENEBTHUECKUH 3(P(PEKT KOTOPHIX BKIHOYAET
CHIWKEHUE Beca. [IpeanouTuTenbHbIM ABISETCS MOAACPKAHUE BECA Y CTPAJAOINETO
O’KMPEHUEM WHIMBUIA IIOCIIE CHWXKEHHA BECa [0 HEKOTOPOM CTEIEHM, KOraa
aTbTEPHATUBOM SBIAETCS BOCCTAHOBJIEHHWE Beca. Jlpyrue ¢apManeBTHUYECKUE
AKTUBHBIC AarcHTHI, KOTOPHIE MOTYT OBITh KOMOHHHUPOBAHBI C BEHICCTBAMH,
oTkpbiBaromEMUA Kate KaHambI, Uis JiedeHus auadeta tuma Il wim mpenmmabera,
BKITIOYAIOT  akap0oO3y, MUTIUTON, METQ)OPMHH, PpENArjJuHHI, HATCTJIMHUI,
PO3HIIIMTHAZ0H, TPOTIUTH3OH, PAMUTPHJI, METATIHIA3€H WIH JHOOOW JPYrou
(apManeBTUYECKH AKTHBHBIA areHT, KOTOPBIH YJYYIIAeT YyBCTBHUTEIBHOCTh K
WHCYJIUHY WA TOTPEOJICHUE TITFOKO3BL, WA TIMKEMUYECKHH KOHTPOJIb TIOCPEACTBOM
MEXaHU3Ma JCUCTBUA, HE CBSA3aHHOTO C TIOBBIIICHHEM CEKPEIHH WHCYJWHA. Jlpyrue
(dapMareBTHYECKHE AKTUBHBIC AareHTHI, KOTOPBIE MOTYT OBITh KOMOHHHPOBAHBI C
BEIECTBAMU, OTKPBIBAIOMIUMHU Kare KaHambl, A1 JICUEHHS aCCOLMHUPOBAHHBIX C
O’KHPEHUEM COMYTCTBYIOINMUX 3a00JICBAHHM, BKIIOYAIOT AKTHBHBIM TIpemapar st
CHWKEHUSA YPOBHS XOJIECTEPUHA, AKTHUBHBIA TIpemapaTr A CHIDKEHHS KPOBSHOTO
JaBIICHUS, TPOTHBOBOCTIAIIUTENBHBIN Tpemapar, KOTopeii He wHTHOMpyer L[[OI'-2,
MpenapaT-aHTHACTIPECCAHT, IPeNaparT, MPUMEHIEMbBIN I JICUCHHS HEACPIKAHUS MOYH
WM JPYyrod Tpemnapar, OOBMYHO TPHUMEHSEMBIH I JICUEHUS TATOJOTHYECKUX
COCTOSTHUHM, YacTOTa KOTOPHIX BO3PACTACT Y TMAIUEHTOB C W30BITOYHOM BECOM WJIH
O’KHPEHUEM TIO CPABHEHHIO ¢ CYOBEKTaMH C HOPMAJIbHBIM BECOM, BKJIIOYas, HO HE
OTPAaHUYMBAACH, MPEnapaTel A JEYECHHUS aTePOCKIEPO03a, OCTEOAPTPUTA, AUCKOBBIX
TPBDK, JACTEHEPAIUH KOJIEHHOTO W OEAPEHHOTO CYCTAaBOB, PaKa SHAOMETPHS, IICHKH
MATKH, TOJCTOM KHIIKH, MPEACTATEIBHOM JKEJIE3bl W JIEWKO03a, THICPIMIUACMHUH,
ACTMBI/PEAKTHBHOTO 3a00JIEBAHUS BIXATEIFHBIX IMyTEH, *KEITYHOKAMEHHOU OO0Je3HH,

['OPB, 0OCTPYKTHBHOTO amHO3 BO CHE, THINOBEHTHILMOHHOTO CHHAPOMA TIPH
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OKMPEHHH, PELHIUBUPYIOIIMX BEHTPAIBHBIX TIPBDK, MEHCTPYAJIBHBIX HAPYIICHMM,

OECIUIOAHS H T.11..

[0081] B HacrosimeM KOHTEKCTE TEPMHH ''TepameBTHYECKH 3(¢ekTuBHOE" HIH
"3¢(peKTHBHOE KOTUYECTBO" O3HAYAET, YTO MATEPHAIIBI WU KOJIMYECTBO MaTepHasia
ABNAIOTCS 3(PQPEKTUBHBIMH JUIA TIPEIOTBPALICHHA, OOJETYCHHA WM OCIaONeHUA
OJHOTO WJIA 00JIe€ CUMITOMOB 3a00JIEBAHUS MJIH MATOJIOTHIECKOTO COCTOSHUA W/HIIH

AJ TPOAJICHHUS MPOAOJLKUTCIIPHOCTH YKU3HHU CY6’BCKTa, KOTOpBII‘/'I noIyHacT JICUCHHUC.

[0082] Tepmun "(apMaLeBTHIECKU pUEMIIEMbIN" O3HAYAET, 4T0
WICHTU(UIUPOBAHHBIA MaTepUal He O00JIaAaeT CBOWCTBAMH, KOTOPBIE MOTIH OBl
BBIHY TUTh JOCTATOYHO MPEIYCMOTPHTEIFHOTO Bpada M30€raTh BBEJACHUS MaTepHalia
NALUEHTY C Y4€TOM 3a00JI€BaHHUA WIIM TATOJOTHYECKHX COCTOSHHM, MOIEKAIINX
JIEYEHUIO, W COOTBETCTBYIOINETO MyTH BBeAcHWA. Hampumep, oObraHO Tpedyercs,
yToOBl TaKOW MaTepwal OBII 10 CYIECTBY CTEPHJIBHBIM, HANpUMEpP, It

HUHBCKIIMOHHOT'O BBCACHHA.

[0083] B nmaHHOM KOHTEKCTE TEPMHUH "KOMIIOZHMIHA" OTHOCHUTCA K COCTaBy,
MPUTOTHOMY ISl BBEJAEHUSA TIPEATONIATAEMOMY >KHBOTHOMY B TEPANE€BTHUECKUX
LEJSIX; TIPUMEPBI KOMITO3UIIUN COJIEPKAT 1O MEHBIICH Mepe OJHO (hapMarleBTHYCCKH
AKTHBHOE COCIMHCHHE W TI0 MCHBINECH Mepe OAWH (hapMAaIeBTHYCCKH TPHUEMIIEMbIH
HOCUTEIb HIIM BCIIOMOTATENIbHOE BEIIECTBO. J[pyrHe TEPMHUHBI, MPUMEHIEMBIE B

HACTOAMECM OOKYMCHTC, OTIPCACIICHBI HHUKC.

[0084] AJANIONMT: KJIETKA COSTHHUTEIPHOM TKAHH KHBOTHBIX, OCHOBHAS (1)yHKI_[I/I$I

KOTOPOH 3aKIIIOYAETCS B CHHTE3€ U XPAHEHUU JKHpa.

[0085] ATOHHCT: XHMHYECKOE COEIMHEHHE, KOTOpoe wuMeeT aduHHOCTD U
CTHMYJHPYET (PHU3HONOTHYECKYI0 AKTUBHOCTH KIIETOYHBIX PEIENTOPOB, KOTOPHIE
OOBIYHO CTHUMYITHPYIOTCSA TPHPOJHBIMH BEIIECTBAMH, BBI3BIBAS OHOXUMHYECKHAN
OTBET. ATOHHCT PELENTOPA MOKET TAKKE PACCMATPHBATHCA B KAUYECTBE AKTHBATOPA

perenTopa.
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[0086] OKkoJI0: B HACTOSAIIEM JOKYMEHTE TIIPHMCEHACTCA I 0003HAYEHUA B

KOJIMYECTBEHHOM BBIPAKEHUU ITOC Uiu MUHYC 10%.

[0087] XKupoBas TKaHb: TKaHb, COCTOSIIIAS TJIABHBIM 00PA30M W3 aTUTIOIMTOB.
[0088] ITogpocTku: nmuua B Bo3pacte ot 10 1o 19 ner.
[0089] AJTUTIOHEKTHH: O€IIoK, BBIPA0ATHIBACMBIH H CEKPETUPY EMBIN

UCKJIIOUYMTEIBHO AJMIOLMTAMHU, KOTOPBIM PETYNHUPYET METa0OIM3M JIUIMUAOB U
TIIIOKO3bl. AJTUIIOHEKTHH BIIMAET HA PEAKIHMIO OPraHW3Ma Ha MHCYJHMH. AJUNOHEKTHH
TAK)KE OKAa3bIBACT IMPOTUBOBOCIAIUTEIBHOE NEUCTBUE HA KIETKH, BBICTHIIAIOLIUE

CTCHKH KPOBCHOCHBIX COCYIOB.

[0090] OcnabneHue CHMNTOMOB KOHKPETHOTO HAPYIIECHHS IIyTEM BBEICHUA
KOHKPETHOH (hapMalleBTHYECKOH KOMIIO3UIMHM: TEPMHH OTHOCHTCS K JFOOOMY
YMEHBIICHHUIO, OyAb TO TOCTOSHHOE WM BPEMEHHOE, TPOJOIDKHUTEIBHOE HWIIH
KPAaTKOBPEMEHHOE OCIJIA0JIEHHE, KOTOPOE MOKET OBITh OOYCIIOBIICEHO HIIH CBSI3aHO C

BBCACHHCM KOMIIO3HUIIUH.

[0091] AHANOT: COEIMHEHHE, KOTOPOE HATIOMHUHAET JPYroe TO CTPYKTYpe, HO

OTJIMYACTCS IO MEHbBIIECH MCPE OAHHUM aTOMOM.

[0092] AHTaroHUCT. BEMIECTBO, KOTOPOE CTPEMHUTCA HEUTPAM30BaTh ICHUCTBHE
JPYTOoro, Kak JIEKaAPpCTBEHHOE CPEACTBO, KOTOPOEC CBA3BIBACTCA C KICTOYHBIM

pEOEITOPOM, HC BbI3bIBAA OMOJIOrHYECKOr0 OTBETA.

[0093] ATepockiepoTHyeckas OJSIIKA: HAKOIUICHHE XOJECTEPHHA H IKHPOBOTO

MaTepuaja B KpOBEHOCHOM COCY/E B Pe3yJIbTaTe aTEPOCKICPOTHIECKUX MPOIIECCOB.

[0094] bapuatpuueckass Xupyprus:. CHEKTP XUPYPIHUYECKUX IPOLEAYDP, KOTOPBIE
MpeAHA3HAYEHBI I COACHUCTBYS B JICUCHUH WJIW BEJACHUM MALMEHTOB C OKUPECHUEM U

aCcCOMMUPOBAHHBIMHA 3a00JI€BAaHUAMH.
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[0095] [Toko#t OeTa-KJIETOK: BPEMEHHOE MOMEMICHHE OETa-KIIETOK B COCTOSTHHE, B
KOTOPOM TIPOUCXOUT CHIDKEHHE META0OIMYECKOTO CTPECCa BCIEACTBUE TIOJABICHUS

CEKPELIMU UHCYTIUHA.

[0096] bunamuHaT: KOMMOHEHT (DapMaIeBTHUECKON JIEKAPCTBEHHOH (HOPMBL,

MOJTIyYEHHBIN ITyTEM HACIOCHMS IBYX Pa3JIMYHbIX MaTEPHAIIOB.

[0097] buomocTynmHOCTE: TEPMHH OTHOCHUTCS K KOJNHMYECTBY WU 00BEMY
TePaneBTUYECKH aKTHBHOTO BEIIECTBA, KOTOPOE BBHICBOOOYKAAETCSA M3 JIEKAPCTBEHHOTO
MPOAYKTa ¥ CTAHOBUTCA JOCTYIHBIM B OpPraHU3ME B IMPEJHA3HAYCHHOM MECTE
AEUCTBUA JIEKApCTBEHHOTrO cpeacTa. KomuuecTBo MM 00BEM BBICBOOOKIAEMOTO
JEKapCTBEHHOTO  CpPeAcTBA  MOTYT  OBITh  YCTAHOBJIEHBI C  ITOMOIIBIO
(apMaKOKMHETHYECKHUX  MApPaMETPOB, TaKWX KAk IUIOMAAb TOJX  KPHUBOW,
OTIMCHIBAIOIEH 3aBHCHMOCTD "KOHIECHTpamms/BpeMs” B kposu win miazme (AUC), a
TaKKe MAaKCUMaJlbHasd KOHLIEHTPALMA JIEKAPCTBEHHOIO CPEACTBA B IUIA3M€ KPOBH WU

KpoBH (C 1ay)-

[0098] BbuoskBHBajIeHT: ABa cocTaBa OJHOTO Y TOTO K€ AKTUBHOT'O BEMIECTBA
SBIITFOTCS OMOYKBUBAJICHTHBIMH, KOT/IAa HET CYIIECTBEHHBIX PA3HYHUNA B CKOPOCTH W
CTEMEHH, TPH KOTOPHIX AKTUBHOE BEIIECTBO CTAHOBUTCA JJOCTYMHBIM B MECTE
JEUCTBUS JIEKAPCTBEHHOT'O CPEACTBA NMPU BBEICHHHM B TOM K€ MOJSIPHOM 103€ B
AQHAJIOTUYHBIX YCIIOBHUAX. TepMHH "cOCTaB" B 3TOM OMPEAEIECHUU MOKET BKITFOYAThH
CBOOOJHOE OCHOBAHHE AKTUBHOTO BEIIECTBA WM PA3JIMYHBIE COJIM AKTHBHOTO
BEIIECTBA. DHOIKBUBAJICHTHOCTh MOXET OBITh TPOJAEMOHCTPHUPOBAHA C TIOMOIIBIO
HECKOJIBKMX CTIOCO0O0B in Vivo | in Vitro. DTH CrmocoObl B TIOPSAKE YOBIBAHUSA
MPEANMOYTEHUST  BKIIFOYAIOT  (hapMaKOKHHETHUYECKHE,  (hpapMakoIHHAMHYECCKHE,
KIIMHWAYECKHE W in Viftro WccnenoBaHus. B 4acTHOCTH, OHOSKBHUBAJICHTHOCTH
JAEMOHCTPUPYETCS C TOMOMIBIO (PapMaKOKHHETHUYECKUX TTOKA3aTENIeH, TaKHX Kak
IIOMAAh TIOJT KPUBOM, OMHCHIBAIOIIEH 3aBHCHMOCTH "KOHIICHTPAIUS/BpeMs' B KPOBH
i nazme (AUC), a Takke MaKCHMalbHast KOHLIEHTPAIUS JIEKAPCTBEHHOTO CPEACTBA

B KpoBH WM mazme (Cmax), ¢ UCIOIb30BAHUEM CTATUCTHYECKUX KPUTEPHEB.
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[0099] Kannabunouaaere peuenTOpHl: PEUECHTOPEI B CHCTEME SHIOKAaHHAOMHOUIA
(OK), accomuupoBaHHBIE C TIPUEMOM THIMA © TA0AYHOW 3aBHUCHMOCTEHIO.
brokupoBanue KaHHAOWHOWIHBIX PELENTOPOB MOXKET CHH3HTh 3aBHCHMOCTH OT

TabakKa v TITY K eJe.

[00100] KomOunarms: TEPMHH OTHOCHTCS K JIFO00M acCOoLMaIfU MCKAY HIIH CpeIH
IBYX WM Ooyiee 37eMeHTOB. KOMOWHAIMS MOKET COCTOSATh W3 JBYX WM Oojee
OTACITbHBIX 3JICMEHTOB, HATIPUMED JBE KOMIIO3HUIIHH WIIH JIBE KOJUICKIUH. JDTO MOKET
OBITh CMECh, HATIPUMEDP, OJHA CMECHh ABYX HITH OOJIEe DJIEMEHTOB, WA KAKOW-THOO e¢

BApHAHT.

[00101] Kommo3umms: TEPMHUH OTHOCHTCA K JIOOOW CMECH. DTO MOXKET OBITh
pacTBOp, CYCHECH3Ms, JKHAKOCTh, TMOPOMIOK, IMACTa, BOJHAS, HEBOJHAS WM JEOOAs

KOMOMHAIHS.

[00102] Kommnpeccuonnas TtaOneTka: TaOneTka, oOpa3oBaHHAsA TNPU TNPHUIOKECHHU

JaBIIEHUS K 00BEMY MATPHUIIBI TAOJETKH B mpecc-hopme.

[00103] TaOneTka ¢ KOMIPECCHOHHBIM TOKPBITHEM: TAOJETKA, 0Opa30BaHHAS TPH
A00ABIIEHUH TIOKPHITHA TIyTEM TMPECCOBAHUS K CKATOMY SAPY, COAEpIKALIeMy

(dhapMareBTHYeCKH aKTHBHBIH KOMIIOHEHT.

[00104] IIpou3BOAHOE: XMMHYECKOE BELIECTBO, MOJYYEHHOE M3 JPYyroro BEIIECTBA

My TEM MOTU(DUKAIIMHA HITH 3aMEHBI.

[00105] CyrouHast m03a: oOmIee KOJUYECTBO TpermapaTta, MPUHAMAEMOE B TCUCHHUE
24 4acoB, HE3aBUCHUMO OT TOr0, MPUHUMACTCSA JU OHO B BHJE Pa30BOM AO3bI WIH

ODPHUHUMACTCA B HCCKOJIBKHUX 103aX.

[00106]  JImazokcum: 7-xmop-3-metun-2-H-1,2.4-6er3otnaguazua 1,1 muokcua ¢

smrmmpudeckon popmymnoit CgH-CIN,O,S u Mmonekymsproi maccoi 230,7.

[00107] CucremMa WHKANCYJMPOBAHHA. CTPYKTypHAas OCOOEHHOCTh, KOTOpas
COJIEPKHT JIEKAPCTBEHHBIN TTPEmapaT, TakoH Kak (hapMarneBTHYeCcKas Karncyna. [ enp, B

KOTOpBIfI BBCACH Mmpcriapar, TAKKC CHATACTCA CHCTEMOM HWHKAaICyJInpOBaHH.
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[00108] OKBUBAJICHTHOE KOJIMYECTBO: KOJUYECTBO MPOU3BOJHOTO JIEKAPCTBEHHOTO
CpeACTBa, KOTOPOE B aHAIM3AX WM TPH BBEIACHHH CYOBEKTY 00yCIaBIUBaEcT 3(PQeKT,
SKBUBAJICHTHBIN OTIpEICTICHHOMY KOJIMYECTBY HEJCPUBATH3UPOBAHHOTO

JCKAPCTBCHHOT'O CPCACTBA.

[00109] CuHTa3a >KMpPHBIX KHCJIOT: LEHTPANbHBIM (PEepPMEHT MYIbTH(PEPMEHTHOTO
KOMIIJIEKCA, KOTOPBIH KaTaM3UpyeT 00pa30BaHUE MAJIbMUTATA U3 aLETHIKO(pepMeHTa

A, manonunkogpepmenta A u HAJID.

[00110] OKenmymounas numasza: (pepMEHT, BBIIETSIEMBIH B SKETyJOYHO-KHIIECYHBIH

TPAaKT, KOTOPBIM KATAIU3UPYET THAPOIIH3 MOCTYIMAOIMIUX ¢ MUIIEH TPUTIIULIEPUIOB.

[00111] ArenTt, o0OeCHECYHMBAIOIIMH  CKOJIBKEHUE: HEAKTHBHBIM  KOMIIOHEHT
(apManeBTHYECKOTO COCTaBa, KOTOPHIM TPEIOTBPAINACT CICKHBAHUE MATPHIBI HA

JTanax oOpadOTKH.

[00112] T'opMOH pocTa: TaKKE€ HM3BECTHBIM KaK COMATOTPONMH WM COMATPOIIMH,
ABJISICTCSI TENTUAHBIM TOPMOHOM, KOTOPBIM CTUMYIHPYET POCT, PENPOAYKIHMIO H
pEreHepaluIo KIETOK Y JIOJEH M JPYTUX >KUBOTHBIX. DTO THUIl MHUTOTEHA, KOTOPBIA
cnier(uUeH TOIBKO JUIA OTPEACTICHHBIX THIIOB KIETOK. [ OpMOH pocTa mpencTaBisieT
c0o0O¥ OJHOLETIOYCYHBIH TOJUIIENITHA, COCTOSIHA U3 191 aMUHOKHCIOT, KOTOPBIH
CUHTE3UPYETCSA, HAKAIUIMBAETCS MU CEKPETHUPYETCS COMATOTPONMHBIMHU KJIETKAMU B
OOKOBBIX KPBUIbSIX TepenHed momm tumodusa. [P gBmseTcs ropmMoHOM cTpecca,
KOTOPBIA TIOBBIMIAET KOHLEHTPAIUIO TIIFOKO3BI M CBOOOIHBIX >KHPHBIX KHCIOT. OH

TaKke cTuMynupyet npoaykuuto [GF-1.

[00113] ['mmepuHHCYIMHEMHA: YPE3MEPHO BBICOKMM YPOBEHb HHCYJIMHA B KPOBH,
KOTOPBIM OTIMYACTCA OT THNEPUHCYJIMHM3MA - YPE3MEPHOM CEKPELMH HWHCYJIUHA
MAHKPEATHYECKUMH OCTPOBKaMH. [ WIepUHCYIHMHEMHUS MOXKET OBITh PE3yNbTaTOM

Pas3sIAIHbIX COCTO?IHI/IfI, TAKHX KaK O)KHPCHHUC U 6epCMCHHOCTB.

[00114] ['MnIepHHCYIMHU3M: 4Ype3MEpPHas CEKPELMs HWHCYJIMHA MAHKPEATHYECKHUMU

OCTPOBKAMH.
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[00115] FI/IHepJ'II/IHI/II[eMI/IHi 001 HI TEPMHH JJIA 0003HAYEHHUST IIOBBIMIEHHBIX
KOHLEHTPALUI MOOBIX WM BCEX JIMIHJAOB B IIIa3Me, TAKHX Kak XOJICCTCPHH,

TPUTTALEPHUIBI U JIATIOTIPOTEUHBI.
[00116] T['mmepdarus: ynmoTpedbneHue 0oiee YeM ONTUMATBHOTO KOJTHYECTBA TTHLIH.

[00117] UurpemueHT (apmManeBTHUECKOW KOMIIO3HMIIMKA: TEPMHUH OTHOCHUTCA K
OOJHOMY WM  Oojiee  MarepwajnaMm, TMPHUMEHAEMbIM TPH  HU3TOTOBJICHUHU
(apManeBTHUYECKOH KOMMO3UIMU. VHIpEeAHEHT MOKET OTHOCHTBHCA K AKTUBHOMY
WHTPEIUEHTY (areHTy) WM K JAPYTUM MaTepuaniaM B KOMHO3MIMAX. MHrpenueHTHI
MOTYT BKIIOYaThb BOAY U JAPYTHE PACTBOPUTENH, CONH, Oy(depsl, MOBEPXHOCTHO-

AKTHBHBIC BEIICCTBA, BOAY, HCBOAHBIC PACTBOPUTCIIH H apOMaTH3aTOPHI.

[00118] H®P-1, Taxxke Ha3zpBacMbli comatomMeaumHoMm C, TPEACTABISIET COOOM
OeNoK, KOTOpBIH y moaed 3akoaupoBaH reHoMm [GFl. UDP-1 mpexacrapnseT coOou
TOPMOH, CXOAHBIA MO MOJIEKYJISIPHOU CTPYKType ¢ MHCYIHMHOM. OH WUI'PaeT BAKHYIO
POIb B JAETCKOM pOCTE W TPOJO/DKAET OKA3bhIBATh AHAOOTHMYECKOE ICHUCTBHE Y
B3pociabix. HMO®OP-1 coctour w3 70 aMHUHOKHUCIOT B OJHOM MLEMA C TPeMs
BHY TPUMOJICKYJIIPHBIMH TUCYJTH()UAHBIMH MOCTHKAMH M HMEET MOJIEKYJIIPHYIO Maccy

7649 naabTOH.

[00119] NHCY THHOPE3UCTEHTHOCTD: COCTOSIHUE, MPH KOTOPOM YMEHBINAETCS OTBET

TKAHEW HA ICUCTBUE UHCYJIUHA.

[00120] Mmemuyeckoe TOpaKEHHE: TMOPAKEHUE TKAHHW, KOTOPOE SBIECTCS
pE3ynbTaTOM MNATOJOTHYECKOTO COCTOSHHMSA C HH3KHMM COACPKAHHEM KHCJIOPOJaA,
OOBIYHO H3-3a HAPYIICHHUS APTEPUATBHOTO KPOBOCHAOKEHHA WM HEIOCTATOYHOTO

KpPOBOTOKaA, IMPUBOAAIICTO K TUIIOKCHUH B TKAHH.

[00121] Keroanmmo3: amumos, conpOBomz[anmHﬁCﬂ HAKOIUICHUEM KETOHOBEIX TEII

(KeT03) B TKAHAX M JKUAKOCTIX OPTaHU3Ma, KaK MPH JHAOCTHIECKOM aIlHI03¢e.
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[00122] HaGop: TepMHH OTHOCHTCS K YMAKOBAHHOW KOMOWHAIMH. Y TAKOBaHHAS
KOMOHMHAIIMS MOJKET B HEKOTOPBIX CIlyYasX BKIOYATh STUKETKY WM STHKETKH,

WHCTPYKUWH W/ WU PEAreHTHI 11 IPUMEHEHUS ¢ KOMOMHALIUEH.

[00123]  Kir: mopooOpa3syromas cyosenuanna Kare kaHama. Taxke W3BECTHAa Kak
BHYTPEHHAS pekTuuumpyomas cyoseauanna Kare kanama. OObMHO CyIIECTBYET

kak moasubl Kir6.x u peako, kak Kir2.x.

[00124] K A1 KaHa®: 4yBCTBUTEIbHBIN K AT® Kanuii-WOHHBIN KaHANl B KIETOYHOU
MeMOpaHe, 0Opa30BaHHBIM CBA3BIO 4 KOMMH peLenTopa Cynb()OHHUIMOUYEBHUHBI U 4
Kol mopooOpasyromen cyobeannuipl Kir. Bo3aelcTBue aroHucTa Ha KaHaJI MOXKET

MOPHUBCCTHU K THIICPIIOJIAPU3aIUH MeM6paHBI.

[00125]  Be3xupoBas mMacca Tena: O€3KHPOBAs Macca Tea ABIHETCS KOMIIOHEHTOM
cocTaBa Teja, PACCYMTHIBACMBIM IyTEM BBIYUTAHHUS JKUPOBOTO BEca Teja W3 OOIIEro
Beca Tena: oOUIMK BeC Teja MpEeACTaBisIeT co00H Oe3KUPOBOH ILUTIOC JKUPOBOU Bec. B

VPaBHEHUAX:
besxupoBas macca Tena paBHa Becy Tena 3a Beraetom xupa tena (BMT = BT - )KT)
besxupoBas macca Tena mioc xup tena pasao Becy tena (BMT + XT = BT)

[TporieHT OT OOIIEH MAaCCHI Tea, KOTOPBIH ABIETCS MPOLIEHTOM O€3’KHPOBON MACCHI,
OOBIYHO HE YKa3piBaeTci — OH OObHO cocTaBmieT 60-90%. Bwmecto 3torO
BBIUUCIIACTCA TPOLCHTHOE COJEP)KAHUE KUPA, KOTOPOE SBIIETCS TOTIOTHEHUEM, W
o0pruHO coctaBisieT 10-40%. bezxuposas macca tema (BMT) ommceiBaeTcs Kak
HHJIEKC, UMEIOIUHN 0ojlee BaXKHOE 3HAYEHHE 4YeM OOIIMH BEC Tela IMPH HA3HAYEHUS
COOTBETCTBYIOIIEH M03bI Tpemapara W A OLEHKH META0OIMYECKHX HapyIIeHMH,

MOCKOJIbKY KHUP TCJIIa MCHCC BAaKCH JJIA MeTa00IH3Ma.

[00126] Jlenmtun: mpoaykrt (16 x/la) mokyca ob (oxupenwme). JIeKTHH HaXOIUTCS B
1a3Me MIIEKOTIUTAIOIUX U OKA3bIBAET TOPMOHAIBHOE BO3/IEHCTBHE, KOTOPOE CHIKAET

HOTpC6J'ICHI/IC AU U YBCIIUYIXUBACT 3aTPAaThbl SHCPTUH.
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[00127] JInmioreHes: 06pa303aHHe HOBBIX JUTHI0B, IpeKAe BCETO
TPHALMJIT THOCPUIOB. 10T MPOLECC 3aBUCHUT OT ACHMCTBUA MHOKECTBA PAa3TUYHBIX

(epMEHTOB M TPAHCTIOPTHBIX MOJIEKYJL.

[00128]  JIMmonm3: pacINEIUICHUE >KUpAa 32 CYET CKOOPAWHUPOBAHHOIO JCHUCTBHS

MHOKECTBA (PEPMEHTOB.

[00129] Jlunonporennnumnasa: (epMEHT Klacca THAPOIIA3bl, KOTOPHIH KaTaIU3UPYET
PEAKIMIO TPUALMITIMIIEPHIA U BOJABI ¢ OOpPa30BaHMEM AHALMITIMOPHIA M aHHUOHA
JKUPHOW KHCJIOTBL. DEPMEHT THAPOIM3YET TPHALMIIIMUEPUABI B XWIOMHKPOHAX,
JMIIONPOTENHAX OYE€Hb HU3KOM IUIOTHOCTH, JUIIONPOTEHMHAX HU3KOW IUIOTHOCTH W

JUALUIITIIHLEPUIAX.

[00130] CMma3zpIBaroniee BEIIECTBO. HEAKTHBHBIA KOMIIOHEHT (hapMameBTHYECKOTO
COCTaBa, KOTOPBIM OOECIIEYMBACT TEKY4YECTh MATEPHAIOB HA PA3IHMYHBIX >Tarax

00pabOTKH, B YACTHOCTH MPH TaOJIE THPOBAHUH.

[00131] MHKpO‘{aCTI/II_[aZ HeOOJIbIIAA YaCTHIIA, 06pa3013a13ma51cs1 B Ipolecce
pa3pa60TI<H (bapMaueBTquCKHX COCTaBOB, KOTOpPast MOMKET OBITH MOKpBITA 10

MOJTyYE€HUSI KOHEYHOU JIEKAPCTBEHHOW (hOPMBL.

[00132] OsxupeHue: YBETMYEHHUE MAcChl TeJa 3a MPEJENbl OTPAHUYEHHUS CKEJIETHBIX
U (U3UYECKUX TOTPEOHOCTEH, B PE3yJbTATe YPE3MEPHOTO HAKOIUICHHS >KHpa B
opraHusme. B cOOTBETCTBHM ¢ MpaBUIaAMH, OKUPEHUE TUATHOCTUPYETCA IPU MHIECKCE

2
maccel Tena oonee 30 kr/m”.

[00133] CKIIOHHBIE K OKMPEHHUIO: HHIWBHUIAYYMBI, KOTOPBIE H3-32 T€HETHYECKOMU
MpeapacnoIOKECHHOCTH HIIH NPEAIICCTBYIOIIETO OKHPEHUS B aHAMHE3€¢ MMCHOT PUCK

Pa3BUTHA OKHPCHHA BbIIIC CPCIAHETO.

[00134] Cps3aHHBIE C OXXHPEHHEM COMYTCTBYIONIME 3a00JIEBaHWA. OO0
3a00JIeBaHUE WJIH TATOJIOTHYECKOE COCTOSHHE J>KUBOTHBIX WJIH JIFOJIEH, YacToTa

KOTOPBIX YBCIHUYIUBACTCA Y HHIAUBUAYYMOB C OXHPCHHUCM HIIH H30BITOYHBIM BECOM.
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[Tpumepbl TaKUX MATONOTHYECKUX COCTOSHHM BKIFOYAIOT THIIEPTEH3HIO, MPEAIHAOET,

aua0eT 2 THIA, OCTEOAPTPHUT U CEPICYHO-COCY TUCTHIE 3a00ICBaHHUA.

[00135] OcMOTHYECKH KOHTPOJIMPYEMOE BBICBOOOXKICHHE: JIEeKapCTBEHHAA (popmMa, B
KOTOPOH BBICBOOOKJCHHE AKTHBHOTO TIpPerapaTa JOCTHTAeTCA TJIaBHBIM 00pa3oM

MOCPECTBOM THAPATALAN TTOAJAIOIIETOCA PAa30yXaHUIO KOMIIOHEHTA COCTaBa.

[00136]  M30BITOYHBIN BEC: MHAWBHAYYM C BECOM BBIIIE TOTO, KOTOPBIH HIAEATBHO

MOJXOAUT i POCTa, HO HE OTBEYAIOIUN KPUTEPHUAM KIacCH(UKAIMU Kak
. 2

cTpajaromui oxupeHuem. [Ipu mpuMeHeHMH HHAEKca Macchl Tena (Kr/Mm °) ans

JFOACH, MHIUBUAYYM € W30bITOYHBIM BecoM umeeT IMT ot 25 no 30.

[00137]  OxucneHue >KuUpa: CEpUs PEaKUMH ¢ Y4YacTHEM COCJUHEHUM aluil-
KoepMeHTA A, TOCPEACTBOM KOTOPBIX OHH TMOJABEPrarOTCA OETa-OKUCICHHIO U
THOKJIACTUYECKOMY  PACIIEIVICHHIO C O0Opa3oBaHUEM aleTHI-KopepMeHTa A;

OCHOBHOM noyTh KaTadoIMu3Ma JKUPHBIX KHUCJIOT B ’KHBOM TKAaHH.

[00138] q)apMaL[eBTI/I‘{CCKaH KOMIIO3HUIIMSI: OTHOCHTCSI K KOMIIO3HUIIMH, KOTOpas
COJICP’KHMT areHT M OJIWH MK 00JIee IPYTHX WHI'PEIUECHTOB, KOTOPBIE COCTABIICHBI IS
BBCJICHUA CyOBEKTY. AreHT OTHOCHTCA K aKTUBHOMY HHTPEIUCHTY
dbapmareBTHYECKOW KOMTO3UIMH. OOBIMHO AKTHBHBIE HWHIPEIACHTHI AKTUBHBI IS
JeYeHUsA 3a00JICBaHHS WJIH TATOJOTHYECKOTO COCTOSHHsS. Hampumep, areHTsl,
KOTOpPbIE MOTYT OBITh BKIIFOYECHBI B (hapMAICBTHYCCKHE KOMIIO3HIUH, BKITFOYAIOT
areHThl I JICYCHUS OKHPEHHUS WM auadera. DapMarieBTHYECKH AKTUBHBIA arcHT

MOJKET Ha3bIBATHCS "(DapMaIleBTHUECKH AKTHBHBIM .

[00139] @apmaneBTHueckuii  3pdekT: TepMHH ~ OTHOCHTCI K  3(deKTy,
HaOMI01TaeMOMY TP BBEIECHUH arcHTa, MPeIHAa3HAYEHHOTO I JICYEeHUs 3a00/1€BaHU

WA HApYIICHWA, WIIW OJIA 00JIErYeHHs €r0 CHMITTOMOB.

[00140] DapmakomamHaMuUeckui 3¢ ¢ekT: 3¢ deKT, OmocpenOBaHHBIH IEHCTBHEM

npenapara.
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[00141] DapmakokuHeTHUECKHH  3(PeKT: OTHOCUTCSI K  TOIJIOIIECHHIO,

pacupCaciICHHLO, MCTa6OJ'II/I3My " DJIMMHUHAIWHA NIPCIiapaTa B OPraHu3Me.

[00142] Tlomumopd: coeawHEHHE, KOTOPOE HMMEET OAHY M Ty JK€ XHMHYECKYIO

CTPYKTYPY, HO OTJIMYAETCA KPUCTATUIMYECKOU CTPYKTYPOH.

[00143] Cungpom IIpanepa-Bummm (CIIB): KOMIUIEKCHOE
HEUPOMOBEACHIECKOE/META0OIMIECKOE  HAPYIIEHHWE,  KOTOpPoe€  OOYCIIOBIIEHO
OTCYTCTBHEM HOPMAJIBHO (PYHKIMOHHUPYIOIIUX, POMHUTEIBCKH 3KCIPECCHPYEMBIX
reHoB u3 peruoHa xpomocombl 15ql1-ql13. CIIB mnpencrasnsier coOoi
WMIIPUHTHHTOBOE TATOJIOTHYECKOE cocTosiHue, B 70-75% ciydaeB 0OyCIIOBICHHOE
nenermen de novo B peruone 15 11-q13 poaurenbckoi HACTEICTBEHHOM XPOMOCOME,
B 20-30% - maTepuHCKOH omHOpoaMTENbCKOM nucomuei 15 (UPD), a B ocTanbHbIX 2-
5% - MUKpoAeNeIMH WIH STIHUMYTalMd I[EHTpa HMOPHHTHHTA (T.€. Aedexramu
umnpunTHaTa) (Bittel and Butler, Expert Rev Mol Med 7(14):1-20 (2005); Cassidy
and Driscoll, Eur ] Hum Genet 17(1):3-13(2009)).

[00144] KnuHuueckue mposiBICHUS NATOJOTHYECKOTO COCTOSHUA HAYMHAIOTCS in
utero ¢ ocnabnenus aktTuBHOCTH Twona (Miller Am J Med Genet A 155A(5):1-10
(2011)). Hwumzkas  OexxkmpoBas Macca Tela H  THINOTOHHS  SBIISIOTCS
natorHoMmoHnyeckuMu cuMmtomMamu CIIB U mpHCYTCTBYIOT Ha NPOTSHKEHHHM BCeH
xu3Hu (Brambilla Am J Clin Nutr 65(5):1369-1374 (1997), Lloret-lineras Int J Obes
37:1198-1203 (2013)). YMCTBEHHAS OTCTAIOCTh BCTPEYAETCS B PASTUIHON CTETIEHH CO
cpeqaum 1Q paBepmm 70 (PWSUSA). V mammentoB ¢ CIIB mpucyrtcTByer psan
MOBEJCHYECKUX OCIIOXKHEHHWH, BKIIOYas HAPYIICHHWA TOBEACHUSA ayTHCTHYECKOTO
CIIEKTPa, KOMITyJIbCHBHOE TOBEJCHHE, CAMOTIOBPEKJAIOIIEE TOBEJACHHE U
arpecCUBHOE, yTrposkaroiee U AecTpykTuBHoe moBeaeHue. Okomo 80% maiueHToB ¢
CIIB umerot medurmur ropmona pocta (Goldstone, Trends Endocrinol Metab 15:12-
120 (2004); Davies et al., Front Neuroendocrinol 29:413-427 (2008); Cassidy and
Driscoll, 2009, supra). IToutn Bce mammenTtsl ¢ CIIB SBISIOTCS THIOTOHAIAYECKAMH,
TpeOyromumMu mpuemMa TosioBeix TopmMoHOB(Goldstone, 2004, supra; Davies et al.,

2008, supra; Cassidy and Driscoll, 2009, supra). V 3>THX NMan@eHTOB OTMEYAETCS
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HeA0CcTaTOYHOCTR/muchyHkus runotanamyca (Goldstone Am J Clin Nutr 75(3):468-
475 (2002)).

[00145] [Ipotecc HaKOTUIEHHS W30BITOYHOTO KHPA MOKET HAYHMHATHCS B BO3PACTE
IBYX JIET W MPOAOJDKaThes B 3penoM Bospacte (Miller 2011, supra). I[Togasmsromiee
konnuecTBO Jkupa mpu CIIB sBmsercs monkoxasim (Brambilla 1997, supra; Sode-
Carlson, Growth hormone and IGF research 20:179-184 (2010), Bedogni J Endocrinol
Invest DOI 10.1007/s40618-015-0266-y (2015)). Oskupenue He ABIIETCA
oOs3arensHeIM  cuMmnromoM nipu  CIIB, B oTnuume OT NAaTOrHOMOHHYECKHX
CHUMIITOMOB: HH3KOH 0€3KHUPOBOM Macchl Tena u runotonuu. Hanmpumep, Sode-Carlson
et al. (2010), supra, ouenumu 46 B3pocibix manueHToB ¢ CIIB: 25 sxkenmun u 21
myxunny. Cpexumit UMT B 51X B3pocisix mamuentos ¢ CIIB coctasmsin 27,2 kr/m’.
Takum 00pa3oM, B cpeiHEM, STH MALMEHTHI UMETTH U30BITOYHBIM BEC, HO HE CTPaJallid
OKUPEHHEM, W3 YEro MOJKHO 3aKIIOYHTh, YTO OOJiee TOJOBHUHBI MAIMEHTOB HE
ABILIIOTCA, MO CYTH, MALMEHTAMH C OKHPEHHUEM, UYTO MOATBEP)KIATIOCH HAWITyUIIeH
cucteMo m3mepenui. Tawke, Brambilla et al. Nutr Metab Cardiovasc Dis 21 (4):
269-276 (2011) uzyyamu rpynmy 109 nereit ¢ CIIB. ABropsr oOHapyxumm, uto 54%
HE KJIACCU(UIUPOBAIHNCH KAK CTPAJAONIHE OXKHUPEHHEM, 10 HAWITYYIIEH CHCTEME
n3MepeHui. Takum 00pa3oM, Kak y B3pocibix, Tak Uy aete ¢ CIIB, oxxupenue He
TOJTBKO HE SBIIETCS 00A3aTEIIbHBIM CUMIITOMOM, HO (DAKTHYECKH MOJKET BCTPEUYATHCS
MEHEE YeM y TIOJIOBHUHBI MAITUEHTOB. [10IKOKHBIH KHP COCTABISIET OONBINUH TPOIICHT
ot obmiero komuuectsa xupoB nipu CIIB mo cpaBHEHHIO ¢ HHAMBUAOM C O)KHPEHHUEM

W3 TPYMITBI KOHTPOJIA BO BeeX Bo3pactax (Sode-Carlson 2010, supra).

[00146] ['mmepdarus ¢ HApyHMIEHHAMH TIOBEJEHHS, AaCCOLMHUPOBAHHBIMH C
nmpoobyeMamM# yrnoTpeONeHus THITH, HAYMHAETCS B cpeaHeM Bospacte 8 mer (Miller
2011, supra). OTH MANUEHTHI OIMYMIAFOT YYBCTBO T'OJIOA, B TOKE BPEMsI HE SBJISISCH
ronoaasiMu. [locme Bo3HukHOBeHHsA runepdarun manueHTtsl ¢ CIIB OyayT ects
AF00YI0 MHINY, HAXOMAUIYIOCA B MX TIOJIE€ 3PEHHSA, OHH OYAyT BCTABaTh HOUBIO, YTOOBI
MOECTh, MCKATh MHIIMY B MyCOPE, KPacTh €y, YIOTPEOIATh 3aMOPOKEHHBIE TIPOIYKTHI,
KOpMa Ui KMBOTHBIX, UCTIOPYEHHBIE IPOAYKTHI U JAKE €CTh HEMPOJAOBOJIbCTBEHHBIC

toBapel (Miller 2011, supra). Takwe mammeHTHI OyAyT 3MHTHCA HWIIH YCTPAWBATh
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WUCTEPUKH, €CH WX OyayT OTpaHWYUBaATh B exe. Ha 3Toi cTammu m mocne 3TOTO Ha
NPOTKEHUU BCEM JKU3HU JOCTYII K INPOAOBOJBCTBHIO CTPOTO OrPAHUYMBAIOT, a
mKa(psl U XONOAWIPHUKA 3aAPAIOT. YTOOBI OTPAaHUYHUTH HEPBO3HOCTH, CBA3AHHYIO C

MUATAHUEM, BPEMsI TPUEMA U COCTAB IHUIIU CTPOTO PETTAMEHTUPYIOT.

[00147]  Koadduument cmeptHocT y mammentos ¢ CIIB B Tpu pasa Bblme, dyem
Cpenu HaceJeHUs B LeJIoM 1o BceM Bo3pacTHbIM rpynmam (Cassidy Genet Med 14 (1):
10-26 (2012)), mpu 3TOM CpeIHHUH BO3PACT, MPH KOTOPOM HACTYMAET CMEPTH,
coctaBiger okono 29 mer (0asa manHeix o cmeprHocth PWSUSA, n = 488). B
MPOTHBOIIOJIOKHOCTh 3TOMY, OKHPEHHE, HO HE KpalHee MaToJIOTHYECKOE OKHPEHHE,
MaJjio BIMAET HA TPOJOJDKUTENBHOCTH sku3HU (Anon (2011) National Research Council
Panel on Understanding Divergent Trends in Longevity in High-Income Countries;

Crimmons, EM, Preston, SH, Cohen, B, editors. National Academies Press).

[00148]  IlanmenTsr ¢ cunapomoM IIpanepa-Bunnm pacxoayrOT MEHbIIE SHEPTHU U
MEHEE MO/ABWKHBI B CPABHEHHH C MOy JALMEH B LIEJIOM, MALIMEHTAMH C O’KUPEHHUEM U3
TPynmnbl  KOHTPOJII WM TAIMEHTAMH C aHAJOTMYHBIMM  HWHTEJUIEKTYaIbHBIMHU
Hapymenusmu. Butler et al. Am J Med Gent A 143A (5): 449-459 (2007)) cpaBHUIH
3aTpaThl YHEPTHH W 00myr0 padoty rpynmsl u3 48 mamuentoB ¢ CIIB c¢ rpyrmmoi
KOHTPOJIA U3 24 nuu, cTpajaroinux OKUpeHueMm. [0 CpaBHEHHIO C KOHTPOJIEM, Y
mameHToB ¢ CIIB  ormMedamd 3HAYUTENBHO MEHBINHE IIOKA3aTeId  OOIMMX
sHepreTrueckux 3atpart (-20%), 3arpar sHepruu B mokoe (-16%) U MeXaHHUYECKOH
padoTel (-35%). ITociae KOPPEKTHPOBKH PA3IMYHN MEKIY TPYIIIAMHU O MOKA3aTEITIO
OEKUPOBOM MAacChl Tela [UIA MEXaHHYeCKOW padOThl pa3HHIA OCTaBAIACh

3HAYUATETLHOM.

[00149] B mccaemosanmm, nposeneHHoM Mil et al., Int J Obes Relat Metab Disord
24(4):429-434 (2000), aBTOpPHI M3MEPHIH CKOpPOCTh OcHOBHOTO oOMeHa (COO),
cpemHecyTouHyr0 ckopocth oOmeHa (CCQO), 3atpaTbl D>HEPrHH, BBI3BAHHBIC
aktuBHOCTRIO (30BA), mw CCO/COO (PAL) B rpymme mamumentoB ¢ CIIB u

COOTBETCTBYIOIMMX KOHTpoNbHBIX rpymmax. CCO, 30BA u PAL Oty 3HAUYHTETHHO
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awke (P < 0,01) B rpymme CIIB mo cpaBHEHHIO ¢ KOHTPOIBHOU rpymnmou -28,2%, -

58,2% u -14,2%, COOTBETCTBEHHO).

[00150] De Lind van Wijngaarden et al., J Clin Endocrinol Metab 95(4):1758-1766
(2010) oneHHnM CEPAETHO-COCYAUCTHIE U MeTabOMHUIeCKHE (PAKTOPHI PUCKA Y JIETEH C
CIIB. AsBrtopel mpoaeMOHCTpUpoBamu, uro 63% wmuaaeHueB u 73% Jjerei
npenyoOepratHoro mepuoga ¢ CIIB wumeroT mo MeHbHmIeH Mepe OIWH CepAeHHO-
COCYUCTBIM (PaKkTOp PHUCKA: IUCIMIUAEMHIO WM THIEPTEH3MIO. Takum 00pasom
kapauometadommueckuii puck npu CIIB nmospmmaercs pake y jAeTed MIIAAIIEro

BO3pacTa.
[00151]  IIpeamumoiMT: KIETKA-TIPEAIICCTBEHHUK a/IUITOLIUTOB.

[00152] IIpenmmaGet: Ilaromormdyeckoe COCTOSHHE, KOTOPOE TPEIIIECTBYET
caxapHomy nuadety Il tuma. J{mader Il Tuma sBnsercsa ¢opmoii caxapHoro auadera,

KOTOpad XapaKTCpU3yCTCA HCUYBCTBUTCIbHOCTIO HITU PE3UCTCHTHOCTBIO K HHCYJIMHY .

[00153] IIponexkapcTBO: TEPMHH OTHOCHUTCA K COCOUHCHHIO, KOTOPOE TP
MeTa0O0MM3Me TPEBPAINAECTCA B JKENAEMOE AaKTHBHOE coenuHeHwe. Kak mpaswmio,
MPOJIEKAPCTBO  ABIIETCS HEAKTHBHBIM MM MEHEE AaKTHBHBIM, YEM AaKTHBHOE
COCMHEHHWE, HO MOMKET OOECIEYMBATh BBHITOJHOEC TPHMEHEHHE, BBEIACHHE WIIH
MeTa0onM4YecKkue CcBOHCcTBa. Hampumep, HEKOTOpPBIE TPOJNEKAPCTBA  SBIAIOTCA
CIIO)KHBIMH 3()HpaMu aKTHBHOTO COEAMHEHUS; TPH META0O0IM3ME CIIOKHOd(PHUpHAsSL
rpyIIa pacuieIuIAeTCs ¢ MONyUYeHHEM aKTHBHOTO JIEKAPCTBEHHOTO mpemapara. Kpome
TOTO, HEKOTOPHIE TMPOJEKAPCTBA AKTUBHPYIOTCA (PEPMEHTATHBHO C TOTYYCHHEM
AKTUBHOTO COCTWHEHHS WITH COEMHEHUS, KOTOPOE TPH TOTIOTHUTEIPHOU XUMHUYECKOU

PEAKIMHU MPEBPAIIACTCS B AKTUBHOE COECTUHEHHE.

[00154] JlnuTempHOE  BBeACHHWE  (NIPOJIOHTHPOBAHHBIM  CTMOCO0):  BBEICHHE
(dhapMareBTHYECKH PHEMIIEMOTO COCTaBa B TeUeHHE 7 Wi Oosee muel. Kak mpasuo,
JUIUTETIbHOE BBEJACHHUE COCTABIISIET MO MEHBIIEH MEpE JBE HEJEH, MPEATOUYTHTEIBHO
M0 MEHBINEH Mepe OJMH MECAL, M JaKe 00Jiee MPEANOYTHTENBHO MO0 MEHBIIEH MeEpe

JBa Mecsna (T.e. IO MEHbINEH Mepe 8 HeIemb).
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[00155]  BeicTpopacTBOpAIOIIMIACA COCTaB: (hapMALEBTHYECKHH COCTaB, KOTOPBIH
MPH TEPOPATTBHOM BBEJEHHH MOXKET BBICBOOOXKIATh MPAKTHYECKH BCE AKTHBHOE

JIEKapPCTBEHHOE CPEACTBO U3 COCTaBa B TeueHUE 10 MUHYT.

[00156] CocTaB ¢ BBICBOOOKAECHUEM (3aMEMJIEHHBIM), (MM "COCTaB C 3aMeIEHHBIM
BBICBOOOXKACHHEM"): CcOCTaB (PapMaleBTHYECKOTO TPOAYKTa, KOTOPBIA TIIOCIE
BBEJICHUA JKUBOTHBIM 00€CIIEYMBAET BHICBOOOKICHHE AKTHBHOTO (hapMarieBTUIECKOTO
WHTPEIMEHTA B TEUEHHE OOJie€ ATUTEIPHOTO TEPHOAA BPEMEHH MO CPABHEHHUIO C
COCTaBaMH TOTO K€ (HapMaIeBTHYECKOTO AKTHBHOTO MHIPEIHEHTA C OBICTPBIM
MOTJIOMIEHHEM.  AHAJOTHYHBIE  TEPMUHBL  YJIMHEHHOE  BBICBOOOKICHHE,
MPOJIOHTMPOBAHHOE BRICBOOOKAECHUE M MEUIEHHOE BBICBOOOKAEHUE. BO Beex cimydasx
npenapar, 10  ONPEACTCHHI0, XapaKTEepPHU3yeTCsl  IMOHIKEHHOW  CKOPOCTBIO

BBICBO60)KZ[€HI/IFI AKTHUBHOT'O BCIICCTBA.

[00157] CoctaB ¢ BRICBOOOKACHHEM (OTCPOUYEHHBIM), (WITH "COCTaB C OTCPOYCHHBIM
BBICBOOOXKICHHEM ") TIpemapaTbl C OTCPOYECHHBIM BBICBOOOKICHHEM SBIITIOTCS
npenapaTaMd ¢ MOJM(HUIMPOBAHHBIMH BBICBOOOKJCHHWEM, HO HE SBIAIOTCA
npenapaTaMi ¢ TPOJOHTHPOBAHHBIM  BBICBOOOKJCHHWEM. B  Takmx cocTaBax
obecreYrBaeTCss BHICBOOOKICHUE OTAEIIBPHOTO KOJIHYECTBA JIEKAPCTBEHHOT'O CPEICTRA
4yepe3 HEKOTOPOE BpeMs TMOCJAe€ €ro BBEACHHS, HANpPUMEP, MPOAYKTHI C
SHTEPOCOMIOOMIBPHON O0OOYKOM, a TaKKe XapaKTEPHO BpeMs 3ama3AblBaHUSA, B
TEUEHHUE KOTOPOTO TPOMCXOTUT HE3HAYUTEIbHAs a0COpOIHa Wil adcopOmms BOOOTIe

OTCYTCTBYET.

[00158] CoctaB ¢ BBICBOOOKIECHHEM (KOHTPOJIHpPYyeMbIM), (WmH "COCTaB C
KOHTPOJIMPYEMBIM ~ BBICBOOOJK/IEHHEM"): COCTaB  (PapMaIleBTHUECKOTO TPOAYKTA,
KOTOPBINA TIOCJIE BBEACHUSA MOKET OOECTIEUMBATH KaK OTCPOUYEHHOE BBICBOOOIKIEHHE,
TaK ¥ KOHTPOJIUPYEMOE BBICBOOOKIEHHE (PapMAIIEBTHYECKH AKTUBHOTO WHTPEINEHTA,

KaK OInMcaHO AJid COCTaBa € 3aMCAJICHHBIM BBICBO60)I€I[CHI/ICM.

[00159]  Conb: HEUTpATBHOE, OCHOBHOE WM KHCIIOTHOE COETUHEHHUE, 00PA30BAHHOE
MPU OOBEAVUHEHUH KUCJIOTHl WIIH KHUCJIOTHOTO pajuKaja ¢ OCHOBOHW WM OCHOBHBIM

paauKanIoM.
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[00160] Cuagpom Cwmmura-Marenuca (CCM; OMIM  #182290, *607642):
KOMIUTEKCHOE, KaK MPABHUJIO CHOPAJAWYECKOE, TEHETHYECKOE HAPYIIEHHE, BBI3BAHHOE
raryIOHEAOCTATOYHOCTRIO PETHHOEBOM KHCIIOTHI, HHAyIupoBaHHOW TeHoMm 1 (RAI1),
KoTOpas oOycmaBnuBaeTca nubOo genemmed 17pll2 B reme 1 (RAIL),
WHAYLIUPOBAHHOM PETHHOEBOW KHCIOTOH, nmuOo myTtammer RAIl (cm., Hampumep,

Burns et al., 8 Human Molecular Genetics, 2010, Vol. 19, No. 20, pp. 4026-4042).

[00161] Cungpom Cmura-MareHuca XapakTepH3yeTCs KIMHUYECKH Y3HABACMBIM
(eHOTUNIOM, KOTOPBIM  BKIIOYAaeT (PU3WYECKHE, CBA3AHHBIE C  Pa3BUTHEM,
HEBPOJIOTMYECKUE U MOBEACHUYECKUE 0COOeHHOCTH. Huskuit poct (<5-ro mpoLeHTHIIA)
HaOmoganca y ~67% MonoAaslx manueHToB. HU3KOpPOCIOCTh ycTpaHseTcs co
BpeMeHeM Yy OOJIPIIMHCTBA HMHIWUBHIOB, TPH 3TOM pocT npocturaer 10 — 25
MPOLICHTHIIS BO B3POCIIOM Bo3pacte (cM., HapuMep, Burns et al. supra). bompmuHCcTBO
aerer ¢ CCM Takke UMEIOT OTYETIUBBIE MMPU3HAKU PAHO PAa3BUBAIOIIETOCA O’KUPEHHA
(cm., wampumep, European Journal of Human Genetics (2008) 16, 412-421).
O’xupeHue y MOJPOCTKOB M B3POCTBIX SBIAETCS OOMIEPACTIPOCTPAHEHHBIM, Kak
MPaBHJIO, ¢ IMAPOKHMHU TPYAHBIMH KIETKAMH W OKHPEHHEM B OOJIACTH TYJIOBHIIA.
[Nanmonenoctatounocts RAI1 mpeacTaBnsger Moaenb OKUPEHHUS €IUHUYHOTO TE€HA C
runepdaruei, aHOMaJIbHBIM PACTIPEICTICHHEM KUPA ¥ H3MEHEHHOH SKCIIPECCHUEH TeHa
THIOTAIAMYCa, AaCCOIMHPOBAHHOTO C  HACHIIICHWEM, TMOTPEOIEHUEM  TTHIIIH,

MNOBCACHUCM U OKUPCHUCM.

[00162] Ilotepa cnyxa SBIAETCA  HEMOCTOSHHBIM ~ CHMITOMOM M 4acTo
ACCOIMHUPYETCA ¢ XPOHUYECKUMHU HHPEKIHAMH yxa. OPTarbMOIOrHIeCKHE CHMTITOMBI
XapakTepHb! A1 > 60% MAIMeHTOB U BKIIOYA0T OM30PYKOCTh, AHOMAITUN PaTy KHOU
OOOJIOYKH TJIa3a, KOCOTJIa3We, POTOBHILy UYPE3MEPHO MAJIOTO THAMETpa H, PEKe,

OTCJIOEHHE CETYATKH (YaCTO B PE3YJIbTATE ATPECCUBHOTO MTOBEICHUS).

