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OIIMCAHHUE U30BPETEHHUSA
2420-560052EA/026
CIIOCOBBI KOJIMYECTBEHHOTI'O OITPEAEJEHUA UHHTEP-AJIb®A
HMHI'MBUTOPHBIX BEJIKOB

YPOBEHb TEXHUKH

IAIP (untep-anbda UHrHOMTOpPHBIE O€NKM) TNPEACTABIAIOT COOOH  ceMelcTBO
NPUPOIHBIX, UMMYHOMOAYJHUPYIOMHUX OEJIKOB IUIa3Mbl, KOTOPbIE LHMPKYJIHPYIOT B BBICOKHX
KOHIIEHTPALUSIX B KPOBU BCeX MiiekonuTaromuxX. IAIP B OCHOBHOM MpOAYyLHUPYIOTCS B MEUEHH,
MOCTYMAKOT B KPOBb M UX CyObeanHuLa (OMKYHHH) BBIBOIUTCS ¢ MOUOi. IAIP urparoT BaskHYyIO
poJIb B MOy JISiUH BociasieHust. OHM OKa3bIBAIOT OOLTHPHBIE 3aIIUTHBIE 3((eKThl B OTHOLIEHUN
CEepbE3HOr0 BOCTIAJICHUS], BBI3BAHHOTO MH(EKIMEH, TPaBMOM, a TaKXKe MOBPEKICHHEM, H BAXKHO
TO, 4TO 3amuTHble 3P dexTsl IAIP He 3aBuCIT OT OOJNIE3HETBOPHBIX MUKPOOHBIX areHTOB MU
TpUrrepoB. UJeHbl JaHHOTO CEMEHCTBA COCTOST M3 TSDKENBIX M JIETKUX ITOJIMIENTHIHBIX
CyObEIMHHUL, KOTOpble KOBAJEHTHO CBS3aHBl IIIMKO3aMHUHOTIUKAaHOM. [AIP moryt ObITh
HalneHsl in vivo B BuAe uHTep-anbda-marudbutopa (lol), monexynsl pasmepom 250 x/la,
cocrosime m3 nByx Tspkenbix werned (H1 wm H2) m omno#t nerkoit nemm (L), m mpe-anbda-
unruoutopa (Pal), Mmonekynsl pazmepom 125 x/la, cocrosituei u3 onHoi Tspkenoi (H3) u omHolM
nerkoit uenw (L).

Korma opranmsm reHepHpyeT BOCHAIUTENbHbIE CHTHAJIBI, TaKU€ KakK Te, KOTOpPbIE
BBI3BIBAIOTCSI BO BpeMs TpaBMbl min uHGpekuny, IAIP monanaroT B TKaHH U HEMOCPEIACTBEHHO
JOCTUraloT MecTa BocnaneHus. Tspkensle nenu IAIP ycunuBarOT NPOTHBOBOCHANUTENBHBIN
OTBET, CBSI3bIBasACh C O€JNKaMHU, KOTOPBIE SIBJSIFOTCS YacThIO BOCHAJIUTENBHOro kackama. Kpome
TOT0, KOT'JIa TSDKEJIbIE LIeTIH PACIIETIISIOTCS, BBICBOOOXKIAETCS JIerKasl LeTlb C aCCOLIMMPOBAHHBIM
¢ Heil GAG (Ha3biBaeMasi OMKYHHHOM H3-3a UX JBYX AOMeHOB KyHHI-TUNA) U aKTUBHPYETCS
AKTHBHOCTb 3TOH JIETKOH LIeNM, MHIHOMpPYOIIasi CEpUHOBYIO NMpoTea’y. bukyHuH mHrudupyer
AKTUBHOCTb CEPHHOBBIX MPOTEA3, TAKUX KaK TPUIICHH, 3J1aCTa3a, MIa3MuH, kKaTterncud G u QypuH.
IAIP oOka3piBatlOT CBO€ MPOTUBOBOCHAIUTENbHOE JEHCTBHE IOCPEICTBOM MHOXECTBA
MEXaHU3MOB. BBIIO MOKa3aHO, YTO OHU CBSI3bIBAIOT OEJIKH, KOTOPbIE YCUJIMBAIOT BOCIHAJICHHUE,
Takue Kak OEJIKM KOMILIEMEHTa U BHEKJIETOYHbIC TMCTOHBI (CUIHAJIbl MOBPEXKIEHUs), TAKUM
oOpasoM ocnabinisisi BocmanuTenbHble mpouecchl. Ilocpencreom Tsokenbix nenedd IAIP moryt
CBSI3bIBAaTh OeJKM BHEKJIeTouHoro Marpukca (ECM), n Opu1o OKa3aHO, YTO OHU CIIOCOOCTBYIOT
BOCCTaHOBJICHUIO 3TIUTENUS JIETKHUX TMOCIE MOBPEXKISHHS B MOACISIX KakK In Vitro, Tak | in vivo.
Ha HeckonpkMX MOmENsX In vivo OblIO mnokazaHo, 4To IAIP CcHmXaeT KOJUYECTBO
BOCTIAJIUTENIbHBIX LUTOKMHOB, Takux kak @HO-o m WJI-6. beuio mokasano, 4yto y OWKYHHH-
nepuuuTHeIX (W, cienosatenbHO, [AIP-medUUIMTHBIX) MBIMIEH CHHKEHBI BOCIIAIUTENbHBIE
Mapkepsl kinerounoit anresun, VCAM-1 u ICAM-1.

VY 3710pOBBIX WHAWBHUAYYMOB KOJIMYECTBO LHUPKYyJIHpyoomux B KpoBu IAIP sBisercs
OTHOCUTENIbHO BbICOKUM (B pauamazoHe 400-800 wmr/m). Onnako ypoBHu IAIP GeicTpo
YMEHBLIAIOTCA BO BPEMsI CUCTEMHOT'O BOCIIAJICHMsI/CETICHCAa Y HOBOPOXKIEHHBIX U Y B3POCIHbIX
naimeHToB (Baek YW, et al. J Pediatr. 2003; 143:11-15; Lim YP, et al. J Infect Dis. 2003;



188:919-926 u Opal SM, et al. Crit Care Med. 2007; 35:387-392), u ObUIO MOKa3aHO, YTO
cHIDKeHHble ypoBHU [AIP CHIIBHO KOpPpPENIHPYIOT ¢ mporpeccupoBaHueM 3adoneBanus. [1o mepe
TOrO Kak 3a00JieBaHUs NEPEXOAT Ha Oosiee cepbe3Hble U OMACHbIE IS )KU3HHU CTaJuH, YPOBHU
TAIP cTpeMuTenbHO MANarOT, YTO TOBOPUT O TOM, uTO IAIP mMeeT KIMHUYECKYIO LIEHHOCTb B
Ka4eCTBE MPOTHOCTHYECKOTO M JieueOHO-AMAarHOCTUUECKOrO MapKepa, MOMOrasi KJIMHUIMCTaM
OTCJIe)KMBATh IPOrPECCHPOBAaHUE 3a00JE€BaHUSI M NPHUHUMATh OOOCHOBAHHBIE PELICHUs IO
JICYCHUIO TaKUX 3a00JIeBaHUH, KaK TsDKeJble BOCIIAINTENbHbIE 3a00IeBaHNs, TAKUE KaK TSDKENas
ITHEBMOHWUSI, CETNCHC W CBSI3aHHBIE C HUMH MOBpexaeHus: opraHo, HOK (HexpoTusupyromui
SHTEPOKOJINT), 3aXKUBJIEHHE pPaH, OKOT, PaK, WHCYJbT, 0OJe3Hb AJbLUreiMepa, STUIENICHS U
apyTHe.

CraHnapTU3UpOBaHHBIA KOHKYPEHTHbI UMMyHOaHanmu3 IAIP Obul ucnonbp3oBaH st
usmepenusi IAIP B oOpa3max KpoOBH, MOJYYEHHBIX Yy MAIMEHTOB C CUCTEMHBIM BOCIAJICHUEM
nocie OakTepuanbHbIX M BHPYCHBIX UHpexknmit. KoHKypeHTHBIH umMMyHoaHanu3 [AIP
obecneunBaet m3mepenne [AIP, koTropoe 0OHAPYIKUBAET TOJNBKO JIETKYIO LIEMb, TO3TOMY B 3TOM
aHanmu3e oOOHapykuBaeTcsi Kak HHTakTHeIH IAIP, Tak wu pacumeryieHHbIi OMKYHUH.
KoHKypeHTHBbII1 aHaIU3 He AeTEeKTUpYeT Apyrue kioueBble yacTu IAIP, koTopble OueHb BakKHbI
IJs1 €ro NPOTHUBOBOCHAIUTENIBHBIX CBOWCTB U CBOWCTB BOCCTAHOBJICHMs] TKaHEH, a HUMEHHO
TSDKENbIe eTH M TJIMKO3aMHUHOTJIHNKaH. TakuM o0pa3oMm, KOHKYPEHTHbIH MMMyHOoaHanmu3 IAIP
UMeeT OrpaHn4eHus B oueHke akTuBHOTO IAIP B oOpasie nmanuenTa. YuurbiBas BaxxHocTh [AIP
B KAQUECTBE BAXKHEHIIEr0 KOMIIOHEHTA 3aLIUThl BPOKAECHHON MMMYHHOM 3aIUThI OPTaHU3Ma U
€ro MOTEHLUAIBHOIO UCIOJIb30BAHUS B KAUE€CTBE MPOTHOCTHUECKOrO0 OMOMapKepa, CyLIeCTBYeT
noTpeOHOCTh B YJIYHYILIEHHBIX Croco0ax KojmuecTBeHHOro ompeneienus [AIP. MpeanbHbrii
aHaJIM3 TO3BOJISUT OBl M3MepATh CyOBEOMHMIBI KaK JIETKOH LeNu, TaK M TSHKEJIOH Lenu Uit
3axBaTa BCEU MOJIEKYJIBL.

CYIIHOCTDb U3OBPETEHMA

JlanHoe m300peTeHne obecrneynBaeT CrocoObl KONMMYeCTBEHHOro ompenenenus IAIP B
oOpasue or cyObekTa MyTeM MpsIMOro OOHAPYKEHHsI areéHTaMH, KOTOPBIE CBS3BIBAIOTCS C U
netektupyroT IAIP (Hampumep, areHThl, KOTOpbIE CBSI3bIBAIOTCS ¢ MHTakTHbIM [AIP, Tspxenoit
nenbto IAIP wmu rmkozamuHormmkanoM (GAG) w3 [AIP). CrnocoObl KOJIHYECTBEHHOTO
ONpeneNeHnusl MOTYT HCIOJb30BaTbCs Il OLICHKH, JUArHOCTHKH, JIEYEHUs WU KOHTPOJS
CyOBEKTOB WJIM JJIsl OLEHKU CTENeHH TsKeCTH 3adoneBaHust Wik 3()(PEKTUBHOCTH JIEYCHUS Y
cyobekta. M3o0perenne Takxke obOecnednBaer HaOOpPBI, KOTOPBIE MOXKHO HCIIONB30BATh IS
KoJimuecTBeHHOMH oueHKu IAIP B COOTBETCTBHM CO CIIOCOOAMH, OMNHCAHHBIMM B HJAaHHOM
JOKYMEHTE.

B mepBoM acmekTe mpencTaBieH Crocod KOJNYECTBEHHOI'O ONpEAeNIeHHs HMHTEp-aibda
uHruouropHoro 6enka (IAIP) B oOpasue ot cyObekTa myTeM: a) IpUBEACHUS] B KOHTAKT 0Opasia
CO CBA3BIBAIOIIMM AareHTOM A mosydeHus komiuiekca IAIP-cBs3biBaroluii areHT, npu4em
CBSI3bIBAIOIIMI areHT CBsi3aH C MOUIOKKOW, b) mpuBeneHuss B KOHTakT komruiekca IAIP-
CBSI3BIBAIOIMII areHT C JeTeKTHPYIOLUIUM AareHToOM, W C) OIpEeIeNeHUs] KOJIUYeCcTBa

NETEKTUPYIOLIEr0 areHTa, CBS3aHHOro ¢ KomriuiekcoM IAIP-cBs3biBaOIIMil  areHr, s



konudecTBeHHOro onpenenenus [AIP B oGpasue.

B Hexotopsix BapuanTax ocymectsienus IAIP npencrasnser coboit naTakTHBIN IAIP.

B HekoTOpbIX BapuaHTaX OCYINECTBJICHUS CBS3BIBAIOLIMN areHT INPENCTaBIseT COOOMH
auradn IAIP, xoropsiii cBsspiBaeTcssi ¢ IAIP. B HeKOTOpBIX BapHaHTax OCYILECTBICHUs
CBSI3BIBAIOIIUI areHT MPEACTaBIsieT COOOI aHTHTENO, KOTOpOe Crelu(UYecKu CBA3BIBACTCS C
IAIP.

B HEKOTOpBIX BapHaHTAaX OCYINECTBIICHMS AETEKTHPYIOIIUI areHT MpPeACTaBIsieT cOOOH
unu comepxxut aurana [IAIP. B HekoTOpBIX BapuaHTax OCYLIECTBJICHUs NE€TEKTHUPYIOLIUN areHT
NOMOJIHUTEIbHO COAEPKUT AHTUTENO, KOTOPOE CBS3bIBAETCA C areHTOM, AETEKTUPYIOILIUM
muraHn  IAIP, (wanmpumep, usurann [AIP). B HEKOTOpPBIX BapHaHTaX OCYIIECTBIICHUS
IETeKTUPYIOIIHUN areHT MPEeACTaBIseT cOO0H aHTUTENO, KOTOPOe CIEU(pUUECKH CBA3BIBACTCS C
TAIP. Harmpumep, B KOHKPETHBIX BapUAHTAX OCYIECTBIEHHS CBSI3bIBAIOIINI areHT MPEeICTaBIsAeT
coboli aHTHTENnO, KoTopoe crernupuyueckn cpsizpiBaeTcst ¢ IAIP (Hampumep, MKAT 69.26 umm
MKAT 69.31), a meTekTUPYIOIIUH areHT mnpenacraByiseT coboil mmu comepkut jwmrann [AIP,
KOTOpBIH cBsi3biBaeTcs ¢ IAIP (Hanmpumep, remapus, ruanypoHoBas kuciora, sHnoTokcus (JIIIC)
WIN THCTOH). B npyrux BapmaHTax OCYIIECTBJICHHUS CBSI3BIBAIOIIUIN areHT MPENCTaBIsieT COOOM
muraHn [AIP, kotopslii cs3biBaercs ¢ IAIP (Hanpumep, renapuH, ruanypoHoBas kuciota, JIIIC
WY THUCTOH), U IETEKTUPYIOIIUI areHT NMPeACTaBisieT cOO0H aHTHTENO, KOTOPOe CreU(pHIecKn
cesizbiBaercs ¢ [AIP (mampumep, MKAT 69.26 wn MKAT 69.31).

B nexoropbix Bapuantax ocyiuectsieHus IAIP naxoaurca B xommuekce IAIP-nmurang
IAIP.

B HekoTOpbIX BapuaHTaX OCYINECTBJICEHUS CBA3BIBAIOLIMI areHT IpPEACTaBIsET COOOi
aurasp IAIP, xoropsiii cBsa3biBaeTcst ¢ IAIP. B HEKOTOpBIX BapuaHTaX OCYLIECTBJICHUS JIUTAHA
IAIP xommnekca [AIP-nurann IAIP ornuuaercst OT CBSI3bIBAIOLIErO areHta. B HEKOTOPBIX
BapUAHTAX OCYIIECTBIICHHs CBS3BbIBAIOIIUII areHT IPEACTaBJseT COOOH AaHTHTENO, KOTOpPOe
cBs3piBaercss ¢ yuraHgom [AIP kxommnekca IAIP-nurann IAIP. B HekoTOphIX BapHuaHTax
OCYIECTBIICHHsI CBSI3BIBAIOLINI areHT MPeACTaBIsieT cOOO0H aHTUTENO, KOTOpoe crenuuIecku
cesisbiBaercs ¢ IAIP kommuiekca IAIP-nurann IAIP.

B HexkoTOpbIX BapuaHTax OCYIIECTBJICHHUS NETEKTHPYIOLIUI areHT COAEPKUT JIMIaH[
TAIP, xoropsiii cBsizbiBaeTcs ¢ IAIP. B HEKOTOpPBIX BapuaHTax OCYLIECTBJICHUS JETEKTHUPYIOLIHI
areHT JOMOJHUTEIBHO COAEPKUT aHTUTEINO, KOTOPOE CBSA3BIBAETCS C Ar€HTOM, AETEKTUPYIOLIUM
nurasz IAIP. B HekoTopbIx BapuaHTax ocyiiectsieHus jgurasa IAIP xommnekca IAIP-nurana
TAIP ornuuaercs or areHTa, nerektupyromero juradny I[AIP. B HekoTopeIx BapHaHTax
OCYIIECTBIICHHSI JETEKTUPYIOLINHA areHT MPEACTABIsIET COOOH aHTUTENIO, KOTOPOE CBS3BIBAETCS C
murannoMm [AIP kommekca [AIP-nurann IAIP. B HekoTOpbIX BapuaHTax OCYIIECTBIEHUS
IETEKTUPYIOIINN areHT MPeACTaBisieT coO0 aHTUTENO, KOTOPOe CIEU(PHUECKH CBA3BIBAETCS C
TAIP xommnekca IAIP-nurang IAIP.

B HekoTOpbIX  BapuaHTaX  OCYLIECTBIEHHsS AHTHUTENO MPEINCTaBIsAET  COOOM
MOHOKJIOHAJIbHOE aHTHUTENO. B HEKOTOPBIX BapHaHTax OCYLIECTBJICHHUS] AHTUTENO MPENCTABIISAET
co0oit MKAT 69.26 ninn MkAT 69.31.



B HekoTOophIXx BapuaHTax ocymecTsieHus Jsuradng IAIP BeiOuparor w3 rpymmel,
cocrosimier u3 sHAHorokcuHa (JIIIC), remapuwHa, TUCTOHA, THANYPOHOBOH  KHCIOTBHI,
BUTPOHEKTHHA, (uOpoHekTnHa, JsamMuHuHA, TeHacumHa C, arrpekana, ¢akropa ¢oH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®PHO-crumynuposannoro resa-6 (TSG-6), ¢pakropa IX,
KOMIIOHeHTa koMmruleMeHTa, (akropa XIlla u TkaHeBOll TpaHCriyTamMHHa3bl. B HEKOTOpBIX
BapHUaHTaX OCYIIECTBJICHUS KOMIIOHEHT KOMILIeMeHTa mpenctasisier coboit Clq, C2, C3, C4,
CS, C6, C8, nponepaun uiu paxrop D.

B HEKOTOpBIX BapuaHTax OCYIUECTBIICHUs NETEKTHUPYIOLIUN areHT COAEPKUT METKy. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJICHUSI METKa MpencTaBiseT cobol OuotuH, Gpepment, cyocTpar
(depMeHTa, pPaAMOAKTHUBHYI) METKYy, JIIOMHHECLIEHTHOE COEIMHEHHE, KOJUIOHIHOE 30JI0TO,
YacTUIy WIH (PJIyOpECLEHTHBIH KPaCUTENb.

B HeKOTOpBIX BapHaHTax OCYINECTBJIEHHs IOMJIOKKA MPEACTaBiIseT COOOH IUIaHILET,
YacTUIly, HAHOYACTHULLy, CMOJIY, MEMOpaHy, OMOYHUI, KOHTEHHED, TECT-TIOJOCKY HIJIA TPaHYIy.

B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICEHUS CIOCOO IOIOJHUTEIBHO BKIIIOYAET CTAJHIO
MPOMBIBKH MEKAY CTAAMSIMU &) U b).

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS CHOCOO IOMOJIHUTENBHO BKIJIKOYAET CTAJUI0
IPOMBIBKU MEKAY CTAAHMSIMU b) U C).

B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUS CHOCOO IOMOJHUTENBHO BKIJIKOYAET CTAIUI0
OJIOKMPOBaHUS TIEpe]] CTanuel a) uiu craguei b).

B HexkoTOpBIX BapHaHTax OCYINECTBJICHUS MPHUBEICHNUE B KOHTAKT HA CTaIuu a) W/ uiu b)
ocywmecTsisitoT npu pH ot okono 7,0 1o okono 3,5. B HEKOTOPBIX BapUaHTaxX OCYLUECTBJICHHUS
pH cocrasisier ot okono 5,0 go okono 3,5. B HEKOTOpBIX BapuaHTax ocyuectBieHus pH
cocrapisieT 4,0.

B HexkoTOphIX BapuaHTax OCYINECTBJIEHMs oOpaser mpeacrtaBisier coboil xuakocts. B
HEKOTOPbIX BapHaHTaX OCYIIECTBJIEHNS JKHIKOCTb IPEACTaBIsieT COOOH KpOBb, ILIA3My,
CBIBOPOTKY, MOYY, CIIMHHOMO3TOBYIO KHIKOCTb, CHHOBHAJIbHYIO >KUIKOCTb, AMHHUOTHYECKYIO
JKUJIKOCTh, HHTEPCTULHAIBHYIO JKUAKOCTh, (OJUTMKYJSPHYI JKUAKOCTb, MEPUTOHEATbHYIO
JKUJIKOCTb, JKHIKOCTb OpPOHXOAJTBBEOSIPHOIO JIABaXKa, TPYIHOE MOJIOKO, MOKpOTYy, JuMdy,
JKEJT4b, FJIA TOMOT€HAT TKAHH.

B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS CYOBEKT MNpencTaByisieT coOoil cyOBekTa-
4eoBeka. B HEKOTOPBIX BapHaHTAaX OCYINECTBJICHUS CYOBEKT ObLT WACHTU(HUIMPOBAH Kak
UMEIOIUI WM TOABEP)KEHHBIH PHUCKY PAa3BUTHS BOCHAIUTENBHOrO 3a00JeBaHUs, WIIH
NAaTOJIOTUYECKOTO COCTOSIHUS, WM HH(eKmuu. B HEKOTOphIX BapHaHTax OCYILECTBIICHHS
CyObeKkT He ObUT HMACHTU(UIMPOBAH KAaK HUMEIOIMUI WM TMOJABEP)KEHHBIH PHCKY pa3BUTHUS
BOCTIAJIUTENILHOTO  3a00JIeBaHMSA, WM IaTOJOTHYECKOr0 COCTOSHUS, Wiu wuHbekuuun. B
HEKOTOPBIX BApUAHTAX OCYIIECTBJICHHUS CIOCOO BBIMTONHSIOT N0, MOCJE WM OJXHOBPEMEHHO C
IUAarHOCTUKONW CyOBeKTa Kak HMMEIOMEro WM IOABEPKEHHOrO PHUCKY BOCHAIUTEIHHOTO
3a00neBaHMs, WM TATOJIOTUYECKOTO COCTOSHUS, WM HHpeKuun. B HEeKoTOphIX BapHaHTax
OCYIIECTBIIEHHs CIIOCOO BBIMOJIHAIOT IO CYINECTBY OAHOBPEMEHHO C JIeYeHHEM CyOBeKTa OT

BOCTIAJIUTCIIBHOT'O 336OJTeBaHI/I$I, WKl MaToOJIOrHYCCKOTro COCTOAHUA, HWIH I/IH(l)eKI_[I/II/I. B



HEKOTOPBbIX BApUAHTAaX OCYLIECTBJIEHHUs CIOCOO BBIMOJHSIOT [0 JIEYeHUs CyOBeKTa OT
BOCTIQJIUTENILHOTO  3a00JI€BaHMsA, WJIM IIaTOJOTHYECKOrO0 COCTOSHUSA, Wiu uHbekunu. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHHUS CIIOCOO OCYLIECTBISAIOT IOCHE JIeYeHUs CyOBeKTa OT
BOCTIAJIUTENBHOTO 3a00JIEBaHUS, I TIATOJIOTHUECKOTO COCTOSIHUSA, MM MH(PEKLIUH.

