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N3o0peTeHre OTHOCUTCS K 00JIaCTH MEIMLMHBI, (HapMaKoJIOrUi U XMMHUKO-(hapMaLeBTHYECKOH MPOMBIILI-
JIEHHOCTH, @ IMEHHO HOBBIM MOJMMOpGHBIM GopmMaM TpuMeOyTHHA Malleata M criocodaM MX MOJy4YeHHs U MpH-
MEHEHHUS.

B knuHuuecko# npakTHKE 3HAYMTEIbHYIO YacTh 3a00JIEBAHMI COCTaBIAIOT (yHKUHOHAJIbHbIE 3a00seBa-
HUS XKeyJOYHO-KHIIEYHOro TpakTa. PyHKIMOHANbHBIE paccTpoiicTBa kuiieuHnka (OPK) BkirouaroT rpynmy
reTepPOTreHHBIX KJIMHUYECKUX COCTOSIHHUI, KOTOpPBIE MPOSBISIOTCS CUMIITOMaMH CO CTOPOHBI CPEHEr0 M HIKHE-
rO OTIEJIOB XKETYJOYHO-KHIIEYHOTO TPaKTa M HE CONMPOBOXKAAIOTCS KAKUMHU-JIMOO CTPYKTYPHBIMH, CHCTEMHBIMHU
1100 MeTabOJIMYECKUMH M3MEHEHMAMH. HecMOTpsi Ha OTCYTCTBHE OPraHHYECKOH OCHOBBI, ()YHKIMOHAJIbHbBIE
3a00JIeBaHMsI CHHIKAIOT KayeCTBO XKM3HH MALMEHTOB U HAHOCSAT OO0JbIIOH SKOHOMHYECKHH yiepo o01iecTBy Kak
MO NPSIMBIM MOKa3aTelsM 3aTpaT Ha MEAMLMHCKOE 00CIyXHMBaHHE M JICYEHHE, TaK U MO HENpsSMbIM MoKa3are-
JISIM, BKJTIOYAIOIIMM KOMIIEHCALIMIO BPEMEHHOH HETPYJOCIIOCOOHOCTH.

B nepByro ouepens kK TakuM 3a00JIEBAaHUSAM OTHOCAT CHHIPOM pa3JpakeHHOH TOJICTOH KUIIKH. [To naHHbIM
SMUAEMHOJIOTMUECKUX UcciienoBanuil 15-20% HaceneHUs cTpajaeT CHHAPOMOM pa3IpaKeHHOHW KHUILKU. Boie-
JSIIOT HECKOJIBKO (hopM 3TOH OOJIE3HU: 10 BapHAHTY JHApeH, 110 BAPUAHTY 3aIl0poB, CMelllaHHyo Gopmy. Menee
4aCcTO BCTPEYAIOTCA Apyrue (yHKIHOHANIbHBIC 3a00J€BaHHUs KHIICYHUKA, TaKHE KaK (YHKIMOHANbHAs JHapes,
(yHKIIMOHANBHBIN 3a10p, HAKONATHYeCKas abJOMUHAIbHAs O0Jb U Ap.

Bo mHorux crpanax, HauuHast ¢ 1969 r., nis nedeHus: GyHKLHOHAIBHBIX PACCTPOMCTB KHUILIEYHHKA, B OC-
HOBHOM ITpH CHUHJpoMe pasapaxeHHoH kuiiku (CPK) npumensercst tpumedyTHH. B Poccun, B koHue 2007 r., oH
OBLT 3apeTHCTPUPOBAH MO/ TOProBbIM Ha3zBaHHeM Tpumenar®. DpQpekTHBHOCTh TpUMEOyTHHA MajeaTa B CHHU-
JKEHUH abJ0MUHaIbHOH 001M Obl1a NMPOAEMOHCTPUPOBAaHA B Pa3IMUHBIX KIMHMYECKUX HCClIeAoBaHUX. J[nu-
TeNBHOE BpeMsl MoJIarajiy, 4To BIMsSHHE TpUMeOyTHHA MaJieaTa CBSI3aHO C €r0 CIa3MOJIMTHYECKOH aKTHBHOCTBIO
M CUHMTAJIH, YTO 3TOT Npernapar JeHCTBYeT Harnojo0He MHOTPOITHOTO CMa3MOJIUTHKa MebeBeprHa. OIHaKo Mo3J-
Hee ObUIM OOHApY»KEHbI HOBBIE JaHHbIE, Kacalolluecs MeXaHu3Ma JEHCTBUS TpUMeOyTHHa MajeaTa, Hexapak-
TepHbIE Ul CMa3MOJHMTHUYECKHX MpenapaToB. B SKCHEepUMEHTaNbHBIX M KIMHUYECKHUX HCCIEJOBAaHHSAX ObLIO
NOKa3aHO MOJYJHpYIOllee BIMSHHE TPUMEOYTHHA MajeaTa Ha MOTOPHYIO (DYHKLHIO JKENyJAOYHO-KHIIEYHOIo
tpakTta (JKKT), K0OTOpOE NposBIIsAIOCh B €r0 HOPMATH3YIOMKX 3G eKTax Ha TUIO- U THIIEPKUHETHYECKHE Hapy-
meHns Moropuku JXXKT npu TepaneBTHYeCKONW M XHUPYpruuecKkoi matosoruu. TpuMeOyTHH OKa3blBaeT 3HAYH-
TenbHOE obe3zbomnuBaroee JneiicTBue. [Ipu nNpoBeaeHUH 3KCIEPHUMEHTABHBIX MCCIEI0BAaHUI BBIICHUIIOCH, YTO
TPUMEOYTHH SIBIISIETCS arOHUCTOM ONHATHBIX PELENTOPOB U ero Moy aupymouee BiusHiue Ha MOoTopuky JXKKT u
obe36ommBaronuii 3¢ ekt onpexnensrorcs Onarogaps HecrneMpHIECKOMY ACHCTBHIO 3TOTO NpenapaTa Ha Bce
KJ1acchl neprudepuyecKux OMUATHBIX PELENTOpPOB - W, K ¥ O. JIeHCTBYs Ha SHKe(daInHEPrUUECKyI0 CUCTEMY KH-
meyHuka, peryaupyer nepuctanbTuky JKKT. [leiictByer Ha Bcem mporskennn JKKT, cHmkaer nasneHue
chHHKTEepa MUILEBOAA, CIOCOOCTBYET OMOPOXKHEHHUIO JKENTyIKAa M YCHJICHHIO MEPHUCTAIBTUKH KHIIEUHHKA; CIO-
COOCTBYET OTBETHOM peakIMy INIaAKOH MyCKyJIaTyphl TOJCTOH KUIIKH HA MUILEBBIC Pa3IpaXHUTEIH.
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2-(AMMEeTHIAMHHO)-2-PeHnA0yTHI-3,4,5-TpuMeToKCHOEeH30aTa MaJleaT
(TpumedyTHHA MaseaT)

OcHOBHBIE MTOKa3aHHs, Il KOTOPBIX NPHUMEHSIOT ManeaT TpUMeOyTHHa, BKITIOYAIOT CHHIPOM pa3IpaxKeH-
HOTO KHMILEYHHKA, MOCJICONEPAlMOHHYIO MapaTMTHYECKYIO KHIIEYHYIO HEMPOXOAUMOCTb, TOJITOTOBKY K pEHTre-
HOJIOTMYECKOMY U 3HAO0CKONHueckoMy uccnenoBanusm XKKT.

B ocHOBHOM TpHMeOYTHH Ha3HAYaIOT MEpOpalbHO B BUJE PA3IMYHBIX TBEPABIX JIEKAPCTBEHHBIX (OpPM, B
TOM YHCJIe B BUJE TabJETOK, KaK ObICTpPOpAcnaaoIMXcsl, TaK U C 3aMeUIeHHbIM JeiicTBieM. [Tockonbky TpH-
MeOYyTHH IJIOXO PaCTBOPHUM B BOJIE, [UIsl MOBBILICHHUS €ro OMOAOCTYIMHOCTH ObliIa 1OJy4YeHa U BBEJICHA B KJIMHU-
YeCKyI0 IIPAaKTHKY ero 6ojiee pacTBOpHMasi COJIb - Majeart.

