202390446 Al

(19) EBpa3unckoe 2 202390446 13 Al
naTeHTHOEe
Be4OMCTBO
(12) ONMMUCAHME U30BPETEHUSA K EBPASUICKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. A6I1K 31/4439 (2006.01)
2023.04.18 AG61K 9/48 (2006.01)
AGIP 25/00 (2006.01)
(22) Aara nonauu sasBku A61P 25/04 (2006.01)
2021.07.30
(54) CIOCOBBI JIEYEHUS TPUTEMUHAJIBHOM HEBPAJITUU
(31) 63/058,630 (72) Waobperatens:
.07. TI'apubanbam Txopax (CH)
(32) 2020.07.30 C
(33) US _
(86) PCT/EP2021/071376 (74) ;geeﬂ;“:;el’;"ﬁ ®RU)
(87) WO 2022/023519 2022.02.03 Apenes B2
(71) 3assurens:
HOD2MA ®APMA AT (CH)
(57) I/I306pCTeHI/Ie OTHOCHUTCA K CHOCO6aM JICUCHUSA TpHFCMHHaHBHOﬁ HEBpAJITun y CY6'LGKT3, HYXAAroMmIerocs

B 9TOM, BBEICHHEM CYOBEKTY KOMIO3UIIMHI, BKIFOYAIOIINX OTPHLATEIBHBIN aI0CTEPHIECKUI MOIYIISATOP
(NAM) wmeraborpomHOro pementopa miyramara 5 (mGlu5), crpykTypa KOTOpOro mpeacTaBieHa
¢dopmyoii 1.
cl
HiC\ _N —
\rl: \ECN

CHs
F

IV 9%v06£C0C



OIIMCAHUE U3OBPETEHUA
2420-576706EA/23
CIIOCOBHI JIEYEHUSI TPUTEMHUHAJTBHOI HEBPAJITUA

ITEPEKPECTHAXA CCBIVIKA HA POJACTBEHHBIE 3AABKU

[001] ITo HacTosieN 3asBKE UCMPALIMBAETCS MPUOPUTET BPEMEHHOU 3asBKU HA MATEHT
CIIIA 63/035310, nogannoti 30 urosst 2020 rona, conep:kaHue KOTOPOH MOJTHOCTHIO BKJIIIOYEHO B
HACTOsLIee ONUCAHNE B KAU€CTBE CChIIKU.

OBJACTH TEXHUKH, K KOTOPOH OTHOCHUTCSI H30EPETEHUE

[002] Hacrosimee wu3oOpeTeHre OTHOCUTCS K OOJACTH MEOWUIMHBI U JICYCHHIO
TPUTreMHUHAJIBHON HeBpainruu. TouHee, HacTosimee H300pETEHHE OTHOCHTCS K IMPUMEHEHHIO
KOMITO3ULINH, BKJIFOYAFOIIINX 2-xn0p-4-[ 1-(4-propdenmn)-2,5-gumernn- 1 H-umunazon-4-
WITUHWI|MUPUANH WIM ero (apMaleBTUYeCKH IPHEMJIEMYIO COJb, A JIEYEHUS WIN
YMEHBUIEHHUs] UHTEHCUBHOCTU CUMIITOMOB TPUT€MHUHAJIBHON HEBPAJITUU.

YPOBEHb TEXHUKH

[001] TpuremunaneHasi HeBpanrus (trigeminal neuralgia - TGN wnu TN) npencrasnsier
co0Ol COCTOSIHME XPOHMYECKOH OO0JM, KOTOpOe MopakaeT TPOWHHYHBIN HEpB, NMepenarolluil
ouryLeHus ot guna kK Mo3ry. TNG BK/IIOUaeT TUIMUYHYIO U aTUITUYHY0 HEBPAJITHIO TPOHHUYHOTO
HepBa, a TaKXKe KJIACCHYeCKyro, BTOpH4HYI u wuauonatuueckyro TGN. Tumumunas ¢opma
MPUBOJIUT K SMHU30[]aM CHJIBHOM, BHE3AIHOM, IOKOBOW OOJIM B OTHOM TMOJIOBUHE JIMIIA, KOTOpast
JUTUTCSI OT HECKOJBKUX CEKYHJI IO HECKOJbKHMX MHHYT, B TO BpeMs Kak aTUIU4YHas (popma
BBI3BIBAET TOCTOSHHYIO KI'yuyr0 O0Jib, HO MeHee CHIIbHYI0. bojib, BO3HUKAIOIIAS B Pe3yJIbTaTe
TGN, oka3biBaeT 3HAUUTENHHOE BIIMSHIE HA TTOBCETHEBHYIO JIEATEIbHOCTD, YTO MOXKET MPHUBECTU
K TSDKEJION JIeTpecCHy U TPEBOTe.

[002] B To Bpems kak jeKapcTBa, TaAKHe KaK MPOTHBOCYIOPOKHBIE CPEACTBA (HAIPUMED,
kapOama3enuH) WM aHTUAETPECCAHTHI (HAPUMEpP, aMUTPUNITUJIMH), MOTYT ITOMOYb OOJIErYHUTh
601b, Bb3BaHHYIO TGN, HEKOTOpBIE U3 3THX JIEKAPCTB BBI3BIBAIOT 3HAYUTEJIbHBIE MOOOYHBIE
3¢ (eKThI, 4TO OrpaHUYMBAET UX MEIULIMHCKOE IPUMEHEHHE.

[003] Takum oOpas3om, B MEAMLMHE CYLIECTBYET HEYIOBJIETBOPEHHAs MOTPEOHOCTH B
pa3paboTke HOBbIX criocoOoB sederuss TGN Oe3 cyimecTBeHHbIX TOOOYHBIX 3P eKkToB

CYHIHOCTD U30BPETEHUA

[004] B onHOM acmekTe HacTosiiee H300pETeHHe OTHOCHTCS K CrocobaM JiedeHus
tpuremuHanbHON Heppanruu (TNG), BKIIOYAOINUM BBEACHHE CYyOBEKTY, HYKJAKOMIEMYCs B
5TOM, KOMITO3ULIMH, COAepIKalIeil TepaneBTuIecKy 3(pPeKTHBHOE KOTMYECTBO COSAMHEHHS HIIH

ero (hapmManeBTUUECKU MPUEMIIEMON COJIM, T/Ie COeNUHEHHE MPEACTaBisieT coO0i coenuHEeHne
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[00S] B HexOTOpBIX BapuaHTax OCYLIECTBJIEHUS B JICYEHUU UCIOJB3YETCs KOMITO3ULINS,
BKJTIOUAIOMIAsT KPHUCTAJUIMYECKYIO aHruapatHyr (opmy (dopmy A) MOHOCYJIB(PATHOW COJU
coenuaeHust Gopmyinsl I, mopomkosast perrrenosckas nudpakrorpamma (ITP/AI) koropoii mo
cyliecTBy mpexacrtasieHa Ha ¢urype 1. B wactHOCTH, hopma A XapakTepusyercs MOPOLIKOBON
pearreHoBckoil mudpakrorpammoit (ITPIY), monyuenHoit ¢ momompbo CuKo mnydenus, ¢
MUKaMU TIpH clieayomux yriax 26 (2 rera): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6, 22,6, 22,9, 25,7, 27,1
u 299 (£ 2°. Ilo pesynapraraMm aHaiu3a C TOMOIIBIO Iu(PepeHINATbHON CKaHUPYIOIEeH
kanopumerpun (JCK), Temnepatrypa mnasnenust (T,;) kpucrammmueckoil ¢opmbel A paBHa
npumepHo 180-190°C.

[006] B HexoTOpBIX BapuaHTaX OCYLIECTBIEHMs HACTOSINErO H300peTeHHe B JICUEHUH
UCTIONB3YEeTCs] KOMITO3UIIMS, BKJIOYANOINAs KPUCTAJUIMYECKYI0 MOHOTHAPATHYIO dopmy (popmy
B) monocynbdartHoii conu coenunenust opmyusl I, I[IP/II" koTopoii no cyimecTBy npeacTaBieHa
Ha ¢urype 2. ITo pesynbraTam ananusa ¢ nomouisto JICK, Ty, kpucrananueckoii popmsl B paBHa
npumepHo 60-70°C.

[007] B HexoTOpBIX BapuaHTaxX OCYLIECTBJIEHHs HACTOSLIErO M300PETEeHHs B JICYSHUH
UCIIOJIB3Y €TCSI KOMIO3ULHS, BKIFOUAIOINAS KPUCTAJUINIECKY0 reMUTHApaTHYo popmy (popmy C)
remucysbdarHoi coau coenunerus ¢popmysl [, [IP/II" koTopoii o CyInecTBy mpencTaBieHa Ha
¢urype 3. Ilo pesynbratam anaimmza ¢ mnomombio JICK, temmeparypa mnaBnerus (T;)
kpuctasuinaeckor popmer C paBHa nmpumepHo 90-100°C.

[008] B HekOTOpBIX BapHaHTaX OCYLIECTBICHHS HACTOSINErO H300PETEHUS UCTIONb3Y eMast
KOMITO3UIIUS TIPEACTaBIsieT co0oit mpemnapar B GopMe TabJNETKH, TAaKOM Kak mpemapar B Gopme
TabJIeTKU ¢ MOTU(UIIMPOBAHHBIM BBICBOOOKACHHUEM JCHCTBYIOIIErO BEIIECTBA, WK Mpenapar B
dbopMe MaTpUYHOTO Tmeera ¢ MOAU(PHUIMPOBAHHBIM BBICBOOOKACHUEM IEHCTBYIOIIETO
BEIIIECTBA, KOTOPBIH MOKET OBITh 3aKJIFOYEH B KAICYJy, KaK OMUCAHO B HACTOSIIEM JIOKYMEHTE.

[009] B HekoTOpBIX BapuaHTaX OCYLIECTBJCHHs HACTOSINErO M300PETEHHs B JICUCHUH
UCTIONB3YETCS] KOMIIO3HLIMS, BKIIIOYArOIas (hapMaleBTHYECKH MPHEMJIEMYIO COJb COCIMHEHUS
dbopmynsl I, roe B ykasaHHOU conu Kpuctanueckasi popma A coctasisier 90% mo mMacce wiu
Oonee (Hanpumep, 95% o Macce wiu 6osee win 99% no Macce win Oojiee) U3 pacueTa Ha OOLIY IO
MAaccy COJIM, IPUCYTCTBYIOLIEH B KOMITO3ULIUU.

[0010] Hacrosimee wu3oOpeTeHHe TakkKe OTHOCUTCS K TBEPIOH (hapMarieBTHUECKOH

KOMITO3UIINH, BKITFOUAIOIIEel TBepayro Gopmy coenunenus: hopmysi I:

rae TBepaast popma npeacTaBiseT coOOH KPUCTAILNTMUECKYO aHTHAPATHYIO hopmy (popmy
A) w™oHocynbdaTHON conmu coenuHeHUs: Gopmyibl [, XapakTepU3YIOIMYOCS IMOPOIIKOBON
perreHoBckor  nudpakrorpammoii (ITP/AIY), mnonyuennoit ¢ momompo CuKo wuznydeHws,

coep Kaleil Mo MEeHbLIEH Mepe TPH NMHKA, BBIOPAHHBIX U3 MHUKOB NPHU CIEAYIOMUX yriax 26 (2



teta): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6, 22,6, 22,9, 25,7, 27,1 u 29,9 (+ 0,2°), MmenuaHHbI{ pazMep
yactuy (Dv50) ykasanHo#l ¢opmbl MeHbIIe MM paBeH npuMepHo 100 MM, rae yka3aHHas
TBepnas (papMaLeBTHUECKass KOMIO3HLIUS MPEACTABISAET cOO0H (GOpMy MAaTPUUHBIX MeJUeToB. B
HEKOTOPBIX BAPHAHTAX OCYILIECTBIEHHS pa3Mep YaCTHUI] YKa3aHHOH TBepAOoH (pOpMBbI COCTaBIAET
MeHee 47 MKM (Hanpumep, MPUMEPHO 25 MKM WJIH MeHee WM mpuMepHOo 10 MKM HIIn MeHee).

[0011] B HekoTOpbIX BapuUaHTaX OCYLIECTBIEHHS HACTOSINErO H300pETeHHs
dapmaneBTHUECKass ~ KOMIO3WLWs  BKMoudaer ¢opmy A MOHOCyJb(aTHOW  couiw,
xapakrepusytomytocss [P, nonydenHoit ¢ momombo CuKo usnydeHus, ¢ MUKaMu TpH
crenyromux yriax 260 (2 rera): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6, 22,6, 22,9, 25,7+0,2°, 27,1 u 29,9
(£ 0,2°).

[0012] B HekOTOpbIX BapHUaHTaX OCYLIECTBIEHHs HACTOSINErO  H300pETeHHs
dapmaneBTHUECKass ~ KOMIO3WLMs  BKimoudaer  ¢opmy A MOHOCyJb(aTHOW  coiH,
xapaxrepusytromytocs [TPJI', mo cyiecTBy npencrasieHHoM Ha ¢purype 1.

[0013] Hacrosimuee u3o0peTeHue TakXe BKJIOYAET CIOCOO IMOJYYEHHUs] MaTPUYHBIX
IeJUIETOB, BKJIIOYAIOLINX KPUCTAJUIMYECKYIO aHTUAPaTHYIO (hopmy (popmy A) MOHOCYIb(HATHOI

conu coenuHeHust popmy.sl I:

HaC N
e

CH;
F (I),

I7ie YKa3aHHbIH Crocod BKIFOYAET rpaHyupoBaHue GopMbl A MOHOCYJIbGATHON CONU U
OJHOTO WJIH HECKOJBKHX [MOJMMEPOB C OUYHINEHHOW BOJOW C TMOJNyYEHHEM CMeCH;
SKCTPYAHPOBaHHEe, CPEepOHU3ALMUI0, CYIIKYy M MPOCEHBAHHE CMECH C TOJYYEHUEM TBEPIOrO
Marepuana;, i CMELINBaHIe TBEPIOro MaTepuaa ¢ ApyruM (papMaueBTUIECKUM SKCLHUITUEHTOM C
NOJTyYeHHEM MaTPUYHBIX MEJIIETOB.

[0014] B HekOTOpBIX BapuaHTaX OCYIUNECTBJICHUS HACTOSIIErO HM300pETeHUs CIocod
NOJIyYeHHs JOMOJHUTENbHO BKJIOYAET 3arOJIHEHWE KarCyJl MAaTPUYHBIMU MeJUIETAMU  C
NOJTyYeHHEM KarCyJl MATPUYHBIX MEJUIETOB. B HEKOTOPBIX BapUaHTaX OCYILECTBICHHUS OXHMH WIIH
HECKOJIbKO TOJIMMEPOB BBIOpaHbI M3 TPYIMIbL, COCTOSIIEH K3 LEJUIFOJIO3bI, TaKOH Kak
MHKPOKPUCTAJUINYECKAasl LEJUTI0JI03a, COMOIMMePa METAKPHIIOBOH KHCIOTHI M TUIIPOMENIO3bL. B
HEKOTOPbIX BapHAHTAX OCYINECTBIICHHS APYroil (hapMaleBTHYECKH SKCLUMUEHT MPEACTaBIISET
coboii Tanbk.

[0015] B npyrom acniekte HacTosiIee n300peTeHne OTHOCUTCS K criocodam steuernst TGN,
BKJIIOYAIOIUM BBeIECHHE CYOBEKTY, HYKOAOLEMyCsi B 3TOM, KOMIIO3HMLHMH, COAepsKalleit
TepaneBTU4eCKH 3(PPEKTUBHOE KOJMYECTBO OTPULATENILHOIO aJUIOCTEPUUECKOr0 MOIYJISITOpa
(negative allosteric modulator - NAM) meraborpomnHoro peuenropa rayramara S (mGluS) wmum

ero ¢apmaresrruecku npuemiiemoit conu, rae mGluS NAM npexncrapnsieT coboil coennuHeHNE

dbopmyst I:



[0016] ITompoGHoe ommcaHMe ONHOTO WM HECKOJbKHX BapHAHTOB OCYIIECTBIICHUS
HACTOSIIIEro N300peTeHHs MPEACTABIEHO HIDKE. [[pyrue OTInYuTeIbHbIE IPU3HAKH, IPEAMETHI U
NPEeNMYIIeCTBa HACTOSINEro n300peTeHus: OylyT OYeBUAHBI U3 NMPUBEACHHBIX HIDKE PUCYHKOB,
onucanus U GopMy bl U300pETEHHUS.

KPATKOE OITHCAHHUE PUCYHKOB

[0017] Ha ¢urype 1 mnpencraBnena wumoctpatuBHas IIP/IIT kpucramindeckoit
aHruapatHoit popmsl (popmel A) MoHOCYIb(aTa coenunenus: popmys 1.

[0018] Ha ¢urype 2 mnpencraBnena wumoctpatuBHas IIP/IIT kpucramindeckoit
MOHOTHAPATHOH (opMmsl (popmbl B) MoHOCY b aTa coenunerus: popmyJsl 1.

[0019] Ha ¢urype 3 mnpencraBieHa wunoctpatuBHas I[IP/IIT kpucrammmueckoit
remuruapatHoii popmer (Gopmer C) remucynbdpara coenunenus: Gopmys 1.

NHOJAPOBHOE OITMCAHUE U30BPETEHUA

[0020] Kak B menoM OMHMCAHO B HACTOSALIEM IOKyMEHTE, HACTosllee H300peTeHue
OTHOCHTCS K criocobaM JedeHuns TpureMuHanbHoi HeBpanruu (TNG) y cyObekTa, Hy KAaromerocst
B 5TOoM. Hacrositee nzo0perenue Taxke onuceiaet jedeHrne TNG npuMeHeHneM OnpeaeseHHbIX
KpHUCTaJUTHUeCKuX popM (papmarieBTHIeCKH IpueMIieMbIX coeit coenuaenus popmyni I. Kpome
TOrO, HACTOsIIIee M300peTEeHHe OTHOCHTCS K TBEPAOW (opMe KPUCTAUTMYECKOW aHTUAPATHOM
dbopwmnl (popme A) MoHOCYIbDaTHON conu coenunenus: popmyiel I, rne pasmep gactun (Dv5S0)
TBepIoi popmbl MeHbLIe U paBeH npumepHo 100 MM (Hampumep, MeHbIne 47 MkM w10 MKkM
WM MEHEe).

OmnpeneneHus

[0021] JAnst oOnerdeHuss MOHUMAHUSI HACTOSIIErO M300PETEHUS HUKE MPEICTABICHO
onpeaeNeHue psiga TEPMUHOB 1 (pas.

[0022] Ecnu He yka3aHO WHOE, 3HAUYEHHUs BCEX TEXHUYECKUX U HAYYHBIX TEPMHUHOB,
UCTIONIB3YEMBIX B HACTOSLIEM ONHCAHUH, COOTBETCTBYIOT 3HAUEHHSIM, KOTOPbIe OOBIYHO HMEIOT B
BUAY CIENHaJNCThl B 00JAacTH, K KOTOPOH OTHOCHTCSl HACTOsiliee H300peTeHue. 3HaueHHUs
ab0peBHaTyp, HCHOJb3YEMBIX B HACTOSINEM ONHCAHUH, SBISIOTCA OOIIENPU3HAHHBIMU
3HAYEHWsIMA B OOJACTH XUMHHM W OWONOrHH. XHUMHYECKHE CTPYKTYpel U  (opmybl,
IIPECTaBJIeHHbIE B HACTOSIIEM OIHMCAHUM, MOJYy4YeHbl B COOTBETCTBUU CO CTaHIAPTHBIMU
NpaBUIAMUA XUMHUYECKOH BaJIEHTHOCTH, H3BECTHBIMU B OOJIACTH XUMHU.

[0023] B onucaHuu, rae KOMIO3ULMU ONMUCAHbl KAaK HMEIIIWE, BKJIIOYAKOIINE WU
cofiep Kalie KOHKPETHbIE KOMITOHEHTBI, WIIA T€ CIIOCOObI M METOABI OMUCAHBI KaK MMEIOLIHE,
BKJIFOUAIOLIME U COJIeprKalllie KOHKPETHbBIE CTaNH, IOJPa3yMEBAETCs, UTO CYIECTBYIOT TaKXKe
KOMITO3UILIMH 110 HACTOSALIEMY H300pPETEHHUIO, KOTOPBIE COCTOAT MO CYIIECTBY M3 MEPEUHCICHHBIX

KOMITOHEHTOB WJIN COCTOAT M3 MEPCUNCIICHHBIX KOMIIOHCHTOB, U YTO CYLICCTBYIOT CIOCOOBI H



METOABI 10 HACTOSIIEMY H300PETEHHIO, KOTOPBIE COCTOST IO CYINECTBY HWJIHM COCTOST W3
NEePEUHCICHHBIX CTAANH TEXHOJOTHYECKOH 00paboTKH.

[0024] Koraa B HacToOsIIEH 3a8BKE€ TOBOPUTCS, UYTO 3JIEMEHT WJIM KOMIIOHEHT BKJIFOYEH B
CIHCOK MEPEYHCICHHBIX 3JIEMEHTOB WM KOMIIOHEHTOB W/ BBIOPAH U3 HETO, CIIEAyeT UMETh B
BUY, YTO YKA3aHHbBII 3JIEMEHT WM KOMIIOHEHT MOXKET OBITh JIOOBIM M3 MEePEeYHCICHHBIX
3JIEMEHTOB WJIM KOMIIOHEHTOB, WJIM 3JIEMEHT WJIM KOMIIOHEHT MOXET OBITh BBIOpAH W3 I'PYTIIbI,
COCTOSALIEH U3 ABYX MIIH OOJiee YKa3aHHBIX 3JIEMEHTOB HJIH KOMIIOHEHTOB.

[0025] Kpome Toro, cienyer MMeThb B BHIY, YTO 3JIEMEHTHI W/HIN OTIMYUTEIbHbIE
NPU3HAKU KOMITO3UIMU UJTH CTIOCO0a, KOTOPBIE ONMHMCAHBI B HACTOSIIEM JOKYMEHTE, MOTYT OBITh
O0BeANHEHBI PA3IMYHBIMU CIOCO0aMu 0e3 OTCTYIUIEHHs] OT CyLIeCTBa M O0ObeMa HACTOSLIETrO
n300peTeHus], KaK SBHOTO, TaK U IOJPa3yMEBAIOIIErocs B HACTOALIEM JOKyMeHTe. Hampuwmep,
KOTJIa IeJIA€TCs CChIIKA HA KOHKPETHOE COETMHEHNE, 3TO COSMHEHNE MOKET ObITh HCIIOJIB30BAHO
B Pa3JIMYHBIX BApUAHTaX OCYLIECTBIEHMS KOMIO3HLMH MO HACTOAILIEMY H300pETEeHHIO W/WIu
croco00OB MO HACTOALIEMY M300pETEeHMIO, €CNIM M3 KOHTEeKCTa He cieayeT uHoe. Jpyrumu
CJIOBaMH, B PaMKaxX HACTOSIIEr0 AOKYMEHTa BApUAHThl OCYILLECTBIECHHs OMMCAHbI U MOKa3aHbI
TaKUM 00pa3oM, 4TOOBI OOECTIEUNTD SICHOE M KPaTKOE U3JIOJKEHHE 3asBKU, HO MPEATIONaraeTcs u
OyeT NpUHATO BO BHUMAHHE, YTO BAPHAHTBI OCYLIECTBIECHHS MOTYT MO-Pa3HOMY OOBETUHATHCS
WIN pa3fensaTbCs Oe3 BbINENeHUs MX W3 oOmed uaen W npenMera(oB) IO HACTOSILIEMY
n3o0perenuro. Hanpumep, cienyer uMeTh B BUAY, YTO BCE MPU3HAKH, ONMCAHHBIE U NTOKA3aHHbIE
B HACTOSIIIIEM JOKYMEHTE, MOTYT IPUMEHSIThCS KO BCEM aCIeKTaM NpeamMeTa(oB), OMUCaHHOTO(bIX )
U MOKa3aHHOTO(BIX) B HACTOSILIEM JJOKYMEHTE.