[00163] B mpenaransHOoM nepuoae npu CCM oTMeyaeTcss 3HAYMTEBHOE CHHKEHUE
JBUTATEITFHON aKTHBHOCTH Tuiofa y 50% OepemeHHBIX. TedeHHE PaHHETO TPYIHOTO

BO3pacTa OCIOKHACTCA TPYAHOCTAMH BCKAPMJIMBAHWA, MNMPHUBOAANIMMH K 3aICPIKKC
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Pa3BUTHS, BBIPAKEHHOW OPATBHON CEHCOPHOM MOTOPHOW AMC(YHKIHEH CO CIa0BIM

pedaexcoM cocaHus, TacTpod3odareaTbHBIM PeIFOKCOM U THITIOTOHHUEH.

[00164] bompmmHcTBO UWHAMBHAOB ¢ CCM  xapakTepus3yrTcsi YMCTBEHHOU
OTCTAJOCTBIO OT JIETKOM OO0 YMEpeHHOH crteneHu. 1Q ymeHpmiaerca ¢ BO3pacToM
peOeHKa, 4TO B KOHEYHOM HWTOT€ OTHOCHT HWHAMBHIA B JHANA30H YMEPEHHOU
YMCTBEHHOM OTCTaJOCTH BO B3POCIION JKHU3HHM. 3aJ€p’)KKa PEYEeBOr0 Pa3BUTHA C
noTeper cimyxa wim 0e3 Hee HabmomaeTcs y 96% mammentoB ¢ CCM. Kpome Ttoro,
HaOmomaeTcs 3a7ep’kka (POPMHUPOBAHUS TOHKUX/KPYIMHBIX MOTOPHBIX HABBIKOB,
HApyIIEHUs CEHCOPHOM MHTErpalMd M OcialleHHas ajantuBHas QyHkiws. [{pyrue
HEBPOJIOTMYECKUE CHMITOMBI BKIIOYAIOT pes cavus (mojas ctoma) wiu pes planus
(mockas CcToma), AHOMAIBHYK0 TIOXOAKY 'MEIKMMH IHaKKaMu', HapyIIeHHE
PaBHOBECHA M MOHIWKEHHYIO OOJIEBYIO UyBCTBUTEIBHOCTH, YTO YaCTO HAOMIONAETCA B

ACCOLMAIIUY C TIPUYUHEHUEM Ce0€ TEIECHBIX TIOBPEXKIECHUH ITPH 3TUX HAPYIICHUAX.

[00165] Hapymenue cHa peructpuposaniock B 75-100% ciayuaes CCM. B teuenue
NEPBOTO TOJA KU3HHM IS MIIQJCHLEB OOBIYHO XapaKTEpPHA THIIEPCOMHOJIEHTHOCTB.
Hapymenns cHa y peTei Ooiee CTapmiero BO3pacTa BKIIOYAIOT TPYIAHOCTH C
3aCBINIAaHUEM, COKpaIeHue (pas3pl OBICTPOTO CHA, COKpameHue 24-4acoBOT0 U HOYHOTO
CHa, (pparMEeHTAPHBIE W YKOPOYECHHBIC IIUKJIBI CHA C YACTHIMH HOYHBIMH M PAHHUMHU

POOYKICHUSAMH M YPE3MEPHYIO THEBHYIO COHIIUBOCTb.

[00166] IloBemeHueckWe  HAapymIeHUS  ABIKOTCA  OJHOM W3 XapaKTEPHBIX
ocobennocteir CCM. HeanekBaTHOE TIOBEJACHHE SABIIETCS CEPHE3HOM METUIIMHCKOU
MpOOJIEMOH ¥ BKITIOYAET YaCThIE BCTIBIIIKH/ TIPUCTYIIBI THEBA, CTPEMIICHUE TTPHUBIIECYD K
ce0e  BHUMAHHWE, arpecCHio, HEMOCIyIIAHWE, OTBIICYCHHE BHUMAHHUA U
camomnoBpexaarlee nopeaeHue. CaMONMoOBPEKJAIOIIEE MOBEAECHUE BKIIIOYAET yAapbl
rOJIOBOM, TPABMUPOBAHHUE KOKH, KyCAHHUE 3aIACTbs, MOBPEKACHHUA HOI'TEN U BBEJCHHUE
B TIOJIOCTH OpPraHWU3Ma 4y:KepoaHblx mpeameToB. [losemenueckmii ¢enotnm CCM
nproOpeTaeT 0o0Jiee YeTKHE OYEPTAHHA C BO3PACTOM, KAaK MPABHIIO, C HACTYIUICHHEM
MOJIOBOM  3penocTd. Bo3pacTt, creneHb 3aJ€pKKH  Pa3BUTHA, THKECTh JHOOOU

aCCOHHHpOBaHHOfI CHCTEMHOM TTaTOJIOTHHU U CTETICHb HapymecHuda CHa UMCHOT CHUIIbHOC
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BIIMTHUE HA HEAJCKBATHOCTh NOBEACHUA. IHAUBHIBI TAK)KE UCIIBITBIBAIOT HEAOCTATOK
YBOKECHUS K JTUYHOMY IPOCTPAHCTBY BO BPEMs PAa3roBOPa U ABIIAIOTCA 3MOLMOHAIBHO

HEYCTOWYHBBIMH.

[00167] Ilammenter ¢ CCM uMerOT MHOTHE OOINHE XapPAKTEPUCTHKH C TMAIIMEHTAMHU,
crpagaromumu  CIIB. K Ttakum xapakrepuctukam otHocatca: (1) cHmkeHue
aKTUBHOCTU TUIOAa; (2) rumoToHHs;, (3) TPYOHOCTH C KOPMJIEHHEM B pPaHHEM
MiaaeHuecTse; (4) HU3KUK pocT; (5) OXKUPEHHE C PAHHUM HAYaJIOM, KOTOPOE MOMKET
BKImo4ath rurnepdaruro; (6) 3aaepxkka pa3suTus; (7) YMCTBEHHas OTCTajOCTh; §)
BCIIBIIIKY THEBA; 9) arpeccuBHOe mosenaeHue; (10) camomoBpekAaromee MoOBEACHHUE;
(11) rUMEpPCOMHONIEHTHOCTh B MJIAQJICHYECTBE M TMOJOOHBIC HAPYLICHUS CHA Y JETCH
CTapuIero Bo3pacTa U B3pocnbiX; (12) yacteie nHpekuuu yxa; (13) cKommo3; a Takke
(14) xocornasue. HecMoTpst Ha TO, 4TO JIeKaniee B OCHOBE TEHETHUYECKOE HAPYyIICHUE
IIPU DTHX CHHAPOMAaM CYINECTBEHHO OTJIMYAETCA, KIMHWYECKUE IIPOSABICHUSA H

€CTECTBEHHOE T€UCHHE 3a00JIeBAHHI OUEHD IMOXO0KH.

[00168] Teepmas mepopanbHas JekapcTBeHHas ¢opma:  (dapMaleBTHICCKHE
COCTaBBI, IPEJHA3HAYECHHBIE JJIA IIEPOPAIIBHOIO BBEJACHHUS, BKIIOYAA KaICyJIbl H

TAOJIETKH.

[00169] CyOBeKT: TEPMHH OTHOCHUTCS K >KHBOTHBIM, BKJIFOYAs MJICKOTTHTAOIIHX,

TAKUX Kak JIFO JIH.

[00170]  PenenTop cynmb(pOHHIMOUEBHHBI: KOMIOHEHT K A1 KaHAIa, OTBETCTBEHHBIN
3a B3aUMOJICUCTBHE C CYJIb()OHUIMOYCBHHOHW, JPYTHMH aHTaroHUCTaMu Kt

KaHAJ0B, TUAa30KCUAOM U APYTHUMH aroHUCTaMu K ;e KaHaIoB.

[00171] TabneTtka: nekapcTBeHHas ¢opMa, KOTOpas TPOH3BOAMTCA IyTEM
dbopMupoBaHUS O0BEMa MATPHUIBI W COJCPKUT AaKTHUBHBIE (hpapMareBTHUECKHE
WHTPETUCHTHI U BCIIOMOTATEIbHBIE BEIECTBA B 00beMe U (hopMe, KOTOPHIE TIPHUTOTHBI

JUIA IEPOPATIBHOTO BBEACHMUS.

[00172] Tepmorenes: GPU3HOTOTHIECKUH TPOTIECC BRIPAOOTKH TEIIA B OPTaHHU3ME.
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[00173] [ToporoBas KOHUEHTpALMSA: MUHUMAJIbHAA LIUPKYIUPYIOIIAs KOHLCHTPALUs
JCKAPCTBEHHOTO CPEACTBA, HEOOXOAWMAS Ui OCYINECTBJICHHS OIMPEACTICHHOTO
META0OIMYECKOTO, (PU3HOIOTHYECKOTO WM KOMIO3HLIMOHHOTO H3MEHEHHA B

OpTraHru3ME YCIIOBCKA U JKUBOTHOTO, MOJTYyYAaOIICTO JICUCHHC.

[00174]  JleueHuwe: TEPMUH O3HAYaeT MOOOH CHOCOO, MPH KOTOPOM CHMITOMBI
MATOJIOTUYECKOTO COCTOSHUS, HAapyLIEHMs, 3a00J€BaHUS WM APYroro IpU3HAKa

OCITA0JIAFOTCS MJTH UHBIM 00Pa30M H3MEHSIOTCS C TIOJIOKUTEITbHON TMHAMUKOM.

[00175] Tpurmuuepua: BEmECTBO M1 XPAHEHUS KMPOB )KUBOTHOM U YEJIOBEYECKOU
KUPOBOM TKaHH, B OCHOBHOM COCTOAINEE M3 CIOXKHBIX 3(QHUPOB TIIHMIEPHUHA

HAaChIMCHHBIX JKUPHBIX KUCJIOT.

[00176] JlmaGet | THma: XPOHHYECKOE MATOJOTHYECKOE COCTOSHHE, MPH KOTOPOM
MOJDKETTyJOYHAs JKejle3a MPOIYLUpPYET HETOCTATOYHOE KOJIWYECTBO WIIM BOOOIIE HE

MPOAYLIUPYET HHCYIJIUH B PE3yJIbTATE TIOPAKEHUS OETA-KIIETOK.

[00177]  PazoOmarommii OeOK: CeMEHWCTBO OE€JIKOB, KOTOPHIC IMO3BOJISIIOT HA4YaTh
npoaykiuo AT® npu OKHUCIEHHH B MHUTOXOHIPHAX 0€3 OOBIYHOTO COIPSKEHHOTO

dhochopuTUpOBaHHI.

[00178]  BucuepanpHBIA KHP: >KUPOBBIC TKAHW YEJIOBEKA, HAXOIAIIHUECS TJIaBHBIM

00pa3oM O/ TIOAKOKHBIM KHPOM M MBIIIIEYHBIM CIIOEM B OPTaHU3ME.
KPATKOE OIIUCAHUE T'PAOUYECKUX MATEPUAJIOB

[00179] Ha ®wur. 1 npuBeaeHB U3MEHEHHA Oasa Turnepdaruu s BCEX CyOBEKTOB,

Y4YaCTBOBABINUX B KIIMHUYECKOM HccienoBanuu PCO25.

[00180] Ha ®wur. 2 mpuBeACHHI MPOLECHTHBIE W3MEHEHUS OC3KHUPOBOW MACCHI TEna

BCEX CYOBEKTOB, Y4ACTBOBABIINX B KIIMHHYECKOM HccienoBanuu PC025.

[00181] Ha ®wur. 3 mpuBeacHBI MPOLICHTHBIE U3MEHEHUSA JKUPOBOM MACChI TENIA BCEX

CYyOBEKTOB, YU4ACTBOBABIIUX B KIIMHHYECKOM HcciieqoBanuu PC025.
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[00182] Ha ®wr. 4 npuBeACHBI MTPOLEHTHBIE U3MEHEHHUA COOTHOMICHUS OE3KUPOBOH
MAacchl TeNa K )KUPOBOM MAacce Tea BCEX CYOBEKTOB, Y4aCTBOBABIINX B KIIMHUYECKOM

uccinenosanuu PC025.
INOJAPOBHOE OITMCAHUME U30BPETEHUS

[00183] B mactosmem wm300peTeHMH mpeajaraoTcs (apMareBTHYECKHE COCTABBI
KOHKPETHBIX BELIECTB, OTKPBIBAOIIHNX Kare KaHAIBL, NPU BBEACHHH KOTOPBIX Y
CyOBEKTOB  OTMEUAIOTCA  paHee HE  H3BECTHble  (hapMaKOTUHAMUYECKHE,
(apMaKOKMHETUYECKHE, TEPANEBTUUYECKHE, (PU3HOIOTHUECKHE M METa0O0IHYECKHUE
pesynpTaThl. Taxke B HAcTOALIEM H300PETEHUH MpeararoTcs (apMaleBTHYECKHE
COCTaBbI, CIIOCOOBI W CXEMBI BBEIECHHUS KOHKPETHBIX BEIIECTB, OTKPBHIBAIOMHX Kato
KaHaJIbI, B HEKOTOPBIX CIIyYasx B KOMOWHAIIMH C TOPMOHOM POCTA, TIOCPEICTBOM YETO
JOCTUTAIOT TEPANEeBTUYCCKHUX PE3yIbTATOB IIPH OJHOBPEMEHHOM CHIDKCHHH YaCTOTBI

HeKeIaTebHbIX 3 (HeKToB.

[00184] B w4actHOCTH, (apMamEBTHYECKHE COCTaBBI, pa3paOOTaHHBIC I
MEePOPATLHOTO BBEJACHHUS, 00JIAAAI0T MOJIC3HBIMU CBOMCTBAMH, BKJIFOYAs: 00CCIICYeHUE
COTJIACOBAHHOCTH a0COpPOIMOHHBIX, (hapMaKOKHHE THYECKUX u
(apMaKOTUHAMHUYECKAX PEAKUWH Yy TAIlMEHTOB, TMOJYYAOIIUX JIEYCHHE, YTO
CHOCOOCTBYET KOMIIIAEHTHOCTH TAIMEHTA W YIYYIICHUIO TPO(HIs Oe30macHOCTH
NpPOAYKTa, HAMPHMEpP, 3a CYET CHIDKCHHS YAaCTOTHI CEPHE3HBIX HEKEIATEITbHBIX
a¢pdexroB. IlpemmaraeTcss Takke CHOCOO JIEYCHHS METAOOTMYECKHX W APYTHX

3a00J1€BAaHUH y moz[eﬁ H JKUBOTHBIX ITYTEM BBCACHUA YKAa3aHHBIX COCTABOB.

[00185] Coemunenus cornacuo ¢opmyn Il u I, popmyn IV u V u dpopmyn VI u
VII, Ttakue kak, HampuMep, AUA30KCHA (MTOKa3aH HWKE), MOTYT OBITh NMPOTOHHBIMHU
tTayToMepamMu. [IpOTOHOBBIE TayTOMEPHI TPEACTABISIIOT COOOW HM30MEPBI, KOTOPHIE
OTIMYAIOTCS IPYT OT JIPyTa TOJIBKO TOJOKEHHEM aTOMa BOJOPOJA W IBOWHOW CBS3H.
[TonmoskeHne aTtoma BOAOPOJA W TIEPEKIIOYATENS ABOWHOW CBA3M MEXKAY aTOMOM
VIIIEpoJla W TEeTepoaTOMOM, TaKuM Kak, Hampumep, N. Takum o0Opa3om, koraa
3aMECTHTENIEM a30Ta SABIAETCS BOJOPOJ, JABE H30MEPHBIE XHUMHYECKHE CTPYKTYPHI

MOTYT HCITIOJTb30BaThCA B3AHUMO3aMCHACMO.
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[00186] Konkpernsie BemecTBa, OTKpbIBarOommMe Karpe KaHambpl, KOTOPBIE MOTYT
MPUMEHITBCS B COCTABaX IO HACTOAMEMY HW300PETEHHUIO, BKIIOYAIOT JFOOBIE W3
cocraBoB coriacHo ¢opmyn ¢ [ mo VII. Ilpumepsl Takux COEAUHEHHH BKIIOYAIOT
mazokcun, BPDZ62, BPDZ 73, NN414 u BPDZ 154 (cm., manpumep, Schou et al.
Bioorg. Med. Chem., 13, 141-155 (2005)). Coequnenne BPDZ 154 taxke sBuseTcs
3¢ PexTuBHBIM aKTUBATOPOM K z1¢ KAHATIOB Y TIAIMEHTOB C TUTIEPHHCYTUHU3MOM H Y
MALMEHTOB C MAHKPEATUYECKOW HHCYTMHOMOM. CuHTe3 coeauHenuss BPDZ onucaH B

padote Cosgrove, et al., J. Clin. Endocrinol. Metab., 87, 4860-4868 (2002).

[00187]  AHamoru AMa30KCHAa BKIKOYAIOT 3-H30MPOMHIAMHHO-7-MeToKCU-4H-1,2,4, -
OeHzoTHamuasuHa 1,1-THOKCHI, KOTOPBIA SBISIETCS CEJEKTUBHBIM  BEIIECTBOM,
otkpeBaromuM kanan Kir6.2/SUR1 (cm. Dabrowski, et al., Diabetes, 51, 1896-1906
(2002)). BxmroueHsl 2-ankuia3aMenieHHbIe TUa30KCHIbl (M., Hanpumep, Ouedraogo et
al., Biol. Chem., 383, 1759-1768 (2002)); >TH BemiecTBa, OTKPBHIBAIOIIUE KAHAJIBI,
JAEMOHCTPUPYIOT TOHIKCHHYK) AKTHBHOCThP B HHTHOMPOBAHHMH BBICBOOOYKICHHUS
WHCYJIMHA W TIOBBIIIEHHYI0 aKTUBHOCTH B TJIQJKOW MYCKYyJIaType COCYIUCTOM CTEHKH.
Kpome Toro, 2-amkun3amemieHHBbIE AHA30KCHIBI OOBIYHO HE (PYHKIHMOHHPYIOT Kak
TPaIUIHOHHBIE AKTHBATOPHI KATUCBBIX KAHAJIOB, HO BMECTO ITOTO JACMOHCTPHPYIOT

2+
noTeHIHalr kak Ca” OJTOKaTOPHI.

[00188]  Jlpyrue OMa30KCHIHBIE aHAJIOTH OMHCaHbI B padore Schou, et al., Bioorg.

Med. Chem., 13, 141-155 (2005), u moka3aHbI HIXKE.

R' R* u R® npeacrassnior coboii:
arH, O, MHCHICH::

B CF3, H, dHCH{IC )z

o H, G NHCH2CHCH{CHz):

iy H, O, Md-yuenotyran
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[00189] AHAJIOTH THAa30KCHU/IA, UMEIOIIHE PA3IUYHBIE AJIKUIbHBIE 3aMECTUTENH B 3-

3 .
M TIOJIOKEHHH MOJIEKYJBI (0003HaUYeHHBIE Kak R™ HIke) ommcansl B padote Bertolino,

et al., Receptors and Channels, 1, 267-278 (1993).

Re o Re
Tw
R’ g
o i

Ry

R R® w R npeactasnnoT coBoi  HNC:H.s H, G

a)H, H CHs nCH. G H
biH, H CI kinCaHz, L H

r30Hz L H BnCsHss, CL H

dyCH,CL H, CI miy nCyH;s, Cl H
NIk, 11, ] ni nCsHy, Cl Ci
10O O ke g
QFnteyHg, H, L g NC;Hss I, C
hinCsHey, H, Cl nd oL H

[00190] AxtuBHOCTh K1y KaHamoB cormacHo ¢opmyn [-VII m poacTBeHHBIX
COCMHEHUH MOJKET OBITh HM3MEpPEHA C TOMOIIBI0 HCCIIEAOBAHHH MEMOPAHHOTO
MOTEHIHANA, Kak ormmcaHo B padore Schou et al., Bioorg. Med. Chem., 13, 141-155

(2005) u Dabrowski, et al., Diabetes, 51, 1896-1906 (2002).

[00191] I3mepenue WHTHOUPOBAHUS CTHMYJIMPOBAHHOTO TIIFOKO30U
BBICBOOOKICHHS WHCYTHHA W3 KieTok BTC6 ommcano B padore Schou, et al., Bioorg.
Med. Chem., 13, 141-155 (2005). CtocoOHOCTh KOHKPETHBIX BEIIECTB, OTKPBIBAFOIINX
KaTe KaHampl, WHTHOWPOBATH BHICBOOOKJCHHE WHCYJIHHA W3 HHKYOHPOBAHHBIX
OCTPOBKOB TIOKEITYJOYHOU JKEJIE3bI KPBIC, MOKHO OLEHHTH, KaK OMUCAHO B padoTe

Ouedraogo, et al., Biol. Chem., 383, 1759-1768 (2002).

[00192] AKTHBAIHIO peKOM6I/IHaHTHBIX KaHaJI0B Kato BEMICCTBaAMH,
OTKPBIBAIOIIUMH KaHaJIbl Karp, MO>KHO HCCIIEI0BATD, KOHTPOJHPYS
MAaKPOCKOTIMYECKHE TOTOKH W3HYTPHU-HAPY)KY B MEMOPAHHBIX IMayKaX OOIUTOB
Xenopus , koakcnpeccupyouux Kir6.2, a taxxe maoo SUR1, SUR2A, nu6o SUR2B.
Memb6panbl, skcnpeccupyromue SUR, wMoryT OBITh TIONYy4eHBI H3BECTHBIMH

cnocodoamu. Cwm., Hampumep, Dabrowski, et al., Diabetes, 51, 1896-1906 (2002).
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[00193] OKCIIEPUMEHTHl TI0  CBA3BIBAHUIO MOTYT OBITh HCTIONB30BAHBI IS
OTIPEZIENICHA CIIOCOOHOCTH BEHIECTB, OTKPBHIBAOIMUX Karep KaHAIBI, CBA3BIBATHCS C
SUR1, SUR2A u SUR2B. Cm., nHampumep, Schwanstecher, et al., EMBO J., 17, 5529-
5535 (1998).

[00194]  IIpurorosmenue xumepHbix SUR1 m SUR2A, kak ommcano B pabote
Babenko et al, mo3Bomser cpaBHHUTH (apmakomoruyeckue mnpodumu (T.€.
YyBCTBUTEIBHOCTh K CYJIB(OHUITy M UyBCTBHTEIBHOCTh K AHA30KCUAY WU JIPYTHM
BEIECTBAM, OTKPHIBAIOIIMM KaJHeBble KaHabl) kKaaueBbix kaHamoB SURI1/Kir6.2 u
SUR2A/Kir6.2. Cm. Babenko, et al., J Biol. Chem., 275(2), 717-720 (2000).
Knouuposanue Ccynb(pOHHUIMOYEBHHHOTO penentopa u K'kaHana BHYTPEHHETO
BBHIMPSAMJICHHA ommcaHo B padote Isomoto, et al., J. Biol. Chem., 271 (40), 24321-
24324 (1996); D’hahan, et al., PNAS, 96(21), 12162-12167 (1999).

[00195]  Pasnmuumsa mexnay uenoBeueckumu reHamu SURI1 u SUR2 ommcansl u
nmokasaHsl B padore Aguilar-Bryan, et al., Physiological Review, 78(1), 227-245
(1998).

[00196] Tepmunsbl "rano" u "ramoreH" OTHOCATCS KO BCEM TajloT€HaM, TO €CTh K

xnopy (Cl), dropy (F), 6pomy (Br) mmm nomy (I).

[00197]  Tepmuns! "ruapokcun” u "ruapokcu” oTHOCATCS K rpymme -OH.

[00198] TepmuH '"3aMEIIEHHBIM OKCH' OTHOCHUTCA K TPYMIE -OR!, rze R’
MPEICTABIIAET COOOM anmKW, 3aMEIICHHBIM AaNKWi, apui, 3aMEIEHHBIA apul,
reTepoapui, 3aMEIICHHBIA Te€TEPOAapUII, APATIKUI, 3aMEIIECHHbBIN apaliKUI, LIUKIOATKHIL,

SaMeL[[eHHBIfI MUKITOATKUII, TETCPOITUKITHAIT UITA SaMeH[CHHBIﬁ TCTCPOLUKITAIL.

[00199] TepmuH "3amMelneHHBIA THO" OTHOCUTCS K rpymme -SR, rae R npencrasmser
COOOW aJIKWJI, 3aMEUICHHBIM AJKWII, AWy, 3aMEHICHHBIN aIli, apuil, 3aMeIleHHBIN
apui, TETEPOapull, 3aMELICHHBIA TE€TEpOapuil, AapajikKWil, 3aMELICHHBIA apaliKuil,
LUKJIOANIKWIL, 3aMELIEHHBIA  LUKIOAIKHWJ, TETEPOLMKIMI WM  3aMEIIECHHBIN

TrCTCPOLUKITAIL.
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[00200] TepmuH "ankun" OTHOCUTCA K paguKally, MOMyYEHHOMY H3 aJKAaHOB U
coaepxamemy ot 1 go 10, mpeamoututenbHo oT 1 A0 6 aTOMOB yTriiepoja. AJIKHI
BKJIIOYACT JIMHEWHBIN AJIKWJI, PA3BETBICHHBIN AJIKAI U HUKIOAIKHIL, TAKOW KaK METHII,
STHUJI, TPOTHJI, U30TPOTHII, OyTHII, TPET-OyTWN | T.I. [IpsMbie WU pa3BETBICHHBIC
aNKUIbHBIE TPynmbl cogepkat oT 1 mo 10, mpenmoururensHo oT 1 g0 6, Gonee
MPEeANoYTHTETFHO OT 1 1m0 4, eme Oojiee MPEANOYTHUTENIHHO OT 1 10 2 aToMOB
yriepojaa. ANKWIbHAs TPyNna TPUCOSAWHEHA B JFOOOHW MOCTYMHOW TOYKE MJIst

noJIydCHUA CTAOMIILHOTO COCAUHCHHA.

[00201] "3amemeHHBIH anKWI' TPEACTABISIET COOOH  AIKUIBHYIO  TpyIILy,
HE3aBUCHUMO 3aMenicHHyl0 1 wnu Oonee, Hampumep 1, 2 wnmu 3 rpynmaMu WiId
3aMECTHUTEIISIMHU, TAKMMH KaK rajoreH, THAPOKCH, B HEKOTOPBIX CIIy4asX 3aMEIICHHBIM
AJIKOKCH, B HEKOTOPBIX CIIy4asX 3aMEIICHHBIM AaJIKWITHO, AaJKUICYIb(UHHIOM,
ANKWICYTb()OHUIIOM, B HEKOTOPBIX CJIy4asX 3aMELIICHHBIM aMHHO, B HEKOTOPBIX
CIy4asX 3aMCINEHHbIM aMHJ0, AaMUAMHO, MOYEBHUHOM, B HEKOTOPBIX CIy4asx
3aMEIIEHHYIO AJKHIIOM, aMHHOCYIb()OHUIOM, B HEKOTOPHIX cly4asx N-MOoHO- uiu N,
N-/x-3aMEIEeHHBIM aJKUIIOM, AIKHIICYIb(OHMIAMHHO, KAPOOKCHIIOM, T€TEPOLMKIIOM,
3aMENICHHBIM TETEPOIMKIIOM, HHUTPO, IHAHO, THOJOM, CYJIb()OHHIAMHHO WIH T.II.,
MPHUCOCTUHEHHBIMH B JTIFOOOM JOCTYITHOM MECT€ JUIA TIONYYEHHS CTaOHIBHOTO
coeauHeHUs. B yacTHOCTH, TepMHH "3aMemIEeHHBIH PTOPOM" OTHOCHTCS K 3aMETIEHHIO
1 wmm Oomee, Hanpumep, 1, 2 wim 3 atomamu ¢ropa. TepMuH "B HEKOTOPBIX CIyYasIX
3aMEmICHHBIH (TopoM" O3HAYaeT, 4YTO 3aMEIIEHWE, €CIIH OHO TPUCYTCTBYET,

MPEICTABIIAET COOOH 3aMenIeHrue PTOPOM.

[00202] TepMmuH "HU3MIMI aNKUI"' OTHOCHUTCA K aIKUIBHOM rpymrme, UMermen ot 1

10 6 aTOMOB yTJiepoaa.

[00203] "3amMemIeHHBIA HHU3MIMA QKW' TPEACTABIACT COOOW HH3IIHHA AJTKHIL,
KOTOPBIM 3amemnieH | wiu 6onee, Hanpumep 1, 2 win 3 TpynmaMu WM 3aMECTHTEIIAMH,
KaK OTpPENENICHO BBIME, MPHUKPEIUICHHBIMH B JIOOOM JOCTYITHOM MeECTE Ui

noIydCHHUA CTaOMIILHOTO COCAUHCHHMUA.
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[00204] "Lluknoankmn" OTHOCHUTCS K HACBHIICHHBIM MW  HEHACHIIMCHHBIM,
HEAPOMATHYECKAM MOHOIIUKIMYECKUM, OWIMKIHYECKHAM WIH TPUIIUKIHIECKUM
VTIIEPOTHBIM KOJIBIIEBBIM CHCTEMaM U3 3-8, 0oJiee MPeANOUYTUTENBHO 3-6, KOJIBIIEBBIX
YJICHOB HA KOJbLO, TAKUX KaK LIMKIOMPOIWJI, LIUKJIOTEHTHII, LIUKIIOTEKCUJI, a1aMaHTUIT
u ToMy momooHoe. "llmkmoankuneH" TpenCTaBISET COOOM  IBYXBAJICHTHBIN

THUKIIOATTKWII.

[00205] "Ankokcu" 0003HAYAET TPYIITY -OR', B KOTOPOU R MPEICTABIIAET COOOHU

HUBMINUHT aJIKAJL.

[00206] "3amereHHBIA AIKOKCH' 00O03HAYaET TPYIITy -OR", B KOTOPOM R" samemen

HHU3OIUM aJIKKUJIIOM.

[00207] "' AnkunaTHO" WM "THOANKOKCH" OTHOCHTCA K rpymme -S-R, B koTopoit R

MPEICTABIIAET COOOW HU3IIMHA aJTKHIL.

[00208] "3aMemIEHHBIH ATKHITHO" HMIIH '"3aMEIMEHHBIM THOANKOKCH' OTHOCHTCSA K

rpynmne -S-R, B kotopoit R sBisieTcs 3aMeIeHHbIM HU3MINM aJIKHIIOM.
[00209] "Cymepuamn" od6o3HauaeT rpymmy - S(O)-.
[00210] "Cymsponun" o6o3naqaet rpymmy -S(O),-.

[00211] "3amemenusii cymppuaEN" o0603Hawaer rpymmy -S(O)-R, B xotopoit R
MPEACTABIAET COOOM HHU3IMUH AaTKH/, 3aMEIICHHBIH HH3IIHA AJTKWN, I[UKIOATKHIL,
3aMEINECHHBIN ITUKIIOANIKHI, IIHUKIIOATKHIANKHAIL, 3aMEIICHHBIA ITMKITOATKHITAIKHIL,
TETEPOLMKINII, 3aMEMICHHBIM TETEPOLMKIWI, TETECPOLMKIUIAIKUI, 3aMEIICHHBIN
TETCPOLMKIMIANIKUI, apuil, 3aMEUICHHBIM apui, [eTrepoapun, 3amMeniCHHBIN
TETEPOApPUJI, TETEPOAPATKHUIL, 3aMEIIECHHBIA  TETEPOAPATIKHI,  apaliKUIl WU

3aMENICHHBIN apaJIKUIL

[00212] "3amemenHsld cymbpoHun" obdoszHavyaeT rpymmy -S(0O),-R, B koTopoit R
MPEICTABISET COOOW HU3IMUK AaTKW/I, 3aMEIICHHBIH HH3IIHA AJTKWI, I[UKIOATKHIL,
3aMEIICHHBIN HUKIOAJKUJ, UHUKIOAIKUIAIKHAIL, 3aMEIICHHBIN HUKIIOATKUJIAIKHIL,

TETEPOLMKINII, 3aMCIICHHBIA TETEPOLMKIWI, TETCPOLUUKIMIAIKHAIL, 3aMEIICHHBIN
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TeTCPOLMKITUIIANKHJL, ~ apWi, 3aMEIIEHHBIA apwi, TeTEepoapwi, 3aMEIICHHBIN
reTepoapuil, TETEPOAPAIKHI, 3aMEIICHHBIA  TEeTEPOAPANKHII,  ApPaTKWI  HIH

3aMEIICHHBIN apaIKUIL

[00213] "Cynbdponunammuuao" o6o3Hauvaer rpymmy -NRS(O),-, B xoropoit R

MPEICTABIIIET COOOH BOIOPO HITH HU3IINH aAJTKHIL.

[00214]  "3amemeHHbIH cyaphoHmTaMuHO" 0603HauaeT rpymy-NR'S(0),-R’, B
kotopod R" mpencrasmser co60M BOAOPOA WITH HH3LIMM AITKHIIL, a RpreI[CTaBJISIeT
CcO0O0M 3aMENICHHBIM HH3IIHH aJKWJI, IHKIOAJKWI, 3aMCEIICHHBIN IIHKJIOAJIKHUI,
TETEPOLMKINII, 3aMEIICHHBIN TeTePOLMKIINI, apWiI, 3aMEIIECHHBIA apuil, TeTEPOaApHUI,
3aMEMICHHBIM TETEPOAPHII, TE€TEPOAPANIKHII, 3aAMEIICHHBIM TeTEPOAPATIKUII, APAIKUIT

WJIW 3aMEIICHHBIA apaIKUIL

[00215] "AmuHO" wim "amuH" 0003HadaeT rpynmy —NH,. "/[ByxBaneHTHbIH aMUH"
o6o3navaet rpymnmy —NH-. "3amemeHHbIi 1ByXBaIeHTHBIM aMUH" 0003HAYAET IPYIITY
-NR-, B xoTopoii R mpencraBmser coOOW HHU3MIMHA aKHJI, 3aMEHICHHBIH HH3MIAN
AIIKWJ, apwil, 3aMEIIEHHBIM apui, TeTEPOapWI, 3aMEIICHHBIA TE€TEPOApHUII, AlIlHII,

3aMEINEHHBIN aIHJI, CYIb(OHHIT UITH 3aMEIICHHBIN CYITh()OHUIL.

[00216] "3amemeHHBIH aMHUHO" WM "3aMENICHHBIH aMWH» 0003HAYAET TPYMIy -
NRiRj, B KOTOPOU R' u R’ HezaBucumo MPEICTABIIIIOT COOOM BOJIOPO/I, HH3IIIHHA aJTKHII,
3aMEIICHHBIN HU3IINM AJIKWJI, apuil, 3aMCIICHHBIM apwil, T€TEPOAPHII, 3aMEIICHHBIN
reTepoapwiI, alui, 3aMEMICHHBIH aiui, CylTb(OHWI, 3aMEIEHHBIH CYIb()OHUIL, WA
LUKJOANKHWL, MPU YCIOBHHM, OJHAKO, YTO MO MEHBIIEW MEPE OJHH U3 R' u Rlue
ABJIAECTCSA BOJOPOJOM. R'R' B KOMOGHHALIH C A30TOM MOKET 00pa30BBIBATh B HEKOTPHIX

cyvasax 3aMCHICHHOC TCTCPONHUKITHYICCKOC UITU IrCTCPOAPHUITBHOC KOJIBIIO.

[00217)  "Ankwiacynepuuaun” obosnausaer rpymmy -S(O)RP, B kortopoit RP B

HEKOTOPBIX CITy4asX MPEACTABIAET COOOHM 3aMEIEHHBINA aJIKHIL.

[00218]  "Ankuiacynbgponun” o6oznadaer rpynmy -S(O),RP, B kortopoii RP B

HEKOTOPBIX CITy4asX MPEACTABIAET COOOH 3aMEIEHHBINA aJIKHIL.
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[00219] "Ankuncynbonunamuao" o6osHauaer rpymmy -NRIS(O),RP, B kortopoi
RPB  HEKOTOPBIX CiIy4asX TNPEACTABIAET COOOM 3aMenieHHbId ankmi, a R

MPEICTABIIIET COOOHM BOIOPO HTH HU3IINH AJTKHIL.

[00220] q)apMaueBTquCKHe COCTaBhbI, COACP KAIIHE BEIIECTBA, OTKPBHIBAFOIIHC Kato
KaHaJbl, BKIIOYAIOT CBOOOJHOE OCHOBAHHME JIEKAPCTBEHHOTO CPEACTBA HIIM COJIb
JIEKapCTBEHHOT'O CPEACTBA. Takue COMM MOTYT UMETh OJIHY WM OO0Jiee U3 CIEAYIOIINX
xapakTepucTuk: (1) cTaOMIBLHOCTD B PACTBOPE BO BPEMS CHHTE3a U COCTaBIICHUA, (2)
CTaOMIBHOCTh B TBEPAOM COCTOSHHH, (3) COBMECTHMMOCTh C BCIIOMOTATEIbHBIMU
BEIIECTBAMH, HCIIOJIb3yEMBbIMH TIPH HW3TOTOBIIEHUH TaOJETOK, (4) KOIWYECTBEHHAs
MPOAYKIMA BEIIECTBA, OTKPBIBAOIMETO Karep KaHambl, MPU HAIMYMM WM UMUTALAU
MATOJOTHYECKUX COCTOSHMM JKeNyAKa ¢ JBEHAJUATHIEPCTHOM Kumky, (5)
BBICBOOOJKJICHHE BEIIECTBA, OTKPHIBAOIMETO Karep KaHANBL, U3 JOCTATOYHO MEJKHX
YacTHIl, KOTOPBIE JIETKO PpacTBOPAIOTCS H alOcopOupyroresa, (6) oOecreueHue
abcopOuuu Oomee 80% BBeAEHHOW I03bI, NMPH BKIIOYCHHH B (papMareBTHUECCKHUMA
cocTaB, (7) OTCYTCTBHE MOBBINIEHHOTO TOKCHKOJIOTHYECKOTO PHCKA TI0 CPABHEHHIO CO
CBOOOJIHBIM OCHOBAaHHEM BEIIECTBA, OTKPHIBAIOMIETO KaTep KaHAIEL, (8) BO3SMOKHOCTH
BKITIOYCHHUA B COCTaB TPUEMIIEMBIX (papMaleBTHUECKHX KOMITO3HIMH TS JICYCHHUS
OKUPEHHUS W JPYrux 3a0oiieBaHWU moneH, (9) mpuemMnemMocTh It Y TIPABICHHS TI0
CAHWTAPHOMY HAJ30PY 3a Ka4eCTBOM THIICBBIX TPOAYKTOB M JIEKAPCTBEHHBIX
npemaparoB (FDA) kak ocHOBa IeKapcTBEHHOTO Tpoaykra, (10) BO3MOMKHOCTB
PEKPUCTAIUTM3ANWN Ui TOBBIICHHWA YPOBHA 4YHCTOTHL, (11) BO3MOKHOCTH
MPUMEHEHUS I OOpa30BaHUSA KOKPUCTAIUIOB JBYX WM OOJiee COJIEH BEIIECTBA,
otkpeBaromiero  Kare KanHamel, (12) orpaHwyYeHHAas THUTPOCKOMUYHOCTD IS
VIy4ImeHUs: CTaOWNbHOCTH WM (13) BO3MOKHOCTh M3MEHEHHH YCJIIOBHH CHHTE3a H
KPUCTAJUTH3ALMH, TIPH KOTOPBIX 00pa3yeTcs COJb, B PE3yJIbTAaTe YEro IMPH CHHTE3E
COMM  MOYKHO  KOHTPOJUPOBATh  PAa3NHYHBIE  KPHCTAUTMYECKHE  CTPYKTYPHI

(momamop ().

[00221] BemecTsa, otkpriBatonue K,tq KaHAIBI, MOTYT OBITh H3TOTOBJICHBI B BHJIE
dapMarieBTHYECKH TpueMJieMbiX cojied. {DapManeBTHYECKH TMPHEMIIEMBIE COJTH

nopecacTaBIAOT COOOM HETOKCHYHBIE COJH B KOJIHYECTBAX H KOHIOCHTpauAXx, B
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KOTOPBIX OHH BBOAATCA. [IpHTOTOBIEHHWE TAaKUX COJIEH MOJKET CIIOCOOCTBOBATH
(hapMaKoOIOTHYECKOMY TIPUMEHEHHIO TTYTEM H3MEHEHHA (PU3HUYECKHX XAPAKTEPUCTHK
COCMHEHUS, HE OKAas3bplBasg TPEIATCTBHH €ro (PU3HOJOTHYECKOMY JEHUCTBHIO.
[Tonmesnpie W3MeHEHUS (PU3HYECKUX CBOMCTB BKIIOYAIOT CHIDKCHHE TEMIIEPATYPHI
IUIABJICHUS B LETSIX COJACHCTBUA BBEACHUIO YE€PE3 CIU3UCTBIE 000IOYKU U TOBBIIICHUE
PACTBOPHMOCTH B IENIAX COJEUCTBHUS BBEACHHUIO Ooiee HHU3KUX 3((EKTHBHBIX 103

JICKAPCTBCHHOT'O CPCACTBA.

[00222] DapManeBTHYECKU NPUEMIIEMBIE COJMM BKIIIOYAIOT COJIM ITPUCOECIHUHEHUS
KHCJIOTBI, TAKHE KAaK COJH, COJAEpKaImue Cyiab(ar, XJIOPUA, THIAPOXIOPHL, (PyMapar,
maneat, ¢ocdar, cynappamar, aneTaT, LUTPAT, JIAKTAT, TAPTPAT, METAHCYIb(OHAT,
sTaHcyb(poHAT, OeH30/ICYyNb(OHAT, pP-TONYONCYTBPOHAT, HKIOTEKCHICYIb(pamMaT H
KBHHAT. DapMameBTUYECKH TPHEMJIEMBIE COJIM MOTYT OBITh TOJYYEHBI W3 KHCIOT,
TAKUX KaK XJOPHCTOBOJOPOJIHAS KHCIOTAa, MAJCMHOBAs KHCIIOTA, CEPHAs KHCIIOTA,
¢dochopHas kucmoTa, CynbhaMUHOBAS KHCIIOTa, YKCYCHAs KHCIOTA, JIAMOHHAS
KHCJIOTa,  MOJIOYHAs  KHCIIOTA, BHHHAs  KHCJIOTa,  MAaJOHOBas  KHCJIOTA,
METaHCYJIb(POHOBAsT KHCJIOTA, JTAHCYNIb(POHOBAasS KHUCJIOTA, OEH30JICYIb(HOHOBAS
KHCJIOTa, pP-TOJMYOJCYIb(POHOBAS KHCIIOTA, IMKIIOTEKCHIICYIb()aMHHOBAS KHCIIOTA,

(ymapoBasi KHCIIOTa U XHHHAS KUCIIOTA.

[00223] @apManeBTHYECKH  NPUEMIIEMBIE  COJIM  TAKKE€  BKIIOYAKOT  COJH
MPUCOCTUHEHUSI OCHOBAHHM, TAKHE KaK COJIH, COJEpKaIue OCH3aTHH, XJIOPIPOKAWH,
XOJIMH, JUATAHOJIAMUH, 3TUJICHIHAMUH, METIIFOMHH, MPOKAWH, AJIIOMHHUM, KaJIbLHM,
JUTHUI, MAarHuM, KaJlui, HATPUH, aMMOHUH, AIKWJIAMUH U LUHK, KOTAa TPUCYTCTBYIOT
KUCIIOTHBIE (PYHKITHOHAITGHBIC TPYIIIHI, TAKHE KaK KapOOHOBAas KUCJIOTAa WK (PEHOIL

Hanpumep, cM. Remington's Pharmaceutical Sciences, ™ ed., Mack Publishing Co.,

Easton, PA, Vol. 2, p. 1457, 1995. Takue comu MOTYT OBITh TOJYYEHBI C

HUCTIOIBb30BAHHUCM IMPHUTOAHBIX COOTBCTCTBYHOIIIUX OCHOBAHH.

[00224] DapMareBTHYECKH TPHUEMIIEMBIE COTH MOTYT OBITh TOJTYYEHBI, HAIPUMED,
MyTEM pacTBOPEHHUs (OPMBI CBOOOJHOTO OCHOBAHHS COEAWHEHHUS B TPHTOJTHOM

pacTBOpPUTENE, TAKOM KaK BOJA WM BOJHBIM CIHPT, B PACTBOPE, COJEPKALIEM
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COOTBETCTBYIOINYHO KHCJIOTY, 4 3aTEM BBIJECJICHBI C TOMOIIBIO BBINAPUBAHUS PACTBOPA.
B npyrom nmpumepe comb MOMyYaroT My TEM B3aUMOACHCTBHA CBOOOHOTO OCHOBAHHA U

KHUCJIIOTHI B OPraHH4ICCKOM PAaCTBOPHUTCIIC.

[00225] dapManeBTHYECKH NPHEMIIEMAs COJb PA3IUYHBIX COCIMHEHUM MOXKET
MPUCYTCTBOBATh B BUJE KOMIUIEKCA. [I[pUMephpl KOMIUIEKCOB BKIIIOYAIOT KOMILIEKC 8-
xynopoteodpuniiHa  (AHANOTHYHBINA,  Hanpumep,  TUMEHTUAPUHATY:  KOMIUIEKC
mudenruapamus 8-xmoporeopuwumma (1: 1); ApaMaMuH) ¥ pa3aUYHBIE KOMIUIEKCHI

BKIIFOYUCHUA LUKIIOACKCTPHUHA.

[00226] Conmu BeEIIECTB, OTKPBIBAIOIIHX Kate XaHamel, © KOHKPETHBIC COJIH
AUA30KCHIa MOTYT BKJIIOYAaTh, HO HE OTPAHUYHMBAIOTCA HMMH, alETaT, ANCTOHW,
aUeTH, aaumnar, acmaprar, Oeswnar, Owamerar, OWTapTpaT, OpoMHUA, OYTOKCHI,
OyTUpaT, KaabIlUi, KaM3WJIaT, Kampoar, KapOOHAT, IIUTPAT, KUIIPOITHOHAT, JECKAapoar,
AUALIETAT, TUMETYIIyMHH, THHUTPAT, TUKATHHA, TATPOTTHOHAT, JHHATPHH, TUCYITbQUI,
3JMTAT, SHAHTAT, 3CTOJIAT, dTA0OHAT, STHICYKIMHAT, (pymapat, (ypoart, TIIFOKAITaH,
TIFOKOHAT, TEKCAllETOHHW, THIIMypaT, XHKJIAT, THAPOOPOMHI, THIPOXIIOPHII,
W3ETHOHAT, JIAKTOOMOHAT, MaJieaT, METJIOMHH, METHIOPOMHI, METHICYIb(AT,
MeTpH30aT, HadaT, HAICWUIIAT, HUTPAT, OJIeaT, MAJIbMHUTAT, MaMoaT, (PEHIPOIHOHAT,
docdat, muBanaT, TOJTUCTHPEKC, TMOUTaJaKTypOHAT, MPOOYyTAT, IPOIUOHAT, caxapar,
rAOMHAT Hatpus, ¢ocdar HATpHA, TMOAWYM CYKIMHAT, COCTOSHHE CYKIMHATA,
cynbdar, cymppoHaT, cynbdocamuuiar, TapTpar, Te0yTar, Tepedranar, Tepedranar,
TO3WNAT, TPUGIyTaT, TPUTHAPAT, TPHCHIHKAT, TPOMETAMHH, BajepaT, KCHHadomat

WJTH TOMY TIOZO0HOE.

[00227] CocTaBbl, TPEACTABICHHBIE B HACTOSAIIEM HW300PETEHUH, OOIATAFOT
HEKOTOPBIMH HWJIH BCEMH H3 CIEAYIOIMUX XapaktepucTtuk: (1) cTaOWNBbHBI TIpH
TEMIIEPaType OKPYIKAIOMEH CpeAapl B TEYCHHE KAaK MHHHMYM OJHOTO Toxa; (2)
00ECTIeUHBAIOT JIETKOCTHh TEPOPAIBHOTO BBEIEHUS; (3) CIIOCOOCTBYIOT COOIFOIEHHUIO
MALMEHTOM CXEMBI IPUMEHEHHS; (4) PH BBEIECHUH TMOCIIETOBATEIEHO 00ECTIEUHBAIOT
BBICOKHE YPOBHH a0OCOpOIMH (papMaIleBTHYECKH AaKTHBHOTO BemecTBa; (5) mpu

nepopaisbHOM BBCACHHHW OJWH WM JABa pa3a B CYTKU IIO3BOJIAKOT BBICBO60)I(I[aTB
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BEIIECTBO, OTKpbIBarOIee Karep KaHANBI, B TEYEHUE UTHTEIIFHOTO TIEPHOJA BPEMEHH,
TaK YTO LUPKYJIUPYIOIMAs KOHIEHTPAIMA BEMIECTBA, OTKPBIBAOMET0 Karep KaHAbI,
WA €ro MeTa0OJMYECKH aKTHBHBIX META0OJIMTOB HE ONMYCKACTCA  HIDKE
TepaneBTUYEeCKH J(PGPEKTUBHOM KOHUEHTparwu, (6) TO3BONAIOT HOCTHYD JTHX
pPe3yIbTaTOB HE3aBHCHMO OT PH IKEeNyJOYHO-KHINEYHOTO TPaKTa WHAWBHIOB,
MOJTyYarOIINX JIeUeHue, a Takke (7) 3aJepKUBAOT BRICBOOOKIECHUE A0 TIOTHOTO WJIH

MMOYTH ITOJIHOT'O MPOXOKACHUA YCPE3 JKCITY IOK.

[00228] CocTaBbl, IpeIHA3HAYEHHBIE IS IEPOPATBHOTO MPUMEHEHHS, MOTYT OBITH
NPECTABIICHBI, Hampumep, B (¢opme kamcyn uiau Tabnetok. CocTaBbl Karcyn WId
TAONETOK BKIIOYAIOT PAJ OTIMYUTEIBHBIX KOMIOHEHTOB. OJHUM M3 HUX SBISETCA
KOMIIOHEHT, YJIYYIIAlOIUKd aOCOPOIMIO BEMIECTBA, OTKpPHIBAIOMIETO Katp KaHAIBI.
JIpyroli KOMIIOHEHT TOAJEPKHBAET BBICBOOOKICHHE JIEKAPCTBEHHOTO CPEICTBA B
TeueHue Ooyee 2 4YacoB. TpeTwil 3amep’KUBaeT CYHIECTBEHHOE BBICBOOOKICHHE

JCKAPCTBCHHOT'O CPEACTBA A0 3aBCPHICHUS MPOXOKACHHUA YCPE3 KEITY AOK.

[00229] CocTaBpl, ONHCAaHHBIE B HACTOSMIIEM JOKYMEHTE, JEMOHCTPUPYIOT
VAYYIICHHBIE MMOKA3aTeId PACTBOPUMOCTH W aOCOPOIMH BENICCTBA, OTKPHIBAIOINETO
KATe KaHaNbBI, IO CPAaBHEHHUIO C YK€ CYHICCTBYIOIIMMH COCTABAMH ITHX MPETapaToB.
OTH TIPEUMYIIECTBEHHBIE CBOMCTBA JTOCTHTAIOTCS C MOMONIBIO JTFOOOTO OJHOTO HITH
oonee W3 creAyrommMX MmoaxoaoB. (1) yMEHBIIEHHE pa3Mepa YacTHI[ C IMOMOINBIO
W3MEITbYCHUS, CYIIKH PACIBUICHHEM, WJIH JPYTHX TEXHOJIOTHH MHKPOHW3AIMH, (2)
MpUMEHEHHE (hapMAaIeBTHYCCKOW COJTM BEMIECTBA, OTKphIBaromero Kate kaHamsl, (3)
MPUMEHEHHE B COCTaBE HWOHOOOMEHHOW CMOINBI, (4) NPUMEHEHHWE KOMIUIEKCOB
BKITIOYCHHSA,  HANpuUMeEp,  [HKIOACKCTpWHA, (5) TpeccoBaHHWE  BEINECCTBA,
OTKpbIBatOmEero Kare KaHaBL, C COMOOWIM3HUPYIOIIHM AareHTOM, BKITFOYAOIIHM
THTIIPOMEIITO3Y C HHU3KOW BS3KOCTHIO, METHJIIECIUTIONO03Y C HH3KOH BI3KOCTBHIO WITH
aQHANOTHYHO  (PYHKIIMOHUPYIOIAM  BCIIOMOTATEIBHBIM ~ BEIIECTBOM  HIIH WX
KOMOUWHAIHEH, (0) CBsI3bIBAHUE BEMIECTBA, OTKPHIBAIOMIETO Karep KAaHAIBL, C COJNBIO
MepeT COCTaBIIEHHEM KOMMO3HIMH, (7) MPUMEHEHHE TBEPIOW TUCTICPCHH BEINECCTBA,
oTkpeBaroImeEro Kare kaHamel, (8) mpuMeHEHHE CaMOAMYJIBIHPYIOMEN CUCTEMBI, (9)

I00aBIIEHHE B COCTaB OJHOTO WM OO0Jie€ TOBEPXHOCTHO-aKTHBHBIX BemecTs, (10)
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MpUMEHEHHEe B cocTaBe HaHodacThil Wi (11) KOMOWHANWA STHX TOAXOJOB.
[IpeamouTuTensHO, KOT/A BEIIECTBO, OTKpbIBaromee Kare KaHAIBL, TPEICTABISET

CO0O¥ COIb TUA30KCHAA, TIPH 3TOM COJIb HE ABJSIETCA HATPUEBOH COJIBIO.

[00230] BricBOOOKIEHHE BEIECTBA, OTKPBIBAIOLIETO KaTe KaHalbl, B TEUCHHE
JUTUTENBHOTO TIEPHOAa BpeMeHH (2-24 4) mocTuraercs 3a CYEeT OJHOTO MM Oojee
MOJXO0J0B, BKJIIOYas, HO He orpaHuumBasich. (1) mpuMeHeHue pH-uyBCTBHTENBHBIX
MOJIMMEPHBIX TOKPHITHH, (2) MpUMEHEHUE ruaporens, (3) MpUMEHEHHE TUIEHOYHOTO
MOKPBITHSA, KOTOPOE€ KOHTPOJIUPYET CKOPOCTh AU (Py3HUn TeKapCTBEHHOTO CPEICTBA U3
MOKPBITOW  MaTpuipl, (4) TPUMEHEHHE pa3pyllaeMod  MaTpULBL, KOTOpast
KOHTPOJIUPYET CKOPOCTh BHICBOOOKIACHHS JIEKAPCTBEHHOTO CPEACTBA, (5) mpUMEHEHHE
MEJUIET, TPAHYJI WM MUKPOUYACTHIL JIEKAPCTBEHHOTO CPEICTBA, OKPBITHIX MOTUMEPOM,
KOTOpbIE MOTYT OBITh JOTIOJHHUTEIIPHO HWHKAICYJIHPOBAHBI WM TPECCOBAHBI B
TabnmeTKy, (6) MPUMEHEHHUE CHUCTEMBI OCMOTHYECKOTO Hacoca wiH (7) MpHMEHEHHE
TaONETUPOBAHHON (POPMBI Tpemapara, MOKPHITOM O0OIOYKOM IMyTEM MPECCOBAHMA,

wid (8) KOMOMHAIIMK THX TTOIX0JI0B.

[00231] 3az[ep>1<1<a BBICBOOOK/IEHUS BEILECTBA, OTKPBIBAIOILIECTO Kare KaHajbl, W3
cocTaBa J0 TIOJIHOTO TPOXOKAECHHA Yepe3 JKEIMyJOK JIOCTHTaeTcsi B COCTaBax,
MPEICTABIIEHHBIX B HACTOAIIEM JIOKYMEHTE, TMOCPEACTBOM JIFOOOTO M3 HECKOIBKHX
mexaHu3zmMoB. [lpemmaraercss npumeHeHue pH-4yBCTBUTENBHOrO TOJMIMMEPA WU
COTMOJMMEPA, KOTOPBIM MPU HAHECEHHH BOKPYT MAaTPHIBl JEKAPCTBEHHOTO CPEACTBA
AEUCTBYET Kak >((EKTUBHBIN Oaphep JIs BHICBOOOKICHHA aKTUBHOTO BEHIECTBA TIPH
pH 3,0 wmm Hwke u sABmgercs HecTaOWmbHBIM Tipu pH 5,5 u BeIme. OtHMm
00ecTIeYnBaeTC KOHTPOJIb BBHICBOOOKIACHHUA aKTHBHOTO COEIHHEHUS B JKENYJAKE, U B
TO)KE BpeMsa oOecredyuBaeTcs OBICTPOE BBICBOOOKAEHHE IOCTAE€ TOTrO, Kak
JeKapcTBEHHas (opMa TOCTynHWiIa B TOHKYK KHIIKY. AJbrepHaTHBOM pH-
YYBCTBUTENBHOMY MOJUMEPY WM COMOJIUMEPY SIBISETCA MOJMMEP WM COMOIMMEP,
KOTOpbII  HE  dABIAETCA  BoAopacTBOpUMbIM.  (CTemeHp  yCTOMYHMBOCTH K
BBICBOOOYKICHHIO B JKEIYJOYHOHW CPe/ie MOYKHO PEryJIHPOBATH, HCIIONB3YS TMOKPHITHE
CMECBI0O HE PAacCTBOPUMOrO0 B BOJE W BOJAOpacTBOpuMoro mnonumepa. Ilpu Takom

nmoaxoac HU OAWH W3 CMCHIAHHBIX IMOTMMCPOB HIIM COIMOJIMMCPOB HC ABJIACTCA pH-
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YyBCTBHTENbHBIM. OTHUM U3 pUMEPOB pH-UyBCTBHUTETHHOTO COTIOIMMEPA SABIIAIOTCA
MeTakpuiaoBbie comonmuMepsl Eudragit, Bkmrouas tBepapie wactuiel Eudragit 1100,
S100 wmm L100-55, nucnepcun L30 D-55 wnu FS 30D unu opranuyeckue pacTBOPBI
L12,5 v S12,5.