B ucrounuke [WO 2013134869, "Preparation of sulfonate-based trimebutine salts for use as gastrointesti-
nal endoscopic and medical imagining and for the treatment of visceral pain", ony6a. 19.09.2013] Obu1H HACH-
TH(HUIHMPOBaHBI JIBE pa3nuyHble NoauMopdHeie Gpopmbl TpumeOyTHHA 3-THOKapbamounbden3oncyabdoHata. [o-
auMopd A ObUT MOJIydeH NMpU KPUCTAIIM3aLMKM M3 CMECH alleTOHAa M METAaHOJa, B TO BpeMs Kak noiaumopd B
ObLT MOJyYeH MpU KpUCTaJUIM3auMK U3 MetaHona. [Tonumopd B Gosee crabuieH TepMOaMHAMHUYECKH, YeM MO-
mamopd A. Tlonumopd A muaButcs npu Temmeparype okosio 128°C, Torga xak nonumopd B mmaBurcs npu
temneparype okono 180°C. Tarxke ObulM HISHTHOUUUPOBAHBI TPH PA3NIMYHBIX monuMopda 1-
ToiyoscynbdoHara TpumeOyTHHa. [Toaumopdsl A u B monyyanu myreM KpHCTa/UIM3alMU M3 U3OMPOINHIOBOTO
cnupra. [Tonrumopd B Obu1 monyueH npu Kpucraauzauuu u3 stadona. [Tonumep C Takxke Moay4arT U3 3TaHO-
na. [Tonumop¢ C Gonee crabuneH TepMoOAMHaAMHUYECKH, YyeM noaumopdsl A u B. ITonuMopd A nnasutcs npu
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Temneparype okono 123°C, nomumopd B mnaBurcs npu temnepatype oxono 142°C, a monmumopd C miaaButcs
npu TeMnepatype okono 173°C.

Kpucrannuueckas cTpykTypa aumaneara TpuMeOyTHHa onucana B 063ope [Coquerel G. "Limits of the co-
crystal concept and beyond", RSC Drug Discovery Series, 2012, vol. 16, pp. 300-317].

CuHre3 Maneata TpuMeOyTHHA onMcaH, HanpuMep, B natreHte GB 1342547, rne maneat TpuMebyTHHa 10-
Jy4aloT peakuueil OCHOBaHUS TPUMEOYTHHA C MAJIEMHOBOI KHCIOTOH B BOJE NP HArPEBAHMH C NOCIEIYIONIEH
KpUCTAJUIU3aLUEN.

IIpu 3TOM /10 HACTOSIIETO BPEMEHHM HEM3BECTHO O MOJYYEHHMH M MCCIIEIOBAHUHM CBOWCTB IOJUMOPHHBIX
dopM TpuMeOyTHHA MaseaTa.

ABTOpaMM HACTOSIIETO M300PETEHHUS HEOXXUJAHHO OBUIO YCTAHOBJIECHO, YTO TPUMEOYTHHA MajeaT MOXET
CYILIECTBOBATh B HOBOIl moauMopdHO#l kpucTamnyeckoil Gopme, koTopas UMeeT JIy4IlIue CBOWCTBA, YEM TpH-
MeOyTHHA MajeaT, MOJYYEHHBIH coriacHo crnocoOy, onucanHomy B GB 1342547, umenyemslit B nanmpHeiimem
"mporotun".

Hmxe npuBeneHsl onpeaeneHuss TEPMUHOB, KOTOPBIE HCIOIB3YIOTCS B OMMCAHMM HACTOAIIETO M300peTe-
HHUS.

"JlexapcTBeHHOE Hayano" (JlekapcTBEHHAs CyOCTAaHIMS, JEKaPCTBEHHOE BEIIECTBO) O3HAYACT (HU3HOJIOTH-
YECKM aKTHBHOE BEIIECTBO CHHTETUYECKOTO MIM HUHOTO (OMOTEXHOJIOrMYECKOTO, PACTHUTENBHOIO, )KUBOTHOTO,
MHKPOOHOTO M TIPOYEro) NPOUCXOXKICHHUS, obnanaroniee (papMaKkoIOrHUeCKOH AKTUBHOCTBIO M SBISIOIICECH
AKTHBHBIM HawaaoM (apMaleBTHUECKOH KOMITO3MIIMH, UCIIOIB3YEMO Ul MPOM3BOACTBA M U3TOTOBIICHHUS JIE-
KapCTBEHHOIO NMpenapara (CpeEACTBaA).

"JlekapcTBeHHOE CpeACTBO (Mpemnapart)" - BENIECTBO (MM CMECh BEIECTB B BUAC (DapManeBTHUECKON KOM-
MO3UIMHU) B BHJE TAOIETOK, KANCyy, HHBEKIHUHA, Ma3eil U Ap. TOTOBBIX (OPM, NpeHa3HAYEHHOE AJISI BOCCTAHOB-
JICHUS, UCTIPABJICHUS UITM U3MEHEHMS (DU3MONOrHYECKUX (YHKIUH Y YeIoBeKa U )KUBOTHBIX, a TAKXKE /A Jede-
HMS ¥ TPOPUIAKTUKY OONE3HEH, TMarHOCTUKH, aHECTE3UHU, KOHTPALCTIIIHH, KOCMETOIOTHH U ITPOYETO.