[0026] ApTukiau “a” ¥ “an” UCHOJB3YIOTCS B HACTOSIIEM OMUCAHHMM JJisT 00O3HAYEHUS
OJTHOTO WJIM HECKOJIBKHX (T.€. IO MEHbIIEH Mepe OJHOT0) IPAaMMATHYECKOrO MpeIMeTa CTaThH,
€CJIM B KOHTEKCTe He yKa3aHo nHoe. Hanpumep, TepMUH «3J1eMEHT» O3Ha4aeT OJUH 3JIEMEHT WU
OoJiee OHOTO JIeMEHTa.

[0027] Coro3 «u/wunm» HMCMOJIB3YeTCs B HACTOSIIEM OMUCAHUU JJIT O0O3HAYeHHs JTHOO
COI03a «1», TNOO COK3a KHJIMY, €CITH HE YKA3aHO UHOE.

[0028] Cnenyer uMeTh B BUAY, YTO BBIpPAKEHUE IO MEHbILIEH Mepe OJUH U3» BKJIIOYAET
OTIEJbHO KaXKIbIM M3 MPEAMETOB, NEePEeUYHCIEHHBIX 10CJe JaHHOTO BBIPAKEHUS, U Pa3IndyHbIe
KOMOMHAIMHK BYX WJIHM OOJiee MepevnClIEeHHbIX MPEIMETOB, €CJIM HHOE He CIIEAYET U3 KOHTEKCTa
u npumeneHusi. Creayer Takke UMETb B BHAY, YTO COKO3 «H/MJIM», OTHOCSIIUHCS K TpPeM
yKa3aHHBIM MPEIMETaM WK OONBLIEMY HX KOJIHYECTBY, UMEET TaKOE JK€ 3HAUEHUE, €CITH HHOE He
cienyeT U3 KOHTEKCTa.

[0029] Hcrnonp3oBaHHME TEPMHUHOB «BKJIOYAKOT», «BKJIOYAECT?, «BKJIIOYAKOIIHID,
CUMEIT», KUMEeeT», KUMEIOLIUI», «COAepKaT», KCOAEPKUT» WIH «COAepKalUil», B TOM YHUCIE
UX TPaMMaTHUYECKHUX 3KBHUBAJIEHTOB, ClelyeT pacCMaTpuBaTb B LIEJIOM KakK OTKPBITOE U He
OrpaHUYHBaroLee, HApUMep He UCKJIIoYarollee JOMOJIHUTEIbHbIE, HE IEPEYNCIICHHbIE 3JIEMEHThI
WM CTaAUH, €CJIM HHOE HE YKa3aHO KOHKPETHO UJIU He ClIelyeT U3 KOHTEKCTa.

[0030] B Tex caiy4asix, KOraa TEpMHUH KIPUMEPHO» UCIOJIB3YETCs epe KOMUYECTBEHHBIM

3HAQUYCHHUECM, HACTOALICE I/1306peTeHI/Ie TAKXKE€ BKJIHOYA€T CaMO YKAa3aHHOC KOHKPETHOC



KOJIMYECTBEHHOE 3HA4YE€HUE, €CJIM CIEeLUANIbHO HE YKa3aHO MHOE. TepMHuH «IIpUMEPHO», KOraa
HCIOJIb3yE€TCsl B HACTOSALIEM AOKyMeHTe, OoTHocuTcsi k £10% BapHaTMBHOCTH HOMHHAJIBHOIO
3HAYEHUs], €CJIM HHOE HE YKA3aHO WM He CJIEAYeT U3 KOHTEKCTa.

[0031] B pasnuyHBIX MeCTax HACTOSLIErOo JOKYMEHTa IEPEMEHHbIE WA MapaMeTpPhbl
ONHUCAaHbl KAaK TPYNIbl NEPEMEHHBIX WIM [apaMeTPOB WIHU C HCMIOJIb30BAHUEM HHTEPBAJIOB
3HaYeHUH. B 4YacTHOCTM NOApPa3yMeBAeTCsA, YTO OMNHMCAHUE BKIIOYAET KaXKAbIM OTHAEIbHBIN
NPEACTABUTEINb U KAKAYIO OTACIbHY KOMOMHAIIMIO IPECTaBUTENEH TAKUX IPYIII U HHTEPBAJIOB
3HaueHuil. Hanpumep, nenoe yucio B untepBasie OoT 0 10 40 KOHKPETHO MPEIHA3HAYEHO IS
packpeiTus kaxaoro 3Hauenus u3z 0, 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19,
20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39 u 40, a uenoe 4ucio B
uHTepBaje oT 1 10 20 KOHKPETHO MPEAHA3HAYEHO MU PACKPBITUS KaXA0ro 3HaueHus us 1, 2, 3,
4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19 u 20.

[0032] IIpumeHeHne mr000ro M BCEX MPUMEPOB MM BOIHBIX CJIOB IEpel NMpUMepamu B
HACTOSALIEM OMUCAHUH, & YACTHOCTH «TaKOM KaK» WJIM «BKJIKOYas», NPEJHA3HAYEHO TOJBKO IJIs
Jy4lIel WUTIOCTPALMK HACTOSIIErO M300PETeHUsI U He OrPaHUYMBAET €ro 00beM, €CNIH 3TO He
yKa3aHo KOHKpeTHO. Hukakue GpopMyIMpoBKY B ONTMCAHUH HE TOJKHBI HHTEPIIPETHPOBATHCS KaK
yKa3bIBAIOINE HAa KaKOW-TNOO He 3asBJICHHbIH 3J€MEHT KaK 3HAYMMBIA IUIS MPAaKTHYECKOrO
OCYLIECTBJIEHUsI HACTOSILIIETO N300 peTeHus!.

[0033] Kak npaBuio, NPOLIEHTHOE COAEPKaHNUE KOMIIO3ULIUI MPUBOJIUTCS U3 pacueTa Ha
Maccy, €ciau He ykazaHo wuHoe. Kpome Toro, eciu mnepeMeHHas HE CONpPOBOXKIAETCS
ONpeaeNeHUEM, TO PErYIUPYIOIIUM JJIsl IEPEMEHHOM SIBJISIETCS €r0 MpeAbIAyIIee ONpeaeeHue.

[0034] TepmuH  «xOMIO3ULMs»,  «papMaLEBTHYECKAs  KOMIIO3HLIMS» WM
«(apmManieBTUYECKHI Mpenapary, KOrjna UCIONb3YeTCs B HACTOSIIEM OMHCAHUH, OTHOCHTCS K
KOMOMHAIIMM aKTHBHOTO WHTPENUEHTa C OSKCIHMIHUEHTOM WIH HOCUTENEeM, HHEPTHbIM WU
AKTUBHBIM, YTO J€JaeT KOMIIO3ULUI OCOOEHHO NOAXONSIIEeH Ui JAUArHOCTUYECKOTO WIIH
TEPareBTUIECKOTrO IPUMEHEHUsI B YCIIOBUSX [71 VIVO UJIU €X ViVo.

[0035] Tepmun «dapmaneBTUYECKH NPHEMJIEMbI» OTHOCHTCS K COCOUHEHUSIM,
MOJIEKYJISIPHBIM OOpa30BaHMUSAM, KOMIIO3HMLHMSM, MaTepHajiaM H/IIH JIEKAPCTBEHHbIM (opMam,
KOTOpBIE HE BbI3bIBAIOT HEOIArOMPUATHOMN, aJUIEPTHUECKON WIIN IPYTOI HEXKETaTeIbHON peaKuu
IPU BBEICHWU >KUBOTHOMY MWJIHM YEJIOBEKY, B 3aBHCUMOCTH OT CHUTyallH, W/WJIU KOTOpbIE
OnOOpEHbl WM YTBEPXKICHBI PEryJIHUPYIOLIMM OPraHoM (henepasbHOTO IMPAaBHTENBCTBA WU
NPABUTEJILCTBA IITAaTa JHOO COOTBETCTBYIOIIMM OPraHOM B CTpaHax, oTiuuHblx oT CIIA, wmu
BKroueHbl B @apmakonero CIIIA wu npyryro oOmenpu3HaHHYO (apMaKkonero it IPUMEHEHHUS
HA *KUBOTHBIX, TOYHEE HA JIFOASX.

[0036] Tepmun «(dapmaneBTHYECKH TMpHEMJIEMasi COJNbY, KOrga HCIONb3YeTCs B
HACTOSIIEM OINUCAHWU, OTHOCHUTCS K JIFOOOH CONTM KHUCJIOTHOHN WJIM OCHOBHOHM TpyIIbI, KOTOpast
MOJKET MPUCYTCTBOBATh B COEAMHEHUH 0 HACTOSIIEMY H300pETEHHUIO (HAPUMED, B COETUHEHUN
¢dbopmysl (1)), Tae conb NOAXOIUT [T BBEAEHHS B (hapMaLleBTHUECKHUI perapar.

[0037] Ilpumeprl KHUCAOT BKJIKOYAKOT, HO HE OrPAHUYMBAIOTCA WMH, COJSHYIO,

OpOMHCTOBOIOPOZIHYIO, CEPHYIO, a30THYIO, MEpPXJOPHYI, (yMapoByro, MajeHHOBYIO,



dbocopHyI0, TIUKOJEBYI0, MOJOYHYI), CAJIMLUJIOBYIO, SHTApHYI), TOJYOJ-N-CYJIb(OHOBYIO,
BUHHYIO, YKCYCHYIO, JIMMOHHYI, METaHCYJIb()OHOBYIO, 3TAHCYJIb(POHOBYIO, MYpPaBbUHYIO,
OeH30IHY 10, MaJIOHOBYIO, HaTaIHH-2-CyIb()OHOBYIO U OEH30JICYTb)OHOBYIO KHCIOTHL Jlpyrue
KHCJIOTBI, TAKHE KaK INaBeJeBas KHCIOTA, XOTs CaMH Mo cede He SBIATCS (apMaleBTHIECKU
NPUEMJIEMbIMH, MOTYT HCIOJb30BATbCS MAJsI TOJNYYEHUs COJiel, NPUMEHHUMbBIX B Ka4yeCTBe
MPOMEKYTOUHBIX MPOAYKTOB MPU MOy Y€HUH COSMHEHHI, OMMMCAHHBIX B HACTOSIIEM JOKYMEHTE,
U X (apMareBTHUECKH MPUEMIIEMbIX KUCJIOTHO-aAIUTHBHBIX COJICH.

[0038] IIpumepbl OCHOBaHMI BKJIFOYAKOT, HO HE OTrPAaHUYMBAIOTCS UMH, THIPOKCUABI
IIEJIOYHBIX METAJJIOB (HAIIpUMeEp, HATPUS U KaJIHsl), THIPOKCHBI LIEIOYHO-3EMENIbHBIX METAIIIOB
(HarpuMep, MarHusi W KaJbLWsl), COJM aMMOHHs, coequHeHus ¢opmyiasl NWA,", rome W
npexacrasisietr codoii C;.4 anmku, U T.10.

[0039] IIpumeprl coseli BKJIIOYAIOT, HO HE OrPAHUYUBAIOTCS HMMHU, alleTaT, aaMIar,
aNbrUHAT, acmapTar, OeH3oat, OeHsoscynbpoHat, Oucynbdar, OyTupar, nurpar, kamdopar,
kampopcybpoHaT, HUKIONEHTAHIIPONMOHAT, IUTIOKOHAT, JOASHWICYIb]aT, 3TaHCYIbpOHAT,
¢dymapat, ¢mokorentaHoat, riunepodocdar, reMucyabdpar, TeNTaHOAT, TeKCAHOAT,
THAPOXJIOPH, THAPOOPOMMI, THAPOHOOWA, 2-TUAPOKCHUSTAHCYJIb(OHAT, JIAKTAT, Majear,
MeTaHCYJb(pOHAT, MOHOCYJIb(AT, 2-HAPTAIMHCYIb()OHAT, HHUKOTHHAT, OKCAJIaT, MajJbMOAT,
NEeKTUHAT, nepcynbdar, (peHuImponuoHaT, NUKpaT, MUBAJIAT, NMPOIMHMOHAT, CYKLWHAT, TapTpaT,
THUOLIMAHAT, TO3MJIAT, YHAEKAHOAT | T.I1. Jlpyrue npuMepsl Coel BKIIOYA0T COSAMHEHHS] aHHOHOB
COEIMHEHMH 110 HACTOSIIIEMY H300PETEHHUIO C TIOAXOISIIMM KaTHOHOM, TakuM kak Na®, K*, Ca?",
NH,*, NW," (rme W MoxeT npenctasisitb codoii C;.4 alKUIbHYIO TPYIINY) | T.11.

[0040] IToaxoasmumu 1Jis TEPANIEBTUUECKOTO MPUMEHEHUS CHUTAIOTCS COJTU COSNUHEHUH
[0 HACTOSIIEMY M300PETEHHI0, KOTOPBIE SIBISIOTCS (hapMaleBTHUECKH npremieMbiMi. OTHAKO
COJIM KUCJIOT U OCHOBAHHI, KOTOpbIE HE SIBJISIOTCS (hapMalleBTUUECKH MPHUEMIIEMBIMHE, TaKKe
MOTYT HAWTH MpPUMEHEHHE, HalpuMep TMPH TONYYSHUH WIH O4YUCTKe (apMalleBTHUECKH
MPUEMIIEMOTO COCTMHEHUSI.

[0041] Tepmun «papMaLeBTHUECKH TPUEMIIEMBIN SKCIHIUEHTY», KOT/Ia UCTIONb3YyETCs B
HACTOSIIEM OIMUCAHUHW, OTHOCUTCS K BEIIECTBY, KOTOPOE CIOCOOCTBYET BBEACHHIO aKTHBHOTO
UHIpeAreHTa U/niu ero abcopOLuK B OpraHM3Me MalUeHTa U MOXKET BBOAUTHCS B KOMITO3HLIUH
[0 HACTOSIIIEMYy H300peTeHHI0 03 3HAYMTENBHOTO HEOJArONmpUSATHOIO TOKCHKOJIOTMYECKOTrO
BO3JeiicTBUsT Ha maimeHTa. HeorpanuuuBarouiue npuMepbl (HapMaleBTUYECKH MPUEMIIEMBbIX
SKCLUUIHUEHTOB BKMouaroT Boay, NaCl, ¢usmonoruveckune pacTBopel, Takhe Kak QocdaTHO-
Oy bepHbIi PU3NOIOTHUECKUI PaCTBOP, SMYJIBCHH (HAIIPUMED, TAKHE KAK SMYJIbCHU THUIIA «MACIIO
B BOJE» WJIM «BOAA B Macje»), pacTBop PuHrepa c jakratoM, OOBIMHYIO caxapo3y, OOBIYHYIO
TJIFOKO3Y, CBS3YIOIINE BEIIECTBA, HAIMOJHHUTENH, JEC3MHTEIPAHTBI, CMAa3bIBAIOLINE BELIECTBA,
MOKPBITHS, TIOACIACTUTENHN, APOMATHU3aTOPBI, COJIEBBIE PACTBOPHI (HarpuMep, pactBop Punrepa),
CIHPTBI, Macia, KEeJaTHHbI, YIJIEBOJABI, TAaKWe KaK JIAKTO3a, aMWIO3a WIM Kpaxmals, 3(Qupsl
JKHPHBIX KUCJIOT, THAPOKCUMETHUIILEIUIIOIO3Y, OJIMBUHUINMUPPOIUIAHH, KpacuTeau u T.m. Takue
npernaparbl MOXKHO CTEPUWIN30BaTh M, MPU JKEJAHWH, CMELIMBATh CO BCIIOMOTATEIbHBIMH

BCIICCTBAMM, TAaKUMHKU KaK CMa3bIBAOIIUME  BCIICCTBA, KOHCCPBAHTDI, CTa6I/IJ'II/13aTOpr,



CMauYUBAIOIINE AreHThl, 3MYJIbIaTOPbl, CONU JJsl PEryJMPOBAHUS OCMOTHYECKOTO JABIICHHS,
Oydeprl, KpacuTenu WWIHM apOMATHYECKHWE BELIECTBA W T.I., KOTOPbIE HE BCTYMAIOT B
HEOJAronpusITHYI0O PEAKUUI0 C COEAWHEHWsIMH TII0 HactosimeMy wu3o0pereHnn. IIpumepsr
SKCHMMUEHTOB cM. B Martin, Remingnon's Pharmaceutical Sciences, 15th Ed., Mack Publ. Co.,
Easgon, PA (1975).

[0042] TepmuH «CyOBEKT», OTHOCSIIMNICA K TOMY, KOMY TMpeIHA3HAYEHO BBEICHHE,
BKJIFOYAET, HO HE OrPaHUYMBAETCS MMM, 4YeJOBeKa (T.€. MYy)XUMHY WJIH JKEHIIMHY JIFOOOH
BO3PACTHOM IPpyNIbl, B YACTHOCTH MAI[MEHTa IETCKOro BO3pacTa (HanmpuMmep, MiaaeHna, pebeHka,
NOJPOCTKA) WM B3POCJIOro MalMeHTa (HampuMep, B3pOCIOro MOJIOAOIO YeNOBeKa, B3POCIIOro
YeJIOBeKa CPEIHEro BO3pacTa WM B3POCIOro IMOXKHUIIOTO YeNOBeKa)) W/WIM KUBOTHOE KpOMeE
YeJIOBeKa, HalpUMep MIIEKONMTAIOLINK, TaKUX KakK MPUMaThl (HampuMmep, ILIHMHOMOJIYCOBBIE
00e3bsiHbI, MAKAKU-PE3YC), KPYMHBIA POraThlii CKOT, CBUHbH, JIOIIAIM, OBIbI, KO3bI, KHBOTHBIE
OTpsiZia IPHI3YHOB, KOLIKU W/WIN co0aku. B HEKOTOPBIX BapHaHTax OCYIIECTBJIEHUS HACTOSILErO
n300peTeHnst CyOBEKTOM SBIIAETCS 4YeNoBeK. B HEKOTOpBIX BapHaHTax OCYINECTBJICHUS
CyOBEKTOM SIBJISIETCS] JKUBOTHOE KPOME YEJIOBEKa.

[0043] Tepmun «TBepaast JekapcTBeHHas (GoOpMa», KOrZa HCIOIb3YeTCs B HACTOSINEM
OIMCaHuy, O3HavaeT (papmareBTHUecKyo(ue) no3y(sl) B TBepAOi hopMme, HampuMep TaOIeTKH,
KaIiCyJibl, I'paHyJjbl, IOPOLIKH, Callle, BOCCTAHABIMBAEMbIE IIOPOLIKH, CyXHE€ IOPOLIKOBbIE
UHTAJIATOPBI U KE€BATENIbHbIE TaOIEeTKH.

[0044] Tepmun «BBeOEHHE», KOTAA WUCIOJIB3YETCS B HACTOSLIEM OIMCAHUU, O3HAYAET
NepopasbHOE BBEIEHHE, BBEIACHHE B BHIE CYIIO3UTOPHs, MECTHOE BBEACHHE, BHYTPHUBEHHOE
BBEJICHUE, TApPEHTEpAbHOE BBEICHUE, HHTPANEPUTOHEATbHOE BBEICHHE, BHYTPUMBIIICYHOE
BBEJICHHUE, MHTPATEKAJIbHOE BBEJCHHE, BHYTPHUYEPEITHOE BBEICHHE, MHTPAHA3AJIbHOE BBEIEHHE,
TpaHCMyKO3aJibHOe  (Hampumep,  OyKKajbHOE,  CYOJMHIBaJbHOE,  HA3aJbHOE WU
TpPaHCAEPMAJIbHOE) BBEACHHE, NOJKOKHOE BBEIEHHE MM UMIUIAHTALMIO CYOBEKTy yCTpOHCTBA
MEIJICHHOTO BBICBOOOXKIEHHs JEHCTBYIOLIErO BEINECTBA, HAMPHUMEP MHHH-OCMOTHUYECKOTO
Hacoca. [lapeHTepanbHOE BBEINEHHE BKIFOYAET, HANPUMEDP, BHYTPUBEHHOE, BHYTPHUMBIIIEYHOE,
BHY TpUAPTEPHUABHOE, BHYTPHKOKHOE, TIOZIKOJKHOE, HUHTPANEePUTOHEATbHOE,
BHYTPIIKENTY IOUKOBOE M BHy TPUUEPETHOE BBeeHUE. [pyrue crnocoObl TOCTAaBKH BKJIIOYAIOT, HO
HE OrpPaHUYHMBAIOTCS HWMH, HCIOJNb30BAHUE JIMIIOCOMAJIbHBIX TPENapaToB, BHYTPUBEHHYIO
UH(QY3HI0, TPAaHCAEPMAaJIbHbIE IJIACTHIPH H T.JI.

[0045] TepMUH «COBMECTHOE BBEICHHUE» O3HAYAET, YTO KOMIIO3MLIUS, ONUCAHHAS B
HACTOSIIEM JOKYMEHTE, BBOAWTCS OJHOBPEMEHHO C BBEICHHEM, HEMOCPEICTBEHHO Iepen
BBEJICHUEM WJH Cpa3y TIIOCJIe€ BBEACHUS OJHOTO WM HECKOJbKUX JIOMOJHHUTEIbHBIX
TEPAreBTUYECKUX CPENCTB (HAmpuMep, MPOTHBOPAKOBOTO CPEACTBA, XUMHUOTEPANEBTUIECKOTO
CpeACTBa WJIM CPEACTBA MJsl JIEYeHUs] HeliponereHepatuBHoro 3adoneBanus). CoenuHeHue
¢dopmysl I wm ero ¢papManeBTHUECKH TPUEMIIEMAst COJIb MOJKET BBOAUTHCS MALIMEHTY OTACIBHO
WIA TIPU COBMECTHOM BBefeHMH. CuMTaeTcs, YTO COBMECTHOE BBEIEHHE BKIOYAET
OJHOBPEMEHHOE WJIN IIOCIIEIOBATEIbHOE BBEIEHHE COSAMHEHUs] WM BBEICHHE B KOMOMHALIUU

(T.e. BBeneHue Oojiee OFNHOTO COEAMHEHUs WM cpenctsa). Takum oOpas3oMm, mpemaparbl IpU



JKEJIAHUH TaKKe€ MOTYT OOBEAUHATHCS C APYTUMH AKTUBHBIMU MHIPEIUEHTAMH (Hampumep, Iis
CHIDKEHHSI METaOOINIECKOTrO PACIIETUICHHS]).