B HEKOTOpbIX BapHaHTaX OCYIUECTBJICHHUS BOCHAJIMTENbHOE 3a0ONeBaHHe WM
IaTOJIOTMYECKOEe COCTOSIHHE BBIOMPAIOT M3 TPYIMIbI, COCTOSINEH W3 Cercuca, CenTHYeCKOro
IIOKA, CTEPUJIBHOTO CEMCHUCA, TPaBMbl, MOBPEXACHUs, HMHCYJBTA, OCTPOrO BOCHAIUTEIBHOTO
3aboneBanus, SIRS, octporo moBpexxnenus gerkux, ARDS, mHEeBMOHMH, HEKPOTU3UPYIOIIETO
SHTEPOKOJINTA, OCTPOr0 MAaHKpeaTHTa, 3a00JEeBaHUS TMOYEK, OCTPOrO MOBPEKIACHUS IOYEK,
MOBPEXKACHUSI TIEUEHH, OCTPOH HENOCTATOYHOCTH KPOBOOOpALIEHHs, MPESKIAMIICHH, pakKa,
MeTacTa3 MpH pake, OMyXOoJIeBOW WHBa3uM, 3aboieBaHus nepudepudeckux aprepuii, nuadera 1-
Oro THUIA WM 2-0Tr0 THUIA, aTEPOCKIEPO3a CEPAEUHO-COCYAUCTON CUCTEMBI, MEPEMEKAIOIIEICS
XPOMOTBI, KpUTHYECKON HIIEMUH KOHEUHOCTeH, MH(]papKTa MHOKapaa, KaApOTHUIHOW OKKJIFO3HH,
OKKJIFO3UM TYMOBHMHBI, HU3KOH Macchl Tela IMPU POXKIEHWUH, HEIOHOLIEHHOCTH, BBI3BAHHOTO
XUPYPTUYECKHM  BMEINATENIbCTBOM — BOCIMAJIEHUS, BbI3BAHHOTO  a0CIIECCOM  BOCIAJICHUS,
pacCesHHOrO  CKJIepo3a, JIETOYHOH  HEZOCTaTOYHOCTH, Nepudepuydeckoll  HEBPOIATHH,
TMITIOKCHYECKOW HINeMHH, OakTepuaNbHOW HH(EKIMH, paH, OXKOTOB, PBAaHBIX pPaH, yIIHOOB,
NEPEJIOMOB KOCTEH, XUPYPrU4YEeCKHUX MpoLeAyp, HULIEMHM TKaHeH, peBMaTOUJHOIO apTpuTa,
MEHHMHTHTA, BOCHAJUTENBHOrO 3a00JIeBaHUs] KHUIIEYHUKA, XPOHHYECKOW OOCTPYKTHBHOM
OO0JIe3HM JIETKUX, PUHUTA, IPEKIEBPEMEHHBIX POAOB MIIM MH)EKIIMOHHOTO 3a00JI€BAaHHS.

B HekoTOphIX BapMaHTax OCYLIECTBICHUS WH(EKILUs BbI3BaHA TPAMOTPHULATEIbHBIMU
OakTrepusiMH, TakMMU Kak BHUnbl Neisseria, exmouas Neisseria gonorrhoeae u Neisseria
meningitidis, Buael Branhamella, Bxmouass Branhamella catarrhalis, Buner Escherichia,
Brurouast Escherichia coli, Buasl Enterobacter, Buasl Proteus, Bxirodas Proteus mirabilis, BUnbI
Pseudomonas, Bkmtouas Pseudomonas aeruginosa, Pseudomonas mallei, u Pseudomonas
pseudomallei, Bugbr Klebsiella, Bkmouast Klebsiella pneumoniae, Bumbl Salmonella, Bumbl
Shigella, Bumpr Serratia, Buabl Acinetobacter; Bumbl Haemophilus, Bkmodass Haemophilus
influenzae u Haemophilus ducreyi, Buast Brucella, Buas! Yersinia, Bkiatodas Yersinia pestis u
Yersinia enterocolitica, Bunbl Francisella, Bkmrouast Francisella tularensis, Bunsl Pasturella,
Bkimrodasi Pasteurella multocida, Vibrio cholerae, Bumer Flavobacterium, meningosepticum,
Bunbel Campylobacter, Bkmouas Campylobacter jejuni, euowr Bacteroides (OpaybHBIH,
¢apuHreanbHblii), BKIro4ast Bacteroides fragilis, Buger Fusobacterium, Bxirouast Fusobacterium
nucleatum, Calymmatobacterium granulomatis, Buns! Streptobacillus, Bkmrouas Streptobacillus
moniliformis, u Bunsl Legionella, Bximrodast Legionella pneumophila.

B HekoTOphIX  BapWaHTax  OCYLIECTBIEHUS CYOBEKT  MpPEnCcTaBisieT  CoOOM
HOBOPOXKIEHHOTO, peOeHKa, MOJPOCTKA UITH B3POCIIOTO.

B HeKxoTOpbhIX BapuaHTaX OCYINECTBJIEHUs CIOCOO BBIMONHAIT OOUH WK Oonee pas B
roa. B HEKOTOpBIX BapHaHTax OCYINECTBJIECHHS CIOCOO BBINONHSAKT OAMH WM Oosee pa3 B
Mecsl. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJIEHHs CIOCOO BBINOJHSIOT OJUH WM Oonee pas B

Henenmo. B HEKOTOPBIX BapUaHTaX OCYHICCTBJICHUA CIOCO0 BBIMOIHSIIOT OJUH HJIU Oonee pa3 B



CyTKU. B HEKOTOPBIX BapHaHTax OCYILIECTBIEHHS CIIOCOO BBITOJIHSAIOT OAMH MK OoJiee pa3 B yac.

B HEKOTOpPBIX BapHaHTax OCYLIECTBIIEHHs CIIOCOO BBINOJHSIOT MO MEHbINEH Mepe OAMH
pas, o MEHbILIEH Mepe 1Ba pa3a, IO MEHbIIEH Mepe TPU pas3a, 0 MEHbIIEH Mepe MAThb pas, Uiy,
10 MEHbLIEH Mepe AECITh pas.

B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHs CIOCOO TOMOJHUTENBHO BKJIIOYAET BBEIECHUE
cyObekTy mpemapara, copepikamero I[AIP wiam TepaneBTHUECKHil areHT. B HEKOTOpPBIX
BapHUAHTAX OCYLIECTBJCHUs CyObeKT mMmeeT KoHUeHTpauuio IAIP, paBuyto 200 MKr/mi winm
HIDKe. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS OOpaszel] OT CyObeKTa MMeeT MOBBIIIEHHBIH
ypoBerb komruiekca IAIP-nmurann IAIP oTHocuTenbHO 3TalioOHHOTO oOpasua. B HekoTopbix
BapHUAHTAX OCYLIECTBJICHHs CyObEKT UMEET MM MOABEPIKEH PUCKY PA3BUTHS BOCIAJIHTEIBHOTO
3a00JIeBaHMS, WK MATOJIOTHYECKOTO COCTOSIHUS, VITH HH(EKLIH.

B HekoTOpBIX BapuaHTaX OCYLIECTBIECHUs cnoco0 Bkiouyaer BeeneHue IAIP u
TEPANEeBTHYECKOTO areHTa CyOBeKTy.

B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHUS TEPANEBTUUYECKUN AareHT BBIOMPAIOT U3
IPYIIBL,  COCTOSIINEH M3  AHTHOMOTHYECKOTO  areHTa, NPOTHBOBHUPYCHOTO  AreHTa,
NPOTHBOIPHOKOBOTO areHTa, MPOTHBONAPA3UTAPHOTO AreHTa, MPOTUBOBOCIIAIUTENLHOTO areHTa,
POTHBOPAKOBOTO areHTa, AHTHKOATyJISHTA, UMMYHOMOJYJIUPYIOLIETO areHTa,
OpPOHXOJMTUYECKOTO areHTa, HHruONTOpa KOMIUIEMEHTA, Ba3OMPeccopa, CEAaTUBHOTO CPENCTBA
WJIA NCKYCCTBEHHOMN BEHTHIISALIUH JIETKUX.

B HexoTOpbIX BapuaHTax cyObeKT ObL1 OOJIEH B TE€UEHNE IO MEHBLIEH Mepe OJHUX CYTOK.
B nHekoTtopeix BapuaHTax cyOBeKT Obul OOJNEH B Te€UeHHE MO MeHbIIeil Mepe OomHOl Henmenu. B
HEKOTOPBIX BapHaHTaxX CyOBEKT Obul OOJIEH B TeueHUe Mo MeHblIell Mepe ogHoro mecsua. B
HEKOTOPBIX BAPHAHTAX CyObEKT ObLI OOJIEH B T€UEHHE 10 MEHbIIEeH Mepe OHOrO Tofa.

B HEKOTOpBIX BapHaHTAaX OCYLIECTBJIEHHUs CIOCOO NpefHa3sHa4YeH Ui a) OLEHKH
COCTOSIHMSI 310pOBbsi CyOBEKTa, b) KOHTPOJSI COCTOSHUSI 3A0POBbsI CYyOBEKTa; C) TUArHOCTUKU
CcyObekTa Kak HMMEIOIIEer0 WM TOABEPIKEHHOrO PHCKY BOCHAJIHMTEIBHOTO 3a0O0NI€BaHUS, MU
NAaTOJIOTUYECKOTO  COCTOsIHUS, Wik uH(ekuuu, d) oueHku >(PPEKTUBHOCTH JICUEHUS,
HA3HAYaeMOr0 CYOBEKTY, UITH €) OLIEHKH TSKECTH 3a00/1eBaHusl y CyObEKTa.

B HEeKOTOpBIX BapHaHTAaX OCYIIECTBJICHHUS CIOCOO MOMOIHUTENBHO BKJIFOYAET CPABHEHUE
koiuuectBa I[AIP w/wmmun komrekca IAIP-nmuranm IAIP, oOHapyxkeHHOro B oOpasme, C
kommuectBoM IAIP w/unmu xomruiekca IAIP-murann IAIP, wHaiimenHoro B oOpa3ue OT
HOPMaJIbHOTO CyOBEeKTa, WJIH C T[OPOTOBBIM 3HaueHHeM. B HEKOTOpbIX BapHaHTaX
ocymecteneHust konndectBo IAIP B oOpasue, koropoe Huke, yeM koimuecTBo IAIP B oOpasue
OT HOPMAJIbHOTO CYOBEKTa WJIM OTHOCHTENBHO IOPOTOBOIO 3HAYEHHS, YKA3bIBAET HA TO, YTO
CyOBbEKT HMeeT WM TOABEPKEH pPHCKY pa3BUTHUS BOCHAJUTENBHOrO 3a00JNEBaHUsS, WIIH
NAaTOJIOTUYECKOTO COCTOSIHUS, WM HH(ekmuu. B HEKOTOpbIX BapHaHTax OCYIIECTBIICHHS
komnaectBo komruiekca IAIP-nmurann [AIP B oOpasie, KOTOpoe BBIIE, 4YeM KOJUYECTBO
komruiekca [AIP-murang [AIP B obOpasme OT HOPMalbHOTO CYOBEKTa WM OTHOCHUTENIBHO
MIOPOr'OBOTO 3HAYEHMsI, YKA3bIBAET HA TO, YTO CYOBEKT MMEET WJIM IMOJIBEPKEH PUCKY Pa3BUTHUSA

BOCTIAJIUTCIIBHOT'O 3360J'[€B3HI/I$I, UJIN MaTOJIOrHYCCKOTrO COCTOAHUA, HWIH I/IH(l)eKI_[I/II/I. B



HEKOTOpBIX BapUaHTax ocymecTieHns koamuectBo [AIP B oOpasue, noiayd4eHHOM OT
HOPMAJIbHOTO CyOBeKTa, WJIM MOPOroBOE€ 3HAa4YeHHue, cocTaBiisieT >250 Mkr/mii. B HEKOTOpBIX
BapuaHTax ocymecTsieHus koianuectso IAIP B oOpasiie oT HOpMaIbHOTrO CyOBEKTa COCTABISAET
oT 0k0JI0 260 110 okoso 540 MKr/miIL

B HeKoTOpBIX BapHaHTAaX OCYINECTBJCHHUS OMNpPEAEIeHHE TOro, YTO CYOBEKT HMeeT
koHueHTpanuio [AIP, paBHyr0 250 MKI/MJT MJTH MEHEE, YKa3bIBAET HA TO, UTO CYOBEKT UMEET WU
MOJIBEP>KEH BBICOKOMY PHCKY PA3BHTHUSI BOCIAJIUTEIBHOrO 3a00JEBaHUS WM MATOJIOTHYECKOTO
COCTOSIHUS, MJIM MH(EKLUUHU, WIH AUATHOCTHPYIOT MOBBIIIEHHBIA PUCK 3a00JI€BaEMOCTH H/MJIH
CMEPTHOCTH.

B HekoTOphIX BapuaHTax OCYILIECTBIIEHUS CYObeKT umeeT KoHueHTpauuo [AIP ot 200
no 300 mxr/mn. B apyrux BapuaHTax OCYLIECTBIEHHs CIIOCOO BBINOJHSIOT IO MEHbIIEH Mepe
OIMH pa3 B IOA, MO MEHbIIEH Mepe 1Ba pas3a B rof, IO MEHbLIEH Mepe OAMH pa3 B MeCsL, IO
MEHbBLIEH Mepe OAWH pa3 B HENEJIO, MO MEHbIIECH Mepe OAWH pa3 B CYTKH, WIM MO MEHbLIEH
Mepe OJJUH Pa3 B 4ac.

B HEKOTOpBIX BapHaHTaX OCYILNECTBJICHUS Yy CyOBEKTa paHee ObUIO BOCHAIHMTEIBHOE
3a0oneBaHue, WK MaTOJIOTHUECKOE COCTOSTHUE, MITH UH(PEKLIUS.

B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUS CIIOCOO BBIMOJHSIOT O JIEYEHUS] W/WIIH OAMH
win Oonee pa3 B TeueHHE Kypca JiedeHus. B HEKOTOpBIX BapHMaHTaX OCYIIECTBIEHHS CIOCOO
BBIOJIHSAIOT TOCJE€ Havaja JIEYeHUS W/WIM TIOCie 3aBeplLIeHus JiedyeHHs. B  HEeKOTOphIX
BapUAHTAaX OCYINECTBIICHUS JedeHue cumuraercs d(pdexruBHbM, ecau koHueHTpauus I[AIP
YBEJIMYUBAETCS] Y CYOBEKTa OTHOCUTENBHO pe3ysbTara npeasapuTenbHoro usMepenus IAIP y
cyObekTa n/nnm eciau kKoHueHtpaims komruviekca IAIP-murann IAIP y cyObekra ymeHblnaeTcs
OTHOCUTEJIBHO pe3yJibTaTa MpenBaputesbHoro usmepeHus komruiekca [AIP-nmurann IAIP y
cyOpexTa. B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS JieueHHe cunTaeTcst Hea(ppekTUBHBIM, eciu
koHUeHTpauusi IAIP yMmeHbIIaeTcss WM OCTAaeTCsl NMOCTOSHHOH Yy CyObeKTa OTHOCHTENBHO
pesyabraTta mnpensapurenbHoro mimepenus I[AIP y cyObekTa W/MaM €CiM  KOHLEHTpPALUs
komruiekca IAIP-nurann IAIP  yBenmuyuBaeTcss WM OCTAeTCsl TMOCTOSIHHOW Yy CcyObekTa
OTHOCHUTENIbHO pe3yJibTaTa MpeaBaputenbHoro usmepeHusi komruiekca [AIP-murann TAIP y
cyObekTta. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS CHOCOO OMOJHUTENBHO BKIIOYAET
MOIU(HUKALMIO UITH U3MEHEHHE JICUCHUSI.

Bo BrOpoM acmekTe mpencraBieH crocod jedeHus cyObekTa (Hampumep, 4eoBeKa,
TAKOrO KaK HOBOPOXKIEHHBIN, PeOCHOK, MOAPOCTOK MJM B3POCIHbIH), Y KOTOPOrO €CTh WIH
CYLIECTBYET PUCK PAa3BUTHs BOCMAIUTENBHOTO 3a00seBaHusi WM MH)EKUNUH, B KOTOPOM OBLIO
OTIPENENICHO, YTO CYOBEKT HYKIAeTCs B JICUEHUH B COOTBETCTBUH CO CITIOCOOOM MEPBOrO aCMeKTa
NyTeM BBEIEHHs CyOBeKTy TepaneBTHueckH d¢¢exktuBHoro kommvectsa IAIP  w/umm
TEPANEeBTHYECKOrO areHTa, BIOPAHHOTO U3 TPYIIIBI, COCTOSAIIEH W3 aHTHOMOTUYECKOIO areHTa,
NPOTHBOBUPYCHOTO AareHTa, MPOTUBOIPUOKOBOIO areHTa, NPOTHUBOMAPA3UTAPHOIO AreHTa,
IIPOTUBOBOCIAIUTEIBHOTO areHTa, MIPOTUBOPAKOBOIO areHTa, AQHTUKOATYJISHTA,
UMMYHOMOJYJIUPYIOIIErOo areHTa, OpPOHXOJIUTHUYECKOTrO areHTa, WHIHOMTOpa KOMIUIEMEHTA,

Ba30IIPECCOPA, CENATUBHOIO CPEICTBA WU UCKYCCTBEHHOM BEHTUJISLIUU JIETKUX.



B HekoTOphIX BapuaHTaX OCYINECTBJIIEHUS BOCHAJIUTENbHOE 3a00NeBaHHE WU
NATOJIOTUYECKOE COCTOSIHHME BBIOMPAIOT M3 TPYMIIbL, COCTOSINEH W3 CENCHca, CENTHYECKOTO
IIOKa, CTEPUJIBHOTO CEMCHUCA, TPaBMbl, MOBPEXKAECHMs, MHCYJbTA, OCTPOrO BOCHAJIUTEIBHOTO
3aboneBanust, SIRS, ocrporo mospexxnenus nerkux, ARDS, mHeBMOHMH, HEKPOTU3UPYIOILETrO
SHTEPOKOJINTA, OCTPOrO IMAaHKpeaTuTa, 3a0O0JeBaHUS TOYEK, OCTPOrO MOBPEKAEHHS IOYEK,
NOBPEXIEHNUS  IEYEeHH, OCTPOH  HEeNOCTATOYHOCTH  KPOBOOOpAINEHMs,  BBI3BAHHOIO
XUPYPrUUECKMM  BMEIIATENbCTBOM  BOCHAJEHHUS, BBI3BAHHOIO  a0CLECCOM  BOCIHAJICHUS,
pPacCesTHHOTO CKJIepo3a, MpPEdKJIAMIICHH, paka, MeTacTas IpH pake, OMyXOJeBOM HWHBAa3WY,
3aboseBanus nepudepudeckux aprepuii, quadera 1-oro Tuma WM 2-0ro THIA, aTEPOCKIIEPO3a
CEpIAEYHO-COCYIUCTON  CHUCTEMBI, IEpPeMeXKaroIelics XpPOMOTBL, KPUTHUECKOH MHIIEMHUH
KOHEYHOCTeH, WH(papKTa MHOKAapAa, KAPOTHUIHOW OKKJIFO3UH, OKKIIIO3UH ITyIIOBUHBI, HU3KOH
Macchl Tejla MPH POKACHUH, HEAOHOUIEHHOCTH, JISTOYHOH HEAOCTATOYHOCTH, MepU(epuIecKoil
HEBPOMATUH, TUIIOKCUYECKOH HINEMUH, OaKkTepHalbHOW MH(EKLIUH, paH, 0XKOTOB, PBAHBIX pPaH,
yInuOOB, TMEPEIOMOB KOCTEH, XUPYPTUYECKHX IPOLEAYp, WIIEMHUH TKaHEH, PEeBMAaTOHUIHOIO
apTpUTa,  MEHUHTUTA,  BOCHAIUTENbHOrO  3a00JIieBaHUSl  KHUINEYHHKA,  XPOHHUYECKOM
OOCTPYKTUBHOI OOJE€3HM JIETKUX, PUHHTA, IMPEKAEBPEMEHHBIX POJOB MM HH(EKLIHOHHOTO
3a00JeBaHusL.

B HexoTOpBIX BapHaHTax OCYLIECTBICHUS WH(EKIUs BbI3BAHA TPAMOTPHULATEIHHBIMU
OakrepusiMu, TakMMU Kak BHIbl Neisseria, exmouas Neisseria gonorrhoeae u Neisseria
meningitidis, Bumael Branhamella, Bxmrouass Branhamella catarrhalis, Bumbr Escherichia,
Bkirouast Escherichia coli, Buast Enterobacter, Buaber Proteus, Bxitodas Proteus mirabilis, Bugbl
Pseudomonas, Bkmrouas Pseudomonas aeruginosa, Pseudomonas mallei, u Pseudomonas
pseudomallei, Bunbr Klebsiella, Bxmouas Klebsiella pneumoniae, Bumel Salmonella, Buab
Shigella, Bumsl Serratia, Buabl Acinetobacter; Bugbl Haemophilus, Bxmouas Haemophilus
influenzae 1 Haemophilus ducreyi, Buast Brucella, Buasl Yersinia, Bkitodas Yersinia pestis u
Yersinia enterocolitica, Bunbl Francisella, Bkmrouast Francisella tularensis, Bunbl Pasturella,
Birodasi Pasteurella multocida, Vibrio cholerae, Bumpr Flavobacterium, meningosepticum,
Bunbel Campylobacter, Bkmouas Campylobacter jejuni, euowr Bacteroides (opayibHBIH,
¢apuHreanbHblii), BKIro4ast Bacteroides fragilis, Buael Fusobacterium, Bxirouast Fusobacterium
nucleatum, Calymmatobacterium granulomatis, Buns Streptobacillus, Bkmrouas Streptobacillus
moniliformis, u Bunsl Legionella, Bxirouast Legionella pneumophila.

B Tperbem acmekte mpencraBiieH HaOOp AN KOWdecTBeHHOro omnpeneneHust IAIP wmun
komruiekca IAIP-nurann IAIP B obpasue, npuueM HabOp COREPIKUT areHT, cesi3piBaroutuii IAIP,
u areHt, aerexktupyromuii IAIP, u, HeobOs3arenbHO, omHO wMim Ooyiee W3 CIENYIOIIETO:
NPOMBIBOUHBIH Oydep, OIOKUpYOLMii areHT, cyocTpar it 0OOHAPYKEHUSI METKH M HHCTPYKIHH
IUT KondecTBeHHOro onpeneneHus yposHs [AIP nnm kommnekca IAIP-nurann IAIP B oOpasue.
Onun mnu Gonee KOMIOHEHTOB Habopa MOryT ObITh OOecrieueHbl B KOHTEHHEpE, TaKOM Kak
npobupka i (yakoH, u/ i B popme, roTOBOH K MPUMEHEHUIO (HanpuMep, JUIsl HAHECEHUs Ha
MOJIOXKKY HaOopa (Harmpumep, Ha IUIAHIIET WA TECT-TIOJIOCKY ).