"MapMmaneBTHYECKas KOMMO3UIHUA" 0003HAYAET KOMIIO3HIIMIO, BKIIOUAIOIIYIO B ce0s HOBYIO NONUMOpPh-
Hy10 opMy TpuMeOyTHHA Majeata H, IO KpalHeH Mepe, OMUMH U3 KOMIIOHEHTOB, BHIOPAHHBIX M3 TPYMIIBI, CO-
crosmei U3 GpapMaleBTHUECKH TPUEMIIEMBIX M (hapMaKOJIOTHYECKH COBMECTUMBIX HAINlOJHUTEIEH, pacTBOpHUTE-
ne, pa3baBUTEnIEH, HOCUTEIEH, BCIOMOTATEIbHBIX, PACTIPENEAIOMIUX CPEICTB, CPEACTB TOCTABKH, TAKHX Kak
KOHCEPBAHTHI, CTAOMIM3ATOPHI, HANOJHHUTEIH, NUCIEPIUPYIONIME arcHTH, YBIAXHUTEIM, IMYIbraTophl, Cyc-
NECHAMPYIOIME areHThl, 3aryCTUTENH, NOACTACTUTEIH, OTAYIIKY, ApOMaTH3aTOPbI, AHTHOAKTEpUATbHbBIEC areHTHI,
GbyHrUUab!, TYOPUKAHTHI, PETYIATOPHI IPOJOHIMPOBAHHON JOCTABKH, BHIOOP M COOTHOIIEHHE KOTOPBIX 3aBHU-
CHUT OT MX NPHUPOABI, cnocoba BBEACHHS KOMIIO3UIIMU U JO3MPOBKH. IIpuMepamu cycrneHAUpYIOMMX arcHTOB
SIBISAIOTCS 3TOKCUIIMPOBAHHBIM H30CTEAPHUIIOBBIH CIIUPT, MOJIHOKCUITUIIEH, COPOUTON U COPOUTOBBIN 3QUpP, MUK-
POKpHUCTATIMYECKas [EJUTI0I03a, METATUAPOKCH/T ATIOMUHMS, OEHTOHHUT, arap-arap U TparakaHT, a TaKKe CMECH
9THUX BEUIECTB. 3aIMTa OT JCHCTBUS MUKPOOPTaHU3MOB MOXKET OBITH oOecreyeHa ¢ MOMOIIBI0 Pa3HOOOPa3HBIX
aHTUOAKTEPUATIBHBIX ¥ NPOTUBOIPHOKOBBIX arcHTOB, HAIPUMED, TaKMX Kak napabeHsl, XJ10pOyTaHod, cCOpOuHO-
Basl KMCJIOTA U NOAOOHBIE UM coeuHEHHsA. KoMImo3unus MoxeT BKIIOYATh TAKXKE W30TOHMYECKHE areHTHI, Ha-
IpUMeEp, caxapa, XJIOPUCTBIH HaTpuil 1 UM nopobHble. [IponoHrupoBanHoe AEHCTBUE KOMITO3UIIUUM MOXKET OBITH
00ecneyeHo ¢ MOMOIBIO areHTOB, 3aME/IIAIONMX abCOPOIMIO aKTUBHOTO Hayana, HalnpuMep, TaKUX Kak MOHO-
cTeapar anloMHUHUSA U xenaTuH. [IpuMepaMu noaxoadmuX HOCUTENEH, pacTBOPUTENEH, pa3daBUTEIEH U CPEACTB
JIOCTABKH SBISAIOTCS BO/IA, TAHOM, NONUCIIMPTSI, & TAKXKE UX CMECH, PACTUTEIBHBIE Macya (TakUe KakK OMBKOBOE
Macjo) U MHBEKIMOHHBIC OpPraHHYECKUE CIOXKHBIE 3¢GUpHI (Takue kKak dTunoieat). [lpumepamu HanmomHuTeneH
SIBJIAIOTCS JTAKTO3a, MOJIOYHBIH caxap, IMTpaT HaTpus, kapOoHaT Kanblus, docdar Kaaplus U UM MOJOOHEIE.
[IpuMepamMy TUCTIEPIUPYIOMIMX ar€HTOB U PACTIPENEIAIONIMX CPEACTB ABIAIOTCS KpaxMall, albTMHOBAs KUCIOTa
U €€ COIH, CUNUKaThl. IIpuMepamMu TyOpUKaHTOB SBIAIOTCS CTEapaT MarHus, Jaypuicyib(ar HaTpHs, Talbk, a
TAaKKE IOJMATUICHITIMKOIb ¢ BBHICOKMM MOJEKYISAPHBIM BecoM. DapmaleBTHUEcKas KOMMO3MIHUA AN NEpo-
pajIbHOrO, CYyONUHIBANBHOTO, TPAHCAEPMATILHOI0, BHYTPUMBIIIEYHOTO, BHYTPUBEHHOTO, NTOJIKOXKHOT0, MECTHOTO
WM PEKTAIBHOTO BBEJCHMS aKTMBHOTO Hayana, OJJHOTO MJIM B KOMOMHAIIMH C APYTUM aKTUBHBIM HAayasioM, MO-
KeT OBITH BBEJCHA XMBOTHBIM U JIOASM B CTAHAApTHOH (opMe BBEIEHHS, B BUAE CMECH C TPAAMIIHMOHHBIMU
(apmaleBTHUECKUMH HOCUTEIIMU. IIpuroansie crannapTHbie GOpMBI BBEACHHS BKIIIOYAIOT NepopaibHble (op-
MBI, TAKHE KaK TaONIETKH, KEITATHHOBBIC KAICYJIbl, MUIIIOIH, TIOPOIIKH, TPAaHYIbl, )KEeBaTeIbHbIC TAOIETKH U TIe-
popasbHBIE PaCTBOPHI MIIM CYCNEH3MHU, CYOIMHIBATIBHBIE U TPAaHCOYKKAJIbHbIE ()OPMBI BBEICHHS, a3PO30IIH, UM-
IUIAHTaThl, MECTHBIE, TPAaHCAEPMAIbHbIE, MOAKOXKHBIC, BHYTPUMBIIICUHbIE, BHYTPUBEHHBIC, WHTpaHA3aIbHbIC
UM BHYTPHUITIa3HbIE POPMBI BBEICHUS M PEKTAIbHBIE (JOPMBI BBEICHHUS.

"MapManeBTHYECKH NpUeMiIeMas conb” 03HaYaeT OTHOCHTENHHO HETOKCHUYHBIE OpPraHMYecKHE W Heopra-
HUYECKHE COJM KHMCIOT M OCHOBAHUIL, 3aIBICHHBIX B HACTOAIIEM M300pPETEHHH. DTH COU MOTYT OBITH MOIy4e-
HBI 1n Situ B NPOIECCE CHUHTE3a, BBIACICHUS WIM OYUCTKHM COETMHEHHH MM MOJNYYEHBI CNeluaabHo. B yacTHO-
CTH, COJIM OCHOBAHUH MOTYT OBITH NMOJYYEHB! CIENMATBHO, HCXOAS U3 OUMIIEHHOTO CBOOOHOTO OCHOBAHUA 3a-
SIBIIEHHOTO COEIMHEHMS M IOAXOMAAIICH OpraHMuecKOH MIIM HeopraHWdeckoi kucnotel. IIpuMepaMu monyueH-
HBIX TakMM 00pa3oM coneil SBISIOTCS THUAPOXJIOPHUABI, MMAPOOPOMUBI, CyibdaTsl, Oucynsdarsl, dochatsl,
HMUTPATHI, alleTaThl, OKCANIATHI, BAJICPUATHI, OJICAThl, MAIBMUTATHI, CTEAPATHI, JaypaThl, O00paThl, OEH30aThI, JTaK-
TaThl, TO3UIATHI, IUTPATHI, yMapaThl, CYKIMHATHI, TAPTPAThl, ME3UIAThl, MATOHATHI, CANMIMIATHI, IPOIMHOHA-
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THI, 3TAHCYIbQOHATHI, OEH30ICYIb(GOHATHI, CyIbhaMaTsl U UM NONOOHBIE, MpeAnoUTHTENbHO, MateaTs! (Ilox-
poOHOE omucaHue CBOMCTB Takux coneil nano B Berge S.M., et al., "Pharmaceutical Salts" J. Pharm. Sci. 1977,
66: 1-19). Moryt OBbITh NOJTYYEHB! COIM C AMUHOKUCIOTAMHU. B KauecTBe aMHHOKUCIIOT MOTYT OBITH MCIIOIH30-
BaHbI KUCIIbIE AMUHOKHUCIIOTHI - TITYTAMHHOBAS M acTIaparnHOBast KUCIIOTHI.

3amaueii HaCTOAIIETO U300PETEHUS ABISETCS pa3paboTka CTAOUIBHON NPU XpaHEHUH, HETUTPOCKOIIMYHOM,
XOpOIIO PAaCTBOPUMOH, 3KOHOMUYECKH IEIeco00pa3Hoi, MPOMBIIUIEHHO peaM3yeMoi NpenapaTuBHOIN Nomiu-
MopdHO#H GopMBI TpUMEOYTHHA MajeaTa.

CT1aGUIIBHOCTD B TBEP/IOM COCTOSHUM M CPOK XpAaHEHUS AKTUBHBIX KOMIIOHEHTOB SIBIISIOTCS OYEHb BaXKHbI-
MU (akropaMu. JIekapCTBEHHOE COECMHEHUE U KOMIIO3UIIMH, BKIIOYAIOIHME €r0, JOJKHBI 001a1aTh CIOCOOHO-
CTBIO XPAaHUTHCS B TCUCHUE 3HAYMTEIBHBIX NIEPUOOB BPEMEHH, HE MPOSBIIAS 3HAYUTEIHHOIO U3MEHEHHS (HU3H-
KO-XMMHYECKHUX CBOHCTB aKTHBHOIO KOMITIOHEHTA (HANPHMEP, Er0 XMMHYECKOT0 COCTaBa, MIOTHOCTH, TUTPOCKO-
MUYHOCTH M pacTBOpuMOcTH). KpoMme Toro, Taxke sBIsSETCS BaXXHBIM NPEACTABUTH JICKAPCTBEHHBIN MTpenapar B
¢dopMe, KoTOpas SABISETCS KaKk MOXHO Oolee yHCTOH. B 3TOM oTHOIIEHNM aMOpQHbIE COETUHEHUS MOTYT Npe/l-
CTaBJIAThH 3HAYUTENBHBIE TPo6IeMbl. Hanpumep, ¢ TakMMHU COeTMHEHUSAMH TpyAHEE 00palaThest U BKIIOYATh UX
B JICKAPCTBEHHBIE ()OPMBI MO CPABHEHHUIO C KPHCTAULIMYECKUM COCTHHEHHMEM, M YacTO OKA3bIBAETCS, YTO OHU
HECTaOMIIBHBI M XUMHMYECKH 3arps3HeHbl. CIenuaIucTy B JaHHOH 00JacTH OyIEeT MOHATHO, YTO, €CNU JeKapcT-
BEHHBIH Npenapatr MOXKHO JIETKO MOJy4YaTh B CTAOMIBHOM KpHUCTAIIMYECKO# (hopMe, TO MOXKHO PEIIUTDH BBIIIE-
yKa3aHHbBIE TPOOIEMBI.