[0046] TepMuHBI «IEUUTHY, KJIEYALIUIY U «JICUEHHUE», KOTAA UCTIONIB3YIOTCS B HACTOSIIEM
OIMCAHWUH M €CJIN HE YKA3aHO WHOE, MOJAPa3yMEBAIOT AEHCTBUE, KOTOPOE OCYINECTBIISIOT, KO/
CyOBEKT CTpazaeT OT yKa3aHHOro 3a0O0NeBaHMs, PACCTPOHCTBA HIIM COCTOSIHUS, U KOTOpOE
CHIDKAET TSDKECTh 3a00JI€BaHNs, PACCTPOICTBA UITH COCTOSIHUS JIMOO 331€P KUBAET WIIH 3aMeUIET
IporpeccupoBaHie 3a00JIE€BaHUs, PACCTPONCTBA MIIM COCTOSIHUS (HANpUMep, «TepaneBTUIeCKoe
aeueHney). TepMHUHBI «JICUUThY, «JICHALTHI» U «JIEUEHHE», KOT/1a UCTIONb3YIOTCS B HACTOALIEM
OMUCAaHUM, MOTYT BKJIOYATh JIFOOOH 3(¢¢eKkT, Hampumep yMeHbIIEHHE, CHIKEHHE TSIKECTH
CHUMIITOMOB, MOJYJIUPOBaHHE, OOJierueHue COCTOSHUSI WM yCTpaHeHue (odara 3a0oseBaHms),
KOTOpPOE€ NPUBOIUT K YJYULIEHUIO COCTOSIHMSA, IOJIOKUTENBbHON AMHAMUKE 3a00JeBaHMs,
paccTpoiicTBa M T.I., B TOM YHCJI€ OJHOTO MJIM HECKOJBKUX €ro CUMIITOMOB. JleueHue MoKer
NPEACTaBIATh COOON M3JIeueHue, yJydlIeHHe COCTOSHHUS WM 10 MeHbIIeH Mepe 4acTUYHOe
o0JierdyeHust pacCTpoONCTBa.

[0047] Dpas3a «repaneBTHUeCKH 3(PPEKTHBHOE KOJUYECTBO», KOTZAa HCIIONIB3YETCS B
HACTOSIIIEM ONMMCAHUH, 03HAYAET KOJMUYECTBO COSUHEHHs (HanpuMep, coeuHeHus popmysl I)
win ero (apManeBTUYECKH NMPUEMIIEMOI COJIM, KOTOpoe OyZeT BbI3bIBATH OMOJOTMYECKUN WIIH
MEIULMHCKUH OTBET TKAHM, CHUCTEMBI, >XHBOTHOTO WM YeJOBEKa, KOTOPOro IOOMBAETCs
ucciefoBaTeNb, BETEPUHAp, Bpad wiu JApyrod kimumHuuucT. CoenuHeHWe WM ero
(apmaneBTHUECKH IPUEMIIEMasi COJIb, ONMCAHHbIE B HACTOSIEM HU300pETEHUH, MOTYT BBOAHUTHCS
B TepamneBTUYeCKH 3(PPEeKTHBHBIX KOJIUYECTBAX JJIs JiedeHHs 3a0ojeBaHus. TepaneBTHUECKU
3¢ (eKTUBHOE KOJIUYECTBO COENMHEHHs WA ero (papMaleBTHYECKH MPUEMJIEMOH COJIH MOKET
NPEACTABISTh COOON KOIMYECTBO, HEOOXOIUMOE JUTSt TOCTHXKEHHS JKEIAeMOT0 TePATIeBTUYECKOTO
u/wnu npogunakTudeckoro 3¢ exra, HampuMep KOJHYECTBO, KOTOPOE MPUBOANT K YMEHBLICHUIO
TSKECTU CUMIITOMOB 3a00JieBanust, Takoro kak TNG.

[0048] TpuremunanvHast HeBpanrusi (TNG) npexncrasisier coboi mmTenbHOEe OoeBoe
paccTpoiCTBO, Mopaxkarolnee TPOWHUYHBIA HepB. TNG, OOBIYHO BBbI3bIBAEMAsi CHABJIUBAHHEM
TPOHHUYHOTO HEPBAa KPOBEHOCHBIM COCYIOM, XapaKTEPH3YEeTCsl MPUCTYIaMU CHJIBHOW JIMLIEBOM
001 10 X0y TPOHHUYHOTO HEPBA, KOTOPBIH SIBJISIETCS MAPHBIM YEPEITHBIM HEPBOM, UMEFOIIUM
TPY OCHOBHBIE BETBU: I1a3HOH HepB (V1), BepXxHEUeTOCTHOH HepB (V;) U HUXKHEUYEIOCTHON HEPB
(V3). Xots MoryT OBITH IOpasKeHBI BCE TpH BETBH HepBa, TGN Harie BCero 3aTparuBaeT CpeIHIOK
BETBb (BEPXHEUEIIOCTHOW HEPB WM V) M HWKHIOK BETBb (HIDKHEYEIFOCTHOH HEpB WM V3)
TPOMHUYHOIO HEPBA.

[0049] Cospemennoe neueHne TGN BKIFOUAET XUPYPrHUYECKYHO IEKOMIIPECCHIO
MHUKPOCOCYZIOB B OMNpEIENIEHHBIX CIy4asX M MPUMEHEHHE JICKAPCTBEHHBIX CPENICTB, TAKUX Kak
NPOTHBOCY AOPOXKHBIE CPEACTBa (HarpuMep, KapOamMa3ennH) UiIH aHTHAETPECCAHTHI (HAIpUMeD,
amurpuntiinH). CylnecTByromee JiedeHHE MOXKET JIMOO  JIeMOHCTPHPOBAaTbH  MEHee
OnaronpusTHYI0 3PPEeKTUBHOCTD, THOO 0OeCreunBaTh HENOCTATOYHOE TOJIE3HOE IEHCTBHE U3-32
3HAYUTETBHBIX TOOOYHBIX 3 (PEKTOB.

Coeannenne
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[0050] Coemunenue ¢opmynsl I, kKoTOpoe mMOKa3aHO HUXKE, MPEACTABISAET COOOM
OTpHLATENbHBIN ajutocTprueckuii Mmoaysitop (NAM) MeTaboTpOnHOro penenTopa riayramara S
(mGluS), Taxxe wusBecTHBIH Kak 2-xyop-4-[1-(4-¢propdenmn)-2,5-numernn-1H-umunazon-4-

I/I.]'IBTI/IHI/I.]'I] NMUPUAUH!

F

[0051] Crnoco0® xummueckoro cuHrte3a coenuHeHus (opmynbl 1 (Bkimrowas npumep 1,
npencrasiaeHHbI Huke) onucad B ITatenre CIIA Ne 7332510, koTOpEBIii BBEIEH B HACTOsINEE
ONMCaHUE BO BCEH IOJHOTE B KAaueCTBE CCBUIKU. B HEKOTOPBIX BapuaHTaxX OCYIECTBIEHUS
HACTOSALIEro N300peTeHust coenuneHne GopmMyJibl [ Ha3bIBAIOT 0A3UMITY PAHTOM.

[0052] Cnenyer mmerh B BHAY, YTO coeanHeHue Qopmylsbl I, koTopoe omucaHo B
HACTOSIIEM JOKYMEHTE, BKJIIOYAeT KPUCTAJUTMUECKHe TBepAble (JopMbl CBOOOAHOTO OCHOBAHUS
win (apMaleBTUUECKH NPHEMJIEMbIX Cojel coeanHeHus (opmynbl I, KOTOpoe ONMHCaHO B
HACTOSALIEM JTOKYMEHTE.

[00S53] B onpeneneHHBIX BapuaHTaX OCYLIECTBJIEHHsS HACTOSALIErO H300pETEeHUsI
(apmaneBTHUECKH ITpUEMIIEMast COJIb COeqUHEeHUst GopMyJbl I MokeT mpeacTaBisaTh cOOO0H COb
coenuHeHus popmybl I ¢ pr3HoNOrHUecKr COBMECTUMBIMUA MUHEPAJIBHBIMU KHCIOTAMH, TAKUMH
KaK COJIsTHasi KHCJOTa, CepHas (MM CEPHHUCTast) KHUCIOTa, CyJb(QypOHOBAs KHUCIOTA WU
dochopHas KucioTa, WIM C OPraHUYECKUMH KHCJIOTAMH, TAKUMH KaK METaHCYJb(OHOBas
KHUCJIOTA, TI-TOJyOJICYJb(OHOBAsi ~ KHCJIOTA, YKCYCHAash KHCJIOTA, MOJIOYHAs  KHUCJIOTA,
TpU(TOPYKCYCHAsT KHCJIOTA, JUMOHHAs KHUCIOTa, (ymMapoBas KHCJIOTA, MAJEHHOBAsl KHCJIOTA,
BUHHAs KHUCJIOTA, SIHTaApHAsl KUCJIOTa WU CAJULUIOBast KUcaoTa. MITIOCTpaTUBHBIM NPUMEPOM
(apMaLIeBTHUECKH TPUEMIIEMO conu coennHeHust popmyutbl | siBisieTcst MOHOCYIb(aTHas COJb
WA TeMUCYJIb(aTHas COMb

[0054] B omnpeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILErO H300PETEHHs
dapMaLieBTHUECKH TpuemyieMas Cojb coenuHeHus (Qopmynsl 1 mpencraBnser  coOoi
MOHOCYJIb()ATHYIO COJIb WM TeMHCYJb(ATHYIO COJIb, KaXKaash U3 KOTOPBIX IPENCTaBJIeHA B
THAPATHOW WJIM aHTHIIPATHOH (opMe (Hampumep, aHTHIPAT, TEMUTHAPAT UIH MOHOTUAPAT).

[0055] B omnpeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILNErO H300PETEHHS
(bapMaLieBTHUECKH MTPUEMIIEMasi COJIb COeTMHEHHsI opMyJIbl | mpencraBiieHa B KpUCTAIUTMYECKON
dbopme mu amopdHOH Gopme.

[0056] B HexoTOpbIX BapuaHTaxX OCYIIECTBICHHS HACTOSIIETO M300PETEHHs] COSAMHEHUE
MPECTaBICHO B KPHUCTAJUIMYeCKON aHrunpaTHou ¢opme (hopme A) MOHOCYIB(DATHOU CONU
coennHeHust Gopmyiel I, rae mopornkosast peHTreHosckas audpakrorpamma (TP dopmser A
npezncrasieHa Ha Gurype 1. B HeKOTOPBIX BapuaHTax OCyIIECTBIEHUs popMa A XapaKTepU3yeTcs
no MeHblned mepe Tpemsi nukamu Ha I[IP/II, momyuennoit ¢ momompro CuKo wuznyuenwus,

BBIOpAaHHBIMU U3 TIHMKOB MPU Clenyromux yriax 26 (2 tera): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6, 22,6,
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229, 25,7, 27,1 u 29,9 (= 0,2°). Cornacao JICK amamu3y, Temmneparypa rtuiaBjieHust T
KpucTajunueckoil gpopmbl A obbraHO paBHa mpumepHO 180-190°C. B HeKOTOpBIX BapuUaHTax
ocyecTBieHust popma A XapakTepusyercs WHPPAKPaCHBIM CIIEKTPOM, COAEPIKALINM Pe3KHe
nosiocsl ipu 3068, 2730, 2618, 2236, 2213,1628, 1587,1569, 1518, 1384,1374, 1295,1236, 1168,
1157, 1116, 1064, 1019, 902, 855, 786 u 674 cm! (3 cml).

[0057] B HexoTOpbIX BapHaHTaxX OCYIIECTBIEHHS HACTOSIIETO N300PETEHHs] COEANHEHUE
MPEICTaBICHO B KPUCTAJUINYECKOW MoHoruapatHoil ¢opme (popme B) mMoHocybdarHol comu
coenunenus ¢opmynsl I, rme ¢opma B xapakrepusyercs IIP/II,, koropass mo CyIuecTBy
npencrasieHa Ha purype 2. ITo nanueim JICK anamuza, Ty, kpucramummaeckoit Gopmsel B paBHa
npumepHo 60-70°C.

[0058] B HexoTOpbIX BapHaHTaxX OCYLIECTBIEHHs HACTOSIIETO H300PETEHHsI COEANHEHNE
MPEICTaBICHO B KpUCTa/uindeckol remuruapatHon gopme (popme C) remucynbhaTHOM cou
coenunenust ¢opmynel I, rme ¢opma C xapakrepusyercs IIP/II, koropas mo cymecTBy
npencrasieHa Ha ¢urype 3. ITo nanneim JICK ananuza, Ty, kpucranmmueckoi popmsl C paBHa
npumepso 90-100°C.

dapmaneBTHYECKHE KOMIIO3HIIUH

[0059] B onHoM acriekTe HacTosiee H300peTeHHe OTHOCUTCS K KOMITO3HLIMHU, TAKOW Kak
¢dapmaneBTHUeCKass ~KOMIIO3MLMS, BKJIIOYaromed coexnuHenune Qopmymsl 1 umm  ee
(apmaneBTHUECKH TNPUEMIIEMYIO COJb U (hapMalleBTUUECKH NPUEMIIEMbIH SKCLUMHEHT IS
nedenust TGN y cyObekra, Hy>KAAIOIIErocst B 5TOM. B pa3inuyHbIX BapHaHTaxX OCYIIECTBIICHUS
KOMITO3ULIUS IPENCTABIIAET COOOH TBEPAYIO (PapMaleBTUYECKYO KOMITO3ULIHIO.

[0060] B pa3ianuHbIX BapHaHTaX OCYLIECTBJICHUS HACTOSLIETO U300pETEHUsI KOJINYECTBO
coenuHeHust popmysiel I wmm ero apmManeBTHYECKH MPUEMIIEMOIH COJM B (papMarieBTHYECKHX
KOMITO3ULUSIX, OMTMCAHHBIX B HACTOSILIEM IOKYMEHTE, MOKET COCTaBJIATh OT npumepHo 0,01 mr go
npumepHo 30 mr, ot npumepHo 0,05 mr no npumepno 20 mr, ot npumepHo 0,1 Mr 10 mpuMepHO
10 mr, ot nmpumepHo 0,5 mr no npumepno 10 mr, ot npumepno 1 mr no npumepno 10 mr, ot
pUMEpPHO 2 Mr 10 npumepHo 10 mr, ot npumepHo 3 Mr 10 npumepHo 10 mr, OT npuMepHO 4 Mr
10 npuMmepHo 10 mr, oT npuMepHO 5 Mr A0 npuMepHo 10 mr, oT npumepHO 6 Mr 10 npumepHo 10
MT, OT IPUMEPHO 7 Mr 10 npuMepHO 10 mr, oT npumMepHO 8 Mr 10 npumMepHo 10 Mr, OT mpuMepHO
9 mr no npumepHo 10 mr, OT npuMepHO 1 Mr 10 npuMepHO 9 Mr, OT IPpUMEPHO | Mr 10 MPUMEPHO
8 Mr, OT IpuUMepHO 1 Mr 10 mpuUMepHO 7 MI, OT IPUMEPHO 1 MI 10 MPUMEPHO 6 MT, OT NPUMEPHO
1 Mr 1o npuMepHO 5 Mr, OT IpuUMepHO 1 Mr 10 npumepHO 4,5 Mr, OT IPUMEPHO 1 MI 1O MPUMEPHO
4 mr, oT npuMepHO 1 Mr 10 npuMepHoO 3,5 Mr, OT NPUMEPHO | MI 10 IPUMEPHO 3 MT, OT IPUMEPHO
1 Mr 1o npuMepHO 2,5 Mr, OT IPUMEPHO | MI 10 NPUMEPHO 2 MI, OT IPUMEPHO 1 MI O MPUMEPHO
1,5 mr, or npumepno 1,5 Mr 1o npumepHo 9 Mmr, oT nmpumepHo 1,5 Mr A0 npumepHO 8 Mr, OT
npuMepHo 1,5 Mr 10 npumepHO 7 mr, OT npuMepHo 1,5 Mr 1o npuMepHO 6 Mr, OT npuMepHo 1,5
MI [0 HOPUMEPHO 5 Mr, OT mpumepHo 1,5 mr go mpumepHo 4,5 mr, oT npumepHo 1,5 mr go
MPUMEPHO 4 MrI, OT mpuMepHO 1,5 mr 1o npumepHo 3,5 Mr, OT npuMepHO 1,5 Mr 1o npumepHO 3
MI, OT nmpumepHo 1,5 Mr no mpumepHo 2,5 mr, OT npuMepHO 1,5 Mr no nmpumMepHO 2 Mr, OT

MPUMEPHO 2 MT 10 NPUMEPHO 9 MT, OT NIPUMEPHO 2 MI' 1O NPUMEPHO 8 MT, OT NPUMEPHO 2 MT A0
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MPUMEPHO 7 MT, OT IPUMEPHO 2 MI' A0 NPUMEPHO 6 MT, OT IPUMEPHO 2 MI A0 NPUMEPHO 5 MT, OT
MPUMEPHO 2 MT 10 NPUMEPHO 4,5 MI, OT NPUMEPHO 2 MT 10 NPUMEPHO 4 MTI, OT IPUMEPHO 2 MI
10 MPUMEPHO 3,5 MI, OT IPUMEPHO 2 MI' 10 MPUMEPHO 3 MT, OT IPUMEPHO 2 MI' 10 MPUMEPHO 2,5
MT, OT IPUMEPHO 2,5 MI' 10 NPUMEPHO 9 MT, OT IPUMEPHO 2,5 MI' 10 IPUMEPHO 8 MI, OT IPUMEPHO
2,5 Mr 10 NpUMepHO 7 MI, OT NPUMEPHO 2,5 MI' 1O MPUMEPHO 6 MI, OT NPUMEPHO 2,5 Mr A0
MPUMEPHO 5 MI, OT IPUMEPHO 2,5 MI 10 NPUMEPHO 4,5 MTI, OT IPUMEPHO 2,5 Mr 10 NpUMEPHO 4
M, OT IPUMEPHO 2,5 Mr 10 ImpUMEpPHO 3,5 MI, OT NPUMEpPHO 2,5 Mr OO NPUMEPHO 3 MI, OT
MPUMEPHO 3 MT 10 NPUMEPHO 9 MT, OT NPUMEPHO 3 MI' IO MPUMEPHO 8 MT, OT NPUMEPHO 3 MI A0
MIPUMEPHO 7 MT, OT IPUMEPHO 3 MI' A0 NPUMEPHO 6 MI, OT IPUMEPHO 3 MI O NPUMEPHO 5 MT, OT
MIPUMEPHO 3 MI 10 NPUMEPHO 4,5 MI, OT NPUMEPHO 3 M 10 NPUMEPHO 4 M, OT IPUMEPHO 3 MI
10 MPUMEPHO 3,5 MI, OT IPUMEPHO 3,5 MT A0 NPUMEPHO 9 MT, OT IPUMEPHO 3,5 MI' 10 IPUMEPHO
8 Mr, OT mpuUMepHO 3,5 Mr 10 NPUMEPHO 7 MI, OT NPUMEPHO 3,5 MI IO MNPUMEPHO O MI, OT
MIPUMEPHO 3,5 MI 10 IPUMEPHO S5 MT, OT IPUMEPHO 3,5 MI' 10 IPUMEPHO 4,5 MI, OT NPUMEPHO 3,5
MT 10 IPUMEPHO 4 MT, OT NPUMEPHO 4 MI' 1O IPUMEPHO 9 MT, OT NPUMEPHO 4 MI' 1O MPUMEPHO 8
M, OT IPUMEPHO 4 MT 10 IPUMEPHO 7 MT, OT IPUMEPHO 4 MTI' 1O IPUMEPHO 6 MI, OT IPUMEpHO 4
MT 0 IPUMEPHO 5 MI, OT IPUMEPHO 4 MI A0 IPUMEPHO 4,5 MT, OT IPUMEPHO 4,5 MI' 1O IPUMEPHO
9 mr, or npuMmepHO 4,5 Mr A0 mpuMepHoO 8 Mr, OT npuMepHO 4,5 Mr 10 NMPUMEPHO 7 MI, OT
IpUMEPHO 4,5 Mr 70 NPUMEpPHO 6 MI, OT IPUMEPHO 4,5 MI A0 IPUMEPHO 5 MI, OT IPUMEPHO S5 MI
70 IPUMEPHO 9 MTI, OT IPUMEPHO 5 MI' A0 IPUMEPHO 8 MI, OT IPUMEPHO 5 MI 1O IPUMEPHO 7 MT,
OT NPUMEPHO 5 MT 0 IPUMEPHO 6 MT, OT IPUMEPHO 6 MI' 10 MPUMEPHO 9 MT, OT MPUMEPHO 6 MT
10 MPUMEPHO 8 MTI, OT IPUMEPHO 6 MTI' 1O MPUMEPHO 7 MT, OT IPUMEPHO 7 MI' A0 NMPUMEPHO 9 Mr,
OT IPUMEPHO 7 MI' 10 IPUMEPHO 8 MTI' UJIK OT MPUMEPHO 8 MTI 10 IPUMEPHO 9 Mr.

[0061] B HekOTOpBIX BapHaHTAX OCYLIECTBJICHUS HACTOSLIETO U300PETEHUsI KOJIUYECTBO
coenuHeHust Gopmysiel I wim ero apmaneBTHYECKH MPUEMIIEMOH COJM B (papMarieBTHYECKHX
KOMITO3ULIUSX, ONMMCAHHBIX B HACTOALLEM IOKYMEHTE, MOXKET COCTaBIATh OT npumepHo 0,1 Mr o
IpuMepHO 1,5 mr.

[0062] B omnpeneneHHbIX BapHAHTAX HACTOSIIIErO M300PETEHHs KOJIMYECTBO COSNUHEHUS
¢dopmyasl [ nim ero papmaneBTUIECKH TPUEMIIEMON COJTU B (PapMaIeBTUYECKUX KOMIIO3ULIUSIX,
OMNMCAHHBIX B HACTOSILLEM JTOKYMEHTE, MOXKET COCTABJIATE OT npuMepHo 0,1 mMr no npumepHo 4,0
mr, ot npumepHo 0,1 mr go npumepno 3,5 mr, ot npuMmepHo 0,1 mr no npumepno 3,0 mr, or
npuMepHo 1,5 Mr 1o npumepHo 3,5 Mr unu ot npuMmepHo 1,0 Mr 1o npumepHo 3,0 Mr 11 BBEAEHUs
OIMH pa3 B JA€Hb. B ONpeneneHHbIX BapUAHTAX OCYILECTBJICHUs KOJIMYECTBO COEAWUHEHUs
¢dopmyasl I nnm ero papmaneBTUIECKH TPUEMIIEMON CONU B (PapMaIeBTUIECKUX KOMITO3ULIUSX,
ONMHUCAaHHBIX B HACTOSIIIEM JOKYMEHTE, MOKET COCTAaBIATh NpuMepHo 4,0 mMr, npumepHo 3,5 Mmr,
npumepHo 3,0 Mr, npumepHo 2,5 mr, npuMmepHo 2,0 mr, npumepHo 1,5 mr uinu npumepHo 1,0 mr
17151 BBEJICHUsI OWH Pa3 B I€Hb.