B HeKkOTOpBIX BapHaHTax OCYINECTBJIEHHUsS CBS3bIBAIOIIUN areHT MMMOOWJIN30BaH Ha



MOJIJIOXKKE.

B HexoTOpbIX BapHaHTax OCYILECTBICHMsS JE€TEKTUPYIOLINIT areHT MEU€EH.

B HexkoTOpBbIX BapuaHTax OCYIIECTBIEHUs areHT, cBsasbiBaromuii IAIP, mpencrasiser
coboit IAIP-cieunguueckoe antureno wiu aurann [AIP.

B HexOoTOpBIX BapHaHTax OCYLIECTBJIEHHs HAOOP IOMOJHHUTEIbHO COAEPKUT areHr,
cesspiBarouil urana IAIP. B HEKOTOpBIX BapuaHTaX OCYLIECTBJIEHUS areHT, CBSI3bIBAIOLIMI
nurasp [AIP, npencrasnser co0oi aHTHTENO, KOTOPOE CBsA3bIBaeTCs ¢ uranaomM IAIP.

B HexkoTOpBIX BapuaHTax OCYINECTBJICHMs areHT, Aerexktupyromuii IAIP, npencrasnser
coboii IAIP-cnienugprueckoe antuteno wim jgurang [AIP.

B HEKOTOpBIX BapWaHTaxX OCYLIECTBJICHHs HAOOP IOMOJHUTEIBHO COAEPIKUT AareHT,
nerextupyromuii  sguranx IAIP. B HekoTopelIX BapuaHTax OCYLIECTBJIGHUS  areHT,
nerektupyromuii jurann [AIP, npencraenser coOOH aHTUTENO, KOTOpPOe CHeru(pUYIecKH
cBsi3bIBaeTCs ¢ auradaom IAIP.

B HekoTopeix BapuaHTax ocyuiectsieHus [AIP-crenuduueckoe aHTUTENO MPENCTABISET
co0Ol MOHOKJIOHAJIBHOE aHTHTENO. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIEHUS MOHOKJIOHAJIBHOE
AHTHUTEJIO MpencTaBysieT cobol MKAT 69.26 win MKAT 69.31.

B HeKOTOpBIX BapHaHTax OCYIIECTBIEHHUsS IMOMJOXKKA NPENCTaBIsAeT COOOH IUIAHILET,
CMOJTy, KOHTeHep, MeMOpaHy, OHOYHII, YaCTHIy, HAHOYACTHILY, TECT-TIOJIOCKY WJIA TPaHyJIy.

B HekoTOphIX BapuaHTaX OCYIIECTBJIEHHS METKa MpPEncTaBisieT coO0oi (epMeHT,
cyoctpar ¢depmenta, OuoTwH, YacTULy, (IYOPECLEHTHBIH KpacHTeb, JIOMUHECIICHTHOE
COEJIMHEHHE WU PAAUOAKTUBHYIO METKY.

B HekoTophIx BapuaHTax ocymectsieHus Jsura"n IAIP Beibuparor w3 rpymnmsl,
cocrosmei u3 sHnorokcuHa (JIIIC), remapuHa, rUCTOHA, MMATypOHOBOM KHCIIOTHI, JIAMHUHUHA,
teHacuuHa C, arrpekaHa, BUTpOHeKkTHMHa, (uOpoHekTHHa, ¢(akropa ¢oH Bunnebpanna,
nenrpakcuna-3 (PTX3), ®HO-ctumynupoBanHoro rena-6 (TSG-6), dakropa IX, kommnoneHTa
komruieMenTa, (pakropa XIIla u TkaHeBOI TPaHCTITyTAMHHA3BI.

Onpeoenenus

Hcrnonb3yeMblil B JaHHOM JTOKYMEHTE TEPMUH «OKOJIO» OTHOCUTCS K 3HAUEHUIO, KOTOPOe
He Oonee yem Ha 10% Oonblie WM MEHbIIE ONMHCHIBAEMOTO 3Ha4eHUs. Hampumep, TepMuH
«OKOJIO 5 HM» 0003HauaeT auamna3oH ot 4,5 HM 1o 5,5 HM.

Ucnonb3yeMblii B JaHHOM JOKYMEHT€ TEPMHH «BBEJEHHE» OTHOCUTCA K
NPEAOCTABIEHUIO WM OOECTeUeHHI0 CyOBEeKTYy TepamneBThdeckoro arenra (Hampumep, IAIP)
mo0bM  3(p¢dekTuBHBIM myTeM. WmrocTpaTuBHbIE IyTH BBEACHHUS ONKMCAHBI B JAHHOM
JOKYMEHTE HIKE.

Hcnonp3yeMblil B TaHHOM JTOKYMEHTE TEPMUH «aHTHUTENO» (AT) OTHOCHTCS K MOJIEKYJIE
UMMYHOTJIOOYJIMHA, KOTOpas Crnenu(UYecKH CBSI3BIBAETCS WM SBISETCS HMMYHOJIOTHYECKH
crioco0Ha pearupoBaTh C KOHKPETHBIM aHTUTE€HOM, M COIEPXKUT [0 MeHbIIeH Mepe
BapuabENbHBINA JTOMEH TSDKENOHN Ienu, U OOBIMHO COIEPIKHT IO MEHbLIeH Mepe BapuabelbHbIE
IOMEHbl TSDKEJOW [emd W JIETKOH Iend HMMMYHOTJoOyJinHa. AHTHTENa H  HX

AHTHUI'CHCBA3BIBAOIIIUE (bpaFMeHTbI, BAPHUAHTbI HWJIM TPOU3BOAHBIC BKJIFOYAKOT, HO HE
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OTrPaHUYMBAIOTCS UMM,  MOJHUKJIOHAIbHBIE,  MOHOKJIOHAJIbHBIE,  MYJIbTHCIELH(PHIHBIE,
YeJOBEYeCKNe, TIyMaHHW3UPOBAaHHbIE, NPUMATU3NPOBAHHbIE WJIM XHMEPHbIE AaHTUTEJA,
I€TePOKOHBIOTaTHbIE aHTHTeNa (Hampumep, OW-, TpU- U TeTpacnernuuuecKue AaHTUTENa,
auaresa, TpuaTena M TeTpaTenia), ONHOJOMEHHble aHTUTena (OAAT), SMUTOICBSA3BIBAIOIINE
¢parmentsl, Hanpumep, Fab, Fab’ u F (ab'),, Fd, Fv, omnouenoueunsie Fv (scFv), rlgG,
OIHOLIeTIOYEeUHble aHTUTeNa, nucynbua-cessanabie Fv (sdFv), ¢pparmenTsl, conepikaiue wim
nomeH Vi wm Vy, ¢parMeHts, mnpoayuupyembie Oubnmorekoil skcrnpeccun Fab, nu
antuuaroTunudeckue (aHtu-Id) anTurena. MonekyJibl aHTUTENA COTIACHO H300PETEHHI0 MOTYT
ObiTh mOOOro Tuna (Hampumep, IgG, IgE, IgM, IgD, IgA, u IgY), xnacca (Hanpumep, IgGl,
IgG2, 1gG3, 1gG4, IgAl u IgA2) unu noxpkyiacca MOJIeKyJibl MMMYHOTIOOyarHa. Kpome Toro,
€CJTM He YKa3aHO MHOE, TEPMUH “MOHOKJIOHAJIBHOE aHTUTENO  (MKAT) BKIIFOYAET KaK WHTAKTHbBIE
MOJIEKYJIbl, TaK W (pparMeHThl aHTHTEN (Takwe Kak, Hampumep, (parmentsl Fab m F(ab'),),
KOTOpBIE CITOCOOHBI CrEeIU(pUIECKU CBSA3BIBATHCS C 1eNieBbiM OenkoM. @parmentsl Fab u F(ab '),
oumeHsl  ¢parmeHTa Fc  uMHTakTHOro aHturena, ObICTpee BBIBOISITCS M3  CHUCTEMBI
KPOBOOOpAIEHUST KMBOTHOIO W MOTYT HMETb MeEHbIlee Hecreun(uyeckoe CBSI3bIBAHHUE C
TKaHBIO, Y€M HHTaKTHOE aHTUTEJIO.

Hcnonp3yeMblii B JaHHOM AOKYMEHTE TEPMUH «AHTUTCHCBS3BIBAIOIIUN (pparMeHT»
OTHOCHUTCSI K OJHOMY WJIM Oojiee (pparMeHTaM aHTHUTENA, KOTOPbIE COXPAHSIOT CIIOCOOHOCTB
ceun(pUIeCKH CBA3BIBATHCS C LIEJIEBBIM AHTUICHOM. AHTUT€HCBA3BIBAIOIAs (DYHKIHS aHTUTENa
MOJKET BBITIOJIHATECS (PparMeHTaMu TOJHOPA3MEPHOro aHTurena. @parMeHTbl aHTUTEN MOTYT
npencraBisith coboii Fab, F(ab'),, scFv, SMIP, nuareno, Tpuareno, agpdureno, HAaHOAHTUTEO,
anTtaMep WIM IOMEHHOe aHTuTeno. lIpumepbl CBs3BIBAIOIINX (PArMEHTOB, OXBATHIBAEMBIX
TEPMHUHOM «aHTUI'€HCBSA3BIBAIOLINN (parMeHT» aHTUTeNa, BKIIOYAIOT, HO HE OTPAaHUYMUBAIOTCS
umi: (i) pparment Fab, MOHOBaJIeHTHBIN (parMeHT, cocTosmmi u3 fomMeHoB Vi, Vy, Cr, u Cyl;
(1) dpparment F(ab'),, nByxBaneHTHbIH pparMenT, conepskaiuuii 18a ¢pparmenra Fab, cBsa3aHHbIX
aucynb(GUAHBIM MOCTUKOM B LIapHUpPHOW oOmact; (ii1) ¢pparment Fd, cocTosimmii u3 1oMeHOB
Vy u Cyl; (iv) pparment Fv, cocrositumii u3 qoMeHOB Vi U Vi OIHOrO TuUie4a aHTuTeNa, (V) AT,
BKJIIOUasi oMeHbl Vi u Vy; (vi) ¢pparment nAb (Ward et al., Nature 341:544-546, 1989),
KOTOPBIA COCTOUT U3 JAOMEHOB Vy; (Vii) AT, KOTOpPBIH COCTOUT U3 qoMeHa Vy wim Vi (viii)
BBIIEJICHHYIO OMPENeNSIOMY KoMIuieMeHTapHOCTh oonactk (CDR); u (ix) koMOWHALHIO TBYX
win Oonee BeimeneHHbIX CDR, KoTOpBIE HEOOSI3aTEIBPHO MOTYT OBbITh COENMHEHBI C ITOMOIIBO
CHUHTETHUYECKOTO JinHKepa. Kpome Toro, xoTs aBa nomeHa ¢pparmenta Fv, Vi u Vg, konupyroTcs
OTAENbHBIMH T€HAaMH, OHU MOTYT OBbITh COEOMHEHBbI C MOMOINBI PEKOMOMHAHTHBIX CIOCOOOB
CHHTETHUYECKUM JIMHKEPOM, KOTOPBIH O00ECHeunBaeT BO3MOXKHOCTb CO3/IaHUS WUMH OJHOM
OenkoBoOl Lenmu, B KOTOPOi mapa oOmacteid Vi, U Vy 0O0pasyrOT MOHOBAJIEHTHBIE MOJIEKYJIbI
(m3BecTHbIe Kak ogHouenodeunsle Fv (scFv); cm., Hanpumep, Bird et al., Science 242:423-426,
1988, u Huston et al., Proc. Natl. Acad. Sci. USA 85:5879-5883, 1988). Otu ¢parmeHTs
AHTUTEJI MOTYT OBITh TOJYYEHbI C HCIOJB30BAaHHUEM OOIIENPUHATHIX METOIMK, HM3BECTHBIX
CTHEeLMAINCTaM B JAHHOH 00JIaCTH TEXHUKH, U (PParMEHThI MOTYT OBITh MOABEPTHYTHI CKDUHHUHTY

Ha (I)YHKI_II/IOHaJ'IbHOCTb TaKHUM XKE o6pa30M, qTO u JJIA HHTAaKTHBIX AHTUTCIIL.
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AHTHreHCBsI3bIBAIOLINE  (PpAarMEeHTBl MOIYT OBITh MOJYYEHBI C IOMOIIBIO  METOMOB
pexomOnHaHTHBIX JIHK, ¢QepmMeHTaTHBHOrO MM XHMHUYECKOTO pACIIEIUIEHHs] HHTAKTHBIX
UMMYHOTJIOOYJIMHOB, HJIH, B HEKOTOPBIX BapUAHTAX OCYLIECTBJIEHMS, C TIOMOIIBI0 XUMHUECKUX
CIIOCO0OOB CHHTE3a MENTUOB, U3BECTHBIX B JAHHON OOJIACTH TEXHUKH.

Hcnonb3yeMblii B JaHHOM IOKYMEHTE TEPMUH «UHTep-ajb(a MHrHOMTOpHBIE OeNKm»
win «IAIP» oTrHOcHMTCS K OONBIIMM MHOTOKOMIIOHEHTHBIM TIJIMKOIPOTEMHAM B CeMeiCTBe
CTPYKTYPHO CBSI3aHHBIX MMMYHOMONYJUpPYIOIIUX OenkoB. bbuto mokaszaHo, yro IAIP wurpatot
BAXXKHYIO POJIb B MHTMOMPOBAHUU Psiia TIPOTeas3, BKIKOYAsh HEUTPODUIBHYIO 3J1acTasy, TIA3MUH,
TPUIICUH, XUMOTPHUIICHH, TpaH3uM K, mponporenHkoHsepTasy, pypus, katericud G ¥ akpO3HH.
IAIP obnamaer MMPOKUM CHEKTPOM MPOTHBOBOCHAIUTEIBHBIX MEXaHH3MOB, B JOMOJHEHHE K
UHTUOMPYIOLIeH aKTUBHOCTH CEPUHOBOM MpOTEas3bl, TAKHE KAaK CBSA3BIBAHME W WHAKTHBALIUS
KOMILIEMEHTA, BHEKJIETOUYHBIX TMCTOHOB U (PAKTOPOB CBEPTHIBAHUS, YMEHBLICHHE KOJHUYECTBA
NPOBOCTIAINTENIbHBIX ITUTOKHHOB, Takux kak ®HO-anmbdpa u NJI-6, yMeHblIeHHE KOJIUYECTBA
¢akropos anresun, Takux kak VCAM u ICAM, u ymensmenne koianuectsa NFkB. TAIP taxke
UTPAIOT BAXKHYIO POJIb B COACHCTBHM 3AIMUTE W BOCCTAHOBJICHHIO TKaHEH, TIe TSDKEJbIE LENH
NEePEeHOCATCSI B MATPUKCHBbIE O€iKH, 4YTOOBI CIIOCOOCTBOBATH KJIETOUHOM MHUTpAlMU |
nponudepanun. B ugenosedeckoii mnasme I[AIP oOHapykeHBI NpPU OTHOCHTENIBHO BBICOKHX
koHueHTpanusx (400-800 mr/m). B omuume ot apyrux MOJEKyJI-MHTHOUTOPOB, 3TO CEMENCTBO
WHTHOUTOPOB OOBIYHO BKJIFOYAET KOMOWHALIMIO TMOJIMITENITUAHBIX Lenel (JerKux W TSKENbIX
1ereli), KOBaJIEHTHO CBSI3aHHBIX XOHIPOUTHHCYIb(aTHOH 1enbo. Tspxensle nenu [AIP (H1, H2
u H3) Takxe Ha3bIBarOT OenkaMy, CBA3BIBAIOIIMMU rHaitypoHoByro kucioty (I'K). OcHoBHBIME
dopmamu TAIP, 0OHapykeHHBIMH B IUIa3M€ 4YeJIOBEKa, SBISAIOTCS HHTEp-anbda-unruourop (lal),
KOoTOpbIN conepskut nBe Tspkenble nenu (H1 m H2) u onny nerxyroo uens (L), u npe-anbda-
unrudurop (Pal), kotopsiii comepxkut oany Tsokenyro (H3) u onny nerkyro uens (L). JApyrum
IAIP siBnsiercs jierkasi Lemnb (Takke Ha3biBaeMass OMKYHUHOM (MHTHOUTOp OU-KYHHUIA) C ABYMSI
nomeHamu KyHUI[), CBsi3aHHash C TJIMKO3aMHUHOTJIMKAHOM, KOTOpas, KaK H3BECTHO, IIUPOKO
UHTUOMPYET MIa3MeHHbIe 1 TKaHEBbIe CepUHOBBIE npoTeasbl. Jpyroii IAIP npencrasnsier coboit
MOJIEKYJTy, CBSI3aHHYIO C TsDKeNoW wnembto H4, xoTopas mupKynupyeT B KpoBH Oe3 CBsI3U C
oukynunoMm. Eme onun IAIP npencraBisier co00# MOJIEKYTy, CBSI3aHHYIO C TsDKEIOH 1enbro HS.
Iol u Pal, mpucyrcTByromue B Gpakiyuu IIa3Mbl, UMEIOT KaXKYIIYIOCS MOJIEKYJIIPHYIO MacCy OT
okoso 60 k/la no oxomno 280 k/1a.

Hcnonp3yemblii B TaHHOM JOKyMeHTe TepMHuH «Juranzn IAIP» oTHocuTCs K MOJeKyJie
win ee pparmenty, koropas cBszbiBaeTcs ¢ IAIP in vivo unu in vitro, (Hampumep, SHAOTOKCUH
(JIITC), renapuH, THCTOH, THAyPOHOBAsE KUCJIOTA, O€JKH BHEKJIETOYHOI'O MaTpUKCca (Harmpumep,
BUTpOHEKTHH, (uOpoHekTuH, TeHacumH C, mamMuHUH, arrpekan), ¢akrop ¢oH BuieOpanna,
nerrpakcul-3 (PTX3), ®HO-ctumynupoBansslii res-6 (TSG-6), ¢pakTops! cBEpThIBAHUS KPOBU
(marmpumep, ¢akrop IX u daxrop XIlla), KOMIOHEHT KOMIUIEMEHTA, IByXBaJEHTHbIE KaTHOHBI,
takue kak Ca’* u TkameBas TpaHcriyTamuHasa). JIuraumel IAIP Takke BKIIOUAROT MOJEKYJIBL,
KOTOpbIe, TIO MPOrHo3aM, cBs3biBatoTCs ¢ [AIP Ha OCHOBE MOMEHHOH CTPYKTYpHI (Hampumep,

6enku ¢ nomeHamu RGD, xoropble cBsizbiBatoTCS ¢ noMeHOM (akropa A ¢on Bunnebpanna
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Tsokenbix neneit [AIP). Jluranner IAIP s ucionp30BaHus B OMMCAHHBIX B JAHHOM JIOKYMEHTE
crioco0ax BKJIFOYAIOT JIMTAHIbI, KOTOPBIE CBSI3BIBAIOTCSA C Tskenon nenbto [AIP, ¢ kommuiekcom
IAIP umn ¢ GAG IAIP (Hampumep, JUTaHAbl, KOTOPbIE HE CBSI3bIBAIOTCA HMCKIIOYHUTEIBHO C
OMKYHUHOM).

Hcnone3yemsblit B nanHoM TepMuH «IAIP-cnennduyeckoe aHTUTENO» WM «aHTUTEINO,
KoTopoe cneunduuecku cBssbiBaercst ¢ IAIP» oTtHocures k 000 Monekyse, comeprkarnen
OeJIOK MM MenTua, KOTopasi COAEPIKHUT 110 MEHbIIEeH Mepe YacTh MOJIEKYJIbl HMMYHOTJIOOYJIMHA,
TAKyI0 Kak IO MEHbLIeH Mepe OIHY ONpPeNeNsIoIyl0 KOMIUIeMeHTapHOCTh obnacte (CDR)
TSDKEJIOW WJIM JIETKOM LIeMU WM €€ YaCTH, CBSI3bIBAIOLIEH JUraHja, BapuabelbHyr 00acTh
TSDKEJIOW LeTH WJIM JIETKOH LEeNH, KOHCTAHTHYIO OOJIACTh TSDKEJIOH LEeNH WM JIETKOH Ieru,
KapKacHyr0 obyacth wim OOy ee 4YacTb, KoTopas crmocoOHa ces3biBaTh IAIP u kotopas
CHELUATBHO HE CBS3BIBAETCS C JIFOOBIM APYTHM O€NKOM. AHTHTENO, KOTOpPOEe Cerr(pHYecKH
cesizbiBaercs ¢ IAIP, Oyner csasbiBathes ¢ IAIP u obecneunBaTh CHrHaJ, KOTOPBIH 1O MEHbLIEH
Mepe BABOE NpeBbIaeT (JOHOBBIM CUTHAN WJIM IOYM U, Kak mpaBuiio, Oomnee yem B 10-100 pa3
npeBbIaeT (POHOBBINA CHTHAI.

Hcnonb3yeMblil B JaHHOM JIOKyMEHTE TEPMUH «MOHOKJIOHAJIbHOE aHTUTENI0» OTHOCHUTCS
K aHTUTENy, TNOJYYeHHOMY U3 OJIHOrO KIJIOHA, BKJOYas JIOOOH 3YKapHOTHUECKUH,
NPOKApUOTHYECKHUH MK (ParoBblil KJIOH, a He K COCO0Y, € MOMOIIBIO KOTOPOTO €r0 MOJTyYaroT.

Hcnonp3yeMblii B JTaHHOM JOKYMEHTE TEPMHH «(papMaleBTHUECKasi KOMIO3HULIUS» TN
«(papmaneBTuueckuii Tpemapar» IMpeACTaBiseT CcOoOOH KOMMO3WILMIO HJIM  IIpernapar,
oOnamaromuii  apMakoIOrH4ecKod aKTUBHOCTBIO WM JPYTUM MpsMbIM  3(PQPEKTOM B
OTHOLIEHUM CMATYEHUs, JIEYEHUS WM NPeAoTBpalleHus 3a0oNeBaHus, W/WUIM TOTOBYIO
JIeKapCTBeHHYIO0 (GopMy wuiau npenapar. Komnosunus, Hanpumep, ykasaHa JJIsl UCTIOJIb30BaHUS
YeJOBEeKOM (HampuMmep, COIJIACHO HOPMATHUBHBIM TPeOOBAHUSM K JIEKAPCTBEHHBIM  HJIH
OuonornyeckuM IpenaparaM, TaKUM Kak Te, KoTopble omyOmukosaHsl FDA (Ynpasnenue mo
CAaHUTAPHOMY HAI30PY 32 KA4eCTBOM IMHINEBLIX MPOAYKTOB U MeankameHToB CIIIA) u/umu EMA
(EBponeiickas cimysk0a mo Haa30py B chepe IeKapCTBEHHBIX CPENCTB)).