TexHuueckuil pe3yapTaT HACTOAIIEIO H300PETEHUS 3aKIIOYACTCS B YIYUIICHHBIX CBOHCTBAX JaHHOTO CO-
€/IMHEHUs NPU €ro MpernapaTiBHOM MCIONB30BAHMH, B YACTHOCTU 00jee BBICOKOH CKOPOCTH PacTBOPEHUS, MO-
BBIIICHHO} CTAOMIBHOCTH NPU XpPAHEHUH U HU3KOM T'MIPOCKOITMYHOCTH.

[ToctaBneHHas 3amaya OCYIIECTBIACTCH, a TEXHUUECKUI pe3ybTaT AOCTUraeTCs MOJYYEHUEM HOBOH IO-
muMopdHO# (hopMBI TpUMEOYTHHA Maneata, MMEIONIEH Ha MOPOIIKOBON PEHTIEHOBCKOH audpakTorpaMMe Xxa-
PaKTEpPUCTUUECKUE MHKH MPH cleayromux yriax 26, © (£0,1°): 8,7; 11,6; 13,2; 15,3; 17,6; 20,1; 20,3; 20,8; 21,5;
23.4;24.,7;25.4;273;27.9; 30,8; 34,7; 35,8; 39,1; 45,0.

[ToctaBnenHas 3ajmaya pemaercs, a 3asBICHHBIH TEXHUUECKUH PE3YIbTaT TAKXKE AOCTUTAETCA CO3AaHHEM
(apmaleBTHUECKOH KOMIO3MIMM I JIEUEHHS CHHAPOMA pa3lpa)KCHHOTO KHIIEYHHKA, ITOCICONEpallMOHHOM
NapaJuTHYECKON KUIIEYHONW HENPOXOAMMOCTH, IOJTOTOBKH K PEHTTEHOJOIMYECKOMY M 3HIOCKONUYECKOMY
uccnenoBanuaM JXKKT, conepxkamieit B TepaneBTHueckd 3GQEKTUBHOM KOJHYECTBE BBHIIIEYIIOMSAHYTYIO MOJH-
MopdHyIo hopMy coeMHEHUS TPUMEOYTHHA MaieaTa H, 0 MEHbIIEH Mepe, OAMH (papMaleBTUUECKH TpHEMIIE-
MBIl HOCUTEIIb.

[ToctaBnenHas 3ajmaya pemaercs, a 3asBICHHBIH TEXHUUECKUH PE3yIbTaT JOCTHIAETCSA TAKKE CO3AaHHEM
JIEKapCTBEHHOTO CPEJCTBA JAJA JECUCHUS CHHIPOMA Pa3ApakKeHHOIO KHUIIEYHMKA, NMOCICONEPaMOHHON napaiu-
THYECKOH KMIIEYHOH HEMPOXOJUMOCTH, /Ul NOATOTOBKU K PEHTI€HOJOTHYECKOMY U 3HAOCKOIMYECKOMY HCCIIe-
noBanusaM JKKT B ¢opme Tabierok, kancyn MiIM MHBEKIMH, MTOMEIIEHHBIX B (papMaleBTHUECKH MPUEMIIEMYIO
YNaKOBKY, COJEPXKAIlEr0 B TepaneBTHYECKU I(P(HEKTHBHOM KOIMYECTBE YIOMSHYTYIO HOBYIO MOJIMMOPGHHYIO
¢dopMy coeaMHEHUS TPUMEOYTHHA Maneara WiIM (GapManeBTHUECKYI0 KOMIIO3UIMIO N0 HACTOAIMIEMY M300peTe-
HHUIO.

dapmaneBTHYECKHE KOMIIO3UIIMM MOTYT BKIIIOYaTh (apMalleBTUUECKH MPUEMIIEMBIE IKCIMIHUEHTHL. [lon
(hapMalleBTHUECKH TPHUEMIIEMBIM JKCIUIIMEHTAMH I0Jpa3yMEBAIOTCH NpUMEHsAEMbIe B cdepe (apmaneBTHKH
pa3baBUTENH, BCIOMOraTeIbHbIE areHTHl M/MiM HocuTenu. PapmalieBTHUecKas KOMIIO3UIIUS HapsAay € HOBOM
nonumopdHo# (hopMoil coeanHeHUss TpUMEOYTHHA Masieara 1o HAaCTOAIEMY H300PETEHUIO MOXKET BKIIOYATh U
JpYyTHe aKTHBHBIC CYOCTAHIIMH, B TOM YHMCJIE 00J1alaloIMe aKTUBHOCTHIO, IIPU YCIOBUH, YTO OHU HE BBI3BIBAIOT
HEXeNaTeTbHBIX 3P PEKTOB.

[Ipy HEOOXOAMMOCTH MCIONB30BAHUA (PapMalEBTUUECKOH KOMITO3UIMU O HACTOAIIEMY M300pPETECHUIO B
KIMHUYECKOH MpakTUKE OHa MOXET CMEIIMBATLCS C TPAAUIIMOHHBIMU (apMalleBTHYECKUMH HOCUTEISIMU.

Hocurenu, ucnonszyemsle B hapMalieBTHYECKUX KOMIO3UIMAX 110 HACTOAIIEMY H300PETEHUIO, NPEACTAB-
JAI0T cO00M HOCHUTENH, KOTOPHIE NMPUMEHSIOTCA B cdepe (apMaleBTUKU I TTOJYUYEHHUsS paclpOCTPaHEHHBIX
¢opM, B HaCTHOCTH, B MEPOPATBHBIX (DOPMAxX HCIONIB3YIOTCS CBA3YIONIME BENIECTBA, CMAa3bIBAIOIIME ArcHTHI,
JIC3UHTErPaTophl, pACTBOPUTEIH, pa30aBUTEIH, CTAOMIM3ATOPEI, CYCIIEHAUPYIOIHE areHTHl, KOPPUI€HTHI BKYCa,
B (hopMax /Ul HHBEKIMH UCTIONB3YIOTCS AHTUCENTHYECKUE ar€HThI, COTIO0MIH3aTOPE], CTAOUIN3aTOPHI; B MECT-
HBIX (hopMax MCMOIB3YIOTCS OCHOBBI, Pa30aBUTENH, CMA3bIBAIOIIME ArCHTHI, AHTUCENTUYECCKUE AarCHTHI.

JlekapcTBEHHBIE CpPeACTBA MOTYT BBOJUTLCS NEPOpAIbHO MM MApeHTEpaNbHO (HanmpUMep, BHYTPUBEHHO,
MO/KOXKHO, BHYTPUOPIONIMHHO MM MecTHO). KnmHMYeckas 103MpOBKa CPEACTBA, COACPIKAIIETO HOBYIO TOJIHU-
MopdHYIO HOpMYy coeTMHEHUs TPUMEOYTHHA Masieata Mo HacTOANIEMY U300PETCHHUIO, Y TAIIMEHTOB MOXET KOp-
PEKTHPOBATHCS B 3aBUCUMOCTH OT T€PaNeBTUUECKON 3P HEKTUBHOCTH U OMOTOCTYIIHOCTH AaKTUBHBIX MHIPEAHEH-
TOB B OpraHU3ME, CKOPOCTH UX OOMEHa M BHIBEJCHHUS M3 OPraHU3Ma, a TAKXKE B 3aBUCUMOCTH OT BO3pacTa, 1oJa
U cTaauy 3a00JeBaHus NMAMEHTa, IPH 3TOM CYTOYHAs /1033 Y B3pOcabIX 00b4HO coctaBnset 50-1000 mr, npen-
noututensHo - 300-600 mr. IloaTomMy BO BpeMst NPUrOTOBICHHUS M3 (papMaleBTUUECKOH KOMIIO3UIIMH JEKapCT-
BEHHOT'O CPEJICTBA N0 HACTOSIEMY U300PETEHHIO B BUJE €MHUII TO3UPOBKH HEOOXOMUMO YUHUTHIBATH BBIIICHA-
3BaHHYIO 3()(HEKTHUBHYIO TO3UPOBKY, ITPU ITOM KaXkaas €AMHHMIA TO3MPOBKH NpenapaTa J0/bkHa coaepxarts 10-
500 Mr HoBo# momuMopdHO# dopMoil coenuMHEHMs TpUMeOYTHHA Majeara MO HAcTOSIIEMY H300pETEHHIO,
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npeano4TuTensHo - 50-300 Mr. B cooTBeTcTBUM ¢ yKa3aHUSAMHU Bpada UM ¢apMalleBTa AaHHBIE IpenapaThl MO-
I'YT NPUHUMATHCS HECKOJIBKO pa3 B TEUCHHUE ONMPEACICHHBIX MPOMEXYTKOB BPEMEHH (TIPEANOUTHTENBHO - OT
OJTHOTO /IO ILIECTH Pa3).