[0063] B omnpeneneHHBIX BapHMaHTaX OCYIIECTBJICHUS HACTOSILErO H300PETEHHS
KOJINYeCTBO coennHeHust ¢opmyasl | mnmm ero (QapmaneBTHdecku NPUEMIIEMON COIH B
(apMaLIeBTHUECKUX KOMITO3HLUAX, OMMCAHHBIX B HACTOSIIEM JOKYMEHTE COCTABIISIET IPUMEPHO

4,0 mr. B ompeneneHHbIX BapHaHTaxX OCYLIECTBIEHHs KOJMYECTBO coearHEHus: Gopmybl I nmm
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ero (hapmMaLeBTUYECKU MPUEMIIEMON CONU B (PapMalleBTUYECKUX KOMITO3HMLMAX, OMHCAHHBIX B
HACTOsIIEM JAOKYMEHTE, COCTaBjsieT npuMmepHo 3,5 mr. B onpeneneHHbIX BapuaHTax
OCYILECTBJIEHUs] KOJMUYECTBO coenHeHus1 Gopmyuinl | mmu ero dapmarneBTHUECKH TPUEMIIEMON
coiu B (papManeBTUUECKUX KOMIIO3HMLMAX, ONMHUCAHHBIX B HACTOSINEM JTOKYMEHTE, COCTaBIIAET
npuMmepHo 3,0 mMr. B onpeneneHHBIX BapHaHTax OCYIIECTBJIEHHS KOJUYECTBO COCIAUHEHUS
dopmysl I nnm ero papmarneBTudeckn IpueMIIEMON COU B (papMaleBTUIECKUX KOMITO3ULIUSX,
OMNHUCAHHBIX B HACTOSILIEM JOKY MEHTE, COCTABJISIET MPUMEPHO 2,5 Mr. B onpeneneHHbIx BapuaHTax
OCYILECTBJIEHUS] KOJMUYECTBO coefnHeHus Gpopmyuiel | mu ero dapmarneBTHUECKH TPUEMIIEMOIN
conu B (papMaLeBTUUECKUX KOMIIO3HMLMAX, ONMUCAHHBIX B HACTOSINEM JTOKYMEHTE, COCTaBIIAET
npuMmepHo 2,0 mr. B omnpeneneHHBIX BapuaHTax OCYLIECTBJIEHHS] KOJUYECTBO COECAUHEHUS
dopmynsl I nnm ero papmaneBrudecky npueMIIeMol cou B (papMalieBTUIECKUX KOMIIO3ULHUX,
OMNHUCAHHBIX B HACTOSILIEM JJOKY MEHTE, COCTABJISIET MPUMEPHO 1,5 Mr. B onpeneneHHbIX BapuaHTax
OCYIECTBJIEHUs] KOJIMUYECTBO coefnHeHus1 Gpopmyuisl | mnu ero ¢apmareBTHUECKH NPUEMIIEMOM
coiu B (papMaLeBTUUECKUX KOMIIO3HMLMAX, ONMUCAHHBIX B HACTOSIIEM JIOKYMEHTE, COCTaBJIAET
npumepHo 1,0 mr.

[0064] B pa3znu4HbIX BapuaHTaX OCYLIECTBICHHS HACTOSINETrO M300PETeHUs! KOJHMYECTBO
coenuHeHust ¢popmyibl I win ero gapmaneBTHYECKH NMPUEMIIEMOI COMM B (hapMaLeBTHYECKHUX
KOMIIO3ULUSX, ONUCAHHBIX B HACTOSILEM AOKYMEHTE, MOXKET COCTaBisATh npumepHo 0,1 wr,
npumepHo 0,2 mr, npumepso 0,3 mr, npumepHo 0,4 mr, npumepro 0,5 mr, npumepro 1,0 wr,
npuMepHo 1,5 mr, mpuMepHO 2 Mr, IpUMEpHO 2,5 MI, DIPUMEPHO 3 MI, IPUMEPHO 3,5 M,
MIPUMEPHO 4 MI, MPUMEPHO 4,5 MI, MPUMEPHO S5 MI, IPUMEPHO 5,5 MI, NPUMEPHO 6 MT, IPUMEPHO
6,5 Mr, IpuMepHO 7 MrI, IPUMEPHO 7,5 MI, IPUMEPHO 8 MI, MPUMEPHO 8,5 MTI, MPUMEPHO 9 Mr,
npuMepHo 9,5 mr wnu npumepHo 10 mr.

[0065] B omnpeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILErO H300pETEHHsI
KOJIM4eCTBO coennHeHust ¢opmyabsl | mnmm ero (QapmaneBTHdecku NPUEMIIEMON COMH B
(hapMaLIEBTHUECKUX KOMITO3HIMAX, OMHUCAHHBIX B HACTOSIIIEM JOKYMEHTE, MOXKET COCTABIISITh OT
npumepro 0,1 mr 1o npumepHo 0,2 mr (Hanpumep, npumepHo 0,13 mr).

[0066] B omnpeneneHHBIX BapUaHTaX OCYLIECTBJICHUS HACTOSILErO H300pETEHHs
KOJIM4eCTBO coennHeHust ¢opmyasl | mimm ero (QapmaneBTHdecku NpPUEMIIEMON COJMH B
(apMaLIeBTHUECKUX KOMITO3HIMAX, OMMUCAHHBIX B HACTOSIIIIEM JOKYMEHTE, MOXKET COCTABIISITh OT
npumepro 0,2 mr o npumepHo 0,3 mr (Hanpumep, npumepHo 0,26 mr).

[0067] B omnpeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILNErO H300PETEHHS
KOJIM4eCTBO coennHeHust ¢opmyabsl | mnmm ero ¢QapmaneBTudecku NpUEMIIEMON COIH B
(bapMaLIeBTHUECKUX KOMITO3HIMAX, OMHUCAHHBIX B HACTOSIIEM JOKYMEHTE, MOXKET COCTABIISTh OT
npumepro 0,6 Mr 1o npumepHo 0,7 Mr (Hanpumep, npuMepHo 0,65 mr).

[0068] B omnpeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILErO H300PETEHHS
KOJIM4eCTBO coennHeHust ¢opmyasl | mimm ero ¢QapmauneBTHdecku NpUEMIIEMON COMH B
(apMaLIeBTHUECKUX KOMITO3HIMAX, OMMCAHHBIX B HACTOSIIEM JOKYMEHTE, MOXKET COCTABISThH OT
npumMepHo 1,2 mr 1o npumepHo 1,4 mr (Hanpumep, npumepHo 1,3 mr).

[0069] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHUS HACTOSILNErO H300PETEHHS
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KOJIM4eCTBO coennHeHust ¢opmyasl | mnmm ero (QapmaneBTHdecKH NPHEMIIEMON COIH B
(apMaLIeBTHUECKUX KOMITO3UIMAX, OMMCAHHBIX B HACTOSIIEM JOKYMEHTE, MOXKET COCTABISThH OT
npumepHo 1,2 mr o npumepHo 1,4 mr (Hanpumep, npumepHo 1,3 mr).

[0070] B HexoTOpbIX BapHaHTaX OCYIIECTBIEHHs HACTOSIIETO H300PETEHHs] COEAMHEHUE
dopmynsl I wnm ero (apmaueBTHUECKH NpUeMiIeMasl COJNb MPHUCYTCTBYET B KOMIIO3MLIUU B
KOJIMYECTBE, COCTaBIIsAOIIEM OT rpumepHo 0,05% no npumepro 15% no macce.

[0071] B HexoTOpBIX BapuaHTaxX OCYLIECTBIEHHS HACTOSIIETO H300PETEHHs COEAMHEHUE
dopmynsl I wnm ero (apmaueBTHUECKH NpUeMiIeMas COJb NMPHCYTCTBYET B KOMIIO3MLIUU B
KOJIMYECTBE, COCTaBIsAOIIEM oT rpumepHo 0,1% no nmpumepno 0,5% no macce.

[0072] B pa3nuyHBIX BapHaHTax OCYLIECTBIEHHMs HACTOSINErO  H300pETeHHs
dapMaLieBTHUECKHE KOMIIO3UIMM, ONHCAHHBIE B HACTOSILIEM JOKYMEHTE, BKJIOYAIOT
TepaneBTUIeCKn 3(PPEKTUBHOE KOIUIECTBO (papMaleBTUYECKH MPUEMIIEMON COJIM COEIMHEHHS
¢dopmynbl . B HEKOTOpBIX BapuaHTaX OCYINECTBJIEHHUsS (apMaLEeBTHUECKH IMpUeMiIeMas COJb
coenuHeHus: ¢Gopmysbl I MokeT mpencrtaBisiTh coOoit conb coenuHeHus Gopmynsr [ ¢
(U3NONOrNUECK! COBMECTUMBIMM MHUHEPAJIbHBIMU KHCJIOTaMH, TAKUMHU KakK COJIsIHas KUCIIOTA,
cepHasi KHUCJIOTa, Cyab(ypoHOBas kucjaota wind (GocopHas KUCIOTA, WIH C OPraHUuYeCKUMH
KHCJIOTAMH, TAKUMH KaK METAHCYJIb(OHOBASI KMCIIOTA, M-TOJIY OJICYIb(hOHOBAsI KUCIIOTA, YKCY CHAsI
KHCJIOTA, MOJIOYHAsl KHUCIOTa, TPUPTOPYKCYCHAs] KHCIOTA, JIMMOHHAs KHCIOTa, (hymapoBas
KHCJIOTA, MAJIEMHOBAs KUCJIOTA, BAHHAsI KMCJIOTA, SIHTAPHAs KUCJIOTA WIH CATULMIOBAst KUCJIOTA.

[0073] B HekOoTOpbIX BapuUaHTaX OCYLIECTBJICHHsS HACTOSIIErO  H300peTeHHs
(dapMaLieBTHUECKH TipuemyieMas Cojib coenuHeHuss Qopmynsl [ mpencraBnser  coOoi
MOHOCYJIb()ATHYIO COJIb WJIM TEeMHUCYJb(PATHYIO COJNb, W KaXaas W3 YKa3aHHBIX COJeH
npeacrasieHa B (opMe TUApaTa WM aHruapara (HampuMep, aHTUApaTa, TeMHUTHIpaTa WA
MOHOTHIPATa).

[0074] B ompeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILIErO H300pETEHHs
(hapMaLIeBTHUECKH MTPpUEMJIEMasi COJIb COeNMHEHHsI (opMyJIbl | mpencraBiieHa B KpUCTAIUTMYECKON
dbopme mu amopdHo¥ Gopme.

[0075] B omnpeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILNErO H300pETEHHs
(dapMaLieBTHUECKHE KOMIIO3UIUH, ONHCAHHBIE B HACTOSIIEM JIOKYMEHTE, BKJIOYAIOT
KPUCTATMYECKYIO aHTHApaTHyr ¢opmy (dbopmy A) MOHOCYNIb(ATHON CONMM COENUHEHUS
¢dopmyasl I, rae mopoukosast peHTrenoBckast nudpakrorpamma (ITPTY) ykazanuoit popmbr A o
cymecTBy npeacrapyieHa Ha gurype 1. [To nannabiv ananusa JICK, T, kpuctammndeckoit Gopmbl
A pasna npumepHo 180-190°C (manpumep, 180+1°C, 182+1°C, 184+1°C, 186+1°C, 188+1°C nnu
190£1°C).

[0076] B HekoTOpbIX BapuUaHTax OCYLIECTBICHHS HACTOSIIErO  HM300pETEHHs
dapMaLieBTHUECKHE KOMIIO3WLUH, ONHCAHHBIE B HACTOSIIEM JOKYMEHTE, BKJIIOYAIOT
KPUCTAJUTMUECKYI0 MOHOTHApaTHyo (opmy (dopma B) MoHOrMapaTHOH cOnM COCOMHEHHS
dopmynsr I, rne ITP/II" ykazanHoi ¢opmel B mo cymectBy npencrasiena Ha ¢urype 2. Ilo
nauubiM aHanusa JICK, Ty, kpuctammnueckoii Gpopmer B pasHa npumepno 60-70°C (Hampumep,
60+1°C, 62+1°C, 64+1°C, 66+1°C, 68+ °C nmu 70+1°C).
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[0077] B HekoTOpbIX BapuUaHTax OCYLIECTBIEHHS HACTOSIIErO  H300pETEHHs
dapMaLieBTHUECKHE KOMIIO3WLUM, ONHCAHHBIE B HACTOSIIEM JOKYMEHTE, BKJIIOYAIOT
KPUCTAJUTMUECKYI0 reMuruapatHyro ¢opmy (popmy C) remucynbhaTHOH CONM COCOUHEHUS
dopmynst I, rne ITPJAI" ykazanHoi ¢opmel C mo cymectBy npeacrasieHa Ha ¢urype 3. Ilo
nauubiM aHanmsa JCK, T, kpucrammmaeckoit popmbl C pasHa npumepHo 90-100°C (Hampumep,
90+1°C, 92+1°C, 94+£1°C, 96+1°C, 98+1°C mmm 100+£1°C).

[0078] B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHUS HACTOSILIErO H300PETEHHS
bapmaLieBTHUECKHE KOMIIO3ULIMH, ONMCAHHBIE B HACTOSALIEM AOKYMEHTE, BKJIIOYAIOT aMOP(HYIO
dopmy moHocysbdaTHOl comu coenmHenusi Gopmyisel I, roe ykasanHas amopdHas ¢opma
XapakTepusyeTcs: UHPPaKpacHBIM CIIEKTPOM, COAEepKaluM JIMHUU ipu 2730, 2592, 2219, 1633,
1586, 1570, 1513, 1375, 1343, 1293, 1226, 1157, 1130, 1084, 1040, 986, 903, 848, 788, 712 u 670
em! (£3 emt).

[0079] B HekoTOpbIX BapUaHTax OCYLIECTBJIEHMs HACTOSIIErO H300pETeHHs
(apmaneBTHUECKass KOMIIO3ULIMH TPEICTABIsIET co0oi mpenapat B popme TabieTky, Takol Kak
npenapar B ¢opme TabiaeTku ¢ MOAU(PUIMPOBAHHBIM BBICBOOOXKIEHHEM HEHCTBYIOIIETO
BEIeCTBA, WJIN Iperapar B (opMe MaTPUYHBIX MEJUIETOB, TakOH Kak mpemapar B (opme
MaTPUYHBIX MEJUIETOB C MOAU(PHLMPOBAHHBIM BBICBOOOXKIEHHEM MAEHCTBYIOIIETO BELIECTBA,
KOTOPBIH MOXET OBITh MHKAIICYJIMPOBAH B Karcysy. TepMHUH «Ipenapar ¢ MOgu(UIpOBaHHBIM
BBICBOOOJK/IEHHEM  JEHCTBYIOINEr0  BELIECTBA» WM  «JIeKapcTBeHHass  Qopma ¢
MOAM(DUIIPOBAHHBIM BBICBOOOXKIEHUEM JEHCTBYIOIIETrO BEIIECTBA», KOTAA HCIOIb3YyeTCs B
HACTOSIIIEM OMHCAHUH, OTHOCUTCS] K MEXaHU3MY, KOTOPBIi (B OTJIMYHE OT JIEKAPCTBEHHOM (hOPMBI
C HEMEIJICHHbIM BBICBOOOXKICHHEM JEWCTBYIOIIEr0 BEINECTBA) IOCTABJSIET JIEKAPCTBEHHOE
CPEACTBO C 3alIepXKKOHW TMocie ero BBeAeHHs (JiekapcTBeHHass (opMa ¢ OTCPOUEHHBIM
BBICBOOOXKIEHHEM JEHCTBYIOLIETO BELIECTBA) WIM B TEUEHHE JJIUTEIBHOrO MEepPHOAa BPEMEHH
(mexkapcTBeHHas1 opMa C JTUTENBHBIM BBICBOOOKICHHEM NENCTBYOMEro Bemectsa). Cm. Perrie
et al., Pharmaceutics: Drug Delivery and Targeting (2"), 2012, 7-13.

[0080] B ompeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILErO H300pETEHHs
(apmaLieBTHUECKAs! KOMIIO3HLIUS MTPEACTABIISIET COOOH MHKATICYIMPOBAHHBIN B KAIICYJTy Mpenapat
MaTPUYHBIX MEJJIETOB ¢ MOAU(HUIIMPOBAHHBIM BBICBOOOIKICHHEM JEHCTBYIOINETrO BELIECTBA, IIe
coenuaeHue (Gopmynel I wim ero QapmManeBTHYeCKH NpuemiieMasi COJIb MPUCYTCTBYET B
KOMITO3UINH B KojruecTBe OoT npumepro 0,05 mr go npumepro 20 Mr (Harpumep, OT MPUMEPHO
0,1 mr no npumepHo 0,2 mr, ot npumepHo 0,2 mr no npumepno 0,3 mr, ot npumepHo 0,6 Mr a0
npumepro 0,7 Mr mwu oT npuMepHo 1,2 Mr 1o npumMepHo 1,4 mr).

[0081] B ompeneneHHBIX BapHaHTaX OCYLIECTBJICHUS HACTOSILErO H300PETEHHS
(dapmaLieBTHUECKAs] KOMIIO3HLIUS MTPEACTABISIET COOOH MHKATICYIMPOBAHHBIN B KATICYJIy Mperapat
B (hopMe meyeToB ¢ MOAMGULMPOBAHHBIM BBICBOOOKACHHUEM JEHCTBYIOLIETO BEIIECTBA, I7e
coenuaeHne (Gopmynel I wim ero QapmManeBTHYeCKH NpuUemiieMasi COJIb TNPUCYTCTBYET B
KOMITO3UIINHN B KOJMYECTBE, cocTaBysroniemM ot npumepHo 0,01% no mpumepno 20% mo macce
(marmpumep, ot npumepro 0,05% no npumepHo 15% mo macce, ot npumepHo 0,1% 10 npuMepHO

1% mo macce, or ot mpumepro 0,1% no npumepno 0,5% 1o Macce), U3 pacdera Ha OOIIYIO Maccy
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KOMITO3ULIUH.

[0082] B ompeneneHHBIX BapHaHTaX OCYILIECTBJICHUS HACTOSILNErO H300PETEHHS
dapmanieBTHUECKAsT ~KOMIIO3HMLMS, ONHCAHHAas B  HACTOALIEM JOKYMEHTE, BKIKOYAeT
KPUCTAUTMUECKYIO aHTuapatHyro ¢opmy (dbopmy A) MOHOCYNIb(ATHON CONMH COCNUHEHUS
dopmynst I, ITPAT" yxazanHOH hopMbl A 1o cyInecTBy npeacrasieHa Ha purype 1; u popma A
MOHOCYJIb()aTHOH COJIM MPUCYTCTBYET B KOMIIO3ULIUU B KOJm4uecTBe OT mpumepHo 0,05 mr mo
npumepro 20 mr (Harpumep, ot npumepHo 0,1 mr no npumepso 0,2 mr, ot npumepHo 0,2 Mr 10
npumepHo 0,3 mr, or npumepno 0,6 mr no mpumepHo 0,7 Mr uiau OT mpumepHo 1,2 mr go
npumMepHo 1,4 mr).

[0083] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHUS HACTOSILNErO H300PETEHHS
dapmaLieBTHUECKAsT ~KOMIO3HMLMS, ONMCAHHAasT B  HACTOALIEM JOKYMEHTE, BKJIIOYaeT
KPUCTAUTMUECKYI0 aHrunapatayio ¢opmy (dopmy II) moHOCYNbdaTHON cOnMM COENUHEHUS
dbopmynsl I, roe [TP/II" ykasanno# Gopel A 1o CywiecTBy npencrasieHa Ha urype 1; u popma A
MOHOCYJIb()aTHON COJIM MPUCYTCBYET B KOMIIO3ULIMU B KOJIU4ecTBe OT OT npumepHo 0,01% no
npumepHo 20% no macce (Hanpumep, ot npumepHo 0,05% no nmpumepHo 15% mo macce, or
npumepto 0,1% no npumepHo 1% no macce wnu ot npumepHo 0,1% no mpumepto 0,5% 1o macce)
U3 pacyera Ha OO0 MacCy KOMITO3HLIUH.

[0084] Kak ommcaHO B HACTOSILIEM AOKYMEHTE, HACTOsIIee M300peTeHHe OTHOCHUTCS K
TBEpAOH (papMaLeBTHYECKOM KOMIIO3MIMH, BKJIOUAOIIEH TBepAyl (opMy COeAMHEHUS
(dopmy bl I, B HaCTHOCTH KPUCTAJUIMYECKYIO aHTUAPATHYIO (opmy (popmy A) MOHOCYIbGATHOMH
conu coenuHenust popmybl [; rne kommo3unus npeacTasieHa B GopMe MaTPUUHOTO MEJUIETa, U
cpennwmii pazmep yactul (Dv50) ykazaHHoM TBepnoi GpopmMbl MeHbLIEe WK paBeH mpuMepHo 100
MkM. Dv50 mosker ompenensitecsi meronoM LA-950 nasepHoit audpakuuu. Cm., Harnpumep,
https://static.horiba.com/fileadmin/Horiba/Products/Scientific/Particle Characterization/Downlo
ads/Technical Notes/TN159 1LA-950 Laser Diffraction Technique.pdf.

[0085] B pa3nmuyHBIX BapHaHTaxX OCYLIECTBJIEHHS HACTOSIIErO  H300pETeHHs
(apMaLieBTHUECKAsT KOMITO3UIIHS BKJIFOUAET MATPUYHBIE MEJUIEThI TBEPAOH (POPMBI C pasMepoM
yacTtull MeHee 47 MkMm, MeHee 45 MkMm, meHee 40 MkMm, MeHee 35 MkM, MeHee 30 MKM, MeHee 25
MKM, MeHee 20 MkM, MeHee 15 MM, meHee 10 MkM min MeHee S MKkM. B onpeesieHHbIX BapuaHTax
OCYIIECTBJIEHUS] pa3Mep YacTull TBepAod (opmel cocTamisier mpumepHo 10 MKM WM MeHee
(marmpumep, npumepHO 10 MKM, MPUMEPHO 9 MKM, MPUMEPHO 8 MKM, MPUMEPHO 7 MKM, IPUMEPHO
6 MKM, IPUMEPHO 5 MKM, IPUMEPHO 4 MKM, IPUMEPHO 3 MKM, IPUMEPHO 2 MKM, U IPUMEPHO
1 MkM).