Hcnonp3yeMblii B JaHHOM JOKYMEHTE€ TEPMHH «(papMaleBTUYECKH MPUEMIIEMbIID
OTHOCUTCSI K TEM COCIUHEHHUSIM, MaTephajiaM, KOMITO3ULIMSIM W/WIK JIEKApPCTBEHHBIM (hopMam,
KOTOpblE€ TPUTOAHBI JJIi KOHTAKTa C TKAHSIMHU CyOBEKTa, TAKOrO KaK MJIEKOIUTAOLIEe
(HampuMmep, 4esioBek), O0e3 Ype3MepHON TOKCUYHOCTH, Pa3ApaKeHus], ajlIEpruIeCKOl peakluu
APYTUX OCIIOKHEHUH, COM3MEPUMBIX C Pa3YMHBIM COOTHOLIEHHUEM TTOJIb3bI/PUCKA.

Hcnonb3yeMoe B JaHHOM JTIOKYMEHTE BBbIpA)KEHHE «CHUKEHHE BEPOATHOCTH Pa3BUTHUS)
OTHOCHUTCSI K MNPOQUIAKTUYECKOMY JICUEHHIO MAalleHTa (HampuMep, 4YeJOBEeKa), KOTOPBIH
NOJBEPKEH MJIM MHBIM 00pa3oM IMOABEP)KEH PUCKY KOHKPETHOTrO 3a00JIeBaHUs, CHHAPOMA WIIH
MATOJIOTUYECKOTO COCTOSIHUS (HAIPUMeEp, ONMHMCAHHBIX B JTAHHOM JOKYMEHTE MaTOJIOTHYECKUX
COCTOSIHUH, TaKMX KaK BOCMAJIUTENbHOE 3a00seBaHue WM WH(EKLHUs), UIH MOABEPKEH PUCKY
YBEJIMYEHHUS CTENIEHH WJIM TSDKECTH TeKylnero 3aboJeBaHus, CHHIPOMA WJIHM MaTOJOIMYECKOro
COCTOSIHUSI, HAIIpUMeEp, nanueHTa ¢ BHeOonbHUYHON nHeBMoHuel (CAP), KkoTopslil nmoaBepkeH

PHCKY MPOrPECCUPOBAHUS A0 TsKENON BHeOOIbHUYHOMN MHeBMOHMH (SCAP).
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Hcnonp3yeMblii B JaHHOM JOKYMEHTE TEPMHUH «3TAJOH» OTHOCHUTCS K MapaMeTpy
(HarpuMep, ypOBHIO OeNKa, KOHLEHTPALUH, YPOBHIO SKCIIPECCUN HYKJIEMHOBBIX KUCJIOT U YHCITY
KONMii reHa) oOpasla WM CTaHAapTa, KOTOPBIN MCIIONB3YeTCs ISl CPABHEHUS C MApaMeTPOM B
uccienyeMom obpasue. Hanpumep, sTanoHHBIH 00pas3er] MOXKET ObITh MOJyYeH OT 3I0POBOTO
yejoBeKa (HAmNpHMep, YeNOBeKa, y KOTOPOr0 HEeT BOCHAJIUTENbHOrO 3a00JeBaHUsl WM
uH}eKIrK). DTaOHHBbIH YPOBEHb MOXKET IPEACTABISATh COOOW ypOBEeHb (WM €ro CpeaHee
3HA4YEeHUE) HKCIPECCHU WM KOHLEHTpauuu aHaiuta (Hanmpumep, Oenka (Hampumep, IAIP),
HYKJICHHOBOM KHCJIOTBI, YIJIEBOJAA M T. [.), ONPENEeNeHHOW W3 OJHOro Win Oojiee STaJOHHBIX
oOpasuoB. Hampumep, 53TajJoH MOXET NPEACTaBIATH COOOH CpenHUN YpPOBEHb aHAJIUTA
(marmmpumep, [AIP) (Hanpumep, CpeHUN YPOBEHb WM MEIUAHHBIN YPOBEHb) CPEAN MHOXKECTBA
WHIMBUAYYMOB (HampuMmep, 3J0POBBIX HHIAMBHIYYMOB WJIM WHIUBHUAYYMOB, Yy KOTOPBIX HET
BOCTIAJIUTENILHOTO 3a00seBanust Wik HHpEKunn). B 1pyrux ciydasix 3TaJOHHBIA YPOBEHb MOKET
NPEACTABIATh COOOW 3apaHee OMNpeIeNeHHBIH IOPOTOBBI YpOBEHb, HANPUMEpP, HA OCHOBE
YPOBHSI MJIM KOHLIEHTPALMU aHAIHNTA, KaK OMPEeIeHO WHBIM 00pa3oM, HampuMmep, ¢ MOMOIIBIO
SMIHUPUIECKUX AHATH3O0B.

Hcnonp3yeMblii B NaHHOM JOKYMEHTE TEPMHH «0Opas3em» OTHOCHUTCS K 0Opasiy
(HarpuMep, KpOBH, KOMIIOHEHTY KPOBHU (HAampuMep, CBIBOPOTKE HIIM IUIA3ME), MOdYe, CIFOHE,
AMHHOTHYECKON JKHIKOCTH, OPOHXOJIETOUHOMY JIABA)XKy, CIIMHHOMO3TOBOM JKHUIKOCTH, TKaHHU
(HarpumMep, OMOIICHUU TKaHHW WJIM TOMOTE€HATy TKaHH), MAHKPEATUYECKOTO COKa, CHHOBHMAJIBHOM
KUJIKOCTHU U KJIETKaM), BBIIECJIEHHOMY OT CyOBeKTa (HampuMep, MIIEKOIMHUTAOLIETr0, TAKOr0 Kak
YeJIOBEK).

Hcnone3yemMoe B JaHHOM JOKYMEHTE BBIPAXKEHHE «CIELU(PUIECKU CBSI3bIBAET»
OTHOCUTCSl K PEaKIMU CBSI3bIBAHUS, KOTOpas ONpeAeNsieT MPUCYTCTBHE aHanuTa (Hampumep,
Oenxa, Takoro kak I[AIP) B rereporeHHod mnomynsiuuu OEIKOB M JPYTHX OHOJOTMYECKUX
MOJIEKYJl. AHAJIUT MOXKET MPENCTABISITE COOOI aHTHIeH, KOTOPBIH PAaCHO3HAETCs, HAapuMep,
AHTHUTEJIOM WJIM €r0 aHTUTeHCBs3bIBAOIUM (pparmMeHTOM. Criennpuieckoe CBA3bIBAHHE MEKIY
U3MEpPSeMbIM  AHAJMTOM U  CBS3BIBAIOIIMM  areHTOM (HampuMep, AaHTUTENIOM, WM
AHTUTCHCBS3BIBAIOIIMM (parMeHTOM, WM Jurangom) umeer Kp, paBHyo menee 100 HM.
Hanpumep, aHTHUTENO WM €ro aHTUTCHCBS3bIBAIOIIWN (parMeHT, KOTOPBIH CcrernuduuecKku
cBsi3bIBaeTcsl ¢ aHTUreHom (Hampumep, IAIP), cessbiBaercst ¢ anturenom ¢ Kp mo 100 HM
(mammpumep, mMexay | HEM u 100 HM). AHTUTENO WM €ro aHTUT€HCBSA3BIBAIOIIMN (PAarMeHT,
KOTOPBI HE TPOSIBISIET CHEUU(PUIECKOTO CBSI3bIBAHUS C KOHKPETHBIM AHTUTCHOM WM €ro
snuronoM (Hanpumep, [AIP), nemoncrpupyer Kp, pasHyro Oonee 100 HM (Hampumep, Oonee
500 M, 1 mxM, 100 MM, 500 MkM wnu 1 MM) At 3TOr0 KOHKPETHOTO AHTUTEHA W €ro
snurona. Pasmuunbie QopMaTel MMMyHOAHAJIHM3a MOTYT OBITh HCIOJB30BAaHBI IJIsI BBIOOpPA
aHTHUTEIN, CIEHU(PUUECKH HMMMYHOPEAKTUBHBIX C OMNPEICJICHHBIM OEJKOM WM YTJIEBOIOM.
Hanpuwmep, tBepnodasHpie MMMYyHO(EPMEHTHBIE aHAIM3bl OOBIYHO HCIONB3YETCsl Uil 0TOOpa
aHTUTelN, Creln(pUIecKn UMMYHOPEAKTHBHBIX ¢ OenkoM miu yrieBonoM. Cm. Harlow & Lane,
Antibodies, A Laboratory Manual, Cold Spring Harbor Press, New York (1988) u Harlow &
Lane, Using Antibodies, A Laboratory Manual, Cold Spring Harbor Press, New York (1999),
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111 onucaHusl (pOpMaTOB UMMYHOAHAIN3a U YCIOBUH, KOTOPBIE MOTYT OBbITh MCIIOJIB30BAHbI 1JIS
OTIpeeNIeHus] CIIeU(pUIECKOH UMMYHOPEAKTHBHOCTH.

Hcnonb3yeMblii B AaHHOM JOKYMEHTE€ TEPMHUH «CEINCHC» OTHOCHUTCS K CHCTEMHOMY
OTBETY Ha MH(QEKUUIO (Ha3bIBAEMYIO B JAHHOM JOKYMEHTE «HH(EKIIMOHHBIH CETICHUC») WUIH K
HEMH(EKLMOHHOMY TIPOLIECCY, CBSI3aHHOMY C OCTPBIM TIOBPEXKAECHHEM TKAHU U aKTHBaLUeEH
BPOXKJIEHHOIO MMMYHHUTETa (Ha3bIBAEMOTO B JAaHHOM JOKYMEHTE B3aMMO3aMEHsSEeMO Kak
«CTEepWJIPHOE BOCHAJICHWE» WIM «CTEPUIbHBIH CEICUC»), KOTOpble MOTYT NPUBECTH K
MOBPEKIACHUIO TKaHEH, HEJOCTATOYHOCTH OPraHoB M CMepTH. MHQEKINOHHBIH CencUC MOXKET
BO3SHHKHYTh B pe3yJibTare WH(EKLUUHU, BbI3BAHHOW OaKkTepUsMH, BUPYyCaMH, TIpudOAMU HIIH
APYTUMH MHKPOOPTAaHU3MAaMM, TAKUMH KaK Tapa3uThl (HANpUMep, MPOCTEHINNE MapasHThl).
CrepunbHbIl CencUC MOXKET BO3HUKATh II0CJE€ TIe€MOpPParudeckoro IIOKa, IOJUTPABMBI,
NAHKPEaTUTa, OTTOPJKEHHsI TPAHCIUIAHTATa, ayTOMMMYHHOTrO 3a00JIeBaHUs, HEOPTaHUYECKUX
COEAMHEHUH, KPUCTAJUIOB, XMMHUYECKHX BELIECTB WM HIIeMuu/penepdy3uu, U HE CBS3aH C
HAJINYMEM H3BECTHON MH(PEKLIUH.

Hcnone3yeMblii B JAHHOM  JOKYMEHT€ TEPMHH  «CyOBEKT»  OTHOCHUTCS K
MJIEKOMIUTAIOLIEMY, BKJIIOYAs, HO HE OTPaHUYMBAsACH OTHUM, YeJIOBEKAa WU MIEKOMUTAIOLIEro,
OTJIMYHOTO OT YEeJIOBEKA, TAKOTO KaK MPHUMAT, OBIK, JIOAaab, CBHHbS, OBLIA, KOIIKAa WM coDaxa.
CyObekT MOKeT MpeaCcTaBiIsITh COOOH MalrenTa.

Hcnonb3yeMblil B JaHHOM JOKYMEHTE TEPMUH «JIEUEHHE» OTHOCUTCS K YMEHBIIEHHIO
WIN YJIYYLIEHHIO PacCTPONCTBA W/WIM CUMIITOMOB, CBS3aHHBIX ¢ HUM. Clenayer UMeTh B BHIY,
YTO, XOTA 3TO U HE UCKIOYEHO, JICYEHHE PACCTPOUCTBA WJIM MATOJOTMYECKOrO COCTOSHHS HE
TpeOyeT, YTOOBI paCCTPONCTBO MIJIM CUMIITOMBI, CBSI3aHHBIE C HUM, OBIITH MTOJTHOCTBIO YCTPAHEHBI.

KPATKOE OIIMCAHUE I'PAOHUYECKHUX MATEPHUAJIOB

Ha @ur. 1 mnpeacraBieHa cxema, H300pa)aromas CTPYKTYPbl LHPKYJIUPYIOIIUX
(narmpumep, B kpoBu) IAIP (Ial u Pal) u cBoGonubix nerkux ueneit (LC, OukyHuHa), Hanpumep,
BbIiesieMbIX ¢ MOuoil. Tsokenble u nerkue nenu IAIP cBsizaHbl TONBKO INIMKO3aMHHOTIIUKAHOM
(GAG).

Ha ®wur. 2A npencrasieHa cxema, n3o0paxaromas KoHKypeHTHbiii UPA IAIP. B stom
aHanmu3e ounuieHHbld [AIP uMMOOMNIM3yercs Ha TOIJIOXKKE, TaKOW KaK MHOTOJIYHOYHBIH
IUTAHIIET, U 3areM K ouumeHHoMy IAIP noOammstor Ouonormdeckuil obpaseny U MedeHoe
aHTHTeNO, HanpasieHHOe Ha [AIP (Hampumep, MKAT 69.26).

Ha ®ur. 2B npexncrasieH rpaduk, 1EMOHCTPUPYIOIINX CTAHAAPTHYIO KPUBYIO AHHBIX,
MOJIYYE€HHBIX C MOMOIIBI0 KOHKypeHTHOro UPA TAIP. /lanHblii aHann3 obecrnevynBaeT HEMpsIMOe
u3mepenue IAIP, ocHOBaHHOE Ha KOHKYPEHTHOM CBsi3bIBaHUU aHTUTEN Mexny [AIP B obpasue u
UMMOOUITI30BaHHBIM, ouuleHHbIM [AIP. bojee HU3KkH CUrHAN yKa3bIBaeT Ha Oojiee BBICOKOE
kosuecTBo [AIP B oOpasie.

Ha ®ur. 3A npencrasneHa cxema, nuzo0pakaromas «coHaBnu»-MPA ¢ ucrnonb3oBaHuem
MeueHbIx JurasnoB IAIP  (mampumep, OwnoruHMnupoBaHHbii remapud wm  JIIIC) u
WJUTIOCTPATUBHbIE CTAHAAPTHBIE KPUBBIE, MOJYUYEHHbIE C UCIONb30BaHueM yka3anHoro UPA. B

JAHHOM BapHaHTe aHanu3a aHtuteno, cnenuduueckoe nust IAIP (manpumep, MKAT 69.26),
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UMMOOMIIN3YETCsl Ha TIOAJIOJKKE, TAKOW KaK MHOTOJTYHOUYHBIH IJIAHIIET, U 3aTe€M OHOJIOTHYeCKU
oOpaszery nmoOaBisieTCsi K MOMJIOKKE, Conepskalieil uMMoOWiIn3oBaHHOe aHTHTeNno. Eciam B
obpasue npucyrcrByer IAIP, on OyzmeTr CBSI3BIBATBCSA C AHTHUTEIOM, a 3aTeM OOHApY>KUBATHCA
nyreM aoOaBieHus medeHoro jgurasaa [AIP.

Ha ®ur. 3B u 3C npencraenens! rpaduky, JEMOHCTPUPYIOIINE CTAHJAPTHBIE KPUBbIE
s coHaBud-MPA nns remapun-IAIP u sunorokcun (JIIIC)-IAIP, coorBercTBeHHO. JlaHHBII
aHanu3 oOecreunBaeT MpsMoe Hu3MepeHue KoHieHTpauuu IAIP, ¢ yBennueHmeM cHrHaia,
yKa3bIBaOIUM Ha Oosee Beicokue konmudectsa IAIP B obOpasue.

Ha ®wr. 4 npencrasnen rpaduk, IeMOHCTPUPYIOIINN U3MepeHus: KoHueHTpaun [AIP,
MOJlyYeHHbIE C MHCIIONb30BaHUEeM KOHKypeHTHoro M®A, kak nokaszaHo Ha Pur. 2A. TAIP
U3MepsUTH B 0Opas3lax 1ia3mMbl OT MAMEHTOB C TsKeNoi BHeOONbHNYHON mHeBMOHUEH (SCAP -
severe community acquired pneumonia) B clenyoIide APYr 3a APYrOM IHH BO BpeMs
TOCIIUTAIN3ALMN W CpaBHUBAIU C ypoBHsAMH [AIP y 3710pOBBIX KOHTPOJBHBIX CYOBEKTOB.
Konkypentnbiii MUPA BeusiBU cpegHioro koHueHtpaumo IAIP, paBrHyro 250 Mkr/mn y
naneHToB co SCAP m 330 MKr/mi y 370pOBBIX KOHTpOJEH, M OOHApyKWJI 3HAYUTEIbHBIE
paznnuns mexxay yposHsiMu IAIP y cyobekToB co SCAP u 3m0poBbeIMu KOHTpoOsiMH Ha 0-¢, 1-e u
3-U CyTKH.

Ha ®ur. 5 npencrasnen rpaduk, JeMOHCTPUPYIOIINK U3MepeHus: KoHueHTpauun [AIP,
MOJIyYeHHBIE C UCTONb30BaHuEeM «CoHIBUI»-UDA nuranpa-IAIP, kak nmokazano Ha Pur. 3A.
Pesynbratel, npuseneHHble Ha Dur. S, ObLIM MOMYYEHBI C UCTIOIB30BAHUEM I'elIapHHA B KAUECTBE
muranna IAIP. Te sxe camble 00pa3ibl, OLEHEHHbIE C UCMOIb30BaHUEM KOHKypeHTHOro MDA Ha
@dur. 4, takke ObUIM H3MEPEHBI C HCHOJb30BaHHEM 3Toro aHaimuza. UPA renapuna-IAIP
BBIABIJI CpenHIO0 KoHIeHTpauuto IAIP mexay 125 u 150 mxr/mn y nanuentos co sSCAP u 422
MKI/MJI Y 3I0POBBIX KOHTPOJIEH 1 00HApyXWJI pa3nuuus mexay yposasaMu IAIP y cyObpekToB co
SCAP u 310pOBBIMH KOHTpPOJIIMH, KOTOpble ObLTH OOJiee CTATUCTUYECKU 3HAUYUMBIMH, YeM
paznuyusi, HaOJII0JaeMble TIPU MCTIOJIBb30BAHUN KOHKYpEeHTHOro DA BO Bce MOMEHTHI BPEMEHH.

Ha ®wur. 6 npencrasnen rpaduk, IeMOHCTPUPYIOIINN U3MepeHus: KoHueHTpaun [AIP,
MOJIy4eHHBIE C UCTIONb30BaHUEeM «CoHIBUI»-UDA nuranpa-IAIP, xkak nmokaszano Ha Qur. 3A.
PesynbraTel, npuBeneHHbie Ha Dur. 6, ObuM MOJy4eHbl ¢ ucnoib3oBanueMm JIIIC B xauecTse
muranna [AIP. Te sxe camble 00pasibl, OLEHEHHbIE ¢ UCIOMb30BaHUEM KOHKYpeHTHOro MDA Ha
@ur. 4 u UPA renapuna-IAIP na @ur. 5, Takke ObUIM M3MEPEHBI C HCIOJB30BAHUEM 3TOTO
anamza. UOA JITIC-IAIP BoisiBun cpenHioro koHueHTpanmo [AIP mexay 118 u 145 mMxr/mn y
nanneHToB co SCAP u 338 MKI/MI y 340pPOBBIX KOHTPOJEH W OOHAPYKMII PA3IUYHSA MEXKIY
ypoBHsimu [AIP y cyObektoB co SCAP M 310pOBBIMH KOHTPOJISIMH, KOTOpble Obutu Ooee
CTaTUCTHYECKH 3HAYUMBIMH, YeM Pa3In4usi, HabJIr01aeMble IPU UCTIONb30BAHIH KOHKYPEHTHOTO
HN®DA Bo Bce moMeHThl BpemeHu. MDA JIIIC-IAIP Beimonusanu cpasHumo ¢ UPA renapusa-
IAIP ¢ TOYKHM 3peHHs] MOBBIIEHHOH YYBCTBUTEJIBHOCTH U OoOyiee MOANAOLIEHCS H3MEPEHHIO
pasHuLbI Mexny ypoHsIMU IAIP y cyObekToB co SCAP 1 310pOBBIX KOHTpOJIEH.

Ha ®ur. 7 npencrasneHa cepus OJOTOB, NEMOHCTPUPYIOLIMX CBS3bIBAHUE Ie€NapvHA U

IAIP-cneunguyeckoro anrtutena (MkAT 69.26) x IAIP. Kak moka3zaHo Ha cpemHeMm Ouore,
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OMOTHMHUIIMPOBAHHBIN TenapuH cBsi3piBajics ¢ ounineHHbIM IAIP (250 x/la Iol u 125 x/la Pal),
HO He CBs3bIBAJICSA C Jierkod nemnbto IAIP, OMKYHHHOM, WJIM C OTPHULATENbHBIM KOHTPOJIEM
CBIBOPOTOUYHOTO ajibOyMuHa denoBeka. HanmpoTuB MKAT 69.26 CBS3BIBAJICS KaK C OYHINEHHBIM
IAIP, Tak 1 ¢ OMKYHMHOM. DTH AaHHBIE MPEAIOJIAraloT, YTO T'eNapUH CBSA3bIBAECTCS C TSDKENOH
uenbto [AIP, 4uro MoxeT mnpuBecTH K 00Jiee TOYHOMY M3MEPEHUIO LIUPKYJIUPYIOLIEro
unTakTHOrO IAIP B MDA renapuna-IAIP.

Ha ®ur. 8A-8C mnpexncraBnena cepust rpauKoB, AEMOHCTPHPYIOLINX H3MEPEHUsI
koHUeHTpauuu [AIP, nosyueHHble ¢ uCnonb3oBaHueM KOHKypeHTHOro MMA, kak mokasaHo Ha
Qur. 2A u «couaBuu»-UDA nuranma [AIP, xak mokazano Ha @ur. 3A. TAIP m3mepsiin B
oOpasmax Iula3Mbl KPOBU MALMEHTOB C TSDKEJIOW ITHEBMOHMEH, TSDKENBIM CETICUCOM H Y
3I0POBBIX KOHTPOJBHBIX CyOBEeKkTOB. Hike kakmoro rpaduka Mmoka3aHO CpefHee 3HaueHHe +
COC konnentpaumu [AIP M KONMMYECTBO MPOTECTUPOBAHHBIX OOPa3lOB OT MALUEHTOB (B
ckobkax). Kak nokazano Ha @ur. 8A, koHKypeHTHbIIT UDPA BBIIBIII CPEIHIOI KOHLIEHTPALHIO
IAIP, paBHYIO 246 MKI/MJ y NMAlMEHTOB C TSDKEJIOH MHEBMOHHUEH, 250 MKI/MII y MAIMEHTOB C
TSDKEBIM  cercucoM U 330 MKI/MIT y 3IOPOBBIX KOHTpPOJIEH, W OOHApy>KHJI 3HAYUTEIbHBIE
paznnunst Mexay ypoBHsAIME IAIP y cyOBEKTOB € TsDKENOM MHEBMOHHUEH U 37I0POBBIX KOHTPOJIEH,
HO HE MEeXIy CyOBEKTaMHU C TSDKEJbIM CETICUCOM U 340pOBbIMU cyObekTaMu. Kak mokaszaHo Ha
Qur. 8B, UDA JIIIC-TAIP BeisiBun cpenniooro konnentpaunto [AIP, paBryro 141 mkr/mi y
NAlMEeHTOB C TsDKEJOH MHEBMOHHEW, 150 MKI/MII y MAalMeHTOB C TSDKENbIM CercucoM u 338
MKI/MJI Y 3I0POBBIX KOHTPOJIEH, U OOHAPY KUJI 3HAUUTENbHBIE Pa3Indust Mexay ypoasamu [AIP
y CyOBEKTOB C TSDKEJNON MHEBMOHUEH HIIN TSXKENbIM CENCHCOM U 3I0pPOBBIMH KOHTpossiMU. Kak
noka3aHo Ha @ur. 8C, xonkypeHTHblll MDA renapuna-IAIP BbIIBUI CPEHIOI KOHLIEHTPALIUIO
IAIP, paBHyt0 145 MKI/MJ y NMalUeHTOB C TsDKEJIOH MHEBMOHUEH, 193 MKI/MI y ManueHToB C
TSDKENIBIM CENCHUCOM U 422 MKI/MII y 370pPOBBIX KOHTpPOJIEH, W OOHApPYKHJI 3HAYUTEJbHbIE
paznuuust Mexay ypoBHsMH [AIP y cyOBbekTOB ¢ TsKeNoH MHEBMOHHUEH U 30POBBIX KOHTPOJIEH,
HO HE MEXAY CYOBEKTaMH C TSKEJIbIM CETrICUCOM M 310poBbIMHU cyObekTamu. DA JITIC-IAIP
BbINONHsUU cpaBHUMO ¢ MDA renapuna-IAIP ¢ Touku 3peHHs TOBBIIEHHON 4yBCTBUTEIBHOCTH
u obecnieueHust OOJIee CTATUCTUYECKH 3HAYUMBIX PE3YJIbTATOB MO CPABHEHHIO C KOHKYPEHTHBIM
HODA.