Taxoxe u300peTeHNE NOACHAETCA YEPTEKAMU.

Ha ¢urype npusenena nopomkoBas peHTIeHOBCKas AudpakrorpaMMa HOBO# nonumopdHoi ¢hopMsl Tpu-
MeOyTHHa Maneara, MOJYYEeHHOH COINIaCHO HACTOSIIEMY HM300pETEHHIO. 3aBUCUMOCTH MHTEHCHBHOCTH 1,% oT
yriaa 26, ° (£0,1°).

Jlanee npuBOAATCS MPUMEPHI OCYIIECTBICHUS U300pPETECHUS, KOTOPBIE HITIOCTPUPYIOT, HO HE OrPaHUYHU-
BAIOT U300pETEHHE.

ITpumep 1. Ilonyuenue nonumopdHoit popmsl TpuMeOyTHHA MajIeaTa.

10 Mr TpuMebyTuHa ManeaTta pacTBopsiiM B 10 mi MetaHona, HarpeBas cMech 10 40°C. K nomyueHHOMY
pacTBopy no kaniasaM 1o6asastau 10 M BOABI IPHU TO# ke TeMnepaType B TeueHue 20 MUH U TOTYyYEHHYIO CMECh
oxyaxxaanu 1o 5°C B TeHeHHE CYTOK, IOCI]IE Yero OT(UIBTPOBBIBAIM M COOMPATH KPUCTAILINIECKOE BEIIECTBO.
Kpucranns! cymunu mpu 50°C npu NOHMXEHHOM JaBICHUU 0 TEX 1Op, I0Ka Macca KPUCTAIOB HE IepecTana
YMEHBIIATLCS NPH AaTJbHEHIIIEM BBICYIIMBAHMY, B PE3YIBTATE YEro MOJIYYUId 9,75 Mr 6ejoro TBEpIOro Bele-
CTBa ¢ TeMIeparypoii nimaBnenus 132-133°C.

Hannuue nonumopdusix hopm B TpuMedyTHHA Masieare HCCIEA0BAIM C TOMOIIBIO TPEX METO0B OOHApY-
KEHUS, COOTBETCTBYIOIMX PEKOMEHIANUAM MeXayHapoaHOH KoH(pepeHIuH Mo rapMoHu3anuu Q6 A: aHamu3
middepennnansaoil ckanupyromei kanopumerpuu (JICK), undpakpacnas cnekrpodoToMeTpHs B TBEPIOM
cocrosauy (FT-HUK) u noporkoBas peHTreHOBCKas TUPpaKIms).

Ananus TpuMeOyTHHA Maneara ¢ MOMOIIbI0 AU depeHINaTbHON CKaHUPYIONIEH KaJopUMETPHU OBLIT OCY-
mectBiaeH Ha JICK Perkin Elmer. TepMorpaMmb!l 66111 3aperucTpHpOBaHbl B aTMOC(epe a30Ta NpU CKOPOCTH
HarpeBaHuss S5°C/muH. TepMorpaMmbl Tpex cepuil NMPOAEMOHCTPUPOBAIH JHAOTEPMUYHOCTH B JMANa30HE
105,6°-105,7°C.

FT-UK cnextpsl TpuMeOyTHHA Maneata ObLIM 3apErMCTPUPOBAHbLI B TBEPJOM COCTOSHUM B BUAE JUCIEp-
cuu KBr ¢ nomomipto FT-HK cnexkrpodoromerpa Shimadzu. MK cnexTps! Tpex cepuit HACHTHYHBI.

Kapruns! mopomikoBoit peHTreHOBCKo! nudpaknuyu Tpex cepuil TpuMeOyTHHA Maieata ObUTH MOJNYUYEHBI ¢
MOMOIIBIO TU(pakToMeTpa, OCHAIIEHHOTO TOPH30HTANBLHBIM TOHHOMETPOM B 0/26.

Ha cnextpe mopomkoBoil peHTreHOBCKOH AM(paKkTOrpaMMbl KPHCTAUTMUECKOrO BElecTBa (CM. GUrypy)
HaOJTIOaTM XapaKTePUCTUUECKUE MUKM MpH yriaax audpakuuu 26, ° (£0,1°): 8,7; 11,6; 13.2; 15.3; 17,6; 20,1;
20,3; 20,8; 21,5;23.4;24,7;254;27,3;27.9; 30,8; 34,7; 35,8; 39,1; 45,0. (Tadna. 1).
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Tab6numa 1

3HauCHHS MMHKOB MOPOMIKOBOH PEHTIEHOBCKOH JTH(paKTOrpaMMsl

MeXKNI0CKOCTHOE paccrosasHue

OTHOCHTEIbHASA HHTEHCHBHOCTD

¥Yroa 20, °
D, A L %

8,7+0,1 10,10 + 0,01 99,9+0,1
10,7+ 0,1 8,27 £0,01 0,2+0,1
11,6 £0,1 7,59 £ 0,01 54+0,1
13,2+0,1 6,72 £ 0,01 2,1+0,1
153+0,1 5,77 £ 0,01 1,4+0,1
16,0+ 0,1 5,54 + 0,01 0,2+0,1
16,3 +0,1 5,42 +0,01 0,5+0,1
17,6 0,1 5,04 + 0,01 1,4+0,1
17,8+ 0,1 4,98 0,01 0,6 +0,1
18,5+0,1 479 +0,01 0,4+0,1
18,8+ 0,1 472 +0,01 0,4+0,1
19,3 +0,1 4,60+ 0,01 0,3+0,1
20,1 +0,1 441+0,01 1,1+£0,1
20,3+0,1 4,37 +0,01 0,8+0,1
20,8+0,1 4,26 0,01 0,8+0,1
21,5+0,1 4,13 +0,01 2,5+0,1
223+0,1 3,99+ 0,01 0,6 +0,1
23,4+0,1 3,80+ 0,01 49+0,1
24.7+0,1 3,61 £0,01 0,9+0,1
25,4+0,1 3,50+ 0,01 0,9+0,1
259+0,1 3,44 + 0,01 0,4+0,1
26,3+0,1 3,39+ 0,01 0,5+0,1
26,5+0,1 3,36 £ 0,01 0,4+0,1
273+0,1 3,27+0,01 1,0+0,1
27,9+0,1 3,20+ 0,01 2,2+0,1
28,8+ 0,1 3,10+ 0,01 0,3+0,1
29,4+ 0,1 3,04 £0,01 0,3+0,1
30,4+0,1 2,94 £ 0,01 0,3+0,1
30,8 £ 0,1 2,90 £ 0,01 2,1+£0,1
31,4+0,1 2,85+0,01 0,3+0,1
323+0,1 2,77 £ 0,01 0,2+0,1
342 +0,1 2,62+ 0,01 0,3+0,1
34,7+0,1 2,58 + 0,01 0,9+0,1
353+0,1 2,54+ 0,01 0,4+0,1
35,8 +0,1 2,51 +£0,01 0,7+0,1
36,0+ 0,1 2,43 £ 0,01 0,3+0,1
36,5+ 0,1 2,46 £ 0,01 0,3+0,1
37,7+0,1 2,39+ 0,01 0,2+0,1
38,3 +0,1 2,35+ 0,01 0,4+0,1
39,1+0,1 2,30 £ 0,01 0,7+0,1
40,0+ 0,1 2,25+0,01 0,3+0,1
425+0,1 2,13 +£0,01 0,2+0,1
43.0+0,1 2,10+ 0,01 0,3+0,1
43.4+0,1 2,08 £ 0,01 0,3+0,1
44.0+0,1 2,06 £ 0,01 0,5+0,1
450+0,1 2,01 £0,01 1,7+0,1
454 +0,1 2,00 £ 0,01 0,3+0,1
47.0+0,1 1,93 £ 0,01 0,3+0,1
474 +0,1 1,92 + 0,01 0,3+0,1
489+0,1 1,86 + 0,01 0,2+0,1
494 +0,1 1,84 + 0,01 0,2+0,1
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[Tpumep 2. OnpeneneHne KUHETUKH PacTBOPEHUs HOBOM nosiuMop¢HO# GopMbl.