[0086] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHHUS HACTOSIIErO M300pEeTeHUs pasMep
yacTul TBepnoi (opmbel cocraBisier MeHee 47 MkMm, U ¢dopma A MOHOCYJb(DATHOH conu
MPUCYTCTBYET B KOMIIO3ULIMM B KOJIMYECTBE, COCTaBIIAIOIEM 1% M0 Macce Wiy MeHee U3 pacuera
Ha O0IIyI0 Maccy KOMITO3ULIHH.

[0087] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHHUS HACTOSIIErO M300pETeHUs pasMep
YyacTuL TBepAOH GopMbl cocTaBisieT mpuMepHo 10 MKM MM MeHee (Hampumep, IpUMEpPHO 3,3

MKM), U (popMa A MOHOCYJIb(hATHOH COJIM MPHUCYTCTBYET B KOMIO3UIMHU B KonmudecTse 0,5% mo
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macce miu MeHee (Hanpumep, 0,1% o macce) u3 pacyera Ha OOIIYIO MacCy KOMITO3HILIUU.

[0088] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHUS HACTOSILIErO H300PETEHHS
(dapmaneBTHUECKasT KOMIIO3UIIMH BKJIIOYaeT (papMaleBTUYECKUI SKCLUUITUEHT, BKJIFOYAIOIIUN
MOJIUMEDP, CBS3YIOLEe BEIIEeCTBO, HE3UHTETPaHT, CMAa3blBaIOLIee BELIECTBO U  BELIECTBO,
CNOCOOCTBYIOIIEE CKOJIBKESHHIO.

[0089] B onpeneneHHbIX BapHaHTaX OCYIIECTBIIEHUS] HACTOSLIETO H300PETEHUS ITOTHMEP
npencrapisier coOol monmMep, oOpasyromuil MaTpuly (Hampumep, MUKPOKPHCTAJUIMIECKYIO
LEJUTIOJIO3Y ), TIOIUMep, pearupyromuii Ha pH (Hanpumep, comoiauMep METaKpUIOBOH KUCIIOTHI)
WIK CBS3yIOIlee BEIIeCTBO (HampuMep, TUMPOMEUIo3y). B ompeneneHHBIX BapHaHTax
OCYIIECTBJICHUS TIOJIMMEP MPEACTABIISIET COOOM OMH MITH HECKOJIBKO MOJHMMEPOB, BHIOPAHHBIX 13
IPYyIIIBL, COCTOALLEH U3 LEJUTIOJI03bl, TAKOM KaK MUKPOKPUCTAJUIMYECKAs LIEJIJIF0JI03a, CONOJIMMepa
METAaKpUJIOBON KUCJIOTBl U TUIPOMEIJIO3bl. B  ompeneneHHbIX BapuUaHTax OCYLIECTBJIEHUS
BEIIIECTBO, CIIOCOOCTBYIOLIEE CKOJIBKEHHUIO, TIPECTABIAET COOOH TaJIbK.

[0090] ®apmanieBTHYECKHE KOMITO3UIIMU, MPEAJIOKEHHbIE B HACTOSLIEM HM300pETEHUH,
MOTYT BBOAMTBHCS PA3IMYHBIMHU CIIOCOOAMH, BKJIIOUAsi, HO HE OrPAaHHUYUBASICh UMH, MTEPOPATbHOE
BBE/ICHUE, BBEIEHUE B BUJE CYIIO3UTOPHS, MECTHOE BBEICHME, MapEHTEpajbHOE BBEICHUE
(HampuMep, BHYTPHUBEHHOE, BHYTPHMBIIIEYHOE, BHYTPHAPTEPHAIBHOE, BHYTPUKOXKHOE,
MOJKOKHOE,  WHTPANePUTOHEAbHOE,  BHYTPHIKEIYAOYKOBOE M HMHTPAKPaHHUAJIBHOE),
BHYTPUOYAroBO€ BBEACHUE, WHTPATEKAJIbHOE BBEICHHME, WHTPAHA3aJbHOE  BBEIECHUE,
TPaHCMYKO3aJIbHOE  BBeZieHHe (Hampumep, OykkajgbHOe, CyOJMHIBaJbHOE, HAa3aJbHOE,
TpaHCIEPMAJIbHOE) WM HMMILIAHTALMIO CYOBEKTY YCTPOHCTBA MENJIEHHOTO BBICBOOOKIEHMS,
HarpuMep, MHHHU-OCMOTHYECKOTO Hacoca. B ompeneneHHbIX BapHaHTaX OCYLIECTBICHUS
KOMITO3HUIIMH, ONMCAHHBIE B HACTOSIIIEM U300PETEHNH, BBOISATCS TIEPOPATIBHO.

[0091] ®apmalieBTUUECKHE KOMITO3UIIMH, TMPEAJIOKEHHbIE B HACTOAIIEM JOKYMEHTE,
TaK>ke MOT'YT BBOJIUTBCS IOCTOSIHHO («IJTUTEIbHOE BBEACHHEY ). TepMUH «IJTUTEIbHOE BBEIEHUE»
OTHOCHUTCSI K BBEIEHHIO COEAMHEHMs WM ero (apMaleBTHYECKOH KOMITO3UIMH B TEUEHUE
JIJTATENbHS S0r0 nepuosia BpEMEHH, HallpuMep B TeUeHUe 3 MecsLeB, 6 Mecsues, 1 roga, 2 ner, 3
JeT, 5 ner U T.A., WIK K BBEAEHUIO, KOTOPOE MOXKET MPOAOJIKATBHCS HEOMPENEJEHHO JOJIrO,
HanpUMep 10 KOHILIA KH3HU cyObekTa. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHUS JIUTEbHOE
BBEJIEHUE TMPEIHAa3HAYEeHO JUIsi OOecredYeHus] MOCTOSHHOTO YPOBHS COENUHEHUS B KPOBH,
HaIrpuMep B IpeesiaX TeParneBTHIeCKOro OKHA, B TEUEHUE JJIUTEJIBHOTO MEPHUOIa BPEMEHH.

[0092] ®apmalieBTUUECKHE KOMITO3UIMH, MPEIJIOKEHHbIE B HACTOALIEM JIOKYMEHTE,
MOTYT OBITb TMpPENCTaBJICHBI B JICKAPCTBEHHBIX (hOPMaxX CTAHAAPTHOW IO3BI Ui OOJIerdeHus
TOYHOTO JIO3UPOBaHUsA. TepMUH <«JIeKapCTBeHHass (opma CTaHAAPTHOW JO3bD» OTHOCHUTCS K
(bU3MUECKH AUCKPETHBIM €IUHHIAM, TOIXOSIINM B Ka4eCTBe €IUHUYHBIX 103 JJIS BBEICHUS
JEOASM U JPYTUM MJIEKOMUTAOIIUM, MPUYEM Kakaasl €IMHHIA COAEPIKUT MPEAONpPENaeIeHHOS
KOJINYECTBO aKTUBHOI'O MaTepHaIa, PACCYMTAHHOE JJISl MOJTy YEHHUS KETAEMOT0 TEPATIEBTUUECKOTO
s¢dexra, B coueTaHWUH ¢ TOAXOASIIUM (hapPMALEBTHYECKUM SKCIUMHEHTOM. B pa3mudHbIX
BapHAaHTAaX OCYILIECTBIICHUs] (papMaleBTUYECKUE JIeKapCTBEHHbIE (DOPMBI, OIMHCAHHBIE B

HACTOSAIIEM JOKyMEHTE, MOTYT BBOIHTHCS B JIEKAPCTBEHHOW (HOpMe CTaHIAPTHOW MIO3BL
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Tunuynble snekapcTBeHHbIE (OPMBI CTAHAAPTHOM 03Bl BKJIOYAIOT AaMITyJIbl M IOIPHIBL,
NPEABAPUTENLHO 3aIOJHEHHBIE OINPENEeIeHHbIM KOJHYECTBOM JKMIAKHUX KOMITO3WULMH, WIH, B
CJlyydae TBEPAbIX KOMIIO3ULMH, TaOJETKH, TIHJTFOJIH, KarCyJIbl 1 T.IL.

[0093] B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHUS HACTOSILNErO H300PETEHHS
dapMaLieBTHUECKHE KOMIIO3HMLWH, TPEUIOKEHHbIE B HACTOALIEM HW300PETEHUH, BBOAATCS
NALMEHTY B BUJE TBEPOH JIeKapCTBEHHOH (HOopMBL. B onpeneneHHbIX BapuaHTaX OCYINECTBICHUS
TBEpasl JeKapCTBeHHAs (opMa MpeACTaBiIsieT COOOH Karcyy (Hanpumep, HHKAICY JINPOBAHHBIHN
B KarcyJly mpemapatr B (opMe TNeIeTOB ¢ MOAU(PUIUPOBAHHBIM BBICBOOOXKIEHHUEM
IEeMCTBYIOINEro  BellecTBa). B ompeneneHHbIX BapuaHTax OCYLIECTBICHUS  TBepHas
JekapcTBeHHas (popma npeacTaBisieT coboit TabneTky (HampuMmep, npemnapart B popme TabieTku ¢
MOIU(DHUIMPOBAHHBIM BBICBOOOKIEHHEM IEHCTBYIOLIETO BELIIECTBA).

[0094] B onpeneneHHBIX BapHaHTaX OCYIIECTBJIEHUS HACTOSILErO H300pETEHHs
dapMaLieBTHUECKHE KOMIIO3ULUH, TPENJIOKEHHbIE B HACTOSIIEM JOKYMEHTE, BKJIIOYAIOT
coenuHenue popmybl I B kauecTBe eIMHCTBEHHOTO aKTHBHOTO UHIPEINEHTA UJIH B KOMOWHALIUH
C IpyT'MMHU aKTUBHBIMH UHTPEAUEHTAMH.

[0095] Xots onucanue papmMaleBTUMECKUX KOMIO3HMLIUH, MPEIJIOKEHHBIX B HACTOSIIEM
IOKYMEHTe, OTHOCHUTCS, TJIaBHBIM 00pa3oM, K (papManeBTHYECKUM KOMIIO3HLUSM, KOTOpPBIE
NOAXOMST UL BBEICHHS JIFOASIM, KBATH(DUIIPOBAHHOMY CIIELUANUCTY Oy €T MOHSATHO, UTO TAKUE
KOMITO3MLIUM OOBIYHO TOIXONSAT MAJIsI BBENEHUs JKUBOTHBIM BCeX BUIOB. Monudukarms
(apManeBTHUECKNX KOMIO3ULMH, MOAXOASIIMX JUII BBEACHUS JIOAAM, JUIA IOJy4EHUs
KOMITO3ULUH, MOAXOISIINX JIUIsl BBEICHUS PA3JIMYHBIM JKHBOTHBIM, XOPOLIO U3BECTHA, U OOBIYHBIN
KBaJTH(PULMPOBAHHBIN BETEPUHAPHBINA (PapMaKOJIOT MOXKET pa3padoTaTh W/WIIN BBITOJHUTD TAKYIO
MOIU(DUKAIMIO ¢ TOMOLIBI OOBIUHBIX 3KCIIEpUMeHTOB. O0IIKe COOOpaskeHHs 0 COCTaBJICHHIO
W/WJIM U3TOTOBJICHHIO (DapMaLeBTHUECKUX KOMIIO3HLIMI MOXKHO HAWTH, HANIpUMeED, B Remingoon:
The Science and Practice of Pharmacy 21st ed., Lippincott Williams & Wilkins, 2005.

Cnoco0bl npUMeHeH sl U JIeYeHHsl

[0096] B omHOM acrekTe B HACTOsIIIEe M300pPETeHHE OTHOCUTCS K CIOCO0aM JIeYeHUs
tpuremuHanbHOl Hepanruu (TGN) y cyOwpekra (Hampumep, y 4esOBeKa), HYKIAKOLIErocs B
STOM.

[0097] B pasnuuHBIX BapHaHTaxX OCYLIECTBIEHHS B HACTOALIEM H300pETEHUH
npeasioskeHsl crocods! edernss TGN y cyObekTa, HyKAAOLMErocst B ’TOM, KOTOPbIE BKIFOYAIOT
BBEJICHUE MAIMEHTY, HYXIAKOLIEMyCsl B 5TOM, KOMITO3UIIMH, COJEpKaIled TeparneBTHUECKH
3¢ (eKTUBHOE KOJIMYECTBO COEAMHEHHUs] WJIM ero (papMauneBTUYECKH MPHEMIIEMOHN COJIH, TAe

COeIMHEeHUe MpeCTaBisieT coOol coenuuenue hopmysl I:

[0098] B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHUS HACTOSILIErO H300PETEHHS
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npenoxeHsl crocoObl jedeHuss TGN y cyOpexTa, HyXXTAOIIErocs B 3TOM, BKIIFOUAIOINUE
BBEZICHNE CYOBEKTY, HY)KOAIOIIErocsi B 3TOM, KOMITO3UIIMH, BKJIIOYAIOIEH TepaneBTHUYECKH
3¢ (eKTUBHOE KOJIMYECTBO COEAMHEHHUs] WJIM ero (papMauneBTUYECKH MPHEMIIEMON CONH, TAe

COeIMHEeHHUe NpeACTaBIsAeT coOoli coequHenue Gopmysl I:

F

r7ie BBEACHUE BKJIOUAET BBeeHUe coenuHeHus Gopmyuel I mnu ero papmaunesruyecku
MIPUEMJIIEMON COJIU B KOJIMYECTBE OT MPUMEPHO 1,5 Mr 10 npumMepHo 3,5 Mr OnuH pa3 B AeHb. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBJIEHUS Macca CyOBbeKTa COCTABIISAET IO MEHbIIIEH Mepe IPUMEPHO
71 kxr. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUsS Macca CyOBeKTa COCTABISIET MEHbIIIE IPUMEPHO
71 kr (mampumep, 30, 35, 40, 45, 50, 55, 60, 65 unu 70 kr). B HEKOTOpBIX BapuaHTaXx Macca
cyObekTa cocTaBisieT OT mpumepHo 71 kxr 1o npumepHo 150 kr (Hanpumep, 70, 71, 75, 80, 85, 90,
95,100, 105, 110, 115, 120, 125, 130, 135, 140, 145 umu 150 kr).

[0099] B pa3snuyHbIX BapuaHTax OCYIUNECTBJICHHMS HACTOSIIErO M300pPETEHHsI BBEICHUE
TepaneBTu4ecku ) (GekTUBHOTO KONMUYecTBa coenuHeH st opMyJibl | miu ero gpapMarieBTHYECKH
NPUEMJIEMON COJIM BKJIFOYAeT BBeleHHe CyObekTy oT mpumepHo 0,05 mr mo mpumepHo 20 mr
(manpumep, npumepto 0,1 mr, npumepno 0,2 mr, npumepHo 0,3 mr, npumepHo 0,4 Mr, IPUMEPHO
0,5 mr, mpumepHo 1 mr, npumepHo 1,5 Mr, npuMepHO 2 Mr, IPUMEPHO 2,5 MTI, IPUMEPHO 3 MT,
npuMepHo 3,5 mr, npuMepHO 4 Mr, mpuMmMepHo 4,5 Mr, nIpuUMepHO 5 Mr, mpuUMepHO 5,5 Mr,
MIPUMEPHO 6 MI, MPUMEPHO 6,5 MI, MIPUMEPHO 7 MI, IPUMEPHO 7,5 MI, IPUMEPHO 8 MI, IPUMEPHO
8,5 mr, mpumepHoO 9 mr, npuMepHo 9,5 mr win npumepHo 10 mr) coenunerns Gopmy.isl [ i ero
(bapManeBTHYECKH MTPUEMIIEMOU COJIH.

[00100] B pa3nnuHbIX BapuaHTaX OCYLIECTBJICHHS HACTOSLIETO M300PETEHHs BBEICHUE
TepaneBTHIecKy 3 (PeKTUBHOrO KoNMU4YecTBa coenuHeH st GopMyJibl I miu ero gpapMarieBTHIECKH
NPUEMJIEMOH COJIM BKJIFOYAET BBEICHUE CyOBeKkTy OT mpumepHo 0,1 mr no mpumepHo 4,0 mr, oT
npumepHo 0,1 Mr no npumepHo 3,5 mr, ot npumepHo 0,1 Mr no npumepHo 3,0 Mr, OT IPUMEPHO
1,5 mr no npumepHo 3,5 Mr unu ot npumepHo 1,0 Mr no npumepHo 4,0 mr. B onpeneneHHbIX
BapPHUAHTAX OCYLIECTBJICHUS BBEICHUE TEPANEBTHUECKU 3(P(HEKTUBHOTO KOJHMUECTBA COCTMHEHUS
dopmynel I nmm ero gapmManeBTHYECKH MPHEMIIEMOH COJIM BKJIIOYAET BBENEHHE CYyOBEKTYy OT
npuMepHo 1,5 mMr 1o npumepHo 3,5 Mr.

[00101] B omnpeneneHHbIX BapHaHTax OCYINECTBJICHUS HACTOSINETO H300PETEHHS
BBEJICHHE TepaneBTudecku 3(pdekTuBHOr0 Konmmdectsa coenuHeHus ¢opmyasl | wmm ero
TEPaIreBTUYECKN MTPUEMIIEMOH COJI BKIIFOYAET BBEACHUE CYObEeKTy nmpuMepHo 1,0 Mr onuH pas B
neHb. B ompeneneHHbIX BapuaHTaX OCYLIECTBIICHHs BBEIEHHE TEPANeBTUYECKU 3(P(HEKTUBHOTO
KOJIM4eCTBa coearHeHus1 GpopmyJbl I mmm ero papmaneBTHIECKH MPUEMIIEMOH CONM BKIFOYAET

BBelleHHE CyObeKkTy npumepHo 1,5 Mr omuH pas B IeHb. B ompeneseHHbIX BapHaHTAX
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OCYILECTBJICHUS BBEICHUE TEPAIeBTUIECKH 3((HEKTUBHOTO KOJIMYECTBA COeqUHEHUs (hopMy bl |
WK ero (papMareBTUIECKH PUEMIIEMON COJIM BKJIIOUAET BBEACHHUE CyOBeKTY mpumepHo 2,0 mMr
OIUH pa3 B JeHb. B ompeneneHHbIX BapuaHTaX OCYLIECTBJICHUs BBEJIEHUE TepaneBTUYECKU
3¢ pexkTuBHOrO KoMuuecTBa coequHeHuss Gopmyinsl | nmm ero papManeBTHUECKH MPHEMIIEMOM
COJIU BKJIFOYAeT BBEJEHHE CyOBeKTy MpuUMepHO 2,5 Mr oguH pa3 B IeHb. B ompemeneHHbIX
BapHUAHTAaX OCYLIECTBJIEHUS BBEICHUE TepaneBTHUECKH 3(P(HEKTUBHOIO KOJHMUECTBA COCTMHEHUS
dopmynel I mmm ero ¢QapmaueBTHUEeCKM TPUEMIIEMON COJNIM BKIIIOYAET BBEACHHE CYOBEKTY
npuMepHO 3,0 Mr OnMH pa3 B JeHb. B ompeneneHHbIX BapHaHTax OCYLIECTBJIEHUS BBEIEHUE
TepaneBTHIecKy 3 (PeKTHBHOrO Konmu4yecTBa coennHeHust GopMyJbl I mu ero papMareBTHIECKH
INPUEMJIEMON COJIM BKIIIOYAET BBeNEHHE CyOBeKTy NpUMEpHO 3,5 Mr OauH pa3 B JeHb. B
OTNpENENIeHHbIX ~BapUaHTaX OCYLIECTBICHHWsS BBEJEHHE TepaneBTUUeCKH 3(PPEeKTUBHOrO
KOJIM4eCcTBa coeAnHeHus: GpopmyJbl I umm ero papmaneBTudecku MpUEeMIEMON CONU BKIFOYAET
BBeZIeHUe cyObekTy npumepHo 4,0 Mr oxuH pa3 B JeHb. B OIpeneneHHbIX BapUaHTax
OCYLIECTBJICHUs BBEJICHNE TepareBTHIeCKU 3(PpPEeKTUBHOrO KoIH4YecTBa CoenuHEeHUs1 popmyJibl |
WK ero (papMareBTHYeCKH PUEMIIEMOH COJIM BKIIFOUAET BBEICHUE CYOBEKTY, HY KAAIOIIEMYCs B
sToM, oT mpumepHo 0,1 mr mo mpumepno 1,5 mr coenuHenust ¢opmynel I wim ero
(hapMaLIeBTHUECKH MPUEMIIEMOM COJIH.

[00102] B ompeneneHHbIX BapuaHTAaX OCYLIECTBICHHs HACTosilee U300peTeHue
OTHOCHUTCS K crioco0y BBeneHHs coenuHeHus popmyds! [ B popme cBOOOAHOTO OCHOBaHMS IS
nedenust TGN y cyObekTa, Hy KIAIOIIETOCS B 3TOM.

[00103] B omnpeneneHHbIX BapuUaHTaxX OCYILIECTBJIICHUS HACTOsINEEe U300peTeHne
OTHOCHUTCS K crioco0y BBeneHHs (papMaleBTHYECKH MPUEMIIEMOI CO coenquHeHus: Gopmyibl 1
st nedenuss TGN y cyObekTa, Hy KAat0IEerocs B 3TOM.

[00104] B onpeneneHHbIX BapHaHTaX OCYLIECTBICHHS HACTOSIIIErO U300PETeHNUS JICUeHUE
BKJIFOYAET BBEJICHUE COeMHEHNs (hopMyJibl | mitn ero papmMarieBTHIeCKH MPUEMIIEMOH COJTH OZIVH,
1Ba, TPH, Y€ThIpe WU MATh pa3 B JIeHb. B ompesneneHHbIX BapHaHTaX OCYILECTBJIEHUS JIeUeHNe
BKJIFOYAET BBeJIeHHE coennHeHust popmyJbl | nim ero papmarieBTHdecK mpueMiIeMon COJIA OTUH
pa3 B I€Hb.

[00105] B onpeneneHHbIX BapHaHTaxX OCYIIECTBICHHS HACTOSIIIErO N300PETeHNUS JIEUeHUE
BKJIFOYAET BBEJCHHE coenuHeHus: Gopmyuiel | mim ero ¢papManeBTHUECKH NMPUEMIIEMOH COJIU
PAa3NIUYHBIMH CHIOCO0AMHM, BKJIIOYAs, HO HE OrPAaHUYUBASCh HMH, MEPOPAIbHOE BBEICHUE,
BBEJICHUE B BHJE CYIINO3UTOPHUS, MECTHOE BBEIEHHE, MapeHTEpPAIbHOE BBENEHHE (HAIpPUMED,
BHYTPHUBEHHOE, BHYTPUMBILIEYHOE, BHYTpUApTEpUAIbHOE, BHYTPUKOXHOE, MOJKOXHOE,
UHTPANEPUTOHEATbHOE, BHYTPIDKENTYIOYKOBOE U BHYTPHUEPENTHOE), BHYTPHOYArOBOE BBEIEHHE,
UHTpaTeKallbHOE BBEJIEHHE, MHTpaHa3ajbHOE BBEJEHHE, TPAHCMyKO3aJbHOE BBEJIEHUE
(Hampumep, OyKkanbHOE, CyOJNIMHTBAIbLHOE, HA3aJIbHOE, TPAHCAEPMATbHOE) W MMIUIAHTALIHIO
CYyOBEKTY YCTPOMCTBA MEIJIEHHOTO BICBOOOXKIEHHSI, HAIPUMEP MHHH-OCMOTHYECKOTO HACOCa.