Ha ®ur. 9 npencraBimeHa TIHCTOIpaMMa, JAEMOHCTPUPYIOINAs — CBS3bIBAHUE
onotnHMMpoBaHHbIX JIIIC ¢ MMMOOMIM30BaHHBIM TOJYYEHHbIM U3 1uia3Mel [AIP, Obrapum
ceiBOpoTouHbIM aTbOyMuHOM (BCA), u IgG TAIP-cnieunguveckoro anrurena MKAT 69.26. JIIIC
IIPOAEMOHCTPUPOBAI CyIlleCTBEHHOe cBsizbiBaHHe ¢ IAIP u mpakTuyecku MOJHOE OTCYTCTBUE
CBsA3BbIBAHUSA C MKAT 69.26, 4TO CIy)XMJIO OTpHULIATENbHBIM KOHTpojeM. lIpumeuarenbHo, uTO
JITIC He mposiBiIs CBsI3bIBAHUS C Jerkoi uenbio IAIP, OMKyHHHOM, YTO yKa3bIBaeT Ha TO, YTO
Tspkenas uernb IAIP moxxer ciocobctBoBath cBszbiBanmio ¢ JIIIC.

Ha @wur. 10 npeacraBieHa TIHUCTOrpaMMa, AEMOHCTPUPYIOINAsl — CBSI3bIBAHUE
onotnanmposanHoro IAIP ¢ JIIIC, BCA, IgG TAIP-cneungudeckoro anturena MKAT 69.26 u
obe3kupeHHOro cyxoro mojioka. Kak u oxunanocs, IAIP cessbiBanics ¢ MKAT 69.26 u JIIIC u

IPOIEMOHCTPUPOBA MUHUMaJIbHOE CBsi3biBaHue ¢ BCA 1 00€3:KUpEeHHBIM CYXUM MOJIOKOM. DTH
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JAHHBIE TIOATBEPXKAAIOT pe3yabTaTsl dur. 9.

Ha ®ur. 11 npeacraBnena rucrorpamMma, AeMOHCTpupyromas sausHue pH Ha
cesi3biBanue OnoruHumpoanHoro IAIP ¢ JIIIC, BCA u IgG IAIP-cneunduyeckoro anrurena
MKAT 69.26. OTu nanHble AeMOHCTPHUPYIOT, uTo IAIP Hanbonee cunpHO cBs3biBaics ¢ JIIIC npu
pH 5, ¢ noHmwxkenHpIM cBsi3biBaHueM npu pH 6 u pH 7 u cnabbiM CBsI3pIBaHUEM MITH OTCYTCTBUEM
csizbiBaHus nipu pH 8 unu Boie mnu pH 4 unu vuoke. Hanporus, IAIP cesasbiBancs ¢ IgG MKAT
69.26 npu pH 5-pH 9, Ho He cBsasbBancs npu pH 4 unu Hmwke. Kak u B mpenbiaylmx
skcniepumenTax, IAIP He cesasbiBancs ¢ BCA.

Ha ®ur. 12 npencraBieHa ructorpamma, A€MOHCTPUPYIOINAsT BIMSHUE KOHLIEHTPALUU
comu (NaCl) Ha cBszbiBanue OuoruHminpoBanHoro IAIP ¢ JIIIC, BCA u IgG IAIP-
cneun(UIeckoro aHTuTena MKAT 69.26. DTH naHHbIE AEMOHCTPHUPYIOT, YTO COJIb HE BIIMsJIA HA
cespiBanue [AIP kak ¢ JIIIC, tak u ¢ MKAT 69.26, 4TO yKa3blBa€T Ha CHJIbHOE H
cneunguieckoe cps3biBaHue. Cs3piBanne ¢ BCA He HaOmomanmu HM Tpu OOHOH W3
UCIBITAHHBIX KOHLIEHTPALUIl COMU.

Ha ®ur. 13 npencrasneHa ructorpamMma, AE€MOHCTPUPYIOINAsl BIMSIHUE KOHLIEHTPALUU
HenoHHoro nereprenta NP-40 Ha cesspiBanue Omnorunmmuposansoro [IAIP ¢ JITIC, BCA u IgG
IAIP-cieunguyeckoro anturena MKAT 69.26. CesseiBanue [AIP ¢ JIIIC ycunmBanock
nobasnenuem 0,05% NP-40 u Bce eme HaOmonanoce B mpucyrctsun 1% NP-40, uto yka3biBaeT
Ha CWJIbHOE B3auMojencTBue cBsi3piBaHus. CssbiBanne ¢ bCA He HaOmromany HUA MpU OHOH M3
UCTIBITAHHBIX KOHLeHTpauuii NP-40.

Ha ®ur. 14 npexncrasieHa ructorpamma, AE€MOHCTPUPYIOINAsl BIMSIHUE KOHLIEHTPALUU
HenoHHOro nereprenta TBuH-20 Ha cBs3piBanue Onorunmnuposansoro IAIP ¢ JITIC, BCA u IgG
IAIP-cneungudeckoro anturena MKAT 69.26. CssspiBanue IAIP ¢ JIIIC ycunusanoce
nobasnenuem 0,05% TBun-20 u Bce eme HaOmopanoch B mpucyrctBuu 1% TBuH-20, 9TO
yKa3bIBaeT Ha CHUJIbHOE B3auMozelcTBue cBssbiBaHusA. CssbiBaHue ¢ BCA He HaOmonamu HU
IIPYU OZTHOM U3 UCTIBITAHHBIX KOHLIeHTpauuid TBuH-20.

Ha ®ur. 15A-15B npencrasieHsl THCTOrpaMMbl, oToOpaskaroiue ypoeHb IAIP B kpoBH
(@ur. 15 A) u CPb (C-peaktusnbiii 6enok) (Pur. 15 B) y mnanennes ¢ HOK (n=14) u CIIK
(cmontranHOW mepdopaumu kumewyHwka) (n=13), a TaKke Yy 300POBBIX KOHTpOJIEH,
COTOCTABJSIEMbIX IO TOJY, BECYy M TeCTAlHOHHOMY Bo3pacTty (n=26) mnpu HAYaJIbHOM
nposieinennn. CHrkenne yposHs [AIP Ob10 00HapyskeHO y MilaZieHLeB ¢ ycTaHoBiIeHHbIM HOK
(cpennee 3Hauenune = CO: 139 + 21 mMkr/mit), B TO BpeMsl KaK YPOBHH Y 3IOPOBBIX KOHTPOJIEH
(276 = 110 mxr/mn) nmm y muanennes ¢ CIIK (319 £+ 72 mkr/mu) ObUIM 3HAYUTENBHO BBILIE
(p<0,05 u p<0,005). HapoTuB, CTaTUCTUUECKN 3HAYUMON pasHUIBl Mexay ypoBHsamu IAIP y
minagenues ¢ CIIK u koHnTpomsimu He BbIsiBNeHO (p>0,4). IIpu nccnenosanuu yposHeit CPb He
Obuto OOHapykeHO pnoctoBepHbIX pazmuunii Mexay CIIK, HOK wu xoHTpOnpHOHI rpymmoii
(p>0.05).

Ha ®@ur. 16A-16B npencrasnens! rpadpuku, nzodpaxaromue ROC-kpussie IAIP u CPB y
mianeHues ¢ HOK. Ilpornocruueckas neHHOCTb ypoBHs IAIP Bblllle NpU 4yBCTBUTENBHOCTH
100%, cneunduanoctu 88,2%, PPV 41% u NPV 100%, (®ur. 16A) no cpasuenuto ¢ CPb (Pur.
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16B) ¢ uyBcTBUTENBHOCTBIO 100%, cnieruduunocTRIO 64,7%, PPV 18% 1 NPV 98%.

Ha @wur. 17 mnpencrasneH rpaduk, OTPaKalOUIMHA pPe3yJibTaThl JIOHTUTIOJHBIX
uccnenosanuii yposHer IAIP B mnasme kposu y muanenues ¢ HOK (n=8) u CIIK (n=9). Kposb
OTOMpaNU MOCIEA0BATENPHO B MOMEHT JI0 M NOCJIE€ Havyana npossieHus 3adbonesanus. Hukaknx
CYIIECTBEHHBIX paznnuuii B ypoBHsxX [AIP He Obl10 0OHapykeHO B 00eux rpynmnax MJIaJeHIeB ¢
CIIK u HOK no nauana 3abonesanus (p >0,6), Ho ypoBHu IAIP y mnanenunes ¢ HOK Obum
JIOCTOBEPHO HIKE MO cpaBHeHHUIO ¢ ypoBHsimu y neteii ¢ CIIK (p <0,04) Bmiots 1o 10 cyTok
nocJjie Havasa 3a00IeBaHuUsl.

Ha ®ur. 18 npeacraBnmena cxema oskcrnpecc-tecta [AIP  Ha  ocHOBe
UMMYHOXPOMAaTOrpaduIecKoro aHajmsa.

Ha ®wur. 19 npencraenen rpaduk, n300pa)karoluii CTAHIAPTHYIO KPUBYK JKCIPECC-
tecta [IAIP ¢ ucnonb3oBanuem puaepa ESEQuant. 3HaueHuss kaxxaol TOYKH OBUIH MOCTPOESHBI
kak cpenHee 3HadeHne+CO B oOmiei ciaoxxHOCTH M3 13 He3aBUCHMBIX aHannu30B. CTaHmapTHAS
KPHBast SKCIPECC-TECTA MOAXOAUT AJisi 00pas31oB mia3mel ¢ ypoBHeM IAIP, KOoTOpBIi HaxOIUTCS
B quamna3one ot 17,5 o 1100 mMkr/mit.

Ha ®ur. 20A-20C npencrasnena cepust rpaguKkoB, OTOOPAKAIOIIUX KOPPEISILUN MEXKIY
pesysbTaTamMH, MOJY4YEHHBIMU C TMOMOILIbI0 3Kcrmpecc-Tecta IAIP ¢ ucnonp3oBaHueM puzaepa
ESEQuant, pumepa Detekt, pumepa 1CalQ, u pesyiapTaramMu, MOJTYYEHHBIMH C TOMOIIBIO
YCTAHOBIIEHHOT'O KOHKYpeHTHOro opmara MDA.

Ha ®ur. 21A-21B mnpencrasneHa cepust rpapukoB, M300paKAOIIUX KOJUYECTBEHHOE
onpenenenue IAIP ¢ ucnonb3oBanueM «coHABUU»-MIPA, B KOTOPOM I'MajdypOHOBasi KUCJIOTa
umMMmoOmm3oBaHa Ha 96-myHouHoM miaHmere ans 3axeata [AIP, u IAIP nerexTupyroT c
UCIIOJIb30BAHUEM KOHBIOTHPOBAHHOTO C OMOTHHOM MKAT 69.26 (MOHOKJIOHAJIBbHOE AHTHTEJNO
npotuB uejoBeueckoro IAIP). AnHamu3 MokeT OBITh HCIOJNB30BAH Ui KOJHYECTBEHHOTO
onpenenenusi IAIP B cepuiiHbIX pasBeneHUsAX Kak deynoBedeckod miasmel (Pur. 21A), Tak u
ounineHHoro IAIP (®ur. 21B) ¢ ucnoas3oBanuem 50 Hr, 100 Hr uiau 200 Hr rHATYPOHOBOMH
KHCJIOTHI Ha JIYHKY.

NOAPOBHOE OITUCAHUE U30BPETEHUA

Omnucanbl criocoObl u3mepenus: koHeHrpauu IAIP B obpasue (Hanpumep, oOpaser OT
CcyOBeKTa, TakoW Kak oOpaser] KpOBU) C HCIOJb30BAHHEM pEareHTa, KOTOPBIH MOXKET ObITh
UCTIONB30BaH Ui u3MepeHus konmdectBa IAIP B obpasue (Hampumep, peareHT, KOTOPBIH
HEernocpencTBeHHO cBsizbiBaeTcst ¢ IAIP B obpasue, Takoit murann [AIP, umu peareHT, KOTOPBIA
csizbiBaeTcst ¢ auraHaoMm IAIP, xoropeiii ceszan ¢ IAIP). PeareHT mMoxker ObITh M3MEpEH ¢
NOMOIIBI  JIETEKTHPYEMOH METKH. OJTH CIOCOOBl MOTYT OBbITh HCHOJB30OBAHbBI IS
ueHTHPHUKaIUK CyOBEKTOB, UMEIOIINX WM TOABEPIKEHHBIX PHCKY Pa3BUTHs BOCIIAIHTEIBHOTO
3a00NeBaHMs, WM MATOJOIMYECKOTO COCTOSIHUS, WIIM WH(EKINH, AJIs OTPENEIeHUs] COCTOSHUS
310pOBBSI WM TSDKECTH 3a00JI€BaHUS Y CyOBEKTa M JUJIsl KOHTPOJIS JIUEHUs! MMATOJOTHIECKOTO
COCTOSIHUSL y cyObekTa (Hampumep, BOCHATUTEIBHOrO 3a00JIEBAHHS, WM IaTOJOTHYECKOTO
COCTOSIHUS, WJIM UH(EKINH), KOTOPOMY BBOIAT TeparneBTUUecKuil areHT (Hampumep, [AIP umm

Ar¢HT aJiA JICYCHUS BOCIIAJIHUTCIIBHOI'O 336OHeBaHI/I$[, WM IaTOJOTHUYCCKOro COCTOSAHUA, HIIU
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UH(EKIHN).

AHaJIHM3bI 17151 KOJIHYeCTBEeHHOro onpeaenaenus IAIP

IIpencraBnensl MeTonpl KojauuecTBeHHOro ompeneneHus [AIP B oOpasue(oOpasmax),
coOpanHpIx y cyOwekra. Ilpempinymue cnocoObl oOHapyxkenus IAIP ommpanuce Ha
KOHKypeHTHble MDA Ha OCHOBE aHTUTEN, KOTOpble OOECHEUMBAIOT HEMNPsSIMOE H3MEpEeHHe
xoHueHtpauun IAIP B oOpasue. IToT cnocod oOHapy»KHBaeT Kak MHTAKTHble KOMILIeKChl IATP
(mampumep, IAIP, comepskamme onHy wnu Oosee Tspkenbix neneit (H1-HS) u merkyro werb,
OWKYHUH), TaK U TOJbKO OMKyHUH. HampoTHB, CrocoObl, ONUCAaHHBIE B JAHHOM IOKYMEHTE,
UCTIONB3YIOT peareHT (Hampumep, smrann [AIP), xoropwiii obnapyxusaer IAIP B oOpasue
HETMOCPEICTBEHHO TYTEeM CBS3bIBAHUS ¢ TspKenod menbio [AIP, Tsokenol W Jerko Iemnbio
komruiekca nHTakTHOroO IAIP nmn GAG komruiekca IAIP, HO He CBSI3bIBAET TOJIBKO OMKYHUH.

He >xenasi ObITh CBSI3aHHBIMH TEOpPHE, aHATU3bI HA OCHOBe Juranna [AIP, onucaHHble B
JaHHOM JOKYMEHTE, AEMOHCTPHPYIOT OOJBLIYIO UYYBCTBHTEIBHOCTb M HAJEKHOCTh, YEM
KOHKypeHTHbIH MPA u3-3a obHapyxkeHus Tspkenoil uenu IAIP mnm KOMIUIEKCOB WHTAKTHOTO
IAIP. JlanHble crnocoObl  0O0ECMEeYMBAIOT  YJIYYIIEHHOE  CUUTHIBAHHE  KOJMYECTBA
¢ynkunonanpHoro IAIP B oOpasine OTHOCHTENBHO aHAJIW30B HA OCHOBE AHTHUTEN, KOTOpBIC
OOHaPYKUBAIOT PACLISTUICHHYIO HJTH Pa3pyIIEHHYIO JIeTKYIO menb [AIP.

CriocoObl, onMcaHHbIE B TAHHOM JOKYMEHTE, BKJIFOUAIOT NpuMeHeHne nurasaa IAIP s
obOHapyxxenuss [AIP, nampumep IAIP, 3axBaueHHOro NOMJIOKKON (Hampumep, TBEPIOM
MOJJIOXKKOH, HampuMep, IUTAHIIETOM, CMOJIOW, 4YacTULeH, KOHTEWHEepOM, MeMOpaHOW WM
rpaHyJioil) ¢ ucnonb3oBanuem, Hapumep, [AIP-cnenuduueckoro arenTa, Takoro Kak aHTHUTEJIO,
npumenenue nuranga [AIP s 3axsata IAIP s mocnenyromero oOHapy»KeHHs! ¢ TTOMOIIBIO
IAIP-cneunduyeckoro anturena u npumMeHeHue muraHaa IAIP nns 3axsara [AIP nos
HOCJIEAYIOLIEro OOHAPYKEHHSI C IIOMOIIBIO BTOPOTO, OTIMYHOrO OT Apyrux juranaga [AIP.

IepBbiii criocod, KOTOPBI MOXKHO IPUMEHATH Ui OOHapy»keHHus uHTakTHoro IAIP B
oOpasie, Bkiro4aeT cBsizbiBarouii areHT IAIP (Hanpumep, IAIP-cnieunguyeckoe aHTUTENO WIN
murasn [AIP), KOTOpbIi NPUKPEIUISIOT K MOAJIOKKE U UCTIONB3YIOT Auisi 3axBara [AIP B oOpasue.
3arem pnobasmstorT areHt, nerekrupyrommii IAIP, (wampumep, nuramn [AIP wim IAIP-
cneun(pUIeckoe aHTUTENO), KOTOpbIi cBsizbiBaeTcs ¢ IAIP, koTOphIli 00pa3oBaj KOMILIEKC CO
areHTom, caszbiBatrouM IAIP. 3aTtem koHueHTpauuto [IAIP MOXXHO onpenennTs KOJINYeCTBEHHO,
HarpuMep, MyTeM OOHApPY>KEHHsI HATMYUS METKH, KOTOpasi WJIM MPUKPEIUICHa HETTOCPEICTBEHHO
K areHty, nerektupyrouemy I[AIP, unu npukpernyieHa K peareHTy, KOTOpPbIH CBSI3bIBAETCS C
areHrom, aetektupyromum IAIP.

Bropoii cnocol, KOTOpBIi MOXKHO NMPUMEHSTH A onpeneneHus kommdectsa [AIP B
oOpa3sie, BkmodaeT obHapyskeHne komruiekcoB IAIP-murang IAIP, kotopbie oOpa3oBanuch in
VIVO U KOTOpbIE MPUCYTCTBYIOT B oOpasue. [laHHbI crmocod Takyke HAYMHAETCS] C MPUMEHEHHS
CBSI3BIBAIOLLETO AareHTa, KOTOpBbIM MpUKperuieH K Mojyioxkke. CBs3bIBAIOLIUN areHT MOXKeT
csizbiBaThesl uin ¢ IAIP, wnu ¢ nurannom IAIP. 3arem noGaBnsieTcss AeTEKTUPYIOIIUN areHT,
KOTOPBIH CBSI3bIBAETCS C APYTUM KOMIIOHEHTOM Komruiekca IAIP-nurang IAIP (Hanpumep, ecinu

CBSA3BIBAOLMI areHT HampasiieH Ha IAIP, nerextupyromuii areHT HanpasieH Ha guradn [AIP u,
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HAOOOpOT, €ClM CBA3BIBAIOIIMI areHT HampaBieH Ha JjuraHn IAIP, nerextupyromuii areHT
HanpaBiieH Ha [AIP). 3arem konunentpaumio IAIP MOXHO H3MEpUTh, HAmpUMeEp, INyTEM
OOHapy’>keHHs HaJIW4Msg METKHM, KOTOpas WIM TPsSMO, HIM KOCBEHHO TIpPHKpEIUIeHA K
JETEeKTUPYIOIIEMY areHTy.

Pearentsl, ucnojbp3yeMbie B crmocobax, M CTaguu crocoda MoapoOHO 00CYKAar0TCs
HUXKE.

Jlueanowr [AIP

Jlurauaer IAIP nisi mpuMeHeHHsT B OINHMCAHHBIX B JAHHOM JOKYMEHTe Crocodax
BKJIFOYAIOT JIMTAHIbI, KOTOPBIE CBS3BIBAIOTCS ¢ OAHOW miu Oojee Tsokenbimu Lermsimu [AIP, ¢
Tspkenon(piMu) tenbio(amu) [AIP u nerkoit ueneto, OMKyHUHOM (Hampumep, UHTakTHOro [AIP)
wi ¢ GAG [AIP (manpumep, GAG B untaktHoM [AIP). MuTtakTHeii [AIP npencrasnser codoii
KOMILJIEKC, CONep KaInuil Mo MeHbluel Mepe onHy Tspkenyro mens IAIP (H1, H2, H3, H4 w/unm
HS) u nerxyro nenb IAIP (Gukyrun). JIroO0i IUTaHA, KOTOPBIHA CBSI3BIBAETCS C TSKEJION LIETIBEO
IAIP wnu untaktHbIM [AIP, MOXHO HCMONB30BaTH B OMHCAHHBIX B JaHHOM JOKYMEHTE
crioco0ax, BKIJIKOYAs, Hampumep, 3HAOTOKCUH (nunomnonucaxapun, JIIIC), remapuH, THUCTOH,
I'MaJypPOHOBYIO KHCIIOTY, BUTPOHEKTHH, (uOpoHekTHH, TeHacuuH C, JaMUHUH, arrpekas,
dakrop ¢on Bumnebpanna, nenrpakcun-3 (PTX3), ®HO-ctumynupoBanHbiii reH-6 (TSG-6),
KoaryJsinuoHHble Oenku (Hampumep, ¢akrop IX u ¢akrop Xllla), OGenku KOMILIEMEHTa
(marmpumep, Clq, C2, C3, C4, C5 C6, C8, nponepauH u ¢akrop D), AByXBaJeHTHbIE KATHOHBI
(Harmpumep, Ca2+) U TKaHeByK TpaHcriayramuHaszy. Jluranger IAIP MoxHO MeTuUTh B
COOTBETCTBHH CO CTaHAAPTHBIMM METOJUKAMH, H3BECTHBIMH B MAaHHOM OOJNACTH TEXHHKH
(HarpuMep, ¢ UCIOIB30BAHUEM OHON HIIH OOJiee NETEKTUPYEMBIX METOK, ONMCAHHBIX HIDKE).