Kuneruky pactBopeHuss HOBOH nosuMop@HOl GopMbl TpUMeOyTHHA Masieata, noixydeHHou B [Ipumepe 1,
OLICHUBAJIM IO COJCPXKAHHIO CYOCTaHLMM B PAcTBOPSIOLICH Cpele M CPaBHMUBAJIM C KMHETHKOH pacTBOPEHHS
nporotumna. [Ipubop ans onpeneneHnss CKOPOCTH PACTBOPEHMS NMPEACTaBISIET COOOH TPEXTOpJIBIA COCYIl €MKO-
cTbio | 1. B oauH u3 TyOycoB BBOAMIN TEPMOMETP, B APYroi - CTEKISHHYIO TPYOKY IUIs B3STUS P00 U X KOM-
TUIEKCUPOBAHUSA, @ B TPETHUH - OCHOBHYIO JI€Tallb NpUOOpa - IMIMHIPUIECKYIO KOP3HHKY BBICOTOH 3,6 M U qua-
METpOM 2,5 CM, CIIeNIaHHYIO U3 HEPXKABEIOILECH CTaJld B BUJIE CETKU C OTBEpCTHAMU aAuamerpoM 40 memur (0KoJo
0,351 mMm). Kop3uHka Oblta HacaxkeHa Ha 0cb MOTOpa.

B cocyn nammBanu pactBopsiroinyro cpeay (1000 mur), B JaHHOM 3KCIEpHMEHTE CMECh 3TaHOJIA C BOJOM
50:50, NOCKOJBbKY OH SIBISETCS OAHHUM M3 PacIpOCTPAHEHHBIX HOCHUTENEH JUIi MHBEKUMOHHBIX (GOPM M 4acTo
UCTIOJIB3YETCS KaK PacTBOPUTENh B XMMHYECKHX PEeaKLUAX U CUCTEMax OMOJIOrHYecKkoro ckpuHuHra. Mccnenye-
MBI 0Opasell nomMenany B IMIMHAPUYECKYIO KOP3UHKY, KOTOPYIO YCTaHABIMBAJIM Ha PACCTOSIHUM 2 CM OT JIHA
cocyna.

Jnst cpaBHUTEIBHOTO 0Opasua 1 ucnonb3oBanu 200 Mr HOBO#H moauMopdHoi Gopmbl TpuMeOyTHHA Ma-
JeaTa C MOJy4EHHEM IOCJIe MOJHOrO PacTBOPEHHs pacTBopa, coaepkauiero 200 M.x. TpumeOyTHHa Maneara, a
JUI CpaBHUTEIBHOTO oOpasna 2-200 Mr mpoTOTHNA C MOJyYEHHEM MOCJe MOJHOTO PaCTBOPEHHUS pacTBOpa, Co-
Jepaxaiero 200 m.J. nporoTHmna.

TeMmneparypy pacTBopsitouieil cpeabl BO BpeMs omnbITa noaaepxkubanu noctosuuoi (37£0,5°C). CkopocTs
BpallleHUs KOP3UHKU B Cpe/ie PEryJIMpOBajH ¢ TOYHOCThIO +5%, oHa cocTaBnsia 200 06/MuH. Yepes ycTaHOB-
JICHHbIE MHTEPBAJIbl BPEMEHH OTOMpAK IS aHaJIK3a MPoOkI 1Mo 1-2 M JUIA ONpeaeaeHus CoNepKaHHs JIeKapCT-
BEHHOTO BELECTBA. B3AThIil 00bEM paCTBOPHUTEIS TOTYAC K€ BOCTIOIHSIH HOBBIM.

ITonyueHHble pe3yabTaThl MPUBEACHBI B Ta0. 2 (re BEJIMYMHBI MPEACTABISAIOT CO00H KomuuecTBO (M.1.)
oOpasioB 1 wim 2 B pacTBope.

Tabauua 2
Kuneruka pactBopeHHst HOBOH nojaumMopdHo# Gopmsl
KoHuenrtpauus B pactBope
Bpewms, Obpaszen 1, m.1. Oobpazer 2, Mm.1.
ceK (noBast nonumopdHas Gopma TprMeOyTHHA (npotoTH)
Majeara)
0 0 0
10 18 7
30 50 12
60 75 29
300 132 98
600 180 169
900 200 188
1200 200 200

Pe3ynbraTel JEeMOHCTPHPYIOT, YTO CKOPOCTh PACTBOPEHHUS HOBOH nonuMopdHoit GpopMbl TpuMeOyTHHA Ma-
jieata B BOJHO-CIIMPTOBOH CMECH BBILIE, YEM CKOPOCTb PAaCTBOPEHMs MPOTOTHUIIA. B 4acTHOCTH, BpeMs, B Teye-
HUE KoToporo npoucxoaut 50% pacTBopeHHE HOBOW MOJUMOpP¢HON (OpMbI TpUMEOYTHHA Majeara, CTaTUCTH-
4ECKH 3HA4YMTEJHHO MEHbIIIE, YeM /ISl CPAaBHUTENILHOrO 00pasiia MpoTOTHIIA.

ITpumep 3. UccrnenoBanue cTaGMIIBHOCTH NTPH XpaHEHUH HOBOH NMoJIMMOpdHOI (hopMBI.

CTaluIbHOCTH HOBOM MOJUMOpGHOM GhopMbl TpuMeOyTHHA MajeaTa, IoJdyYeHHOH B puMepe 1, olieHHBa-
JM MO COAEP>KaHMIO CYOCTaHUMM M CPaBHUBAIOT CO CTAOMIBHOCTHIO NMPOTOTHIIA METOAOM YCKOPEHHOTO CTape-
HUSL.

Bce 00pasiibl XpaHMIIMCh B CTEKISIHHBIX (DJIaKOHAX, YKYNOPEHHBIX PE3MHOBBIMH MPOOKAMH C aJTIOMHHHE-
BBIMH KOJINIa4KaMH, B KJIMMaTHYECKOH Kamepe B YCJIOBHS YCKOPEHHBIX UcHbITaHui. ConepxaHue NeHcTBYyoILe-
TO BEILECTBA OnpenaensaioT merogoM BOXX ¢ ucnonszoBanueM CTaHAapTOB.

MeTton "yCKOPEHHOI0 cTapeHHs" 3aKII04aeTCs B BbIIEP)KUBAHUU UCTILITYEMOTO JIEKAPCTBEHHOTO CPECTBA
NpU TeMIepaTypax U BIAXHOCTH, MPEBBIIIAIOLINX TEMIICPATyPy U BIAKHOCTH €r0 XpaHeHHs B Ipolecce oopa-
meHus. [1pyu NOBBIIEHHBIX TEMIepaTypax, Kak IpaBUiI0, YCKOPSIOTCS NPOTEKAIOIIME B JIEKApCTBEHHBIX CPEACT-
Bax (bl/BI/IKO-XI/IMI/I‘IeCKI/IC MpOoUECCHI, MPUBOAANIHUE CO BPEMEHEM K HEXKEJIATCIIbHBIM U3MCHCHUAM KadeCTBA. Ta-
KUM 00pa3oM, MpH MOBBILIEHHOH TeMIepaType NMPOMEXYTOK BPEMEHH, B T€YEHHE KOTOPOro KOHTPOJIHPYEMBbIE
HOKa3aTeM KauecTBa JIEKapCTBEHHOIO CPECTBA COXPAHSIOTCS B JOMYCTHMBIX Mpefaenax (dKCHepHUMeHTaNbHbIH
CPOK TOJHOCTH), HCKYCCTBEHHO COKpAILlAeTCS B CPABHEHHHM CO CPOKOM TOJHOCTH IPH TEMIEpaType XpaHCHHUS.
3T0 NMO3BOJISAET 3HAUYUTEIBHO COKPATUTh BpeMs, He0OX0IUMOe ISl YCTaHOBJICHUS CpOKa T'OJHOCTH.