[00232] Ilomumeprl, KOTOPBIE 3a/JE€PKUBAIOT BBICBOOOKACHHWE, MOTYT OBIThH
HAHECEHbI HA TAOJNETKy JTHOO MyTeM pacmbUIeHUS (B BUAE TOHKOW IUICHKH), JIHOO
MyTeM KOMIPECCHOHHOTO MOKPBITUSA. B cllyyae UCTIONb30BaHUA KAICYJIbI, TOTAMEP(bI)
MOKHO HAHOCHTh Ha IOBEPXHOCTh KAIICyJIbl WJIM HAHOCUTb HAa MHKPOYACTHILIBI
JEKapCTBEHHOTO CPEACTBA, KOTOPOE 3aTeM MOXKET OBIThb MHKAICyJHPOBAHO,
HATIpUMEp, B KaICyJly WK relib. Ecii Ha Karncyiy HaHECEHO MOKPBITHE, TO OHA OyAeT
YCTOMYMBOM K pacmaay A0 TeX IOp, MOKa HE MPOMAET uepe3 Kemyaok. Ecmu
MUKPOYACTHIIBI TIOKPBITH 00OJIOYKOM, TO KaICyJia MOKET PACTaaThCs B )KETMYIKE, HO
MPAKTUYECKHA BCE KOJIMYECTBO JIEKAPCTBEHHOTO CPEACTBA HE OYyIET BHICBOOOXKIATHCS
10 TEX 0P, TIOKa CBOOOHBIE MUKPOYACTHUIIBI TIOJTHOCTHIO HE MPOMIY T YePe3 JKEIyA0K.
Haxkonen, ocMoTHYECKass HAacOCHAas CUCTEMA, B KOTOPOM NPUMEHSAETCSA, HAIPHUMED,
IO ITAFOTIHIACS Pa30yXaHUIO THAPOTEIb, MOJKET OBITh MCITOJIb30BAHA IS 3aMEICHHUS
BBICBOOOKACHHS JIEKAPCTBEHHOTO CPEACTBa B skenmynake. [lommarommiicss pa3oyxaHHIO
THAPOTENTh BIMTHIBACT BJIAry TIOCTE BBEACHHWA. Pa30OyxaHwe Teis TPHUBOAUT K
BBITECHEHHUIO JIEKAPCTBEHHOTO CPEACTBA M3 CHUCTeMBI i abcopOumm. Bpems wu
CKOPOCTH BBICBOOOKIEHUS JIEKAPCTBEHHOTO CPEICTBA 3aBHCAT OT MPUMEHIEMOTO TeIIs
U CKOPOCTH MOCTYIUIEHUS BJIard B rejib, YTO MOKHO KOHTPOJHMPOBAThH MOCPEICTBOM
pasMepa OTBEPCTHUA B CHUCTEME, YEPE3 KOTOPOE MOCTYMAeT >KUAKOCTh. CM. OH-TIAlH
ctatpio Dong et al., OMUCHIBAONIYI0 TEXHOIOTHH TOCTABKH JIEKAPCTBEHHBIX CPE/ICTB
“L-OROS® SOFTCAP™ for Controlled Release of Non-Aqueous Liquid

Formulations.”

[00233] CoOTBETCTBEHHO, 3aJCprKKa BBICBOOOKIEHUA BEIIECTBA, OTKPBIBAKOIIETO
KaTo KaHAJBI, W3 COCTaBa MO HACTOSIMIEMY H300PETEHHUIO O TIOJTHOTO MPOXOKIACHUS
qepe3 KEIYAOK JOCTHraeTCa B COCTaBaX, OIMHMCAHHBIX B HACTOAIIEM IOKYMEHTE, C
MOMOINBI0 TPUMEHEHHsS] JIOOOTO W3 HECKOJBKHX MEXAaHHW3MOB, BKIFOUas, HO HE

orpaHuunBasich. (a) pH-4yBCTBUTENFHBIN TMOTUMEDP WIH COTMOJMMED, HAHECCHHBIH B
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BUZIE KOMITPECCHOHHOTO TOKPHITUSA Ha TabneTky; (b) pH-dyBcTBUTENBHBIM TTOMTUMED
WIH COTOJMMEP, HAHECEHHBIH B BHAEC TOHKOM IUICHKH Ha Tabmetky; (c¢) pH-
YYBCTBHUTEIBHBIN TOJMMEP WJIH COTIOTMMED, HAHECEHHBIA B BHJIE€ TOHKOW TJICHKH Ha
cucreMy HWHKancynupoBanus; (d) pH-uyBCTBUTENBHBIN TMONMMEDP WM COIOJUMED,
HAHECCHHBIM HAa WMHKAICYJIMPOBAHHBIE MHKPOYACTHUIIBI, (€) HEPAaCTBOPHUMBIM B BOJE
MOJIUMEP WU COTOJMMEP, HAHECEHHBIM B BHJE KOMIIPECCHOHHOTO TIOKPBITUS Ha
tabneTky; (f) HepacTBOPUMBIN B BOJIE TIOJTUMEP WITH COTIOJTUMEDP, HAHECCHHBIM B BUJC
TOHKOM TIJICHKHA Ha TaOJETKY; (g) HEPACTBOPHUMBIM B BOJAE MOJIMMEP, HAHECCHHBIH B
BUJIE TOHKOM TJIEHKHM HAa CHUCTEMY HHKarcynuposaHus; (h) HepacTBOpHUMEBIN B BoOIE
MOJIUMEP, HAHECEHHBIM HA MUKPOUYACTUIBI, (1) BKIIIOYEHHE COCTaBa B CHUCTEMY
OCMOTHYECKOTO Hacoca WM (J) HCHOIB30BAHHE CHUCTEM, KOHTPOJIMPYEMBIX
HOHOOOMEHHBIMH cMoJaMu, WK (K) KOMOMHAIMIO 3THX MOAXO0J0B, B KOTOphIX pH-
YyBCTBUTEJIBHBIN MOJMMEDP WM COMOJIIMMEP YCTOMYMB K PA3NIOKEHUIO B KUCIOTHBIX

YCIIOBHSAX.

[00234] IIpemnmararoTcs COCTaBBl, MPEJHA3HAYCHHBIC AJI1 BBEACHHUA OJHUH pa3 B
cyTKH (24 yaca). YKkazaHHBIE COCTaBbl MOTYT COAepkath oT 25 mo 500 mr BemecTna,
OTKpBIBarOIIEro Kare kaHanmel. Takke mpeaiararoTcs COCTaBbl, IPEIHA3HAYEHHBIE I
BBEJICHHA JIBA pa3a B CyTKH (24 Jaca). YKa3aHHbBIE COCTABBI MOTYT COAEPKATh OT 25 10

250 Mr BeniecTBa, OTKPBIBAKOIIETO K ATep KAaHATBI.

[00235] CocTaBbl, OMHCAHHBIE B HACTOAIMEM JOKYMEHTE, JACMOHCTPHPYIOT
yiydmeHHbple Tpoduiar  0e30MacHOCTH  BBOAMMOTO JIEKAPCTBEHHOTO TIPOIYKTA.
VYkazanHoe ymyumenue mpoduias 0e30MacHOCTH TMPOUCXOAHT, TIO MEHBIIEH Mepe,
Omaromaps ABYM MeEXaHHW3MaM. Bo-TiepBBIX, 3a/J€piKKa BBICBOOOIKIEHHUS AKTHBHOTO
JEKapCTBEHHOTO CPEACTBA JI0 MOJHOTO MPOXOKICHHS YEPE3 KETYAOK MOKET CHH3UTD
YaCTOTY BO3HHKHOBEHHS PAJa HEKENATENbHBIX 3(P(PEKTOB CO CTOPOHBI JKEITYTOYHO-
KHUIIEYHOTO TPAKTA, BKIIFOYAS TOITHOTY, PBOTY, JTUCTIETICHIO, OO B KUBOTE, THAPEIO H
HETTPOXOAUMOCTb KHIIEYHUKA. Bo-BTOpBIX, MTOCPEICTBOM 3aMeICHUS
BBICBOOOJKACHHA aKTUBHOTO JIEKAPCTBEHHOTO CPEACTBA B TEUCHHE 2 WM OOJIEE YacoB
10 24 4acoB, MMKOBBIE YPOBHH JIEKAPCTBEHHOTO CPEICTBA CHIDKAFOTCS OTHOCHTEIIBHO

MMAKOBBIX YPOBHEW JIEKAPCTBEHHOTO CPENCTBA, HAONFOAAEMBIX TPH TOH K€ BBOIUMOM
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103€e, ¢ MPUMEHEHHEM JFOOOTO TEPOPAITBHOTO COCTaBa, KOTOPBIM HE XapaKTEPU3yeTCA
3aMEJIEHHBIM MM KOHTPOJUPYEMBIM BBICBOOOIKIEHHUEM. YKAa3aHHOE CHIDKCHHE
MUKOBBIX yPOBHEH JIEKAPCTBEHHOTO CPEICTBA MOYKET CIOCOOCTBOBATH CHIDKEHHUIO
YacTOTHl BO3HMKHOBEHHUS HEKENATENbHBIX 3((EKTOB, KOTOPHIE YACTUYHO WIIH
MOJTHOCTBIO OIPEACIAKTCA MMKOBBIMH YPOBHAMM JIEKAPCTBEHHOTO cpeacTsa. K takum
HE)KeTaTeNbHBIM 3 (eKTaM OTHOCATCA: 3aJEPXKKa JKHIKOCTH M aCCOLMUPOBAHHOE C
HEW CHWKEHHE CKOPOCTH BBIBEJCHUS HATPHs, XJIOPHAOB M MOYEBOW KHUCIOTHI, OTEK,
TUIEPIIIMKEMUS U aCCOLMHUPOBAHHBIA C HEM PHUCK IMPOTPECCHPOBAHUA C Pa3BUTHUEM
KETOAlUA03a, KaTapaKTbl M HEKETOTHYECKOW THMIEPOCMOIIIPHOM KOMBI, TOJIOBHBIC

00JIH, TAXUKAPAHUA U YYAIEHHOE CEepALIcOUEHUE.

[00236] Tarke B HacTOAmIEM W300PETCHHH  MPEAJAralOTCs  COCTaBBI  C
KOHTPOJIMPYEMBIM ~ BBHICBOOOKJACHHEM BEINECTB, OTKPHIBAIONINX Kate KaHAJHI,

KOTOpBIE UMEIOT OJJHY U3 XapaKkTepucTHK A-D, kak moka3ano B TaOmuue 1.
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Tadomuma 1. XapakTEpUCTHKA Y CBOWCTBA COCTABA C  KOHTPOJIHUPYVEMBIM

BBICBOOOKICHUEM

A. Enuanunas nekapctBeHHas popma: TablieTka Wik Karcyia
B. Jlo3a/emuauna: 10-100 mr
100-200 mr
200-300 mr
300-500 mr
500-2000 mr
C. Beenenue n03s1: OnuH pa3 B cyTkH (24 yaca)
JIBa pasa B cyTku (24 yaca)
D. Bpewms BbicBOOOXKACHUS: 2-4 Yaca
4~8 yacos
8-24 vaca

[00237] Hanpumep, KOMIO3HWIHA C KOHTPOJHPYEMBIM BBICBOOOKIECHHEM MOXKET
MPEICTaBIATh COOOM TaONeTKy, coaepxkannyto 25-100 Mr BemecTBa, OTKPHIBAIOIICTO
KT KaHANbI, IPH 3TOM TaKyl0 TaOJIETKY BBOJAT OJHH Pa3 B CYTKH JUIA JOCTHKCHHUS
KOHTPOJIMPYEMOTO BPEMEHH BBICBOOOXKICHHUS, cocTaBisromero 2-4 yaca. Bce stm
mpernapaTtel MOTYT JOMOJHUTENBPHO BKIIOYATh XapPaKTEPUCTHKY CYIIECTBEHHOMU
3aJEPKKHA BBICBOOOKJIECHHUS (DapMalleBTHYECKH AKTHBHOTO BEIIECTBA /0 3aBEPLICHUS

MOJTHOTO MPOXOKIACHHUA YCPE3 KCITY TOK.

[00238] Kpome Toro, NMFOOOW W3 MPUBEICHHBIX BHIME COCTABOB W3 Ta0mwipr 1
MOKET BKIIFOYATh MO MEHBIIEH MEpPE OJHY XapaKTEPUCTHKY, KOTOpas YIy4qlIacT

PacTBOPUMOCTH HITH AOCOPOIIMIO BEMIECTBA, OTKPHIBAIOMIETO K ATq KaHATHI.
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[00239] Kommo3ummu ¢ KOHTPOJIHMPYEMBIM BBICBOOOXKJACHHUEM, TPEACTABICHHBIE B
HACTOSIIEM ONMHCAHWHW, BKIIOYAIOT AKTUBHOE COEIWHEHHE (HAMPHMEpP, BEIIECTBO,
oTkpbiBaromiee Kare KaHaibl, B HEKOTOPHIX CIIyYasxX B KOMOWHAIMH C TOPMOHOM
pocTa) W MaTpPHIly, COACPKAMIYI0 TeleoOpas3yoIuid areHT, KOTOPhI Ha0yXaeT MpH
KOHTAKT€ C BOJHOW cCpemod. AkTuBHOe(bIE) CcoeIuHEHWe(s), HAXOIAMIEECs
(HaxopsAImuUeEcs) B Tejie, MEIJIEHHO BBICBOOOXKIAETCsA (BBICBOOOXKIAFOTCS) B OPTaHU3M
MOCTIE PAacTBOPEHHUS rend. AKTHBHOE(BIE) COEAMHEHHE(s])) MOKEeT (MOTyT) OBITh
PaBHOMEPHO JWUCIEPTUPOBAHO BHYTPH MATPHIBI WM MOKET NPUCYTCTBOBATH B
Ka4eCTBE BKJIKOUECHUM JIEKAPCTBEHHOTO Ccpeacrsa B Marpuue. Hampuwmep,
JIEKapCTBEHHOE CPEJICTBO MOKHO NMPUTOTOBUTH B BHJAE HEOOJIBIIUX TPAHYJ, KOTOPBIE
JAUCTIEPTUPOBAHBI BHYTPH MaTpullpl. Kpome TOro, rpaHyIibl T€KapCTBEHHOTO CPEICTBA
TAK)KE MOTYT BKIIOYATh MATPHILy, TaKHUM o00pa3oM, (opMHUpYys NEPBUYHYIO U

BTOPUYHYIO MaTpuLly, kak onucano B mareHTe CIIIA Ne 4880830 nys Ponoca.

[00240] ['eneoOpasyromuii  areHT  NPEANMOYTHTEBHO  TPEACTaBIACT  COOOM
MOJIMMEPHBIA ~ MaTepHajd, KOTOPBIM MOXET BKIOYATh, HAMPHUMEP, JHOOOU
(apManeBTUYECKH TIPHEMJIEMBIH BOJOPACTBOPHMBIM WM  BOJOHEPACTBOPHUMBIH,
MEJIEHHO BBICBOOOKIAIOIIHICS TIOJTUMED, TAKOW KaK KCAHTAHOBAs KaME[b, JKEIIATHH,
MpOCTBIE (UPHI LEJUTIOI03bI, TYMMHAPAOUK, KaMeab POKKOBOTO JEpeBa, TyapoBas
KaMe/b, KapOOKCUBHHHUIIOBBIN TIOJIUMED, arap, apaBHUCKas KaMe/Ib, TPATaKaHT, BITYM,
anbrMHAT  HATPUS  WIM  allbTUHOBAass  KHUCJOTA,  IMOJIMBHHWINHUPPOIHJIOH,
MOJIMBUHUIIOBBIA ~ CIIUPT WM  IUICHKOOOPA3yloIHWE TONHMEPHI, TaKWe Kak
METHIIIEIIIION03a (MC), KapOOKCUMETHIIIICIUTION03a (KMLY),
THAPOKCUTTPONTMIME THITIIECIUTION03a,  THAPOKCHIpomuMeTuenroiao3a  (I'TIMLY),
THAPOKCHITPOITHIIIECILTION03a (T'TILT), THIPOKCUA THITIIEIUTIOI03a (I'210),
strmeoao3a (O11), akpuIoBbIe CMOITBI MM CMECH BBILICYKA3aHHBIX BEMIECTB (CM.,

Hanpumep, natent CIIA Ne 5415871).

[00241] T['eneoOpasyromiuii areHT MAaTPULBI TAKKE MOXKET NPEACTABIATH COOOM
TeTEPOUCTIEPCHYIO0 KaMeb, COACPIKAIMYI0 TETEPOTIONHCAXAPUAHBIA KOMIIOHEHT W
TOMOTIOJTUCAXaPUAHBIH KOMITOHEHT, KOTOPBIH 00pa3yeT ObICTpo (HhOpMHUPYIOIIUICA U

MPOYHBIN rejb, Kak omucaHo B mateHTe CILIA Ne 5399359, Jlna momoaHUTEIBHOM

/3AMEIAIOIIUN JIMCT 10.08.2017/



WO 2016/077629 PCT/US2015/060455
66

NMPOYHOCTH W YMEHBIIEHUS PACTBOPHUMOCTH MATPULA TAKKE MOYKET BKIFOYATh
CIIMBAIOIIUN AareHT, TAaKOH KaK MOHOBAJCHTHBIE WM MHOTOBAJICHTHBIE KATHOHBI
METAJJIOB, YTO JOTOJHHUTENBHO 3aMEIAeT BBICBOOOKIEHHE JIEKAPCTBEHHOTO
cpencta. KomwdecTBO CHIMBAIOmEro areHTa Ui J0O0ABIIEHUS MOXET OBITh
OTIPENIENIEHO C TIOMOMLIBIO CIIOCOOOB, OOBIYHO TPUMEHAEMBIX KBATU(UITUPOBAHHBIM

CHEHATIUCTOM B JAHHOM 00JIACTH TEXHHUKH.

[00242] Martpuiia KOMIIO3UIIMM C KOHTPOJIHPYEMBIM BBICBOOOKIECHHUEM TAKKE
MOJKET BKJIFOYATh OJJHO MM Oosiee (papMarieBTUYECKH MPUEMIIEMBIX BCIIOMOTATENbHBIX
BEIIECTB, T.€.  BCIIOMOTATENbHBIX  BEHIECTB /I COCTaBa,  M3BECTHBIX
KBATM(PUIMPOBAHHOMY  CIIEHMAIUCTY B JAHHOM 00NacTH TEXHUKH. Takue
BCIIOMOTATEbHBIE  BEINECTBA  BKIIOYAIOT, HANPHUMEP, CBA3YIOLIME  AreHTHL:
MOJIMBUHUIIITUPPOJIUAOH, JKEJIATHH, KPaXMaJbHYIO MAacTy, MHKPOKPHUCTAJUIMYECKYIO
LEJUTFONI03y; pa3daBHTENd (WM HAMONHUTENHN). KpaxMal, caxaposy, JAEKCTPO3y,
JaKTO3y, (QPYKTO3Yy, KCHIUT, COPOUT, XJIOPUA HATPHSA, NEKCTPHHBI, GochaT KaabIus,
CyIb(haT KaabIUsl, U CMa3bIBAIOIIIME ar€HTHI: CTCAPUHOBYIO KUCIIOTY, CTEApaT MarHHA,
creapatr kanbimsa, IIpekupon (Precirol™), a Takke areHThl IS TOBBIIICHUS

TCKYUCCTH, HAITPUMCP, TAJIbK HIIH KOJIJIOHHHBIfI JHOKCHI KPCMHUA.

[00243] Marpuiia KOMIO3HWIMH C KOHTPOJIIMPYEMBIM BBICBOOOXKICHHEM MOMKET
JOTIOTHUTENIFHO  BKJIIOYATh  THAPO(OOHBIH  MaTepuan, KOTOPBIA  3aMeIIAeT
THAPATALMIO TENe00Pas3yIoIero areHTa, He Hapymas THApOQUIbHOCTH MATPHILIBI, KaK
omucano B mateHte CIHA Ne 5399359. I'mmpodoOHBIH monmmMep MOMKET BKIFOYATH,
HATNpUMEp, ANKHWILEIUTI0N03Y, TaKyl Kak STHUILEIIII0N03a, APyrue ruapodoOHbIe
LEJUTFOJIO3HBIE MATEPHUABI, TOJMMEPBI WM COMOIUMEPBI, MONYYEHHBIE U3 CIOKHBIX
3(UPOB aKPUIIOBOK HITH METAKPHUIIOBOW KHCJIOTHI, COTIOIMMEPHI 3(PUPOB aKPHIOBOU H
METAKPWIOBOM KHCIIOTBI, 3€HH, BOCKH, IIEIUIAK, THIPUPOBAHHBIC PACTUTEIIBHBIC
Macia, BOCKA M BOCKOBBIE BEHIECTBA, TAKHE KaK KapHAyOCKHH BOCK, BOCK CIIEpMAIIET,
BOCK KaHJICJUIMIIBI, MACJIO KAaKao, LETOCTEPUIIOBBIM CIUPT, IMYETUHBIN BOCK, LIEPE3UH,
napaduH, MHUPUCTHIIOBBIA CIHPT, CTEAPWIOBBIA CHHPT, LETHJIOBBIA CIHPT,

CTEAPUHOBYIO KHCIIOTY, a TaKkKe TH0O00H Ipyrod (papMmareBTHYECKH TMPHEMIIEMBINA
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ruapoOOHBIN MaTepHall, U3BECTHBIN KBATH()UIIMPOBAHHBIM CTICIIHATNCTAM B JTaHHOU

001aCTH TEXHUKH.

[00244] KommuecTBO THAPOGOOHOTO BEMIECTBA, BKIIFOYEHHOTO B KOMIIO3HIHIO C
KOHTPOJIUPYEMBIM BBICBOOOXKIIEHHEM, SBIACTCA TAaKUM, KOTOpoe 3((EKTHBHO i
3aMeUIEHHs THAPATALMH Teleo0pasyromero areHra 0e3 HapymeHHs TUAPOPUIbHOU
MaTpHLBL, 00pa30BAaHHOMW TPH BO3ACHCTBHHM OKPYJKAIOIIEH cpeapl. B HEKOTOPHIX
MPEAMOYTUTEIIPHBIX BAPUAHTAX PEANH3AIUMU H300peTeHUs] TUAPO(OOHBIN MaTepHa
BKJIIOYAETCA B MaTPHULy B KOJIMYECTBE OT OKOJIO 1 10 0KOJI0 20 MPOLEHTOB IO BECY U
3aMEHAET COOTBETCTBYIOLIEE KOJIMYECTBO BCIIOMOTATEIHBHOTO BEHIECTBA I COCTABA.
PactBopurenem g  ruapodoOHOro MaTepuama MOKET OBITh BOJHBIA WK

OpPraHUYECKUI PaCTBOPHUTEID UIIH HX CMECH.

[00245] IIpuMepamMH KOMMEPYECKHM JOCTYIHBIX  QJIKWILEIUIION03  ABIAIOTCS
AxBakoar (Aquacoat®) (BogHas JaUCTIEPCHA STUILEIUIFONO3BI, JOCTYMHAs OT
komnanuun FMC) u Ilypemns (Surelease®) (BogHas AWCIIEPCHS STHILEIUTIONIO3BI,
noctynHas ot kommanud Colorcon). [TpuMepbl KOMMEPYECKH JOCTYITHBIX aKPHIOBBIX
MOJTMMEPOB, TPUTOAHBIX JUIS TPUMEHEHHA B KadecTBe THAPO(YOOHOTO MaTepuana,
BkimrovaroT Oyaparut (Eudragit®) RS w RL (comomumepsl CHOKHBIX 3(PHPOB
AKPUIOBOM W METAKPUIIOBOH KHCIOT C HH3KHM COJEP)KAHHEM YETBEPTHUHBIX

AMMOHHEBBIX coenuHeHni (Hanmpumep, 1:20 umu 1:40)).

[00246] Kommo3umms ¢ KOHTPOJIUPYEMBIM BBICBOOOKIECHHUEM TAKXKE MOMKET OBITH
MOKPBITA I 3aMEJJIEHUS JOCTYIIA KUAKOCTEH K aKTUBHOMY COEAWHEHMIO /MM AJIS
3aMe/JIEHUsT BBHICBOOOKICHHUS AKTHBHOTO COECJIHHEHHUS Yepe3 TUICHOYHOE TOKPBITHE.
[IneHOYHOE TOKPHITHE MOXKET OOECTEYHMBATh YCTOMYHMBOCTH B CPENE JKENMyIKa W
KHIIEYHUKA, TPETSTCTBY A OBICTPOMY PACTBOPEHUIO KOMITO3HIIMH B TTUIIEBAPUTEITEHOM
TpakTte. [IneHOYHOE MOKPBITHE OOBIYHO COCTABIAET OKOJIO 5-15% OTHOCHTENBHO Beca
KOMIIO3HUIIMA C KOHTPOJHPYEMBIM BBICBOOOKIeHHEM. [IpeamoururtensHo, BEC sapa
coctaBisieT 0kono 90% kommnosuimu, octanbHbie 10% coctaBnsgeT mokpsiTue. Takoe

MNOKPBITHUC MOKCT OBITH IUICHOYHBIM MNOKPBITHUCM, KOTOPOC XOpOoHmio H3BCCTHO B
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JAHHOW OOJIACTH TEXHWUKA W BKIIOYAECT TEJH, BOCKH, JKHPHL, SMYJIBTaTOPHI,

KOMOHMHALIMIO )KHPOB U 3MYJIbIaTOPOB, TTOJIMMEPHI, KpaXMajl U TOMY TIOZ00HOE.

[00247]  IlomMMepbl W COMONMMEPBI NPUMEHHMBI B KAa4e€CTBE TOHKOIJICHOYHBIX
NOKpbeITHH. Hanocumbie B pacTBOPE MOKPBITUSA U JUCIEPCUOHHBIE MOKPBITHA MOTYT
MPUMEHATBCS JUIA TIOKPBITUSA AKTUBHOTO COEOMHEHHA THOO OTHAENBbHO, JMOO B
KOMOMHaImu ¢ Matpuued. [IokpbITHE TPEANOYTHTETHPHO HAHOCAT HA JIEKAPCTBEHHOE
CPEICTBO MM KOMOHWHAIMIO JIEKAPCTBEHHOTO CPEACTBA M MATPHIIBI B BUIE TBEPAOTO

Apa U3 MaTepuaia, Kak XOpoIo U3BECTHO B JAHHOM OOJIACTH TEXHHKH.

[00248]  PacTBOp A MOKPBITHS MOXKET BKIIHOYATh MOTUMEPHI KAK B OPraHHUYECKOM
pacTBOpUTENE, TaK M B CHCTEMaxX C BOJHBIM pACTBOPUTENEM, H OOBIYHO
JOTIOTHUTEIIFHO COAEPIKHUT OJHO WM 0OJiee COEAMHEHHH, KOTOpPbhie (DYyHKIIMOHHPYIOT
Kak Tturactugukarop. IlomwMepsl, TpUTOAHBIE AN KOMIIO3HMLUH IS TTOKPBITHA,
BKITIOYAIOT, Hanpumep, Metwnemnnoiosy (Mertouen (Methocel®) A; Dow Chemical
Co.), THAPOKCHIPOMUIMETHIIICIUTIONIO3Y C MOJEKYJIIpHOH Maccod oT 1000 mo
4000000 (Metomen (Methocel) ® E; Dow Chemical Co. wmmu ®apmakoat
(Pharmacoat®), Shin Etsu), rHApOKCHTIPONTHIIIICIIIIOIO3Y ¢ MOJICKYIAPHOH MacCOu OT
2000 mo 2000000, >THUILEIUTONO3Y, AUETAT UECJUTKOJIO3bl, TPHALETAT LICJUTFOJIO3bI,
aneTaTOyTHPAT UEJUTIONO3bI, aneTaTdTamaT [eJUTFOJIO3bl, TPUMEIUTUTAT —aleTara
nemmono3sl  (Mctmen Komak (Eastman Kodak)), kapOOKcHME THIII THIIIIEIUTIONO3Y
(dyomuen (Duodcel®)), dramat rHIpOKCHIIPOITTHIME THIIIEIUTIOJIO3bI, STHIIIEIUTIOI03Y,
METHIIIEIUTIONO03y W, Kak TPaBWIO, TPOU3BOAHBIE LEJUTIOIO3BI,  COIMOJUMED
OJIEMETAKPUIIOBOM KHCJIOTBI M METaKPWIOBOW KHCIOTHI (Thm A 1:1 Oyaparur
(Eudragit) L100, Tum B 1:2 Dyaparur (Eudragit) S100 u tun C 1:1 Dypaparur
(Eudragit) L100-55, Bomnas mucnepcust 30% TBepapix BemecTs, Jyaparut (Eudragit)
L30D), momu(MeT)akpuioBeld >(up: TOMH(3THIAKPUIAT, MeTHIMeTakpunar 2:1),
BomHas gmcriepcusa 30% tBepapix BemectB OyaparuT (Eudragit) NE30D,
MOJTUAMHUHOMETAKPUIIAT Jyaparut (Eudragit) E100, COTIOJIUMEP
MOJTA( TPUMETHIIAMMOHHOSTHJI METAKPHUIA T XJIOPHUA)aMMOHUMETAKPUIIATA, DYAPATHT
(Eudragit) RL30D u Oyaparut (Eudragit) RS30D, kapOOKCUBHHUIIOBBIE TOJTUMEDHI,

MOJIMBHHUIIOBBIC CITUPTHI, TITFOKAHBI, CKIICPOTTIFOKAHbI, MAHHAHbI 1 KCAHTAHBI.
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[00249] Boanbie mommmepHble auctiepcuu BKmovaroT JyaparuT (Eudragit) L30D u
RS/RL30D, u NE30D, stumiemmono3y mapku Akakoat (Aquacoat), STHIIIEUTIOIO3Y
mapku ypemmus (Surelease), stumuemmonosy EC mapkm N-10F, amerardranar
LEJUTIONIO3bI Mapku AkBaTepuk (Aquateric), momu(BHUHHAIANETAT(TANAT) LEUTFOIIO3BI
mapku Koarepuk (Coateric) ¥ THAPOKCHITPONTHIMETHIIIICIUTIONO36I alleTaTa CYKIMHAT
Mmapku AxBakoat (Aquacoat). BOTpIIMHCTBO U3 3TUX TUCTIEPCUI MPEACTABISAIOT COOOH
JIATEKC, TOPOIIOK TICEBAOJATEKC WM TOHKO HW3MEJIbYCHHBIE ITOPOITKOOOPA3HbBIE

CpEIBL.

[00250]  IInmacTuduIMpyrOmMiA areHT MOKET OBITh BKIIOYEH B TOKPBITHE I
VIIYYIIEHUS 3MaCTUYHOCTH U CTAOMIBHOCTHU MOJIMMEPHOM IMJICHKH U MPEAOTBPAILECHUS
W3MEHEHUM MPOHUIAEMOCTH MOJMMEPA B TCUYECHUE MEPHOAA JIUTEIBHOTO XPaHEHMUS.
Takue W3MEHEHHA MOTYT TOBIHUATH HA CKOPOCTH BBICBOOOXKIEHHS JIEKAPCTBEHHOTO
cpeactBa. Ilpurommple DIMPOKO TPUMEHSAEMbIE IUIACTH(PHUIMPYIOIIUE AaTCHTHI
BKJIFOYAIOT, HANpUMEpP, AMATHIA(TANAT, TPUALETAT TIIUIECPUHA, ALCTHIMPOBAHHBIC
MOHOTJIMLEPUABL,  AUECTUNITPHOYTHIILIUTPAT, ALUCTHITPUITHILUTPAT, KACTOPOBOE
Macimo, ASQUPBl  JTUMOHHOM  KHCIOTHI,  AHOyTHia(Tamat, IuOyTHIICEOaKar,
AVATUIIOKCATIAT, IHUATHIMANAT, AMITHIQYMapaT, AUSTWI(TAnar, JHITHUICYKIWHAT,
AVSTUIIMAJIOHAT,  AMSTHITAPTpPAT,  AUMETHI(Tanatr, TIHOEPHH,  TJIALEPOIL,
TIALEPWITPHALIETAT, TIAULECPUITPHOYTHPAT, MHHEPATBHOE MAaCIO W JIAHOJHHOBBIC
CIHMPTHL, TETPOJIATYM H JIAHOJIMHOBBIE CHHUPTHL, 3(QUPBl (TANEBOH KHCIIOTHI,
MOJTUA TUJICHTJIMKOJIH, TIPOMUJICHTIIMKONb, PAICOBOE MAcio, KYH)KYTHOE Maclo,
TPHALIETHH, TPHOYTHILMTPAT, TPUITHIUTPAT W AUCTHITPHITHIIUTPAT WA CMECH
MFOOBIX BYX WM OOJiee BBIMIEYKA3aHHBIX coenuHeHHH. [lmacTudguraTtopsl, KOTOpBIE
MOTYT  TPUMEHAThCA  JJI1  BOAHBIX  TIOKPHITHH,  BKIIIOYAIOT,  HATPUMED,
MPOMHJICHTITUKOIb, TONMMAITHACHTTHKOMb ([I917 400), Tpuanerwn, mommcopdar 80,

TPUATHIILATPAT U TUITHI d-TapTpar.

[00251] [l TIOKPBITHS MUKPOYACTHI[ MOKHO IIPUMEHATH PACTBOP IJI1 HAHECCHUS
MOKPBITHS, BKIIOYAIOIMUA CMECh T'HAPOKCUNPONHIMETHILEIUIIONIO3I W BOJHOU
STUNIIEIUTIONO036! (HampuMmep, Mapku AkBakoat (Aquacoat)) B KayecTBE TMOJHMEPA, U

muOyTuiacebanmmHaT B KadectBe  Iiacthdukaropa.  (AkBakoar  (Aquacoat)
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NPEACTaBIAET COOON BOAHYIO MOTMMEPHYIO JUCTIEPCUIO STUIILIETUTIONO3bI U COAECPIKUT
naypuncyiabpaT HATpUA W UETHIOBBIM crmpT). [IpeamoururensHo, miacTuUKATOp

cocTaBirsieT OKOJIO 1-2% OT KOMITO3UIIHH.

[00252] B nmonmonmHeHwe K moJMMEpaM CIOM  MOKPBITHS MOXKET BKIKOYAThH
BCIIOMOTATEIbHOE BEINECTBO JJII OOJETYCHHUS TPUTOTOBJICHUS PacTBOpa I
MOKPBITUA. Takue BCIIOMOTATENIbHBIE BEMIECTBA MOTYT BKJIKOYATh CMA3bIBAKOIIHAE WU
CMauuBarolue areHTel. [IpuromHesie  cmaspBarOIMEe AareHTl B KA4E€CTBE
BCIIOMOTATEIIBHBIX BEIECTB JJIA INICHOYHOI'O MOKPBITHS BKIIIOYAIOT, HAIIPHUMED, TAJIbK,
cTeapar KajbLMs, KOJUIOWAHBIA JUOKCHJA KPEMHUA, IJIMLUEPHUH, CTeapaT MarHus,
MHHEPAJIbHOEC MAacCJIO, MOJIHITHICHITIMKOJIb H CT€apaT I[HHKA, cTeapaT aJFOMHHHUS HIIH
CMeCh JIFOOBIX IBYX HJTH O0JIee BhIIECYyKA3aHHBIX BEMIECTB. [[pHroHBIE CMAaYHBAOIIUE
areHTHI BKITFOYAIOT, HATIPUMED, JIAYPUIICYTb(AT HATPHS, APABUHCKYIO KaMeb, XJIOPHT
OCH3AIIKOHHS, IETOMAKPOTOJ, SMYJIBTHPYIOIMHH BOCK, LETOCTEAPHIOBBIH CIHPT,
LETUTIOBBIM CHUPT, XOJECTEPUH, AUATAHOJIAMUH, JOKYy3aT HATpHs, CTeapaT HaTpws,
SMYJBIUPYIOIIMM  BOCK, T[JMUEPUIMOHOCTEAPAT, THUAPOKCUIIPOMUILEIUIIONO3Y,
JJAHOJIMHCOJICPKAaIlue CIHPTHI, JICLUTHH, MHHEPAJIbHOE MAacj0, OHATAaHOJIAMHUH,
MOJIOKCaMeED, MOJIMOKCUI THIICHATIKHUIIOBEIE 3HUpHL, IIPOU3BOIHBIE
TOJTHOKCHATHIICHOBOTO KAaCTOPOBOTO Macja, 3(HUpbl MOJTHOKCHITHICHCOpPOUTAHA M
JKHPHBIX KHCJIOT, MOJIMOKCHITHIIEHCTEAPATHI, MPOMUJICHTJIMKOJIbAJIbrUHAT,
COPOMTAHOBBIE CIIOKHBIC Y()HUPBI, CTCAPUIIOBBINA CITHPT W TPUITAHOJAMHH WA CMEChH

TFOOBIX ABYX WITH 00JIee BBIMICYKA3AHHBIX COCTUHEHHM.

[00253] B yka3aHHBIM COCTaB TAOJIETOK WM Karcyl U3 TaOomuipl 1 MOKET OBITh
BKITIOYEHO JIEKAPCTBEHHOE CPEACTBO IS JICUEHHUS OKHPEHHA (B JOIMOJIHEHHWE K
BEIIECTBY, OTKphIBarOmIeT0 K are kKaHamer). JlekapcTBeHHBIE CPENCTBA, KOTOPBIE MOTYT
MPUMEHATHCS, BKIIOYAIOT, HO HE OTPAHHYMBAIOTCS WMH, CHOYyTpaMHHA THAPOXIIOPH
(ot 5 mo 30 mr/mo3y), opmuctat (ot 50 mo 360 Mr/mo3y), heHTEpMUHA THAPOXIOPHT
WM KOMIDIEKC cMoutbl (0T 15 mo 40 mr/mo3y), 3ormucamus (ot 100 mo 600 mr/mo3y),
torpamar (ot 64 mo 400 mr/mosy), HanTpekcoHa tuapoxiopua (ot 50 mo 600
Mr/m03y ), pumonabant (ot 5 mo 20 mr/mosy), ADP356 (ot 5 mo 25 mr/mozy) ATL962
(ot 20 mo 400 mr/mo3y) wmm AOD9604 (ot 1 mo 10 mr/mo3y). Yka3aHHbIE COCTaBbI
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MPEANOYTHTEIHHO TPUMEHSAIOT OJHMH Pa3 B CYTKH. [Ipu mo3upoBKe 1Ba pasa B CyTKH
KOJIMYECTBO BEMIECTBA, OTKpbIBarOmero Kare KaHANbBL, COCTABIIIET TOJOBHHY OT
KOJIMYECTBA, BKIIOUYEHHOTO B COCTAB KOMIIO3HMIMH, BBOJAMMOM OJMH pa3 B CYTKH, a
COTMYTCTBYIOIIEE JIEKAPCTBEHHOE CPEACTBO A JIEYCHHA OXKHUPEHHS COCTABIIAET
BTOPYIO TIOJIOBUHY YKA3aHHOTO KOJHMYECTBA. AJBTCPHATHBHBIE TPEMaparsl Uit
JCYEHUS OKUPEHUS MOTYT BKITIOYATh: CEJIEKTUBHBIE aTOHUCTHI PELENTOPA CEPOTOHUHA
2c, aHTarOHMCTHI JOTAMWHA, AHTATOHUCTHI PELENTOpPa KaHHAOWHOWNIA-1, aHAIOTH
JETITUHA, IPOMOTOPHI TPAHCTIOPTA JIENTHHA W/ WM PELENTOPOB JIENTHHA, HEUPOTIETITHT
Y ¥ aHTaroHUCTH aryTHU-CBA3aHHBIX TENTHAOB, NMPOOMHOMENAHOKOPTHH, KOKAaWH U
MIPOMOTOPBI perynupyemMon amperaMuHOM TPAHCKPHUIILHH, aHaJIoru
MENAHOLMTCTUMYJTUPYIOIIUX TOPMOHOB, arOHUCTHI PELIENTOPAa METAHOKOPTHHA-4 W
areHThl, BIMAIOMIME HAa METAO0OTH3M/aKTHBHOCTH HHCYJIMHA, KOTOPBIE BKIIOYAIOT
WHTHOUTOPBI NpOTEeUHTHPO3HH-(Pocdaraspl-1B, AQHTarOHHUCTHI perenropa,
AKTUBHPYEMOTO TPOTIH(PEpPaTopoM NEPOKCHCOM, OPOMOKPUIITHH KOPOTKOTO JAECHCTBHUA
(3proceT), aroHWCTBI COMATOCTATHHA (OKTPEOTH.I), AaJUMOHEKTHH, CPEACTBA,
BJIMSIOIIME HA HEPBHBIE MPOBOSINUE Iy TH KETyA0YHO-KUIIEYHOI'O TPAKTa, BKIIOYAs
T€, KOTOPBIC TOBBIMAIOT AKTUBHOCTH XOJEIUCTOKWHWHA, TOBBINAIOT AKTHBHOCTD
TIIIOKArOHOMOAO00HOTO — TenThaa-1  (3KCTeHauH 4, JHpParayTHA, WHTHOHUTOPHI
JUTETTHAXINETITAAA36I [V) B MOBBIIAIOT aKTHBHOCTD Oelika Y Y3-36, u Te, KOTOpbhIe
CHIDKAIOT AKTUBHOCTh TPEJIMHA, a TAaKKE AaHAJIOTH AaMHWJIHHA, KOTOPHIE MOTYT
VBEIMYUTh CKOPOCTh MeTadommM3Ma B COCTOSHWUH moKos ("'cemekruBHble" [-3-
CTHMYJIATOPBI/arOHUCTBI, TOMOJIOTH C pa300MmAOMMUMA OeIKaMH W  arOHUCTHI
TUPEOHMIHBIX PELENTOPOB), AHTATOHWCTH MEJTAHMHOKOHIICHTPUPYIOMIETO TOPMOHA,
aHamord  (PUTOCTAHONA, WHTHOWTOPHI aMWiIa3bl, (ParMEHTHl TOPMOHA POCTa,
CHHTETUYECKHE AaHAJOTH  JIETHIPOSTHAHAPOCTEPOHA  Cynb(dara, aHTATOHHUCTHI
akTuBHOCTH 11B ruapokcucTepouaaeruaporeHassl Tina | aaummouuTOB, arOHUCTHI
KOPTHKOTPOTIMH-BBICBOOOKIAFOIIETO TOPMOHA, HWHTHOWTOPHI CHHTE3a IKHUPHBIX
KHCJIOT, HHTHOUTOPHI KapOOKCHITENITHAA3H], HHIAHOHBI/HHAAHOBI, AMHHOCTEPOIIBI U

APyTHE UHTHOUTOPHI JKEITY AOYHO-KUIIIEUHON JTUTIA3HI.

[00254] B ykasaHHBIM COCTaB TAOJIETOK WM Karcyl U3 TaOomurpl 1 MOKET OBITh

BKIIFOYCHO JICKAPCTBCHHOC CPCACTBO JIA JICUCHHA I[I’Ia6€Ta (B JOIMOJTHCHHUE K
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BEIIECTBY, OTKphIBatomeMy Kate KaHab!). JIekapcTBEHHBIE CPEACTBA, KOTOPBIE MOTYT
NPUMEHATBCS U JIEYEHUs AWa0eTa, BKIIOYAIOT, HO HE OTPAHWUYUBAIOTCA HMH,
akap0o3y (ot 50 mo 300 mr/mosy), murmuron (ot 25 mo 300 mr/mo3y), merdopmuHa
rugpoxmopua (ot 300 mo 2000 mr/mosy), pemarmuaux (ot 1 mo 16 wmr/mosy),
Hatermuang (ot 200 mo 400 wmr/mo3y.), posurmusu3zoH (ot 5 mo 50 wmr/mosy),
merarmugazoH (or 100 mo 400 wmr/mo3y) wimm mr000€ JIEKapCTBEHHOE CPENCTBO,
KOTOPOE€ TOBBIIIAET YyBCTBHTEIFHOCTh K WHCYJIHHY WM YIIy4YIIaeT YTHIIH3ALUIO U
YCBOEHHE TIFOKO3bI. YKa3aHHBIE COCTABBI MPEINOYTHTEIIFHO MPUMEHSIOT OJWH Pa3 B
cyTku. [Ipu n03upoBKe /Ba pas3a B CyTKH KOJIMYECTBO BEIMIECTBA, OTKPBIBAIONIETo Kato
KaHAJTbI, COCTABIIET TOJIOBUHY OT KOJIMYECTBA, BKIFOYEHHOTO B COCTAB KOMITO3HIIHH,
BBOJUMON OJHMH Pa3 B CYTKH, a COIYyTCTBYIOIIEE JIEKAPCTBEHHOE CPEACTBO JIIA

JICUCHHA Jma6eTa COCTABJFACT BTOPYIO IMMOJIOBUHY YKA3aHHOT'O KOJTHYCCTBA.

[00255] B yxasaHHbBIH cocTaB TaONeTOK WM Karcynl u3 TaOmuipl 1 MokeT OBITh
BKITIOYCHO JICKAPCTBEHHOE CPEJACTBO /I CHWKEHHS YPOBHSA  XOJIECTEPHHA.
JlexapcTBEHHBIE CPEICTBA, KOTOPHIE MOTYT TPHUMEHATHCA UIT CHWKECHUS YPOBHA
XOJICCTEPHHA, BKIIIOYAIOT, HO HE OTrPAHHYHBAIOTCS HWMH, TPABACTATHH WJIH
CUMBACTATHH WJIH aTOPBACTaTHH WM (IyBaCTAaTHH WM PO3YBACTATHH HIIH
naoBactatuH (Bce oT 10 mo 80 mr/mo3y). YkasaHHBIE COCTaBBI NPEAMIOYTHTETHHO
MPUMEHSIOT OJUH pa3 B CyTKH. [IpH J03HPOBKE JBa pa3a B CyTKH MPEAMOYTHTEIIHEHOE
KOJIMYECTBO BEIIECTBA, OTKpbIBarOIEro Kare KaHamel, coctaBiasger oT 25 go 200
MT/103y, TIPA 3TOM JIEKAPCTBECHHOE CPEICTBO JJIS CHHJKCHHS YPOBHS XOJIECTCPHHA B

KOMITIO3UIHHU COCTABJIACT IMMOJTOBHHY OT YKAa3aHHOT'O KOJTHMYCCTBA.

[00256] B yka3zaHHBIM COCTaB TAOJIIETOK WM Karcyl W3 TaOomurpl 1 MOKET OBITh
BKITIOYEHO JIEKAPCTBEHHOE CPEACTBO [UIA JICUEHHUs Jenpeccuu. JlekapcTBeHHBIE
CPEICTBa, KOTOPhIE MOTYT MPHMEHATHCS U JICUEHHUS JCTPECCHH, BKIIFOYAIOT, HO HE
OTPAHWYMBAIOTCS WMH, IHTamonpamMa Ttuapoopomun (ot 10 mo 80 wmr/mosy),
scruTanonpama ruapoopomun (ot 5 10 40 Mr/mo3y), ¢piayBokcamuHa manear (ot 25 10
300 mr/mo3y), mapokcetuHa ruxpoxyopun (ot 12,5 mo 75 mr/mosy), ¢yokceTnHa
ruapoxyopun (ot 30 mo 100 mr/mo3y), cerpammua tuapoxmopux (ot 25 mo 200

MT/103y), aMUTpunTHiauHa ruapoxnopun (ot 10 mo 200 mr/mosy), Ae3umpamMuHa
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rugpoxsopua (ot 10 mo 300 mr/mosy), HopTpunTuirHA THApOXIopuA (ot 10 mo 150
MT/103y), myiaokcetuHa ruapoxyopun (ot 20 mo 210 wmr/mo3y), BeHmadakcuHa
ruapoxjopua (ot 37,5 no 150 mr/mosy), ¢penenssunacymnbdar (ot 10 mo 30 Mr/mo3sy),
oynpormona ruapoxjaopua (ot 200 mo 400 mr/mo3y) wnu muprazanusa (ot 7,5 g0 90
MT/1103y). YKa3aHHBIE COCTABBI MPEANOYTHTEIHHO MPUMEHSAIOT OJHH pa3 B CyTKu. [lpu
JO03UPOBKE JBA pa3a B CYTKH KOJMYECTBO BEIIECTBA, OTKPHIBAIOIMIETO Karep KaHATHI,
COCTAaBJIAECT MPEATOYTUTENHHO TOJIOBUHY OT KOJHMYECTBA, BKIFOYEHHOTO B COCTaB
KOMIIO3HIIMH, BBOJAUMOM OJHMH Pa3 B CYTKH, a JIEKAPCTBEHHOE CPEACTBO IS JICUECHHUSA

JETIPECCHUU COCTABIIAET BTOPYIO MOJOBHHY YKa3aHHOTO KOJIMYECTBA KOMIIO3ULIUH.

[00257] B ykazaHHBIH cocTaB TaONEeTOK WM Karcynl w3 Ta0muipl 1 MokeT OBITh
BKJIFOUYEHO JIEKAPCTBEHHOE CPEACTBO JUIA JICYCHHS THUIEPTCH3UH. JlekapcTBEeHHbIE
CpeACTBa, KOTOPBIE MOTYT MPUMEHATHCS I JICUYCHHS THIIEPTEH3UH, BKIIFOYAIOT, HO HE
OTPAaHUYHMBAIOTCA HMH, SHajanpuia maiear (ot 2,5 mo 40 mMr/mno3y), kanromnpuin (0T 2,5
a0 150 mr/mo3y), masuaonpui (ot 10 mo 40 Mr/mo3y), OeHazenpuia ruapoxIopus (0T
10 mo 80 mr/mo3y), keuHanpuna ruapoxiopun (ot 10 mo 80 Mr/mosy), mepuaonpuia
pudymuH (0T 4 10 8 Mr/no3y), pamunpui (ot 1,25 mo 20 mr/mo3y), Tpanaonanpui (OT
1 mo 8 wmr/mo3y), ¢osunompun Hatpus (ot 10 mo 80 wmr/mo3y), MOIKCHIPHIIA
ruapoxjopua (ot 5 mo 20 wmr/mosy), noszapraH kamus (ot 25 mo 200 wmr/mosy),
upoecaptas (ot 75 g0 600 mr/no3y), Bacaptad (ot 40 g0 600 Mr/mo3y), KaHaecapTaH
munekceTunn (ot 4 1o 64 Mr/mosy), oamecapran meaokcamMui (ot 5 mo 80 mr/mo3sy),
tenmucapran (ot 20 7o 160 Mr/mo3y), smpocapTana me3unar (ot 75 g0 600 mr/mo3y),
ateHoyonn (ot 25 mo 200 wmr/mosy), mpompaHojona ruapoxiopun (ot 10 mo 180
MT/H03Y), METOTIPOJIOJIA TAPTPAT, CYKIMHAT wir pymapat (Bce ot 25 mo 400 Mr/mo3y),
Hagomol (ot 20 go 160 mr/mo3y), 6etakcomona ruapoxaopun (ot 10 mo 40 Mr/mo3y),
aneoyronona ruapoxsiopus (ot 200 mo 800 mr/mo3y), maag0I0N (0T 5 10 20 MT/103Y),
oucomnposona ¢pymapar (ot 5 mo 20 mr/mosy), Hudenumma (ot 15 g0 100 Mr/mo3y),
denomurmuH (ot 2,5 mo 20 Mr/mo3y), ammogunuHa Oe3wnat (ot 2,5 mo 20 mr/mo3sy),
HukapaumuH (0T 10 1o 40 mr/no3y), HuzomaunuH (ot 10 10 80 Mr/mo3y), Tepa3zo3uHa
ruapoxyiopun (ot 1 g0 20 mr/mo3y), mokcacokcuHa mesunar (ot 4 mo 16 Mr/mosy),
npa3o3uHa THaApoxXJIopua (0T 2,5 no 10 mr/mo3y) wimm anby303uHa THAPOXIIOPHT (OT

10 mo 20 mr/mo3y). YKa3aHHbIE COCTaBBI MPEANOYTHTEIHHO MPUMEHAIOT OJUH Pa3 B
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cyTku. [Ipu n103upoBKe Ba pa3a B CyTKH KOJMYECTBO BEMIECTBA, OTKPHIBAIOMIETO KaTo
KaHaNbl, COCTABJSIET MPEAMOYTUTENBHO TMOJOBHHY OT KOJIMYECTBA, BKIIFOUEHHOTO B
COCTaB KOMIIO3MIIMM, BBOAUMOW OJHMH Pa3 B CYTKH, a JIEKAPCTBEHHOE CPEACTBO IJIs
JICYCHUS] THUNEPTEH3UM COCTABISET BTOPYK TMOJOBHUHY YKa3aHHOTO KOJIMYECTBA

KOMITO3HIIHUH.

[00258] B yka3zaHHBIH COCTaB TAONETOK WM Karcyn u3 Taomuiel 1 MOXKET OBITh
BKIIIOYEHO JMYyPETHYECKOE JIEKAPCTBEHHOE CPEICTBO JJIA JIEYEHHUA OTEKOB.
JIMypeTHKH, KOTOPbIe MOTYT MPUMEHATHCS, BKIIOYAIOT, HO HE OIPAHHYHBAIOTCA HMH,
amunopuaa rugpoxyopun (ot 1 mo 10 mr/mosy), crmpononakron (ot 10 mo 100
Mr/m03y), TpuamtepeH (ot 25 mo 200 mr/mosy), oymeranun (ot 0,5 mo 4 Mr/mosy),
dypocemun (ot 10 o 160 Mr/mo3y), ITAKPUHOBYIO KUCIIOTY HIIM 3TAKPHUHAT HATPHUA
(Bce ot 10 mo 50 mr/mo3y), Tocemun (ot 5 mo 100 mr/mo3y), xmopramumox (ot 10 mo
200 mr/mo3y), uamanamug (ot 1 go 5 mr/mosy), ruapoxmoporuasua (ot 10 mo 100
Mr/mo3y), xnopotuasuz (ot 50 mo 500 mr/mosy), OenzondpmromeTrasux (0T 5 mo 25
Mr/mo3y), ruapodaymernaszug (ot 10 7o 50 mMr/mosy), murtuiukinoruasug (ot 1 1o 5
Mr/no3y) wmm mnomutHasug (ot 1 mgo 10 mr/mo3y). VYKazaHHbIE COCTaBBI
MPEANOYTHTENIFHO IPUMEHSIOT OJWH pa3 B CYTKU. [Ipu TO3UpPOBKE JBa pa3a B CYTKH
KOJIMYECTBO BEHIECTBA, OTKPHIBAOMIETO K1 KaHAIBL, COCTABISECT MPEANOYTHTEIHHO
MOJIOBHHY OT KOJIMYECTBA, BKJIFOUEHHOTO B COCTAB KOMITO3HIIMH, BBOJAMMOM OJTUH pa3 B
CYTKH, a AMYyPETHYECKOE JIEKAPCTBEHHOE CPEIACTBO COCTABISIET BTOPYIO IMOJIOBHHY

YKa3aHHOTO KOJTHYCCTBA KOMITO3UITHH.

[00259] B yka3aHHBIA COCTaB TAOJNIETOK WJIM Karcyn w3 TaOomuiel 1 MOXKET OBITh
BKITIOYEHO JICKAPCTBEHHOE CPEACTBO [UIA JIEYCHHSA BOCMAJICHHA WIH OOJIM.
JlexapcTBeHHBIE CPENCTBA, KOTOPHIE MOTYT MPHUMEHATHCSA I JICYEHUS BOCTIAJICHHS
unu OONH, BKITIOYAIOT, HO HE OrpaHWYMBarOTCA WMH, acmupuH (ot 100 mo 1000
MT/103y), Tpamangona ruapoxiaopux (ot 25 go 150 mr/mo3y), rabanentusn (ot 100 mo
800 mr/mo3sy), ameromunoder ot 100 mo 1000 mr/mo3y), kapoamaszenud (ot 100 mo
400 wmr/mo3y), udymnpoden (ot 100 mo 1600 mr/mosy), kerompoden (ot 12 mo 200
MT1/103y), dernpoden Harpus (ot 100 mo 600 mr/mo3y), ¢nypounpodeH HaTpua WiH

¢aypoumnpoden (06a ot 50 mo 200 mr/n03y) WM KOMOWHAITHIO TFOOBIX U3 YKAa3aHHBIX
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MPEenapaToB CO CTEPOUJAOM WM aCHUPHHOM. YKa3aHHBIE COCTABbI MPEATIOYTHUTEIHHO
NPUMEHSIOT OJWH pa3 B CyTku. [Ipu m03upoBKE 1Ba pasa B CyTKH KOJIHYECTBO
BEIIECTBA, OTKPBIBAIOIIETO KA1 KaHANBL, COCTABIAET MPEANOYTUTEIBHO MOJOBHHY OT
KOJIMYECTBA, BKIIOYEHHOTO B COCTAB KOMIIO3MIIMHM, BBOJMMOM OJMH Pa3 B CYyTKH, a
Y PETUYECKOE JIEKAPCTBEHHOE CPEJACTBO COCTABISIET BTOPYIO MOJOBHHY YKA3aHHOI'O

KOIM4YCCTBAa KOMITO3HUIIHH.