[00106] B onpeneneHHbIX BapHaHTax OCYIIECTBIICHUS HACTOSIIETO H300PETEHUs JISUEHNE
BKJIFOYAET BBEJECHHE coenuHeHus: (opmyuel | mnm ero ¢apManeBTHUECKH NMPUEMIIEMOH COJU

NePOPaNbHBIM CIIOCOOOM BBEICHHS.
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[00107] B onpeneneHHBIX BapHaHTax OCYIIECTBICHHS HACTOSIILErO N300PETEHNUS JIeUeHUE
BKJIFOYAET BBEACHUE coequHEHUs (opmytiel | wim ero dapManeBTHUECKH MPUEMIIEMON COJTU B
CTaHIAPTHOH (€NMHUYHON) T03€.

[00108] B onpeneneHHbIX BapHaHTaxX OCYIIECTBISHHS HACTOSIIIErO N300PETEHNUS JIeUeHUE
BKJIFOYAET BBEICHUE coenuHeHnst popMyJbl I B popme cBOOOTHOTO OCHOBAHMUSI.

[00109] B onpeneneHHbIX BapHaHTax OCYIIECTBICHHS HACTOSIIErO N300PETEHNUS JIeUeHUE
BKJIFOYAET BBeneHHe coennHeHus popmysl I B popme ero papmaneBTudecku mpuemMiIeMon CONH.
B HekoTOpBhIX BapmaHTax OCYLIECTBJIEHHUsS (apMaLEBTHUECKU IMpHEMJIEMas COJNb COEIMHEHHS
dopmynsl I mMokeT mpencTaBiATh cCOOON coib coenuHeHus Gopmyisl I ¢ ¢usnomornuecku
COBMECTHUMBIMH MHHEPAJIbHBIMH KHCJIOTaMH, TaKUMH KakK COJITHAas KHUCJIOTa, cepHas (wiu
CEepHUCTAs) KUCIIOTA, CyIb(ypoHOoBas kucyora win (ochopHasi KUCIOTA, WIH ¢ OPTAHUIECKUMU
KHUCJIOTAMHU, TAKUMH KaK METAHCYJIb(OHOBAsI KUCIIOTA, M-TOJY OJICY Ib(POHOBAsE KUCIIOTA, YKCYCHAs
KHCJIOTa, MOJIOYHAsl KHCJIOTa, TPU(PTOPYKCyCHAast KHUCIIOTA, JIMMOHHAs KHUCIOTa, (pymapoBas
KHCJIOTA, MaJIENHOBAsl KUCJIOTA, BUHHAS KUCJIOTA, STHTapHAast KMCJIOTAa UJIH CAJTMLIMIIOBAs KUCIIOTA.

[00110] B onpeneneHHbIX BapHaHTaX OCYINECTBJECHUS HACTOSIIErO M300pETeHUs, Kak
OIMCAHO BBILIE, JICUYCHHWE BKIFOUAET BBEAEHHE COeNUHEHUus: (opMyJsbl I B KpUCTaTHMUYECKOi
dopme (Hanpumep, B popme A, popme B mu popme C) B hopme cynbdarHol conu (Hanpumep,
MOHOCYJIb(DAaTHOM COJIM MJIH TeMUCYJIBPATHOH COJN).

[00111] B pa3nuuHbIX BapHaHTaX OCYLIECTBIIEHHS HACTOsLIEE N300PETeHNE OTHOCUTCS K
cnocobam Jsedenust TGN, BKIOYAOMMM BBeAEHHE CyOBEKTY, HYXKAAIOLIEMYCS B 3TOM,
KOMIIO3ULIMH, BKJIIOYAKOIEH TepaneBTUYecku J(PQPEKTUBHOE KOJIUYECTBO OTPULATEIHHOTO
amocrepudeckoro monyssitopa (NAM) mGluS wnu ero ¢papmaneBTHUECKH TPUEMIIEMON COJIH,

rane mGluS NAM npencrasisier coboii coequneHre Gopmyibr I:

[00112] B onpeneneHHbIX BapHaHTaX OCYIIECTBICHHS HACTOSIIIErO N300PETeHNUS JIeueHUE
BKJIFOYAET BBEACHUE COeNnHEeHHsI ()OpMyJibl | B KauecTBe MOHOTEPAITHH.

[00113] B omnpeneneHHbIX BapHaHTaxX OCYINECTBJICHUS HACTOSINETO H300PETEHHS
CHOCOOBI, TPENJIOKEHHbIE B HACTOSIEM ITOKYMEHTE, IOTOJHUTENIbHO BKIFOYAOT BBEIACHUE
cyOBekTy TepaneBTHUeCKH 3 (HEKTHBHOTO KOJIHMYECTBA IPYTOro TePANeBTHIECKOrO CPECTRA.

[00114] Kak omucaHO BbIllle, HACTOsINEEe H300pETEHHE OTHOCUTCS K TMPUMEHEHHIO
coequHeHust Qopmynsl | WM ero TepaneBTHUECKH TNPUEMIIEMOH CONM Uil JICYCHHUS
tpuremuHanbHOll HeBpasruu (TGN). B onpenenenHbix Bapuantax ocymectsienus TGN
npeacrasisier codoi TunuuHyro TGN, KOTOpas MPUBOAHWT K 3MU30[aM CHJIBHOH, BHE3AITHOW,
MOXOYKEH Ha MIOK OOJTM € OTHOM CTOPOHBI JINIIA, JUTSIIEHCS OT HECKOJIBKUX CEKYH] 1O HECKOJIBKHX
MuHyT. B onpenenennsix BapmanTtax ocymectieHus: TGN mpexncraBisier coOOH aTUMUYIHYIO

TGN, xoTopasi NPUBOAUT K OCTOSIHHOM JKI'y4el, HO MEeHee BbIpakeHHOH Oonu. B onpeneneHHbIx
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BapuaHrax ocymectsieHus: TGN mpexncrasnser codoit 3aboneBanue, KIacCUPUIIUPOBAHHOE IO
Mexnynaponnoii knaccudukauuu rojosaoit 6omm (International Classification of Headache -
ICHD-3). B omnpeneneHsbix BapuaHtax ocymectsieHuss TGN mpencrasnser  coOoi
kynaccuueckyro TGN. B onpenenennsix Bapuantax ocymectsieHuss TGN npencrasiser coboit
Bropuunyto TGN. B omnpenenenneix Bapmantax ocymectsieHuss TGN mpexncrasiser coOoi
uauonarudeckyro TGN.

[00115] B omnpeneneHHbIX BapHaHTax OCYINECTBJIECHUS HACTOSINETO H300PETEHHS
TepaneBTUIecKuil 3P eKT JeueHns onpenessieTcs CleayINMI OKA3aTeNsIMU:

a) CHIDKEHUE aKTUBHOCTU aKTHBHPYEMBIX BBICOKHM HANPSKEHUEM KaJbLUEBBIX KAHAJIOB;

b) CHIKEHHE aKTUBHOCTH aKTHBHUPYEMBIX BBICOKHM HANPSKEHUEM HATPUEBbIX KAHAJIOB;

C) MOJABJIEHNE PACTIPOCTPAHEHUS MOTEHLMAIA 1eHCTBHSI HOHHBIX KaHAJIOB; UJIH

d) monaBneHne ObICTPOTO NEHCTBUSI HEHPOHOB.

[00116] B HexkoTOpHIX BapuaHTaX OCYLIECTBJIEHMS HACTOSINEr0 H300pETeHHs
3¢ (eKTUBHOCTD COENMHEHHSI OTIPENeNsIeTCs 0 1mKaje KpaTkoro onpocHUKa MALUEHTOB ¢ OOJIbIO
B obnactu smna (Brief Pain Inventory-Facial - BPI-F). B HekoTopbIX BapuaHTax OCYIIeCTBICHUS
3¢ (eKTUBHOCTD COENMHEHHs ompexaessiercs no obmemy Brevarinenuto usmeHenws (Global
Impression change). B HekoTopsIx BapuaHTax ocyliecTBieHHs 3()(EKTUBHOCTb COEIMHEHUS
omnpenensiercs o mkajie naeanuaHocty [lnxana (Sheehan Doability Scale - SDS). B Hexotopsix
BapUAHTaX OCYIIECTBIEHUS 3} (HEKTHBHOCTb COSTUHEHUS ONPEAeIsIeTCs [0 KapTOYKaM JTHEBHHUKA
nauyeHTa. B HeKOTOPbIX BapHaHTaX OCYIIECTBICHUS 3(PEKTUBHOCTh COSAMHEHHS ONPEAeIISIeTCsI
KOJIMYECTBOM U TSDKECTBIO MPHUCTYNOB (MApOKCH3MOB) HMJIM KOJMYECTBOM JHeH Oe3 OGomu. B
HEKOTOPBIX BAapUAHTAaX OCYLIECTBICHHs O(P(HEKTUBHOCTb COEIMHEHUS OIPEneNseTcs: 10
pe3yJibTaTaM aHKeThl yIOBJIETBOPEHHOCTH nauueHTa npruemom jiekapcts (Medication Satisfaction
Questionnaire - MSQ). B HekoTOpbIX BapraHTax OCyIIecTBICHUs 3(P(PEKTUBHOCTD COCTMHEHUS
omnpenensiercs no odeMy BrieYaTiIeHnto nauueHTa oo namenenusx (Patient Global Impression of
Change - PGI-C). B HekoTOphIXx BapuwaHTax OCyIIeCTBIeHHs 3((HEKTHBHOCTb COEIUHEHUS
ompenensiercss mo obueMy BIEYATICHUIO mManueHta o Tsbkectu Oomm (Global Impression -
severity).

[00117] be3 manpHEHIIUX yTOYHEHWH CYUTAETCS, YTO CIELHAJIUCT B JAHHOW OOJacTH,
OCHOBBIBASICb Ha TPUBEACHHOM BBIIIE OMNHCAHUH, MOXET B TOJHOH Mepe HCIOIb30BaTh
Hacrosimee u3o0OpereHue. IlosToMy mnpuBeNEeHHBIE aajiee KOHKPETHBIE MPUMEPBI CIEIyeT
paccMaTpuBaTh TOJBKO KaK WUIOCTPATUBHBIE W HE OrPAHWYMBAOLINE OCTAJIBbHYI) 4YacTb
ONMHCaHus KakuM-1rdo obpasom. Bce myOnmukanuu, MUTHPOBAHHBIE B HACTOSIIEM OMHMCAHUH,
BBEJICHBI BO BCEX TOJIHOTE B HACTOSIIIEE ONMHCAHNE B KAUECTBE CCBIJIOK.

MNPUMEPBI

[00118] [Insi Ooyee MONHOTO MOHUMAaHUS W300pPETEHHs, OMHUCAHHOTO B HACTOSIIEM
IOKyMEHTE, PUBEIECHBI MTPEICTABICHHbBIE HIDKE MPUMEpPHL. [IprMepsl, onrucaHHble B HACTOSLICH
3asiBKe, TIPUBEACHBI TOJIBKO Ul HIUTOCTPALIUN COSAMHEHUH, (papMaeBTHIeCKNX KOMITO3ULIUH U
CHIOCOOOB, OMHUCAHHBIX B HACTOSAIIEM JOKYMEHTE, M HE JOJDKHBI PAacCMAaTPUBATBCS Kak

OrpaHUYMBAIOLINE OOBEM HACTOSIIETO H300PETEHUS.
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Ipumep 1: Cunres 2-xaop-4-[1-(4-¢propdenunn)-2,S-numerni-1H-umuaazon-4-
WITHHWI |[nupuanHa (coenunenue Gopmynel I, supra) [cm. [latert CLIA Ne 7332510]

[00119] 2-Xnop-4-[1-(4-proppenmn)-2-metmn- | H-umunazon-4-mi3 THHAI |-TUPUIUH
(200 mr, 0,6 mmonb) pactBopsitoT B 10 mut terparunpodypan (TI'®@) u oxnaxkgarot no -75°C. K
cMmecu nobasisiroT auusonponmwiamua gutus (0,45 mui, 0,91 MMonb) U mepeMenInBaOT CMeCh B
teyenne 15 munyt mpu -75°C. K cmecu pobGammsiror Honmeran (0,05 mn, 0,85 mmonb) u
nepeMelnBaHue npoaookaroT npu -75°C B TeueHue 2 4acoB. PeaklMOHHYHO CMeChb TracsiT
HachimeHHbIM pacTBopoM NaHCOj; u skcTparupyror Bomol u sTminauneratoM. OO0benuHEeHHbIE
OpPTraHHUYECKHE SKCTPAKTHI CYIIAT CYJIb(paToM HATpus, QUIBTPYIOT U yrapusatoT. CeIpoii MPOAYKT
ounmarT  ¢upu-xpomarorpadpueli  (CUIMKarenb, — 3JIOUPOBAHHE  C  IPAJAMEHTOM:
renran/>Twnanerat ot 90:10 go 20:80) u nepekpucTaiu3anyedl U3 3THIALETaTa. Y Ka3aHHOE B
3aroJIOBKe COeIMHEeHUE TIONY4aroT B BUAe TBepaoro denoro Bemectsa. MC: m/z=326,5 (M+H).

Ilpumep 2: Ilonyyenne moaumopgos cojieri coenuHenuss popmyJnl I [em. IlaTenT
CIIIA Ne 8063076]

[00120] MonocyabgpaTtHass coab dopmbr A: 61,0 T 2-xnop-4-[1-(4-propdenmn)-2,5-
auMeTw- 1 H-umunazon-4-uisTHHWI |[MTUpUANHA pacTBOpsOT B 610 mn 2-momanona. PactBop
¢unbTpyroT U GreTp npombiBaroT 31 Mt 2-mponanona. K 00beIuHEHHBIM PacTBOPaM IO KaIuisiM
nobasistroT cmechk 30 mut Bozbl U 18,91 1 cepHoii kucnoTsl (97%). PactBop oxnaxaarot no 0-5°C.
ITpu Heobxoaumoctu npu 58°C BHOCAT 3aTpaBOYHbIE KPUCTAJUIBL. TBEpIbIi OCaOK COOMpPAIOT
¢dunbTpauneii, npomsiBaroT 2-nponanosiom (0-5°C) u cymart npu 50°C u menee 1 mOap B TeueHue
18 vacoB ¢ mojyueHHEeM MOHOCYyJb(aTHOU conmu coemuHeHust Gopmynsr 1 (69,1 r, 87,1%).
3arpaBodHble KpPUCTALIBI (HOPMBI A TMOJYyYarOT TOJY4YEHbl B TIPOLECCE OXJIAKAAIOIIEH
KPHUCTAJUTU3ALMH TeT1oro pacteopa 250 Mr moHocyibaTHoi cou B 10 Mt 2-nponanona. [Tocne
oxnaxnaenus: 10 0°C TBepablii ocanok coduparoT ¢punbrpauueii u cymar npu S0°C B Bakyyme ¢
nosiyueHueM ¢GopMbl A MoOHOCyJb(aTHONH conu, uyto moareepxaaer IIPJI, mo cyiuecTBy
npencrasjieHHas Ha ¢purype 1.

[00121] MounocyabatHas coab ¢opmsbl B: 300 Mr dpopmbr A MOHOCYTB(ATHOM COJTU
coenuHHUSA popMyJibl | pacTBOpstOT B 3 Mut 2-niponanoia u 1 Mt Bogsl pu 60°C ¢ noydeHnem
IpO3payHoOro pacteopa. B  mpospauHblii  pacTBOp BHOCST 3aTPaBOYHBIE  KPUCTAJIBI
MOHOCYyIb(aTHON conu GopMbl B M repMeTH3upyrOT pacTBOpP NMpPHU KOMHATHOH TemIeparype
(marmpumep, npumepro npu 25°C). MoHokpuctaiuibl obpa3yroTcs depe3 3 OHs. 3aTpaBOYHbIE
KPHUCTAJUTBI TOJIyYArOT U3 HACBIIIIEHHON CYCIIEH3UH MOHOCY JTb(haTHOM CONTM COEAMHEHUS (POPMYJIBI
I hbopmbl A B cMecu 2-iponianosna v Boabl (3:1 00./00.) mpu komHaTHOM Temmnepatype. CycneH3uro
NepeMENINBAOT NPU KOMHATHOM TeMIepaType NPUMEPHO B TedeHue 3 Henenb. 1Bepable
NPOAYKTHI (PIIBTPYIOT Uepe3 CTEKISIHHBIA PUIIBTP 35 ¢ MOJMyYeHneM KpUCTaIuIndeckoi ¢popmel B
MOHOCYIb(aTHOH comu, uto noaTeeps;kaaet [IP/I", mo cymecTBy npeacrasneHHas Ha Gurype 2.

[00122] I'emucyabsgartras coab ¢popmbl C: 41 T popmbl A MOHOCYIb(ATA COETMHEHHS
dopmyner I cmemmBator co 128 1 Bompl. CyCHeH3HMIO MNEPEMEIIMBAOT NPH KOMHATHOH
Temneparype B TeueHue 2-16 gacos. [locne npeBparueHus Bceii MOHOCYJIb(aTHOI comu popmbl A

B reMHCYJIb(GATHYIO COJIb MOy YeHHbIE KPUCTAIUTBI COOMPAIOT (PUIIbTpALIEl H IPOMBIBAIOT BOJOM.
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ITonyueHHBIH BIAKHBIA O0cafok Ha GuibTpe cymat npu 40°C B BaKkyyMHOH medn B TedeHue 48
4acoB ¢ mojy4deHueM remucyibdarHoii comu (opmer C ¢ Bexogom 93%. dopmy C
remucybdaraoli comu moaresepxkaaet [TP/II7, mo cymecTBy npeacrapieHHas Ha purype 3.

[00123] AmopdHass moHocyabpaTHass coab: 0,53 r MoHOcynb(dara coemuHEHHs
dopmyasl I pacteopsiror B 10 Mu1 MeTaHona npu temnepatype npumepHo 65°C. PactBopurens
BBIAPUBAIOT B BAaKyyMe, TBEPAbI OCTAaTOK (II€HA) AOMOJHUTENBHO CYIIAT NPU TEMIIepaType
npumepro 50°C u nasnenun 5-20 mOap B reuenue 18 vacos. Anammus (IIPI" u JICK) noka3biBaer
nonyueHue amopdHoi dopmel coenuHerus Gopmynbl . AMopdHyI coHOCyIB(paTHYIO COJb
XapaKTepU3yIOT C MOMOLIBK HH(PPAKPACHOTO CHEKTpa, comepskauero JuHuu npu 2730, 2592,
2219, 1633, 1586, 1570, 1513, 1375, 1343, 1293, 1226, 1157, 1130, 1084, 1040, 986, 903, 848,
788, 712 u 670 em! (£3 cml). Temnepatypa crexnosanusi (T;), onpenenennas ¢ nomorusio JICK,
B 3HAUUTENPHON CTEMEHU 3aBHUCHT OT COJEpPKaHWUsS PACTBOPHUTENSA: MJIs BJIAXKHOro oOpasua
(3akpbITast KroBeTa) paBHa mnpumepHo 42°C, nist BBICYIIEHHOro in-sifu oOpasua (KioBera ¢
nepdoprupoBaHHOH KPBIIIKOIT) paBHa npumepHo 77°C.

Ilpumep 3: Kancyasl ¢ MOAM(HIHPOBAHHBIM BbICBOOOKAEHHEM /eiiCTBYIOLIEro
BeleCTBA MATPUYHOIO nejiera GopmMmbl A MOHOCYIb(PATHOH COJIH

[00124] IlonyuaroT ABE pa3Hble KOMIIO3ULMU MAaTPUYHBIX MEJJIETOB B COOTBETCTBHM C
peuentypamu, npencraBieHHbIMH B Tabmuume 1 Hwke. IlomydyeHHbIME TakuMm 0o0Opa3om
MaTPUYHBIMU MEJUIETAMU 3aMOJIHAIOT KaICyJibl ¢ MOJYy4YeHHEM KarcCyj MAaTPUYHBIX IMEJJIETOB.
Croco0 monyueHHs BKIIOYAET: BIAKHOE TI'PAaHYJIMPOBAHME C BBICOKMM YCHJIMEM CIBHIA
MOHOCYIb(aTHOM comu  (HOpMbI A, MHUKPOKPUCTAUIMYECKOH LIEJUTFOJIO3bI, COMOJUMEpa
METAaKpUJIOBOM KHCJIOTBI M THUIPOMENJIO3bl C OUYMINEHHONH BOJOH C TMOJYYE€HHUEM CMECH,
NOCJIEAYIOIee HKCTPYIUPOBAaHUE, C(EpOHM3ALMIO, CYIIKY B ICEBIOOKHKEHHOM CJIOE U
MIPOCEUBAHUE CMECHU C MOJyYeHHEeM TBEPAOro MPOAYKTA; U MOCIeAYyIoIIee CMEIINBaHe TBEPIOTrO
NPOAYKTA C BHEUTHUM (PapMaLeBTUYECKUM SKCLUITUEHTOM, TAJIbKOM, C MOJYYSeHHEM MaTPUYHBIX
MeJuyieT, W 3aTeM 3alojHeHWe MAaTPUYHBIMH MeJUIeTaMU Karcyjd C MOJy4eHHEeM Karcys ¢
MaTpUYHBIMU TesjietamMu. TouyHee, KaXAyl W3 CTaAWil TpaHyJUPOBAaHUS, JKCTPY3UH,
cpoHM3aLMH, CYIIKH, TPOCEUBAHUS U CMEIIUBAHHUSI TPOBOIAT CIEAYIOIIUM 00pa3oM.

1. HaBecky moHocysbdata ¢opmel A u mpumepHo 15% HEOOXOOMMOro KOJHYECTBA
MHUKPOKPUCTAJUINYECKON LIEeJUTI0JIO3b] MOMELIAloT B MoaxonsAuuil koHrteiHep. Conepikumoe
NEPEMEIINBAIOT C MOMOIIBIO Ty pOYJIEHTHOTO MUKCEpa WJIH aHAJIOTMYHOTO OeHaepa B Tedenue 30
MHUHYT CO CKOpOCcThIO 40+10 000pOTOB B MUHYTY.

2. llpuroraBiuMBarOT HABECKH MATEPHANIOB CTAaguu 2. CONOJMMEpPa METaKpPUJIOBOU
KHCJIOTBI, TUIIPOMEIIO3b] U OCTABLIYIOCS YaCTh MUKPOKPUCTAIINYECKOHN LIEJITF0JI03bI.