[To pesynbTaTam, NMOJyYEHHBIM B MPOLIECCE "YCKOPEHHOrO CTapeHHs" JEeKapCTBEHHOrO CPEACTBA, MOXKHO
PELIUTh TaKXe OOpaTHYIO 3a/ady, T.€. YCTAHOBUTh TEMIEPATYPy XpaHEHHs, 00CCIEUUBAIOLIYI0 KaKOW-I100 3a-
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JTAaHHBIA CPOK TOJTHOCTH.
Cpoxk roguoctu (C) npu TemnepaType XpaHeHHs (ty,) CBA3aH C JKCIEPUMEHTAILHBIM CPOKOM T'OJHOCTH
(C») npu MOBBIICHHOH TeMIIEpaType SKCIEPUMEHTAILHOTO XpaHeHHUs (t,) cleayrolei 3aBUCHMOCTBIO:

C=K-C,
rae KO3(1)(1)I/IL[I/ICHT COOTBECTCTBHA
13 7lxp.
K=A "

TemnepatypHblii KO3(QPHULHEHT CKOPOCTH XUMHYECKON peakuuu (A) mpuHAT paBHbIM 2,5. [IpuBeneHHast
3aBHCHMOCTh OCHOBaHa Ha mpaBuwie BaHT-I'odda o 2-4-kpaTHOM pocTe CKOpPOCTeH XMMHYECKUX peakLUi Mpu
yBenHueHnn temrnepatypsl Ha 10°C.

B cootBercTtBHU ¢ ODC. 1.1.0009.15 3HaueHnue koddduumenta coorBeTcTBus (K) B 3aBUCUMOCTH OT BbI-
OpaHHOro TeMIepaTypHOro uHreppana (t,-t.,), pasoro 30°C, cocrapnsger 15,6. Cpok 3KCHEPUMEHTAILHOTO
XpaHEeHUs U BEIOPAaHHOM CPOKE FOJTHOCTH 3 roja cocTaBuseT 71 CyTKH.

CraTtucTHyecKyo 00paboTKy napaMeTpoB MPOBOAST C MOMOILLBIO cTaTiucTHYeckoro nakera SPSS Statistics
19.0.

[TokazaHo, yTo HOBas noauMopdHas popma TpUMeOyTHHA MajeaTa CorllacHO H300peTeHUI0 0bnagaer cra-
THCTHUYECKH JOCTOBEPHO YBEIMUYEHHOH CTaOMIIBHOCTBIO MPH XPAHEHUH 110 CPABHEHHIO C IIPOTOTHIIOM.

YcraHoBIIEHO, YTO Mocie 71 CyTOK XpaHEHHsS B YCJIOBHSX METOJA YCKOPEHHOIO CTapeHUsl HOBas MOJIU-
MopdHas ¢opMa TpUMeOyTHHa MajneaTa MO HACTOSIIEMY H300peTeHHI0 00JafaeT CTaTUCTUYECKH AOCTOBEPHO
YBEJIMYEHHOH CTaOMIbHOCTBIO M OCTAETCsl XMUMHYecKH uucTod. CyOCcTaHUMS MPOTOTHIIA OCTAETCS XMMHUYECKH
yrucTol B TeyeHHe MeHee 10 CyTok, nanee conmepkaHHe ACHCTBYIOLIETO BEIIECTBA YMEHbIIaeTcsl Oosiee yeM Ha
3%. To ects HOBast moauUMOpdHas Gopma TpuMeOyTHHA MajeaTa [0 HACTOSILEMY H300PETEHHIO SIBISETCS 3HA-
YHUTENBHO OOJIee CTaOMIBHON MPH XPaHEHHH 10 CPABHEHHIO C MPOTOTHIIOM.

Tabmuua 3
OLIeHKa CTa0UIIBHOCTH METOAOM YCKOPEHHOI'O CTApCHUA B CPABHCHHHU C IIPOTOTUIIOM
OOHapysxeHHoe 1o aaHHbIM BOXKX konnyecTBo
NeHCTBYIOLIEro BelecTsa B % OT TEOPETHUECKOTO
BpEMS XpaHEeHHUs! [IPH
conepxKaHus
(ts-txp) = 30°C, cyTku
Hosas nonumopdHas popma
IIporoTun
TprMeOyTHHA Maneata
0 100 100
10 100 99,9
20 99,9 99,5
30 99,9 99,2
40 99,9 98,6
50 99,9 98,1
60 99,9 97,5
71 99,8 96,6

[Ipumep 4. OnpeneneHure rurpoCKONUYHOCTH.

[ToHmKeHHast TUTPOCKOIIMYHOCTb SBJISIETCS OOJIBIINM ITPEUMYILECTBOM HOBOI nmoanMop¢Hoit GpopMsl Tpu-
MeOyTHHA MajieaTa IpH MOJy4YEeHUH M XpaHEHUH CyOCTaHIMH.

I'MrpockOonMYHOCTh OLIEHUBAJIM MPU XPAaHEHUH TBEPJOrO COEJUHEHHUS B KaMepax C MOCTOSHHON OTHOCH-
TEJILHOW BJIAXXHOCTBIO NMPH KOMHATHOW TemmnepaType B TedeHue 96 4. CpaBHeHHe 0€3BOJHBIX MOIMMOPGHON
¢opMbl TpuMeOyTHHA MajleaTa M MPOTOTHIIA NPH KOMHATHOHM TeMIepaType MoKa3ajlo, YTO MPOTOTHII SIBISETCS
THTPOCKOITUYHBIM U OOHapyKMUBAeT OO0JIbIIOE YBEJIHUCHHE BIAXKHOCTH, HauHHast ¢ 60% OTHOCHTEJIbHOM BJIA’KHO-
ctu. HoBas momumopdHas ¢opma TpumeOyTHHAa MajieaTa He OOHapy’>KMBAaeT HUKAKOTO CYIIECTBEHHOTO YBEJH-
YEeHHUS BJIAYKHOCTHU 3a MCKIIOYEHHEM XPaHEHHs MPH OTHOCHTENBHON BiakHOCTH Bbimie 90%. PesynpraTel npen-
CTaBJIEHBI HUXeE B Ta0. 4.
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Tabauua 4
OneHka rMrpoCKOIMYHOCTH TIPH KOMHATHO# Temmnepatype (96 1)
B CPaBHEHHH C IIPOTOTUIIOM

OTtHocHTenbHas IIpupoct (HoBast nonumopdHas
BJIQXXHOCTB, %0 ¢dopma TpumedyTHHA Maneata), % | [Ipupoct (ITpotoTumn),
%
0 0,0 0,0
15 0,0 0,0
30 0,0 0,2
45 0,0 0.4
60 0,1 1,5
75 0,3 45
90 3,7 9,1
100 6,3 12,5

[Tpumep 5. ITonyyeHue JekapCTBEHHOTO CPeCTBa B (hopMe TaOJIETOK.

CwmemmBanu 1600 Mr kpaxmana, 1600 mr usmenbueHHoi jgakTo3bl, 400 mr taneka U 1000 Mr monumopd-
HOHM (OpMBI COEIMHEHUS] TPUMEOYTHHA MaJieaTa U CIIpecCoBbIBAJIM B Opycok. IlosryueHHbIH Opycok U3Mebyaliu
B TPaHyJIbl U [IPOCEUBAIM Yepe3 CUTa, COOUpast rpaHysbl pasmMepoM 14-16 memr. [TonyueHHbIe TpaHyIbl TAaOIETH-
pOBaJIM B NOAXOASANIYIO popMy TabaeTku BecoM S60 MT Kaxast.

IMpumep 6. [NonyueHne nekapcTBEHHOTO CpeCTBa B hopme Kancyi.

TwarensHO cMenMBaIy NOIUMOPGHOH GOpMBI CoeAMHEHHs TPUMEOYTHHA MaJieaTa ¢ IIOPOLIKOM JIaKTO3bI
B cooTHouieHuu 2:1. [TonyueHHyr0 Mopomkoo6pa3Hyo cMech ynakoBbiBand 1o 300 mMr B )KeJaTHHOBBIE Kamcy-
JIBI TIOAXOJISIIIET0 pa3Mepa.