Aumumena k IAIP

AHTuTena, KoTopsle crenuduyecku cBsa3bBaoTcs ¢ IAIP, MOryT ObITh HCHOJIB30BaHBI B
KA4eCTBE CBS3BIBAIOINUX AreHTOB WM JETEKTUPYIOLIMX areHTOB B CIOCO0AX, ONMHCAHHBIX B
JAHHOM JIOKYMeHTe. AHTHTENa, KOTOpble crenuduuecku cpsispiBatoTcs ¢ [AIP, sBisroTcst
AHTUTEIAMH WJIM MX AHTUTEHCBS3bIBAIOIIUME ()parMeHTaMH, KOTOpbIE CIEeLU(PUYECKH He
CBSI3BIBAIOTCS HU C Kakumu Oenkamu, kpome IAIP (Hanpumep, B3ammopneiictBue IAIP-
crenudpuueckoro antutena ¢ Oenkamu, He sBistomuMmucsa I[AIP, maer curHanm, mnomoOHBIM
¢oHOBOMY). AHTHTENO, KOTOpOE crieruduuecku cpsizbiBaeTcsi ¢ IAIP, MoXeT CBS3BIBATBHCS C
Tsokenort  nenbto  IAIP, gerkoit nenbto TAIP, umun ¢ oboumm, wiu ¢ GAG IAIP.
IIpennodrurenbHO, aHTUTENO CBsi3bIBaeTCA C Tsikenou mnenbio IAIP wnu ¢ unTaktHeiM [AIP,
COIEp KALINM TsDKENble W Jierkue uend. MokeT ObITh MONydeHO aHTHTeno mnpotus [AIP
yenoBeka wiau nporus IAIP or gpyroro wiekonuraromero (Hampumep, NpUMaTa, He
SIBJIIFOLIETOCS. YEJIOBEKOM, KOPOBBI, CBHHBH, OBLBI, KO3bI, KOLIKH, COOAKH, KPBICHI, MBIIIH,
KPOJIMKA, MOPCKOW CBHHKH WM JIOOOTO0 APYroro MIIEKONHTAIOMIEro, HE SBISIOIIETroCs
4eJloBeKOM, KoTtopoe skcnpeccupyer [AIP). AnTtuTeno, koTopoe crienupuIecKu CBSI3bIBACTCS C
IAIP, MoXeT CBsI3bIBAaTb TOJNBKO uejioBeueckuii IAIP win MoskeT ObITh CIIOCOOHBIM CBSI3bIBATH
IAIP monmeft u Apyrux MIIEKONHUTAIOLIMK. AHTHUTENO MOXET OBITh IOJNYy4EeHO IyTeM

UMMYHU3ALHIH JKUBOTHOTO, OOBIYHO HUCIIOJIb3yeMOTO JJIs oy4yenust anturen Kk IAIP (manpumep,
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KPOJIMKA, MOPCKOH CBHMHKHM, KPBICBHI, MBIIIM, OBLBI, OCJIa, KO3bl, XOMsKa M Kypuubl). IAIP-
cenn(puIeckoe aHTUTEIO MOXKET OBbITh MOJMKIOHAJIBHBIM (Hampumep, nKAT R16, nkAt P20,
nkAT P21), MoHOKIOHaNpHEIM (Hampumep, MKAT 69.26 umn MKAT 69.31), XUMEpHBIM, WUIIH
PEKOMOMHAHTHBIM.

Memxu

Metku st ompenenenust kKoHueHtpauuu IAIP B crmocofax, ONMMCaHHBIX B JAHHOM
JIOKYMEHTe, MOTYT OBITb NPHCOEAMHEHbl WM KOHBIOTMpOBaHbl ¢ jurangamu IAIP, IAIP-
crneun(pUIeCKMMU aHTUTEJIAMH UJIH ¢ APYTUMHE PEareHTaMH, OMMCAHHBIMU B JAHHOM JIOKYMEHTE.
Mertku, nopxonsmue ansi oOHapyxkeHust jurannoB IAIP, cnemmduueckux k nuranay [AIP
antuten, w/wm [AIP-cnenuduyeckux aHTUTEN, BKIIOYAIOT OWMOTHH, (pepMeHThI (Hampumep,
nepokcunazy  xpena  (IIX), wmenounyrwo  docharasy  (IIIP), P-ramakrosumasy,
AlleTUIIXOJIMHACTEpPa3y M Kartanasy), cyOcTpaTel pepMEHTOB, pagHOaKTUBHBIE METKU (HAIpUMep,
PamTuOU30TOIBI), JIFOMHHECIICHTHBIC BELIECTBA, YaCTULBl (HAIpUMep, KOJUIOWAHOE 30JI0TO
(HarmpuMep, HAHOYACTHUIBI 30JI0TA), MArHUTHbIE YaCTHIBl, WM JIATEKCHBIE YaCTHULbI) |
¢ayopecueHTHBIE KpacuTenl. MeTka MOXKET OBITh 3aTeM OLIEHEHA HEMOCPEICTBEHHO (Hampumep,
C TIOMOLIBIO BU3YyaIH3alnU (IIyOpECHEHTHBIX KpacuTenell, oOHapy KeHUs] paANOaKTHBHOCTH WUJIHA
OOHapy’>KeHHsT YacTHUI[), C IIOMOIIBI0 KOHBIOTUPOBAHHOTO C (pepMEHTaMH AaBHIWHA WM
CTpenTaBUANHA (HapUMEp, aBUIMHA WJIA CTPENTaBUANHA, KOHBIOTUpOBaHHOTO ¢ D wmm I1X,
st oOHapykeHusi OMOTHHA) W/WIH TIOCPEACTBOM HCIIOJIb30BAaHUS CyOCTpaTa, W MOXET ObITh
BU3yaJM3UPOBaHA IPH IOMOIIM H3BECTHBIX CIIOCOOOB M YCTPOMCTB, BKJIFOUAs, HAmpUMeEp,
cekTpodoTomMeTp, GpyopoMeTp, JFOMUHOMETP HIIH SKUAKOCTHBINA CHMHTHUIALIMOHHBIA CYETUHK.
CyOcTpaTsl MOryT ObITH KONOpUMeTpUUeckuMu (Harpumep, PNPP st o6napyskenus LD, wnu
ABTS

dayopecuenTHbIME. CyOCTpaThl TaK»Ke BKJIIOYAIOT JKUAKHE CLUUHTHIUIATOPBI AJIsi OOHAPY KEHUs

, OPD wum TMB gpna obHapyxenuss IIX), XeMHIIOMUHECUEHTHBIMH WU
pannoakTuBHOCTH. CTaHmapTHBIE CIIOCOOBI OOHAPYKEHMs, HM3BECTHble B JaHHOH oOjacTu
TEXHUKH, MOTYT OBITh HCIOJIb30BAHBI JJIsi OOHAPYKEHUs OMUCAHHBIX B JAHHOM JOKYMEHTE
METOK.

Obpa3zysi

OmnucaHHbIE B JAHHOM JOKYMEHTE CIIOCOOBI MOTYT OBITh BBITIOJHEHBI C UCMIOJIB30BAHUEM
obpasua ot cyOwekta (Hampumep, denoBeka). Iloaxonsimue oOpas3ibl BKIOYAOT OOpa3Ilbl
xunkocta. Hanpumep, IAIP moxer ObITh M3MepeH B 00pasne KpOBH HIIH IJIa3Mbl OT CyOBeKTa
(Harmpumep, cyOBEKTa € BOCHAJIHUTEIBHBIM 3a00JE€BAHUEM WM ITATOJOTHUYECKHUM COCTOSIHUEM,
TAKUM KaK CelCUC, WIH CYObEeKTa C PHUCKOM Pa3BUTHUS BOCHAJIHUTENBHOTO 3a0OJEBaHUS MU
NATOJIOTUYECKOTO COCTOSTHHS, TAKOro Kak cericuc). OmMcaHHbIe B TAHHOM JTIOKYMEHTE CIOCOOBI
TaK)K€ MOTYT OBIThb BBITIOJHEHBI C HCIOJB30BAHHEM O0pasla APYTUX JKUAKOCTEH OpraHH3Ma,
TAKUX KaK MO4Ya, CIIMHHOMO3IOBas >KMIAKOCTb, CHHOBHAJBHAS JKUAKOCTb, AMHHOTHYECKAs
KUJKOCTb, HWHTEPCTULHANIBHAS JKUAKOCTb, (OJUIMKYJISPHAsl JKUAKOCTb, MEPUTOHEANbHAs
KHUJIKOCTb, XHIKOCTh OpPOHXO0AJBbBEOJIIPHOTIO JIaBaXka, I'PyAHOE MOJOKO, MOKpoTa, jJuMmpa u
xemdb. OOpasubl TkaHeH (Harmpumep, OUOIICUH) OT CYOBEKTa MOTYT ObITh TOMOT€HHU3UPOBAHBI B

COOTBETCTBYIOIEM Oydepe sl CO3MaHUs <CKUAKOCTHY IJIi KOJHUYECTBEHHOTO OIpeNeICHHS
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TAIP ¢ ucronp30BaHUEM 3THX CIIOCOOOB.

Ob6bem oOpaslia, HCIONB3YEeMOro B aHalin3e, OyIeT BapbUPOBATHCS B 3aBUCHUMOCTH OT
TUMA BbINOJNHsAEMOro aHanusa (Hanpumep, MDA, nmmyHOXpomarorpaduyeckoro aHaiausa Hiu
APYroro aHajinu3a) U MOUIOKKH (HAmpUMep, IJIaHIIeTa, MEMOpPAHBI, TECT-TIOJIOCKH WIH APYroi
noayoxku). OO6beM HCIOIBb3yeMOro odpasia MOXKET COCTaBISATh OT OKOJIO 1 MKJI 10 okono 500
MKJI (Hampumep, oT okosio 1 MkJ 1o okoso 150 Mk, Hanpumep, ot 1 MK 10 okoJio 30 MKJT 1J1st
aHaJIM3a, TAKOTO KaK NMMYHOXpOMAaTOrpaduuecKuii aHamis, Uin ot okoso S0 Mk 1o okoso 200
MKJT ISl aHam3a, Takoro kak UPA). O6pasen MoskeT ObITh pa3daBlieH Mepes HCIOIb30BaHHEM
B aHamu3e OydepoMm, KOTOpbId He OyJeT MeaTh CBSI3bIBAHUIO CO CBSI3BIBAIOLINM HJIH
JIETeKTUPYIOIIUM areHToM (Hampumep, Bopol, PBS umu Oydepom, ucnonbsyemsiMm B criocodax
aHau3a), U MoxeT ObITh pazbasnen 1:2, 1:3, 1:4, 1:5, 1:10, 1:15, 1:20, 1:100 wnu Gonee.

Cnoco0 o0Hapy:keHust UHTAaKTHOTO IAIP

ITepBolii konmuvecTBeHHBbIN aHanu3 [AIP BkirOYaeT MpuWBEeNeHWE B KOHTAKT o0pasla,
cogepxamero IAIP, ¢ arentom, ces3bBatomuM IAIP, (Hampumep, aHTUTEIOM, KOTOpPOE
cneunguueckn cpsizbBaercs ¢ [AIP wnm nmurannom IAIP) ¢ oOpasoBanumem komruiekca IAIP-
CBSI3BIBAIOINUI areHT. AreHT, cBsi3biBaromuil [AIP, MoxeT ObITh NMPUCOEAWHEH K IMOMJIONKKE
(marmpumep, TBepaoH momsokke). Ilomxomsmue MOANIOXKKH BKJIOYAOT IUIAHIIETHI (HATpUMeED,
MHOTOJIYHOYHbIE T[UIAHIIETHI), YacTULbl (HANPUMEP, MArHUTHbIE YaCTHUIIbl, HAHOYACTHUIBL,
MAarHUTHbIE HAHOYACTHULIbI), OMOYHIBI, CMOJBbI, MeMOpaHbl (HAmpuMep, HUTPOIEIUIIOJIO3HbIE
meMOpanbl, MeMmOpanbl u3 IIBJI®), xoHTeliHeprl (Hampumep, NPOOUPKH), TECT-TIOJIOCKU
(HarpuMep, LEJUTI0N03Y, CTEKJIOBOJIOKHO, HUTPOLEIUTIOJIO3Y ) U IPaHyJibl (HalpuMep, TPaHyJibl U3
Oenka A wnu Oenka G, MarHUTHbIE TPAHYJIbL, CTEKJISTHHbIE I'PAHYJIbI, IUIACTUKOBBIE IPAHYJIbI).
ITonnokka NPEANOYTUTENbHO MOXET OBbITh NMPOMBITA OAMH WM Oojee pa3 (Hampumep, C
ucnons3oBanueM Oydepa, Takoro kak TBS, TBS-T, PBS wmu PBS-T) nns ynanenus marepuana,
KOTOPBIN HE CBSI3BIBAETCS C areHTOM, CBsi3biBatomuM [AIP.

Kommiexkc ITAIP-CBS3BIBArOIMI areHT 3aTeM BBOOSIT B KOHTAaKT C areHTOM,
nerektupyromuM TAIP, (Hanpumep, nurann IAIP wium aHTUTENO, KOTOpOe CrelupUyYecKu
csizbiBaercsi ¢ IAIP). Jlerektupyromuii areHT [AIP MoxkeT ObITb KOHBIOTHPOBAH C METKOM
(HampumMmep, ¢ OmHOW WK OOjiee METKaMHM, ONMUCAHHBIMH BBIIIE), KOTOPAs 3aT€M MOKET ObITh
oOHapy’KeHa C MCIOJb30BAHUEM HM3BECTHBIX CIIOCOOOB OOHAapyKeHHs. AJIbTEPHATHUBHO, AreHT,
nerektupyromuii  [AIP, MoxHO cpasy oOHapyxkuTh ©Oe3 wucnojbp3oBaHusi MeTku. [locne
nobaByeHus1 areHta, aerekTupyromero IAIP, MOXXHO BBIOJIHHUTH JONOJHHUTENBHYIO CTAIHIO
NPOMBIBKHU (HAMIPUMED, OMH WK OoJjiee) sl yAAIeHUs] HECBA3aHHOTO JETEKTUPYIOIIEro areHTa.

3arem [AIP mMoxeT OBITH U3MEPEH HA OCHOBE CHUTHAJA OT KOHBIOTHPOBAHHON METKH HITH
NPUCOCANHEHHOTO JETEeKTUPYIOIEro areHtra (HampuMep, AakKTUBHOCTH (epMeHTa WM
(bayopecueHInN) ¢ HCIOIb30BAaHHEM CTaHIAPTHBIX CIIOCOOOB, M3BECTHBIX B JAaHHOW OOJacTH
TeXHUKU. Eciu pepMeHT ncronp3yercss B Ka4eCTBe METKH, CyOCTpaT MOKET ObITh ToOaBIIEH A
NOJIy4eHUs] CUTHaja (HampuMmep, W3MEHEHMs IBeTa) U MOXKET OBITb CUHTAaH YCTPOHCTBOM,
NOAXOMAALINM Al OOHAPYKEHUsl CUTHasia, TakuM kak crekrpodoromerp. Curnan (Hampumep,

ONTUYECKasl IUIOTHOCTh WM (PIIyOPECLEHINs]) MOKET ObITh HAHECEH Ha CTaHAAPT C M3BECTHOM
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koHueHTpanueil IAIP nns ycraHOBNEHMs CTAaHAAPTHON KPUBOW WIJIM MOXKET OBITH CPaBHEH C
M3BECTHOHN 3TAJIOHHOW KOHIeHTpauueld. HensBecTHas KOHIEHTpanus B 00pas3lax MOXKET ObITh
paccuMTaHa U OMNpenesieHa HAa OCHOBE YCTAHOBJICHHOW CTAHIAPTHOW KPUBOW WIIM 3TAJIOHHOIO
3HaYeHHsI KOHLIEHTPALIUHL.

Ilepen noGaBnenuem oOpas3lia K areHTy, cBsi3biBarolemMy IAIP, MOXHO BBITOJHHUTD
craauio OJOKMPOBAHUS JUIA TPENOTBPALIEHUS] WIM YMEHBIIEHHs Hecrnenu(puuecKkoro
CBSI3bIBAHMS. DBJIOKMpYIOIIME areHThl Ui NMPUMEHEHUs B CHoco0ax, ONMUCAHHBIX B JJAHHOM
JIOKYMEHTE, BKJIIOYAIOT, Hampumep, Moyioko, BCA, kaseuwH, >xenaTuH (Hampumep, pbiOui
JKEJIATHH) M CBHIBOPOTKY (HAmpuUMep, KO3bK CBIBOPOTKY, OCJIHHYIO CBIBOPOTKY, JIOLIQJHHYIO
CBIBOPOTKY, (peTabHYI0 ObIMBIO CBIBOPOTKY).

Cranuu cniocoba MoryT ObITh BbimosHeHb! Tipu pH ot 7,0 mo 3,5 (mampumep, pH ot 5,0
no 3,5, nanpumep, pH 4,0). Hanpumep, cragusi CBsI3bIBAHUS W/UJIH CTaauss OOHAPYKEHHSI MOTYT
ObITh BbIMONHEHBI Tipu pH ot 7,0 no 3,5 (mampumep, pH ot 5,0 no 3,5, nanpumep, pH 4,0).
Arenr, cBsizbiBatomuii [AIP, moskeT ObITh puroToBiieH B Oydepe ¢ pH ot 7,0 no 3,5 (Hampumep,
pH ot 5,0 no pH 3,5, nanpumep, pH 4,0) u/unu arent, perextupyromuii IAIP, (Hanpumep,
murasn [AIP) moxer ObiTh npurorosiieH B Oydepe ¢ pH ot 7,0 no 3,5 (manpumep, pH ot 5,0 no
pH 3,5, nanpumep, pH 4,0). [{nsa ynyumenus oOHapyskeHust IAIP moxxHO ncnons3oBathb Oydep ¢
Hu3kuM pH (rHanpumep, pH 5,0 win Hioke, Hanpumep, pH 4,0).

Kpome Toro, mnsa crabmnuzamuu IAIP Bo Bpemst ananmu3a B oOpasen J1ByXBaJICHTHBIE
katuoHbl (Hampumep, Ca2+, Mg2+, Mn2+, Fe2+ u ap.) moryt ObiTb 100aBiI€HBI 10 WJIH BO
BpeMsl KOHTakTa Cc areHtoM, cessbiBarolinM [AIP, w/unm nobGasnens! B Oydep, comeprraiiuii
JNETEKTUPYIOLUN areHT, 10 WK BO BPEMs KOHTAKTa C KOMILIEKCOM CBsI3bIBarOIui areHt- IAIP.
JIByXBaJIeHTHbIE KAaTHOHbI MOTYT OBITh TOJNy4YeHbl B KOHLEHTpauuu or 1 MxkM mo 1 M
(manpumep, ot 100 MxM 1o 100 MM, ot 1 MM g0 10 MM).

Arenrt, csasbiBaromuii IAIP-cnenuguyeckoe aHTUTEN0, U areHT, AeTEKTHPYIOIHH
aurang IAIP

B onmHoM mpumepe croco0a, OMMCAHHOTO B IAHHOM JTOKYMEHTE, areHT, CBS3bIBAFOIIHIA
IAIP, npencrasisier coOOl aHTUTENO, KOTOpOe crieruduiecku cessbiBaeTcs ¢ IAIP (Hampumep,
MKAT 69.26 i MKAT 69.31), U IETeKTUPYIOLIHNH areHT MPeNCTaBIsseT COOONW MEUYEHBIH JIUTaH/
IAIP (Hanpumep, renapus, ruanypoHoByro kucioty uin JIIIC). AnbTepHaTUBHO, JIUTaHT MOKET
ObITh HEMeUYeH U OOHApYXKEH C HCIMOJb30BAHMEM MEUEHOI'O AaHTHTENa, KOTOPOe SBISIETCS
cneunpuyeckum anst yurasaa IAIP, wiam HemeueHbll JUraHx Moxer ObITh OOHApyKeH ¢
UCTIONIB30BAHUEM HEMEUEHOTO aHTUTENA, KOTOpoe sABJsieTcs creruduyueckum st turanaa [AIP,
KOTOpPBbII 3aTeM OOHApPY>KUBAETCS C HCIOJb30BAHUEM MEUEHOr0 BTOPHYHOIO AaHTUTENA
(HarmpuMep, MEYEHOEe BTOPUYHOE AHTHTENO, KOTOPOE CBS3BIBAETCS C AHTHUTEIOM, KOTOpPOe
apisiercst crenuduueckum st guradga [AIP, HO He cBssbBaercss ¢ aHtutenoMm [AIP,
(marmpumep, antureno k IAIP u antureno k muranny IAIP reHepupyroTcsi y pasHbIX BHIOB
x03sieB). Ecnu nurany He sIBIsS€TCSI MEYEHBIM U OOHAPY’KUBAETCS C MCIIOJIb30BAHHEM MEUEHOTO
JUraHI-CIeUu(pUIECKOr0 aHTUTENa WM JIMTAaHA-CHeU(pUIecKoro aHTUTeNa U MEYeHOro

BTOPHUYHOI'O aHTUTEJIA, AOMOJIHUTCIBHBIC CTaAUN IIPOMBIBKU MOT'YT OBITb BBIITOJIHEHBI a0 W/ uau
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10CJIe UHKYOAIMH € KaXKIbIM aHTUTEIIOM.

Arenrt, cBs3piBaromuii  guranx  IAIP, u arenr, pgerexktupywomuii IAIP-
crnenu(pHIEeCKOe AHTHTEJIO0

B npyrom mpumepe ONMMCaHHOTO B JAHHOM JOKYMEHTE CIoco0a CBSI3bIBAIOIIUI areHT
IAIP npencraBusier coboii nmurann IAIP (Hampumep, remapuH, TMalypOHOBYK) KHUCJIOTY WJIH
JIIIC), a nerTeKTHPYIOLIMH areHT MpeAcTaBiseT coOOH aHTHTENO, KOTOpPOe SIBISAETCS
cneuupuveckum st [AIP (Hanpumep, MKAT 69.26 wiu MKAT 69.31). B manHOM mpumepe
aHTHUTENO, KOoTopoe siBisieTcss crenuduueckum s [AIP, moxxkeT ObITh KOHBIOTHPOBAHO
HETIOCPEACTBEHHO C METKOMW, WJIM aHTUTEJIO MOXKET ObITh OOHApY)KEHO C MOMOINBI) MEYEHOTO
BTOPUYHOTO aHTUTENA, KOTopoe cs3biBaeTcst ¢ IAIP-cmeumnpuyeckum antutenom. Ecmu
UCIIONIB3YETCsl MEUEHOE BTOPUYHOE AHTUTENO, CTaAUK) IMPOMBIBKM MOXKHO BBIIOJHHUTH IOCHE
UHKYOAallMu ¢ BTOPHYHBIM AHTHTEJIOM, YTOObI MHHUMH3UPOBATh HeCTIEHU(PUUECKUN CUTHAT 10
nzmepenust [AIP.