3. Bce mMarepuanel CTaiuu 2 NEPEHOCAT B IPAHYJSTOP C BBICOKONW CKOPOCTBEO CIIBUIa C
NOCJIEAYIOIUM JOOABIEHUEM CMECH CO CTanuu 1. Bce KOMIIOHEHThI CMEIINBAIOT B TEUEHUE IBYX
MHUHYT C IOMOLIBIO HMIEIEpa U U3MENbUYUTENs IPU CIEAYIOLUX CKOPOCTAX: HUMIEJep -
300+100 06./muH.; uamenbuuteib - 1500+500 06./MuH.

4. TlopomkooOpa3Hyl0 CMeCh, MOJNYUYEHHYIO Ha CTaIuH 3, TPAaHYJUPYIOT MOCPENCTBOM

HAHECEHUs ONPBICKMBAHNUEM Ha MOPOIIKOOOPA3HYI0 CMECh OUMIIEHHOW BOABI (MPUOIH3UTEIBHO
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83% oT pasmepa 3arpy3Ku) NpU HENPEPHIBHOM IEPEMELIMBAHUN CONEP’KUMOIO C TOMOLIBIO
umnesepa co ckopoctbro 300+100 00./MuH. 1 m3MenpunTeNs co ckopocThio 1500+500 00./mMuH.
B TeueHne 20 munyT. [loTpeOnenue sHeprun GUKCUPYIOT B KOHIIE MPaHYJISILHH.

5. BrnaxkHble rpaHyJibl C MMOCTOSIHHOM CKOPOCTBIO MOJAKT B SKCTPYAEP U SKCTPYIUPYIOT
yepe3 cuto Ne 1 mpu yCTaHOBJIEHHON CKOPOCTH npuMepHO 40+5 00./MuH.

6. Ilpumepno 700 r BKCTPYAMPOBAHHOIO MaTepuaja CO CTaAUU S5 NEPEHOCAT B
cepormnszarop, ucnonb3ysi rpaxyuposanHyro miaactuHy Nel. Comepskumoe chepoHH3HPYIOT B
TedeHue 5 + 1 MuHYT co ckopocThio pumMepHo 0,6 (mpudmmusurenasro 1000 00./mMuH.).

7. CdepoHnzupoBaHHBI MaTepuag cO CTaauu 6 COOMpAOT M CyIlaT B CYLIWJIKE C
TMICEBJIOOKMIKEHHOM CJIOEM C TeMIiepaTypoit Ha Bxoze 60 + 10° 1o nocTukeHUst Coep KaHusl BOJIbI
B rpanysax meHee 0,8%, KOTOpO€e ONPEENSIOT C IOMOLIBIO FAJIONEHHOTO aHAJIN3aTOPa BJIAXKHOCTU
WJIM QHAJIOTMYHOTO anmnaparta, ycraHoBieHHoro Ha 90°C.

8. BricyleHHbIe nesuieTsl co craauu 7 npoceusaroT yepe3 cuta Ne 10 u Ne 40 u coOuparot
¢dpaxuuto rpanya pazmepom mMexay Ne 10 u Ne 40.

9. BenmuuuHy Macchl MEJUIET CO CTQAMU 8 HCIOJB3YIOT JUIA pacdeTa HeOOXOIMMOTrO
KOJIMYECTBA TaJIbKa.

10. Ilennersr co cramuu 9 momewiaroT B OyHKEPHBIM WM aHJIOTHYHBIA OneHuep,
n00aBISIIOT TAlIbK M IEPEMEIINBAIOT COAEPKHMOE B TEUEHHE 5 MHHYT CO CKOpOCTbIO 2045
00./MHH.

11. Ilenneramu, mojy4eHHbIMH Ha craguu 10, 3aMONHAKOT TBEPAbIE >KEIATHHOBbBIE
KarcyJiblL

12. Kancybl, nojgy4deHHble Ha cTaaud 11, XpaHAT B IBOMHBIX MOJTUAITHICHOBBIX MMAKETAX C
IBYMsI TTAKETAMH C CHJIMKATENIeM MEXIY MOJUITUICHOBBIMU MAKETaMHU B 3aKPBITOM (HHOPOBOM
Oapabane npu Temneparype He Bbite 25°C.

Tabnuua 1. TIpenapaTsl MATPUYHBIX MEJIETOB

HNurpeauent KoanuecTBo (Mr/kamncyna) DyHKUIHSA
dopma A MOHOCYIb(aTa 0,13* 1,30 AKTHBHBI UTPEIUEHT
MukpokpucTamnieckas Homwep,

POKp 64,62 128,20 oGpasyronuii
LIEJUTIOJI03a
MaTpHLY
ComnonumMep METaKpHIOBOH 30,00 60,00 HOJ‘II/IMGP,
KHCJIOTBI pearupytoruii Ha pH
Iunpomenosa 5,00 10,00 Caasyiouee
BEILECTBO
BemmecTso,
Tanbk 0,25 0,50 CIOCOOCTByIOIIIEE
CKOJIb)KEHHIO
Hroro 100,00 200,00

*IIpencrasnsier no3y 0,5 mr; # npencrasnser 103y 1,0, KOTOpbIE OMMCAHBI HIDKE.

[00125] OnHOPOAHOCTL COnEp KaHUsI MATPUUHBIX PAHYJ, KaK YCTAHOBJIEHO, 3aBUCUT OT
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cpennero pasmepa yactull (Dv50) u xonmudecTBa MOHOCY IB(aTHON conu Gopmbl A (AaKTUBHBIN
bapmaneBTrueckuii nHrpenueHt - A@H). B gacTHOCTH, MPUTrOTaBIMBAIOT TPH BapUAHTA YACTHI]
APl u3menpueHHEM C TOMOINBIO CTPYHHOW M INTHU(PTOBOH MEJNBHHUI[ 1O COOTBETCTBYIOIIETO
MenuaHHoro pasmepa gactuil: (Dv50) 3,3 Mkm (cTpyiiHoe u3menpuenue), 10 Mxm (mrugroBoe
u3MenbieHne) U 47 MkM (THTOBOE H3MENBbUYCHHE), U HCIONb3Ysl yKa3aHHbIE YaCTHUIIBI
NPUTOTABJIMBAIOT NpenapaThl AByX pa3nudbix 103 (APIL: 0,1 mr u 1,0 mr). MaTpu4Hsle neieTsl
B noze 1,0 mr API ¢ pasmepom uactun Dv50 3,3 mMkm, 10 MkM U 47 MKM MOKa3bIBatOT
OJHOPOAHOCTh O3UPOBOYHBIX enuHuL, mpuHATYo0 nmo USP (USP uniformity of dosage units -
UDU) ¢ nokasarenem npuemieMoctH (acceptance value - AV) 2.2, 6,3, 3,4, COOTBETCTBEHHO, YTO
cootBercTByeT kpurepuro npusstusi UDU (AV < 15). Matpuunsble nesietst B 1o3e 0,1 mr API,
NPUrOTOBJEHHbIE ¢ uUcnonb3oBaHueM API ¢ Dv50 47 MxMm, He COOTBETCTBYIOT KPUTEPHUSIM
npuemsiemoctu UDU, nokassiasg AV 20,9; Heo>kugaHHO, MaTPUUHBIE TPaHyJIbl, IPUTOTOBJICHHbIE
¢ ucnoabpzoanueM API ¢ Dv50 3,3 Mkm u 10 MKM, NMOKa3bIBalOT COOTBETCTBUE KPUTEPUSIM
npuemsiemoctu UDU, nemonctpupys AV 6,0 u 10,3, coorBercTBeHHO. [lonyueHHble pe3yapTaThl
MOKa3bIBAIOT, 4TO pasmep dactury API (Dv50) 10 Mxm nnu menee (Hanpumep, mexay 3,3-10 Mkm)
o0ecrieunBaeT JIEKApCTBEHHOE CPEACTBO B (OpME MATPUYHBIX MEJJIETOB C IMPUEMIIEMbIM
crocoOOM TPOM3BOACTBA M IPUEMJIEMBIMH XapaKTEPUCTHKAMH JIEKAPCTBEHHOIO Iperapara
(TakUMH KaK, HapuMep, OMHOPOAHOCTDb COAEPIKaHMs, paclpeaeeHue MeJUIeTOB 10 pa3Mepam H
pacTBOpeHHue), 4YTO JAejaeT ero Ooyee MOAXONAINM Uit pa3paboTKu (hapManeBTHYECKOTO
JIEKapPCTBEHHOI'O CPEACTBA.

[pumep 4: HccaenoBanue coenuHenusi popmynbl | anas jgedyeHusi cy0beKTOB ¢
TpuremuHaabHoii HeBpaarueii (TGN)

[00126] dnst ouenku >3dpdexTrBHOCTH U O€30MaCHOCTH BBEACHUS coenHeHHsT hopmy bl [
(Taxke Ha3bIBAEMOro «Oa3sMMIJIypaHT») B CYTOYHOH no3e oT 1,5 mr mo 3,5 mr mamnueHTtawm,
cTpajarouuM  OOJBIO, CBSI3aHHOH C  TPUTEMHHAJIbHOH HEBpaNTruWedl, W MOKa3aBIIUM
CyOONTHUMANbHBIE ~ OTBET HA COBPEMEHHYIO TMPOTUBOOOJIEBYIO  TEPANHIO,  MPOBOIST
MHoroueHTposoe uccienosanue ¢assl II/111 ¢ 8-menenvHoOM BBOIHOMN (pa3oii u mocnenyromum 12-
HEeNeJbHbIM  MPOCTEKTUBHBIM  JIBOHHBIM  CJICTIBIM,  PAHIOMH3HPOBAHHBIM  IUIAe0o-
KOHTPOJIUPYEMBIM HCCIIEIOBAHUEM C MapajieJIbHbIMU TPyNIaMyd U S52-HeNenbHbIM OTKPBITHIM
JOTIOTHUTEIBbHBIM UCCJIEIOBAaHUEM, KaK MOKa3aHo B Tabiuue 2 Huxke. B uccnenosannu 1 neprona
BKIIOYArOT 200 mauueHToB AJid paHAOMU3aLuU BO 2 nepuoae 70 nanueHTos.

Tabauua 2. Lenu u onleHNBaeMble TOKa3aTeNn

HNEPHUO/ 1. BBOAHASA ®A3A

Henn OueHnBaeMbie MOKA3ATEH

(OcHOBHAas 1IEJIb

Ouenutsb 6e30MmacHOCTh BBeNleHHs | HacToTa U TSKECTh HEXKEIATENIbHBIX SIBJICHUH,
OasuMriypaHTa B CyTO4HOM no3e 1,5-3,5 mr a  TaKkKe  pe3yabpTaThl  JabOpaTOPHBIX
HUCCJIEOBAHNN, BaKHEWINME  IIOKa3aTesu
COCTOSIHUSI OpraHu3Ma M 0e30MmacHOCTb IJIs
CePJICUHO-COCY TUCTOU CUCTEMBI
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DKCIJIOpaTHBHAs LEdb

Ouenntp 3¢ ¢GEeKTHBHOCTL JiedeHHst OOy,

CBSA3aHHOM C TPUIeMHHAJIBHOW HEBpAJTrHeH,

BBEZICHHEM Oa3uMINlypaHTa pa3 B JeHb B

Te4deHue 8§ HeZeNb MO CIEAYIOUINM aCIeKTaM:
- BJIUSIHUE Ha JIULEBYIO OO0Jb;

MU3MEHEHNEe BOCIIPHUSATHS OOJH MO OLIEHKE

MaLUEeHTOM,

- KOJIMYECTBCHHAA U KAQYC€CTBCHHAA OLICHKA
oounu;

- ceoboma ot Gonu;

- Y IOBJIETBOPEHHOCTh naryeHTa

JICKAPCTBCHHbIM CPEACTBOM

OmnpenensiroT CIenyomue moKa3aTeu:

- CpeziHee U3MEHEeHHe OLIEHKH OO K 8 Henene
OTHOCHTEJIbHO UCXOJHOTO YPOBHS nepuoaa 1
(Period 1 baseline - BL1), BocnpuanMaemoe
NAalMEeHTOM, IO IIKaje KPAaTKOrO ONPOCHUKA
NaMEeHTOB ¢ Ooubto B obnactu juna (BPI-F);
- OLIEHKa O01Iero BrevyaTiaeHus 00 H3MEeHeHNH
0o k 8 Hemene OTHOCUTENBHO HCXOIHOTO
yposns nepuoaa 1 (BL1);

- KOJWYECTBO U TSDKECTb MPUCTYIIOB
(mapoKCU3MOB), JUIMTENBHOCTh U TSKECTh
HenpepbIBHOH 00 1o cpaBHeHUto ¢ BL1;

- KONTM4eCTBO AHel Oe3 6oy,

- PEUTHHI JIEKapCTBEHHOIO CpPEACTBA IO
OLIGHKE TMAaIMeHTOM B COOTBETCTBUH C
OTPOCHUKOM YJIOBJIETBOPEHHOCTH IPUEMOM
JekapcTBeHHOro cpenctea (MSQ)

MEPHO/T 2. IBOWHOE CJIETIOE HCCJIEJOBAHUE

ean

OuenunBaemMbie MOKA3ATEH

OcCHOBHAasI [IEJIb

Ouenutp coxpanenue y mnanueHtoB ¢ TGN
AeicTBus Ha 0OJb B JBOWHONM cierom 12-
He/1eJIbHOM UCCJIEZIOBAaHUU BBEIICHUS
OasumriaypanTa B 1o3e 1,5-3,5 mr oguH pa3 B
JIeHb 110 CPaBHEHUIO C TUIanedo

Bpemss no mnorepu 3((EKTHBHOCTH WM
peumauBa OOJM, KOTOpasi ONMpPEnessieTcs Kak
MOATBEP)KACHHOE  yBEJIMYEHHE  YaCTOThI
CXKCHEACIIbHBIX MMapOKCHU3MOB UJIU MMOBTOPHOEC
NOSIBJICHWE  HEMpephIBHON  Oomm  w/win
HEOOXOAUMOCTH MPHUEMa CPENCTB SKCTPEHHOM
TepaIiu

Bropuunsle neau

B nBOWHOM clienmoM HCCIE€OOBAaHHUU OLIEHUTH
BJIUSIHUE JICYCHUsS] BBEICHUEM OJHOKPATHOU

1036l OasUMIrjypaHTa [0 CpPaBHEHHIO C
ianedo Ha CeyoIue ACTIEKTBI
3a00/IeBaHMS:

- BJIUSTHUE Ha JIULEBYIO OO0Jb;

- YaCTOTa BO3HUKHOBEHHS M TSKECTH OOJTH;

- U3MEHEHHE BOCTIPUSITHsI OOJIH MO OIIEHKE
NarueHTa;

- yIOBJIETBOPEHHOCTh
JIEKAPCTBEHHBIM CPENCTBOM,

- 0e30MacHOCTh BBEACHUS Oa3UMIIypaHTa B
nose 1,5-3,5 mr oauH pa3 B A€Hb MO
CPaBHEHHIO ¢ TIanedo

nanmyueHTa

OmnpenenstoT ClAeayoLIne MOKa3aTeu:

- cpenHee W3MEHEHHe OOIIel OLIEHKH
MALKEHTOB M0 O0IIeH IKajie OLEHKH JIULIEBOM
6omu (BPI-F)mo cpaBHEeHHIO C HCXOIHBIM
ypoBHeM niepuona 2 (BL2);

- YacToTa M TKECTh  MPUCTYIIOB
(mMapoKCU3MOB), a TaKkKe TKECTbh W
NPOJOJKUTEBHOCTh  HEMPEPbIBHON  0oJIH,
(pukcupyemblie B JHEBHHKAX MAL[EHTOB,

- OLIeHKa OO0IIero BreyaTieHus: 00 U3MEHEHHH
10 CPABHEHHUIO C UCXOIHBIM YPOBHEM MepHOaa
2(BL2)

- pEHTHHT JIeKapCTBEHHOTO CpeiCTBa IO
OLEHKE TMAalMEeHTOM B COOTBETCTBUH C
OIMPOCHUKOM YJIOBJIETBOPEHHOCTH TMPHEMOM
JexkapcTBeHHOTro cpencraa (MSQ);

- 4YaCcTOTAa M TSDKECTb  HEXKEJATeNbHbIX
SIBJICHUH, pe3ybTaThl 71a00PaTOPHBIX
aHANMN30B, OE30MACHOCTh MJIsI  CepAEYHO-

COCYIUCTOU CUCTEMBI.
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DKCIJIOpaTHBHAs LEdb

Ouennutes BiusHHMe Oomu Ha  oOmIyrO | 3aperucTpupoBaHHbBIE B JTHEBHUKAX

MIOBCETHEBHYIO JKU3HEAEATEIbHOCTD NAllMeHTOB OLEHKH BJIMSHUA OONU HA
MIOBCEHEBHY IO JKU3HENIES TEIbHOCTh
NalMeHTa

OTKPBITOE JOINOJHHUTEJIBHOE HCCIIEJOBAHHUE

Henn OueHnnBaemMbie MOKA3ATEH

OcHoBHas 11eJb

BefeHus1 OasumriypaHta B go3e 1,5-3,5 mr
OIWH pa3 B J€Hb Ha CJENyIOLINE AaCHEeKThI
3a001eBaHMS:

- BJIUSIHHME Ha JIUIIEBYIO OO,

- YaCTOTa BO3HUKHOBEHUS U TSKECTh 00N,

- U3MEHEHHEe BOCTIPHUSTUSI OOJIU MO OLIEHKE

OueHntb  IONTOCPOYHYKO  Oe3omacHOCTh | YacToTa W TSDKECTh  HEONAronmpUsTHBIX
BBEZIEHUs] Oa3MMIUIypaHTa B CYTOYHOM 1103€ | COOBITHH; pe3yJIbTaThl 71a00paTOPHBIX
1,5-3,5 mr AHAJIM30B, OCHOBHBIE MOKA3aTENIM COCTOSHHUS
opraHusMa M 0€30MacHOCTb I CEepAEYHO-
COCYJIUCTOMN CUCTEMBIL.
Bropuunsle neau
Ouenute  HempepbBHYIO 3¢ ekTHBHOCTD | ONMpenessoT CleAyoIre TOKa3aTeIH:

- CpenHsissi OLEHKA MalMeHTaMu OOJIu TIOo
o01eit mkasne oueHku auuesoit 6onu (BPI-F);

- "YacToTa W TSDKeCTh  MPUCTYIIOB
(mapokcu3MoOB), a TaKke TSKECTb W
JUTUTEIbHOCTD HeTIPEePBIBHOM oo,

¢duKcupyemble B JHEBHUKAX MAIIHEHTOB,

- OLIEHKa OOLIero BIEYATIEHUS O TSIKECTU
3aboneBauus B coorserctsud ¢ PGI-S

JAPYI'HE BAPUAHTHI OCYIIECTBJIEHHUA HACTOALIET'O U3OBPETEHUSA

[00127] Bce ornuuuTenbHble NMPU3HAKU, PACKPBITBIE B HACTOSLIEM ONHMCAHUHU, MOTYT

MNalnueHTOM

00BenUHATHCS B JTI000# kKoMOMHAIMH. KaxIblii OTIMUNTENbHBIA PU3HAK, PACKPBITHINA B TAHHOM
ONMCAHUH, MOKET 3aMEHATHCS AJIbTEPHATUBHBIM OTJIMYUTEIbHBIM PU3HAKOM, CJIY KALUM TaKOU
K€, SKBUBAJICHTHOW WJIM aHAJIOTMYHOW Leiau. Takum oOpa3oM, eclii SIBHO HE YKa3aHO HWHOE,
KXl PACKPBITBIA OTIMYUTENbHBIA TPU3HAK SIBJISIETCS JIMIIb MPUMEPOM M3 OOLIero psiza
5KBHUBAJICHTHBIX WM AHAJOTUYHBIX OTJIIMYUTEIbHBIX TIPU3HAKOB.

[00128] Kpome Toro, u3 MpUBEACHHOTO BBILIE ONMUCAHUS CIIELUAIUCT B JAHHOH 00IacTH
TEXHUKH MOXKET JIETKO OTPEIEIUTD CyIIEeCTBEHHbIE XaPAKTEPUCTUKU HACTOSLIETO H300pETEHHS U,
HEe OTCTymasi OT CyllecTBa M O00BbEMa HACTOSILIEro HM300pPETeHHs, MOXKET BHECTH pa3IMYHbIE
U3MEHEeHUsT 1 MoAM(HUKanuyu U300pETeHUs U aJanTalidd €ro K PasUdHbIM MPUMEHEHUSIM U
ycnousiM. Takum o6pa3om, Apyrue BapHaHThl OCYIIECTBIEHHS N300PETEHUS TAK)KE HAXOISATCS B

npenesaax GopMyJibl U300peTEeHUSI.
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®OPMYJIA U3OBPETEHUSA
1. Cnocob® neuenust TpuremuHanbHOM Hepanruu (TGN), BKIOUArOIM BBEIEHUE
CyOBEKTY, HY>KIAIOLIEMyCsl B 5TOM, KOMITO3UIIUH, BKJIOYAIOIIEH TepaneBTHIECKH 3(PPeKTHBHOE
KOJINYECTBO COENUHEHHMs WIM ero (papMaleBTHUYECKH MPHEMJIEMOH COJIM, TA€ COEIUHEHHE

npexcTasisieT coboit coennHenne popmyel I:

(D).

2. Cnocob mo 1.1, B KOTOPOM BBEI€HUE BKJIIOYAET BBEJEHHE coennHeHus1 Gpopmyusl I B
¢dbopme cBOOOTHOTO OCHOBAHUSI.

3. Cnocob no 1.1, B KOTOPOM BBeJI€HHE BKJIIOYAET BBEACHUE coenuHeHHs (opmyJinl I B
dopme ero papmManeBTHUECKH MPUEMIIEMOH COJH.

4. Cniocob o 1.3, B KOTOpOoM (hapMaLieBTHUECKU MpUeMyIeMasi COJIb PEACTABIsIET OO0
MOHOCYJIb(DATHYIO COJIb HJTH TeMHCYIb(ATHYIO COJIb.

5. Cnoco6 no nm.4, B KoTopoM (apmManeBTHYECKH MpUeMIIeMasi COJb NPEICTABICHA B
KpHUCTaJUTHUeCcKOoi hopme mu amopdHOit hopme.

6. Cnocob mo m.5, B KOTOpoM (apMaleBTUYECKH MpHeMJieMas COJib BKIHOYAIOT
KPUCTATMUECKYIO aHTuapatHyro ¢opmy (hopmy A) MOHOCYNIb(ATHON CONMM COEIUHEHHS
dopmynbl I, tme dopma A xapakTepusyeTcs MOPOIIKOBOH PEHTEHOBCKON MU(PPAKTOrPaAMMOL
(ITPI), monyuenHo ¢ momoursto CuKo u3iydenus:, copepskaiiei mo MeHbIIeH Mepe TPH MHUKa,
BBIOpAHHBIX U3 MMUKOB MPH clieayoimux yriax 20 (2 tera): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6, 22,6,
22.9,25,7,27,1 u29,9 (£ 0,2°).