[Tpumep 7. INonyueHue JekapCTBEHHOrO CpelcTBa B (popMe MHBEKIIMOHHBIX KOMIO3UIMH U1l BHYTPHUMBbI-
IIEYHBIX, BHYTPHOPIOIIMHHBIX MM TOIKOXXHBIX HHBbeKUWH. CMmemuBany S00 Mr nosuMopdHoi GHopMBI coeau-
HeHus TpuMeOyTuHa Maieata ¢ 300 mr xinopOyraHoa, 2 MJI IPOMMIESHTAUKOIS ¥ 100 M MHBEKIIMOHHOH BOJIBI.
[TonyueHHsIi pacTBOp GHUIBTPOBAIM M MOMEIATH O | MJI B aMITyJIbl, KOTOPBIE 3aManBally.

IMpumep 8. UccnenoBanue cna3MoNIUTHIECKOH aKTUBHOCTH HOBOH MOIMMOPQHOH (OPMEL.

OKCHEepHUMEHTHI MPOBOAMIM Ha W30JMPOBAHHBIX MOJOCKaX MOYEBOIO My3bIps HEJIMHEHHBIX CAMOK OelbIX
Kkpbic Maccor 173113 r [U.B. I'epamenko, H.A. Moxopt "M3yyeHre crna3zMOJIUTHYECKOW aKTHBHOCTH IMPOMU3-
BOAHBIX UMHUAA30[ 1,2-a]a3enuHMs HAa U30JUMPOBAHHBIX MOJIOCKaX MOYEBOIO My3bIPs KpbIC" DKClepUMEHTabHAs
U KiIMHU4Yeckas ¢dapmakosorus, 2014, tom 77, Ne 6, c. 24-26]. KMBOTHBIX conepalu Npu Temmeparype 22 -
24°C u BiaxHOCTH Bo3ayxa 65-75% c 14-4acoBbIM CBETOBBIM II€PHOJOM CYTOK CO CTAaHIAPTHBIM KOMOUKOPMO-
BBIM pallMOHOM IPH YCJIIOBHHM CBOOOJHOrO IOCTyMa K Bojae. Ilepen HayaaoM sKCIepHUMEHTa KUBOTHBIX OTCaXKH-
BaJIU B KJIETKY 0€3 focTyma K elie ¥ BoJe B TeueHue 1 4. ITociie B3BeIMBaHHs U3 )KUBOTHBIX BBIIEISUIM MOUYEBOH
My3bIpb U pa3Mellalii Ha NapaduHOBOM XUPYpPTHUECKOM CTOJMKe B Toniie OydepHoro pactBopa Kpebca cie-
nytomero cocraBa (B Mmouis/a): NaCl - 132; KCI - 4,7; NaH,PO,-1,4; NaHCO; - 16,3; CaCl,-2,5; MgCl,-1,05;
TJI0KO3a - 6,5. Adpanuio pacTBOpa OCYLIECTBIISLIN kapOoreHoM (razoBast cmech 5% CO, / 95% O,)

Y MO4eBOro my3bipsi HOC/IE OUHUILEHHUS OT )KUPOBOM U COEMHUTENILHON TKaHEH oTceKalH JHO, 3aTeM OTpe-
3ai1u /1Ba KojbLa mwupuHoi 1 MM. Kosblia paspesany nomnonam, nosyyast pyu 3TOM HOJIOCKH, KOTOPbIE pa3Meltia-
JIM B IPOTOYHOM KaMepe CO CKOPOCThIO MOoToKa 1,5 mui/MuH M Temnepatypoit 37 £ 0,5°C. [TepBuuHOe pacTske-
HHUE U30JIMPOBAHHBIX MOJIOCOK MPOU3BOIMIM Harpy3koi 0,25 r.

Bnusgnue uccnenyemoii monuMopdHO GopMbl Ha 0a3albHBIA TOHYC W3OJHPOBAHHBIX IMOJIOCOK HM3Yy4YasH
nocJie ctabuiIM3aldy UX peakliH Ha NepHOAMYECKYI0 CTHMYJIALIMIO rHnepkanueBbiM pactBopoM Kpebea (KCl
40 mM). Hccaenyemyto nonuMop¢Hyto GopMy pacTBOpsulM B IMMETHIICYNIb(OKCHAE U T00aBIsIN K HIepKa-
nueBoMy pactBopy Kpebca ¢ co3gaHueM KOHLIEHTpauun 107,10, 107, 10 mos/x, KOTOpbIE€ NPOKaYUBaJIU Yye-
pe3 KaMepy HaKOMUTENIBHO, KaXkaast Mo 15 MuH.

Cuity COKpaTHTEIbHBIX IBHXEHHH M3MEPsUIM B H30METPUYECKOM PEXUME C MOMOILBIO €eMKOCTHBIX TE€H30-
MeTrpuueckux aatdukoB FTK-0,1. 3anuch cokpaiieHuid OCyleCTBIISIN MEPCOHATBHBIM KOMITBIOTEPOM C ITOMO-
IBIO aHAJIOrOBO-LHU(POBOTO NMpeodpazoBaTes.

ITo 3anmcaHHON MexaHOrpaMMe U3MepsIH 0azanbHbI TOHYC B rpaMMax. /lajee BBIYMCIISUIM MPOLIEHT pac-
cnabnenus, npuHuMas 3a 100% cokpalleHus peakimio MoJ0COK B THIIepKalneBoM pacTtBope Kpebcea.

CraructuuecKkylo o0paboTKy JaHHBIX NMPOBOJAUIM C MOMOIIBIO KOMIIbIOTEpHOH nporpammbl Origin 7.5 u
Microsoft Office Excel 2010. OuennBany crna3MOIUTHYECKYIO aKTHUBHOCTh NMPU YKa3aHHBIX KOHLEHTPALMSAX B
MaKCHMaJIbHOM INPOLIEHTEe paccyadiaeHus (£,,x,%). MakcumanbHoe paccrnabnenue nocturano 60% Ha ¢one pac-
TBOpa HOBO#H MOTMMOPhHO# HOPMBI IIpH KOHLEHTpauy 10 MoJIB/11, YTO CBHETEIBCTBYET O BBICOKOI CIIa3MO-
JUTHUYECKOH aKTHBHOCTH HOBOH noiMMopdHOH GopMbl coenMHeHs TpUMeOYyTHHA Masieara.

N300pereHre MOXET OBITh UCIIOJIB30BaHO B MEIULIMHE, (PapMaKOIOTHH.
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OOPMVIIA U30BPETEHUA

1. INpumenenne noauMopdHoii Gopmbl TpuMeOyTHHA MajeaTa Ul JieueHHsl 3a00JIeBaHUM KeTya0uHO-
KHUILEYHOTO TPaKTa, TOe yMOMsHyTas nosmumopdHas ¢popMa HMEEeT Ha MOPOLIKOBOH PEHTICHOBCKOW An(paKTo-
rpaMMe XapakTepUCTHUCCKUE MUKH MPH Cleayromux yriax 20, © (10,1°): 8,7; 11,6; 13,2; 15,3; 21,5; 23,4; 27,9;
30,8.

2. [Ipumenenne apManeBTHYECKONW KOMITO3UINH B TBEpIoH (popme, obamaromield cna3sMoJINTHIECKOH aK-
THUBHOCTBIO, AJIS JIEYECHHUs 3a00JICBaHUI XKETyIOYHO-KHIIEYHOIO TPAKTa, I yNOMsHyTas (apMaleBTHYECCKas
KOMITO3UIMSI COICPXKUT B TEPANEBTHUECKH 3(PHEKTHBHOM KONIWYECTBE MOIMMOpP(HYIO hopMy TpUMeOyTHHA Ma-
JeaTa, MMEIOIIYI0 XapaKTePUCTHUECKHE MMUKN Ha IIOPOLIKOBOHW PEHTI€HOBCKOW AM(pakTorpaMMe Mpu ciegyro-
mwmx yraax 20, © (£0,1°): 8,7; 11,6; 13,2; 15,3; 21,5; 23,4; 27,9; 30,8, u o MeHbLICH Mepe OaUH GapMalieBTH4Ie-
CKH ITPUEMIIEMBIN HOCHUTEIb.

3. IlpuMeHeHue No 1.2, oTIMYaroIieecs TeM, YTO YHOMSIHYTYIO TBEpAyo (GopMy BBIOMPAIOT U3 TabJIeTOK
WU KaIICyJI, TOMEIIEHHBIX B (DapMalleBTHYECKU MPHEMIIEMYIO YITAKOBKY.
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