[00260] B cocTaB yKa3aHHBIX KOMITO3UIIMM Ta0NeTOK WM Karcyn u3 TaOmummr 1
MOJKET OBITh BKIIFOUEHO JIEKAPCTBEHHOE CPEACTBO IS JICYEHHS CBSI3aHHBIX C
O’KMPEHUEM COMYTCTBYIOIIUX 3a00JIEBAHWM, KOTOPBIE YKa3aHbI BHIMIE. JHA0ETa,
MOBBIIIEHHOTO YPOBHA XOJIECTEPHUHA, JEMPECCHUU, TUMEPTCH3UH U OTEKOB, WM
JIEKapCTBEHHBIE CPEACTBA JJIsl JICUEHUS aTEPOCKIIEPO3a, OCTEOAPTPUTA, TPHIKH JIUCKA,
JACTCHEPALMH KOJIEHHBIX M Ta300€APEHHBIX CYCTaBOB, PaKa MOJIOYHOH JKEJIE3BI,
SHAOMETPUS, MIEHKH MATKH, TOJCTOM KHILIKH, MPEICTATEIIbHOW JKEJe3bl, JEHK03a, a
TAKKE TUICPIUNHIEMUHN, ACTMBI/PEAKTUBHOTO 3a00JIEBAHUS JBIXATEIBHBIX ITyTEH,
KEeITYHOKaMeHHOW ©Oone3Hu, ['OPB, oOCTpyKTHBHOTO amHO® BO CHE, CHHAPOMA
TUTIOBEHTUJISILIMA BCJICACTBHE OKHUPECHUS, PEIUAUBHPYIOMUX BEHTPAIBHBIX TPBIK,

HAPYIICHUS MEHCTPYATBHOTO IIUKJIA U O€CTIIOHA.

[00261] B cocTaB yKa3aHHBIX KOMITO3WUIIMH Ta0NEeTOK WM Karcyn u3 TaoOmummr 1
MOJKET OBITh BKITFOUEHO AHTHUIICHXOTHYECKOE JIEKAPCTBEHHOE CPEACTBO, NPH 3TOM
KOMOHMHAIUSA TPUMEHSAETCS IS JICUCHHUS TICHXOTHYECKOTO COCTOSTHHUS M JUTA JICUCHUS
WIH TPEAOTBPAIICHHUA YBEIWYEHUS BeCa, MUCITUNUIEMHW WIH HApPyIEHHOU
TOJIEPAHTHOCTH K TJIOKO3€ y WHAMBHIA, MOJyYaromero mpemapar. JlekapcTBeHHBIE
CpeacTBa, KOTOPBIE MOTYT TIPUMEHATHCA UIA JICUYECHHUS PA3THUYHBIX TICHXOTHYECKHX
COCTOSTHUH, BKITFOYAIOT, HO HE OTPAHUYHMBAIOTCS MMM, JIATHW WK €ro colib (0T 250 mo
2500 mr/mo3y), kapbamazenuH wim ero coiib (ot 50 mo 1200 Mr/mo3y), BajabIpoar,
BaJIBIIPOEBYIO KHUCIIOTY WM AMBAIBIPOKC (0T 125 mo 250 mr/mo3y), mamoTpuruH (0T
12,5 mo 200 mr/no3y), omanzanuH (ot 5 mo 20 mr/mo3y), kno3zamue (ot 12,5 mo 450
Mr/mo3y) wiu puctiepuaoH (ot 0,25 mo 4 wmr/mo3y). YKa3zaHHbIE KOMIIO3HITHH
MPEANOYTHTETHHO TPEIHA3HAYEHBI 1T BBEACHHUS OJHMH Pa3 B CyTKU. [Ipu mo3uposke

JIBa pa3a B CyTKH KOJIMYECTBO BEIIECTBA, OTKPHIBAIOIIETO Karep KaHABL, COCTABIAET
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OpCANOYTHUTCIIPHO TMOJIOBHUHY OT KOJIWYCCTBA, BKIIIOUYCHHOI'O B COCTAB KOMIIO3HUIIHH,
BBOI[I/IMOfI OAWMH pPa3 B CYTKH, a AHTUIICHUXOTHYCCKOC JICKAPCTBCHHOC CPCIACTBO

COCTABICT BTOPYIO IMMOJIOBHHY YKA3aHHOT'0 KOJTMYCCTBA KOMITO3UIIWH.

[00262] B ykazaHHBIA COCTaB TAONETOK WM Karcyn w3 Taomuiel 1 MOXKET OBITh
BKITIOUCHO JICKAPCTBEHHOE CPEJICTBO JJIS JICUCHHS WITH TTPO(HUIAKTHKH HUIIEMHUYECKOTO
WK penepdy3HOHHOTO TOpPakeHHsA. JIEKapCTBEHHBIC CPEACTBA ISl JICYCHUS WITH
NpOQUITAKTHKH HIOIEMHYECKOTO WU penepdy3HOHHOTO MOPAKEHHS, KOTOPHIE MOTYT
NPUMEHATHCS, BKIIOYAIOT, HO HE OTPAHHYUBAIOTCS WMHU. HHU3KOMOJIEKYJISPHBIC
TemapuHbl (IanTenmapuH, YHOKCANIAPHH, HAAPOTIAPWUH, THH3ATIAPUH WJIH JaHATAPOU.),
aHKpJ, TEHTOKCH()WUIMH, HUMOJMIHH, (IyHapu3uH, d0CeJeH, THUpPHIa3al,
kiometnason, aromuct AMPA (GYKI 52466, NBQX, YM90K, 3onammanen wiu
MPQX), SYM 2081, cendoren, muepectar, CP-101,606, nexctpodasn,
aexctpometopdan, MK-801, NPS 1502, pemanemun, ACEA 1021, GV150526,
SUNPOIWIT- UPESHIPOIMII, TyOeTy30JI, HAIOKCOH, HaI(eMEH-IIATHKOJIHH, areThi-L-
KapHUTHH, HHU(PEIUTTHH, PECBEPATPOJ, TPOU3BOJAHOEC HHUTPOHA, KIOMHIAOTPEI,

naburarpam, npayrpen, Tpokconpoamt, AGY-94806 wmm KAI-9803.

[00263] B Hacrosmiem H306peTeHHH npeaIarar0oTCsi COCTaBbl, BBOAUMBIC OJWH HIIH
JIBA Pa3a B CyTKH CyOBEKTY C OKHPEHHUEM HJTH H30BITOYHBIM BECOM, 0OECIICYHBAIOTITHE
MOCTOSHHYI0 LUPKYJTUPYIONIYI0 KOHLEHTPALUIO BEMIECTBA, OTKPBIBAIOMET0 Kate
KaHAJTbl, JOCTATOYHYIO JJIT TOTO, YTOOBI HHAYyIUPOBATh CHWKCHHUE Beca. CHIDKCHHUE
Beca TPOUCXOAUT B PE3yJIbTaTE€ MPEUMYIIECTBEHHOW TMOTEPH JKHPAa B OPraHU3ME.
JIOTIOJTHUTETPHOTO CHIDKEHHSI BE€Ca MOXKHO JOCTHYb, €CIIH BBOAUTH COCTaB B

COYETAHHH C TUETOMN C TOHWKEHHON KAJIOPUUHOCTBIO.

[00264] B HACTOAIIEM H306peTeHHH npeaIararoTCs COCTaBbI  BEUIECTB,
otkpbiBatomux Karp KaHaabBL, BBOJAWUMBIE B BHIEC Pa30BOM JO3BI CYOBEKTY C
O’KUPEHUEM, M30BITOUYHBIM BECOM WM CKIIOHHOMY K OKHPEHHUIO, YTO OOECIICYHBACT
WHTHOMPOBAHUE CEKPENUH WHCYJIMHA HATOIAK WM CTUMYJIMPOBAHHOTO TITFOKO30M B

TeueHHue OKO0JI0 24 yacoB wiu 0ko10 18 uacos.
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[00265] B HACTOSAIIEM H306peTeHHH peaIararoTCs COCTaBBI BEIMIECTB,
OoTKpbIBarOIUX Kate KaHanmbl, BBOAWMBIE B BHJAEC PA30BOU J103BI cy6BeKTy C
OJKHPCHHUCM, H30BITOYHBEIM BECOM WIIH CKJIOHHOMY K OKHPCHHUIO, YTO oOecrieyuBaeT

MOBBILICHUE PACXO0JA SHEPTHH B TEUEHHE OKOJIO 24 4acOB WM OKOJIO 18 4acoB.

[00266] B HACTOSAIIEM H306peTeHHH peaIararoTCs COCTaBBI BEIIECTB,
otkpbiBatomux Karp KaHajabl, BBOAMMBIE B BHIEC Pa30BOM O3Bl CYOBEKTY C
O’KUPEHUEM, M30BITOUYHBIM BECOM HIJIH CKIIOHHOMY K OKHPEHHUIO, YTO OOECIICUHBACT
MOBBIMIEHUE WHTCHCUBHOCTH OETA-OKHUCIIEHUS KUPOB B TCUEHHE OKOJIO 24 4acoB WU

okoJ10 18 yacos.

[00267] B  wHacTosimeM ~ W300PETEHWH  TPEIJIATAIOTCS  COCTABBI  BEINECTB,
OoTKphBalOIUX Kare KaHANBI, BBOAMMBIE B BHIC Pa30BOM O3Bl CYOBEKTY C
OKUPEHUEM, H30BITOYHBIM BECOM WJIH CKIIOHHOMY K OJKHPEHHIO C rumnepgarue, 4ro
o0ecTIeYnBaET MOJaBJIcHUE THrepparud B TEYCHHUE OKOJO 24 4acoB WM OKOo 18

qacCoB.

[00268] B wactosamem H306peTeHHH MpeajIarartoTCs COCTaBbl, BBOJUMBIC cy6£eKIy
OMWH WIX JBa pa3a B CyTkd (24 4daca), 00€CIEUHUBAIOIIHAE IMOCTOSHHYIO
LUPKYJIUPYIOIIY0  KOHIIEHTPAI[MIO BEIIECTBA, OTKPHIBAOMIET0 Kate KaHabl,
JOCTATOYHYIO 11 WHAYIIHPOBAHUS JHOO COCTOSHHA TOKOS OeTa-KIETOK, JHOO
MOBBIIICHHON 4yBCTBUTEIIFHOCTH K WHCYJIHHY, WJIH TOTO H APyroro. Takoe cOCTOSHUE
MOKOS O€Ta-KIIETOK ¥ TOBBINICHHE YyBCTBHUTEIBHOCTH K HMHCYJIHHY MOTYT
crocoOcTBOBaTh A (PeKTUBHOMY JeueHuto amadera | Tuma, awadera Il Tmma u
npeaaradeTa. Takoe COCTOSTHHE TTOKOA O0€Ta-KIIETOK W TOBBIMICHHUE YyBCTBUTEIBHOCTH
K MHCYJIHHY MOTYT CIOCOOCTBOBaTh 3((PEKTHBHOMY BOCCTAHOBIICHHIO HOPMAaJTbHOU
TOJIEPAHTHOCTH K TITFOKO3€ Yy MAUEHTOB ¢ AuadeTom Il THma w npenanade THieCKHMHU

COCTOAHUAMH.

[00269] Pazauunbie q)apMaueBTqucm/Ie COCTaBbl C BEIICCTBAMH, OTKPBIBAIOIIHMH
KATe KaHaNBL, HMEOT MHOKECTBO MPUMEHEHHH, BKITIOYAsA, HO HE OTPAHUYHUBASACH UMH:
(1) nedenue oxupeHus; (2) MPEIOTBPAIIEHUE YBEIMUYEHHUS Beca y JIIOACH, KOTOPBIE

MPEIPACTIONIO’KEHBI K OKHpPEeHHI0, (3) JeYeHWe  THIEPUHCYIHMHHA WA
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THIEPUHCYTHHU3MA; (4) JeueHne runorukeMud; (5) neueHue runepaunuaemMun, (6)
neuenne nuadera Il tuma, (7) coxpaHeHue (PyHKIMH TODKENTYIOYHOM JKEJE3bl TPH
muadete | tuma; (8) meyenme mertabommueckoro cuHAapoma (wimm cuHApoma X); (9)
MpeIoTBpalleHne Tiepexoaa mnpeaauadera B auader; (10) koppekius aedexTon
CEeKpPELIMM WHCYJIWHA ¢ YyBCTBHUTEIBPHOCTH K HMHCYJIMHY, CIIOCOOCTBYIOIIHMX
npeaguadery u auadety Il tuma; (11) nedyeHue CHHAPOMA MOJTUKUCTO3ZHBIX SHYHUKOB,
(12) mpenoTBpamieHHE HINEMUYECKOTO WM penepdy3noHHOTO mopaxkeHus;, (13)
JCYCHUE YBEITUYEHHUS Beca, MUCITUNUIAEMUU WIM HAPYIIEHUS TOJEPAHTHOCTH K
IMIIOKO3€ Yy TAIMEHTOB, TOJYYaBIIMX AHTUIICHUXOTHYEeCKHEe Tmpemapatbl, (14)
MPEJOTBPAIIEHUE YBEITMUEHUE BeCa, AUCITUMHUIECMUN WIH HAPYIIEHHUs TOJIEPAHTHOCTH
K TJIFOKO3€ Y MalMeHTOB, MOIyYaBIIUX aHTHUIICUXOTHYECKHE Tpenaparsl, a Takke (15)
JeYeHHE JHOOBIX 3a00J€BaHUM, TPH KOTOPOH THUMEPIIUIHIEMHUSA, THIICPUHCYIHUMU,
THIIEPUHCYJIMHU3M, TUICPIUNUIEMUA, THIEp(arus WIH OKHUPEHHE SABIAIOTCA
dakTOpaMu THKECTH WM TIPOTPECCHPOBAHUA 3a00JI€BaHHWA, BKIIOYAs, HO HE
orpaHu4MBasch WMH, cuHapoM Ilpagepa-Bummm, cungpom Cmura-Marenuca,
cuapom Openuxa, cuHapom Kosna, cunapom CammuTa, CHUHAPOM AJbCTpOMA,
cunapoM bepsecona, cunapom bapae-bunna, runepnunonporennemuro I, 11, 11T u IV

THIIA B TOMY TIOI00HOE.

[00270] B oxnom BapHaHTE pealu3aluu I/I306peTeHH$I BEIIECTBO, OTKPBIBAIOIICE
KaTe KaHanbl, BBOAST WHAMBHAY C W30BITOYHBIM BECOM HWJIH OKHPCHHEM B BHJC
TBEPAOW TIEPOPATbHON JIEKApCTBEHHOW ()OpPMBI OJWH pa3 Ha 24 yaca, B HEKOTOPBIX
Cy4asiX B KOMOWHAIIMK C TOPMOHOM POCTa, JIUIT HHIYIIUPOBAHUSA CHIDKEHUS Beca. B
JOTIOTHATEITFHBIX BAPHAHTAX peau3allii H300peTeHus Yy HHauBH A (a) HeT auadeta |
tuma, (b) Her mmabGera Il Thma, (c) HET XPOHHYECKOW, PELMIWBUPYIOMEH WA
OOyCTIOBIIEHHOW JEUCTBHEM JIEKAPCTBEHHOTO cpejacTBa rumorimukemun, (d) Her

META0OTUIECKOTO CHHIPOMA, HITH (€) HET 3JIOKAYECTBEHHOUW THTICPTCH3UH.

[00271] B oxnom BapHAaHTE peaau3aluu H306peTeHHﬂ BEIIECTBO, OTKPBIBAIOIIECE
KATe KaHambl, BBOOAT WHAWBHAY C W30BITOYHBIM BECOM WM OKHPEHHEM B BHIIE
TBEPJAOH TIEPOPATBHON JIEKAPCTBEHHOHM (hOpMBI ABa pa3a B 24 4aca, B HEKOTOPHIX

Cliy4dasax B KOM6I/IHaI_[I/II/I C TOPMOHOM PpOCTa, AJId HHAYLHHPOBAHHA CHWKCHHA BCCA.
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VYka3zaHHOE JIeYeHHE MOKET OBITh CIWHCTBEHHBIM JICYEHHEM JUIA HHIYLUPOBAHUS
CHIDKCHHS Beca. B JIOTOTHATETPHBIX BAPHAHTAX PEATH3ALMN U300PETCHHS HHIHBHI C
M30BITOYHBIM BECOM WIIM CTPAJAIONINK OXHUpPEeHHeM (a) HE WMEET OMyXOJH,
cekpeTupyronie nacynuH, (b) He UMEeT CHHAPOMA TTOJIMKUCTO3HBIX SHYHHUKOB, (C) HE
nmeet auadera | tuma, (d) He umeer auadera Il Tumna, (€) He UMeeT METa0OTUIECKOTO
cuaapoma, (f) He WMeeT XPOHHYECKOW, PELUAWBUPYIOMIEH WM 00YCIIOBICHHOM
NCUCTBHEM JIEKAPCTBEHHOTO CpPEACTBA THIOTIHKEMHH, (g) HE JeYdTCS OT
nm3oppenun ramonepunonom uau (h) He UMEeT 37TI0KAYeCTBEHHOW THIIEPTEH3HH. B
JOTIOTHATEIIFHBIX BAPUAHTAX PEATH3aLUH M300PETEHUS Y MOIPOCTKA ¢ W3OBITOYHBIM
BECOM WJIM CTPAJAIOIIET0 OKUPEHHEM (a) HET AUArHOCTUPOBAHHOTO nuadeta | Tuma
wir Il tema, (b) HET XpOHHYECKOH, PEIUIWBHUPYIOMEH HIH O0OYCIOBIICHHOW
JACUCTBHEM  JIEKAPCTBEHHOTO  CPEACTBa  TUIOTIMKEMMM  WMiad  (B)  HeT

AAArHOCTHPOBAHHOTO MeTa0O0IHYECKOTO CHHApOMaA.

[00272] B nmpyrom BapuaHTe peanM3alMHd HW300pPETEHHS BEINECTBO, OTKPHIBAIOIIEE
KaTe KaHajbI, BBOIAT WHAWBHAY C W30BITOYHBIM BECOM KM OKHPEHHEM B BHJIE
TBEPJIOHW TIEPOPATBHON JIEKAPCTBEHHOW (OPMBI TPpU pa3a B 24 uaca, B HEKOTOPHIX
CllydasXx B KOMOMHAIIMA C TOPMOHOM POCTA, ISl WHAYLIHUPOBAHUS CHIKEHHUS Beca.
VYka3aHHOE JI€YCHHE MOXKET OBITh €JUHCTBEHHBIM JICYCHHEM JUIA HWHIYIIHPOBAHUS
CHIDKEHUS Beca. B IOMOTHUTETPHBIX BApHAHTAX PEATH3AIMHA H300PETEHUS WHIUBH] C
M30BITOYHBIM BECOM HIIM CTPAJAIONINK OXKHUpEeHHEeM (a) HE HMEET OMyXOJH,
cekpeTupyronied nHcymH, (b) He UMEeT CHHAPOMA TTOJIMKHUCTO3HBIX SHYHHUKOB, (C) HE
nmeet auadera | tuma, (d) He umeer auadera Il Tuma, (€) He UMeeT METaOOTUIECKOTO
cunapoma, wiH (f) He UMEeT XPOHHYECKOH, PEIHIHBHPYIONICH I 00YCIOBIICHHON

I[CfICTBHCM JCKApPCTBCHHOI'O CPEACTBA TMIIOTTIMKCMHH.

[00273] B nmpyrom BapuaHTe peanH3alH H300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, BBOAAT MOAPOCTKY C HM3OBITOYHBIM BECOM WM OKHPEHHEM B BHIIE
TBEPAOW TIEPOPANBHOU JIEKApCTBEHHOW (POpMBI TpU pas3a Ha 24 Yaca, B HEKOTOPBIX
Cllydasx B KOMOMHAIIMA C TOPMOHOM POCTA, ISl WHAYLHUPOBAHUS CHWKEHHUS Beca.
VYkazaHHOE JI€YeHHE MOXKET OBITh €IWHCTBEHHBIM JIEYCHHEM JUIA HWHIYIIHPOBAHUSA

CHIDKEHUS Beca. B [OMONHHUTENbHBIX BAapHUAHTAX pEAM3alUd HW300pPETCHHA Y
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MOJIPOCTKA C M30BITOYHBIM BECOM WJIH CTPAJIAIOIIUM OJKHPEHHEM (a) THArHOCTUPOBAH
mraber | Tuma wmm Il Ttema, (b) HET XpOHMYECKOHW, pPELMAMBHPYIOMIEH WA
OOyCTIOBIIEHHON JIEHCTBHEM JIEKAPCTBEHHOTO CPEACTBA THUIOTIMKEMHH WIH (B) HET

METabOTUIECKOTO CHHIPOMA.

[00274] B nmpyroMm BapuaHTe peanM3alMH H300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KATe KaHaIBI, BBOJAT B BHIE TBEPAOU MEPOPATHHOM JIEKAPCTBEHHOU (POPMBI TPH pasa
B TeueHHEe 24 4acoB, B HEKOTOPBIX CIIy4asX B KOMOWHAIMHM C TOPMOHOM pOCTa, I
WHIYIUPOBAHUS CHIKEHHMA BECAa Y B3POCIIOrO YENOBEKA C M30BITOYHBIM BECOM HIIH
CTPAJAIOMIETO OKHUPEHUEM, KOTOPHIM (a) HE TONy4aeT OJHOBPEMEHHO HHBEKIIUH
TIIIOKAroHa, TPUHOATUPOKCHHA wiu (ypocemuna, (b) He NeyuTcs OT MHU30(PECHUU

rajJonepuI0JIOM HIH (C) HE UMEET 3II0KAYECTBEHHOM THITEPTEH3UH.

[00275] B nmpyrom BapuaHTe peanM3amMy HW300pPETEHHS BEINECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, BBOAAT WHIWBUAY C H30BITOYHBIM BECOM HIIM OXXKHPEHHEM B BHIE
TBEPJIOHW TEPOPATBHON JIeKapCTBEHHOW (POpMBI TpH paza B TeueHHe 24 4YacoB, B
HEKOTOPBIX CIy4YasgX B KOMOHMHALIMKM C TOPMOHOM POCTA, i1 HHAYIMPOBAHUA

CHIDKCHUA BECA.

[00276] B nmpyrom BapuaHTe peajH3alMH H300PETEHHS BEIECTBO, OTKPHIBAIOIICE
Kate KaHambI, BBOOAT WHAWBHAY C W30BITOYHBIM BECOM WM OKHPEHHEM B BHIIE
TBEPAOW TIEPOPATBHOMN JIEKAPCTBEHHOM (DOPMBI, BBOJUMOU OJWH, BA, TPH WA YETHIPE
pasa B TeueHue 24 4acoB, B HEKOTOPHIX CITy4asX B KOMOHHALIMH C TOPMOHOM POCTAa,
ISl MHOYUWMPOBAHUS CHIDKEHUS Beca, B CyTOUHOM no03e ot 50 go 275 wmr. B
JOTIOTHUTEITFHOM BapHAHTE PEATH3aLUH W300pPETCHHA Y WHAWBUAA C W30BITOUHBIM
BECOM WM OXUpeHueMm (a) HeT nuadera I Tuma, (b) Her muabera Il Tuma, (c) Her
XPOHUYECKOH, PEUUAMBHPYIOMENH HIH OOYCIIOBICHHOW JEWCTBHEM JIEKAPCTBEHHOTO

CpeAcTBa THUMOTIIMKeMUH, Wil (d) HET MeTabOTHYECKOTO CHHAPOMA.

[00277] B nmpyroMm BapuaHTe peanH3alH HW300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, BBOOAT WHAWBHAY C W30BITOYHBIM BECOM WM OKHPEHHEM B BHJIE
TBEPOH MEPOPATTEHON JIEKAPCTBEHHOH (DOPMBI, BBOAUMOU OJIWH, /1BA, TPH WA YETHIPE

paza B TeueHHe 24 4acoB, B HEKOTOPHIX CIIy4asX B KOMOHHALMH C TOPMOHOM POCTAa,
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IS MHAYLUPOBAHHUA CHIDKCHUS BeEca, B CyTO4HOM no3e ot 130 mo 275 wmr. B
JOTIOJTHUTEIIFHOM BapHAHTE PEATH3alUH W300pPETEHHA Y MHAWBUAA C HU30BITOUYHBIM
BECOM WM OUpeHuem (a) HeT nuadera I Tuma, (b) Her muabera Il Tuma, (c) Her
XPOHHYECKOH, PEUUAMBHPYIOMEN WU OOYCIIOBIEHHOW JEUCTBHUEM JIEKAPCTBEHHOTO

CpeICcTBA THIOTTHKeMUH, Wi (d) HeT MeTabOTMYECKOTO CHHIPOMA.

[00278] B nmpyroMm BapuaHTE peanH3alMH HU300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KT KaHambl, BBOAAT HHAMBHUIY C U30BITOUYHBIM BECOM MJIH CKIOHHOMY K OXKHPEHHUIO
B BHUJE TBEPIOH NEPOpPaIbHOU JIEKapCTBEHHOM (opMbl Tpu pasza Ha 24 yaca, B
HEKOTOPBIX CIIydasgX B KOMOMHAMM C TOPMOHOM pocCTa, UId MOJACP KaHUA
CHIKEHHOTO BECA, MOCKOJIbKY MPEANIOYTUTENBHO MOAJEPKUBATh BEC Yy CTPAJAIOIIETO
OKUPEHHEM HHAMBHIA Cpa3dy K€ TII0CIE€ HEKOTOPOrO CHIJKEHHSA Beca, KOrjaa
anbTEPHATUBOM ABIAECTCA BOCCTAHOBIICHHE Beca. B IONOTHUTENBHOM BapHAaHTE
peanu3ayy U300pEeTeHUs BBOAUMAs CYTOYHAs 71032 BEHIECTBA, OTKPbIBAOIIEro Kato

KaHaJjbl, cocTaBiieT ot 50 mo 275 wmr.

[00279] B apyrux BapHaHTax peaju3alid W300PETEHHUS BEIICCTBO, OTKPHIBAIOIIEE
Kate KaHampl, BBOOAT B BHAEC TBEPAOW NEPOPATBHOH JEKAPCTBEHHOW (OpPMBI
WHAWBHUIY C HM30BITOYHBIM BECOM, OKHPEHHEM WM CKIOHHOMY K OJKHPCHHIO, B
HEKOTOPBIX CITy4YasX B KOMOMHALIMK C TOPMOHOM POCTa, U (2) TOBBIIICHHUS PAacXo/a
sHeprud, (b) TOBBIMEHUS CKOPOCTH O€Ta-OKHCICHHA JKUpa WiIH (C) CHWKECHHSA

KOHILICHTPALMH LIUPKYJIHPYIOIMHUX TPUTIIALIEPUIOB.

[00280] B npyrux BapuaHTaX peajM3aldd H300PETCHHS TBEPAYIO TMEPOPATHHYIO
JeKapCTBEHHYIO (hOPMY BEINECTBA, OTKPhIBAKOMIET0 Karep KaHANbI, BBOIAT B TCYCHHE
JUTATCIIBHOTO BPEMEHH HHIAWBHIY, HWMCIOIIEMY s OTOr0 TIMOKa3aHWsA, I

UHAYLHUpoBaHus notepH 25%, 50% unu 75% UCXOAHOTO KUpPa B OPraHU3ME.

[00281] B napyroM BapHWaHTe peanH3ali H300PETEHUS TBEPAYIO TEPOPATHHYIO
JICKapCTBEHHYIO (hOPMY BEINECTBA, OTKPhIBAKOMIEr0 Kargp KaHaNbI, BBOIAT B TCYCHHE
JUTATCIIBHOTO BPEMEHH HMHIWBHIY, UMCIOIIEMY JJIsi 3TOTO MOKA3aHHUS, B HEKOTOPBIX

clny4asX B KOMOMHAIMM C TOPMOHOM pOCTa, Ui HWHAyIHPOBaHUSA (a)
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MPEUMYIIECTBEHHON MOTEPH JKHpa B opraHu3Me wiH (b) MperMyImecTBEHHON MOTepH

BHUCIIEPAJIBHOTO JKHPA B OPraHU3ME.

[00282] B 1momonmHWUTENBHBIX BapHAHTaX peanu3aldd  H300PETCHHUS TBEPIYIO
MEPOPATbHYIO JIEKAPCTBEHHYIO (DOpMy BemIeCTBa, OTKPBIBAOMIETO Kare KaHATHI,
BBOJAT B TCUECHUE JJIUTEIILHOIO BPEMEHU OJIMH, 1BA WK TPU Pa3a B CYTKU B CyTOYHBIX
no03ax ot 50 g0 275 Mr UHAMBHUAY, B HEKOTOPBIX CIIy4asX B KOMOWHAIIMHA C TOPMOHOM
pocta, mia (a) uuaynupoaHus mnorepu 25%, 50% wmm 75% WCXOOHOTO >KHMpa B
opranusMe, (b) UHAYLHUPOBAHUS MPEUMYIIECTBEHHOMN MOTEPH JKUPA B OPraHU3ME, WITH

(C) MHAYLIMPOBAHUS TTPEUMYIIECTBEHHOM MOTEPH BUCLIEPATBHOTO JKHUPA B OPTaHU3ME.

[00283] B napyrom BapuaHTe peanu3alid H300PETEHUS TBEPAYIO TMEPOPATbHYIO
JIEKapCTBEHHYIO (hOopMy BemmecTBa, OTKPhIBAONIETO Kare KaHAJBI, BBOJISAT UHIWBUY,
B HEKOTOPBIX CJIy4asX B KOMOWHAIIMH C TOPMOHOM pOCTa, IJIS HHIYIMPOBAHHS
MPEANOYTUTEIIEHOM TTOTEPH JKHPA B OPTraHU3ME M MHIyLUPOBAHUA CHIKCHUS YPOBHA

LUPKYIUPYIOMIMX TPUTTULIEPUIOB.

[00284] B apyroM BapHaHTE pealHM3alMH H300PETCHHUS TBEPAYIO TMEPOPATHHYIO
JIeKapCTBEHHYIO0 (POpPMY BeImecTBa, OTKPHIBAOIIET0 Katep KaHAJbBI, BBOJIAT COBMECTHO

C TOPMOHOM poOcCTa.

[00285] B eme omHOM BapuaHTe peau3aluy W300PETCHHS TBEPAYIO NEPOPATTbHYIO
JEKapCTBEHHYIO (pOopMy BemecTBa, OTKphIBArOMIETo Kare KaHAIBI, BBOJAT COBMECTHO
C TOPMOHOM POCTAa M, B HEKOTOPBIX CIy4asX C OJHHM WU OOJiee W3 arcHTOB:
CHOyTpaMHWH, OpJHCTAT, PHMOHAOAHT, BEMIECTBO, TOAABILIIONMEE  ATMETHT,
AHTUACIIPECCAHT, AHTUANWICHTHYECCKHM arcHT, JUYPETUK, HE  ABILIOINUANCA
dbypoceMuaoM, TIpemapar, HHAYUUPYIONIHNH CHIDKEHHE BECca C TMOMOIIBI0 MEXAHU3MA,
OTJIMYHOTO OT BEHIECTBA, OTKPBIBAKOIIETO Karep KaHaNbL, mpenapar, WHAYLHMPYIOIIHAN
CHIDKEHHE BECa ¢ MOMOINBI0 MEXaHW3MAa, OTIMYHOTO OT BEIIECTBA, OTKPBIBAKOINETO
Kate KaHamel, HO He SBIAOOIETOCA METHOPMHUHOM, (PYpPOCEMHUAOM  HIIH
TPUHMOATHPOKCHUHOM, HJIM IIpenapaTr, KOTOPBIM CHIKAET KPOBSHOE [IaBJICHHE,
WHIYIUPYET CHWKCHHWE BECa W/HMIIM HAa3HAYAETCS I JIEYEHHUS ACCOLMHUPOBAHHBIX C

OKHPEHUEM COTMYTCTBYIOIMHUX 3a00JICBAaHUH Yy WHAWBHAA C HW30BITOYHBIM BECOM,
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OKUPEHHUEM WJIM CKJIOHHOMY K OKHPEHHIO. B JOTIOJHHUTENBHBIX BapHaHTaX
peanu3aliid W300pPETCHHUSA Y WHAMBHIA C HW30BITOYHBIM BECOM, OKHPCHHEM WITH
CKJIOHHOTO K OKHpeHHWI0 (a) muarHoctupoBaH nmadera | tuma, (b) Her mmaGera II
tuna, (C) HET XPOHUYECKOW, PEIUAMBUPYIOIMEH WM OOYCIIOBICHHOW JCHUCTBHEM

JIEKApCTBEHHOTO CPEACTBA TUIOTIMKEMHUH, WK (d) HET METa0OIMIECKOTO CHHAPOMAL..

[00286] B npyrom BapuaHTe peanHM3alMH H300pPETEHHA TBEPAYIO MEPOPATBHYIO
JeKapCTBEHHYIO (popMy BemecTBa, OTKpbIBatOIEro Kare KaHambl, BBOJIT COBMECTHO
C TOPMOHOM POCTa M, B HEKOTOPBIX CIy4asX C OJHUM WM OOJie€ M3 areHTOB:
AHTUJCTIPECCAHT, TIPENapaT, KOTOPBIM CHIDKAET KPOBSHOE MAaBIIEHUE, IIperapar,
KOTOPBIA CHIKAET YPOBEHb XOJIECTEPHHA, Ipemapart, KoTopsii mosbimaet JIIIBII,
MPOTHBOBOCTIAJIUTEIIEHBIM areHT, HE SBJAIOMMNCT wHruomropom Cox-2, mpemapar,
KOTOPBIA CHIDKAET YPOBEHb LUPKYJIUPYIOIIMX TPUITHULEPUAOB, HWHAWBHAY C
W30BITOYHBIM BECOM, O’KUPEHHEM WIIH CKIIOHHOMY K O’KHPEHHIO JUIS WHAYIUPOBAHUSA
CHIDKCHHS BeCa W/WIIM JICUEHHs AaCCOLMHUPOBAHHBIX C OYKUPEHHEM COIYTCTBYIOIIHX
3a00s1eBaHUM. B TONOTHUTETPHBIX BapHAHTAX PeaTU3aliy H300PETECHHS Y HHAUBUA C
W30BITOYHBIM BECOM, OJKHPEHHEM WM CKJIOHHOTO K OXHpeHHWIo (a) Her mmadeta |
tuma, (b) Her muabGera Il THma, (C) HET XPOHHYECKOW, PEIMIUBHUPYIOMEH WA
OOYCTIOBIIEHHOW ACHCTBHEM JIEKAPCTBEHHOTO CPEICTBA THIOTIMKeMUH, Wik (d) Her

META0OTUIECKOTO CHHIPOMA.

[00287] B ngpyroMm BapuaHTe pealHM3alMd H300pPETEHHS TBEPAYIO MEPOPATIBHHYIO
JEKapCTBEHHYIO (PopMy BemecTBa, OTKpbIBarOmero Kare KaHAIBI, BBOJAT COBMECTHO
C TOPMOHOM POCTa M, B HEKOTOPBHIX CIydYasX C OJHHUM HIM OOJiee M3 areHTOB:
MpernapaTr, KOTOPBIM CHIPKACT KPOBSHOE JAaBICHHUE, IPEnapaTr, KOTOPBIM CHIKAET
YPOBEHb XOJIECTEPUHA, Ipernapar, KOTOPBIN MOBBIIIAET HDL,
MPOTHBOBOCTIAIUTENIEHBIN areHT, HE SABJAOmMKCT uHruomropom Cox-2, Tpemapar,
KOTOPBIM CHIDKAET YPOBEHb LUPKYJIUPYIOIIMX TPHUIIIHMUEPUAOB, U1 TMOAACPKAHUA
BECA W/WIIK JIEUEHUs ACCOLMMPOBAHHBIX C O’KUPEHUEM COIMYTCTBYIOLIMX 3a00J€BaHUMN
yV MHIWBHAA C W30BITOYHBIM BECOM, O)KHPEHHEM WM CKIOHHOMY K OXKHPEHHIO,
MOCKOJIBKY ~SIBIISIETCSL INPEAIOYTUTENBHBIM MOAACPKAHUE BecCa Yy CTPAJAOIIETO

OXKHUPCHHUCM HWHAWBHUJA TIOCJIC CHMWKCHHUA BECa A0 HeKOTOpOfI CTCIICHHU, KOI'aa
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anbTEpHATUBOM SABIAETCA BOCCTAHOBJICHHME Beca. B ONMOIHUTENBHBIX BapHAaHTaX
peanm3anyi W300pPETEHHA y WHAMBHAA C HW30BITOYHBIM BECOM, OKHPEHHEM WIIH
CKJIOHHOTO K OKHpeHuio (a) Het amadera | tuma, (b) Her mmabera Il tuma, (c) Her
XPOHHYECKOH, PEUUAMBHPYIOMEN WU OOYCIIOBIEHHOW JEUCTBHUEM JIEKAPCTBEHHOTO

CpEeICTBA THMOTTHKEMUH, WK (d) HET METa0OIMYECKOTO CHHAPOMA.

[00288] B JOIOJTHUTECIIBHBIX BapHaHTax peamu3anyuu HM300peTCHHA
TaOJIETUPOBAHHBIN COCTAB BEIIECTBA, OTKPBHIBAOIIETO K \1¢ KaHATBI, MPUMEHAETCA I
BBEJCHHUA TepaneBTHUECKH 3(P(EKTUBHON 03I BEHIECTBA, OTKphIBAOMETO Kare
KaHaJbl, HHAUBUIY C U30BITOYHBIM BECOM, O’KUPEHHEM WU CKIIOHHOMY K OXKHPEHHUIO
W HMMEIOIETO TMOKa3aHus uid (a) oOecrmeyeHHs TOKos Oera-kiaeTok, (b) redeHms
muadera | tunma wmm Il tuma wmm (¢) mposeneHHs NPO(UIAKTUKA BO3HUKHOBEHHS

nradeTa.

[00289] B JOMONHUTENPHBIX BAapUAHTAX PEANTH3AIMH HW300PETEHUS TBEPAYIO
MEPOPATHHYIO TaOJIETUPOBAHHYIO JIEKAPCTBEHHYIO (DOPMY BEIIECTBA, OTKPHIBAFOIIETO
KAtre KaHambl, BBOJAT COBMECTHO C FOPMOHOM pOCTa M, B HEKOTOPBIX CIy4asx C
OJTHAM HJTH OO0Jiee M3 areHTOB. (DEHTEPMHUHOM HITH €TO MPOHU3BOIHBIM, B3POCIOMY HITH
MOJPOCTKY JJI1 HMHIYIHUPOBAHUSA CHIDKEHHS BECa W/WIW JICUCHHUSA OXUPCHHS U
ACCOIIMMPOBAHHBIX C OKUPCHUEM COMYTCTBYIOIMUX 3a00JICBaHHH. B TOTIOTHATE TBHBIX
BApPHAHTAX PeaH3aIUH N300PETEHUS TBEPAYIO TIEPOPATBHYIO JIEKAPCTBEHHYIO (PopmMy
WK TaOJETHPOBAHHBIM COCTAB BEINECTBA, OTKPHIBAIOMEr0 Karep KaHAIBI, BBOIAT
COBMECTHO C (DEHTEPMHHOM HWJIA €Tr0 TPOM3BOJHBIM, B HEKOTOPBIX CIIy4asX B
KOMOMHALIMH C TOPMOHOM pOCTAa, B3POCIABIM WM TOAPOCTKAM, [UIA JICYCHHS

META0OTUIECKOTO CHHIPOMA, TIPH HAJTMYHH JJIsl 3TOTO TTOKA3aHHH.

[00290] B gpyrux BapuaHTax pealM3aldd H300peTeHHA (hapMaLEeBTHUYCCKH
MPHEMJIEMBIA COCTAB BEHIECTBA, OTKPhIBAOIIET0 Kate KaHambl, B 103ax ot 50 no 275
MT/CYTKH BBOJAT COBMECTHO C TOPMOHOM POCTA, U B HEKOTOPBIX CIIy4asiX C OJTHAM WJTH
0ojiee U3 areHToB. (PEHTEPMHHOM HITH €T0 TPOU3BOIHBIM B CYTOYHBIX A03aX OT 15 1o
37,5 Mr, UHOUBHAY C W30BITOYHBIM BECOM HWJIH OKHPEHHUEM JUI WHIYIUPOBAHHS

CHIWKCHHA BE€Ca, JICUCHHA METa00JIHIECKOTO CHUHJApOMa WK A1 HHAYUHPOBAHHA
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CHIJKCHHS BeCa M JICUCHHsS AaCCOIMHPOBAHHBIX C OKHPEHHEM COTMYTCTBYIOIIHX
3a0omeBannii. B apyrom BapuaHTe peanu3anuMud W300peTeHUs TaOIETHPOBAHHBIN
COCTaB BBOJST MAIIHEHTY COBMECTHO C TOPMOHOM POCTa U B HEKOTOPBIX CIIyYasX C
OJTHAM WJIH OOJIe€ W3 arcHTOB. (PEHTEPMHUHOM WJIH €r0 TPOW3BOIHBIM, IS JICHCHHS

META0OTUIECKOTO CHHIPOMA.

[00291] B apyrom BapuaHTe peamu3alMl H300PETEHHUS OBICTPOPACTBOPAIOLIUICS
COCTaB BEHIECTBA, OTKPHIBAIOIMETO Karep KaHambl, B HEKOTOPBIX CIy4asX B
KOMOWHAIIMK C TOPMOHOM POCTA, TNPHUMEHAIOT Y TMAOWEeHTAa JUIA OOECTICYCHHUS

TepaneBTU4YeCKH 3(P(HEeKTUBHOM 103bI, IPU HATUYHUH [T 3TOTO OKA3aHH.

[00292] B apyrux BapwaHTax peanu3alii H300PETEHHSA BEIIECTBO, OTKPBIBAIOIICE
K AT KaHaIbI, BBOAAT, B HEKOTOPBIX CITy4YasXx B KOMOWHAIIUH C TOPMOHOM POCTA, OJHH
pa3 B 24 yaca B mo3ax oT 125 mr g0 275 Mr, HHAUBHAAM C U30BITOYHBIM BECOM HITH
OKUPEHUEM, HE MMEIOIMM auadeta Il THMa ¥ He MONyYaroImuM JICYCHHE 110 TTOBOAY

HOYHOM THITOTJIHKEMHH.

[00293] B nmomogHUTEILHBIX BapHaHTax peanu3anuu I/I306peTeHI/I$I BEMIECTBO,
oTkpbiBatomee Kare KaHABL, TPEACTABISET COOOW TaONEeTKy WIIH KamcCyly Juis
MEPOPANBbHOTO BBEACHHA. B TaOMeTKy WM Kamncylly MO’KET OBITh JOTOTHHUTEITHHO
nobasneH MerdopMuH. B nmpyrom BapuaHTe peanv3aiMH HU300pPETCHHUS BEIECTBO,
otkpbiBatomee Karep KaHAbl, TOTOBAT B (hOpME TEPOPATBHON CYCIICH3UH, TPH ITOM
TEpOpaNbHAs CYCIICH3HS MOKET OBITH JOTOJHHTEIIFHO HHKAICYJIMPOBaHA B JPYTOM

BapUAHTE PEATH3AIH H300PETCHHA.

[00294] B nmpyrom BapuaHTe peamu3alM HW300peTeHHA (apMaLEBTHUYECKYIO COJb
BEINECTBA, OTKPHIBAOMIETO K1 KAHABL, MMOMEIAIOT B TAOJETKY WM KAmCyny I
MEPOPATHOTO BBEJCHHS HJIH MPEACTABISIIOT B (hOPME MIEPOPATHHOM CYCIICH3HH HIIH B
dopMe TEpOpanbHOTO PACTBOPA, HIM B BHIE KAICYJIHPOBAHHOTO IIEPOPAIBHOTO
pactBopa. Ecnm BemiecTBOM, OTKPBIBAIOINMM KAaHAJbBI, SBIECTCS JHA30KCHI, COJb,

OpCANOYTUTCIIbHO, HC ABIIACTCA HaT‘pHCBOfl COJIbIO.
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[00295] B nmpyrom BapuaHTe peanH3alH HU300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
Kare KaHABI, COBMEMIAIOT B (PapMalEBTHYECKOM COCTaBE, MPHTOTHOM IS
NEPOPATBHOTO BBEIEHHA, C THAPOXJIOPOTHASHIAOM, XJIOPOTA3HIOM, LUKIOTHAZHIIOM,
OEH3THA3HIIOM, METHIMKIOTHA3ZHIOM, OeHIPODIFOMETHAZHIOM,

rUaPO(IyMETHAZHAOM, TPUXIOPMETHAZHIOM WITH TTOJIUTHAZUIOM.

[00296] HpH BBCACHUU JIIOASIM HWIH KUBOTHBIM COCTaBOB, HpeI[CTaBJ'IeHHHﬁ B
HACTOAIIEM JOKYMEHTE, HAOITF0JAF0TCSI HEKOTOPBIE WJIH BCE M3 CIIEAYFOIINX 3((HEKTOB:
(1) cHWKaeTca MPOAYKLHMA TUIIONPOTEHHOBOM JIUIA3bl ATUMIOLMTAMU; (2) YCUIIUBAETCS
JMIONN3 B AQAMIOLMTAX; (3) CHIDKAETCS SKCIPECCHA CHHTa3bl JKUPHBIX KHCIIOT
aaunonmrTamMu; (4) CHWXKAETCA AKTUBHOCTH TIIHMIEpaibaeruadochaTaeruiporeHass
aaunoLMTOB;, (5) HOBBIE TPUITMUEPUABl CHUHTE3UPYIOTCS M OTKJIAQABIBAIOTCS B
ATUTIOLUTaX B HEOONBIIOM KOJIHYECTBE WM COBCEM HE CHHTE3HUPYIOTCS W HE
OTKITAABIBAOTCS; (6) ycuneHHas skcnpeccus B; axpenepruyeckoro pemenrtopa (3;AP)
yIydIraeTcst agpeHepruyeckas (GpyHKuus B amunonuTax; (7) CHIKAETCS CEKpelHs
WHCYJIMHA, CTHMYJIMPOBAHHAS TJFOKO30M, B-KaeTkamu mopKeNyIoOuHOM skenesbl; (8)
CHIKAeTC WHCynuHeMwus;, (9) mMOBBIAETCS YPOBEHb TJIOKO3bI B KpoBH; (10)
MOBBITIIAETCS SKCIpeccHs pazodmaroniero Oenka 1 B agumoruTax; (11) ycummBaercs
TEPMOTEHE3 B OCIION M KOPHUYHEBOH YKHUPOBOHW TKaHW; (12) CHW)KAETCS KOHICHTPALHS
TPUCTUIEPUAOB B Tuasme; (13) CHIDKAeTcs KOHIECHTPAIWSA [HPKYIHPYIOIIETO
nentuHa, (14) aKTHUBUPYIOTCS WHCYJIHHOBBIE penenTops; (15) ycummBaercs
MOTJIOMICHNS TIFOKO3bI, (16) CHWKAeTCAs CTENeHb THIEPIUIA3HH agunouutos; (17)
CHIDKAETCH cTemeHb runeprpoduu  amumorwmroB; (18) CcHKaeTcs CKOPOCTh
MPEBPAINEHUS TIPEATUTIONUTOB B aTUTIONUTH; (19) CHIKAETCS 4acToTa MPOSBICHUH
runiepdaruy; (20) moseimaercs creneHs 3ammTel [IHC, cepaeunoit u apyrux TkaHen
OT HWIIEMHYECKOTO WM penepy3uoHHOTO Tmopakenws;, (21) ymyumaercs
YYBCTBHTEIBHOCTh K HHCYNHHY; (22) MOBBIIAeTCs KOHIEHTpaIws uHeyuHa B CMOK;
(23) moBBImaeTCAs KOHIEHTPAIUSA LUPKYJIUPYIOMNIETO aJTUITOHEKTHHA;, (25) CHU)KaeTcs
KOHICHTPAIMA UUPKYJIUPYIOMHUX TPHUTIHIECPUAOB; (26) YCHIMBAETCA COCTOSHHE

MOKOA OeTa-KIeTOK W/uiu (27) yBenmnmuuBaeTcs O€3KHPOBas Macca Teja.
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[00297] [ToporoBbie KOHIICHTPAIlMK, OINHCAHHBIE B HACTOSIIEM H300PETCHUH,
BKITIOYAIOT LUPKYJIUPYIOIIUE KOHUEHTPALMH BEIIECTB, OTKPBIBAOIMNX KA1 KaHANBI, B
HEKOTOPBIX CIy4asX B KOMOMHALIMH C TOPMOHOM POCTA, SABIIOIIUECS PE3YIbTATOM
BBEACHUSA JIECKAPCTBEHHOI'O CPEICTBA B BHJIE COCTaBa JJI1 BHYTPHUBECHHOI'O BBEICHMS,
MEPOPAIBHOTO ~ COCTaBa C  HEMEAJICHHBIM  BBICBOOOKIACHHEM, COCTaBa C
KOHTPOJIUPYEMBIM BBICBOOOXKIACHHUEM, COCTAaBa I TPAHCACPMAIbHOTO BBEACHHS WIIH
cocTaBa Uil HMHTPAHA3AJIbHOTO BBEACHUS WHIAMBHAY C HW30BITOUYHBIM BECOM HIIH
O’KUPEHHEM, UTO MPHUBOIMT K (1) moamaromemMycs U3MEPEHHIO TOAABICHHIO YPOBHEN
MHCYJIMHA HATOINAK; (2) MOAABICHUIO YPOBHEH MHCYIMHA HATOIIAK 110 MEHBINEH MEpPE
Ha 20% 10 CPaBHEHUIO C UCXOJHBIM U3MEPEHUEM Y TOTO K€ MHAWUBHIA JI0 JICYCHHA C
MPUMEHEHUEM BEINECTBA, OTKphIBaOmEro Kare kaHamsl; (3) moJaBlIeHHMIO YPOBHA
WHCYJIMHA HATOIMAaK 1o MeHbmed mepe Ha 30% 1O CpPaBHEHHIO C HCXOJHBIM
W3MEPEHUEM Yy TOTO K€ HWHAMBUAA JA0 JICYECHHA C IPHUMECHEHHEM BEHIECTBA,
oTkpeiBaromero Kure kKaHamsl; (4) MOJABICHHIO YPOBHA HHCYJIHMHA HATOIIAK II0
MeHbIel Mepe Ha 40% 1Mo CpaBHEHUIO C UCXOIHBIM U3MEPEHUEM Y TOTO JKE€ HHIAUBHUIA
A0 JIEYCHWS C TIPUMEHEHHWEM BEIIECTBA, OTKpbIBaromero Kare kanamer, (5)
MO/IABJIEHUIO YPOBHS MHCYJIMHA HATOILIAK MO MEHbINENH Mepe Ha 50% 1o cpaBHEHHUIO C
HCXOJHBIM U3MEPEHUEM Y TOTO K€ UHAMBH/A JI0 JICYEHUS C IPUMEHEHHUEM BEIIECTBA,
oTkpeBaOmero Kare KaHamsr, (6) MOJABICHHIO YPOBHA WHCYJWHA HATOINAK IO
MeHbIeH Mepe Ha 60% 1Mo CpaBHEHHUIO ¢ HCXOAHBIM H3MEPEHHUEM Y TOTO K€ HHIUBUAA
0 JICYEHHWS C TPUMEHEHHEM BEIEeCTBa, OTKpbIBaromero Kape kanamer, (7)
MO/IABJIEHUIO YPOBHS MHCYJIMHA HATOLIAK MO MEHbINENH Mepe Ha 70% Mo CpaBHEHHUIO C
WUCXOJHBIM U3MEPEHUEM Y TOTO K€ MHAMBH/A /0 JIEYEHUS C IPUMEHEHHUEM BEIIECTBA,
oTkpeBaromero Kare kKanamsr, (8) momaBIeHHIO YPOBHA HWHCYJWHA HATOINAK IO
MeHblIe Mepe Ha 80% Mo CpaBHEHHUIO ¢ HCXOAHBIM U3MEPEHHUEM Y TOTO K€ UHIAUBUAA
70 JICYCHUsI C IPUMEHEHHUEM BEMIECTBA, OTKPHIBAIOMETO KaTe KaHANBL, (9) CHIDKEHHIO
Beca; (10) MOBBIIEHUIO 3aTpaT HEPTHH B TOKOE, WK (11) TMOBBIIEHUIO OKHUCICHUS

JKUPOB HUITH KUPHBIX KUCIIOT.

[00298]  [loporoBbie 3¢EKTHI, OTMCAHHBIE B HACTOSIIEM H300PETEHUH, BKIFOYAIOT
OUPKYJIUPYIOMIWE  KOHLEHTPAIMM  BEHIECTB, OTKPBIBAlOIUX Kare  KaHATHI,

ABIIIOIUCCA PE3YIIBTATOM BBCACHUA JICKAPCTBCHHOI'O CPCACTBA B BUAC COCTaBa AJIA
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BHYTPHUBCHHOT'O BBCACHMUA, nepopaabHOTO coCTaBa C HEMCAJICHHBIM
BBICBO60)I(I[€HI/I€M, cocTtaBa C€ KOHTPOJMPYCMbIM BBICBO60)KI[€HI/ICM, coctaBa C
3aMCOJICHHBIM BBICBO60)KI[CHI/IGM, cocTtaBa M1 TPAHCACPMAJIIbHOTO BBCACHHUA WA
coCTaBa AJII MHTPAHA3aJIbHOIO BBCACHHWA HHAWBHUAY, CKIIOHHOMY K OXHUPCHHUIO, YTO

npuBOAMT K (1) cHIKeHUIO Beca U (2) moAIep:KaHuIO Beca.

[00299]  Iloporosbie 3(EKTHI, OMMCAHHBIE B HACTOSIIEM H300PETEHUH, BKIIOYAIOT
LUPKYJIUPYIOIIWE  KOHLEHTPAIMM  BEHIECTB, OTKpbIBalOmUX Karp  KaHambI,
ABIIIFOINMECS PE3yNbTATOM BBEACHUS JIEKAPCTBEHHOI'O CPEACTBA B BHJE COCTaBa I
BHYTPUBEHHOTO  BBEJIEHHUS,  IMEPOPAIBHOTO  COCTaBA C  HEMEICHHBIM
BBICBOOOXK/ICHHEM, COCTaBa C KOHTPOJIHMPYEMBIM BBICBOOOXKICHHEM, COCTaBa C
3aMeJICHHBIM BBICBOOOKICHHUEM, COCTaBa I TPAHCACPMAIBHOTO BBEICHHA WU
COCTaBa JUIi MHTPAHA3AJIbHOTO BBEJACHUS HHIUBHIY C IPEAIHA0ETOM, YTO MMPUBOIHUT K

NPEIOTBPALICHUIO MEPEX01a COCTOSHHS B THA0ET.

[00300]  IloporoBbie 3(pEeKThI, OTMMCAHHBIE B HACTOSIIEM H300PETEHUH, BKIFOYAIOT
LMPKYJHPYIOIIME  KOHIIEHTPALIMM  BEHIECTB, OTKPBHIBAIOIUX Kare  KaHAJbI,
ABJIAIOLINECS PE3yJIbTATOM BBEICHHS JIEKAPCTBEHHOTO CPEICTBA B BHAE COCTaBa I
BHYTPHBCHHOTO  BBEJCHHWS,  TEPOPAIBHOTO  COCTaBa  C  HEMEIJICHHBIM
BBICBOOOKJICHHEM, COCTaBa C KOHTPOJHMPYEMbBIM BBICBOOOXKIECHHEM, COCTaBa C
3aMEJICHHBIM BBICBOOOKIACHHEM, COCTaBa IJI1 TPAHCACPMAIBHOTO BBEICHHS WA
COCTaBa Il HHTPAHA3aJIbHOTO BBEICHHS HHAUBHAY C THa0eTOM | THIA, 4YTO MPUBOIHUT

K COCTOSIHHIO TTOKOSI OeTa-KIIETOK.

[00301] MexaHu3M IEeUCTBHS, MOCPEIACTBOM KOTOPOTO COXPAHSIETCS WM CHUXKAETCA
BEC B PE3ybTATE JITUTEIIFHOTO MMPUMEHEHHUS BEMIECTB, OTKPHIBAIOMINX KA1 KaHATBI, Y
WHIWBHUIOB C HW30BITOYHBIM BECOM, CTPAJAIOIIUX OKHUPEHHEM WIIH CKIOHHBIX K
OKHUPEHHUIO, KaK TPEIaraeTcsi B HACTOAIEM JOKYMEHTE, BKIIFOYAET, HO HE
orpanuumBaetcsa, (1) yBenmueHue MOTPeOICHUS YHEPTUH, (2) YCHUIICHHE OKHUCIICHHS
YKUPOB W JKUPHBIX KUCIIOT, (3) yCHJIEHHE JIUTIONN3a B KUPOBOW TKaHH, (4) yCHICHHE
MOTJIOMIEHUS TIFOKO3bl TKAHAMHM, TOBBIIICHHE YyBCTBHUTEIFHOCTH K HHCYNHHY, (5)

yIIyqImeHne OeTa-aJIpeHepPTHIecKoro oTBeTa U (6) yBelmWdyeHHE OE3KHUPOBOW MACCHI
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Tena. MexaHusm I[CfICTBHH, nocpcaACTBOM KOTOPOTO COXPAHACTCA HUIIM CHUXKACTCA BCC
B PE3YIbTATC AIUTCIIbBHOTO NMPHUMCHCHHA BCHICCTB, OTKPBIBAIOIINX KATq) KaHalbl, Yy
HWHAWBUAOB, CTpagarolux OXHUPCHUCM HJIH CKJIIOHHBIX K OXHUPCHHIO, Kak
npeanaracrca B HACTOAIICM MOKYMCHTC, MOXKCT TAaKKC BKIHOYATh TIOJAABIICHHUC

AIllICTHUTA.