AreHT, cesi3biBaromui aurang IAIP, u arenr, nerekrupyromuii aurang IAIP

B tperbem mpumepe crioco0a, OMMCAHHOTO B JAHHOM JOKYMEHTE, CBSI3bIBAIOIIUI areHT
npexncrasisier codoit nurana IAIP (Hampumep, rHaqypOHOBYIO KHCJIOTY), M JETEKTHPYIOLIUH
areHT mpencrasisier codol MeueHblit surang [AIP, KOTOpBIA CBSI3BIBAETCS C APYTOl OOJNACTHIO
IAIP (mampumep, renmapus, ruanypoHosas kucnora win JIIIC). lanHbli ciocod MokeT ObITh
BBINOJIHEH C JIFOOBIMHU AByMs nuraHaaMu IAIP, xotopble He CBSI3BIBAIOTCS C OJHOW M TOH JKe
obnactero IAIP (nanmpumep, nsa juranna IAIP, kotopble HE KOHKYPUPYIOT 3a CBSI3bIBAHHUE C
TAIP unu ang KOTOPBIX CBA3bIBaHHWE OAHOrO U3 aura"gos [AIP crepuuecku He MPENsTCTBYET
cBsizbiBaHUIO0 Broporo Jsmra"ga [AIP ¢ IAIP). Jlurana, KOTOpBIN JeHCTBYeT Kak AareHT,
nerextupyromuii IAIP, moxer ObITh HeMedeH M OOHAPYXKEH C HCHOJIb30BAHHEM MEYEHOTO
aHTUTENa, KOTopoe siBisiercs: criermpuueckum juist aurasaa IAIP, koropeiii neificTByeT Kak
AETEeKTHPYIOIINI areHT, WIK OH MOXeET ObITh OOHApy)keH C MOMOLIBI0 MEYEHOTO0 BTOPUYHOTO
aHTHTENA, KOTOPOE CBSI3bIBAETCSI C HEMEUYEHBIM aHTUTENIOM, KOTOPOE SIBJISIETCS] CIeU(UIECKUM
s auradga IAIP, koTopelil IeCTBYeT Kak AETeKTUPYIOIIMM areHT. Eciu MeueHble aHTUTENna
UCTIONB3YIOTCST Uit OOHapyskeHust juranna IAIP, koTopelii NeHCTByeT Kak NETEKTHPYHOLIHHA
areHT, JONOJHUTENIbHbIE CTaJHUA TPOMBIBKM MOTYT OBITh BBIMIOJHEHbI A0 W/HWIH TOCHe
MHKYOAIMH C KKIBIM aHTUTEJIOM.

ArenT, cBs3biBawmuii IAIP-cnenuduyueckoe aHTHUTEN0, M ATEHT, A€TEKTHPYO LU
TIAIP-cnenudguyeckoe AaHTHUTEJIO

B uerBeproM mpumepe crnocoba, OMMCAHHOTO B JAHHOM JIOKYMEHTE, CBS3BIBAFOIIMN
areHT mpencrasisier coboit [AIP-cnenmduueckoe aHTUTENO, U JAETEKTHPYIOLIMA AareHT
npencraBisier coboii medenoe IAIP-cmeumduyeckoe aHTuTeno. B maHHOM mpumepe, IO
MeHblelr mepe ogHO u3 [AIP-cneun¢uvecknx aHTHTENT CIOCOOHO CBS3BIBATBCS WU C
uHTakTHBIM [AIP umm [AIP, kOTOpBIN COAEPKUT MO MEHbLIEeH Mepe OIHY TSIKENYI LeMb
(HarpuMep, aHTHUTENO He CBA3BIBAETCSA C OMKYHMHOM, €CM XOTs Obl ofHa Tspkenas uenb IAIP,
HanpuUMep, aHTUTENIO He CBA3BIBAETCS C PACLIEIUIEHHbIM UM paspylieHHbM [AIP, B xoTopom

orcyrctByer OukyHuH). Kpome Toro, nea IAIP-cneunduueckux aHtuTena, HCIONb3yeMbIE B
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aHanM3e, CBSA3BIBAIOT pasiuuHble snutonbl [AIP (Hampumep, aHTHTENa HE KOHKYPHUPYIOT 3a
cesepiBanne ¢ [AIP). Ecmu ngBa IAIP-cnenuduyecknx aHTUTENAa TEHEPHPYIOTCS C
UCTIONIb30BAaHUEM DPa3HbIX BUIOB x03s€B, TO [AIP-cnennduueckoe aHTUTENO, UCTONb3yEMOE B
Ka4ecTBE JETEKTHPYIOLIEro areHra, MOXeT ObITh HEMEYEHO U  JeTeKTHPOBAaHO C
UCIIOJIb30BAHUEM MEUEHOro BTOPUYHOro aHturena. Eciau ucnonb3yercs MeueHOe BTOPUYHOE
AHTUTEJIO, AOMOJIHUTENbHBIE CTaJUHM TNPOMBIBKM MOTYT OBITb BBINOJHEHBI 10 W/WIM TOCHE
MHKYOAIH C MEUEHBIM BTOPHYHBIM AHTUTEJIOM.

KonuuecrBennoe  onpeneinenne IAIP ¢ ucnoib3oBaHuemM — ObICTPOro
HUMMYHoOXpomaTtorpaduueckero anaauza (UXA)

B nsitom nmpumepe crnocoObl, OMMCAaHHBIE B JAHHOM TOKYMEHTE, MOTYT OBITh BBITIOJHEHBI
C WCIOJb30BAHMEM TECTa HAa OCHOBE HMMyHOXpomarorpaduueckero aHamusa. B maHHOM
npumMepe HebonbLol 00beM obpasua (Hampumep, 1-30 Mk, Hanpumep, 15 MKIT) MOXKeT OBITH
HAHECEH Ha TECT-TIOJIOCKY (HAMpHMeEp, LEJUTFOJIO3Y, CTEKJIOBOJOKHO WJIM HUTPOLEIUTIOJNO3Y) B
Hepa3z0aBIieHHOM BU€ WM B pa30aBieHHOM BHne (Hampumep, pasdasiaenHom 1:2, 1:5, 1:10,
1:20, 1:100 wmu OGonee, Hampumep, ¢ Oydepom (Hampumep, PBS) wmmm Bomoit) m 3arem
nobasisiroT Oydep nmns mporanmkmBaHus oOpasla depes MOJOcKy. Ilojlocka CONEp:KUT areHT,
cesaspBaromuii  [AIP, (mampumep, IAIP-cnemmduueckoe antureno wnmm juradn IAIP) mos
ces3biBanusi ¢ IAIP B oOpasue. IAIP moxker ObITh OOHApyXKeH C TIOMOIIBIO AareHTa,
nerexktupyrommero IAIP, (manpumep, meuenoro [AIP-crenuduueckoro aHTUTENa WIK MEYEHOTO
muranna IAIP), xoroperii Moxer ObITh HOOaBIIEH K IOJIOCKE A0, MOCIE WM OJHOBPEMEHHO C
nobasneHneM oOpasma. TecT-monocka MOXeT ObITh CUHTAHA C MOMOIIBIO COOTBETCTBYIOIIETO
pumepa Iy KOJIMYECTBEHHOIO  OMNpEeAeNeHHUs  METKH, IPUKPEIJIeHHON K  areHry,
nerexktupyroomemy IAIP, (Hampumep, MOPTATUBHOIO HACTOJBHOIO pUAEpa IJsl TECT-IOJIOCOK,
punepa Ha ocHoBe mnopraruBHoro KIIK wmnm pumepa Ha ocHOBe cmapTdoOHA/IUIAHIIETa, B
YaCTHOCTH). BbIOOp KOMOHMHAIMM CBS3BIBAIOIIETO W AETEKTHPYIOIIErO areHTa MOXeT ObITb
OCYIECTBJIEH Ha OCHOBE MapaMeTPOB, OMUCAHHBIX B JAHHOM JOKYMEHTE. DTOT aHAJU3 MOXKET
OBITH BBINIOJHEH OBICTPO (HampuMep, 3a 15 MuHyT wiu MeHee, Harpumep, 3a 15, 10 uan 7 MuHyT
WIA MEHee) W O0ecredynBaeT KOJIUYeCTBEHHOe U ObicTpoe u3Mepenue IAIP B HeOombinom
o0beme obpasia.

Oo0HnapyxeHue kommiekcos npupoanbiid IAIP-nmurang IAIP

Takke mpenyararoTcst CrocoObl OOHAPYKEHHUs KOMIUIEKCOB TpuponHbii [AIP-nurann
IAIP (manpumep, komrmuiekcoB [AIP-nmurann [AIP, xoropeie oOpa3zoBamch in vivo y cyObekTa
(Harpumep, y cyOBbeKTa-4eNoBeKa) U MPUCYTCTBYIOT B oOpasue ot cyOwekTa). JlaHHbIH criocod
BKJIFOYAET MPHUBENEHHE B KOHTAKT oOpasua (Hampumep, oOpasna *KUIKOCTH, TAKOH Kak Iuia3Ma,
CBIBOPOTKA, KPOBb, OPOHXOAIBBEOJSIPHAS KUIKOCTh, CIIMHHOMO3IOBasl JKUAKOCTb, MOKpPOTa,
MOYa WM IPYTHE KUIAKOCTH OPTaHU3Ma) CO CBS3BIBAIOIIINM areéHTOM, HAllPUMEp, CBSI3bIBAIOLIIM
areHTOM, KOTOPbIM NMPHUKPEIUIEH K MOAJIOXKKE (HarpuMep, TBEPHOH moasoxke). CBsI3bIBAIOLIHI
areHT MOXeT MPEICTaBIATh CO0O0M cBsi3bBaromuii areHT [AIP (Hampumep, aHTHUTENO, KOTOPOe
cnenuduueckn cpsi3biBaeTcsi ¢ IAIP, nampumep, MKAT 69.26 umu MKAT 69.31, umm jurasng

IAIP), unu CBA3BIBAIOLINN areHT MOXKET MPEACTABIATh COOON aHTUTENO, KOTOPOE CIELUPHIECKU
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CBSI3bIBAETCS C NPEACTaBISIOIIMM uHTepec jurangoM IAIP (manpumep, nurasgom [AIP,
KOTOPBIN mpeanonoxurenbHo oopazoBan komruieke [AIP-murana IAIP in vivo). IMoxxonsmue
NOJUIOKKH ~ BKJIFOYAIOT IUIAHINETHl (HArpuMep, MHOTOJYHOYHBbIE IUIAHIIETHI), YaCTHIIBI
(HarpuMep, MarHUTHBIE YaCTULIbI, HAHOYACTHUIIbl, MATHUTHbIE HAHOYACTHUIIBI), OMOYHIIBI, CMOJIBI,
KOHTeHHepbl (Hanpumep, NpoOupKu), MeMOpaHbl (HAIIPUMEpP, HUTPOLEIUIIOJIO3HbIE MEMOpPaHBl,
memOpanbl w3 [IBJA®), TtecT-mosnocku (HampuMmep, LEJUIIOJO3y, CTEKJIOBOJOKHO —HIIU
HHUTPOLIEJUTFOJIO3Y) W TIpaHysbl (HampuMep, rpaHysibl u3 Oemka A mimm Oenka G, MarHUTHBIE
IPaHyJIbl, CTEKJITHHBIE TPAHYJIbI, TUIACTHKOBBIE IpaHyJibl). [10110KKa MPEeaNOYTHTENBHO MOKET
OBITh MPOMBITA OIMH WK Oosiee pas (Hampumep, ¢ UCTOIB30BaHUEM Oydepa, Takoro kak TBS,
TBS-T, PBS wnu PBS-T) nns ynanenus Marepuaia, KOTOPbIH HE CBA3BIBAETCS CO CBSI3bIBAIOIUM
areHToOM.

Ecnu cBs3pIBarOIIMiA areHT, HMCIOJB3YyEeMbIH B aHAJU3€, MPEACTABIsiET COOOH areHT,
cessbBaromuii  [AIP, (Hampumep, aHTUTENo, KoTOopoe creuududecku cps3bpiBaercst ¢ IAIP,
Hanpumep, MKAT 69.26 umu MKAT 6931, wm nuraan TAIP), kommiekc IAIP-murang [AIP
MOJKeT OBITh OOHAPYKEH C MCIIOJIb30BAHUEM JETEKTHUPYIOIIErO areHTa, KOTOPBIH MPenCcTaBIseT
co0Ol aHTHTENO, HANpaBJIEHHOE MPOTHUB MpencTaBisoumiero wHTepec juranga IAIP, myrtem
NpUBEEHUS B KOHTAKT aHTHUTeNa ¢ KoMmruiekcoM komruieke IAIP-cBssbiBatomuii areHt. Eciu
CBSI3bIBAIOIIUI AreHT, WCIOJBb3YEeMbI B aHAJIN3€, MPENCTAaBIsET COOOW AHTHUTENO, KOTOpOe
crienu(pUIeCKN CBS3BIBACTCS C MpencTaBisirolnM uHTepec yurannoMm [AIP, xommiekc TAIP-
murasn IAIP moxer ObITh OOHapy»keH C UCHOJB30BAHUEM AETEKTHUPYIOIIErO areHTa, KOTOPBIH
cneungpuueckn cpszbiBaercs ¢ IAIP  (Hanpumep, aHTHUTENOM, KOTOpPOE CHenU(UYIECKH
csszbiBaercs ¢ [AIP, Hanpumep, MKAT 69.26 unu MKAT 69.31 wnu npyrum nurangom IAIP)
IyTeM MPUBEACHHUs B KOHTAKT JETEKTUPYIOLIEro areHra ¢ KomIulekcoM komiuieke IAIP-
CBSI3BIBAOLIUI areHT.

Cragust mpomBIBKM (Hampumep, OAHa WM Oojiee) MOKeT OBITh BBIMOJIHEHA MOCe
UHKyOalMu ¢ AeTeKTUpyroImuM arenToM. Kpome toro, nepen nobasneHrem oOpasia K areHry,
ces3biBatomieMy IAIP wnu jurang TAIP, MOXKHO BBIMIOJIHUTH CTaaui0 OJIOKUPOBAHUS JIJIsI
NPEAOTBPALICHUS WM YMEHbIIEHUs] HECTIEU(PHUECKOrO CBSI3bIBAHUS. BJIOKHUPYIOIIHME areHThI
Ui TIpUMEHEHHsT B Croco0axX, OMHMCAHHBIX B JAHHOM JOKYMEHTE, BKJIIOYAIOT, HaIpuMep,
mosioko, BCA, kazeuH, xenaTiH (HanpuMmep, pbIOHii JKENATHH) U CHIBOPOTKY (HAIpUMeEp, KO3bIO
CBIBOPOTKY, OCJIMHYIO CBIBOPOTKY, JIOIIAJUHYIO CHIBOPOTKY, (PETATBHYIO OBIYbIO CHIBOPOTKY).

Ecnu nerekTupyrommii areHT NpencTaByisieT COOOH aHTUTENo (Hampumep, aHTUTEINO,
cneunguueckoe nust IAIP, win antureno, cnenuduueckoe k nuranay IAIP), nerekrupyrommii
areHT MOXKET OBITh HETTOCPEICTBEHHO KOHBIOTHPOBAH C METKOH (HAIIpUMEp, METKOH, ONMCAHHOM
BBILIIE), WM IETEKTHUPYIOIUH areHT MOKET OBbITh BU3YaAM3UPOBAH My TeM JOOaBJICHUS] MEYEHOTO
BTOPUYHOT'O AHTHUTEJNA, KOTOPOE HE CBSI3BIBAETCS C JIFOOBIM APYTHM aHTHUTEJIOM, HCIIOJIB3yEMbIM B
aHanmu3e (HanmpuMep, CBSI3BIBAIOLINM areéHTOM, €CJIH 3TO AaHTUTEJIO).

Ecnu perexrupyrommii areHT npencrasiser coOol yuraHa (Hanpumep, auraHn [AIP,
takol kak JuraHn IAIP, oTnmuHBIEI OT TOro, KOTOpPBI OOHApPYKHUBAaeTCS B aHAIU3E),

JETEKTUPYIOIIUN areHT MOKET OBITh HEMOCPEICTBEHHO KOHBIOTUPOBAH C METKOH (Hampumep,
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METKOH, ONHMCAHHON BbIle) MM OOHApy)XeH C HCIIONB30BAHUEM MEYEHOTO JINTaH-
ceun(UIeckoro aHTHUTENa, KOTOPOE 3aTeM AETEKTHPYIOT. AJIBTEPHATHBHO, ACTEKTUPYIOIIUN
areHT MOXeT ObITb OOHApPYKEeH C HCIOJb30BAHHEM HEMEUYEHOrO JIUTaH[I-Creln(UIecKoro
aHTHUTENa U MEYEHOTO BTOPHYHOIO AHTHUTENA, KOTOPOE HE CBSA3BIBAETCSA C JIFOOBIM JPYrHM
AHTUTEJIOM, WCIHOJb3yEeMbIM B aHauu3e (HampuMep, CBA3BIBAIOIIMM areHTOM, €CJIU 3TO
aHtuteno). Ecnum  [eTeKTHpYIOUMH  areHT sBJSEeTCS HEMEYeHbIM U HCIOJB3YIOTCA
JOTIOTHUTEJIbHBIE PEareHThl (Harpumep, MeueHble TIepBUYHBIC HJIM BTOPHUYHbIE aHTHUTENA), OJHA
wiu OoJiee CTaauii MPOMBIBKH MOTYT OBITh BBITIOJHEHBI MOCIe MHKYOALUHU C TOMOJHUTEIbHBIMH
peareHTaMu, 4TOOBI MUHUMHU3UPOBAaTh HeCTIEU(HUECKUil CUTHAI. MeTKy MOKHO HCIIOJIb30BATh
st u3MepeHus: koHueHtpanuu komruiekca IAIP-nmurann IAIP ¢ ucnosnbp3oBaHHEM TeX ke
cyOcTpaToB M CrocoOOB BH3yaM3alldH, YMOMSHYTbIX Bbime. CHrHam oT oOpa3la MOKHO
CPaBHHUTb C CHUTHAJIOM, HM3MEPEHHbIM B o0Opasie (oOpasuax) ¢ HM3BECTHOH KOHIEHTpAIUe
kommuiekca IAIP-murann IAIP (Hanpumep, Al YCTAaHOBIEHUS CTaHIAPTHOW KpPUBOM).
HeussecTHast KOHIEHTpausi B oOpa3lax MOXKET ObITh pacCUMTaHA HAa OCHOBE YCTAHOBIIEHHOMN
CTaHJAapPTHON KPUBOW MJIM HA OCHOBE U3BECTHOIO 3TAJIOHHOI'O 3HAUYE€HUsl KOHLIEHTPALIUH.

Ecnu unenrnunocts auranga IAIP B kommiekce IAIP-nmurang IAIP HeusBecTHa, Criocod
MOJKET OBbITh BBIIIOJHEH C HCIIOJIb30BAHHEM AHTHUTENA, KOTOPOE CIEeLU(UUECKH CBSA3BIBACTCS C
IAIP (Hanpumep, aHTHTEJO, KOTOPOE CBS3BIBAETCSA ¢ MHTAKTHBIM IAIP w/mnm Tsoxenoi memnbro
IAIP) B xauecTBe cBsi3pIBaroliero areHra. Ctaguio OOHApY)KEHHS MOXKHO 3aT€M BBIOJHUTH
nyTeM 100aBJI€HHUsS MEYEHbIX BTOPUYHBIX AHTHUTEJN, CHeNM(PUUECKHX K Pa3IMYHBIM JIUTaHIaM
[AIP, nmpoMbIBKH TOC/Ie UHKYOAIIMN ¢ MEYEHbIMA BTOPUYHBIMH AHTUTEJIAMH U AETEKTHPOBAHUS
CUTHaJIa OT METKU i onpeneneHuss uneHtuuHoctu jguranna IAIP B xommnekce [AIP-nurang
IAIP. MeuyeHnble aHTHTENa MOTYT OBITb J00ABIEHBI M OLEHEHBI IO OTAEIbHOCTU IS
unentupukauuu suraina IAIP, uiam oHu MoryT ObiTh mOOaBIE€HBI OJHOBPEMEHHO, €CIH K
KOKIOMY aHTUTENy TPUKPEIUIeHbl WM KOHBIOTHPOBAHBI pAa3MYHble METKH (HaIrpumep,
paziuunble (QuyopecuenTHbie Kpacurenan). Kak Tonbko jurann IAIP wunentuduimposaH,
kosmuecTBo komruiekca IAIP-urann IAIP B oOpasiie MOkeT ObITh KOJMYECTBEHHO OMPEIESIeHO,
KaK OIMMCAaHO B JAHHOM JIOKYMEHTE.

KoanuecrBennoe onpenenenne IAIP, 3axBaueHHOro B aHaau3ax

TAIP unu xommnekc [AIP-nurann IAIP mMoxHO onpeaenuTh KOJIUYECTBEHHO, BBIIOJHUB
cnocoObl  OOHApy’)KEHHUs, OINUCAHHbIE B JAaHHOM JOKYMEHTE, C  HCIOJIb30BAHUEM
NPEACTABISIIOIIEro HHTEpec obpasla Mo CPaBHEHUIO ¢ OOpaslamu, COAEpPKALTUMH H3BECTHBIE
kojuuectBa [AIP unu xommeke [AIP-nmurann [AIP, koTopbie MCTIOMB3YIOTCS IJIsI TIOJYyUEHUS
craHgapTHOH kpuBoi. OOpasery or cyObekTa MOXKET ObITh H3MEPEH OJHOBPEMEHHO C
u3BecTHbIMH KonudecTBamMu IAIP wnn xomruiekca IAIP-murang IAIP, Tak 4TO MOKHO
onpenenutb KoHUeHTpanmo [AIP wmn kommnekca IAIP-muranna IAIP B o6pasue. KonuenTparuro
B oOpasue oT cyObeKkTa MOXKHO CpPaBHHUTH CO cpenHedl koHueHtpanueid [AIP umm xomruiekca
TAIP-I nurann AIP, u3MepeHHOH ¢ HCNOJIb30BAHMEM TOrO K€ aHaju3a B KOHTPOJIbHOM
HOTYJISILIMH, TAKOW KaK 3J0POBBIE KOHTPOJIN, YTOOBI ONPENeNUTh, MaaaeT U KoHueHTpaus IAIP

B oOpasle B Ipefenax HOPMAJIbHOTO AUara3oHa, WiIK OOJbHBbIE KOHTPOJIHM, YTOOBI ONPENEIUTD,
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HaxonuTcs U KoHueHTpauws IAIP B oOpasue B mpenenax auamasoHa ISl MAaTOJOTHYECKOTO
COCTOSIHUSL.