7. Cnocod® mo m.6, B koTopoM ¢opmMa A XapaKTepH3yeTcss MUKAMH Ha IMOPOIIKOBOH
PEHTTeHOBCKOM AudpakTorpamme, NOJYYeHHOH ¢ nmoMombio Cug, U3Ny4YeHHs, TIPH CIETYFOIIUX
yrnax 26 (2 Tera): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6, 22,6, 22,9, 25,7, 27,1 u 29,9 (£0,2°).

8. Cnocob mo nm.6 wiam 7, B KOTOPOM IOPOIIKOBAasi PEHTTCHOBCKas OU(pPAKTOrpamMma
(ITPAAT) dopmsr A npencrasisier codoit [TP/I, mo cyimecTBy npencTaBieHHy0 Ha urype 1.

9. Cnocob mo m5, B KOTOpOM (hapMaleBTHYECKU TMpUeMJieMasl COJIb BKIFOYAET
KPUCTATMHYECKYI0 MOHOruapaTHyo ¢opmy (dopmy B) MOHOCYIB(pATHONW CONU COENUHEHUS
dopmynsl I, toe TTPAT” popmer B npencrasnsier coboii ITP/II, o cymecTBy npeacTaBieHHYIO Ha
durype 2.

10. Crioco6 mo 1.5, B KOTOpOoM (papMarieBTUIECKH MPUEMIIEMAst COJIb BKIIFOYAET aMOPHHYIO
¢dbopmy MoHOCYIB(DATHON conu coenuHeHus: Gpopmysl [, XxapakTepusyromyrocs HHQPaKpacHbIM
CIIEKTPOM, COJEp KAIUM MOJIOCHI norjomenus npu 2730, 2592, 2219, 1633, 1586, 1570, 1513,
1375, 1343, 1293, 1226, 1157, 1130, 1084, 1040, 986, 903, 848, 788, 712 u 670 cm’! (3 cm!).

11. Cmoco6 mo m5, B KOTOpOM (papMameBTHYECKH MpHeMJieMasl COJib BKIIFOUYAET

KPUCTAJUTMUECKYI0 reMuruapatHyo ¢opmy (popmy C) remucynbhaTHOH CONM COCOUHEHUS
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dopmynsl I, toe ITPAT” popmer C npencrasnsier coboii [TP/II, mo cymecTBy npencTaBieHHYIO Ha
durype 3.

12. Crnocod mo mrobomy u3 mm.1-11, B KOTOPOM KOMITO3MIIMSI MPEACTABISIET COOOM
MHKATCYJIUPOBAHHBINA B KaICyJy NpernapaT ¢ HEMEMJIEHHBIM BBICBOOOXKIEHHEM IEeHCTBYIOIIErO
BelecTBa, mpemapar B ¢opme TabNeTKu ¢ MOOU(PHUIUPOBAHHBIM  BBICBOOOKIEHUEM
JEMCTBYIOINEro BEeIeCTBa WJIM MHKAICYJIMPOBAHHBIN B KaICyJly Ipenapar B (popMme MesieToB ¢
MOIU(PHUIMPOBAHHBIM BBICBOOOXKIECHUEM IEHCTBYIOLIETO BEIIECTBA.

13. Croco® mo 1.12, B KOTOPOM KOMIIO3MLIUS MPEACTABISIET COO0I MHKAIICY INPOBAHHBIH
B KarcyJy mpenapar MeJJeToB ¢ MOIU(PUIMPOBAHHBIM BBICBOOOKAEHUEM EHCTBYIOIIErO
BEIECTBA, 1 coenuHeHne popmynl I nmm ero papmaneBTudecku npueMsemas CoJib IPUCYTCTBYET
B KosinyecTse OT npuMepHO 0,05 mr go 20 mr.

14. Cnoco6 mo mobomy u3 nm. 1-13, B xoropoMm coeannenue ¢opmyinel I mnm ero
dapMaLieBTHUECKH TIpUeMJieMasl COJIb MPUCYTCTBYET B KOMIIO3ULMM B  KOJHMYECTBE,
coctaBsitoieM ot npumepHo 0,01% no npumepno 20% mo macce U3 pacuera Ha OOIIYHO Maccy
KOMITO3ULIHL.

15. Crnocob mo m.14, B xotopoM coenuHenue ¢opmyubl I umm ero ¢apmaneBTHIECKH
npuemseMasi CoJib MPUCYTCTBYET B KOMITO3ULIMU B KOJMYECTBE, COCTABISIOIIEM OT NMPUMEPHO
0,05% no mpumepHo 15% 1o Macce U3 pacueTa Ha OOIIYI0 MacCy KOMIO3ULIMY.

16. Cioco® 1o 1.6, B KOTOPOM KOMIO3ULHS PEACTABISAET COOOH MHKAIICYJINPOBAHHBIN B
KamcyJly Tpenapar IMeJUleTOB ¢ MOAU(HUIMPOBAHHBIM BBICBOOOXKIEHHEM AEHCTBYIOIIETO
BemecTBa, U (Gopma A MoOHOCyJbdaTHON conu coenmHeHHs (Gopmynbl [ mpucyTcTByeT B
KOMITO3ULUH B KouuecTse oT npumepHo 0,05 mr 1o npumepHo 20 mr.

17. Cnocob6 mo m.16, B koTopoM ¢opma A MOHOCYJNbPATHOH CONU TPUCYTCTBYET B
KOMITO3UIIMH B KOJIMUECTBE, COCTaBysiromeM ot nmpumepHo 0,01% no mpumepno 20% mo macce u3
pacueTa Ha OOIIYIO MacCy KOMIO3HUIIHH.

18. Cnoco6 mo m.17, B kotopoM ¢opma A MOHOCYJIbPATHOH CONU TPUCYTCTBYET B
KOMITO3UIIMH B KOJIMUECTBE, COCTaBJIsiFoIeM oT nmpumepHo 0,05% no mpumepno 15% mo macce u3
pacueTa Ha OOIIYIO MAacCy KOMIO3HIIHH.

19. Cnoco0 no 1.6, B KOTOPOM KOMITO3ULIMSI PECTABIISIET COOOH MHKAICYJINPOBAHHBIH B

KarcyJy Mpenapar ¢ HEMEIJIEHHBIM BBICBOOOXKIEHHEM JEeHCTBYIOIIErO BELIECTBA CIEAYIOINeit

peLenTypsl:
MI/Kamncyna
®opma A MoHOCY TB(ATHON CONTN 0,065
MoHoruapar 1aKkTo3bl 108,934
YacTHuHO npemKenaTHHUPOBAHHbIN MaucoBbIi kpaxmad (tur 1500) 60,00
Kpockapmenosa HaTpus 8,00
ITosumon 30 15,00

Jlaypuncynsgat HaTpus 1,00



31

Tanbk 6,00
Creapat mMaruus 1,00
Bceero 200,0

20. Cnoco0 no 1.6, B KOTOPOM KOMITO3ULIUS TIPECTABIISIET COOOH MHKAICYINPOBAHHBIH B

KarcyJly Mpenapar ¢ HEMEIJIEHHBIM BBICBOOOXKIEHHEM IEeHCTBYIOIIErO BELIECTBA CIEAYyHOINEit

peLenTypsl:
Mr/Karncyna

®opma A MoHOCY Tb(ATHON CONTN 0,650
MoHnoruapar 1aKkTo35l 109,349
YacTiuHO npemKkenaTUHUPOBAaHHbIN MaucoBbIi kpaxmad (tur 1500) 60,00
Kpockapmenosa natpus 8,00
IMoBunon 30 15,00
Jlaypuncynsgar HaTpus -
Tanbk 6,00
Creapat Maraus 1,00
Bcero 200,0

21. Cnocob 1o n.6, B KOTOPOM KOMITO3ULIUS TIPEICTABIISET COOON MHKAICYJIUPOBAHHBIH B

KarncyJjly mpenapar ¢ HeMeIJICHHbIM BBICBOOOXKICHHEM JEHCTBYIOLIETO BEIIECTBA CIEAYHOINeH

peLenTypbl:

MI/Karncyna

®opma A MOHOCY Tb(ATHON COTN 2,602
MoHoruapar 1aKkTo3bl 107,398
YacTHUHO MpeKeNaTHHUPOBAHHbIN MaucoBbIi kKpaxmad (tur 1500) 60,00
Kpockapmenosa HaTpust 8,00
IMoBumon 30 15,00
Jlaypuncynsgar HaTpus -
Tanbk 6,00
Creapat maruust 1,00
Bceero 200,0

22. Cnoco0 1o n.6, B KOTOPOM KOMITO3ULIUSI TIPEICTABIISIET COOOH MHKAICYJIMPOBAHHBIH B

KarcyJly Mpenapar ¢ HEMEIJIEHHBIM BBICBOOOXKIEHHEM IEeHCTBYIOIIErO BELIECTBA CIIEAYIOINEit

peLenTypsl:

MI/Karmncyna

®opma A MOHOCY Tb(ATHON CONTN 26,02

MoHoruapar 1aKkTo3bl 83,98
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MI/Kamncyna

YacTH4HO MpeKeNaTHHUPOBAHHbIN MaucoBbIi kpaxmad (tur 1500) 60,00
Kpockapmenosa HaTpus 8,00
ITosunon 30 15,00
Jlaypuncynbgat HaTpus -

Tanbk 6,00
Creapat mMaruus 1,00
Bceero 200,0

23. Cnoco0 no 1.6, B KOTOPOM KOMITO3ULIUS MPECTABIIAET COOOH MHKAIICYINPOBAHHbIH B

Kancyjly Tpemapar NeJUIeTOB C MOAU(UIMPOBAHHBIM BBICBOOOKIEHUEM JEHCTBYIOIIErO

BELIECTBA, 1 KOMITO3UIIMSI BKJIFOUAET MpemnapaT, BbIOPaHHBIN U3 TPYTIIIBL, COCTOSIIEH U3 penapara

1, nmpenapara 2, npenapara 3 u npenapara 4, KOTOpbIe IPEICTABICHbI B TAOIHUIIEC HIKE.

I'pynna Hpen;apaT IIpenapar 2 Hper;apaT IIpenapar 4
Wnrpenuent KonuuectBo (Mr/karcya)
dopma A MoHOCYJIB(aTa 0,13 0,26 0,65 1,30
MukpokpucTanirieckas 64,62 129,24 64,10 128,20
LEJLTIONI03a
CononuMep MEeTaKpHUIIOBOM 30,00 60,00 30,00 60,00
KHUCJIOThI
I'unpomennosa 5,00 10,00 5,00 10,00
Tanbk 0,25 0,50 0,25 0,50
Bcero 100,00 200,00 100,00 200,00

24. Cnocob mo 1.6, B KOTOpOM (hapMaleBTUYECKHU TTpreMiieMasi CoJib cocTapisieT 90% mo

Macce Wi Oojiee KpucTajuindeckoir (opmbel A w3 pacuera Ha OOIIYy0 MacCy COJIH,

MPUCYTCTBYIOLIEH B KOMITO3ULIMML.

25. Cniocob 1o .24, B KOTOpOM (hapMarieBTHUECKH MpreMiieMasi COJIb CocTaBiisieT 95% mo

Macce win Oojiee KpucTauindeckoil (opmbel A w3 pacuera Ha OOIIYI0 MacCy COJIH,

MPUCYTCTBYIOLIEH B KOMITO3ULIMML.

26. Criocob 1o .25, B KOTOpoM (hapMarieBTHUECKH MpreMIieMasi COJIb CocTaBiisieT 99% o

Macce Wi Oojiee KpucTajuindeckoil (opmbel A w3 pacuerta Ha OOIIYIO MacCy COJIH,

MPUCYTCTBYIOLIEH B KOMITO3ULIUML.

27. Cnioco6 mo rodomMy u3 it 1-26, B KOTOpOM BBEIEHHE BKITFOUAET BBEJICHUE COSTUHEHUS

dbopmysl I umm ero papmaneBTHUECKH MPUEMIIEMON COJIM OJIMH Pa3 B ICHb.

28. Cniocob mo mrobomMy u3 it 1-27, B KOTOpOM BBEIEHHE BKITFOUAET BBEICHUE COSTUHEHUS
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dbopmysl I unmm ero papMaeBTUYECKH PUEMJIEMON COJIA B KOJIHUYECTBE OT mpuMepHo 0,1 mr 1o
npuMepHo 4,0 Mr OTUH pa3 B J€Hb.

29. Cnoco6 mo mrobomy u3 it 1-28, B KOTOpOM BBEIEHHE BKITFOUAET BBEICHUE COSTUHEHUS
¢dbopmysl I umu ero papMaieBTUYECKH PUEMJIEMON COJIA B KOJIHUYECTBE OT npuMepHo 0,1 mr 1o
MIPUMEPHO 3,5 MI OJTUH pa3 B JEHb.

30. Crioco0 o modomy u3 1. 1-29, B KOTOPOM BBEIIEHUE BKJIIOYAET BBEIAECHUE COSTUHEHHSI
dbopmysl I unmm ero gpapManeBTUYECKH IPUEMIIEMON COJIU B KOJIHUYECTBE OT npuMepHo 0,1 mr 1o
npuMepHoO 3,0 Mr OTUH pa3 B J€Hb.

31. Cnioco® mo modomy u3 mi. 1-30, B KOTOPOM BBEIEHUE BKJIIOYAET BBEIECHUE COSTUHEHHS
dbopmysl I unmm ero gpapmanieBTUYECKH PUEMJIEMON COJIU B KOJIHMUYECTBE OT npuMepHo 1,0 mr 1o
npuMepHo 4,0 Mr OIUH pa3 B J€Hb.

32. Cnioco0 mo modomy u3 . 1-30, B KOTOpOM BBEIEHHE BKJIIOYAET BBEIECHUE COSTUHEHHS
dbopmybl I unm ero papmarieBTUUECKH PHUEMIIEMON COJIM B KOJIMYECTBE OT pumepHo 1,5 mr 1o
MIPUMEPHO 3,5 MI' OJIUH pa3 B IE€Hb

33. Cnocob no mrobomy 13 1. 1-32, B KOTOPOM BBECHHE BKIIOYAET BBEICHHE COSTUHEHMUS
dopmyabl I wnu ero gapmareBTHYECKH MPUEMIIEMON COJHM B KOJUYECTBE MpuMepHO 4,0 wr,
IpUMepHO 3,5 mr, npuMepHo 3,0 Mr, npumepHo 2,5 mr, npuMepHo 2,0 Mr, npumepHo 1,5 mr unu
npuMepHoO 1,0 Mr onuH pas B I€Hb.

34. Cnoco6 no mobomy 13 1. 1-33, B KOTOPOM BBEEHHE BKIIFOYAET BBEJICHHE COSTUHEHMUS
dopmyabl I i ero papmaneBTHUECKH TPUEMIIEMOI COJIM B KOJIMYECTBE PUMEPHO 3,5 MI OlMH
pa3 B I€Hb.

35. Cnoco0 o mobdomy u3 1. 1-33, B KOTOPOM BBEIEHUE BKIIIOYAET BBEICHHE COSTUHEHMSI
dbopmybl I wu ero papmareBTHUECKH MPUEMIIEMOI COJTU B KOJIMYECTBE IPUMEPHO 1,5 Mr oquH
pa3 B I€Hb.

36. Cnocob6 mo mrobomy m3 mm.1-35, B KOTOpOM BBEIECHHE BKIFOYAET MEPOPAIbHOE
BBeZIcHUE coennHeHus popmyibl | i ero gpapManeBTHYECKH MPUEMIIEMOI COJHU.

37. Cniocob o mobdomy u3 . 1-36, B KOTOPOM BBEJIEHUE BKIIIOYAET BBEIACHUE COSTUHEHHUSI
dbopmy bl [ uau ero papmaneBTHUECKH IPUEMIIEMON COJIM B CTAaHAAPTHOMU J03€.

38. Cniocob mo mrodomy u3 . 1-37, B kotopom TGN npencrasiisieT OO0 KJIACCHYECKYIO
TGN.

39. Cnocob6 mno mobomy wu3 mm.l1-38, B koropom TGN mnpencrasiser coOoi
uanonaruaeckyro TGN.

40. Cnocob mo mobomy u3 mm.1-39, B KOTOPOM TepaneBTHYECKHH 3PQPEeKT JeueHHs
orpeAensercs CIeAyOIUMU OKa3aTesIMU:

a) CHIJKEHUE aKTUBHOCTH aKTHBHPYEMBIX BBICOKHM HATPSKEHUEM KaJIbLUEBBIX KAHAJIOB;

b) CHIKEHHE aKTHBHOCTH aKTHBHPYEMBIX BBICOKHM HANPSKEHUEM HATPHEBBIX KAHAJIOB;

C) MOJABJICHNE PACTIPOCTPAHEHUS MOTEHLIMAIA IeHCTBHSI HOHHBIX KaHAJIOB; UJTH

d) monaeneHue ObICTPOTO NEHCTBUST HEHPOHOB.

41. Cniocob nedeHHuss TPUT€MUHAJIBHOW HEBPAJTHH, BKJIIOYAIOIIUN BBEIEHHE CYOBEKTY,

HY KIAIOIIEMYCsl B 3TOM, TBepAOoH (hapMarieBTUIECKOH KOMIIO3HIIHH,
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rae Teepaas (I)apMaLIeBTI/ILIeCKaﬂ KOMIIO3HUILIHA BKIIFOYACT (I)apMaLIeBTI/ILIeCKI/Iﬁ OKCLUITUECHT

U TBepAyo popmy coennnerust Gopmysr I:
Cl

F

rze TBepaas popma mpeacTaBisieT OO0 KPUCTAIUTUIECKY0 aHTUAPATHYIO hopmy (popmy
A) w™oHocynbdaTHON conmu coenuHeHUs: Gopmyibl [, XapakTepU3YIOMYOCS IMOPOILIKOBON
perreHoBckor audpaxrorpammoit (ITPIY), mnonyuennoit ¢ momompto CuKo wuznydeHws,
coziep Kallell Mo MeHbLIeH Mepe TPH NMHKa, BBIOPAHHBIX U3 MHUKOB NPHU CIEAYOMUX yruax 26 (2
teta): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6, 22,6,22.9,25,7,27,1 n29,9 (+ 0,2°); pazmep yactuw (Dv50)
yKa3aHHOU TBepAoH (popMbI MEHbIIIE WK paBeH npumepHo 100 MkM; 1

rIe yKa3aHHas TBepaas (apMaleBTHYeCKas KOMIIO3ULMS NpencTaBlieHa B (opme
MaTPUYHBIX MEJUIETOB.

42. Cniocod mo m.41, B KOTOPOM pa3Mep 4acTHLl TBEPAOH (GOpPMbI MeHbLIEH 47 MKM.

43. Cnocob mo m.41, B KOTOPOM pasmep 4acTHIl TBEPAOH (OPMbI MEHBIIE HIH PaBeH
IPUMEPHO 25 MKM.

44. Cnocob mo m.41, B KOTOPOM pasmep 4acTHI TBEPAOH (OPMbI MEHBIIE HIH PaBeH
npuMepHo 10 MxMm.

45. Cnocob mo mobdomy w3 mm41-44, B kotopoM ¢popMa A MOHOCYJIb(PATHOU COJU
NPUCYTCTBYET B KOMITO3ULIMH B KOJIM4eCcTBE 1% MO Macce Ui MeHee U3 pacdera Ha OOy 0 Maccy
KOMITO3ULIIH.

46. Cnocob mo m.45, B kotopoM ¢opma A MOHOCYJIbGATHONH CONU TPUCYTCTBYET B
KOMITO3UIIUHN B KOJIMUECTBe, cocTaBisomeM 0,5% mo mMacce MM MeHee M3 pacuera Ha OOIIyro
Maccy KOMITO3UIIHH.

47. Cnocob mo mobomy u3 nm.41-46, B koTopoM (apMareBTHISCKHH SKCIUITASHT
BKJIFOYA€T ONIWH WJIH HECKOJBbKO TIOJIMMEPOB, CBSI3YIOIIUX BELIECTB, IE3UHTTPAHTOB,
CMa3bIBAIOLINX BEINECTB U BEIIECTB, CIIOCOOCTBYIOINX CKOJIBKESHHUIO.

48. Cnocob mo m.47, B KOTOPOM TMOJUMEp TPEACTaBisieT COO0H OOWH W HECKOJBKO
MOJIMMEPOB, BBIOPAHHBIX W3 TPYIIIBI, COCTOSIICH W3 LEJUTIOJIO3bI, COMOJIMMEPAa METAKPHIOBON
KHCJIOTBI ¥ THIIPOMEJIIO3BI.

49. Cnocob mo modomy w3 mm.41-48, B koropoM ¢opMa A MOHOCYJIb(PATHOU COJU
XapaKTEePU3yeTCs MOPOIIKOBOH PEHTTEHOBCKOH AU(PAKTOrPaMMOM, MONYYEHHOW € MOMOIIBIO
Cug, n3nyueHusi, C MUKaMH MPU CIeayrmux yriax 20 (2 tera): 9,8, 13,4, 14,2, 18,1, 18,9, 19,6,
22,6,22.9,25,7,27,1 u 29,9 (+0,2°).

50. Cnoco6 mo mrobomy u3 nn.41-49, B koropom ITP/AT” popmbl A MOHOCYTb(GATHOM CONU
IO CYLIECTBY NpencTaBieHa Ha ¢urype 1.

51. Cnoco® nedeHus: TpUreMHUHAJIbHON HEBPAJITHH, BKIFOYAIOLINI BBEACHHE CyOBEKTY,

HYXJAOMEMYCs B 9TOM, KOMITIO3UILUH, BK.]'II-OLIaI-OH_Ieﬁ TCPANCBTUICCKU B(I)q)eKTI/IBHOe KOJIMYECTBO
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OTPULIATENILHOTO ajutocTepudeckoro moayJsitopa (NAM) MeTaboTpONHOro perenTopa riyraMara
5 (mGlu$S) nnu ero papmanesrrdeckn npuemiemoii conu, rae mGluS NAM npencrasisier coboi

coenunenue Gopmysr I:

52. Cnoco0 nedeHus: TpPUreMHUHAJIbHON HEBPAJITWH, BKIOYANOLIUI BBEAEHHE CyOBEKTY,
HY>KAAI0LIEMyCsl B 5TOM, KOMIIO3ULIMY, BKIIIOYAIOIIEH TepaneBTHIeCKU 3¢ (HEeKTHBHOE KOJTMYECTBO
OTPULIATENILHOTO  ajyiocTepuueckoro  monyssaropa mGluS wumm  ero  gapmaneBTUdecKu

npuemiiemoii conu, rae mGluS NAM npencrasisier codoit coenuaenne Gopmy sl I:
Cl
\F_,N
N~/

ISR

F (D,

HaC

r7ie BBEJCHUE BKJIIOYAET BBeJeHUE coequHeHust Gopmyssl [ mim ero gapmaneBTHUECKH
MIPUEMJIEMON COJIM B KOJIMUECTBE OT MpUMeEpPHO 1,5 Mr 1o npumepHo 3,5 Mr OJiMH pa3 B JE€Hb.

IIo nosepenHocTu
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