[00302] JlnuTenmpHOE TPUMEHEHHE (PAPMALIEBTUYECKHUX COCTABOB  BEIIECTB,
OTKphIBaOIUX K 1o KaHATBI, Y HHAMBUIOB C W30BITOYHBIM BECOM MJIM CTPAJAOLINX
OKUPEHUEM HJTH JKMBOTHBIX, B HEKOTOPBIX CIy4asX B KOMOMHALIMU C TOPMOHOM POCTa,
MNPUBOAMT K CYHIECTBEHHOMY M YCTOMYHMBOMY CHIDKEHHIO BECA, BKJIIOYAs HEKOTOPBIE
WM Bce U3 caeayromux 3¢¢exros: (1) mpeamnoyTUTEN HOE CHIKEHHE KOJIMYECTBA
Xupa B opranusme; (2) moteps 6onee 25% ucxomHO# Macchl Tena; (3) moreps Ooee
50% wucxomHoM Macchl Tenma; (4) morteps Oomee 75% wmcxomHoW Macchl Tenma; (5)
3HAYUTETIbHOE YBEIMYECHHE 3aTpaT 3HEPrHMHM B TOKoe; (0) yBEIWYEHHE OKUCIICHHA
KUPOB M KUPHBIX KHUCHOT; (7) CHWKEHHE KpPOBSHOTO aaBieHWA; (8) CHIKEHHE
NPOAYKIMH JUMONPOTEHHOBBIX JIMIA3 aaunonuramMu; (9) YCHJIEHHE JHITONIU3a
amumorutamu; (10) CHIKEHHE SKCIIPECCHHM CHHTA3bI JKHPHBIX KUCIIOT a/IHITOIIMTAMHU;
(11) cHmKeHWE AaKTHBHOCTH TiUIEpambaeTHaA(ochaTACTHIPOTeHA3bl aTHITOIUTOB;
(12) cuHTE3 W OTIIO)KEHHE B AJUIOIMTAX HOBBIX TPHUTIHIIEPHAOB B HEOOIBINIOM
KOJIMYECTBE WIJIM TIOJHOE OTCYTCTBHE YKa3aHHBIX TmporieccoB; (13) ynydmenue
aJIPEeHEPTHUYECKOW (DYHKIMH B aTUNONUTAX MOCPEACTBOM YCHJICHHSA SKcTpeccuu Bs
aapenepruyeckoro penenrtopa (B;AP); (14) cHmwKeHHE CTHMYITHPOBAHHOM TITFOKO30HM
CeKpeMd WHCYJIHHA B-KimeTkaMu momKenyaI0uHON skene3br, (15) ymeHbIIeHUe
nHcynuHeMuwr; (16) mOBBIIEHHWE YPOBHA TIIOKO3BI B KpoBHW; (17) mMOBBIIIEHHE
SKCIIpeccHur paszodmaroniero Oemka 1 B agumormrax; (18) ycuieHue TepMoreHesa B
0enol ¥ KOPHYHEBOW KUPOBOH TKaHU; (19) CHIKeHHE KOHIEHTPAIMH TPUTIIHIICPHIOB
B 1a3me; (20) CHIDKEHHE KOHIICHTPAIMH TUPKYIUPYIOMIETo JenTrHa; (21) akTuBanms
WHCYJTMHOBBIX PELENTOPOB; (22) yCHIEHHE MOTJOMEHUS TIIOKO3BI;, (23) CHWKEHHE
THNEPIUIA3ANA  AIMTIONMTOB; (24) CHWKeHWE runepTpodun amumoumTos; (25)
CHIDKEHHE CKOPOCTH TPEBPAIIEHUS TPEAJHUIIONUTOB B AJHMIOLMTH; (26) CHWKEHHUE
YacTOTHI MPOABICHUH Turepdaruu; (27) mocneqoBaTeIbHOE YMEHBIIEHHE KOTHYECTBA

HauOoee MEeTaOONMYECKH AKTHBHOW JKHUPOBOM TKaHHM (BUCIEPATbHON) HAa TEPBOM
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JTame, MOCIE€ Yero - YMEHBIIEHHWE KOJMYECTBA MEHEE META0OTHUYECKH AKTHBHOM
KUPOBOW TKaHM;, (28) MOBBINICHHE IUPKYIHPYIOIUX KOHICHTPALMH aJHITOHEKTHHA;
(29) moBbBIIEHWE YPOBHA MHCYJIMHA B IepeOpocTHHATBHON >kuAKocTH, (30)
nosbiieHue kKommyectsa MPHK  maHkpeaTMdeckux HWHCYIMHOBBIX OCTPOBKOB W
conmepkanus WHCynmHA; (31) ycunenne meTabonuueckon 3GPeKTHBHOCTH HHCYIUHA

nni (32) yBenuueHue 0€3:KMPOBOM MaCChI TENA.

[00303] JlnuTenmpHOE TPUMEHEHHE (PAPMALIEBTUYECKHUX COCTaBOB  BEMIECTB,
OoTKpbIBalOIUX Kare KaHambl, B HEKOTOPBIX CIAy4YasX B KOMOWHAIMH C TOPMOHOM
pocTa, y JOAEH WM JKUBOTHBIX, CKJIOHHBIX K OKHPEHHUIO, BKIIIOYAas WHIWBUIOB,
MOJIBEPTUIMXCS PA3IMYHBIM BHIAM OapHaTPUYECKUX XUPYPTHUYECKUX BMEIIATENbCTB,
MPUBOAUT K YCTOWYMBOMY TOJJIEP’)KAHUIO BECa, BKIOYAs HEKOTOPBIE WIIM BCE W3
ceayromux 3¢dexTon: (1) yBemuueHne pacxoa SHEPTHH B MOKOE; (2) yBETUYCHHE
OKHCIICHHUS JKAPOB W JKHPHBIX KHCIOT, (3) CHIDKEHHE KpPOBSHOTO HaBicHus; (4)
CHIJKEHUE TNPOAYKLMH JMIIONPOTEHHOBBIX JMMa3 ajxunouuramu; (5) ycuieHue
JMIONI3a aJUNOLUTaMH; (6) CHIDKEHHE OHKCIPECCHHM CHHTA3bl JKHPHBIX KHCIIOT
agunonutamu; (7) CHIDKCHHE AaKTHBHOCTH TiHIEpaimbaeTHadochaTaeruaporeHa3bl
anummoMToB; (8) CHHTE3 W OTJIOKECHHE B AJMITOIMTAX HOBBIX TPUTIHUIECPUAOB B
HEOOJBIIOM KOJIMYECTBE WJIM TIOJIHOE OTCYTCTBHE YKAa3aHHBIX Mpoueccos; (9)
VIyYIIEHHEe aapeHEePTHYECKOW (YHKIWH B AJHIOIMTAX TIOCPEACTBOM YCHIICHHS
skcripeccuu B3 agpeneprmueckoro  pementopa  (B;AP);  (10)  cHmwkeHue
CTHMYJIMPOBAHHOM TITFOKO30M CEKPEIMH HHCYTMHA B-kneTkamu momxeny mounoit; (11)
CHIWKEHHE WHCYynHHEeMUH, (12) mOBBINIEHWE YPOBHSA TIIOKO3bI B Kposw, (13)
MOBBIIMIEHUE 3KCTpeccHu pazodmaromero Oenmka 1 B agunommrax; (14) ycHIeHHHE
TEpMOTEHE3a B O€JI0M W KOPUYHEBOW JKUPOBOM TKaHW; (15) CHWKEHHE KOHIIEHTPALUN
TPUTTMLEPHUIOB B TU1a3Me; (16) CHIKEHNE KOHIEHTPAIUH IUPKYJHUPYIONIETO JIETITHHA;
(17) akTHBaWs WHCYJTHMHOBBIX pelenTopos; (18) yCuileHHWe TOTIOMIEHUS TITFOKO3BI;
(19) cHwkeHue THNEpIIazuu  amunounToB; (20) cHWKeHWE rTUNEPTPOdHUH
aaumonurToB; (21) CHIKEHHE CKOPOCTH TPEBPALICHHS MPEATUTIONUTOB B AHUITOLUTHI;
(22) cHwkeHHWE 4YacTOTBI  TposBiIeHWNA  runepdarmm; (23)  TOBBIIEHHUE
OUPKYIUPYIOMHX KOHIEHTPAIMH aAUITIOHEKTHHA;, (24) MOBBIIIEHHE YPOBHSA WHCYJIMHA

B IEPEOPOCTIMHANBHOM  SKUAKOCTH; (25) mossmmenuwe komudectBa MPHK
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MAHKPEATHYECKUX WHCYJIMHOBBIX OCTPOBKOB M COJACPKaHUs WHCYJHHA; (26) YCHICHHUE

METa00IM4YeCKON 3(PPEKTUBHOCTH HHCY THHA.

[00304] OI[HOKpaTHOG UM JJIIUTEIIHPHOEC BBCIACHHUC (I)apMaIJ;eBTI/I‘IeCKI/IX COCTaBOB
BEIIECTB, OTKPHIBAIOMINX Kare KaHAmbI, B HEKOTOPBIX CIydyasX B KOMOHMHAIIMU C
TOPMOHOM pOCTa, JIOAAM M JKMBOTHBIM C mpeanuaberom wiu guaberom | Twma,
NPUBOAUT K  TPOPHUIAKTHKE  HEAOCTATOYHOCTH  O€Ta-KIETOK,  YIYYIIECHHUIO
ITIMKEMUYECKOTO KOHTPOJS W MPEAOTBPALICHUIO TEpexoja MpeaauadeTa B IHAOET,
BKITFOYAs HEKOTOPbIE WM Bce W3 cieayrommx 3¢dekTos: (1) yBenumueHue 3atpar
SHEPrUM B TOKOE; (2) yBEIMYEHHE OKHUCIIEHHUS >KUPOB M SKMPHBIX KHCIOT; (3)
CHIDKEHHE KPOBSHOTO JaBJIECHHUA; (4) CHIKEHUE NMPOAYKLMHU JTUMOMPOTEUHOBBIX JIUNA3
aaunoumrTamMy; (5) yCHJICHHE JIMIIONH3Aa B aJUIOLMTAX; (6) CHIKEHHE IKCIPECCHU
CHUHTa3bl JKUPHBIX KUCIOT B  aaumoimrax, (7) CHIDKEHHME AaKTUBHOCTHU
riUepanbaeruapochaTIeruaporeHassl  aIUMoOnUTOB; (8) CHHTE3 W OTIOKEHHE B
aIUTIOIUTAX HOBBIX TPHUINIMLEPUAOB B HEOONBIIOM KOJNWYECTBE WM IIOJHOE
OTCYTCTBHE YKA3aHHBIX TPOLECCOB; (9) ynydmeHWe aJpeHEpruuecKor (YHKIUHU B
QIATIOIIMTAX TOCPEACTBOM YCHIIEHHS SKCTpecCHH B3 aJpeHEeprHyecKoro perentopa
(B;AP); (10) cHwKeHHE CTHUMYJIHPOBAHHOM TIFOKO30H CEKPEUWH HWHCYJIHMHA B-
KIETKAMH  TIO/DKEeNyqouHOW kene3bl; (11) ymeHpmenwe wHCymuHemuw, (12)
MOBBITIICHUE YPOBHS TIIFOKO3bI B KPoBH; (13) MOBBIIICHHE SKCTIPECCHH PA300MIAFOIIIETO
oenmka 1 B agumorTax; (14) ycuneHue TepMOreHe3a B OCJIOH U KOPUIHEBOU SKHPOBOH
TkaHu;, (15) CHWKEHHE KOHLEHTPAIMH TPUTIHIECPUAOB B 1iasMme; (16) cHmKeHHE
KOHICHTPALIMA  LHPKYJUpylomero JentuHa, (17) axkTuBamus WHCYJIHMHOBBIX
penentopoB; (18) ycuieHue TOTIOMICHHUS TIOKO3BI, (19) CHWKEHWE THIEpITIa3ud
amumounToB; (20) cHWKeHHe TUNEPTPOUH ATUIOIMTOB; (21) CHIKEHHE CKOPOCTH
MPEBPAINEHUS TTPEATUTIONUTOB B aTHUITOIUTHL, (22) CHIKEHHE YacTOTHI TPOSBICHUH
runiepdaruy; (23) NOBBIIEHHE UPKYIUPYIOIIUX KOHIICHTPAIMNA aIUTTOHEKTHHA; (24)
MOBBILICHWE YPOBHA WHCYJIMHA B IEPEOPOCTIMHANBHOHN KUAKOCTH; (25) MOBBIICHHE
kommyectBa MPHK maHkpeaTM4ecKMX HHCYIMHOBBIX OCTPOBKOB H  COACPIKaHHUA

WHCYNHHA; (26) ycuieHHe MeTaboImIeckoi 3(h(heKTHBHOCTH HHCYJTHHA.
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[00305] OI[HOKpaTHOG WX JIJIUTCIIHPHOE BBCJCHHEC (I)apMaHeBTI/I‘{eCKI/IX COCTaBOB
BEIECTB, OTKPBHIBAIOMINX Kare KaHANBI, B HEKOTOPBIX CIAy4YasX B KOMOHWHAIIMH C
TOPMOHOM POCTA, JOJAM HIIH KHBOTHBIM, KOTOPBIE MOABEP/KEHBI PHCKY Pa3BUTHA
nHpapKTa MHOKapAa, HWHCYJIbTa WIH C 3aIUIAHAPOBAHHOW  XUPYPTHUYECKOU
MPOLEIYPOH, BOCCTAHABIMBAIOIIEH MPUTOK KPOBU K CEPALlY WM MO3TY, NPUBOAUT K
VIYUIIEHHIO TEPANIEBTUYECKUX PE3YJIBTATOB MOCJIE XHPYPrHYECKOTO BMEIIATEIHLCTBA
WM TIOCTIE BO3HHKHOBEHHUS WH(ApPKTa MHOKApAAa WIH HHCYJIbTA MyTEeM YIIyYINCHHUS
BBDKMBA€MOCTH TKAHH IIOCJIE€ BOCCTAHOBJIEHHA KPOBOTOKA, YMEHBIICHHA IUIOLIAIH

"OrNyImEeHHON" TKAaHU U U3MEHEHMS XapaKTepa BOCMAIUTENIBHBIX PEAKLIAM.

[00306] @DapmaleBTUYECKHE COCTABbI, OIMCAHHBIE B HACTOSIIEM JOKYMEHTE,
NpeAHA3HAYEHBl JJIsI TPUMEHEHHWS B JICYEHHH OKHUPEHUS, THIEPIUIHIACMUHY,
THIIEPTCH3HH, TIOICPKaHuUA Beca, auadeTa | Tuna, mpenxauadera, muadera I Thma wmm
MFO00TO TATONOTHYECKOTO COCTOSHHSA, NPU KOTOPOM CHHJKEHHE BECA, CHIDKCHHUE
KOJIMYECTBA LMPKYJIUPYIOIUX TPUTIHLIEPHIOB WM MOKOSAIMUXCA OeTa-KIETOK
00YCJIaBIMBAIOT TEPATIEBTHYECKUE PE3YIBTATHI, 00ECTICUHBAs PSIT BAXKHBIX H3MEHEHHUN
(dapMakoTUHAMHUYECKAX W (PAPMAKOKHHETHYCCKHX PEAKIHi HAa BBOIMMBIC O3B
BEIECTB, OTKPHIBAKOINUX Kare KaHANBL, B HEKOTOPBIX CIAy4asXx B KOMOWHAIIMH C
TOPMOHOM POCTAa, KOTOPbIE BKITFOYAIOT OJUH WA 00JICEe U3 CIICIYIOIUX MEXaHH3MOB:
(1) mpoanenue papmakoauHaMHYeCKOro pderra BBOAUMOM 0361 10 Oonee yem 24
YacoOB, YTO H3MEPAETCS TIOJABIIEHUEM CEKpelMH WHCyMHA, (2) oOecmneueHne
CYIIECTBEHHOTO MOTJIOMICHUS] AKTHBHOTO (papMaIeBTHYECKOTO HHIPEIUCHTA B TOHKOM
kamevHuke, (3) oOecrmeyeHWe  CYMIECTBEHHOTO  TMOTJIOMICHHWS  AKTHBHOTO
(dhapMaIreBTHYECKOT0 HMHTPEJAHECHTa B TOJNCTOW kumike, (4) cHwkenme Cmax 1o
CPAaBHCHUIO C CYHIECTBYIOIIEH NEPOPAIBHOM CYCIEH3WEW WM KalCyJIbHBIMH
npenapaTaMH JJIi  TOH JK€ BBOJWUMOM JO3bI AKTUBHOTO (hapMaleBTHYECKOTO
uHrpeueHTa, (5) obecrneueHHe LMPKYJIUPYIOMMX KOHIEHTPAUWKA HECBI3aHHOTO
AKTHBHOTO (hapMAIIEBTUYECKOTO HWHIPEIHEHTA BBIIIE MOPOTOBBIX KOHIICHTPAIMHA B
TeueHue 24 wnM 0oJiee 4acoB OT OJHOW BBOAMUMOM 103bI U (6) oOecmeueHme Oomee
MOCTOSTHHOM a0COpOLMH JIEKAPCTBEHHOTO CPEACTBA Y HWHAMBHIOB, TOJYYAFOLINX

JCYCHHUC, TTO CPABHCHUIO C CYHICCTBYIOIMKUMHU KaIICyJIbHbIMH TIPCTIapaTaMy.
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[00307] dapmareBTHYECKHE COBMECTHBIE COCTABBI 1O HACTOSAIEMY H300PETCHHIO,
NpeJHA3HAYCHHBIE IS JICUCHHWS Psla TATOJOTHYECKHUX COCTOSHHH Yy JIFOJeH W
YKUBOTHBIX, BKIFOYAIOT KOMOWHALIUIO BEIIECTB, OTKPBIBAIOMIHNX KA1 KaHABI, C OJTHAM
WM 0oJiee IEKapCTBEHHBIM cpeAcTBOM: (1) MOUEroHHOE CpPencTBoO, (2) IeKapCTBEHHOE
CPEACTBO, TIOHIJKAIOIIEE KPOBSHOE JaBlieHHWe, (3) JIEKapCTBEHHOE CPEICTBO,
MOJABJIAIONIEE anmeTuT, (4) aHTaroHUCT KaHHAOMHOMAHOTO perenropa, (5)
JIEKapCTBEHHOE CPEACTBO, MOJABISIONIEE AKTUBHOCTD JKEMYJOYHBIX a3, (6) modoe
JIEKaApCTBEHHOE CPEICTBO, NMPUMEHAEMOE Ui WHAYLMPOBAHUS CHWXKEHHA Beca, (7)
JIEKapCTBEHHOE CPEACTBO, MOHIKAKOIIEE YPOBEHb XOJecTepuHa, (8) exkapcTBeHHOE
CPEACTBO, TOHWKAIOIIEE YPOBEHb XojecTepuHa, cBsa3anHoro c¢ JIIIHIL (9)
JIEKapCTBEHHOE CPEJICTBO, MOBBIMAIOIEE YYBCTBUTENBHOCTh K HWHCynmHY, (10)
JIEKapCTBEHHOE CPENCTBO, YIYUIIAOIIEE HCIIOIb30BAHNUE HIIH MOTJIOMEHHE TIFOKO3BI,
(11)  mekapcTBEHHOE  CPEACTBO, YMEHBIIAIOIMIEE  YaCTOTy  BO3HHKHOBEHHS
aTepPOCKIEPOTHUECKUX Omamek, (12) neKapCcTBEHHOE CPEACTBO, YMEHBLIAIOIIEE
BocranieHue, (13) mexapcTBEHHOE CPENCTBO, KOTOPOE ABIETCA AHTHIEIPECCAHTOM,
(14) nmexkapcTBEHHOE CPEACTBO, KOTOPOE SABIETCA IMPOTHBOSMMIIETITHYECKUM
cpenctBoM  wimm  (15)  ;mexkapcTBEHHOE  CPEACTBO,  KOTOPOE  SIBIISCTCS

AHTHUTICUXOTUYICCKHUM CPCACTBOM.

[00308] JleueHue MOMEH WM SKUBOTHBIX COTJIACHO HACTOSIIEMY H300PETEHHIO C
NpUMEHEHHEM (papMaIeBTHUECKAX COCTABOB BEIIECTB, OTKPBIBAIOMINX K 1o KaHAIHI,
B HEKOTOPBIX CIy4asX B KOMOHHAIWH C TOPMOHOM POCTA, MPUBOJUT K YMEHBIICHHIO
YaCTOTHI HEKENATEIIbHBIX MOOOYHBIX 3(PPEKTOB, BKIIOYAS, HO HE OTPAHUYHBASCH MU,
OTEK, 3aJIEP’KKY >KHIKOCTH, CHIDKEHHYIO CKOPOCTH JKCKPEIMH HATPHA, XJIOPHUAOB U
MOYEBOH KHCJIOTHI, THIEPTIUKEMHUIO, KETOAIMI03, TOIIHOTY, PBOTY, IUCTETICHIO,
3a1mop W TOJIOBHBIE 00NMH. YKa3aHHOE CHW)KEHHE YACTOTHI HEKEIIATEIIbHBIX TTOOOYHBIX
3¢ dekroB mocTuraeTcs mocpeacTsoM: (1) HAYaTHPHOTO BBEACHHSA COCTABA MHIWBUIAM
B CyOTEpameBTHYECKUX M03aX M TO3TAITHBIM €KETHEBHBIM YBEIMYECHHUEM O3Bl IO
JOCTW)KEHHSA TEPATEBTHYECKOW 03B, TPH 3TOM KOJIHYECTBO JHEH, B TEUCHHE
KOTOPBIX TPOHMCXOJUT TIO3TAIHOE TMOBBINIEHHE H03bI, cocTaBisieT oT 2 o 10, (2)
MPUMEHEHHE HauMeHbImeH >((PEKTUBHONW MO3BI I JOCTHKCHHS KEIaeMOTO

TepaneBTH4YecKoro 3 ¢ekTa, (3) mpumeHeHre papMaeBTHUECKOTO COCTaBa, KOTOPHIN
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3aJIEP’KUBACT BHICBOOOKICHHE aKTUBHOTO BEIIECTBA JO TOJTHOTO MPOXOKIACHUS Yepe3
XKEenmyaok, (4) mpuMeHeHue (HapMALEBTUYECKOTO COCTaBa, KOTOPBHIM 3aJCPKUBACT
BBICBOOOK/ICHHE AKTUBHOTO BEMIECTBA A0 TOJTHOTO TIPOXOXKACHUS Yepe3 KelyaokK, (5)
MpUMEHEHHE (PapMareBTHUECKOTO COCTaBa, KOTOPHIA TMPHUBOJUT K 00Jie€ HHU3KUM
OUPKYJTAPYIOTIMM TTHKOBBIM YPOBHAM JIEKAPCTBEHHOTO CPEICTBA IO CPABHEHHIO C
MEPOPaIPHOM  CYCHEH3UEM WM COCTABOM B KalcCyJle C  HEMEIJICHHBIM
BBICBOOOJKICHHEM [JIsI TOW K€ BBOAMUMOW 1036l M (6) ONTHUMH3AIMH BPEMEHH

BBCACHUA JO3bI B TCUCHUC CYTOK U OTHOCHUTCJIPHO MPHUEMA TTHIIIH.

[00309] Jleuenue mauumeHTOB ¢ cuHApoMoM Ilpaxepa-Bummm, cunapomom Cmura-
Marennca, cuagpomom @penuxa, cunapomoMm Kosna, cunapomom Cammura,
CHHIPOMOM AlcTpoma, cHHAPOMOM beprecona, cunapomom bapae-bunnma wu
runepiunonporenremueii I, I, 111 u [V tuna cormacHo HacTosmeMy H300pETEHHIO C
npUMEHEHHEM (papMaleBTHUECKUX COCTABOB BEHIECTB, OTKPHIBAIOINX K1 KaHAIEL,
B HEKOTOPBIX CITy4asX B KOMOWHAIIMU C TOPMOHOM POCTA, PUBOJUT K HEKOTOPHIM WA
BCEM W3 CIIEAYIOIUX TEPANEeBTHYECKUX pe3ynabTatoB. (1) cHwkeHmioo Beca, (2)
CHIWKEHHUIO CKOPOCTH TpHOaBIeHHA Beca, (3) yrHeTeHuto runepdaruu, (4) CHIPKEHUIO
YaCTOTHI HAPYIIEHHWH TOJEPAHTHOCTH K TIIIOKO3€, Tpeamuadera wiau awadeta, (5)
CHWJKEHUIO YAaCTOTHl 3aCTOWHOM CEPACYHOH HEAOCTATOYHOCTH, (6) CHWKEHHIO

YaCTOTHI THIEPTEH3UH U (7) CHIOKCHHIO CMEPTHOCTH OT BCEX TPHYHH.

[00310] JleueHwe CyOBEKTOB C MPEIAHAOCTOM COTJIACHO HACTOSIIEMY H300PETCHHIO
C TpPUMEHEHHEM (PapMALEBTHUECKUX COCTABOB BEINECTB, OTKPBIBAOMIMX Kato
KaHAITbI, B HEKOTOPBIX CJIy4asX, B KOMOWHAIMH C TOPMOHOM pOCTa TPHUBOJIUT K
HEKOTOPBIM HJIH BCEM W3 CJICAYIOIUX TEPANEBTHUECKUX Pe3ynbTaToB: (1) CHUKEHUIO
Beca, (2) BOCCTAHOBIIEHUIO HOPMAIIbHOW TOJIEPAHTHOCTH K TJFOKO3€E, (3) 3aMeIeHHI0
MPOTPECCHPOBAHUS TIPOIIecca B AHA0ET, (4) CHIDKEHUIO THIIEPTEH3UH | (5) CHIDKCHHIO

CMCPTHOCTH OT BCCX IMPHUYIHH.

[00311] JleueHue CyOBEKTOB C AHAOETOM COTJIACHO HACTOSIIEMY H300PETEHHIO C
NpUMEHEHHEM (papMaIeBTHYECKHUX COCTABOB BEIIECCTB, OTKPHIBAKOINNX Krep KaHAIBI,

B HCKOTOPBIX CITy4asaX B KOM6I/IHaI_[I/II/I C TOPMOHOM pPOCTa, MPUBOAUT K HCKOTOPBIM HITH

/3AMEIAIOIIUN JIMCT 10.08.2017/



WO 2016/077629 PCT/US2015/060455
95

BCEM W3 CIIEAYIOMIMX TEPANeBTHUYECKUX pe3ynbratoB. (1) cHwkeHHio Beca, (2)
BOCCTAHOBJICHHIO HOPMAJIbHOW TOJEPAHTHOCTH K TIIOKO3€, (3) 3amepikKKe TEeMIIOB
MpOrpeccHpoBaHus auadera, (4) yIAy4YNIEHHIO TOJIEPAHTHOCTH K TIOKo3e, (5)

CHIDKEHHIO TUTIEPTEH3HUH U (6) CHIYKEHHIO CMEPTHOCTH OT BCEX MPHYHUH.

[00312] CoBMecTHOE BBEICHHE JICKapCTBCHHBIX CPEACTB C COCTaBaMH BEHIECTB,
OTKpbIBatOMUX Ka1e KaHANBI, TIPHU JICYCHHH 3a00JCBAHUN Y CyOBEKTOB-IIOJIEH WITH
KUBOTHBIX C HW30BITOYHBIM BECOM, OKHMPEHHEM WM CKIOHHBIX K OKHPEHHIO,
BKITIOYAE€T COBMECTHOE BBEACHHE (hapMaLIEBTUYECKH MPHUEMIIEMOTO COCTABa BEIIECTB,
oTKpbiBarOIMX Ka1e KaHampel, ¢ MPHEMIEMBIM COCTaBOM TOPMOHA pPOCTa U B
HEKOTOPBIX CIIydasX C OJHHUM WM Oollee Tpemapatamu, BbiOpaHHbBIMH u3: (1)
cuOyTpamuna, (2) opmmcrara, (3) pumonaOaHta, (4) JIEKapCTBEHHOTO CPEACTBA,
MOJABIIAIONIETO aNmeTHT, (5) MoO0T0 JEKAPCTBEHHOTO CPEACTBA, MPUMEHAEMOTO IS
WHIYLIMPOBAHUS CHIKECHUS BECa y UHIUBHU/IA C O)KUPEHUEM HIIH M30BITOYHBIM BECOM,
(6) HETHA3HIHOTO TUYypETHKA, (7) IEKAPCTBEHHOTO CPEACTBA, CHIDKAIOMIETO YPOBEHB
xoJecTepuHa, (8) JIEKapCTBEHHOTO CPEACTBA, MOBBINIAIOIIETO YPOBEHD XOJIECTEPHHA
JITIBII, (9) nexapcTBEHHOTO CPEACTBA, CHIDKAIOMIETO YpoBeHb Xonectepuna JITTHIL,
(10) nexkapcTBEHHOTO CpPEACTBA, CHIJKAIOMIET0 KpoBsHOe jgaBienme, (11)
JEKapCTBEHHOTO  CPEACTBAa, KOTOpPOE  ABIIETCS  aHTHAenpeccaHTtoMm,  (12)
JEKAPCTBEHHOTO CPEACTBA, YIYYIIAIOMETO YYBCTBHTEIBHOCTh K HWHCYNHMHY, (13)
JEKAPCTBEHHOTO CPEACTBA, YIyUIIAIONIETO HCITOIb30BAHUE M YCBOCHHE TITFOKO3BL, (14)
MTPOTHBOSTTHIIETITHYECKOTO JIEKAPCTBEHHOTO CPeACTBa, (15) MpOTHBOBOCTIATTUTETHHOTO
JEKapCTBEHHOTO cpeacTBa, Wi (16) IE€KapcTBEHHOTO CPEACTBA, CHWKAFOIIETO

YPOBEHD LUPKYIUPYIOIIMNX TPUTITHLIEPHIOB.

[00313] CoBMeCTHOE BBEJICHHE JICKapCTBCHHBIX CPEACTB C COCTaBaMH BCHIECTB,
OTKpBIBAKOIIHUX Ka1e KaHAJBI, TPU JICUCHUH WU NMPEIOTBPALCHUN YBEIIMUCHUS BECa,
TUCITATIHEMAN WJIH HAPYIIEHHOW TOJIEPAHTHOCTH K TIJIOKO3€ Y CYOBEKTOB,
NOJIyYaBIINX AQHTHIICHXOTHYECKHUE IIpemapaThbl, BKIIOYAET COBMECTHOE BBCJCHHUE
(dhapMaIeBTHYECKH MPUEMJIEMOTO COCTaBa BEIIECTB, OTKphIBAOMUX Karqp KaHAIBI, C
TOPMOHOM POCTAa W B HEKOTOPHIX CIy4asX C OJHHM WM Oojiee TpemapaTamw,

BBI6paHHBIMI/I Hu3: JINTHA, Kap6aMasenHHa, BaHBHpOCBOfI KHUCJIOTBI U JHUBAJIBIIPOKCA U
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JTaMOTPHIPKAHA, AHTHIAETIPECCAHTOB, OOBIYHO KITACCU(UITUPOBAHHBIX KAaK HHTHOUTOPHI
MOHOAMHUHOKCH/IA3bI, BKITFOYAas  HW30KapOOKCa3wW, ¢benenp3uHCyIBPaT W
TPAHUIILUIIPOMHUHCY Tb(AT, TPUIMKIIMIECKAE aHTHIACTIPECCAHTHI, BKJIIOYAs JOKCEIHH,
KIOMUTIPAMHH, ~ AMHTPHUIITHIIAH, MAaNpOWIHH, JC3HIPOMHH,  HOPPPUNITHIHH,
AC3UNPAMHH,  JOKCENHWH,  TPUMHIPAMHH, HMHOPAMHH W TOPOTPHUILIHH,
TETPALMKIIMYECKAE  AHTHACNPECCAHTHL,  BKJIIOYAs  MHAHCEPWH, MHPTA3aIuH,
MANPOTHIIHH, OKCANPOTHH, JEIEKBAMUH, JIEBOTIPOTHH, TPU(PIIOKAPOUH, CEITUTHIIHH,
JOpPTanaluH, a3uMpamMHH, anTa3aluH MajearT W T[HUPIUHAON U  OCHOBHBIC
TPAHKBHJIM3ATOPBL, & TAK)KE ATHIMYHBIC AHTUIICUXOTHKH, BKIIOYAs MAJOTPOKCHAON,

nepdeHa3HH, THOPUAA3UH, PUCTIEPHIOH, KIO3aIHH, OJIAH3aITUH U XJIOPIIPOMA3HH.

[00314] B onmHOM BapHWaHTE peanM3alMUd H300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPBIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIUBUAY C U30BITOYHBIM BECOM HITH O’KMPEHHEM B (pOpMeE IMepopaibHOM CyCIIEH3HH,
Kancyasl WM TaONeTKH C HEMEIICHHBIM BBICBOOOJKIECHHEM, WM COCTaBa C
KOHTPOJIMPYEMBIM  BBICBOOOKIACHHEM, WM TPAHCAEPMAJIBHOTO COCTaBa, WU
WHTPAaHA3aJbHOTO COCTaBa JUIS JOCTHJKEHMA W TOJJEP’KaHHUA  TMOPOTrOBOM
KOHIICHTPAIMH, HEOOXOAUMOM I 3HAYMTEIHLHOTO CHIDKEHHS YPOBHA WHCYJHHA B
TEYEHHUE JJIUTETBHOro nepuoja. [IpeanoyTuTenbHO COCTaB BEIIECTB, OTKPHIBAIOIIUX
KATe KaHaJIBL, CHH)KAET YPOBHH HHCYJIMHA HATONIAK TTO0 MEHBIIEH Mepe Ha 20%, Oomee
MPEINOYTHTEIHLHO TI0 MeHbINEH Mepe Ha 30%, Oonee MpearmoYTHTENNFHO IO MEHBIIEH
mepe Ha 40%, Ooiee TNPEeANMOYTHTENIHFHO TO MeHbmed wmepe Ha 50%, Oomee
MPEINOYTHTEIHHO TI0 MEHbIIEH Mepe Ha 60% 00Te MPEeANOYTHTEIHHO IO MEHBIIEH
Mepe Ha 70% u OoJiee TPEANMOYTHTENHHO TO MeHbIed mepe Ha 80%. YpoBHH
WHCYJIMHA HATOIIAK OOBIYHO HM3MEPSIOT, WCIIONB3YS TECT TOJEPAHTHOCTH K TIIFOKO3€
(OI'TT). Ilocme romomaHuss B TEUYEHHE HOYM NAIMEHT YIOTPEONSET H3BECTHOE
KOJIMYECTBO TIMIOKO3bl. HauanbHble YPOBHM TIIOKO3Bl OMPEACIAIOTCS IMyTEM
W3MEPEHUS MPEABAPUTENBHBIX YPOBHEH TMTIOKO3bI B KPOBU U MOYE. Y POBHHM MHCYJIMHA
B KPOBH H3MEPSIOTCS B MPOOaX KPOBH Yepe3 Yac MOCIEe YMOTPEOJECHHUS TIFOKO3BI B
TEYCHHE MAaKCUMyM TpeX u4acoB. [Ipu aHamM3e TIMOKO3bl HATOLIAK Y WHAUBUIA
3HAYCHHUsA YPOBHEH TIIOKO3bI TIa3Mbl Oonee yem 200 mr/mm yepe3 2 yaca mocie

TJIFOKO3HOM Harpy3Kd YKa3bIBalOT HA HAPYIICHUC TOJICPAHTHOCTH K TI'IFOKO3C.
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[00315] B mpyroMm BapuaHTe peanu3aldé HM300PETEHHS BEMIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPHIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIWUBUAY C U30BITOYHBIM BECOM HJIH OKUPEHHEM B (pOpPME NEPOPATBHON CyCIIEH3UU
WA KAaIlCyJibl WM TaOJIETKH C HEMEIJICHHBIM BBICBOOOMKICHHEM, HWIIH COCTaBa C
KOHTPOJIUPYEMBIM  BBICBOOOKJACHHEM, WIJIH TPAHCACPMAJIBHOTO COCTaBa, WA
HMHTPAHA3aIbHOTO  COCTaBa JUI1  JOCTWKEHMA W TOMICPKAHHA  IOPOTOBOM
KOHIIEHTPALMH C IEIbI0 HHAYIMPOBAHUS CHIDKEHHS BECa B TEYCHHE TUTEIHHOTO

Mepuo/a.

[00316] B nmpyroMm BapuaHTe peanM3alMM H300PETEHHUS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPHIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIUBUAY C U30BITOYHBIM BECOM HITH OKHPEHHEM B (pOpMeE MepopaibHOM CyCIIeH3HH,
WIIA KarCyJibl WM TaOJIETKH C HEMEJICHHBIM BBICBOOOXKJICHHEM, HIIM COCTaBa C
KOHTPOJIMPYEMBIM  BBICBOOOKIACHHEM, WM TPAHCAECPMAJIBHOTO COCTaBa, WU
MHTPAHA3aJIbHOIO  COCTaBa A JOCTIKCHHA M IOJJEPKAHUA  IOPOTOBOM
KOHIICHTPAIMH C IEJIbI0 YBEIIMYCHUA pacxoJa ODHEPTHH B IIOKOE B TCUCHHE

JUTUTETTBHOTO TEPHUO0/1a BPEMEHHU.

[00317] B apyrom BapuaHTe peamu3alié H300PETEHHS BEMIECTBO, OTKPHIBAIOIICE
KaTe KaHajabl, B HEKOTOPBIX CIAy4asXx B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIUBUAY ¢ H30BITOYHBIM BECOM HIJTH CKJIOHHOMY K OKHPEHHIO B (popMe mepopanbHOM
CYCIICH3HMH, WJIM KAIlCyJbl WA TAOJIETKH C HEMEICHHBIM BBICBOOOKICHHEM, HIIH
COCTaBa ¢ KOHTPOJIUPYEMBIM BBICBOOOKICHUEM, HITH TPAHCIEPMAIBHOTO COCTABA, HIIH
WHTPAHA3AJIBHOTO COCTAaBA UISA JOCTH)KEHHSA W TOAJNCPKAHHA NMOPOTa KOHLECHTPALHH,
HEOOXOTUMOW JUIA YCHJICHHS OKHCJICHHS JKHPA W JKUPHBIX KHCIOT B TEYCHHE

JUTUTETBHOTO TEPUO0/1a BPEMEHHU.

[00318] B mpyroMm BapuaHTe peanH3alMH HW300PETEHHS BEIIECTBO, OTKPHIBAIOIICE
KaTe KaHambl, B HEKOTOPHIX CIy4asX B KOMOWHAIMA C TOPMOHOM pOCTAa, BBOJAT
CKJIOHHOMY K O)XKHPECHHIO HHIWUBHIY B (hOpMe TIEPOPATTbHOM CYCIICH3UH, HJIH KaTICy JIbI
WA TAONETKHA C HEMEJIEHHBIM BBICBOOOKACHUEM, HITH COCTABA C KOHTPOJHAPYEMBIM

BBICBO60)KI[CHI/ICM, WA TPAHCACPMAJIbHOTO COCTaBa, WKW WHTPAHA3aJIbHOTO COCTaBa
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U JTOCTHKCHHUSI W TOAJMEPIKaHHWS TIOPOTa KOHICHTPALMH, HEOOXOMIMMOW ISt

HHAYIHUPOBAaHHUA CHHKCHHA BECA B TCUHCHHUC NIIUTCIIPHOTO MIEPHUOJa BPCMCHHU.

[00319] B nmpyrom BapuaHTe peanH3alMH HU300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPHIX CIAy4asX B KOMOWHAIIMA C TOPMOHOM POCTA, BBOJAT
CKJIOHHOMY K O)KHPEHHIO HHIUBHIY B (hOpME TIEPOPATTBHON CYCIICH3UH, HIIH KaTICyJIbI
WK TAaONETKHA C HEMEIEHHBIM BBICBOOOKICHUEM, HIIH COCTABA C KOHTPOJIAPYEMBIM
BBICBOOO)KJICHHEM, HMJIM TPAHCAEPMAIBHOTO COCTAaBa, WM MHTPAHA3aJBHOTO COCTaBa
s JOCTIKEHHS W TOAJEPKAHWUSA TOPOra KOHICHTPALWH, HEOOXOIUMOW I

noaaAcCp:KaHuA BECa B TCUCHUC JIMTCIIBHOTO MEPUOJA BPECMCHH.

[00320] B nmpyrom BapuaHTe peanM3anMU HW300pPETEHHS BEINECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPHIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIUBUAY C U30BITOYHBIM BECOM HITH O’KMPEHHEM B (pOpMeE IMepopaibHOM CyCIIEH3HH,
WIIA KarCyJibl MM TaOJIETKH C HEMEJIEHHBIM BBICBOOOMKJICHHMEM, HIIM COCTaBa C
KOHTPOJIMPYEMBIM  BBICBOOOKIAECHHEM, WM TPAHCAEPMAJIBHOTO COCTaBa, MU
MHTPAHA3aJIbHOTO COCTaBa JJIs1 JOCTHXKEHMS M TOAJEPKaHWA KOHLICHTPaLUH
JIEKAPCTBEHHOTO CPEJICTBA BBINIE TOPOTOBOM KOHIEHTPALMH, HEOOXOTUMOW IS

HHAYIUPOBAHHA CHHKCHHA BECA B TCUCHHUC JIIUTCIIBHOTO IIEPUOJa BPCMCHHU.

[00321] B nmpyrom BapuaHTe peajH3alMH H300PETEHHS BEIIECTBO, OTKPHIBAIOIICE
KaTo KaHajabl, B HEKOTOPHIX CIAy4asx B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIUBUAY C H30BITOYHBIM BECOM HITH OKHPCHHEM B (popMe mepopaibHOM CYyCIIeH3HH,
WM KamncyJbl WM TAOJNETKH C HEMEIJICHHBIM BBICBOOOKICHHWEM, HWIIM COCTaBa C
KOHTPOJIMPYEMBIM ~ BBICBOOOKJICHHEM, WM TPAHCAECPMAIIBHOTO COCTaBa, WA
WHTPAHA3aJbHOTO COCTaBa B TEUYEHHE [JIUTEIBHOTO TMEPHOJA BPEMEHH T
YMEHBIIEHUSI KOJIMYECTBA kupa Oonee yem Ha 25%, Oonee MPEeaNMOYTHTENHHO TIO

MeHbIIer Mepe Ha 50% u emie 601ee PeANOYTHTETBHO TIO MEHBINEH Mepe Ha 75%.

[00322] B nmpyroMm BapuaHTe peanH3alH HW300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPHIX CIOy4asX B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIUBUAY C H30BITOYHBIM BECOM HITH OKHPEHHEM B (popMe mepopaibHOM CYyCIIeH3HH,

WA KarCyJibl WA TaOJIETKH C HEMCAJICHHBIM BBICBO60)KI[€HI/ICM, HIIK COCTaBa C
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KOHTPOJIMPYEMBIM ~ BBICBOOOKJCHHEM, WM TPAHCAECPMAIIBHOTO COCTaBa, WA
HMHTPAHA3aJIbHOTO COCTaBa B TEUYEHHUE MJIUTEIIBHOIO IEPHOJA BPEMEHH C LIEIIBIO

OpeCAnOYTATCIIPHOTO YMCHBIIICHUA BUCTICPATIbHBIX JKUPOBBIX OTJIOKECHHH.

[00323] B nmpyrom BapuaHTe peanH3alMH HU300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPHIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIUBUAY C U30BITOYHBIM BECOM HITH OKHPEHHEM B (pOopMe ImepopaibHOM CyCIICH3HH,
WA KamrCyJibl WM TaOJIETKH C HEMEIJICHHBIM BBICBOOOMKICHHEM, HIIM COCTaBa C
KOHTPOJIUPYEMBIM  BBICBOOOKJACHHUEM, WIIH TPAHCAECPMAIBHOTO COCTaBa, WU
HMHTPAHA3aJIbHOTO COCTaBa B TEUCHHE MJIMTENIBHOTO IIEPHOJA BPEMEHH C IIETIBIO

YMCHbBIICHHA BUCLICPATbHBIX JKUPOBBIX OTJIOKECHUHN U APYTHX JKUPOBBIX OTJIOKECHHH.

[00324] B nmpyrom BapuaHTe peanM3anMy HW300pPETEHHS BEINECTBO, OTKPHIBAIOIIEE
KaTe KaHampl, B HEKOTOPBIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIUBUAY C U30BITOYHBIM BECOM HITH O’KHPEHHEM B (pOpME MepOpabHOM CyCIIEH3HH,
WIIA KamrCyJibl MM TaOJIETKH C HEMEJIEHHBIM BBICBOOOJKICHHMEM, HIIM COCTaBa C
KOHTPOJIMPYEMBIM  BBICBOOOKIAECHHEM, WM TPAHCAEPMAJIBHOTO COCTaBa, WU
MHTPAaHA3aJIBHOTO COCTaBa JUIA JOCTWKEHHUA MW TOJANCPKAHMS KOHLEHTPALIUH
JIEKApPCTBEHHOTO CPEJICTBA BBINIE TOPOTOBOM KOHIEHTPALMH, HEOOXOTUMOW IS

HHAYIUPOBAHHA CHHKCHHA BECA B TCUCHUC JIIUTCIIBHOTO IIEPHUOJa BPCMCHHU.

[00325] B nmpyrom BapuaHTe peajH3alH H300PETEHHS BEIIECTBO, OTKPHIBAIOIICE
KaTe KaHambl, B HEKOTOPHIX CIAy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJIAT
WHIUBUAY C TpeanuadeTtoM B (opme MepoparbHOW CyCIIEH3WH, WM KaTCyJbl HITA
TaONETKA C HEMEJICHHBIM BBICBOOOKICHHUEM, HJIH COCTaBA C KOHTPOJHPYEMBIM
BBICBOOOXKJICHHEM, WJIM TPAHCAECPMAIBHOTO COCTAaBa, WM HMHTPAHA3aJBHOTO COCTaBa
ISl JOCTHIKCHHS W TOAJCPKaHUS KOHIICHTPAIMH JIEKAPCTBEHHOTO CPEACTBA BHIIIE
NOPOTOBOM  KOHIEHTPALMHM, HEOOXOMUMOH JUIi TPENOTBPAIEHHA Iepexoja

npeaanadeTa B JUA0ET B TEUCHHE JTUTEIBHOTO TIEPHOIA BPEMEHH.

[00326] B mpyrom BapuaHTe peanH3alH H300PETEHHS BEIIECTBO, OTKPHIBAIOIIEE
KaTe KaHambl, B HEKOTOPHIX CIAy4asX B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT

WHAUBHIY ¢ nuadberom | Twma B (opMe mEpopambHON CYCIIEH3HH, WM KarCyJbl WA
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TAOJIETKH C HEMEJJICHHBIM BBICBOOOKJIEHHEM, WJIM COCTaBa C KOHTPOJUPYEMBIM
BBICBOOOK/ICHHEM, WJIM TPAHCACPMAJIBHOTO COCTaBa, WM WHTPAHA3AIBHOTO COCTaBa
ISl AOCTHKEHHSI M MOAJEPKAHUS KOHLICHTPAUHUH JIEKAPCTBEHHOTO CPEACTBA BBIIIE
MOPOTOBOM KOHICHTPALIMH, HEOOXOIUMOU [T HHAYIUPOBAHUS COCTOSTHUS TIOKOS OeTa

KJIICTOK B TCYCHUC AJIUTCIIBHOTO IICPHOAA.

[00327] B gpyroMm BapuaHTe peajqM3aldd  HM300pPETEHHA  Pa30BYI0  JIO3Y
(hapMaIeBTHYECKH MMPUEMIIEMOT'O COCTABa BEMIECTBA, OTKphIBatomero Kre KaHambL, B
HEKOTOPBIX CIly4asX B KOMOWHAIIMM C TOPMOHOM POCTa, BBOJAT HHAHWBHIY,
HUMEIOIEMY JIJIST 3TOTO TIOKA3aHWsA, B PE3YJIbTATE YEr0 JOCTHUTAETCA LIUPKYTHUPYIOIIast
KOHLEHTPALM AaKTUBHOTO TpErnapaTta, A0CTaTOYHAs [JIsi YMEHBIICHHUS CEKPEIUH

WHCYJIMHA B TeueHHe 24 uiH 0ojiee 4acoB.

[00328] B npyrom BapuaHTe peanu3alM H300peTeHUs  (apMaleBTUYECCKU
NPUEMJIEMBIN COCTAB BEINECTBA, OTKPHIBAIOIIETO KAt KaHAIBI, B HEKOTOPBIX CIIyYasx
B KOMOWHALIMM C TOPMOHOM pOCTA, BBOAAT HWHIHBUAY, HMECIOIIEMY IS 3TOTO
nokasaHusi, 0ojiee JIMTEIFHO, HE Yallle YeM OJHH pa3 B 24 Yaca, B Pe3yJIbTaTe 4ero
JOCTUTACTCS LUPKYJIUPYIOMasd KOHLEHTPALMs AKTUBHOIO Mpernapara, AOCTATOYHAS

A YMCHBINCHUA CCKPCIIUKA HHCYJIMHA Ha MMOCTOSTHHOM OCHOBE.

[00329] B apyrom BapWaHTe peaNH3alMd  HW300PETEHHA  PA30BYI0 103y
(hapManEeBTHIECKH TIPUEMIIEMOTO COCTABA BEIIECTBA, OTKPHIBAOMETO KA1 KaHAIEBI, B
HEKOTOPBIX CIydasX B KOMOWHAIMM C TOPMOHOM pOCTa, BBOAAT WHIHWBHIY,
HMMEIOIIEMY JJI 3TOTO MOKAa3aHUA, B PE3yJIbTaTe YEro JOCTUTaeTCA LIUPKYIUPYOLIas
KOHLEHTpALMs. AaKTUBHOIO TMpenapaTta, JAOCTAaTOYHAsA JJIs1 TOBBIMIEHUA YPOBHS
HEeATEPUPHUIIMPOBAHHBIX JKUPHBIX KHUCJIOT B KPOBIHOM Pycie B TeueHue 24 wnmm Oonee

qacCoOB.

[00330] B ngpyrom BapuaHTe peanH3anMHd H300peTeHHA  (hapMaLEBTUYECCKH
MPHUEMIIEMBIH COCTAB BEINECTBA, OTKPHIBAOMIETO KA1 KAHAIBI, B HEKOTOPBIX CITyYasx
B KOMOHWHAIIMM C TOPMOHOM pOCTAa, BBOJSAT HWHAHMBHAY, HMEIOMEMY IS 3TOTO
NoKa3aHusA, 0oJee JUIUTENBHO, He Oollee YeM OJWH pa3 B 24 yaca, B pe3ysbTare Yero

AOCTUTaCTCA THPKYIHUPYIOIIAd KOHLCHTPAIHA AKTHUBHOIO IIpniapara, A0CTaTOYHAaA
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AT TIOBBINICHUA YPOBHA HeaTepI/I(bI/II_[I/IpOBaHHBIX JKUPHBIX KHUCJIOT B KPOBAHOM PYCJIC

HA TOCTOSIHHOU OCHOBE.

[00331] B gpyroMm BapuaHTe peaqM3aldd  HM300pPETEHHS  Pa30BYI0  JIO3Y
(hapMaIeBTHYECKH MMPUEMIIEMOT'O COCTABa BEMIECTBA, OTKphIBatomero Kare KaHambL, B
HEKOTOPBIX CIly4asX B KOMOWHAIIMM C TOPMOHOM POCTa, BBOJAT HHAWBHIY,
UMEIOMEMY JJISi 3TOTO TIOKA3aHWs, B PE3YJIbTATE YEr0 JOCTHUTAETCSA LUPKYTHUPYIOIIast
KOHLIEHTPALM AKTHBHOTO TIpeTmapara, JOCTATOYHAs IS JICYCHHS THUIOTJMKEMUU B

TeueHue 24 wium 00J1ee 4acoB.

[00332] B npyrom BapuaHTe peanu3alMu HU300peTeHHsA  (apMaLEeBTUUYECKH
NPUEMIIEMBIH COCTAB BEIIECTBA, OTKPHIBAIOMIETO K A1p KaHAIBI, B HEKOTOPBIX CIIydasx
B KOMOHMHAIIMM C TOPMOHOM pOCTA, BBOJAT HWHAMBUAY, HMEIOIEMY I 3TOTO
NOKa3aHusA, OoJiee AJMTENBHO, HE Yalle YeM OJHUH pa3 B 24 uaca, B pe3ysbTare 4ero
JDOCTHTAeTCs IMPKYJIUPYIOMAs KOHLEHTPAIMA AaKTUBHOTO Mpenapara, JOCTATOYHAS

JJIA JICUCHHUA THITOTJTIMKEMHH Ha MMOCTOSTHHOM OCHOBE.

[00333] B ngpyrom BapuaHTe peanH3alMd  H300pETeHHS  (hapMalEeBTHYCCKH
MPHUEMIIEMBIH COCTAB BEINECTBA, OTKPHIBAIONIETO KA1 KAHANBI, B HEKOTOPBIX CIIyYasx
B KOMOHHAIIMKM C TOPMOHOM pOCTAa, BBOJSAT HWHAHMBHAY, HMEIOIIEMY IS 3TOTO
NoKa3aHus, OoJiee JIMTENIPHO, HE Yalle YeM OJHUH pa3 B 24 yaca, B pe3yjbTaTre 4ero
JAOCTHIAeTCs IUPKYJIUPYIOIAs KOHIEHTPAIMSA AKTUBHOTO Tpernapara, J0CTATOYHAs

ISl UHTy IMPOBAHUA CHWKEHHS BECAa HA MOCTOSHHOM OCHOBE.

[00334] B ngpyrom BapuaHTe peanH3anMd H300peTeHHUS  (hapMaLEBTHYCCKH
MPHUEMIIEMBIH COCTAB BEINECTBA, OTKPBHIBAONIETO KA1 KAHABI, B HEKOTOPBIX CITyYasx
B KOMOHHAIIMM C TOPMOHOM pOCTAa, BBOJSAT HWHAHBHAY, HMEIOIIEMY IS 3TOTO
NoKa3aHusA, OoJiee JATMTENFHO, HE Yalle YeM OJHUH pa3 B 24 yaca, B pe3ysbTare Yero
JAOCTHTAeTCS IHUPKYJIUPYIOIMAs KOHIEHTPAIMSA AKTUBHOI'O Tpenapara, J0CTATOYHAS
AN TOAJNEP)KaHUS CHIDKCHHS Beca HAa TOCTOSIHHOW OCHOBE, ITOCKOJIBKY
NPEAMOYTHTEIHHO TOAIEPKUBATh BEC Y WHAMBUAA C OKUPEHHEM IOCTIE CHUKEHHS

BECa a0 HGKOTOpOfI CTCIICHH, KOT'1a aHBTepHaTHBOﬁ ABIKICTCA BOCCTAHOBJIICHHUC BCCA.
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[00335] B ngpyrom BapuaHTe peanH3anMd H300peTeHHA  (apMaLEBTUYECCKH
MPHUEMIIEMBIH COCTAB BEIIECTBA, OTKPHIBAOMIETO KA1 KAHABI, B HEKOTOPBIX CITyYasx
B KOMOHMHAIIMM C TOPMOHOM pOCTA, BBOJSAT HWHAHMBHAY, WMEIOMEMY IS 3TOTO
NoKa3zaHusA, OoJiee ATMTENBHO, HE Yalle YeM OJHUH pa3 B 24 yaca, B pe3ysbTaTre Yero
JAOCTHTAETCS IMPKYJIUPYIOMAs KOHIEHTPAIMSA AKTUBHOTO Tpenapara, J0CTATOYHAS

JUI CHSKEHUS YPOBHEN LMPKYJIHMPYIOIIHUX TPUTIIULEPUIOB HA ITIOCTOTHHON OCHOBE.

[00336] B apyrom BapuaHTe peanM3alMd  H300pPETEHHA  Pa30BYI0 103y
(hapManeBTUYECKH TPUEMIIEMOTO COCTABA BEIIECTBA, OTKPBIBAOMET0 KAt KaHANBI, B
HEKOTOPBIX CIydyasX B KOMOHMHAIMM C TOPMOHOM pOCTa, BBOJAT HWHIMUBHUIY,
HUMEIOIIEMY JJIs1 3TOTO MOKAa3aHMsA, B PE3yIbTAaTe YEro JOCTUTAETCS LUPKYIUPYIOIas
KOHIICHTpAIMs AaKTHUBHOTO TIpernapara, JOCTaTOYHas Uil YMEHBIIEHUS WU
NPEAOTBPAIIEHUS HIIEMHYECKOTO WM penepy3HOHHOTO TMOPAKEHHA B KPOBSIHOM

pycie B TeueHue 24 uiu 00Jiee 4acosB.

[00337] B ngpyrom BapuaHTe peanH3alMd H300pETeHHS (hpapMalEeBTHYCCKH
NPUEMJIEMBIN COCTAB BEINECTBA, OTKPHIBAIOIIETO KA1 KaHAIBI, B HEKOTOPBIX CIIyYasx
B KOMOHHAIIMKM C TOPMOHOM pOCTA, BBOJAT HWHAMBHAY, HMEIOIIEMY IS 3TOTO
NoKa3zaHus, OoJiee JJMTENIFHO, HE Yalle YeM OJHUH pa3 B 24 yaca, B pe3ysbTaTre 4Yero
JAOCTHIAaeTCs IUPKYJIUPYIOINAs KOHIEHTPAIMsA AKTUBHOIO Tpernapara, J0CTaTOYHAs
IS YMCHBLICHHS WM MPEJOTBPANICHUS HMIIEMHYECKOTO WIIH pernepdy3HOHHOTO

NOopakKCHUA Ha MOCTOSTHHOM OCHOBE.

[00338] B nmpyrom BapuaHTe peanmuzanmu H300PETCHHs HEKemaTenbHbIE d(D(EeKThI
4acToro JieueHWs  (ApPMAIEBTHYECKH  TNPHEMIIEMBIM  COCTABOM  BEIIECTBA,
OTKpbIBatomero Kate KaHambl, B HEKOTOPBIX CIy4YasX B KOMOHHAIIMH C TOPMOHOM
POCTa, CHIWKAIOT C TTIOMOMIBIO MIPUMEHEHUS (hapMAaIeBTUIECKH TPHUEMIIEMOTO COCTABA
JMA30KCUAA WIH €ro NPOHW3BOJHBIX, KOTOPBIM €KEAHEBHO BBOJAT WHIHWBUAY,
HMCIOIIEMY JUIA O3TOr0 TOKa3aHWs, TIpH 3TOM TIIepBasd J03a  SBIACTCA
CyOTepaneBTHYECKOHM, a 3aT€M CTYNEHYATO MOBBIMAIT CYyTOYHYIO 03y A0 TEX TIOp,

MOKa He OyJeT JOCTUTHyTa TepaneBTHYECKas 103a.
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[00339] B nmpyrom BapmanTe peanmuzanmu W300pPETEHHs HEKemaTenbHbIE d(D(EeKThI
YacTOro JICUCHUS BEIIECTBOM, OTKPBIBAIOIIHNM K A1 KaHAIBL, B HEKOTOPBIX CIy4YasX B
KOMOWHAIIMK C TOPMOHOM POCTa, CHIDKAIOT C TIOMOUIBIO  MPUMEHEHUS
(apManeBTHIECKH MPHEMIIEMOTO COCTaBA BEIIECTBA, OTKPBIBAIOIETO Kare KaHATHI,
KOTOPBIM €KE€IHEBHO BBOJIAT HHAWUBHIY, UMCIOIIEMY JJI 3TOTO MOKA3aHUA, IPU 3TOM
AKTUBHBIA WHTPEIUEHT HE BHICBOOOKIAETCS, MOKA COCTAB TMOJHOCTHIO HE TPOUACT

qyepes ey I0K.

[00340] B nmpyrom BapuanTe peanmuzanuu H300pPETCHHs HEKenaTenbHbIe (PPEeKThI
YacTOro JICYCHUS BEIIECTBOM, OTKPBIBAIOIIHNM K s1qp KaHAIBL, B HEKOTOPBIX CIy4Yasx B
KOMOWHAIIMK C TOPMOHOM pOCTa, CHIDKAIOT C TOMOIIBIO  MPUMEHEHUS
(apMaLEeBTUYECKH MPHUEMIIEMOTO COCTaBa BEIIECTBA, OTKPBIBAOIETO Kare KaHABI,
KOTOPBIA €KETHEBHO BBOJAAT UHAUBHY, UMEIOIIEMY JJIA 3TOTO MOKA3aHUs, PU 3TOM
AKTUBHBIM HMHTPEIUECHT HE BBICBOOOYKIAETCS, TIOKA COCTAB TMOJHOCTHIO HE TPOHIET

4yepes JKeIyI0K.

[00341] B apyroM BapHaHTe peajH3alldd H300PETCHHSA HEKeaaTellbHbIe d((EeKThI
YacTOTO JICUECHHUS BEIECTBOM, OTKPBHIBAOIMUM K o1¢ KaHAJBI, B HEKOTOPHIX CITy4Yasx B
KOMOHMHAIIMH C TOPMOHOM  pOCTa, CHHJKAIOT C  IIOMOINBI0  MPHUMEHEHHS
(bapMarieBTHYECKH MPHEMJIEMOTO COCTaBa BEHIECTBA, OTKPHIBAIOIIETO K1 KaHAIBI, B
HEKOTOPBIX CIIy4asX B KOMOHHAIIMKA C TOPMOHOM POCTa, KOTOPBIH €:KETHEBHO BBOMIST
WHAMBHIY, WMEIOIIEMY /i1 OSTOTO TOKAa3aHHWs, NPH OSTOM MaKCHMAaJbHas
IUPKYIUPYIOIIAs KOHIEHTPAIKMS AaKTHBHOTO HWHIPEIHMEHTA HIJKE IO CPAaBHEHHIO C
KOHIICHTPAIMEH, KOTOpas BBICBOOOKIACTCS TMPH BBEACHHH TOH K¢ J03bI B (hopme

HNEPOPAIbHOM CYCIICH3UU MITH COCTAaBA B KAICyJIax.

[00342] B nmpyrom BapuaHTe peanmuzanmu H300PETEHHs HEKemaTenbHbIE d(D(EeKThI
Y4acTOro JICUCHUS BEIIECTBOM, OTKPBIBAIOIINM K A1 KaHAIBI, B HEKOTOPBIX CIy4YasX B
KOMOWHAIIMH C TOPMOHOM POCTAa, CHIDKAIOT C TIOMOUIBI0  MPUMEHEHUS
(hapManeBTHIECKH TIPUEMIIEMOTO COCTABA BEIIECTBA, OTKPHIBAOMETO KT KaHAIEI, B
HEKOTOPBIX CITy4asX B KOMOWHAIIUH C TOPMOHOM POCTa, KOTOPBIH €KETHEBHO BBOIAT

HWHIWBUAY, UMCHOMICMY MIJI1 3TOr0 ITIOKA3aHWA, TPU 3TOM MEpBasg aO03a ABIACTCA
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CyOTepaneBTHYECKOH, a 3aT€M CyTOYHYIO J03y CTYTNEHYATO MOBBIMAIOT A0 TEX TIOP,
MOKA He Oy/IeT TOCTUTHYTA TePANIEBTHYECKAS /1034, MPUYEM AKTUBHBIH WHTPETUCHT HE
BBICBOOOK/TAETCSA, TIOKA COCTaB TOJHOCTBIO HE TPOWAET 4Yepe3 JKEIyAOoK, a
MaKCHMaJTbHAS TUPKYJIHUPYIOMIass KOHIEHTPAIUS aKTHBHOTO HWHTPEIMEHTA HWKE IO
CPAaBHEHHIO C KOHIIEHTPAIIUEH, KOTOPas BHICBOOOKAACTCS TIPH BBEIACHUH TOM K€ JTO3bI

B (hopMe IIEpOpaTIbHOM CYCIIEH3HUU WM COCTaBa B Karcyax.

[00343] B ngpyrom BapuanTe peanusanuu H300pPETCHHS HexenatelbHbie 3 EeKThI
Y4acTOro JICYCHUS BEIIECTBOM, OTKPBIBAIOIIHNM K o1qp KaHAIBL, B HEKOTOPBIX CIy4YasX B
KOMOWHAIIMH C TOPMOHOM pOCTa, CHIDKAIOT C TOMOIIBIO  MPUMEHEHHS
(apMaLeBTUYECKH TPUEMIIEMOTO COCTAaBA BEIIECTBA, OTKPBIBAOMET0 Kare KaHANBI, B
HEKOTOPBIX CIIy4asX B KOMOWHAIIMHA C TOPMOHOM POCTA, KOTOPBIH €KETHEBHO BBOJISAT
WHJIMBHIY C W30BITOYHBIM BECOM HIIH O’KHPEHHEM, HMEIOIIEMY JIJISI 3TOTO TOKA3aHHA,
IpU STOM TepBas 1032 SBIIETCA CyOTEpaneBTHUYECKOH, a 3aTEM CYTOYHYIO H03Yy
CTYNIEHYATO TOBBIMMAIOT A0 TE€X TOpP, MOKAa HE OyJEeT JOCTHUTHYTA TEParneBTHYECKAs
103a, TIPUYEM AKTUBHBIA WHTPEIUEHT HE BBICBOOOKIAETCS, TIOKA COCTAB MOJTHOCTHIO
HE MPOWUJET Yepe3 JKENyJ0K, a MaKCUMAallbHAsA LUPKYJIUPYIOMAs KOHLEHTPALUS
AKTUBHOTO MHIPEJAMCHTA HWXKE MO CPaBHEHUIO C KOHIEHTpPALMEH, KOTOpas
BBICBOOOK/IACTCS TIPH BBEICHUU TOM K€ J03bI B (pOpMe MmepopabHOM CYCTICH3UH WTH
COCTaBa B Kamcylax, NpPH 3TOM MaKCHUMalbHas [103a COCTaBIsAE€T MeHee 2.5

MT/KI/CYTKH.

[00344] B nmpyrom BapuaHTe peanmuzanmu H300PETCHHs HEKemaTenbHbIC d(DQEeKThI
Y4acTOro JICUCHUS BEIIECTBOM, OTKPBIBAIOIINM K A1ep KaHAIBI, B HEKOTOPBIX CIy4YasX B
KOMOWHAITMH C TOPMOHOM POCTAa, CHIDKAIOT C TIOMOUIBIO  NMPUMCHEHUS
(dhapMareBTHYECKH MMPUEMIIEMOT'0 COCTABa BEMIECTBA, OTKphIBatOmEro Kate KaHabI, B
HEKOTOPBIX CITy4asX B KOMOWHAIIUH C TOPMOHOM POCTA, KOTOPBIH €KETHEBHO BBOIAT
WHIUBUAY ¢ W30BITOYHBIM BECOM HJTH OKHPEHHEM, HMEIOTIEMY JIJIST 3TOTO IMOKAa3aHUs,
MPH 3TOM TIEpBas /1032 SABIETCS CyOTEPAaNeBTHYECKOW, a 3aTEM CYTOUYHYIO I03Y
CTYTIEHYATO TIOBBIMIAOT O TEX IMOpP, MOKAa HEe OYyJET JOCTHTHYTAa TepareBTHUYECKAS
7032, IPAYEM AKTHBHBIM WHTPEAHUCHT HE BBHICBOOOKIAETCS, MIOKA COCTAB TOJTHOCTHIO

HE NPOMUAET dYepe3 JKEMyAOK, a MaKCHUMalbHas LHUPKYJIUPYIOImAas KOHLEHTPaLMsA
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AKTUBHOTO MHIPEIAMECHTA HWXKE MO CPAaBHEHHIO C KOHLEHTpPALMEH, KOTOpas
BBICBOOOK/IAE€TCS TIPHM BBEJICHUW TOW JK€ J03bI B (popMe mepopaibHOM CYCTICH3UH WITH
COCTaBa B KamcCynax, NPH 3TOM MaKCUMallbHas J03a COCTaBsieT MeHee 1,75

MT/KI/CYTKH.

[00345] B napyrom BapuaHTe peaM3aldl H300PETEHHUS JICUYCHHE HHIUBUAA C
M30BITOYHBIM BECOM WM OKUPEHHEM ONTHMHU3HPYIOT Ui CHWJKCHHS Beca IMyTeM
BBEJCHHS (papMaIleBTHUECKH MPUEMIIEMOTO COCTaBa BEIIECTBA, OTKpPhIBArOIIero Kare
KaHaJIbl, B HEKOTOPBIX CIIy4asX B KOMOWHAIIMK C TOPMOHOM POCTa, OAWH pa3 B 24
yaca, TPH OTOM BBICBOOOJKIEHHE AaKTHBHOTO HWHTPEIAMEHTA W3 COCTaBa
MOIUA(DUIIUPOBAHO T 00ECTICYEHUsT BHICBOOOKICHHS TOYTH HYJIEBOTO TOPSIKA B

TEYEHHUE 0 MEHbIIEN Mepe 12 yacos.

[00346] B napyrom BapuwaHTe peanu3alMH H300PETEHHSA JICUCHHE WHAMBUAA C
W30BITOYHBIM BECOM HIJIM OXKHPEHHEM ONTHMH3HPYIOT IS CHHJKEHHS BECa IyTEM
BBEJICHUS (hapMaLEBTUYECKU MIPHEMJIEMOTO COCTaBa BEMIECTBA, OTKPBIBAIOMIETO Kato
KaHAIIbl, B HEKOTOPBIX CIIydasX B KOMOWHAIIMHA C TOPMOHOM pPOCTa, OAMH pa3 B 24
yaca, TPH OTOM BBICBOOOKIEHHE AaKTHBHOTO HWHITPEIMEHTA W3 COCTaBa
MOIUA(UIUPOBAHO T 00ECTIEYEHUST BHICBOOOXKICHUS TOYTH HYJIEBOTO TOPSIKA B

TEYEHHE TIO MEHbIIEH Mepe 18 yacos.

[00347] B ngpyrom BapwaHTe peaaM3aldl H300PETEHUS JICUYCHHE HHIWBUAA C
W30BITOYHBIM BECOM HIIM OKHPEHHEM ONTHMHU3HPYIOT Ui CHWKCHHSA BEca IMyTeM
BBEJCHUA (PapMaIleBTHUECKH TIPUEMIIEMOTO COCTaBa BEIIECTBA, OTKPHIBAOIIET0 Kate
KaHaJIbI, B HEKOTOPHIX CIIy4asx B KOMOWHAIIMM C TOPMOHOM POCTa, OAWH pa3 B 24
yaca, TPH OTOM BBICBOOOJKIEHHE AaKTHBHOTO HWHTPEIWEHTAa W3 COCTaBa
MOIA(UIUPOBAHO I O00ECTIEYeHHs TOBBIMIEHUS KOHIICHTPAIMH JIEKAPCTBEHHOTO

CpPEeACTBa B KPOBHU B TCUCHUE IO MEHbIIEH Mepe 12 yacos.

[00348] B napyrom BapmaHTe peanmM3anM H300pETEHHA JICUCHHE WHAWBHIA C
W30BITOYHBIM BECOM HJIM OKHPEHHEM ONTHMH3HPYIOT [UIA CHIKEHHA BECa IMyTeM
BBEJEHUS (papMaIeBTHYECKHA MPHEMIIEMOTO COCTaBa BEIIECTBA, OTKPHIBAFOIIET0 Kate

KaHaJIbI, B HEKOTOPHIX CIIy4asx B KOMOWHAIIMM C TOPMOHOM POCTa, OAWH pa3 B 24
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qaca, npu 3TOM BBICBO60)I(I[CHI/I€ AKTUBHOTI'O HHIPCOAUCHTA H3 coCTaBa
MOI[I/I(i)I/II_[I/IpOBaHO I 00eCIeYeHHsT MOBBIIIECHHUS KOHIOCHTpANuKU JICKAPCTBCHHOT'O

CpPEACTBA B KPOBHU B TEUCHHE IO MEHbIIEH Mepe 18 yacos.

[00349] B ngpyrom BapuaHTe peanM3aldM H300PETEHHUS JICUCHHE HHIWBUAA C
M30BITOYHBIM BECOM HIIM OKUPEHHEM ONTUMHU3HUPYIOT JUIA CHIJKEHHA Beca IMyTEeM
BBE/ICHUS (papMaLleBTUYECKU NIPUEMJIEMOTO COCTaBa BEMIECTBA, OTKPBIBAOLIEr0 Kato
KaHaJbl, B HEKOTOPHIX CIIy4asx B KOMOWHAIIMM C TOPMOHOM pOCTa, OAUH pa3 B 24
yaca, TPU ITOM BBICBOOOJKIEHHE AKTHBHOTO HWHITPEIMEHTA M3 COCTaBa

MOJIU(ULIUPOBAHO AJI1 COOTBETCTBUA MPOPUITIO 0a3aTbHON CEKPELIMU HHCY THHA.

[00350] B apyrom BapmaHTe peanHM3alMK H300PETEHUS YaCTOTy HEXKENaTeIbHbBIX
3¢ deKToB IeueHHs: BENIECTBOM, OTKPHIBAIOIINUM K A1q KaHAJBI, CHUKAIOT C TIOMOIIBIO
npuMeHeHHs1 (hapMaleBTHYECKH TMPHEMJIEMOTO COCTaBa BEHIECTBA, OTKPHIBAIOLIETO
KaTe KaHaNbBL, B HEKOTOPBIX CIIy4asX B KOMOWHALMH C TOPMOHOM POCTa, KOTOPBIH
eKEHEBHO BBOJAT CKIOHHOMY K OKHPCHHIO WHIHBHAY, HMEIOMIEMY Ui 3TOTO
MOKA3aHHs, TIPH ITOM TepBasi 103a ABJAETCSA CyOTEpPaneBTHYECKOM, a 3aTEM CyTOYHYTO
703y CTYNMEHYaTO TOBBIMAIOT JO TEX TMop, MNOKa He OyJeT JOCTHIHYTa
TepaneBTHYECKAs 1034, MPHYEM AKTHBHBIM HWHTPEIHEHT HE BHICBOOOKIAETCS, TOKA
COCTaB TOJIHOCTHIO HE MPOMJET 4Yepe3 JKeNIyI0K, a MAKCHMAaJbHAs IHPKYIHPYOIIAs
KOHIICHTPAIHsA aKTHBHOTO HHTPEJIMEHTAa HIKE IO CPABHEHHIO C KOHIICHTPAIIHEH,
KOTOpasi BBICBOOOXKTACTCSI TPH BBEJACHHH TOH ke 1036l B (OpMEe TMepOpaTbHOM
CYCIICH3HMH MIJIA COCTAaBa B KAICyJaX, MPU 3TOM MaKCHMAaJbHAs /103a COCTABIIAET MEHEE

2,5 MT/KT/CYTKH.

[00351] B ngpyrom BapmaHTe peanm3anid W300PETEHHUS YAaCTOTY HEXKEIATEITbHBIX
3¢} (PeKTOB JCUECHHS BEIMECTBOM, OTKPHIBAIOTIMM K 1o KaHAITBI, B HEKOTOPBIX CITy4Yasx
B KOMOWHAIIMH C TOPMOHOM POCTa, CHIDKAIOT C TIOMOINBI0 TMPUMEHEHUS
(dhapMareBTHYECKH MMPUEMIIEMOTO COCTABa BEMIECTBA, OTKphIBatomero Kare KaHabI, B
HEKOTOPBIX CITy4YasX B KOMOWHAIIUH C TOPMOHOM POCTa, KOTOPBIH €KETHEBHO BBOIAT
CKIIOHHOMY K OKHPEHUI0O WHIAWUBHAY, HMEIOIIEMY JJIA 3TOr0 MOKAa3aHWs, INPH 3TOM

nepBas 703a SBIAETCA CyOTEpamneBTHUECKOM, a 3aT€M CYTOYHYIO J03y CTYNEHYaTO
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MOBBIIIAIOT IO TEX TOP, MOKAa He OyAET JOCTUTHYTa TePaneBTHUECKAs 103a, TPUYEM
AKTUBHBIH HMHTPEIUECHT HE BBICBOOOXKIAETCA, TIOKA COCTAB IMOJHOCTHIO HE TPOMIET
yepe3 JKEeNyJOK, a MaKCHUMalbHasg UUPKYJIHUPYIOIas KOHLUEHTPALMA AaKTUBHOIO
WHTPEINEHTA HIKE 10 CPABHEHHIO C KOHIIEHTPALMEH, KOTOPas BBICBOOOKIAECTCA TIPH
BBEJCHUH TOH >k€ 1036l B (JOpME MEPOPANTBHOMN CYCNEH3UH WM COCTaBa B KarcCyJax,

MPH 3TOM MAaKCHUMAJIbHAS /1032 COCTaBIAET MeHee 1,75 MI/Kr/cyTKu.

[00352] B npyroMm BapuaHTE peaqu3alid H300pPETEHHA JIEYEHHE CKIOHHOTO K
OXXHPEHHI0 HMHIWBHIA ONTHMH3HPYIOT UIA TOAJACPKAHUS BEca IyTEM BBEICHUA
(apMaLeBTHUECKH IPHEMIIEMOTO COCTAaBA BEIECTBA, OTKphIBatoIIero Karo kKaHamel, B
HEKOTOPBIX Cy4asX B KOMOMHAITMH C TOPMOHOM POCTA, OJIMH pa3 B 24 yaca, pH 3TOM
BBICBOOOJKICHHWE AaKTHBHOTO MHIPEAMEHTa W3 COCTAaBA MOAM(PHIMPOBAHO JIA
obecrieueHus BBICBOOOKIEHHUS TTOYTH HYJIEBOTO TIOPAIKA B TE€YCHHUE 11O MEHBIEH Mepe

12 yacos.

[00353] B nmpyrom BapuaHTe peanv3aliud W300PETEHHS JICUEHHUE CKIOHHOTO K
OKUPEHHUIO HWHIHMBHIA ONTHMHU3UPYIOT Ui MOJJIECP/KaHHSA BecCa IIyTEM BBEICHHS
(apmarieBTHYECKH MTPUEMIIEMOTO COCTABA BELIECTBA, OTKPHIBAIOIIETO K1 KaHAIEL, B
HEKOTOPBIX CIyYasX B KOMOMHAIIMK C TOPMOHOM POCTA, OAUH pa3 B 24 yaca, PH 3TOM
BBICBOOOKJICHHE AKTHBHOTO WHTPEJAMEHTA U3 COCTaBa MOAU(PHUIMPOBAHO IS
o0ecTieueHus BBICBOOOXKIECHUS TIOUYTH HYJIEBOTO TOPSAIKA B TEUCHUE 110 MEHBIIEH Mepe

18 yacos.

[00354] B nmpyrom BapHWaHTe pealM3alid H300pPETEHHA JIEYEHHE CKIOHHOTO K
OXXKHPCHHI0 HMHIWBHIA ONTHMH3HPYIOT UIA TOJACPKAHUS Beca IyTEM BBEICHUS
(bapMarieBTHYECKH MPHEMJIEMOTO COCTAaBa BEMIECTBA, OTKPHIBAOIIETO KT KaHAIEI, B
HEKOTOPBIX CIy4asX B KOMOWHAIIMH C TOPMOHOM POCTA, OJHH pa3 B 24 yaca, pH 3TOM
BBICBOOOJKICHHE AKTHBHOTO HMHIPEAMEHTa W3 COCTaBa MOAH(DHIUPOBAHO IS
o0ecrieYeHUsI TOBBIMIEHHS KOHIICHTPAIMH JIEKAPCTBEHHOTO CPEACTBA B KPOBU B

TEYEHHE IO MEHbIIEH Mepe 12 yacos.

[00355] B ngpyrom BapHWaHTE pealv3alid H300pPETEHHA JIEYEHHE CKIOHHOTO K

OXKHUPCHUIO HWHAWBHUJAA ONTHMH3HUPYIOT IJId NOAACPKAHWA BCCa IMYTCM BBCIACHHA
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(hapMaIeBTHYECKH MMPUEMIIEMOT'0 COCTABa BEMIECTBA, OTKphIBatomero Kare KaHaIbL, B
HEKOTOPBIX CIy4YasX B KOMOWHAIIWH C TOPMOHOM POCTa, OJTHH pa3 B 24 daca, TIpu 3TOM
BBICBOOOJK/ICHHE AaKTUBHOTO WMHIPEJAMEHTa €3 COCTaBa MOTU(UIMPOBAHO IS
00€eCTICYeHHUs] TOBBIIICHUS KOHIICHTPAI[WH JIEKAPCTBEHHOTO CPEACTBA B KPOBH B

TEYEHHE TIO MEHbIIEH Mepe 18 yacos.

[00356] B nmpyroMm BapuaHTE peaqu3alid H300PETEHHA JIEYEHHE CKIOHHOTO K
OXXHPEHHI0 HWHIWBHIA ONTHMH3HPYIOT UIA TOAJCPKAHUS BEca IyTEM BBEICHUA
(apMaLeBTHYECKH IPUEMIIEMOTO COCTAaBAa BEIECTBA, OTKphIBaroIIero Karo kKaHamel, B
HEKOTOPBIX Cy4asX B KOMOMHAITMH C TOPMOHOM POCTA, OJIMH pa3 B 24 yaca, pH 3TOM
BBICBOOOJKICHHWE AKTHBHOTO MHIPEAMEHTa W3 COCTaBA MOAM(PHIMPOBAHO JUIA

COOTBETCTBHA NPOPHIIO 0a3aIbHON CEKPEIIUH WHCYITHHA.

[00357] B ngpyrom BapuaHTe peanu3aldM H300peTeHUs  (apMaleBTUYECCKU
NPUEMJIEMBIN COCTAB BEINECTBA, OTKPHIBAIOIIETO KAt KaHAIBI, B HEKOTOPBIX CIIyYasx
B KOMOHMHALIMH C TOPMOHOM POCTA, BBOJAT HWHIHBHAY C H30BITOYHBIM BECOM HITH

OKHPCHUEM, COBMCCTHO C CI/I6YTpaMI/IHOM, I HHAYTHPOBAHHA CHIDKCHHS BECA.

[00358] B ngpyrom BapuaHTe peanH3alUd H300peTeHHS  (hapMalEeBTHYCCKH
MPHUEMIIEMBIH COCTAB BEINECTBA, OTKPHIBAONIETO KA1 KAHANBI, B HEKOTOPBIX CIIyYasx
B KOMOHWHAIMK C TOPMOHOM POCTA, BBOJST WHIWBUAY C H30BITOYHBIM BECOM HITH

OKHPCHUEM, COBMCCTHO C OPJIUCTATOM, JJI1 HHAYTHUPOBAHHA CHIKCHHA BECA.

[00359] B gpyrom BapuaHTe peanH3alMd H300peTeHHs  (hapMalEeBTHYECCKH
NPHUEMIIEMBIH COCTAB BEINECTBA, OTKPHIBAONIETO K 1 KAHABI, B HEKOTOPBIX CIIyYasx
B KOMOHWHAIIMK C TOPMOHOM POCTA, BBOJSAT WHIWBHAY C H30BITOYHBIM BECOM HITH

OKHPCHUCM, COBMCCTHO C pI/IMOHa6aHTOM, I UHAYIHPOBAHWA CHHKCHHA BECA.

[00360] B ngpyrom BapuaHTe peanH3anMHA H300peTeHHS (hapMaLEBTUYCCKH
MPHUEMITEMBIH COCTAB BEINECTBA, OTKPBHIBAONIETO KA1 KAHABI, B HEKOTOPBIX CITyYasx
B KOMOHWHAIIMK C TOPMOHOM POCTA, BBOJAT WHIWBHAY C H30BITOYHBIM BECOM HITH
OXXHPEHHEM, COBMECTHO C arcHTOM, TOJABJISIOIIAM ANMETUT, JJIS WHAYIIHPOBAHUS

CHIDKCHHUA BECA.
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[00361] B ngpyrom BapuaHTe peanM3anMHd H300peTeHHA (apMAaLEBTUYECCKH
MPHUEMIIEMBIH COCTAB BEIIECTBA, OTKPHIBAOMIETO KA1 KAHABI, B HEKOTOPBIX CITyYasx
B KOMOWHAIIMM C TOPMOHOM POCTA, BBOJAT WHIWBHAY C H30BITOYHBIM BECOM HITH

OKHUPCHUCM, COBMCCTHO C aHTUACTIPECCAHTOM, AJIA HHAYIIUPOBAHUA CHUKCHUA BCCA.

[00362] B npyrom BapuaHTe peanM3alMud H300peTeHHA  (hapMaLEeBTUYECKH
NPUEMIIEMBIN COCTAB BEIIECTBA, OTKPHIBAOMIETO KA1 KAHAIBI, B HEKOTOPBIX CITyYasx
B KOMOWHAIIMM C TOPMOHOM POCTa, BBOJAT WHIWBHUAY C H30BITOYHBIM BECOM HITH
OXXHPEHHEM, COBMECTHO C MPOTHBOATHJICITHYECKAM areHTOM, UL WHAYILMPOBAHUS

CHIWKCHUA BCCA.

[00363] B npyrom BapuaHTe peanuM3alM H300peTeHUs (hapMaIeBTHICCKU
MPUEMJIEMBIN COCTAB BEIIECTBA, OTKPBIBAIOIIETO KT KaHAIBI, B HEKOTOPBIX CIIy4asx
B KOMOWHAIIMM C TOPMOHOM POCTa, BBOJAT WHIWBHAY C HW30BITOUYHBIM BECOM HITH
OKHPCHHEM, COBMECTHO C HETHA3HIHBIM JUYPETHKOM, M1 HHIYIUPOBAHUSA

CHHJKCHHA BECA.

[00364] B ngpyrom BapuaHTe pealu3aldud W300pPETCHHA IS HWHIYIIHPOBAHUS
CHIDKEHUS Beca (papMarieBTHUECKH NPHUEMJIEMBIH COCTAB BEIIECTBA, OTKPBIBAIOIIETO
KATo KaHajabBl, B HEKOTOPHIX CIOy4YasX B KOMOHWHAIIMH C TOPMOHOM POCTa, BBOJAT
HHIUBUOY C H30BITOYHBIM BECOM HIJIH O)KHPCHHUCM, COBMCCTHO C TIIpCrapaToMm,
KOTOPBIH BBI3BIBAET CHIJKEHHE BECAa MOCPEJACTBOM MEXAHHW3Ma, OTIHYAFOIIETOCS OT

MeXaHH3Ma JUA30KCHU/IA.

[00365] B nmpyrom BapuaHTe peanH3anMHd H300peTeHHUA  (hapMAaLEBTHYECCKH
MPHUEMIIEMBIH COCTAB BEINECTBA, OTKPBHIBAONIETO KA1 KAHABI, B HEKOTOPBIX CITyYasx
B KOMOHWHAIIMK C TOPMOHOM POCTA, BBOJSAT WHIWBUAY C H30BITOYHBIM BECOM HITH
OXXKHPEHHEM, UITH CKIIOHHOMY K O)KHPEHHIO, COBMECTHO C JICKAPCTBEHHBIM CPEICTBOM,
MOHWKAIONIMM KPOBSTHOE JABJIEHWE, JJI HHAYLIUPOBAHUS IMMOTEPH BECAa W JICUYCHUS

COITY TCTBYFOTIIMX 3a00JIEBAHHM, CBI3aHHBIX C OXKUPEHUEM.

[00366] B nmpyrom BapuaHTe peanH3anMHd H300peTEHHUA (hapMAaLEBTUYECCKH

MPUEMJIEMBIN COCTAB BEINECTBA, OTKPHIBAOIIETO K A1 KaHABL, B HEKOTOPBIX CIy4Yasx
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B KOM6I/IHaI_[I/II/I ¢ TOPMOHOM pPOCTAa, BBOAAT HHAUBHAY C H30BITOYHBIM BECOM HIIH
OKHUPCHUCM, UK CKIIOHHOMY K OKHPCHHIO, COBMCCTHO C JICKAPCTBCHHBIM CPCACTBOM,
MNOHWKAOIIUM YPOBCHDb XOJICCTCPHUHA, AJTI HHAYIUPOBAHWUA CHXKCHHUA BECA U JICUCHUA

ACCOLIMHUPOBAHHBIX C OYKUPEHUEM COITYTCTBYIOIIHX 3a00JI€BAHUH.

[00367] B npyrom BapuaHTe peanM3alMud H300peTeHHA  (hapMaLEBTUYECKH
MPUEMIIEMBIN COCTAB BEIIECTBA, OTKPBIBAIOIIETO KT KaHAMIBI, B HEKOTOPBIX CIIy4asx
B KOMOMHAIIMM C TOPMOHOM pOCTa, BBOJSAT MHIAMBHAY C W30BITOYHBIM BECOM HIIH
O’KUPEHHUEM, WM CKJIOHHOMY K OKHPEHHIO, COBMECTHO C JIEKAPCTBEHHBIM CPEJICTBOM,
nosbimaroIuM yposeHs JIIIBIIL, 1 MHIynMpoBaHMA CHWKEHUA BECa W JIEYCHHUSA

ACCOMHUHUPOBAHHBIX C OKUPCHUCM COIMYTCTBYHOIIHUX 3a00JIEBAHHH.

[00368] B npyrom BapuaHTe peanuM3alM H300peTeHUS (hapMaIEBTHYECCKU
MPUEMIIEMBIN COCTAB BEIIECTBA, OTKPBIBAIOIIETO K1 KaHAIBI, B HEKOTOPBIX CIIy4asx
B KOMOWHAIIMM C TOPMOHOM POCTa, BBOJAT WHIWBHAY C H30BITOUYHBIM BECOM HITH
0’KHPEHHEM, HIIH CKJIOHHOMY K OKHPEHHIO, COBMECTHO C JIEKAPCTBEHHBIM CPEACTBOM,
YIIy4IIAaro MM 4y BCTBUTEIIBHOCTh K HHCYJIMHY, IS HHIYLIHPOBAHHUS CHIJKCHHS BECa H

JICYEHUST ACCOILMMPOBAHHBIX C O)KHPEHUEM COITY TCTBYIOIUX 3a00JICBAHHI.

[00369] B ngpyrom BapuaHTe peanH3alMd H300pETeHHS (hapMaLEBTHYCCKH
MPHUEMIIEMBIH COCTAB BEINECTBA, OTKPHIBAIONIETO KA1 KAHANBI, B HEKOTOPBIX CIIyYasx
B KOMOHWHAIIMK C TOPMOHOM POCTA, BBOJST WHIWBHAY C H30BITOYHBIM BECOM HITH
OXXKHPCHHUEM, WJIH CKIIOHHOMY K O’KHPEHHIO, COBMECTHO C MPOTHBOBOCHATUTEIHHBIM
JIEKaPCTBEHHBIM CPEJICTBOM, JUIS HHAYIHPOBAHUS CHWJKCHUS BECa W JICUYCHHS

ACCOLMUPOBAHHBIX C OXKUPEHHUEM COITY TCTBYIOIIHX 3a00JI€BaHUH.

[00370] B ngpyrom BapuaHTe peanH3anMHd H300peTeHHS  (hapMaLEBTUYECCKH
MPHUEMIIEMBIN COCTAB BEINECTBA, OTKPHIBAONIETO KA1 KAHABI, B HEKOTOPBIX CITyYasx
B KOMOHWHAIIMM C TOPMOHOM POCTA, BBOJAT WHIWBUAY C H30BITOYHBIM BECOM HITH
OXXHPEHHEM, WITH CKIIOHHOMY K O)KHPEHHIO, COBMECTHO C JICKAPCTBEHHBIM CPEICTBOM,
MOHWKAIONIMM YPOBEHb IUPKYJUPYIOIUX TPHIIICUPUIOB, UIA WHAYIIHPOBAHUS
CHIDKCHHS BECa M JICYECHHUS aCCOLMHPOBAHHBIX C OYKHPEHHEM COITY TCTBYIOIIUX

3a001€BaHHIA.
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[00371] B ngpyrom BapuaHTe peanH3alyd H300PETEHHS BEMIECTBA, OTKPHIBAIOLIHE
KaTe KaHambl, B HEKOTOPHIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIWUBUAY C W30BITOYHBIM BECOM WM OKUPEHHEM, WJIH CKIIOHHOMY K OJKHPEHHIO,
COBMECTHO C CHOYTpaMHHOM B (papMaleBTHYECKH NPHEMIIEMOM COCTaBe, JUIA
WHIYILMPOBAHUS CHIDKEHHWS Beca M JICUYCHHSA AacCCOLMHUPOBAHHBIX C OXXHPEHHEM

COITY TCTBYIOLIUX 3200JI€BaHHM.

[00372] B ngpyrom BapuaHTe peanu3alid U300PETEHHs BEIIECTBA, OTKPHIBAIOLIHE
KaTe KaHambl, B HEKOTOPBIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIUBUAY C WU30BITOYHBIM BECOM WM OKUPEHHEM, WM CKIIOHHOMY K OJKHPEHHIO,
COBMECTHO C OPJHMCTATOM WJIH JPYTHM AaKTHBHBIM CPEICTBOM, I10/IABJISIOIIUM
JAEUCTBHE IKENMYJOYHBIX JHIa3 B (HapMAIEBTHYECKH NPHUEMIIEMOM COCTaBe, JUIA
WHIYLMPOBAHUS CHIDKEHHMA Beca M JICUCHHA AacCOLMUPOBAHHBIX C OXXHPEHHEM

COIYTCTBYIOLINX 3a00JICBAaHHM.

[00373] B apyroMm BapuaHTe peanH3allyd H300PETEHHS BEMIECTBA, OTKPHIBAIOIIHE
KaTre KaHambl, B HEKOTOPBIX CIy4asX B KOMOWHAIMM C TOPMOHOM POCTAa, BBOJAT
WHIUBHIY C W30BITOYHBIM BECOM HIIH OKHPEHHEM, HJIM CKJIOHHOMY K OKHPEHHIO,
COBMECTHO C HETHA3HIHBIM JTHYPETHKOM B (papMaleBTHUECKH MPHEMIIEMOM COCTABE,
Ui MHAYLUHPOBAHHS CHIDKEHHS BECa M JICYEHHUS ACCOLMUPOBAHHBIX C OKHPEHHEM

COIY TCTBYIOIIHMX 3a00JICBaHH.

[00374] B gpyroMm BapuaHTe peanH3aliyd H300PETEHHS BEIIECTBA, OTKPHIBAIOLIHE
KaTe KaHambl, B HEKOTOPHIX CIAy4asX B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIWUBUAY C W30BITOYHBIM BECOM WIIM OKUPEHHEM, HWJIH CKIIOHHOMY K OKHPCHHIO,
COBMECTHO C arcHTOM, MOJABIIIONIEM AaMMETHT B (PapMAIEBTHYECKH MPHUEMIIEMOM
COCTaBe, Ui HWHIYLUPOBAHWS CHIDKEHUS BECa M JICYCHHS ACCOLMHPOBAHHBIX C

O’KHPEHHUEM COITY TCTBYFOTIMX 3a00JIEBAHHM.

[00375] B apyroMm BapuaHTe peanH3aldyd H300PETEHHS BEMIECTBA, OTKPHIBAIOLIHE
KaTe KaHambl, B HEKOTOPHIX CIOy4asX B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIUBUAY C W30BITOYHBIM BECOM WM OKUPEHUEM, HWJIH CKIIOHHOMY K OJKHPCHHIO,

COBMECTHO C AHTAarOHHUCTOM KAaHHAOWHOWIHOTO PELENTOpa B (PapMareBTHUECKU
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OpuUECMIICMOM  COCTaBC, AL HHAYONHUPOBAaHWA  CHHKCHHA BCCA W JICHCHHA

ACCOLMHUPOBAHHBIX C O)KUPEHHUEM COITY TCTBYIOIIHX 3a00JI€BAHUH.

[00376] B npyrom BapuaHTe peanH3alyd H300PETEHHS BEIIECTBA, OTKPHIBAOLIHE
KaTe KaHambl, B HEKOTOPHIX CIAy4asX B KOMOWHAIIMA C TOPMOHOM POCTA, BBOJAT
WHIWUBUAY C WU30BITOYHBIM BECOM WM OKUPEHHEM, WJIH CKIIOHHOMY K OJKHPEHHIO,
COBMECTHO C AQHTUXOJIECTEPHHOBBIM AaKTHBHBIM areHTOM B (hapMaleBTHYECKH
NPUEMIIEMOM  COCTaBe, Ui HMHAYUUPOBAHWS CHW)KEHHS Beca W JICUYCHHA

ACCOLIMMUPOBAHHBIX C OXKUPEHUEM COIMYTCTBYIOIIMX 3a00JI€BaHUH.

[00377] B npyrom BapuaHTe peanu3aliyd U300pETEHHs BEIIECTBA, OTKPHIBAIOLIHE
KaTe KaHampl, B HEKOTOPHIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIUBUAY C WU30BITOYHBIM BECOM WM OKUPEHHEM, WM CKIIOHHOMY K OJKHPEHHIO,
COBMECTHO C AHTUTHIICPTCH3UBHBIM areHTOM B (apMaleBTHYECKH TNPHEMIIEMOM
COCTaBe, Ui HMHIYLUPOBAHWUSA CHIDKEHHS BECa M JICYCHUS ACCOLMHPOBAHHBIX C

OYKUPEHUEM COTY TCTBYIOIIHMX 3a00ICBaHH.

[00378] B apyroMm BapuaHTe peanH3alMyd H300PETEHHS BEMIECTBA, OTKPHIBAIOIIHE
KaTe KaHajabl, B HEKOTOPBIX CIAy4asx B KOMOWHAIIMA C TOPMOHOM POCTA, BBOJMAT
WHIUBUAY C W30BITOYHBIM BECOM WM OKUPEHHEM, WJIH CKIIOHHOMY K OKHPCHHIO,
COBMECTHO  C  HWHCYJHH-CEHCHOWJIM3HUPYIOIIMM  aKTHBHBIM  areéHTOM B
(apMarieBTHYECKHA MPHEMIIEMOM COCTaBe, /ISl WHIYLMPOBAHHS CHH)KCHHUS Beca W

JICYEHUS ACCOILMMPOBAHHBIX C O)KHPEHUEM COITY TCTBYFOIIUX 3a00JICBAHHI.

[00379] B ngpyroMm BapuaHTe peanH3aliyd H300PETEHHS BEMIECTBA, OTKPHIBAIOLIHE
KaTp KaHajbl, B HEKOTOPHIX CIAy4asX B KOMOWHAIIMA C TOPMOHOM POCTA, BBOJAT
WHIUBUAY C W30BITOYHBIM BECOM WA OKUPEHHUEM, HWJIH CKIIOHHOMY K OKHPCHHIO,
COBMECTHO C MPOTHBOBOCIAIUTEIIFHBIM AKTHBHBIM areHTOM B (hapMaleBTHYECCKH
NPHUEMIIEMOM  COCTaBe, Ui HMHAYUUPOBAHWS CHWJKEHUS Beca W JICUYCHUS

ACCOLMUPOBAHHBIX C OYKUPEHHUEM COITYTCTBYIOIIHX 3a00JI€BaHUH.

[00380] B ngpyrom BapuaHTe peanH3alMyd H300PETEHHS BEMIECTBA, OTKPHIBAIOLIHE

KaTeo KaHambl, B HEKOTOPHIX CAy4YasX B KOMOWHAIIMH C TOPMOHOM POCTa, BBOJST
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HHIUBUOY C HM30BITOYHBIM BECOM HIIH OKHUPCHUCM, HIIH CKIIOHHOMY K OKHPCHHIO,
COBMCCTHO € AaHTHACMPCCCAHTOM B (bapMaHeBTH‘ICCKH OpUCMIIEMOM COCTAaBC, IJIA
HWHAYIHUPOBAaHHUA CHWKCHHUA BCCa MW JICUCHUA ACCOLMUPOBAHHBIX C OXKHUPCHUCM

COMYTCTBYIOIIMX 3a00JI€BaHUM.

[00381] B ngpyrom BapuaHTe peanu3alid H300PETEHHS BEIIECTBA, OTKPHIBAOLIHE
KaTe KaHambl, B HEKOTOPBIX CIy4asX B KOMOWHAIMA C TOPMOHOM POCTA, BBOJAT
WHIUBUAY C WU30BITOYHBIM BECOM WM OKUPEHHEM, WJIH CKIIOHHOMY K OJKHPEHHIO,
COBMECTHO C MPOTHBOAHMIETITHYECKAM areHTOM B (papMaleBTHUYECKH MPHEMIIEMOM
COCTaBe, Ui HMHIYLHUPOBAHWS CHIDKEHHS BECa M JICYCHUS ACCOLMHPOBAHHBIX C

O’KUPEHHUEM COITY TCTBYIOIINX 3a00JIEBAHHH.

[00382] B ngpyrom BapuanTe peanm3anvu HW300PETEHHS BELIECTBA, OTKPBHIBAIOIIHE
KaTe KaHambl, B HEKOTOPBIX CIIy4asX B KOMOHMHAIMA C TOPMOHOM POCTA, BBOJST
WHIUBHIY C W30BITOYHBIM BECOM HJIH OKUPEHHEM, HJIH CKJIOHHOMY K OKHPEHHIO,
COBMECTHO C AaKTHBHBIM ar¢HTOM, CHIDKAIOIHM  YacTOTy  BO3HHUKHOBEHHS
aTePOCKIICPOTHYECCKUX OJSIIIEK, B (papMaLeBTHYECKH MPUEMIIEMOM COCTaBe, IS
HHAYIMUPOBAHHA CHIMKCHHUA BC€Ca HW JICUCHHUA aCCOIUMHUPOBAHHBIX C OXHUPCHUCM

COIY TCTBYIOIIHMX 3a00JICBaHH.

[00383] B mpyrom BapuaHTe peanH3alMyd H300PETEHHS BEMIECTBA, OTKPHIBAIOLIHE
KaTo KaHajabl, B HEKOTOPHIX CIAy4asx B KOMOWHAIMA C TOPMOHOM POCTAa, BBOJAT
WHIWUBUAY C W30BITOYHBIM BECOM WM OKUPEHHEM, WJIH CKIIOHHOMY K OKHPCHHIO,
COBMECTHO C AKTHBHBIM AareHTOM, CHWKAIONIMM I[HPKYJTUPYIOIMHE KOHICHTPALHH
TPUTJMLIEPHIOB, B (DapMAalEBTHUECKH TPUEMIIEMOM COCTaBE, I WHAYI[HPOBAHUS
CHIDKCHHS BECa M JICYCHHUS ACCOLMHPOBAHHBIX C OKHPEHHEM COITYTCTBYIOIIUX

3a001€BaHHAII.

[00384] CHWwKeHUEe YpOBHSA LMPKYJIHPYIOUIMX TPUTTULUEPUIOB Y WHIMBHIA C
M30BITOYHBIM BECOM HITH O’KHPEHHEM, HITH CKIIOHHOTO K O)KHPEHHUIO TOCTHTACTCSA TPH
BBeJCHUH 3((EKTUBHOTO KOJHYECTBA TBEPAOH NMEPOPATHHON JIEKAPCTBEHHON (POPMBI
BEMIECTBA, OTKPHIBAIOMETO K1 KaHAIBI, B HEKOTOPHIX CIy4yasX B KOMOHWHALIUU C

TOPMOHOM POCTA.
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[00385] Teepnas mepopanbHas NeKapcTBeHHAs (opMa BEIIECTBA, OTKPHIBAIOLIETO
KaTe KaHampl, MOJKET TPUMEHATHCS [UIA BBEICHHUS TepamneBTHYECKH 3(PPeKTUBHOU
J03BI BEMIECTBA, OTKPBIBAOIIETO KA1 KaHANBI, HHAMBHAY C MU30BITOYHBIM BECOM HIIH
CKJIOHHOMY K OKHPCHHIO, HMCIOIIEMY JJIA 3TOT0 ITOKa3aHUs, I IMOAACPKaHHs Beca,
MOCKOJIBKY Y CTPAJAOIETo O’KHPECHHEM HHJIHBHIA MPEAIIOYTHTEIIFHO IOAACPKUBATH
BEC Cpasy JK€ IOCIIE HEKOTOPOr0 CHUKEHHS BECA, KOTJa albTEPHATHBOM SBIAETCS

BOCCTAHOBJICHHC BCCaA.

[00386] Cmoco0® HMHAYLMPOBAHMA YMEHBINEHUS Oonee yeM Ha 25% HCXOJHOTO
KOJIMYECTBA JKUPA Y UHAUBUAA C U30BITOUYHBIM BECOM HJIM OKUPEHHEM MOJKET OBITh
JOCTUTHYT IyTeM JUIMTEIBHOTO BBEACHHUA TBEPAOH MNEPOPAIbHOM JIEKapCTBEHHOM
¢opmbl BemecTBa, OTKpbiBaromero Kare KaHambl, B HEKOTOPBIX CIOy4yasX B

KOMOHMHAIIUU C TOPMOHOM POCTA.

[00387] Cmoco® HHAOyLMpOBaHHWsA CHIKEHHA Oomee uyem Ha 50% HMCXOTHOTO
KOJIMYECTBA JKHPA Y WHIWBUAA C W30BITOUYHBIM BECOM HJIH OKHPEHHEM MOJKET OBITh
JOCTUTHYT TMYyTEM JJIMTEbHOTO BBEACHHS TBEPAOW NEPOPANBHON JIEKAPCTBEHHOM
¢opMbl BemecTBa, OTKpbIBaromero Kare KaHaNbl, B HEKOTOPBIX CIOy4yasX B

KOMOHWHAITHH C TOPMOHOM POCTA.

[00388] Cmoco0® HWHAYIHMPOBAHHA yMEHBINEHUS Oonee 4yeM Ha 75% WCXOTHOTO
KOJIMYECTBA JKHPA Y WHIWBUAA C U30BITOUYHBIM BECOM HJIM OKHPEHHEM MOJKET OBITh
AOCTHUTHYT TyTE€M JJIMTEIIBHOTO BBEIEHHWS TBEPAOH MEPOPATBHON JIEKAPCTBEHHOU
¢opMBI BemecTBa, OTKPHIBAOIMETO Karp KaHABI, B HEKOTOPBIX CIIy4asiX B

KOMOHWHAITUH ¢ TOPMOHOM POCTA.

[00389] Croco® WHIYIHUPOBaHHUA TPEATIOYTHTEIFHOTO YMEHBINCHHUS KOJIMYECTBA
BUCIIEPATIPHOTO JKUPA Y WHAWBHIAA C HW30BITOYHBIM BECOM WM OYKHPEHHEM MOXKET
OBITh  MOCTHTHYT TyTEM JUIMTEIIFHOTO BBEICHHS  TBEPAOH  MEPOPATLHOM
JEKapCTBEHHOW (OPMBI BEIIECTBA, OTKPBHIBAOIETO Kare KaHANBIL, B HEKOTOPHIX

Cly4asiX B KOMOWHAIIUW C TOPMOHOM POCTA.
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[00390] Croco® MHIYIMPOBAHHUA YMEHBIIEHHS KOJIMYECTBA JKMpPAa B OPraHU3ME U
CHIDKEHHUSI YPOBHA LMPKYJIUPYIOIIUX TPUTIIHLEPHIOB Y WHAMBHIAA C H30BITOYHBIM
BECOM HIIM OKHPEHHEM MOJKET OBITh JOCTUTHYT MYyTEM JIUTEIIBHOTO BBEACHUSA
TBEPAOW TIEPOPATBHON JIEKAPCTBEHHOW (DOPMBI BEMIECTBA, OTKPBIBAIOMIETO Karo

KaHaJlbl, B HCKOTOPBIX ClIy4dasaX B KOM6HHaHHH C TOPMOHOM poOcCTa.

[00391] Hacrosiimee n300peTeHHe OMMCAHO CO CCHUIKOW HA TIPEICTABICHHBIC HIDKE

MPUMEPBHI, HE UMEIOIIHE OTPAHUYHUTEIIBHOTO XapaKTepa.
[TPUMEPDI

Ilpumep 1. CoctaBbl, coaepkampe akTHBATOPHl ATd-uyBCTBHUTELHBIX KAJIHEBBIX

KaHAJIOB
1. Cocmagwr npeccosannvix madiemox

[00392]  J[Ma30KCHA WM €ro MPOU3BOAHOE B KoJIMW4YecTBE OKoyio 15-30% mo Becy
CMEMIMBAIOT C THAPOKCUITPOIHIMETUIILIEIUTIONO030M B KOJIWYECTBE OKOJ0 55-80% o
BECY, STHILIECIUTIOJIO30M B KOJIM4YecTBE 0K0JI0 3-10 % 1o Becy u creapaToM MarHus (B
Ka4eCTBE CMA3bIBAIOIIETO areHTa) W TAJIbKOM (B KaY€CTBE arcHTa, 00ECIICYHBAFOIIETO
CKOJIbKEHHE), Kakaoro He MeHee 4deM 3% mo Becy. CMech TPUMEHSIOT IS
W3TOTOBJICHUS TIPECCOBAHHBIX TAONIETOK, Kak ormmcaHo B Reddy et al., AAPS Pharm Sci
Tech 4(4):1-9 (2003). TabmeTKH MOTYT TOKPBIBATH TOHKOW TUIEHKOH, KaK OTMHCAHO

HIWKC I MUKPOYAaCTHIL.

[00393] Tabnetka, cogeprxanias 100 MT JHA30KCHAA WITH €70 TMPOU3BOTHOTO, TAKKE
Oyaer comepkath Okoia0 400 Mr THIPOKCHIPOMWILNEUTONO36I W 10 wr
TUNIEIIHON03bL TabnmeTka, comepkamas S0 MT THA30KCH/IA WITH €T0 MPOU3BOIHOTO,
Taroke OyaeT coxepkats Okojo 200 Mr THAPOKCHNPONMILEIUIFONO3BI W 5 Mr
STUNIEILION03bL. TabnmeTka, comepkamast 25 M THA30KCHIA WM €T0 TMPOU3BOIHOTO,
Taroke Oyaer coaepkarh okomo 100 MT THAPOKCHUNPONHIIEIUTIONO3B M 2,5 Mr

OTUIIICIITIOJI03bI.
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2. Unxancynupogannusiti cocmas Ouasokcuod u3 MuKpouyacmuy ¢ NOKpoulmuem

[00394] /[Ma30KCHI WM €ro MPOU3BOJHOE HHKAINCYIUPYIOT B MHKPOYACTHIBI B
COOTBETCTBHH C XOPOIIO M3BECTHBIMHU criocoOamu (cm., Hampumep, mateHT CIITA Neo
6022562). Mukpouactuipl guametpom ot 100 g0 500 MM, comepskamue THA30KCH]T
WM €r0 TPOM3BOJHOE, MO OTAEITBHOCTH WM B KOMOMHALIMH C OJHUM WM Oojee
MPUTOJHBIMA ~ BCIIOMOTATEIBHBIMH ~ BEHIECTBAMH, (POPMHUPYIOIOT C  TOMOIIBIO
IPaHyJIATOpPa U 3aTEM MPOCEUBAIOT U1 OTACICHUA MHUKPOYACTHL] COOTBETCTBYIOIIETO
pasmepa. MHUKpOYACTULBI OKPBITHI TOHKOM IJIEHKOM IIyTEM PACHBUIMTEIBHOM CYIIKU
C HCIONB30BAHUEM TPOMBIIIIEHHOTO oOopynoBanusa (Hampumep, Uniglatt Spray
Coating Machine). ToHkast meHKa COCTOUT U3 STUIIEIUTIONO3bI, alleTaT LEJUTFOJIO3bI,
MOJIMBUHWIITUPPOJIMIOHA MW MONHAKpUiIaMHuia. PacTBOp Uil HAHECEHHS TOKPBITHS
TOHKOM TUIEHKOW MOKET BKJIIOYATH IUIACTH(HUKATOP, KOTOPHIM MOKET TPEICTABIATH
CO00H KacTOPOBOE MAcIO, TUATHI(TANAT, IUTPAT, TPUITHI U CAITULIMIOBYIO KUCIIOTY.
PacTtBOp 4711 HAaHECEHHA MOKPBITHA MOXKET TAKKE BKIHOYATh CMAa3bIBAIOIIMM ArcHT,
KOTOPBIH MOXET TPEACTAaBIATh COOOW MarHus cTeapar, HATpUi OJearT WId
MOJTMOKCHATUIICHUPOBAHHBIA CcOpOUTOUTaypaT. PacTBOp [Uisi HAHECEHHS TOKPBITHS
MOJKET TaKKE€ BKJIFOYATh BCIIOMOTAaTENIbHOE BEIECTBO, TAKOE KaK TaJbK, KOJUIOMIHBIN
KPEMHE3EM HWJIH CMECh M3 ITHX JBYX J00aBOK B KojudectBe 1,5-3% mo Becy st

opeaoTBpamCHUA CICKHUBAHUA YaCTHI, IIOKPBITHIX TUICHKOM.

3. Cocmas mabnemuposannoii (opmvl OUAZOKCUOA UIU €20 NPOU3BOOHO20 OJlsl

KOHMPOAUPYEMO20 GblCEOO0ICOCHUS

[00395] Ilepen CMEIINBAHUEM AKTUBHBIN HHTPEIUEHT 51
rugpokcurnpormuMetueuroosy (Dow Methocel K4M P) mpomyckaroT yepe3 cuTo
ASTM 80. Cmechp dopmupyroT u3 1 yacTu AHA30KCHAA WM €T0 MPOU3BOAHOTO ¢ 4
yacTed THAPOKCHIPONMWIMETHILNEIUTION03bL. [lociie TIATeNnpHOro nepeMeInuBaHus,
MEJJIEHHO AOOABISIFOT JOCTATOYHBIH OOBEM CIHUPTOBOTO PacTBOPA STHIILEIUIIONO3H! B
Ka4eCTBE TPAaHyNUPYIOIIEro areHTa. KonmudecTBO STHILEIUIONO3bI B TaONETKE B
OKOHYATEJIbHOW COCTaBe cocTaBiseT okono 1/10 dactu. Maccy, monyYeHHYIO B

pesynbTare CMENIMBAHUS TPAHYIHPYIOMIETO areHTa, MPOCEHBAIOT Yepe3 CHTo 22/44.
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[Tonmyuennslie rpanynsl cymat npu 40° C B TeueHue 12 4acoB U 3aT€M BBIAEP’KUBAIOT B
CYIIMIbHOM IKa(dy B TeueHHe 12 yacoB mpu KOMHAaTHOM Temmepatype. [locne cymkw,
T'paHyJIbl, yaAepKaHHbIe Ha cute 44, cMemmBaroT ¢ 15% mpoceBom (TpaHyIIbl, KOTOPBIE
npouutd 4yepe3 cuto 44). Tampk u creapar MarHus AOOABIAIOT B KAYECTBE arcHTa,
00ECTIeUNBAIOIIETO CKOJNBKEHHE, M CMAa3bIBAIOIIEr0 areHTa B KojuuecTBe 2% Beca
Kakaoro. Tawke m00aBIAIOT KpacuTenb. TaONeTKH MPECCYOT C HCHOIb30BAHHEM

OJTHOKOMITOHEHTHOW MAIIMHBI JJI IPECCOBAHUS TA0TETOK.

4. Cocmas npeccogannoii  maodiemupo8anHol  Yopmvl  OUAZOKCUOA UNU €20

npOU3E00H020, 00ECne USaroOuUti KOHMPOIUPYEeMOe GblCE000HCOCHUE

[00396] [Inazokcua wiIM €ro mnpousBoaHoe B komuuectBe 20-40% mo Becy
cmemmuBaoT ¢ 30% mo Becy ruAapokcunponuMeTHianenonao3sl (Dow Methocel
K100LV P) u 20-40% mo Becy mopomkooOpa3Ho# TakTo3sl. CMECh TPaHYJIHPYIOT C
n00aBICHUEM BOJBL. [ paHYITHPOBAHHYIO CMECHh PAa3MAJIbIBAIOT C MOMOINBI0 MOKPOTO
pasmona u 3arem cymar 12 yacoB mpu Temmeparype 110°C. Cyxyio cmech
pa3MajbIBAIOT C MOMOIIBIO CyX0ro pasmona. [locne m3menpueHus 100aBmstoT 25% mo
Becy oatunnemmono3Hod cmonbl (Dow Ethocel 10FP wmmm Ethocel 100FP) ¢
nocrenyronmM goodasineaneM 0,5% 1o Becy creapara MarHus. Takke T00aBIAIOT
Kpacutenb. TaOleTKH TPECCYIOT ¢ TMOMONIBIO OJHOKOMIIOHEHTHOW MAIOHHBI TS
npeccoBanusa TadneTok (Dasbach, et al, Poster at AAPS Annual Meeting Nov 10-14
(2002)).

5. Cocmagé npeccosannoii mabdaemuposannoli Qopmel OUAZOKCUOA UIU €20

NPOU3BOOHO20 C NOKPLIMUEM, 00eCneyusaroujuti KOHmMpOoIupyemoe 8b1c8000cOeHUe.

[00397]  Anapo TabmeTKH TOTOBAT MyTeM cMemuBaHusA OO0 100 MT mHa30KCH/A,
6o ero mpousBoaHoro ¢ 10 mr stunmmemmonos3sl (Dow Ethocel 10FP), wmm mytem
CMCIIMBAHUA 75 MI' THA30KCUJA WX €ro MPOU3BOJAHOTO C 25 Mr JakTo3bl U 10 mr
srunenono3sl (Dow Ethocel 10FP), wmm mytem cmemmBanms 50 Mr aua3okcHia
WM ero mpom3BogHOro ¢ 50 Mr makTo3sl W 10 mr strmemmono3sr (Dow Ethocel
10FP). fAnpa tabmetox (OPMHUPYIOT HAa ABTOMATH3HUPOBAHHOM TIPECCE C BOTHYTOU

noBepxHOCThIO. Kommpeccnonnoe mokpeitue, cocrosmee u3 400 Mr 3THIEHOKCHAA

/3AMEIAIOIIUN JIMCT 10.08.2017/



WO 2016/077629 PCT/US2015/060455
118

(Union Carbide POLYOX WSR Coagulant), mHarocar u cxumarot 10 3000 pyHTOB Ha
kBagpatueiid movim (Dasbach, et al., Poster at AAPS Annual Meeting Oct 26-30
(2003)).

6. Jlexapcmeennas ¢hopma ouazoxcuoa unu e20 Npou38OOH020 € KOHMPOIUPYeMbIM
8b1C600001COeHUeM C  NPUMEHEHUEeM OCMOMUYECKU KOHMPOAUPYEeMOl CUCHeMbl

8b1C6000ICOCHUS

[00398] Jlnazokcua WM ero MpoOu3BOAHOE (OPMHPYIOT B BHIE OCMOTHYECKH
PETYIMPYEMOM CHUCTEMBI BBICBOOOKAECHHMA. Kak TmpaBuio, JBa KOMIIOHEHTa U
pacuIMpseMbld THIPOTENb, KOTOPHIA OOYCIAaBIMBAET BBICBOOOKIECHUE AKTUBHOTO
JIEKApCTBEHHOTO CPEACTBA, C JAHA30KCHIOM MM €Tr0 IPOU3BOJAHBIM 3aKIIOYAIOT B
MOy TTPOHHIIAEMYIO JIBYXCIIOMHYI0 000104Ky. [Ipy coeauHeHUH B 00O0JOYKE IENAIOT
OTBEPCTHE i1 OOJETYeHHs BBICBOOOXKIACHHSA AKTUBHOTO HMHTPEAHCHTA TIPH

ruapaTanuyd ruaporei.

[00399] JlekapcTBeHHY!O  (OpMy,  AZANTHPOBAHHYIO,  pPa3padbOTaHHYI0  H
C(OPMHUPOBAHHYI0O B BHAEC OCMOTHYECKOW CHCTEMBI JOCTABKH, HM3TOTABIHUBAIOT
CIEAYIOmMM 00pa3oM: CHavyala KOMIIO3UIMIO JHA30KCHIA WM TPOU3BOIHOTO
MOJTYYarOT IMMyTEM CMEIIUBAHHUSA B TOMOTE€HHYIO CMEChH MOIMATUIIEHOKCH/IA, TUA30KCH 1A
WJT €70 MPOU3BOJIHOTO U THAPOKCHUIIPOTTHIMETUIILIEIUTIONO03bL. 3aTeM MEMJIEHHO, MPHU
HETIPEPHIBHOM  TIEPEMENIMBAHMHM B TEYCHHE S5 MHHYT, /JOOABIIIOT 00BEM
ACHATYPUPOBAHHOTO OE€3BOJAHOTO 3TaHONA, cocTaBsromud 70% CyXoH MaccCHl.
CBEKENPUTOTOBICHHBIM BIAXKHBIA T'PAHYJAT MPOCEHBAIOT YEPE3 CHTO C PasMeEpPOM
adaeek 20, cymaTr IpuU KOMHATHOM TeMIeparype B TedeHHE 16 4acoB M CHOBa
MPOCEUBAIOT YEPE3 CUTO C pasmepom sueek 20. HakoHel, mMpOCEsHHBIA TPaHyIAT

cmenmmBaroT ¢ 0,5% 1o Becy cTeapaToM MarHus B TEYEHUE 5 MUHYT.

[00400] ['mapoTENEBYIO KOMITO3HIMIO TOTOBAT CIEAYIOIIMM 00pa3oM: cHavama 69%
Mo BECy MOJIMATUIIEHOKCH A, 25% 1o Becy xjopuaa HaTpus U 1% 1o Becy okcuaa
’KeJe3a M0 OTAENbHOCTH MPOCEUBAIOT Yepe3 CUTO ¢ pa3smepoM sueek 40. 3ateMm Bce
MPOCESHHbBIE WHIPEIUEHTBI CMENIMBAIOT c 5% o BECY

TUAPOKCUTTPOTIHUIIMETHIILICIITIONIO30M  JJIsl  TIOJyYEHUST TOMOTEHHOM CMECH. 3aTeM

/3AMEIAIOIIUN JIMCT 10.08.2017/



WO 2016/077629 PCT/US2015/060455
119

00BbEM JEHATYPHPOBAHHOTO O€3BOJHOTO cmHPTa, paBHOTO 50% CyXO# MAacchl,
MEMJIEHHO A00ABIAIOT B CMECh TMPH HEMPEPHIBHOM TIEPEMEMIMBAHUN B TEUYEHHUE 5
MUHYT. CBEKENPUTOTOBICHHBIA BIAKHBIM TPAHYJIAT MPOMYCKAIOT YEPE3 CHUTO C
pasmepoM siueek 20, BBICYIIMBAKOT IPYU KOMHATHOM TEMIIEPAType B TeueHHE 16 yacos
M CHOBAa NPOIyCKAKOT 4Yepe3 CUTO ¢ pasmepom sueek 20. IIpocesHHBIM rpaHyIAT

cmemuBaioT ¢ 0,5% mo Becy creapaToM Maraus B TedeHue 5 MUHYT (cM. mateHT CIIA

Ne 6361795, Kuczynski, et al.).

[00401] Kommo3uimro 1ua3okcuaa WM €ro MPOU3BOJHOIO M THAPOTEIIEBYIO
KOMIIO3HIIMIO TIPECCYIOT B ABYCIIOMHBIE TaOmeTku. CHavyana 100aBISIIOT U HAMOJHAIOT
KOMITO3UIIHIO JTHA30KCH/IA WIIH €r0 MPOU3BOJHOTO, 3aTEM JOOABIIOT THAPOTEIIEBYIO

KOMITO3UIIUMIO W  CHPECCOBBIBAOT IUJIACTHHKKW I1IOA  AJAaBJICHHCM 2 TOHHBI B

KOHTAKTHUPYIOIILYO CJIOUCTYIO CTPYKTYPY.

[00402]  [IByXCNOWHBIE KOHCTPYKIMH ITOKPHIBAIOT MOTYHPOHUIAEMON O0O0O0IOUYKON
(T.e. ToHKOW TIeHKOW). Kommosuims, oOpasyromas 000JI0Y4Ky, COCTOMT U3 93%
aneraTa ILEJUIFON03bl, coaepxkamero 39,8% anernna, U 7% TONHATHIICHT THKOJIS.
Kommosummro, 00pasyromyo 000JI04Ky, PaCIbUIAIOT HA JBYXCIOWHYIO CTPYKTYpPY H

BOKpPYT HEe.

[00403] Hakoner, dYepe3 MOMYMPOHHUIIAEMYIO OOO0JIOYKY (OPMHUPYIOT BBIXOIHOU
KaHa I COSJAMHEHWS THA30KCHAA WIH €ro TPOHW3BOJHOTO C BHEITHEH YacCThIO
JO3UPOBOYHOM cUcTeMBbI. OCTaTOYHBINA PACTBOPUTEND YAAIAIOT IMyTEM CYIIKH IpHU
temnepatype 50° C u 50% BnaxkHoctu. Ilocne 3T0ro 0OCMOTHYECKYIO CUCTEMY CYINAT
mipu 50°C, uro0b1 yaamuTe u3mumky Biard (cM. mareHT CIIA Ne 6361795, Kuczynski,

et al.).
7. [Ipucomosnenue conu ouasokcuoa

[00404] IM'uapoxmopuaHy0 COMb THA30KCUAA MOMYYarT MPH PACTBOPEHHH OJHOTO
Mo auazokcuaa (230,7 r) B 500 mu Et,0O. Cyxyro HCI BBOomsT B pacTBop 10 TEX 110D,

MOKa BEeC KOHTEHHepa He yBemmuutces 10 36 1. Bo Bpems nobasnenns HCL, coms HCl
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IMa3oKcuaa BbIMagaer B Buae mnopomka. Coilb OTQUIBTPOBHIBAIOT W TPOMBIBAIOT

cyxum Et,0.

Ipumep 2. OtieHKA OKUPEHUA iK1 VIVO

1. Mooenv oorcupenus y HcusomHo20

[00405] O¢(PeKTHBHOCT  COCTaBOB  AMA30KCHAA WM €ro  MPOU3BOJHBIX,
MOJIyYEHHBIX COTJIACHO HACTOAIIEMY OIKMCAHUIO, MOKHO NPOaHAIM3UPOBATh Ha
MOJIEITH O’KHPEHUSA Y JKHBOTHOTO, Kak orucano Surwit et al. (Endocrinology 141:3630-
3637 (2000)). Bxpatue, 4-HeAenpHBIX MbIIIEH-caMIIOB TUHUM B6 pasmemanu mo 5
YKUBOTHBIX Ha KJIETKY, B MIOMEIIEHUH ¢ KOHTPOIUpyeMoi temneparypoit (22°C) ¢ 12-
YaCOBBIM CBETOBBIM LIMKJIOM U 12-4acOBBIM TEMHOBBIM IIUKJIOM. DKCIIEPUMEHTAIbHAS
aueTa ¢ BbICOKMM coaep:kanueM skupa (BCXK) u Huskum copepsxanuem sxkupa (HCX)
cozepxkana 58% u 11% kanopuil U3 >xupa, COOTBETCTBEHHO. B TeueHue nepsbix 4
HEJENb HWCCenoBaHusA Tpynmy wmbimed kopmuan mumed ¢ BCX; ocranpabie 15
mbrmei nomyyanu auety ¢ HCXK. Mepmnel, nonyyatromux auety ¢ HCXK, comepikamm
HAa 3TOM JMETe B TEUYEHUE BCETO MCCIEAOBAHMS B KA4YECTBE STAJOHHOW TPYMIIBI
KOHTPOJIbHBIX MBIMEH ¢ Oe3KUpPOBOM Maccou Tema. Ha Hemene 4 BceX MBIIIEH,
nonyvyasummx auety ¢ BCXK, mepepacnpenenunu Ha 2 rpynmel. [lepsas rpymma
nonyuana nuety ¢ BCXK Ha mpoTsiKeHWH WCCIIEOBAHHS B KavueCTBE KOHTPOJIBHOM
rpymmsl ¢ okupeHueM. OctanpHble 3 Tpymmbl Mbimed nonydanu auety ¢ BCXK u
COCTaB AMA30KCHIA WIIH €T0 MPOU3BOAHOTO C KOHTPOJIHUPYEMBIM BBICBOOOKICHHEM B
03¢ 0Kkoo 150 MI/Kr B CyTKH OJHOKPATHO Yepe3 JKEIyJAOYHBIA 30H. JKHBOTHBIX
B3BEIIMBAIIA KAKIYI0 HEACIIO, a MOTPEOJICHHE THWIIH W3MEPSAIIA B KOJUYECTBE Ha
KJIETKY JBa pa3a B HEJACIO 0 M3MEHEHHUM JUET Ha Hejaelne 4, MOCIE YEro €KeJIHEBHO
OTIPE/IETISIIHA BEC TENA W KOJMYECTBO MOTPeOIeHus . DPPEeKTUBHOCTh MUTAHHA (B
rpaMMax Beca Teja, MPUOABSIEMBIX 3a TTOTPeOIeHHy 0 Ka) paccuuTheiBaik B pacuere
Ha Ki1eTKy. OOpa3upl A1 aHaTKW3a HHCYJIMHA, TIIFOKO3bI U JIENTHHA COOMpAaNTH Ha JCHb
24 (3a 4 gHS N0 W3MEHEHWs AWETHI), HAa MeHb 32 (4 MHA TOCe U3MEHEHUS TUETHI) U
KaKJple ABE HEJENU. Bo BceX ciydasx KOPMJIEHHE OCYIIECTBISUIM HE MEHEE YeM 3a 8

4acoB J0 0TOOpa mpoO. YPOBEHH TIFOKO3bI AHAIHM3HPOBAIM C TIOMOINBIO CIOCO0a,
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HCIOJIb3YIOIIErO MIIOKOOKCHAa3y. KOHIIEHTpauuy HHCYIMHA U IENTHHA OMPEACIIAIH C
nomomplo PMIA ¢ 1BOWHBIM aHTUTENOM. AHaIU3 YPOBHS MHCYJIMHA OCHOBBIBAJICS Ha
CTaHJApTE JJIs1 KPbIC, a MIPU aHAIU3€ YPOBHS JIENITHHA MCIOJbB30Balld CTaHIAPT JUIA
MbImH. [10 OKOHYaHWM HCCHETOBAHMSA, TIOCIIE KOPMIIEHHSA COOMpATH 00pas3iibl TIa3Mbl
W aHAIM3UPOBATM HA COJAEP)KAHUE TPUTTHULEPUAOB U HEICTEPUPHUIIMPOBAHHBIX
KUpHbIX KucnoT. Ilocme 4 Hexmenb JeYeHHs JIEKAPCTBEHHBIM  CPEACTBOM,
MOAMHOKECTBO M3 10  JKMBOTHBIX M3  K&XKAOM TPyNNbl  YMEPIIBISIIM.
OnuaugumaneHyio Oenyro >kupoByo TkaHb (OBXKT), 3aOprommuneni (3b) xwup,
JKUPOBBIE CKIIOTUIEHUSI MEKIIONATOYHOM KOopuuHeBOHM >kupoBod Tkanu (MKOXKT) wu
WKPOHOXKHYIO MBI YyAAJIIM, HCCEKanu W B3BemmBainu. lIpoueHT xupa B
OpraHu3Me OLIEHHUBAJIA 1O BECY SMHUAUIUMAIBHOTO CKOIUIEHU kupa. [logMHOXKECTBY
W3 TATH JKUBOTHBIX W3 KAKAOH TPyNIbl BBOAWIM BHYTpHOpromuHHO 0,5 T/KT
rmoko3sl. Uepes 30 MHUHYT TOCIE HMHBEKIMH OTOMpanmu oOpasel IUla3Mbl |
AHAIM3UPOBAJIM €T0 HA COJAEP’KAHME TIIFOKO3BI C MOMOMLIBIO CII0C00a, HUCIIOb3YIOIIETO

TIIFOKOOKCHU/IA3Y.
2. Jleuenue ooicupenus y nooeii

[00406] O¢(PeKTHBHOCTH  COCTAaBOB  JAWA30KCHAA WIH €r0  MPOH3BOJHBIX,
MOJIYYEHHBIX COTIACHO HACTOAIIEMY ONMCAHHIO, MOKHO MPOAHAIM3UPOBATH y JIHOACH
¢ oxxupenneM. VccnemoBanue mposoaum, kak onucano B Alemzadeh (Alemzadeh, et
al., J Clin Endocr Metab 83:1911-1915 (1998)). CyObekThI OBLTH B3POCIBIMH JIFOTEMU
C OKHPEHUEM OT YMEPEHHOH J0 TDKEJIOW CTETeHH W WHAEeKcOM macchl Tena (MMT)
OompImuM WM paBHBIM 30 Kr/M’. [Tpr mepBOHAYANBHOHN OIIEHKE KAKIOMY CYOBEKTY
MPOBOIMIIN TIONMHBIN (DU3UKATBHBIA OCMOTp, TIPH 3TOM BEC Tela OLECHHUBAIU IIO
CTAHJAPTHOM JJIEKTPOHHOM IIKAaJde W KOMIIO3MLMOHHOMY AaHAIW3y COCTaBa TeEna C

noMo1nbo DEXA.

[00407] Ilepen HavyaJIoM HCCIIEJ0BaHUA BCEM cyOBeKTaMm Ha3zHa4a
HU3KOKAJIOPUIHYIO aueTy B TeueHuWe | Hemenmn. HuskokanmopuiiHas nuerta Obuia
NPEeNyCMOTPEHA NI MWCKIFOYECHHWS WHIWBHIOB, KOTOPBIE C MallOM BEPOATHOCTBHIO

6YILYT CO6J]IOI[aTB PEXKHUM JICYCHUA U UMCTb CTa6I/IJIBHy10 MaccCy TCia nepea JCUCHUCM.
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[Ipy kaxaOM BBEACHUU 03Bl JIEKAPCTBEHHOTO CPEACTBA aHaau3upoBamu a0 S50
nanueHToB. Cyrounas no3a coctasmsima 100, 200 u 300 mr/cytku. CyTOUHYIO 03y
pasaensam Ha 2 036l A1 BBeAcHUA. Jl03y BBOAWIM B BHJAC OJHOMW, ABYX HWIIH TPEX
Karicyn o 50 Mr Wiy TaOJIETOK B KKIBIH MOMEHT BBeJeHUS. OTACITbHBIM TTAIHEHTAM
703y BBOJAWIIM €XKEIHEBHO N0 12 mecsueB. EsKeHEOENTbHO MAlMEHTOB OCMATPUBAIIH,
B3BEIIWBAIM W CIPAIIUBAIHA O JIOOBIX MOOOYHBIX 3((eKTaX WM COIMYyTCTBYIOIIHX

3a00JI€BaHUIX.

[00408]  Kakapli marueHTa OCTABII OT3BIB KaXKAbIE 24 yaca O MPUMEHEHHUH JUETHI.
OT3bIBBI O TPUMEHEHUHM [HUETHl AHAJIU3UPOBAIU C TPUMEHEHUEM CTaHAAPTHOU
KOMIBIOTEPHOM MporpaMMbl. BceM manueHTaM Ha3HA4ald HU3KOKAJTOPUMHYIO TUETY

Y PEKOMEH/IOBAITU PETYIIIPHBIEC (PU3NUYECKUE YIPAKHEHHUS.

[00409] Ilepes HayaloM M TMOCIE 3aBEPLICHUSA HCCICAOBAHHMA IMPOBOIUIN
clielyronye 1abopaTopHbIE TECTHL IMIFOKO3a KPOBU HATOINAK, MHCYJIMH, XOJIECTEPHH,
TPUTTHIEPHIBI, CBOOOAHBIE >kupHBIE KHCTOTH (C)KK), rimmkoreMorimoOnH, a Takke
MOKA3aTeM CKOPOCTH TOSABICHHUA M OKUCIICHHS >KHPHBIX KHCIIOT, TONYyYEHHBIX W3
mia3mMbl. Kpome TOTo, /Ui BBIABIIEHUS CyOBEKTOB C MPH3HAKAMH HETIEPEHOCHMOCTH
TITIOKO3Bl W/WITA W3MEHEHHSAMH YPOBHEH JIIEKTPOJUTOB, €KEHEACTHHO OIICHUBAIH
CTAHJAPTHBIM OWOXUMHYECKHNW AaHAU3 W YPOBEHb TJIIOKO3bI B IIA3ME HATOINAK.
VpoBeHb TIIOKO3BI OICHWBAIM B IUIa3ME€ C TOMOIIBIO CIOCO0a, HMCHOIB3YIOLIETO

TTFOKO300KCH A3y .

[00410] KoHueHTpamuioo HWHCYIMHA ompeAemsiniu ¢ momompto PHUA ¢
WCITIOJTb30BAaHHEM HA0Opa ¢ JBOWHBIM AHTHTEIIOM. KOHIICHTpamuio XolecTepuHa |
TPUTIHLIEPHAOB HU3Mepsiiu (epMmeHTaTUBHBIM criocoooM. YpoBau CXKK B mmasme
onpenemsiia - (PePMEHTATHBHO-KOJIOPUMETPHUYECKHM MeTogoM. S| omeHWBaIM ¢
MOMOINBI0 B/B TeCTa Ha MepeHOCHMOCTh Tioko3bl (B/BTIIIY) ¢ wmcmonb3oBaHuEM
MOAU(PHUITUPOBAHHOW MUHUMAaJIbHOW Mojenu. [locie HOYHOTO TOJIOJAHWS BBOIHIIA
BHYTPUBEHHO 00ITF0C TF0K036bI (300 Mr/KT), a 3aTem (uepe3 20 MuH) 100aBISLITA OOJTFOC
uHCynuHA. KpoBb 1 ompeneseHus YPOBHS TIFOKO3bI W WHCYJIHHA TIOJyYalH W3

MPOTHUBOMOJIOKHOM JlarepalibHOM BeHbl Ha -30, -15, 0, 2, 3, 4, 5, 6, 8, 10, 19, 22, 25,
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30, 40, 50, 70, 100, 140 u 180 munytax. SI u >¢pdexruBHOCTS TMOKO3BI (SG)
PACCUUTHIBATH C TPUMEHEHHEM MOIU(PUIMPOBAHHON KOMIBIOTEPHOM TPOTPAMMBI
MHHMMAJIbHOM MOAENH beprmana 10 W MOCHEe 3aBEPUICHUS HCCIIECIOBAHMI.
ITepBUYHYI0 HHCYTMHOBYIO PEAKLMIO HA TIIFOKO3Y ONPEACISIIN B TCUCHHUE MEPBBIX 19
munHyT B/BTIII, a ckopocTs yrummsanmu rmoko3sl (Kg) onpenemnsanu ¢ 8-19 MmunyTHI
B/BTIII". KOMITO3HIIMOHHBINM COCTAB TENNa OLIEHUBAIIA ¢ TIOMOIIBIO OHO3JIEKTPUIECKOTO
WMIIEJAHCA JI0 U TIOCJIE 3aBEPIIEHUS UCCIEA0BAHMA. 3aTPaThl SHEPruM B nokoe (3911)
HM3MEPANIM € TIOMOINBIO HENPSAMOM KaJOPUMETpUH 1mocie 12-4acoBOro HOYHOIO
roJIOAaHMA Y CyOBEKTOB, JIEXKAINUX Ha criMHE B TeyeHue 30 MuHyT. Mody coOupanu B
TEYEHHE COOTBETCTBYIOIUX 24 YacoB JJII U3MEPEHHUS OOMIETO COACPKAHUS a30Ta U

OonpecaAcCIICHUA UCIIOJIb30BaHUA CY6CTpaTa A0 U IOCJIC UCCIICAOBAaHUA.

3. Jlewenue ooicupenuss y ai0o0eti nymem COBMECMHO20 66e0eHUs OUA30KCuod u

penmepmuna

[00411] OueHka JATUTENBHOTO COBMECTHOTO BBEACHHUS TBEPAOM MEPOPATBHON
JIEKapCTBEHHOM (hOPMBI THA30KCHAA HITH €T0 TIPOU3BOTHOTO U (PEHTEPMHUHA Y JTFOACH C
OKHPEHHEM OT YMEPEHHOH J0 TSKEIOW CTENMEeHH W HMHAeKcOM Macchl Ttenma (MMT)
OonpImuM WK paBHBIM 30 Kr M. [Tpu mepBOHAYATTBHOW OIICHKE KAKIOMY CYOBEKTY
MPOBOJMJIM TIONHBIN (PU3UKATBHBIA OCMOTP, TPH 3TOM BEC TElia OICHHBAIU TIO
CTAaHAAPTHOM 3JIEKTPOHHOW INKAlIE€ M KOMIIO3MLIMOHHOMY AaHAIM3y COCTaBa Tela ¢

nomotipio DEXA.

[00412] Ilepen HavyaJoM HCCIIEJ0OBaHUA BCEM cyOBeKTaM Ha3zHa4a
HU3KOKAJOPUIHYIO aueTy B TeueHuwe | Hemenmn. HuskokanmopuiiHas nuerta Obuia
MPEAYCMOTPEHA JJIs1 UCKIIOYEHUS WHIAUBUIOB, KOTOPBIE C MaJiol BEPOATHOCTBIO
OyayT COOMIOIATh PEKUM JICUECHHUS M UMETh CTAOMITBHYIO MAcCy TeJia TEPe/T TICUCHHEM.
[Ipoananmu3upoBanbel jnaHHeie 10 100 mnamuentoB. CyTouHas 032 JUA30KCHIA
coctaBisana 200 mr. CyTOuHyr 103y pasfensivi Ha 2 103bl A BBeAcHuUs. Jlo3y
BBOIMTH OO B (popme kamcymsl mo 100 mr, mubo B dopme tadmerku mo 100 mr B
KaKJIbIi MOMEHT BBeZeHUs. OTAENbHBIM MAUMEHTAM J03Y BBOJMIIMU €KEIHEBHO 10 12

MecsaieB. OeHTepMUH BBOIUIN B (opMe pa30BOM CyTOUHOM m03bI 15 mr. [lanmeHTOB
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OCMATPHBAIH, B3BEHIMBAIIM W CIPAINUBAIHA O JFOOBIX MOOOYHBIX 3((eKTax WHiIm

COITy TCTBYFOTIIMX 3a00JIEBAHUAX KaXK/IbIEC IBE HECITH.

[00413] Bce manupeHTsI NpoA0Kany NoiyyaTh HU3KOKATIOPHUHYIO JUETY, TIPU 3TOM
UM PEKOMEHIOBAIN PeryJisipHble (H3MUecKue yrpakHeHusa. J[0 Havama W TOCTe
3aBEPIICHUST HWCCIIEIOBAHUSA BBIIOJNHSIIN JIAOOPATOPHBIE AHAJU3bI, KAK OIHMCAHO B

MIPUBEIEHHOM BBIIIE TIPUMEPE.
4. IIpoghunaxmuxa ouabema y ntooeii ¢ npeoouabemom

[00414] B 5TOM mpumepe ONMCAHO IPUMEHEHHME JUA30KCHIA Y HUHIUBHIA C
npeauadeToM ¢ TENbI0 TPOQHUIAKTHKH BO3HUKHOBEHHS auaOeTa. Bce WHAMBHIBL
BKITIOYCHHBIE B WCCIIEJOBAHHUE, WMENH TIOBBINICHHBIH PHUCK Pa3BHUTHA JHAOETA,
OLIEHEHHBIA C TIOMOINBIO OJHOTO W3 ABYX CHOCc000B. IIpy aHamm3e ypoBHS TITFOKO3BI
HATOIIAK y TAKUX MAalMEHTOB OTMEYAIIUCh 3HAYEHUSA MIIOKO3bI B 11azme ot 100 go 125
MT/J1, YKa3bIBAIOIIHE HA TATOJIOTHYECKUE H3MEHEHHS YPOBHS TTIFOKO3bI HATOIIAK, HITH
MPU NEPOPATBHOM TECTE HA TOJEPAHTHOCTH K IIIIOKO3€ Y TAKUX MALUMEHTOB uepes3 2
yaca MocJie TIF0KO3HON Harpy3Ky 3HAYE€HHS TIIOKO3BI B IJIa3Me OIMPEACISIINCh MEKIY
140 m 199 wmr/mn, 4TO yKa3piBaeT HAa HAPYIMIEHHYIO TOJEPAHTHOCTh K TITFOKO3E.
JleueHue HAUMHAIH Y THOOOTO MHIWBUAA, COOTBETCTBYIOMIETO JIOOOMY W3 KPHTEPHEB.
NHauBUabL, NOAyYaromuye jJe4eHue, TpuHuMand oo 200 MT ITua3oKCHIA B JICHb B
¢dopme kancynbl Wik TadneTku mo 100 Mr 1Ba pasa B CyTKH, THOO JBE KATCyJIbI HITH
tabmetkrn mo 100 Mr oamH pa3 B CyTKH. VIHAWBUABL, TONydYaromme Imianedo,
MPUHUMAITH JTHOO OJHY Karcyjay WiId TaOJeTKy MIanedo JBa pa3a B CYTKH, JTHOO JBE

KariCyJIbl WM TaOJIETKU TUTAe00 OUH Pa3 B CYTKH.

[00415] Jleuenue OpoAoJLKaIM B TEUYEHHE OJHOr0 TIoJa C  CKEMECAYHBIM

BoimotHeHUEM OI'TT unu ananusa ypoBHS TIFOKO3bI HATOINAK.
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5. Ilpumenenue KOMOUHUPOBAHHO2O COCMABA  3AMEONEHHO20  BbIC8OOONCOCHUS]
ouasoxcuoa HCl u memcpopmuna HCIl oOns nevenuss nayuenmog ¢ caxapnviv

ouabemom

[00416] KOM6I/IHI/IpOBaHHBIe COCTAaBEI C 3aMEIJICHHRIM BBICBOOOK IEHHEM
mrazokcenga HCl u metdpopmuna HCl monyyanu myrem popMupoBaHHs MPecCOBAHHON
MaTpHLbl TaONeTOK, Kotopas Bkmouaer 750 mr merdopmuna HCl u 100 wmr
nuasokcupa  HCl.  VkazaHHble  aKTHBHBIE  MHTPEJAHEHTHl  CMEIIMBAH  C
KapOOKCUMETHIIIEIITION030M Hatpus (okojio 5% (Bec/Bec)), TUMPOMEITIO30M (OKOJIO
25% (Bec/Bec) u creaparom MmarHus (<2% (Bec/Bec)). CrpeccOBaHHYIO TaOJETKY
JOTIOJTHUTEITFHO TOKPhIBAIH KOMOWHanued stunnemnonossl (80% Bec/Bec) u
MeTHIIEUTI0I03bI (20% Bec/Bec) B BHAE TOHKOW IUICHKH Ui KOHTPOJII CKOPOCTH

THIPATALUU ¥ BRICBOOOKICHHS JICKAPCTBEHHOTO CPEJICTBA.

[00417]  Ilamumentam ¢ nuaderom Il THma Ha3HAYATW TIEPOPATBHYIO JIEKAPCTBEHHYIO
¢bopmy myTeM BBEAEHHUS IBYX TAOIETOK OJWH Pa3 B CYTKH WM OJHOW TaOIIETKH
Kaxaple 12 4dacos. JleyeHne manueHTa JICAPCTBEHHBIM CPEACTBOM MPOAOJDKAIH 10
JAOCTHKEHHS OJTHOTO U3 JIByX TEPANEBTUYECKUX KPUTEPHEB OLIEHKH HJTH 0 TOYYCHHUS
MAIMEHTOM TepamneBTHdeckoro 3¢dekra oTr BBeaeHWA. J[Ba TepameBTHYECKHX
KPUTEPHSA OILICHKH, KOTOPBIE CIY)KHJIA OCHOBOH [UIS TPHHATHS PEIICHHS O
MPEKPAIICHAN JICYCHHS, BKIIIOYATIH JOCTWKECHHE TMAIHCHTOM HHIEKCA MAacChl Tela
(UMT (xr/m?)) ot 18 10 25 WM BOCCTAHOBICHHE HOPMAIBHBIX YPOBHEH IITFOKO3BI B
OTCYTCTBHE JiedeHHA. [larpieHTa TepHOJMYEecKH KOHTPOJIHMPOBAIM HA TPEaMeET. (a)
TOJIEPAHTHOCTH K TJIFOKO3€ C TOMOINBI0 TEPOPATBHOTO TECTA HA TOJEPAHTHOCTH K
rmoko3e; (b) KOHTPOII TTTHKEMHH ¢ IPUMEHEHHEM CTAHIAPTHOTO aHAITA3a TITFOKO3bI B
KpoBH;, (C) yBENWYEHHA WM CHIDKEHHA Maccel Ttena, (d) mporpeccupoBanHms
IUA0ETHYECKAX OCJIOKHEHWH; W (€) HekemaTrenbHbIX 3(P(EKTOB, CBA3AHHBIX C

HUCTIOJIb30BAHUCM YKAa3aHHbIX AKTHBHBIX HHIPCAUCHTOB.

6. [lpeoomepawenue unu neyenue ygeauueHus eca y NAYUEHMOS, NOLYYAGULUX

OJIAH3ANUH
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[00418]  [lammenty, oTBeuaromemy kputepusm muzoppernn DSM III-R, naunnanm
¢dapmakoreparmuio muzoppernn. [lammenty BBoammu 10 mMr onanzanmaa (3uUnpekca,
Lilly) omun pa3 B cyTtku. BecmomoraTtensHas Tepanust s alMeHTa ¢ MH30(peHUEN
BKJIIOYasia 250 Mr 3KBHBAJICHTA BaJIbIIPOEBOU KHCIIOTHI B BUAC JUBAIBIIPOEKCA HATPHS
(demaxor, Abbott Labs). VBenuyenme Beca, IUCTHNUAEMHA W HapPyIICHHE
TOJIEPAHTHOCTH K TIIOKO3€, a Takke METAa0OIWYECKHH CHHIPOM SBJISUIHCH
HE)KeNaTeNbHbIMU 3(PQeKTaMH, BO3HUKAIOIUMH C BBICOKOH YaCTOTOM y MALMEHTOB,
MOJyYaBUIMX  YKA3aHHYI0 KOMOWHAIIMIO AHTHIICUXOTHYECKMX areHroB. llpu
VBEIIMYECHUM BECa, AMCIUNUACMHM, HApPYIIECHUU TOJECPAHTHOCTH K TIIIOKO3€ WU
METa0OIMYECKOM CHHAPOME Ha3HA4Yalld COBMECTHOE BBEJEHHE TEPANCBTHUECKU
3¢ ¢peKkTUBHON 103bI BemecTBa, OTKpbIBaOMET0 Kare kaHamel [lammeHT momyuan
nuazokcun 200 mr/cytku B (opme TaONETKH OJHOKpaTHO. BBeneHwe amazokcuia
NpoNOJDKAMM O TEeX TOop, TMOKa He OBUI0 YCTPAaHEHO YBEIWYEHHE BeEca,
CKOPPEKTHPOBAaHbl JMCIUINUACMUS, HAPYIICHUE TOJEPAHTHOCTH K TIJIOKO3E€ WM
METa0OMMYECKHH CHHIPOM WM TIOKAa JICYCHHWE TAlMeHTa C OJIAH3AIMHOM HE
NPEKPaTUIIOCh. JIUCTUNUIEMUIO BBIABILIM IyTEM H3MEPEHHUsS LIUPKYJIUPYHOLINX
KOHIIEHTpamuii oOmero xonecrepura, JIIIBIT w JIIIHIL, TpurmunepuaoB u
HEITEPUPHUIIMPOBAHHBIX JKUPHBIX KHUCJIOT. HapymieHue TONEpaHTHOCTH K TITFOKO3€
BBIABISIIM € TIOMOIIBKD TECTOB HAa TOJIEPAHTHOCTh K TEPOPAIBHOMY  WJIH
BHYTPUBEHHOMY BBEACHHIO TIIFOKO3BL. MeTaOOTUYECKHH CHHAPOM BBIABISUTH ITyTEM
aHaM3a €ro KIIFOYEBHIX (PAKTOPOB pHCKA, BKIOYAS LEHTPATBHOE OKHPECHHE,
JUCITUMUAEMUIO, HAPYIICHHYI0 TOJIEPAHTHOCTh K TIJIIOKO3€ M IUPKYJIUPYIOIIHE

KOHICHTpAIUKU OCHOBHBIX MMPOBOCIIAIIUTCIIbHBIX U TOKUHOB.

Tlpumep 3. Knuauueckue UCCIEIOBAHUI C VUACTHEM JETEU U B3POCHBIX C OKUPEHUEM

u CIIB

[00419] IIpoBeneHO OJHOLICHTPOBOE OTKPBITOE KIMHUYECKOE HCCIEIOBAHHE OTHOM
rpynmnsl (PCO025) C JBOMHBIM CJIETIBIM 1ae00-KOHTPOIIAPY EMBIM
PaHIOMHU3HPOBAHHBIM MPEKPAIICHUEM NPUMEHECHUS H3y4YaeMoro mnpenapata. Jlns
nanueHToB nepsudHas go03a DCCR cocraBmanma okomo 1,5 mr/kr (MakcumanmbHas

HavalbHas f03a 145 mr) w TuTpoBanachk Kaxkaeie 14 mHed mo okono 2.4 wmr/kr, 3.3
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Mmr/kr u 4,2 mr/kr (makcumanpHas no3a 507,5 mr). Ykazannsie 10361 DCCR Opun
SKBUBAJICHTHBI A03aM aua3okcuaa 1,03; 1,66; 2,28 u 2,9 Mr/Kr, cOOTBETCTBEHHO. J[03y
MAIMeHTaM THTPOBAJH MPH KAKIOM BHU3HTE TI0 YCMOTPEHHIO HccienoBarens. Jlrooou
MAIMEeHT, Y KOTOPOTO OTMEYAJIOCh YBEIWYCHHWE 3aTPaT SHEPTHH B TIOKOE W/HIH
YMEHbIIEHUE runeparud OT UCXOAHOTO YPOBHA A0 AHA 27 wnu A0 AHS 55,
OTIPENIEIIAJICS KaK OTBEUYAOLINH HA JIEYEHHE W MOT OBITh PAHIOMHU3HPOBAH B JBOWHYIO
crenyro  ¢a3zy. Bce manmeHTB, KOTOpBIE  3aBEPIIMIM  OTKPHITYIO a3y,
XapaKTEPU30BAIUCh KAK OTBEYAIOINME HA JICUYEHHE, M ObUIM PaHIOMH3UPOBAHBI H
3aBepliany JBOMHYIO cienyro ¢azy. Bo Bpems aBoiHONM chemod mimane0o-
KOHTPOIIMpYeMOH (a3l ¢ PaHIOMH3HPOBAHHBIM TPEKPAINEHUEM TMPUMEHEHUA
npenapaTa OTBeHaromue OBLTH PAHIOMHU3HPOBAHBI B COOTHOmEHWH 1:1 mmOo mms
MPOJOJDKEHUS AKTUBHOTO JIEUYEHHS B J103€, KOTOPYIO OHHM TOJIyYald HA JeHb 55, Moo
IJISL TIOJTyYEHUs SKBUBAJICHTOM JO3BI IIae00 B TEUCHUE JOTOHUTENBHBIX 4 HEJETh
(29 mueit). He oTBeTHBIIME HA JICYEHUE TIPOIOIDKAIH OTKPBITYIO (hazy neuenust DCCR
B /103€, KOTOPYIO OHM IOJIy4aJld HAa ACHb 55, B TE€YCHUE NOMOIHUTENbHBIX 29 nHel. B

0OmICH CITOKHOCTH B UCCIICIOBAHUH YYACTBOBAIH 12 MAIIMEHTOB.
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/IBoiiHoe cienoe,
njiaunedo
- KOHTpOJIMpyemMoe

HCCIeaA0BaHUE C

404 % 4

CxpuHMHT OTkpbITHII NEepHO JIeYeHus . PAHIOMH3HPOBAHHDI
(28 aueii)* (69 nneii) - M mpeKpaimieHHeM -
. NMpUMeHEeHHsI
- npenapara "
(29 nneii) .
A
HUcxomubri Te ©
Ot maga -28 H | Hens | Jens | JleHb
YPOBCHD | o Jensp 97
710 aHA -1 b 41 55 69
Hens 0 13 )
7
3,
Jlo3a qHa 55 unm
241 3
4,2 5,1 SKBHBAJICHTHAS 1034 IUIAIE00
1,5 Mr/kr | Mr | M
MI/KT | MI/KC | JUI OTBEYAOIIUX U 1034 AHA 55
/xr | 1/
JUTSL HEOTBEYAFOIIHAX
KT

*Bee mpoueaypsl CKPUHUHTA NOJBDKHBI OBITh OCVIIECTBIIEHBI 10 AHA - 14

Kputepuu BKk1r0oYeHHsI: 0CHOBHbIE TPeOOBaHUSA

L4 YMeHue CICA0BATh YCTHBIM U IMACBbMCHHBIM WHCTPYKIHWAM C MOMOIIBIO HITH 0e3

mOMOIIH CO CTOPOHBI JTUIIA, OCYHICCTBILAOIICTO YXOI

) HNudopmupoBaHHOE cOTIacHe C TOMNKMCHIO CyOBEKTa MM €ro 3aKOHHOTO

OTIEKyHa
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° 3aBepUICHHBIN MPOLIECC CKPUHUHTA OT 2 10 4 HEAENb 10 BU3UTA, OLICHUBAIOIIETO

HCXOJHBIA YPOBEHDb
OO0wmue nemorpaguueckne XapaKTepUuCTUKHU

° [TarmeHTBI MY’KCKOTO M KEHCKOTO mosia oT 10 1o 22 neT BKIIOYMTEIBPHO HA

MOMEHT BBEJCHHS JO3bI
. I'enernuecku noarBep:xkAcHHBIA cHHAPOM [Ipanepa-Bum

o HUMT npessimaer 95" MPOLIEHTHIIb BO3PACTHOTO crielupuaHoro 3HaueHus UMT
B CDC-kaptax UMT wmnm npoueHT sxupa B opranusMe > 35% (KpUTepuu KOJIMYeCTBa
’KMpa B OpraHu3Me OyAyT HCIIONIB30BaThCA TOJNBKO B TOM CIIydae, €ClIM HU3MEPEHUS
cAacnmaHel B mpeaenax 12 mecsaneB OT CKPUHMHTOBOTO BHM3WUTA, W y MAlMEHTA HE
CHHM3HJICS BEC ¢ MOMEHTa U3MepeHHsA. [Ipu moOBIX Ipyrux 0OCTOSATENBCTBAX OYyIayT

npuMeHATbes kpurepuu UMT.)

J B niemoM 310poBbIe, U4TO 3a()UKCHPOBAHO B MEAMLIIMHCKOW JTOKYMEHTALWH, TIPH
(pHU3HYECKOM OCMOTPE, OLIEHKE JKU3HEHHBIX TTOKA3aTENIeH, dJIEKTpOKapArHorpamme ¢ 12

orBeneHuAMH (OKI') 1 kTHHUYECKHUX TaOOPAaTOPHBIX aHATH3aX
Pe3yabTaThl cneuuduyeckux Jad0paTopHbIX aHAJIU30B

o TIIF0K03a HaTomak < 126 mr/an

o HbAlc <6,5%

KpuTtepuu oueHKH U CTATUCTHUYECKUH aHAJIU3

[00420] Kaxaprii KpUTepud OLEHKH M3MEPSIOT B ABYX ImepHomax BpeMeHH: (1) Bo
BpeMsI OTKPHITOH (pa3pl JieueHWS KaKk HW3MEHEHHWE (WM W3MEHEHHE TPOIIEHTA) OT
WUCXOJHOTO YpOBHA a0 mHA 69; w (2) BO Bpems ABOWHOM CIENOW IoIare0o-
KOHTPOJIMPYEMOH PAaHAOMHU3HPOBAHHON (Da3pl OTMEHBI TpenapaTa Kak H3MEHEHHE

(W IPOTIEHTHOE W3MEHEHHE) ¢O aHA 69 mo mHs 97.
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[00421] Kputepuu, OLEHUBaEMbIE BO BpPEMsA OTKPBITOM (a3pl  JICUCHHUS,
aHAJTHU3HPOBAIM C MOMOIIBIO MAPHOro t-TeCTa, a KPUTEPHUH, OLICHUBACMBIE BO BpEM:
ABOWHOW  CIIETIOW  TUTAIe00-KOHTPOIMpPyeMOou  (a3pl  JICUEHHs, TOABEPTaITUCh

JUCTIEPCHOHHOMY aHAJIM3Yy W MapHBIM t-TeCTaM.

[00422] Kputepunm  oueHkH  3(PPEKTHBHOCTH  BKIFOYAIOT: runepdaruto
(oLlcCHMBAaEMYIO 1O OTBETAX POAMUTENICH/IHUL, OCYIIECTBIIIOIIUX YXOJ, HAa BOIPOCH
MOIU(UIMPOBAHHOTO ompocHuka runepdarun Dykens, mnpeoOpasoBaHHbie B
YHUCIIOBYIO IKamy oT O 10 34); Bec; )KUPOBBIE OTIOKEHHUS B OPTraHU3Me (OLICHUBAEMbIC
¢ nmomouisto DEXA); OezxupoBas macca Tena (u3mepsemas ¢ momompio DEXA);
3aTpaThl 3HEPTMU B TMOKOE (M3MEpsieMbIe C MOMOINBIO HEMPSIMON KaJOPUMETPHUH);
JBIXATENbHBIA KOA(PHUIHMEHT (M3MEPAEMBI C IMOMOIIBI0 HEMPAMOW KATOPUMETPHH);
OKpykHOCTh Tanmuu; VMMT; rpenmuH; NenTuH, TPUTIHLEPUABI, OOIMUIN XOJECTEpPHUH,
xonecrepud JIIIBII; xonecrepun He-JIIIBII u xonecrepun JIITHIIL. [lononHuTensHyo
WH(POPMAIUIO TIONYYalld W3 ONMPOCHHKA TMOBeACHWA. B Tabmuiax 2 u 3 mpuBeIEHSBI

BU3UTHI, HA KOTOPBIX OLIEHUBAIH K KIbIA TapamMeTp 3(PPEeKTHBHOCTH.
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Ta6nuua 2. Ilepuoabl BpeMeHH /151 OLEHKH 3(PPeKTUBHOCTH MapamMeTpoB BO

BpeMsi OTKPbITOI1 (pa3bl

Konen
VcXoaHbIH Buzut | Busur | Buzut | Buszur dbasge
[Tapamerp | CxpuHHHT
YPOBCHD 3 4 5 6 OTKPBITOTO
JICUCHUSA
I'mnepdarus + + n n n " "
Kup B
+
OpraHU3Me JIn6o Ha ckpuHHHTE,
1100 HA UCXOIHOM
besiciposas YPOBHE .
Macca Tena
Bec * + + + + + +
REE u RQ n n - "
OKpYyKHOCTh
TaJIUU
I'penun,
* +
JICTITHH
JIntmaer + "
OmpocHHK
* +
TOBEICHUS
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Tabauua 3. Illepuoabl BpeMeHU 1Jisl OLIeHKH NMoKa3aTeJieii 3pdexTuBHocTH B a3ze

JBOVIHOIO CJIEOr0 JIeUEeHUs

enb 69 Hens 97
Ucxomupri | Oxonuanwue paszpl | OxoHuyanue (asbl
[Tapametp CKpUHUHT
YPOBEHB OTKPBITOTO JBOMHOTO CIIETIOTO
JICUYEHUS JICYEHUS
['unepdarus + + + +
Kup B
+
OPTAHMSME | 11460 Ha ckpuHuHETE, THOO
Ha UCXOIHOM YPOBH
besxuposas 4 HCXOMHOM yPOBHE
+
Macca Tena
Bec + + + +
REE u RQ + + +
OKpYyKHOCTh
+ + + +
TaAN
['penum,
+ +
JETITHH
JInm el + + +
OnpocHuk
+ +
MOBEICHUSA

HaHI/IeHTbI B HCCJICA0BAHN U

[00423]  Jlemorpaduueckas WHGPOPMAIMA W COOTBETCTBYIOIIAS HCTOPHUA OOJE3HH

JUIS KOKAOTO TareHTa npuseacHsl B Ta0mune 4. OauHHAANATE W3 TPUHAIIATH
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CYOBEKTOB, BKIIOUYEHHBIX B KIHHHYeckoe wuccienoanue PCO025, 3aBepmmmm
OTKpBITYIO (ha3y. Bece manmeHTs! OBUTH OTIpe/ieNIeHbl KaK OTBEYAIOIHE HA JICUCHHUE H,
CIIEZIOBATENNbHO, PAHIOMH3UPOBAHBI B JBOWHYIO clienmyro (a3y umccrmemoBanus. Bce
CYOBEKTHI, PAHAOMU3HPOBaHHBIE B (asy [ABOWHOTO CJIETOT0 HCCIIeTOBAHUS,

3aBEPIIUIIN YKa3aHHYIO (asy.

[00424] lcxopHbBIE XapaKTEPUCTHKH INMALMEHTOB, YYAaCTBYHOIIUX B HCCIIECIOBAHUM,

npuBeacHBI B Tabmure 5.
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Tabauua 4. emorpadpuyeckasi uHgopmauus U 3HAYUMbIH aHAMHE3 MalUEHTOB,

yuacTBywwux B ucciegosanuu PC025

Bospacrt Ha
P
B MOMEHT
HHaumenT | Iloa | Bo3pact Je4 3HauuMbIil aHAMHe3
noarun | YCTAHOBeHus |
ANATHO3a

UepHeromui akaHTO3, O’KUPEHUE C 3 JIET,
BN-01 M 11,6 Jeneums 4 Hen Her | actma, HeonmyIneHHE SIMYEK, S KUPOBOH

reIaTo3, alHOd BO CHE

[lepeOpanbHBIN Tapanuy, OKHUPEHHUE C 2

JeT, quadeT 2 THUIa, THHEKOMACTHA,
CP-02 M 16,5 Henerus 3 Hen Ha

HEOMYIICHHUE SIMYKA, alTHOD BO CHE, aCTMA C

1 roga

Oskupenue ¢ 3 net ¢ runepdaruei,
TJ-03 M 18,6 Heneums 6 Hex Her | ncuxuarpuyeckas maToyiorus ¢ 2 Jer,

HEOMYTICHUE TUYKA, OCTCOTICHUS
AC-04 X 17,0 Heneums 15 meT Het | Ckonmo3s, HU3KHH POCT, OCTEOTICHHS
MP-05 XK 17,8 Heneums 5,7 rona Her | Ckonmos, kocornasue, aMeHOpes

Tspxkenast cTeneHp OKUpEHUs ¢ O JieT,

aItHO? BO CHE, CKOJIHO03, JIETOYHAS
SD-06 M 16,7 Henerus 3 roga Ha

TUTIEPTEH3US, HEOMYIIEHHUE AHYEK,

KOCOTIJIa3Hue

['unepdarns ¢ 3 nert, AUCTUTHAEMHUS,
AS-08 M 11,9 Heneums 10 Hex Ha

o rampMOTIIeTHs, OCTEOTIEHHUS, CKOIHO3
SP-09 K 21,6 | Menemmsa 6 Hen Her CKoHO03, artHO BO CHE, OCTEOIICHUS,
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aMmeHopes
DD-10 M 12,5 UPD 16 Hen Ha | OcreoneHus

ITcuxudeckoe 3a00JIeBaHUE, OCTEOIICHH,
SM-11 XK 15,4 Heneums 1 Hex Ha

CKOJIHO3
AD-13 K 14,7 Jenenms 4 Hen Het | Oxupenue ¢ 5 net, octeoneHus
JG-15 M 14,4 Heners 2 HeJL Ha | Oxupenue ¢ 5 net
NT-16 M 19,3 Henerusa 2 HEex Het | Cxommo3, Kocornasue, almHO? BO CHE
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Tabnuua S. McxoaHble XapakTepuMCTHKH Cy0ObeKTOB, PaHIOMH3HPOBAHHBIX B

ABOIHYIO cjienyro (pa3y KIAMHHUYEeCKOoro ucciaenopanusi PC02S.

Bec  Pocr Hponiexr REE
CyOBexT (x0) (on) KHUpPa B UMT T'unepdarus %RDA RQ
OpTraHu3Me
CP-02 972 166 52,0 35,3 18,5 83% 0,86
AC-04 56,9 151 46,8 25,0 7 84% 0,78
MP-05  113,1 145 59,1 53,8 20,5 83% 0,87
SD-06  133,6 145 53,5 51,5 3 102% 0,84
AS-08 60,9 140 53.4 31,0 25,5 86% 1,03
SP-09  106,8 148 60,7 48,8 10,5 84% 0,72
DD-10 70,8 155 49,3 29,5 32 101% 0,97
SM-11 62,2 140 48,8 31,7 8 97% 0,81
AD-13  103,5 149 56,6 46,6 10 94% 0,85
JG-15 1063 161 53,7 41,0 16 71% 0,79
NT-16 80,8 177 36,4 25.7 14 100% 0,78
Cpemnmee 904 1525 51,8 38,2 14.95 89,6% 0,85

BBeaenue n103bl1

[00425] OpwH CyOBEKT, TONYYAIOMHA JIEYCHHE TO TOBOAY JuadbeTa 2 THIIA,
3aBEPINUJT TIEPHOJ, OTKPBITOTO JICYCHHUS C TpUMEHEeHWeM 103kl 1,5 wmr/kr. U3

octaBmmxcs 10 cyObekToB, 1 3aBEpIIUI MEPUOJ OTKPHITOTO JICUECHUS C PUMEHEHHUEM
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no3el 2,4 mr/kr u 3 cyObekra - ¢ mpumeHeHumeMm a03b1 3,3 mr/kr. Ilocnennue 6
CYyOBEKTOB, BKIIOUCHHBIX B WCCIIEOBAHUE, 3aBEPIIMIH (pa3y OTKPBITOTO JICYECHHA C

MPUMEHEHUEM 03Bl 4,2 MI/KT.
N3meHeHnnst B KOMIO3ULIMOHHOM COCTaBe TeJ1a, OKPYKHOCTH TaJIMU U Bece

[00426] KommuecTBo jkupa Tena U OEHKUPOBYIO Macca TeIa U3MEPSIH C TIOMOIIBIO
DEXA Ha HCXOZHOM YPOBHE M TOBTOPHO B KOHIE (Da3bl OTKPHITOTO JICUECHHS.
[Tockompky DEXA He mpoBoaunu B JeHb 97, y CyOBEKTOB, PAaHIOMH3UPOBAHHBIX B
ABOWHYIO cremyio (a3zy, OCYMIECTBISUIM TOJBKO H3MEPEHHA KOMIO3HIIMOHHOTO
cocTaBa Tejla B IEPUOJ OT HCXOAHOrO YypoBHA J0 aAHd 69. H3meHeHus
KOMIIO3MIIMOHHOTO  COCTaBa Tela mNpuBeACHBI B Tabmuue 6. V3mMeHeHms
KOMIIO3HLIMOHHOTO COCTaBa Tena oueHMBaiM ¢ nomombo DEXA otmenpHO 1yt
CyOBEKTOB, KOTOPbHIE IOJNyYalld TOPMOH POCTa W HE MOJy4Yald TOPMOHA POCTA.

PesynbraTer npuseaeHst B Tadmwie 6.

[00427]  Bec paccumthiBaiin ¢ nomompio DEXA kak cymMMmy »kxupa B OpraHusMe H
0€3KUPOBOM Macchl Tena. Takke pacCUMTHIBATIM COOTHOIIEHHE MEXAY O€3KHpPOBOM

MAaccCOH Teja U JKUPOBOU MACCOM.
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Tab6auwa 6.

HN3meHeHHs1 KOMITO3ULIMOHHOI'0 COCTABA TeJIa, olleHeHHbIe ¢ moMoubio DEXA, oT

HCXOAHOI0 YPOBHS 10 AHS 69

Bce manmeHTsI, paHIOMU3HPOBAHHBIE B JBOMHYIO CIIEMYIO a3y

ITapametp n | [IpouentHoe p-3HaYeHUE
W3MEHEHHE

JKup B opranusme 11 |-3,8% 0,011

bezxupoBas macca Tena 11 |5,41% 0,001

CooTHomieHre OEKHPOBOM

Maccel Teida u  xuposoit | 11 | 9,82% 0,002
MAacChI
Bec 11 | 0,67% 0,150

CyOBeKThI, TOJTy4aBIIHE TOPMOH POCTA

[Tapametp n | [IpouentHoE p-3HaYECHUE
W3MEHEHHE

JKup B opranmnsme 6 |-3,31% 0,056

besxxuposas macca Tena 6 |[5,50% 0,005

CooTHomeHne OEKUPOBOH

Macchl Tejga W kupoBoM [ 6 [ 9,37% 0,014
MacChI
Bec 6 |[0,90% 0,189

CyOBeKThI, HE TOTyYaBITHE TOPMOH POCTA
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[IpouenTHOE
[TapameTp n p-3Ha4YEHHE

W3MEHEHHE
JKup B opranmnsme 5 |-4,34% 0,083
besxxuposas macca Tena 5 5,30% 0,055
CooTHomeHne OEXUPOBOH
Maccel Tena M oxupoBod |5 | 10,36% 0,043
MAaccChl
Bec 5 10,39% 0,301

[00428]  Jleuenue c¢ mpumenenneM DCCR B Teuenwe 10 Hemenmp okaszalo OYEHBb
CYIIECTBEHHOE M KJIMHUYECKH 3HAYMMOE BO3JECHCTBHUE HA KOMIO3WIIMOHHBIA COCTAaB
TEJNa, BKIIOYAsk COKPAIIEHUE KOJTUIECTBA )KHPaA B OPTaHU3ME, YBEITHUCHUE O0C3KUPOBOH
MacCChl TCJIIa M O4YCHb BBIPAKCHHOC ITOBBIMCHHUC COOTHOIICHHSA 663)I<HpOBOfI MacCChI
TeJa K KOJUYECTBY KHpa B opraHu3Me. [10CKOJBbKY y 3THX MAIMEHTOB HA HCXOIHOM
YPOBHE OTMEYANach MPAKTHYECKH OAWHAKOBAsS OE3KHUPOBAasS Macca Tella W SKUPOBas
Macca, TapajuIe]IbHOE YBEIIHMYCHHE OE3KHPOBOM MACCHl Tella W YMCHBIICHHE
KOJTMYCCTBA KHPAa B OPraHHU3MC IPAKTHYCCKHW HC MPHUBOAHUIIO K U3MCHCHHIO BCCA. B
o0ImeM, CTETIeHh U3MEHEHHH B KOMIIO3HIITHOHHOM COCTaBe Teja Oblla OJWHAKOBOH Yy
CYOBEKTOB, TMOJYYaBOIMX TOPMOH POCTa U Yy CYOBEKTOB, HE IOIYyYaBIIUX TOPMOH

pocra.

[00429] N3meHeHHs B KOMMO3HIMOHHOM COCTaBE Te€lla 3aBHUCEIH OT O3Bl Y
CYOBEKTOB, KOTOpBIC 3aBEPIIHIN (pa3y OTKPHITOTO JieYeHHs B m03e 4,2 MI/KT,
OTMEYAJIOCh YMEHBIICHUE KUPOBOH Macchl Ha 6,3%, yBennmueHue 0€3’KHPOBOH MacCHI
Ha 9,2% ¥ TOBBIMEHUE COOTHOIICHHS OEKHUPOBOM MACCHl Te€lla K Macce Kupa B

opranusme Ha 16,6%.

[00430] Y Tpex CcyOBEKTOB B WCCIIEJOBAHHH PETHCTPUPOBATIOCH YBEITHMYCHHUE

0e3kupoBOM Maccel Tena Oomee yem Ha 10%. Y Bcex CyOBEKTOB OTMEUYAIOCh
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MOBBILIEHWE COOTHOIIEHHUS OE3)KMPOBOM MACCHI TE€lla K MAcCe JKUpa B OpraHm3me. Y
0oJiee TOIOBHHBI CyOBEKTOB, YYaCTBOBABINUX B HWCCIICOBAHWUH, PETHCTPHUPOBATIOCH
MOBBIIMIEHHUE COOTHOMICHHS OE3KUPOBOM MAcChl Teja K Macce JKUpa B OpraHHU3Me Ha

>10%, a y omHOTO - TIOBBIIIEHHE OoIee yeM Ha 20%.

[00431] Ha @wur. 1-4 npuBeacHO NPOLIEHTHOE HM3MEHEHHE KOJIMYECTBA KUPA B
opraHusMe, O€3KHpPOBOM MacChl Tella U COOTHOIIEHHsS OE3KUPOBOM Macchl Tela K

Macce JKApa B OPraHu3Me OT UCXOJHOTO YPOBHA 10 AHA 69.

[00432] Bec 1 OKPY’)KHOCTH TaIMH U3MEPSAIU BO BpeMs (PU3UKAIIBHOTO OCMOTpA MPH
KaxaoMm Busute. [lomyueHHBIE MaHHBIE MOMKHO OBIJIO HMCMONB30BATh AN OLIEHKU
U3MEHEHHS OT MCXOAHOTO YpOBHA 10 JHA 69 1u8  BceX CyOBEKTOB,
PaHIOMHU3UPOBAHHBIX B JBOWHYIO CJemyo (a3y, B TPYMIy, IMOJIyYaBIIYIO JICYCHUE B
TEUEHHE Tepuoga co aHA 69 mo neHp 97, U A CyOBEKTOB, KOTOPBIE MPOIOIDKAIIA
neyerne DCCR B pgBoiiHOW cnemod (ase OT HCXOAHOTO YpPOBHA A0 JHA 97.
PesynbraTel meproga OT UCXOTHOTO YPOBHA M0 mHSA 69 mpenctasiieHsl B Ta0mwmme 7.
Pesynpratel mepuona ot aus 69 no maasa 97 npeacrapneHsl B Ta0Onwuie 8. PesympraTs
1 CyOBeKTOB, KOTOphie mpoaoivkanmu jeuenne DCCR B mBowHOU cremoit (asze ot

HUCXOHOTO YPOBHSA 10 AHA 97, mpuBeacHs! B Taommie 9.

Ta6nuua 7. U3MeHeHUs1 B Bece U OKPYKHOCTH TaJIMU OT MCXOJAHOI0 YPOBHS 10

st 69
W3MeHeHHE/ TIPOTICHTHOE
[Tapametp n p-3HaYCHHE
W3MEHEHUE
Bec 11 0,53% 0,317
OxkpysxHOCTh Tamuu | 11 -3,5c¢cMm 0,003

/3AMEIAIOIIVN JIUCT 10.08.2017/



WO 2016/077629

141

PCT/US2015/060455

Ta6nuua 8. I3MeHeHus1 B Bece U OKPYKHOCTH TaJIUM OT JHS 69 1o aHs 97

p-3HaYCHHE,
W3MeHeHHEe/ TIPOTICHTHOE CpaBHEHHE
ITapametp ['pymma n
W3MEHEHUE MEXKIY
rpynmnamMu
Bec DCCR 5 -1,7%
0,723
Bec [Tmane6o | 6 -1,1%
Oxkpy:xHocts Tauu | DCCR |5 2,9
0,047
OxpyxHocTh Taguu | [Tmamedo | 5 0,25 cm

Ta6nmuua 9. U3meHeHUs1 B Bece U OKPYKHOCTH TAJIMU OT HMCXOAHOT0 YPOBHSI 10

aHs1 97 y cyobexToB, nonydasmiux DCCR B aBoiiHoii cienoii ¢gase

N3menenue p-
[Tapametp n
110 1t 97 3HAYEHUE
Bec 5 0,4% 0,828
OKpyXKHOCTh
5 -3,7 cM 0,039
TaJIUH

[00433] IIpencraBmser wHTEpec TOT (hAaKT, YTO W3MEHEHHE BeCa OT HMCXOTHOTO

ypoBHA 10 aHA 69, mpoaHanusupoBaHHoe ¢ momomprd DEXA u cranmapTtHOTO

U3MCPCHUA BCECA,

XapaKTCPpU3YCTCA TMPAKTUYCCKU OJHWHAKOBBIMU PC3yJIbTaTaMH

(yBemmuenue Ha 0,67% cormacao DEXA wu 0,53% cormacHO CTaHTapTHOMY

I/ISMGPGHI/IIO). B oTmmume ot OTCYTCTBHUA U3MCHCHHA BCCA, OTMCHYAIOCH CTATUCTUICCKHU

3HAYUMOE COKpAIICHHE OKPYKHOCTH Tauuk 10 JHA 69 y BceX CYOBEKTOB,
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PaHIOMHU3HUPOBAHHBIX B ABOWHYIO ciemyto (asy; u 10 aug 97 - y CyOBEKTOB, KOTOPHIE
npogopkanu jgedeHne DCCR. CpaBHeHME HM3MEHEHUH B OKPYKHOCTH Taluud B
rpynmax Mexay aHem 69 m gHem 97 NpOAEMOHCTPHPOBANIO, 4YTO B TEUYCHHE
YKa3aHHOT'O IIEpHOJa Y MAIMEHTOB, MOTy4aBIIMX IUIane00, HAOIOAAIOCh YBETHUCHHE
OKPY>KHOCTH TaJIuH, B TO BPEMA KaK y TE€X NALMEHTOB, KOTOPBIE MTPOJAOJDKAIIM JICYCHHE
DCCR, HaOmromanoch 3aMETHOE YMEHBLICHHWE OKPY)KHOCTH TajdWH. Y MEHbIICHHE
OKPY>KHOCTH TaJIMH COTTIACYETCS ¢ OOBACHEHUEM TOTO, YTO Y CYOBEKTOB, MOJTy4aBIINX

DCCR, yMeHbIIa€TCSA KOJTUYECTBO BUCLIEPATIBHOTO YKHUPA.
N3menenns runepgparuu

[00434] OmnpocHuk 1o runepparuy UCIOIb30BAIN HA BceX BU3UTaX. [lomydeHHbIe
JTaHHBIE MOKHO OBIJIO MCTIOB30BATh I OLIEHKH U3MEHEHUSA OT UCXOJHOTO YPOBHS /10
aHs 69 ams BceX CYOBEKTOB, PaHIOMH3WPOBAHHBIX B JABOWHYIO ciemyio (asy, B
rpynmy, MOJIy4YaBLIYIO JICYEHUE B TE€YCHHUE MEpHOAA cO AHA 69 mo aeHb 97, U mis
cyOBekTOB, KoTOpble mponoivkanu sedenne DCCR B nBoiiHOM ciemoi ¢asze oT
HCXOJHOTO YPOBHS 10 AHA 97. Pe3ynbTaTel mepuoia OT UCXOJHOTO YPOBHA A0 AHS 69
npeactaBienbl B TaOmume 10. PesympraTel mepuoga ot ausa 69 mo aeHb 97 JeHb
npeactaBiaeHbl B Tadmune 11. Pe3ynprathl CyOBEKTOB, KOTOPBIEC MPOIOJLKAIH JICUCHHE
DCCR B gBoitHOH ciemnoi (pase OT MCXOAHOTO YPOBHA 10 THSA 97 MPEICTaBICHHI B

Tabmuue 12.

Ta6auua 10. U3MeHeHust runepgarvuu oT HCXOIHOI0 YPOBHS 10 IHsI 69

[IpouenTHOE
[Tapametp n p-3HA4YCHUE
W3MEHEHHE
['umepdarus 11 -31,6% 0,003
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Tabauua 11. U3meHenust runiepdparuu ot aHs 69 go aus 97

p-3HAYCHHE,
[TapameTp I'pynna n N3meHeHHe | CpaBHEHHE MEXKIY
rpynmnamMu
['unepdarus DCCR |5 2,0
0.389
['unepdarus [Tname6o | 6 0,33

Tabnuua 12. H3mMeHenuss runepgarud oT HMCXOAHOIO YPOBHSI 10 AHaA 97 y

nauueHToB, noayyasmmux DCCR B aBoiiHoi1 cienoii ¢ase

[IpouentHoE
[TapameTp n | HM3MEHEHUE 10 p-3HAYCHUE
mHs 97
['umepdarust 5 -29,2% 0,006

[00435] OTMe4amoch CTATHCTHYECKH 3HAYMMOE CHIDKEHHE THIeppardd y Beex
CYOBEKTOB, PAHIOMH3UPOBAHHBIX B JBOWHYIO CIIEMYIO (pa3y, OT HCXOJHOTO YPOBHS JI0
aHA 69, 'y cyOBeKToB, KoTOophie mpoaopkamy npuauMate DCCR B mBoiHON crenoi

dase, OT HCXOTHOTO YPOBHS 10 AHA 97.

[00436] V mammentoB, mony4daBmux DCCR, B koHue 97 aHel neueHHUs OTMEYaTH
cHwkeHue runepdarun Ha 29,2%, B TO BpeMs KaK y MALUEHTOB, KOTOPBIE TOTYYaIHd
DCCR B Teuenue 69 nHel, a 3areM IUlanebo B TeueHue 28 gHel, HAa AeHb 97
CHIDKEHHE THrepdarud 3aperucTpupoBaHo TONbKO Ha 13,9%. Takum obOpazom, B
KOHIIE IBOWHOU crieror (a3el y mammentos, momydaBmux DCCR waOmromamochk
ocnmabnenue tumepdaruyd Oojlee YeM B JBa pa3a MO CPABHEHHIO C TMALMEHTAMH,
PaHIOMHU3UPOBAHHBIMH B TPYyMIy IUTane0do0 B ABOMHOW ciemor (aze. Kak Tompko

naiueHTel  mpekpamanu  jedeHue DCCR, yuuThiBas  AJUTENIbHBIA  MEPUOL
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nonyseiBeaeHns DCCR (28-32 wacoB), a1 MONMHOTO yJIaneHWs Tpemapara U €ro
MaTa0OJTUTOB W3 KPOBOOOpameHus TpedoBanock okomo 7-10 mgued. Pommrenm
CyOBEKTOB, YYACTBYIONIMX B WCCIICJOBAHHM, TIPU Oecele OTMEYATH, YTO yXyIIICHHE
MUIIEBOTO TOBEJACHHUA HAOIIOJAIOCh Y WX JETeHd TONBKO B TMOCJICTHHE OBE HEICITH
WCCIIETOBAHUSA, M3 YET0 MOJKHO 3aKIFOYHTH, YTO 0OJiee MPOJODKUTENbHAS IBOWHAS
crienas ()aza MOTJIa TMPUBECTH K JAIbHEHIEMY OTAeNeHWIO Tpymmn. B oOmiem, cuia
BO3/ICHCTBHA HA JMOIMOHAIBHOE COCTOSHHE CyOBEKTOB, KOT/IA UM OTKA3bIBAU B
MTUINE, BO3MOKHOCTh 3aCTABUTh WX JyMaTh O YEM-TO €IIe, KOTJa UM OTKA3bIBAIU B
NHINE, W CHIA BO3ACHCTBUS HA YACTOTY KPAXKH IHIIH, PHITRE B MyCOpPE B IOMCKAX
NUIDA W OXHUJAHWE TpHeMa THWINM OBUIM OSKBUBAJICHTHBIMH WM  Oolee
3HAYUTEIFHBIMH, YeM oOmiee BO3ACUCTBHE Ha OauTbHYIO OLEHKY rumepdarum. Ilo-
BuauMoMy, DCCR xapakrepu3oBasicsi MEHBIIUM BIIUSHHEM HA TOBEIEHHE XUTPHIX
WA OBICTPBIX CYOBEKTOB B OTHOIIEHHWH ITHIIM M HA YAaCTOTYy HOYHBIX MPOOYKICHUH B

OEJBIX IMIOMCKA ITHIIH.

[00437]  Ocnmabmenue rtumepdardd HAOMIOAATH Yy TANUCHTOB C  HCXOJHOM

runepdaruei ot 29 (-45%) mo menee 5 (-33%) mo mkane ot 0 70 34 6amToB.

[00438] Oxono 25% CyOBEKTOB 3aBEPIIMIIH OTKPHITYIO (asy ¢ OYEeHb HHU3KHUM
ypoBHeM Turepdaruu (2 wim 3 6ama mo mkaime oT 0 10 34). DTH CyObEKThI HMEITH
TEHACHITUIO TEPATh OOJIBIE KHUpAa B OPraHW3ME IO CPAaBHEHHIO C YCPECIHCHHBIMHU
nmokasaresiMu. M3 ByX Takux CyOBEKTOB YKEHCKOTO TOJIa, OJHH TIOJy4YaJd TOPMOH
pocTa, a BTOPOH HE TMOJy4all TOPMOH POCTa, TMPH ITOM 00a motepsima Oonee 10%

MAacChl CBOET0 UCXOAHOTO KHUPa B OpraHu3Me B TeueHue 10 Henens.

[00439] Ha @wr. 1 moka3aHO HW3MEHEHHE CTETICHH THIEep(arud OT HCXOTHOTO

YPOBHA 10 1HA 69.
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HN3menennst ypoBHs1 TUNINA0B

[00440] JIMnmuaHyro naHenp OLEHUWBAJIM HA MCXOJHOM YPOBHE M MOBTOPHO HA JCHb
69 u nenp 97. [lonmydyeHHBIE JTAHHBIE MOKHO MCIIOB30BAaTh AJI OLICHKH H3MEHEHUA OT
HUCXOJHOTO YPOBHSA A0 AHSA 69 mHA is BCEX CYOBEKTOB, PAHIOMHU3UPOBAHHBIX B
JIBOMHYIO ciemyto (a3y, B TPyIIIy, MOJYYaBIIYIO JICYCHHE B TCUEHHUE TIEPHUOAA CO JTHS
69 no nenp 97, u mnsa cyOBEKTOB, KOoTOphle mpoaosnkany neuenne DCCR B nBoiHOM
crernoi ¢ase OT UCXOAHOTO YPOBHA 10 AHS 97. Pe3ynbTaTel OT HCXOJHOTO YPOBHSA JI0
aast 69 0000menst B TaOmuie 13. PesynbTaThl JaHHBIX CyOBEKTOB, KOTOPBIC

npoaowkamu nedenne DCCR B aBoiiHOM cienot ¢ase, 0T HCXOJHOTO YPOBHS A0 JHA

97 npusenens! B Ta0mue 14.

Tatauua 13. U3MeHeHus! ypHOBHS JIMITU0B OT HCXOAHOI0 YPOBHSI 10 AHS 69

[IpouenTtHOE
[TapameTp n p-3HAYCHUE
W3MCHCHHE
OOmuii XonecTepuH -4,0% 0,044
Tpurnuuepuast -21,0% 0,084
X-JITIBIT 10.8% 0,244
X-JITTHIT -7,0% 0,030
He-X-JITIBII -6,5% 0,019
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Tabnuua 14. CpeaHuil npoueHT H3MeHEHHUs] YPOBHSI JIMNUAOB OT HCXOAHOIO

ypoBHs A0 aHs1 97 y cyObekTOB, nosaydaBuux jedeHue DCCR B aBoiiHoil ciienoii

dase
CpenHuii MPOLIEHT U3MEHEHUS OT
ITapametp
HCXOHOTO YPOBHS A0 IHS 97
OO0muit -11,0%
XOJIECTEPHH

Tpurmuuepuasr | -41,8%

X-JIIBII 25,2%
X-JIITHIT -7,9%
He-X-JIIIBII -13,4%

[00441] CormacHO TpPEIBIAYLIMM HCCIEA0BaHUAM, B KOTOpbix u3yuyanu DCCR,
JeYeHUe CyOBEKTOB, PAHAOMHU3UPOBAHHBIX B ABOWHYIO CIETYIO (ha3y ¢ MPUMEHEHHEM
DCCR, ot ucX0aHOTO YPOBHS 10 AHS 69 00yCIaBIUBAIO CTATHCTHYECKHA 3HAYHUMBIC
W3MEHEHUS YPOBHSA JIMITHIOB, BKITIOYAs CHIDKEHHE OOMIETO XOJIECTEPUHA, XOJIeCTEPHHA
JIITHIT n xonectepuna JIIIBII. HecmoTpsa Ha TO, 4TO BO3AEHCTBHE HAa YPOBEHB
TPUTJIMIIEPHIOB OTMEUYAIOCh B OOJBIIEH CTETEHH, CTATHCTHYECKH 3HAYUMOTO
CHWJKEHHS YPOBHA HE OTMEYAJOCh HM3-32 MEHBINETO KOJHYECTBA CYOBEKTOB N W
O0MbIIEH BAPHATUBHOCTH B oMy isiiuK. Kak mpaBuiio, 00jiee HHTEHCUBHOE CHIDKCHHE
VPOBHS TPUTIIHMIIEPUIOB HAOIOJANIOCH Y TMAIIMEHTOB C CYHNIECTBEHHBIM IOBBIIIEHHUEM
VPOBHSA TPHTIIMLEPHIOB HA HMCXOJHOM YypOBHE. AHAJOTHYHBIE OCOOCHHOCTH
HaOmoManack y cyowrekros, koropeie mpuauMamm DCCR no 3aBepuieHus TBOWHOU
ciernot ¢azpr. CHIDKEHHE YPOBHS 001mero xonecrepuna, Tpuriaunepunos, X-JIITHIT u
He-X-JITIBIT orMeuanock B OOJBIIEH CTETIEHH Y T€X CYOBEKTOB, KOTOPHIE TOTyYaTH

DCCR 06onee mmTensHO.
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N3menennst ypoBHeil JieNTHHA U IPeJIMHA

[00442] YpoBHUM NeNTHHA U TPEIMHA OLICHUBAIM HA UCXOJHOM YPOBHE M MOBTOPHO
Ha aeHp 69. B Tabmuue 15 nmpuBeneHs! pe3yabTaThl H3MEPEHUH YPOBHEH JENTHHA U

TPEJIMHA OT UCXOJHOTO YPOBHSA A0 JHA 69.

Ta6auua 15. U3MeHeHHe ypoBHeil JieNTHHA M IPeJIMHA OT MCXOJHOI0 YPOBHS 10

JHs1 69.
[IpouenTHOE
ITapametp n p-3HAYEHHE
WU3MECHEHHE
JlenTuH 6 -22,0% 0,061
['penun 6 -15,0% 0,052

[00443] JIONOJTHUTETPHBIM JAUATHOCTHYECKUM KPHUTEPUEM CHI)KCHHUS KOJIHWYECTBA
JKUpa B OpraHusMe sBIIETCA AaHAIU3 YPOBHA JIENTHHA, PE3YJIbTaThl KOTOPOro
cornacyrotcs ¢ gaHHbiIMH DEXA u gaHHbIMH OKpYy:kKHOCTH Tamuu. HecMoTps Ha ToO,
YTO YPOBEHb JIENTHHA HE BIIOJHE JOCTUTAET CTATUCTHYECKOM 3HAYMMOCTH, OH

cHmwKaeTcs Oornee yeM Ha 20% OT HCXOAHOTO YPOBHHI.

[00444] [Ipu TOM, YTO TpPeNMH HE OO0S3aTEIIHFHO HWIPAcT CYIECTBEHHYIO POJIb B
passutun runepparun npu CIIB, cHwkenuwe ero ypoBHs y mamueHtoB ¢ CIIB

ABIIIETCS 1IETIECO0OPA3HBIM.
HN3meHeHnus: noseaeHus

[00445] OnpocHUK, aJanTHPOBAaHHBIA C YYETOM MCCIEJOBAHUS €CTECTBEHHOIO
teueHuss CIIB, npumeHsanu and JOKyMEHTHPOBAHHSA HAWYMs WIH OTCYTCTBHA 23
XapaKTEPUCTHK MOBeAeHUs, cBsi3aHHbIX ¢ CIIB, Ha MCXO0AHOM YpPOBHE M MOBTOPHO HA
aeHb 69. Ot (Gopmbl moBeAcHHUA OOBIYHO TOApaszaenaroTcs Ha 4 kareropuu: (1)
arpeccUBHOE, YIPOJKAIOIIee U JAECTPYKTHBHOE MOBEAEHHUE; (2) CaMOMOBPEKIArOIIEe

noseneHue; (3) KOMIyJIbCHBHOE moBeAcHHWe;, W (4) apyrue (GOpMBI TIOBEIACHHA.
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OnpocHUK NPUMEHSUIM HAa MCXOJHOM YPOBHE M NOBTOPHO Ha JeHb 69. Yacrota
NPEKPAIICHUA JICYEHHA TPH AarpecCHBHOM, YTPOXKAKOINEM M JECTPYKTHBHOM

MOBEJICHUH U BCEX APYTHX (pOopMax MOBEACHHS MPUBEACHHI B Tadmuie 16.

Ta6auua 16. YacTtoTa npekpalieHus JiedeHUs: AJsl pa3udHbIX (opm noseaeHust

B KJMHU4YecKkoM uccaeaosanuu PC025

@opMbI TOBEACHUS YacroTa npekpameHus p-3Ha4YEeHHE
ATpeccuBHOE, yrpoxarotiee, | -62,5 %
JECTPYKTUBHOE
0,01

>

Bce apyrue ¢opmsl mosenenus, | -29,8%

cesa3annbie ¢ CIIB

[00446] BnusHHMe Ha arpecCHUBHOE, YIPOKAOIIEE U JECTPYKTUBHOE MOBEICHHE HE

3aBHCEJIO OT BIMSAHHA HA THTIEP]Aruio.
HN3meneHnnst pacxoaa Heprum B MOKoe M AbIXaTeJabHOro ko3¢ duiuenrta

[00447]  Pe3ympTaThl HM3MEPEHUM pacxoda SHEPIMM B IOKOE M JIBIXATEIBHOIO
ko3 uImeHTa CYyMIeCTBEHHO pas3UYaIuch OT BHU3HTA K BH3UTY. Hecmotps Ha
W3MEHYMBOCTh, IIOKA3aTEIM pacxoja DJSHEPrHM B MOKOE M JBIXATEIBHOIO

KO3 PUITHEHTA, TIO-BUANMOMY, HE H3MEHHJIMCH OT HCXOQHOTO YPOBHA 0 THS 69.
HN3meneHus: 4yBCTBUTEIbHOCTH K HHCYJIUHY

[00448]  Jleuenue ¢ npumeHeHneM DCCR B JpyrHX KIMHUYECKHX HCCIEJOBAHUAX
MPUBOJIUIIO K ONITUMHU3ALMH PEZUCTEHTHOCTH K UHCYJIMHY, OLIEHUBAEMOU MOCPEICTBOM
W3MEHEHUM XapaKTEPUCTHK TOMEOCTATHYECKOM MOJENU PE3UCTEHTHOCTU K MHCYJIHMHY
(HOMA-IR). OnTiMu3amms 4yBCTBUTEIFHOCTH K MHCYJIHHY JOCTATOYHO OIMKCAHA B
nurepatype 1o auazokcuay. CyOBeKTbl, BKIFOUEHHBIE B JBOWHYIO CIEMYI0 (ha3y 3TOro
WCCTIEA0BAHUSA, XapaKTEPU30BAIUCh JOCTATOYHON Yy BCTBUTEIIBHOCTHIO K MHCYJIMHY HA

HWCXOAHOM YpPOBHE, 4TO THUNWYHO s manueHtoB ¢ CIIB B 3TOM BO3pacTHOM
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muanazoHe. CorimacHoO NpeabAYLIIMM KIMHHUYECKUM HCCIIEJOBAHUAM, H3YYaroluM
DCCR, u cylecTBYIOIIEH NUTEpAaType MO AUA3OKCUAY, JIEUEHHE C TPUMEHEHHEM
DCCR B teuenue 10 Hexenp mpuBoawio Kk yiaydmeHutro nokasarens HOMA-IR ot
2,61 + 1,85 Ha ucxoanom yposHe a0 1,46 + 1,36 Ha aenp 69. OTinuua HE AOCTUTATH

CTaTUCTHYECKOH 3HaUnMocTH (p = 0,095).

Ipumep 4. Kimanueckue uccnenopanus cuaapoma Cmura-Marenuca

[00449] B mnepBoM mnpuMmepe manueHT ¢ cuHapomoM Cmura-Marenuca mnoiydan
MEPOPANBHYIO CYCTICH3UIO Ara3okcuaa. HaganmpHas mo3a coctasmisiia okoyio 1 Mr/kr u
BBOJMJIACH pas3jeneHHas Ha 4yacTu. Ilocne Toro, kak manueHT B TeueHue 1-2 Heaenb
MOCTOSTHHO ToNTy4an 1 Mr/kr, mo3y TuTpoBamu a0 1,5 mr/kr. [Tocme TOro, Kak MarmueHT
B Te€4eHHE 1-2 HEeNb MOCTOSHHO Tojyyan 1,5 mr/kr, 103y THTpoBam 10 2,0 MI/KT.
VYKka3aHHBIH TPOILECC TOBBINICHHWS HO3BI Ha OKONO 0,5 MI/Kr Ha KaKIOM JTare
TUTPOBAHUA U MPU NPOJOJDKUTEIIBHOCTH JICUCHHA HA KKIAOM dTarne ot 1 10 2 Heaenb
MPOAOJDKANCS A0 MPOSBICHUA Yy NMALMEHTAa AJCKBATHOTO OTBETA HA JICUCHUE WU
JOCTHOKEHHST MAaKCHMAaJIbHOM 103bI 5 Mr/Kr. IloTeHIMaabHBIE OTBETHI HA JIEUYEHHE
MOTYT BKIIFOYAaTh YMEHBIICHHE KOJTUYECTBA KUPA B OPTAHU3ME, CHIDKCHHE THIIOTOHUH,
MOBBIIICHAE COOTHOIIEHUS OE3KUPOBOM MAacChl Tella K JKHPOBOM Macce Tena,
ocrmabneHue runepdaru, yMEHbIIEHHE OKPY)KHOCTH TAllMH, CHIDKEHHE Beca,
CHIPKEHHME YaCTOThI BCIBIIICK THEBA M arpPECCHUBHOTO TMOBEJCHHS, a TAK)KE CHIDKCHHUE
PUCKAa CEPACYHO-COCYAMCTHIX 3a0ojeBaHWi. JleueHWe mpemapaToM JIUTEIIBHOE W

MOKCT MPOAOJIKATHCA BCHO KU3Hb.

[00450] Bo BTOpOM mpuMeEpe MauueHT ¢ cuHApoMoM Cmurta-MareHuca moiy4dan
TaOJIe THPOBAHHBIN COCTaB JHA30KCHIA XOJIMHA c KOHTPOJIUPY EMBIM
BBICBOOOKIeHMeM. HauanmpHas 103a cocTaBiisgia OKOJIO 1,5 MI/Kr M BBOJAHIIACH OJHH
pa3 B cyTkH. llocme Toro, Kak mnauueHT B TeYeHHE 1-2 HeAeap MOCTOAHHO moay4dant 1,5
MT/KT, 03y TUTpoBaiu A0 2,1 mr/kr. [locme Toro, Kak ManueHT B TeueHue 1-2 Hemenb
MOCTOSTHHO TOJyvan 2,1 MTI/KT, 103y THTPOBAIW 10 2,7 MI/Kr. YKa3aHHBIM MPOLECC
MOBBIMICHAS J03bI Ha OKONO 0,6 MI/KT Ha KaKIOM JTare THTPOBAHHUA W TIPH

MPOAOLKUTENBHOCTH JICUCHHSI HA KAKIOM 3Tane oT 1 10 2 HeAenb MpOI0JDKAJC JI0
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MPOSBCHHUA Yy TAIMCHTAa aJCKBAaTHOTO OTBETA HA JICUCHHE WM JOCTHKCHHS
MaKCHUMAaJbHOHM 1036l 5 MI/KT. [ToTeHIMATBHBIC OTBETHI HA JICYEHHUE MOTYT BKJIFOYATh
YMCHBIIIEHHE KOJIMYECTBA JKHpPAa B OpPraHWU3ME, CHIKCHHE THIOTOHHH, MOBBIIICHHE
COOTHOIEHUST OE3KUPOBOM MAacChl Tella K JKHPOBOM Macce Teja, OCIa0JIeHHe
runepdaruy, YMEHbIICHHE OKPY’KHOCTH TaJIMH, CHW)KCHHE BECa, CHU)KCHHE YaCTOTHI
BCITBIIIICK THEBA M arpeCCHBHOTO TOBEICHUS, a TAK)KE CHUKCHHE PHUCKA CEPACUHO-
COCYIHMCTBIX 3a0oneBaHwi. JleyeHWe mpemapatoM  JUIMTENIPHOE M MOMKET

npoaoJrKaThCsA BCHO JKU3Hb.

[00451] B TpeTbeM mpuMepe mauueHT ¢ cuHApoMoM (CmuTta-MareHuca mosydan
TaONETUPOBAHHBIM  COCTaB  JMA30KCHAAa  XOJMHA  C KOHTPOJIUPY EMBIM
BBICBOOOKIeHHeM. HauanmpHast 103a cocTaBisiia OKOJIO 1,5 MI/Kr ¥ BBOJHIACH OJHH
pa3 B cyTku. [locne Toro, kak mauueHT B TeueHHue 1-2 Heaenp MOCTOSHHO momyyant 1,5
MT/KT, 103y THTpoBamu A0 2,2 mr/kr. Ilocne Toro, kKak manueHTt B Te4eHue 1-2 Heaenb
MOCTOSAHHO TOyYan 2,2 MI/KT, A03y THTPOBAIH 10 2,9 MI/Kr. YKa3aHHbBIH NPOLECC
MOBBIIEHUA J03bI Ha OKoMo 0,7 MI/KT Ha KaXIOM 3Tale THTPOBAHUS U TIPH
MPOJIOJDKUTENBHOCTH JICUEHH HAa KaKIOM 3Tame oT 1 10 2 HeAelb MpOoJ0IDKaICS A0
MPOSBJIICHUA Yy TAIMEHTa aJEeKBATHOTO OTBETa HAa JIEYEHHWE WM JOCTHKEHUS
MaKCHUMaNbHOW 10361 5 w™r/kr. [lapamienpHO TAIMEHT MOXKET TaKKe TOIydaTh
oemopanu®. IloTeHIMampHBIE OTBETHI HA JIEYEHHWE MOTYT BKJIOYATh YMEHBIICHHE
KOJIMYECTBA JKMUPAa B OPraHU3ME, CHIKEHHUE THUIIOTOHUH, MOBBIIMIEHHE COOTHOILIEHUS
O0e3)KMUPOBOM Macchl Tella K JKUPOBOM Macce Tena, ocnabneHwe runepdarum,
YMEHBIIEHHUE OKPY)KHOCTU TalluM, CHWKEHHUE BECA, CHWKEHUE YacCTOTHI BCIIBIIIEK
FHEBA U arpecCUBHOTO MOBEACHHA, a TAKXKE CHIKEHHE PHUCKA CEPAECUHO-COCYIHUCTHIX

3a0omeBanui. JleueHue mpenmapaToM JTUTEITFHOE W MOXKET MPOAOIDKATHCS BCIO KH3Hb.

[00452] B uerBepTOM IpHUMEpEe MAaLMEHT ¢ cuHApoMoM (CMuTa-MareHuca noiyydan
TaOJIe THPOBAHHBIN COCTaB JTHAa30KCHIA XOJIMHA v KOHTPOJIHPYEMbBIM
BBICBOOOKIeHMeM. HauanmpHasg 103a cocTaBiisyia OKOJIO 1,5 MI/Kr M BBOJAHMIIACH OJHH
pa3 B cyTkH. llocme Toro, Kak mauueHT B TeYeHHe 1-2 HeAeap MOCTOAHHO moay4dant 1,5
MT/KT, 03y TUTpoBanH A0 2,3 mr/kr. [locnme Toro, Kak manueHT B TeueHue 1-2 Hemenb

MOCTOSTHHO TOyYan 2,3 MI/KT, 103y TUTpoBamu 10 3,0 Mr/Kr. YKa3aHHBIH TPOIECC
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MOBBIIEHHUA J03bI Ha okoio 0,8 MI/Kr Ha KaXOOM 3Tare THUTPOBAHUSA H TIPH
MPOJOJDKUTENBHOCTH JICYEHHA HA KaKJIOM dTane oT 1 10 2 Heaenb NpoJoIDKacsa 10
NPOSABICHUA Yy IIALMEHTAa aACKBATHOTO OTBETa HAa JICYCHUE WIH JOCTHKECHHUA
MaKCUMaIbHOH 1036l 5 wMr/kr. [lapamnenpHO TAaIMEHT MOXKET TaKKe TMOIydaTh
HEALWJIMPOBAHHBIA aHAIOr rpenuHa. lloTeHnmanpHBIE OTBETHI HA JIEYEHHE MOTYT
BKIIIOYAaTh YMECHBIIECHUE KOJIMYECTBA JKHMPAa B OPraHU3ME, CHIKEHUE THUIOTOHUH,
MOBBIIIEHWE COOTHOINEHHUS OE3KMPOBOM MAacChl Tela K JKHUPOBOM Macce Tena,
ocnabnenue runepdaruy, YMEHBIICHHE OKPY)KHOCTH TAalliM, CHIDKCHHE Beca,
CHW)KCHHME YacCTOTHI BCIBIIIEK THEBA M arpeCCUBHOTO MOBEJACHUSA, a4 TAKKE CHUKCHHE
pHUCKa CEPACYHO-COCYAMCTHIX 3a0ojeBaHui. JleueHwe mnpemapaToM UIUTEIBHOE H

MOKCT IPOAOJLZKATHCA BCHO JKU3HDb.

[00453] B mATrom npumepe manueHT ¢ cuHApoMoM CmuTa-MareHuca moJydant
Ta0Ie TUPOBAHHBIH COCTaB AUa30KCHaa  XOIuHA  C KOHTPOJIUPY EMBIM
BBICBOOOKIeHHEM. HauabHast 103a cocTaBisiia OKOJIO 1,5 MI/Kr ¥ BBOJHMIACH OJHH
pa3 B cyTku. Ilocne Toro, kak mauueHT B TeueHHe 1-2 Heaenp MOCTOSHHO momyvant 1,5
MT/KT, 03y THTpoBaiH A0 2,4 mr/kr. [Tocme Toro, Kak ManueHT B TeYeHue 1-2 Heaenb
MOCTOSTHHO TOJyYan 2,4 MT/KT, 03y THTPOBAIW 10 3,3 MI/Kr. YKa3aHHBIH TPOIECC
MOBBIIMICHUA A03bI Ha OKOO 0,9 MI/Kr Ha KakIOM 3Tare THUTPOBAHWUA W TIPH
MPOJIOJDKUTENBHOCTH JICUEHH HAa KaKJIOM 3Tamne oT 1 10 2 HeAelb MpOoA0IDKaICS A0
MPOSBIIEHUA Yy TAIMEHTa aJeKBATHOTO OTBETA HA JIEYEHHE WIH JOCTHXKCHHS
MaKCHUMAaJIbHOM 0361 5 MI/KT. [TapaiielbHO MAIUeHT MOKET TAKKE MOTyYaTh arOHUCT
MC4. IloteHuManpHble OTBETHI HA JIEYEHHWE MOIYT BKIIIOYATh YMEHbBIIECHUE
KOJIMYECTBA >KUPA B OPTraHHU3ME, CHIKCHHE TUIIOTOHHWH, TMOBBIIICHUE COOTHOIICHHS
O0e3)KMPOBOM Macchl Tella K JKUPOBOM Macce Tenma, ocnabneHwe runepdarum,
YMEHBIICHUE OKPYKHOCTH TaJ WM, CHIKCHHE BECA, CHUJKECHHUE YaCTOTHI BCIIBIIIEK
THEBA U arpecCUBHOTO MOBEACHHA, a TAKXKE CHIKEHHE PHUCKA CEPACUHO-COCYIHUCTHIX

3a0omeBanui. JleueHne mpemapaToM JTUTEITFHOE W MOKET MPOAOIDKATHCS BCIO JKH3Hb.

[00454] B mecTtoM mnpuMepe mauueHT ¢ cuHApoMoM (CmuTa-MareHuca mnoiydan
Ta0JIETUPOBAHHBIN COCTaB JIHa30KCHIa XOJIMHA C KOHTPOJIMPY EMbIM

BBICBOOOKIeHMeM. HauanmpHasg 103a cocTaBisija OKOJIO 1,5 MI/Kr M BBOJAMIIACH OJHH
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pa3 B cyTku. [locne Toro, kak manueHT B TeYeHUe 1-2 Heaenb MOCTOAHHO Tonydan 1,5
MT/KT, 103y THTpoBamm a0 2,5 mr/kr. [locae Toro, kak marueHT B TeueHue 1-2 Hemenb
MOCTOSTHHO TONy4Yan 2,5 MI/Kr, 703y THTPOBamM 10 3,5 MI/Kr. YKa3aHHBIA MPOIECC
MOBBIIEHHUA J03bI Ha OKoMo 1,0 MI/Kr Ha KaXOOM J3Tame TUTPOBAHUSA M TIPU
MPOJOJDKUTENBHOCTH JIEYEHHUA HA KAKIOM dTare oT 1 10 2 Heaenb NpoJoIDKajcs 0
NPOSABICHUA Yy IIAUMEHTAa aJCKBATHOTO OTBETa Ha JICYCHUE WM JOCTIKECHHUA
MaKCHMAJIbHOU 10361 5 Mr/Kr. [lapanmienbHo marueHT MOXKET TakKe MOTy4YaTh arOHUCT
MC4. TIloreHuuanpHble OTBETHI HAa JICYEHHME MOTYT BKIKOYaTh YMEHBIICHHUE
KOJIMYECTBA JKUPA B OPraHU3ME, CHIKEHHE T'MIIOTOHHMM, ITOBBILMIEHHE COOTHOILIEHHUS
0e35)KMUpPOBOM Macchl Tela K J>KUPOBOM Macce Tena, ocjadieHue runepgaruy,
YMEHBIICHUE OKPY)KHOCTU TAaJIMHM, CHIKECHHE BECA, CHWKEHUE YaCTOTHI BCIIBIIICK
THEBA M arPECCUBHOIO MOBEACHUSA, 4 TAKXKE CHIJKCHHE PUCKA CEPACYHO-COCYIHCTBIX

3a0oneBaHuil. JledeHne MpemapaToM JTUTETBHOE H MOXKET MPOJOJDKATHCS BCIO JKH3HB.

[00455] Bce marenthl M JPyTHE CCBIJIKH, NMPHUBCACHHBIC B HACTOAINCM OIMHMCAHMH,
COOTBETCTBYIOT YPOBHIO KBaJTM(PHKALMHU CTIEHUATUCTOB B JAHHOW 00JIACTH TEXHHUKH, K
KOTOPOW OTHOCHTCS M300pPETEHHE, W BKIIOUYEHBI MOCPEACTBOM CCHUTKH BO BCEH HX
MOJTHOTE, BKITFOYAs JFOObIC TAOMUIBI W (UTYPHI, B TOW K€ CTENECHH, KaK €CITH OBl
KaXJasg CChUIKA ObLIa BKIIIOYEHA TOCPEACTBOM CCBUIKH B TIOJIHOM OOBEME B

OTIEJILHOCTH.

[00456] CneuuanucramM B JaHHOU 00J1aCTH TEXHUKHA 6y;[eT MOHATHO, YTO HACTOAIIEE
HW300peTEHHE B TOJTHOW MEpPE aZanTHPOBAHO JUIS TIONYYCHHsS YKAa3aHHBIX, 4 TaKKe
MPUCYIIUX €My Pe3yJIbTaToB W npeuMymecTB. CIocoObl, H3MEHEHHSI U KOMITO3HUIIHH,
OIMHCAHHBIE B HACTOSIMIEM JIOKYMEHTE H IIPEACTABIICHHBIE B IPEAMOYTHTEIIBHBIX
BapHaHTaX peajHu3aluy, SIBIBIIOTCA WUIFOCTPATUBHBIMH M HE IPEAHAZHAYECHBI I
OTpaHWYEHUA 00BbeMa W300peTeHUA. J[1s CrienuanucToB B JAHHOW OOJACTH TEXHHKH
OyayT OYEBHIHBIMH HM3MEHEHHUS W JPYTHE MPUMEHEHHWS, KOTOPBIE OXBATHIBAIOTCS

CYITHOCTBIO H300PETEHUSA U OMPEAEIAIOTCA 00BEMOM (HOPMYITBI H300PETEHHUA.
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[00457] Onpez[eneHI/m, IPHUBEACHHBIC B HACTOAINECM OINMCAHHWH, HE IpPEeAHA3HAYCHBI
I OTPAHWYCHUS 3HAYEHUS, OOBIYHO TTIOHUMAEMOTO CTIEIIHAJTUCTOM B TAHHOW 00J1aCTH

TCXHUKH, CCJIIKM HC YKa3aHO HHOC.

[00458]  300peTeHusi, OMUCAHHBIE B HACTOSMIEM HW300PETEHHH, MOTYT OBITh
HQJISKAITUM 00pa30M MPUMEHEHBI Ha MIPAKTHKE B OTCYTCTBHE KAKOTO-THOO dJIEMEHTA
WM 3JIEMEHTOB, OTPAHUYCHUM WM OTPAHMYEHHUM, HE OIMUCAHHBIX B JOKYMEHTE
KOHKpeTHO. TakuM 00pa3oMm, HampuMep, TEPMUHBI "conepkamui”, "BKIFOYAFOIIHN ",
"cocTosmuUK" U T.J. CIEAYET MOHUMATh KaK MOJKHO HIMpe U 0e3 orpaHuueHuil. Kpome
TOTO, TEPMHUHBI M BBIPAKEHHUS B HACTOAIIEM JOKYMEHTE HCIOJIb30BAHBI B KaueCTBE
TEPMUHOB ONKCAHHUS, HO HE OTPAaHWUYCHHsA, TPH OSTOM HE OBUIO HAMEpPEHHA
WCTIONb30BaTh TAKWE TEPMHHBI W  BBIPAKECHHUSA I HMCKIIOYEHHUS  JIFOOBIX
MPOJEMOHCTPUPOBAHHBIX M OINMCAHHBIX JKBHUBAJICHTOB XapaKTEPUCTHK, WIM UX
YacTeH; TAaKKE CIEAyeT TNPHU3HATh, YTO BO3MOKHBI PA3NWYHbIE MOJU(UKAIMU B
npeaenax o0beMa 3asgBIEHHOTO HM300peTeHuA. Takum oOpa3oMm, clielyeT MOHHUMATS,
YTO, XOTS  HACTOSAMIEE  HM300PETEHHWE  KOHKPETHO  OMHUCAHO  TOCPEICTBOM
MPEIIMOYTHTEITFHBIX BAPHAHTOB €T0 PEATU3alUU W HEOOS3aTEIIbHBIX XapaKTEPUCTHK,
CTICIHAITUCTHl B JAHHOW OONACTH TEXHUKH MOTYT MOAH(HIMPOBATH W H3MEHATH
BAPUAHTHI PeaJH3aIMH W300PETEHHUS, MPHYEM TaKWe MOJU(MHKALMA W H3MECHECHHS

CUHMTAIOTCA BKIIOUYEHHBIMH B 00BbEM HACTOAIMECTO H306pCTCHI/ISI.

[00459] Hactosmee HW300pETEHHE OMHCAHO B MIMPOKOM W 00meM Buae. Kaxmprid
3JIEMEHT W3 0OJiee Y3KHUX BHJIOB W TOAPOJOBBIX TPYII, MOAMAJAIOIMAX IO 00Imee
OTHMCAaHHE, TAKKE COCTABIIET YaCTh HACTOSIIETO U300pETEHUS. ITO BKIFOYAET O0MIee
ONMCAHWE HACTOAMICTO HM300pPETEHHA C OrOBOPKOW WM  OTPHIATEIIHHBIM
OTPAaHWYEHUEM, YCTPAHAIONINM JFOOOTO CyOBEKTa W3 POjaa, HE3aBHCHMO OT TOTO,

KOHKPCTHO 1K YKa3aH B TaHHOM OIMMCaAHUH HWCKJTFOYCHHBIN CY6’L€KT.

[00460]  Jlpyrue BapuWaHTBl pPEATH3ALMH HM300PETEHUS HAXOMATCS B TpeAeax
creayromei (opmynsl uzoOpereHusa. Kpome TOro, Korma XapaKTEPUCTHKH WM
ACIEeKTHl HM300peTEeHUs] omucaHbl B TepMuHax rpymmn Markush, cmemmammcram B

JAHHOHM 00JIACTH TEXHHUKH OyJeT MOHATHO, YTO H300PETEHUE TAKKE OTMMCAHO TIPH 3TOM
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B OTHOIIEHHUH JFOO0TO OTACIIbHOTO MPCACTABUTCIIA WIIW TTOATPYIIIIbLI HpCI[CTaBHTeHefI

rpymmsl Markush.
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®opmyJia uzobpeTeHust

1. Cnoco6 neuenus cyObekTa ¢ cunapomom IIpanepa-Bumnu (CIIB) unmu cunapomom
Cmuta-Marennca (CCM), mnpuyeM yKa3aHHBIM CcrmocoO0 BKIIOYAE€T BBEJIEHUE
YKa3aHHOMY CYOBEKTY (hapMaleBTHUYECKOTO COCTaBa, coaepkamero >(pQeKTHBHOE
KOJIMYECTBO BEIIECTBA, OTKPBIBAIOIIET0 Kot KaHAIBI, B TEUEHHE MO MEHBLICH Mepe

10 wenens.

2. Croco6 mo 1. 1, OTIHYAIONIUHCS TEM, YTO YKAa3aHHOE BEIIECTBO, OTKPHIBAIOIICE
Kare KaHamel, mpencTaBisieT coOOW JOUHA30KCHA WIH €ero  (apManeBTHYECKH

OPpUECMIICMYIO COJIb.

3. Cioco6 1o m. 2, OTIHYAIOIMUNCS TEM, 4TO (papMareBTHUECKH TMPUEMIIEMOU COJIBIO

ABIKICTCA THA30KCH A XOJIHNH.

4. Crmoco0 mo m. 2, OTIHYAIOUIWHCS TEM, 4YTO YKA3aHHBIA TUA30KCHI WIIH €Tro

(hapMaLeBTUYECKH MMPUEMIIEMYIO COJIb BBOIAT NIEPOPATIHHO.

5. Cnoco0 1o 1. 2, OTAMYAIOLINHCA TEM, UYTO (papMaIIeBTHUECKUH COCTaB COAEPIKHUT T10
MEHBIIEH MEPE OIHO BCIOMOraTeIbHOE BEHIECTBO, BIMAKIOIIEE HA CKOPOCTb

BBICBOOOKACHHSA JTHA30KCH/IA HITH €T0 (DapMaIleBTHYECKH MPUEMITEMOH COJTH.

6. Cioco0 1o 1. 5, OTIMYAIONIHIACSA TEM, YTO (PapMAIEBTHUECKUH COCTaB COAEPIKHUT TI0
MEHBIIEH MEpPEe OAHO BCTIOMOTATEIIFHOE BEIIECTBO, 3a/ICP’KUBAIOIIEE BHICBOOOKICHHE

TUA30KCHIA WITH €70 (PapMaleBTHYCCKH IPHEMIIEMOH COJTH.

7. Coco® mo 1. 1, OTIHYAIOIUHCS TEM, YTO COCTaB JOMOIHHUTEIHHO COJCPIKHUT IO

MEHBIIEH MEPE OJUH APYrOv AKTHUBHBIM HHIPETUEHT.

8. Cmmoco6 mo 1. 1, TOTIOTHUTEIHHO BKIIOYAOIINN BBECHHE CyOBEKTY TOPMOHA POCTA

YCJIIOBCKA.

9. Cnoco6 mo m. 8, OTIHYAOIIMKCA TEM, YTO YKAa3aHHBIH TOPMOH POCTa YEIIOBEKA

BBOJAT Iy TCM WHBCKIHUH.
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10. Cmoco6 mo m. 1, OTNHYAIOIMUUCS TeM, YTO OE3KUpOBas Macca Tella WIH
COOTHONICHHE OE3KHPOBOM MAcChl Tella K KHUPOBOM MAacce y yYKa3aHHOTO CyOBEKTa

YBEJIMYUBAETCS MO0 MEHbIIEN Mepe Ha 1%.

11. Cnoco6 mo m. 1, OTIHYAOMIMKCA TeM, 4YTO OE3KHpOBas Macca Tejna WA
COOTHOIIEHHE O€3)KHPOBOM MAacCChl TeJla K ;KHPOBOM Macce y YKa3aHHOTO CyObeKTa

YBEJIMYUBAETCS TI0 MEHbIIEN Mepe Ha 2%.

12. Cmoco6 mo 1. 1, OTNHYAIOIMUWCA TeM, YTO OE3KHUpOBas Macca Tella WIH
COOTHOMICHHE OE3KHPOBOM MacChl Tella K YKHPOBOM Macce y yKa3aHHOTO CyOBbEKTa

YBEJIMYUBAETCS MO MEHbIIEN Mepe Ha 3%.

13. Cmoco6 mo m. 1, OTNHYAIOIMUWCA TeM, YTO OE3KUpOBas Macca Tella WIH
COOTHONICHHE OE3KMPOBOM MAacChl Tella K JKHPOBOM MAacce y YKa3aHHOTO CyOBEKTa

YBEJIMYUBAETCS MO MEHbIIEN Mepe Ha 4%.

14. Cmoco6 mo m. 1, OTNHYAIOIMUKCA TeM, YTO OE3KUpOBas Macca Tella WIH
COOTHONICHHE OE3KHPOBOM MAcChl Tella K KHUPOBOM MAacce y yKa3aHHOTO CyOBEKTa

YBEJIMYUBAETCS MO0 MEHbIIEN Mepe Ha 5%.

15. Crmoco0 mo 1. 1, oTIHYaromuiics TeM, YTO YKA3aHHOE BBEJCHUE OCYIIECTBILIIOT B

TeyeHue | OTHOTO Wi OOJIEE JIET.

16. Croco6 mo m. 1, OTIHYArONIHHCS TeM, 4TO THnepdarus y yKazaHHOTO CyOBEKTa

CHIDKAETCA 1O MeHbIeH Mepe Ha 10%.

17. Cioco6 mo 1. 1, oTMHYarommiAcs TeM, YTO runepdarus y yKazaHHOTO CyOBEKTa

CHIDKAETCA MO MeHbIeH Mepe Ha 20%.

18. Croco6 mo 1. 1, oTmHYaromMiAcs TeM, YTO runepdarus y yKazaHHOTO CyOBEKTa

CHIDKAETCA MO MeHbIel Mepe Ha 30%.

19. Croco6 1o m. 1, OTAMYAIOIIMICA TEM, YTO IUPKYIUpPYyIomas KoHueHTpauus NOP-

1 He yBenmMuuBaeTCs.
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20. Cioco6 yBenu4eHHs 0€3:KHPOBOM MACCHI Tena y cyObekTa ¢ cuuapomom [Ipanepa-
Bunnmy, monyyaromero Jie4eHHe TOPMOHOM POCTA;, MPHYEM YKa3aHHBIA CIIOCO0
BKITFOYAE€T COBMECTHOE BBEJIEHHUE YKA3aHHOMY CyOBeKTY 3((EeKTHBHOTO KOJUYECTBA
BEIIECTBA, OTKPBIBAOMIET0 Kare KaHAIBI, B JOMOJHEHHE K YKa3aHHOMY TOPMOHY

pocTa.

21. Cnioco0 yBeu4eHHs 0€3:KHPOBOM MACCHI Tella y cyObekTa ¢ cunapomom IIpaaepa-
Bumnm, monydvaromero JieueHHE ¢ MpUMeHEHHEM A((EKTHBHOTO KOJIMYECTBA
BEIICCTBA, OTKPHIBAOIMIETO Katqp KaHABL, NPHYEM YKa3aHHBIA CIOCOO BKITHOYACT
COBMECTHOE BBEJECHHE YKa3aHHOMY CyOBeKTy 3((EeKTHBHOTO KOJHYECTBA TOPMOHA

pocTa B JOTOTHEHUE K YKa3aHHOMY BEILECTBY, OTKpbIBaromieMy Karq KaHaIbL.

22. Cnoco0 yBeNMWYEHHS MBIIIEYHONM MAacChl HIDKHHX KOHEYHOCTEH CyOBEeKTa C
cunapom Cmurta-Marennca (CCM), mpudeM yKa3aHHBIH CTIOCOO BKJIFOYAET BBEICHHE
YKa3aHHOMY CyOBeKTy 3((EKTHBHOTO KOJHMYECTBA BEIIECTBA, OTKPBIBAIOMIETO Karg

KaHaJIbL.

23. KoMmiekT, coaepKaniuu:

CTaHJAPTHYIO 103y BEMIECTBA, OTKPBIBAIOIIETO KaTq KaHATBI, U
CTaHJAPTHYIO 103y TOPMOHA POCTA.

24. Cnoco0® ocmabneHus TPOSBICHUH OMHOH WK OO0Jiee arpecCUBHBIX (OpM
nmoBeJcHUS y cyowsekra ¢ cunapomom llpamepa-Bummm (CIIB) wmmu cuHApOMOM
Cmurta-Mareanca (CCM), mnpuyeM yKa3aHHBIH CIOCOO BKIIIOYAET BBEICHHUE
yKa3aHHOMY CyOBEKTy B TeueHHWe 1o MeHbimed mepe 10 Hemenb 3ddexTuBHOTO
KOJIMYECTBA BEMIECTBA, OTKPBIBAIOMIETO KA1, KAHAIBI, TIPH 3TOM BBEACHHE OCIIA0IIAET

MPOSBIICHHA OTHOM WM OOJIee arpecCUBHBIX (POPM MOBEACHUA Y CyOBEKTA.

25. Cmoco®6 mo m. 24, OTIMYAOIMUKCI TeM, 4YTO CyOBEKTYy BBOIAT BTOPOU
TEPANeBTUYECCKUNA TPOAYKT, TPHYEM BTOPOM TPOAYKT TPEAHA3HAYEH IS
JOTOJTHUTENIPHOTO OCNIA0JIEeHUsT MPOSBIECHUN OJHOM MM OOJiee arpecCUBHBIX (HOpM

MOBEJICHHUS.
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26. Crioco0 CHIDKEHUS TUMIEPTPEIMHEMUHN Y CyObekTa ¢ cuaapomoM [Ipanepa-Bummm
(CIIB) wmu cunapomom Cwmmura-Marenuca (CCM), mpuuem cmoco0 BKIHOYAET
BBEJCHHE YKa3aHHOMY CYOBEKTy B TeueHHE MO MeHbmed wmepe 10 Hemenb
3((EKTHBHOTO KOJMYECTBA BEHIECTBA, OTKPHIBAOIETO Kare KaHANBL, TIPH 3TOM
BBEJICHUE OCTA0NIAET MPOSBICHUS OJHON WK OOJIee arpecCHBHBIX (POPM MOBEIACHUA Y

CcyOBeKTa.

27. Cnoco6 1o 1. 1, OTTUYArONIHIACA TeM, 4TO (papMareBTHYECKHIA COCTAB BBOJIAT JIBA

pasa B CYTKH.

28. Cmoco6 mo m. 1, oTnHyarommiAcs TeM, 4T0 (hapMalEeBTUUYECKHH COCTaB BBOJAT

OJIVH pa3 B CyTKH.
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