Konuenrpaumto IAIP nnu xommiekca IAIP-nurann IAIP B obpasue ot cyObekTa Takxke
MOXHO cpaBHUTb ¢ koHuUeHTpauued [AIP mmu xommnexkca IAIP-nurann IAIP B 3m0poBOM
koHTposne nyreM usmepeHus [AIP wnu xommnekca IAIP-nurann IAIP kxak B uccienyeMom
o0pasle, Tak ¥ B KOHTPOJBHOM 0Opasle, B TO K€ BPEMsl, HCIIOb3Ysl CIOCOOBI, OMUCAHHBIE B
naHHOM JoKyMeHTe. KOoHTposbHBIe 00pasubl BKIHOYAIOT OOpasiibl, MOJyYEHHbIE U3 OJHOTIO M
TOTO K€ UCXOJHOr0 MaTepuaia (HampuMep, u UCCIenyeMblii 00pasel, 1 KOHTPOJIbHBINH 00paser
NIOJIy4EHbI U3 OJHOM M TOH K€ JKUAKOCTH OPraHHM3Ma MJIM OJHOTO M TOTO K€ THIa TKaHu). B
JOTIOJIHEHHEe K TOMY, YTO OH MOJy4eH M3 OJHOTO M TOr0 K€ HCXOAHOr0 MaTepuana,
UCCIeyeMblil 00pa3el] U KOHTPOJIbHBIN 00pasel Takke MOTYT ObITb COOpaHbI Y CYyOBEKTOB TOTO
K€ BO3pacTa W/WIKM TOTO K€ MOJja, 4TOObl MUHUMH3HPOBATH BO3MOJKHBIE DPA3IUYUs MEKAY
cyobektamu. Ecin xorueHTpanyu [AIP HemocpencTBEHHO CPaBHUBAIOTCS MEXIY CYOBEKTOM U
3I0pOBBIM KOHTpOJIEM, CHIeHue KoHueHtpammu IAIP y cyObekra Ha 25% wnm Gonee mo
CPaBHEHHMIO CO 3IO0POBbIM KOHTpPOJIEeM OyIeT yKa3blBaTb Ha TO, YTO CYOBEKT HMeEEeT WU
NOJBEPKEH PUCKY PA3BUTHUS BOCIIAJIUTEIBHOTO 3a00JI€BAHMUS, WIIH MATOJOTHUECKOTO COCTOSHUS,
Wy nHQpEeKIuu.

AnbrepHatuBHO, KoHUeHTpanmoo [AIP nnm kommnekca IAIP-murang IAIP B oOpasne ot
CyObeKTa MOXXHO CPaBHUTBH C IPEIBAPUTENBHO OMNPEAECHHBIM IOPOTOBBIM 3HAUYEHUEM IS
koHueHtpauun IAIP wnu kommekca [AIP-nmurann IAIP B M3BeCTHBIX yCIOBHAX (HAampuMmep, B
3I0POBOM COCTOSTHUM WJIM TATOJOTHYecKoM coctosiHuM). [loporoBoe 3HaueHHE MOXKET
NpencTaBisiTh coboit cpenHioro KoHOeHtpauwio [AIP wim xomrutekca IAIP-nmurang [AIP,
OIpeAENICHHON U3 MOMYJISILMY 3I0POBbIX CYOBEKTOB UM OOJIBHBIX CYyOBEKTOB.

Hcnonb3yst cnocoObl, OMUCAaHHBIE B JTAHHOM JOKYMEHTe, ObUio OOHapy>KeHO, HTO
310pOBbIE KOHTpOJIbHBIE CyObekThl umeroT 400 + 140 mxr/mn IAIP B mnasme, xots Oonee
BBICOKHE KOHLIEHTPALIMU TaK)Ke HAOIIONAIOTCS Y 3OPOBBIX CYOBEKTOB. Y MAIlHEHTOB C TSKEJIBIM
BOCTIAJIUTENIbHBIM 3a00NeBaHneM Obuta OOHapyskeHa cpenHsis kKoHueHTpauus IAIP Hike okono
200 mkr/mu. Konnentpauus IAIP okono 250 mMkr/mi MoxkeT ObITh HCIOJNB30BAaHA B KAa4eCTBE
MOPOTOBOTO 3HAUEHHs ISl KJacCU(PUKALMK CyOBEKTOB KaK HMEIOIIUX WM TOABEPIKEHHBIX
PHICKY pa3BHUTHUS 3a00JI€BAHUS WM MATOJOTMYECKOTO COCTOSIHUS (HAIIPHMEp, BOCIAJIHTEIBHOTO
3a00NIeBaHMs, WM TATOJIOTUYECKOTO COCTOSTHHSI, WJIM WH(EKIHH). 3aTeM 3Ta KiaccuuKarus
MOJKeT OBbITb MCIIOJIb30BaHA JJISi PEKOMEHALUHN CYOBEKTOB JUIsl JICUCHUS] WJIH JUISl JAJIbHEHIIero
OUarHOCTHUeCKOoro TectupoBaHus. CyObeKTbl € YMEpEeHHbIM WM HU3KHUM ypoBHeM [AIP
(rarmpumep, ot 300 1o 200 MKI/MIT) MOTYT BBIMTPATh OT IOBTOPHOT'O TECTHPOBAHUS BO BPEMEHH
(HarmpuMep, OAMH pa3 B HEMENIO, ABA pa3a B MECSL], OJMH pa3 B MECSI], OJUH pa3 B [Ba MECSIIIA,
TPH pa3a B TOA WIM JABA pa3a B TOA) AN OINpPENENEHUs] TOro, SIBJSIFOTCA U ypoBHH IAIP
MOCTOSIHHBIMU MJTM U3MEHSFIOTCS (HAarpuMep, YBEJIHMUUBAIOTCS WIM YMEHBIIAOTCS), MOCKOJIBKY
5TH YPOBHHM MOTYT YKa3blBaTb HA PHUCK PA3BUTUS BOCMAJHUTEIBHOTO 3a00NeBaHUs, WU
NAaTOJIOTUYECKOTO COCTOSIHUSA, WM MH(EKINH, HAJINYUS BOCHAIUTENBHOrO 3a00JI€BaHMS, HIIH

MaToJIOrH4C€CKOro COCTOAHUA, HIIAU I/IH(beKLII/II/I, HJIM OHU MOTryT MPEACTABJIATH HOpM&J’IbeIfI
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UCXOJIHBIA YPOBEHB U CYOBEKTA.

Cnoco0b1 onpeae/ieHHs] MATOJOTHYECKOI0 COCTOSIHHSI MJIM PHCKa 3a00J1eBaHHsI C
HCNoJib30BaHHeM cnoco0oB onpeaeneHus IAIP u komniexca IAIP-nurana IAIP

OmnucanHbple B TaHHOM JAOKyMeHTe criocoObl obHapyxkenus IAIP u xommnexkcoB IAIP-
murasn IAIP moryT ucnons3oBatbcs 1t u3mepenus IAIP w/unu xommnnexkcos IAIP-nmurann IAIP
y pasaMyHBIX CYOBEKTOB, TAKUX KaK CyOBEKT, MMEIOIIMH WM MOJO3PEBAEMBIl HAa HAJIMUUE
3a00JI€BaHMsl WM TATOJOTMYECKOTrO0 COCTOSHMSA (HAarpuMep, BOCHAJIMTENBHOrO 3a0oJieBaHus,
WIA TATOJOTMYECKOrO COCTOSIHMS, WM uHGekuus (Hampumep, OakTepuanbHash UHQPEKIHs)).
VYposenb IAIP u xommnekca IAIP-nmurang IAIP y takoro cyObekTa MOXKET OBITh ONpeneNeH ¢
UCTIOJI30BAHUEM JIIOOOTO M3 BBIMIEYKA3aHHBIX AHAJIN30B, HAMPUMED, C LENbI0 IHATHOCTHKH
HaJIM4Msl 3a00JICBaHMS, WJIM TATOJIOTMYECKOTO COCTOSTHUSI Y CYOBEKTa WJIM PHCKAa Pa3BUTHS
cyObekTa win OyaeT pa3BUBAThCS 3a00JIeBAHUE MITH MATOJIOTHYECKOE COCTOSIHHE, HJIH KOHTPOJb
CyObeKkTa B OTHOIIEHWHM pPAa3BUTHA WM YCTpPaHEHUs 3a00JIeBaHUSI WM TATOJIOTHYECKOTO
COCTOSIHUSL.

BocnanurenpHble 3a00f€BaHHMS WM IATOJOTHYECKHE COCTOSIHUS, KOTOPBIE MOJKHO,
HaNpuMep, AUArHOCTHPOBATH MJIM KOHTPOJIMPOBATh C HCIIOJNB30BAHMEM CIIOCOOOB aHAIHW3a,
BKJIFOYAIOT, HANpUMep, OCTPOE BOCHAIUTENbHOE 3a00JIeBaHUE, CENCUC, CENTHYECKUH INOK,
CHHIPOM CHCTEMHOro BocmajurenapHoro orsera (SIRS), TpaBmy w/unm mnoBpexneHue
(HarmpuMep, paHbl, OXOTH, pPBAaHbIE paHbl, YIIMOBI, MEPENIOMBbl KOCTEH, XUPYPrHUECKUE
NPOLENYPHI), UHCYIBbT (HAIPUMED, UIIEMHUYECKUI HHCYIJIBT, TeMOPPAarn4eCKuii HHCYJIBT), OCTPOE
NOBPEXIAEHUE JIETKUX, OCTPbIM pecrnupatopHbiii nuctpecc-cuaapoMm (ARDS), nHeBMOHHIO
(HarpuMep, TSKENYI0 MHEBMOHHUIO, TSDKEIYIO WM HETSDKENYH BHEOONBbHUYHYIO IHEBMOHMIO,
ITHEBMOHUIO, TNPHOOPETEHHYI0 B JOMax MpPeCcTapesibiX), HEKPOTHU3HPYIOIIMH 3HTEPOKOJUT,
OCTpBI TMAHKpPEAaTUT, 3a00NeBaHMs IO4YeK (HAmpuMep, OCTPOe TOBPEXIEHHE IOYeK,
NOBPEXEHNE NEYeHH, OCTPYI HEeIOCTAaTOYHOCTh KPOBOOOpAIUEHMs), MPEIKIAMIICHIO, DAk,
MeTacTa3 MpH pake, OMyXOJEeBYI MHBA3HIO, 3a00neBaHne nepudepudecknx aprepui, auader 1-
Oro THUIA WU 2-Or0 THIA, aTePOCKIIEPO3 CEPIEeUYHO-COCYIUCTON CHCTEMBI, MEePEeMeKaroLIyCs
XPOMOTY, KPUTHYECKYIO HIIEMHIO KOHEYHOCTEH, WH(APKT MHOKapAa, OKKJIIO3UK COHHOH
apTepuH, OKKJIIO3UIO IYMOBUHBI, HU3KYID MAacCy TejJa NPU POKACHUH, HEIOHOIIEHHOCTb,
BbI3BAHHOE€ XUPYPTUYECKUM BMELIATEIbCTBOM BOCMAJEHUE, BOCIMAJieHHe, CBS3aHHOE C
abcrieccoMm, JIETOYHYKO HEAOCTaTOYHOCTb, MEepH(PEepUuecKyr0 HEBPOMATHIO, THIIOKCHYECKYHO
UIIEeMHUI0O  (HampuMep,  THIIOKCHYECKU-HIIEMHYECKOEe  MOpPaKEHHEe  TOJIOBHOTO  MO3ra
HOBOPOXKIEHHOTO WJIM THIIOKCHUYECKU-MIIEMHUYECKYI0 SHLE(PANONATHIO), HIIEMHIO TKaHEH
(HarmpuMep, WIIEMHIO CKEJETHOW MYCKYJaTyphl, TNIAAKOW MYCKYJIaTyphl, CEpACYHON MBILIIIBI,
MO3Ta, KOXKHOH ME3€HXHMBI, COSAMHUTEIbHON TKAHH, TKAHH JKEJTyIOYHO-KUILIEUHOTO TPAKTa M
KOCTH), pEBMAaTOUIHBIA apTPHUT, MEHUHTUT, PACCESTHHBIH CKIIEPO3, BOCMIAIUTENIbHOE 3a00IeBaHNE
kumeyHnka (Harnpumep, Oone3np KpoHa), XpOHHUECKYI0 OOCTPYKTHBHYIO OONIE3Hb JIETKHX,
PUHUT, TIPEXIEBPEMEHHbIE POAbl UM HMH(EKUHOHHOE 3aloyeBaHHe (HANpUMep, TPUIT WIN
BUPYCHYIO HH(EKINIO, HapuMep, Juxopanky Jenre mnum nuxopaaky 3anagsoro Huna).

WNHbpexuun, KOTOpbIE MOXKHO, HamlpUMep, AUArHOCTUPOBATh WM KOHTPOJIHUPOBATH C
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NOMOINBKD  CHOCOOOB  aHaiW3a,  BKIIOYAKOT,  HampuMep,  WH(EKIUH,  BbI3BAaHHbBIC
rpaMOTpPULIATENIbHBIME ~ OakTepusiMM, TakMMU Kak BHAbl Neisseria, Bximodas Neisseria
gonorrhoeae u Neisseria meningitidis, Buasl Branhamella, Bkmrouas Branhamella catarrhalis,
Bunbsl Escherichia, Bxiarouast Escherichia coli, Bumel Enterobacter, Bumbsl Proteus, Bxirouast
Proteus mirabilis, Buger Pseudomonas, Bxmouas Pseudomonas aeruginosa, Pseudomonas
mallei, u Pseudomonas pseudomallei, Bunb! Klebsiella, Bkmrouas Klebsiella pneumoniae, Buabl
Salmonella, Buas! Shigella, Bunbr Serratia, Bunel Acinetobacter; sunsl Haemophilus, Bkimrouas
Haemophilus influenzae u Haemophilus ducreyi, Bunger Brucella, Bumgbsr Yersinia, Bkirouas
Yersinia pestis u Yersinia enterocolitica, Bugel Francisella, Bxmouast Francisella tularensis,
Bunbl Pasturella, Bkmrouast Pasteurella multocida, Vibrio cholerae, suasl Flavobacterium,
meningosepticum, Buasl Campylobacter, Bkmouass Campylobacter jejuni, Buzasl Bacteroides
(opanbHbIl, (apuHreanbHbli), BkIrO4as Bacteroides fragilis, Bunel Fusobacterium, Bximrouas
Fusobacterium nucleatum, Calymmatobacterium granulomatis, Buas! Streptobacillus, Bkirouas
Streptobacillus moniliformis, u 6uoer Legionella, xmouast Legionella pneumophila.

AHanu3bl, ONMCAaHHBIE B JTAHHOM JOKYMEHTE, MOTYT OBbITh HCIIOJB30BAHBI [T U3MEPEHUS
ypoBHell TAIP y cyObekTa, MOABEPKEHHOTO PUCKY PAa3BHUTHSI BOCHAIUTENBHOTO 3a00JIeBaHUS,
WIA TATOJOTMYECKOrO  COCTOsIHMS, WinM  uHpekuun. PakTopsl pHCKAa  BKIIIOYAIOT
UMMYHOCYTIPECCHI0, UMMyHOoAepUuuT (Hampumep, CyOBEKT € OCIa0JeHHBIM HWMMYHHUTETOM),
NOXKUJIOW BO3pPAcT, OXOTM (HampuMep, TEPMHYECKHE OXOTH), TPaBMbL, XHPYPTHUECKOE
BMEINATENIbCTBO, HHOPOAHBIE TeNa, pakK, HEJOHOIIEHHOCTb (HAIpUMeEp, HOBOPOXKIEHHBIH
POIMJICS MIPEKIEBPEMEHHO), OKUPEHHE 1 MeTaOOIMUECKUN CHHAPOM.

OnucanHple B JAaHHOM JOKYMEHTE CIIOCOOBI MOTYT OBITh BBINOJHEHBI KaK 4YacThb
OOBIMHOTO (PU3UKAIBHOTO OCMOTPA UJIH Kak 00IIasi OLEeHKa COCTOSIHUS 3/{0OPOBbI.

Juaenocmuxa namono2uvecko2o coCmosHUs Uil pUcka 3a0071e6aHs.

AHanu3bl, ONMHMCAaHHbIE B JAHHOM JOKYMEHTE, MOTIYT OBITh HCIIOJb30BAaHBI HApsiAy C
TPAIUIIMOHHBIMU CIIOCOOAMHU TMATHOCTUKU JJISi OMpPENENICHHs] TOTO, UMEET JIU CYOBEKT MU
HAXOIUTCS B TPYMIE PHCKA Pa3BUTHS BOCHAIUTENBHOrO 3a00JE€BaHUS, WM MaTOJOTHYECKOTO
cocrosinusi, uiu uHpekuuu. Mamepenne [AIP, monydeHHOE C MOMOIIBIO aHAJTH30B, MOXKET TaKKe
HCIIOJIB30BAThCS sl OTIPEeNIeHHs] TOro, SIBJSIETCS JIM MallMeHT KaHauaaToM Ha jedeHue [AIP
WIA  TPOTHBOBOCIAJHTENBHON MM  NPOTUBOMH(GEKLUMOHHOW — Tepamuedl  wim Ul
NPOTHO3UPOBaHUsI OTBeTa Ha BBeneHue IAIP (Hampumep, maumeHT ¢ HU3KHUMH ypoBHsMH [AIP
moxket sieunthbest IAIP w/unu mosker GnaronpusiTHO pearnposath Ha jedenne [AIP). M3mepenue
IAIP moxer compoBoxknaTbcsi  BBeaeHueM  IAIP,  mpoTHBOBOCHANUTENBHONH UM
NPOTHBOMH(EKIIMOHHOH Teparuu CyOBEKTY, €CIIH 3TO CYUTAETCS LeJIeco00pasHbIM (Hampumep,
ecnu ypoBHH IAIP onpenesnens! kak HU3Kue, HAllpUMep, 1O MeHbllel Mepe Ha 25% Huxe, 4eMm
YPOBEHb, KOTOPBIA CUHMTaeTCs HOpMaibHBIM ypoBHeM [AIP y 3mopoBoro cyOwbekTa, WM eciiu
yposHH [AIP Hmke 200 MKr/mn).

Wsmepenne TAIP w/unmm xommekca IAIP-nmurann IAIP B obpasue oT cyOBekTa MOXKET
OBITh WCHONB30BAHO JMJISl  OMNpPENENeHHs TOro, HMeeT JHU CYOBeKT pHCK Ppa3BUTHS

BOCTIAJIUTCIIBHOT'O 3a6OJ'IeBaHI/Iﬂ, WK NaTOJOTHYCCKOro COCTOAHUA, WIIH I/IH(beK]_II/II/I. Cnocob
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BKIFouaeT u3MepeHue yposHs [AIP w/mnm kommuekca [AIP-nmurann IAIP ¢ ucnonp3oBaHuem
OJHOTO M3 CIOCOOOB, OMMCAHHBIX BBINIE, U CPABHEHHWE YPOBHS C KOHTPOJBHBIM 3HAYEHHEM
(HarmpuMep, STAJOHHBIM OOpPa3lOM OT 370POBOrO MAILMEHTAa WIM CPEAHUM 3HA4YEHUEM,
NOJIyYeHHBIM U3 W3MEPEHUIl MOMyNALUU KIMHUYECKH 30POBbIX NAalUeHTOB). ITOHMKEHHBIH
ypoBeHb IAIP y cyObekTa MmO CpaBHEHHIO CO 3IOPOBBIM KOHTPOJEM (HampuMmep, YpPOBEHb,
KOTOpbIi Ha 25%, 30%, 40%, 50% Hike uinu Oonee y cyObeKTa MO CPaBHEHUIO C KOHTPOJIEM)
win koHueHtpauusi IAIP oxono 250 MKI/mil MM HMXKE O3HA4YaeT, YTO CYyOBEKT MMeeT WU
MIOJIBEPKEH PUCKY PA3BHUTHUS BOCIAIUTEIBHOTO 3a00JI€BAHMUS, WIIH MATOJIOTHUECKOTO COCTOSHUS,
win uHdpekuuu. IloBpinueHHbli ypoBeHb koMmiuiekca I[AIP-nurann IAIP y cyOwekra mo
CPAaBHEHHIO CO 3JI0POBBIM KOHTPOJIEM (Hampumep, ypoBeHb, KOTOpbIi Ha 5%, 10%, 15%, 20%,
25%, 30%, 40%, 50% Bbiie wiu Oosee y CyObeKTa MO CPABHEHUIO ¢ KOHTPOJIEM) YKa3bIBAeT HA
TO, YTO CYOBEKT MMEEeT WJIH TOABEPKEH PUCKY PA3BHTHS BOCHAIUTEIBHOIO 3a00JIEBaHHS WU
UH(EKIHH.

Unentuunocte nuranna, ceszaHHoro ¢ IAIP B mpupomnom xommiekce [AIP-nmurann
TAIP, MoxeT Tak)ke 1aTh MPEACTABICHHE O THIIE BOCMIAIUTENBHOTO 3a00eBaHUs WM HH(DEKIHY,
KOTOPYIO CYOBEKT MMEET WJIM PUCKY Pa3BUTHs KOTOpol mozasep:xkeH. Hampumep, oOHapyskeHue
noBbIeHHOro ypoBHs koMiuiekca IAIP-JITIC B obpasiie oT cyOBbeKTa MOXKET YKa3bIBaTh HA TO,
9YTO CYOBEKT MMEET WM TOABEPIKEH PUCKY pa3BUTHS MHPEKuuu (Hampumep, OakTepraabHON
uHpexnnn), 1 OOHApy>KEHHE MOBBIIIEHHOro ypoBHs Komruiekca IAIP-rucron B obOpasue ot
CcyOBbeKTa MOXET YKa3bIBaTh HA TO, UTO CYOBEKT UMEET WM NMOABEPIKEH PUCKY PA3BUTHUS OCTPOTO
CHCTEMHOI'O BOCMAJMTENbHOrO 3aboseBaHust (HampuMep, cerncuca WIM HHCyNbTa). Takue
U3MEPEHUs] MOTYT OBbITh HCIIOJNB30BAHbI Ui AMArHOCTHKH MAIUEHTOB C OIpeeeHHbIMU
BOCIIAJIUTEIbHBIMU 3a00I€BAaHUSMU MM MHOEKLMSIMU, WM ISl PEKOMEHAALUH BUIOB Teparui
WM KyPCOB JICUEHHUSI.

Cmenens msicecmu 3a001€6aHUs

OnucaHHble B JaHHOM IOKYMEHTE CIIOCOOBI TaK»Ke MOTYT OBITh HCIOJIb30BaHbI MJIS
OLIEHKU cTerneHu TspkecTu 3aboneBanus. CyObekThl ¢ koHueHTpauuen IAIP Huxe okxomo 200
MKI/MJI, I3MEPEHHOH C HCIOJb30BAHUEM OMNHMCAHHBIX B JAHHOM JOKYMEHTE aHAJIU30B, MOTYT
ObITh KJIAaCCH(ULIMPOBAHBI KaK MMEIOLINE, MJIH MMEIOIINE BBICOKUH PUCK PA3BHUTHUS TSIKEJIOTO
BOCHAJICHUS WIM UHDEKIMH, UK UMEIOIIHe OOJBINHIA PUCK 3a00JIEBAEMOCTH U/WUJTH CMEPTHOCTH.
ANBTEpPHATUBHO, CYOBEKTHI C TIOBBIIEHHBIM ypoBHEM KoMmIuiekca IAIP-nmurann IAIP (Hanpumep,
cyOBekThI ¢ ypoBHeM komiuiekca IAIP-nurann IAIP, Takum kak komrmiekc [AIP-JITIC, koropbrit
Ha 10%, 20%, 30%, 40%, 50% Bbiie uau OoJiee MO CPABHEHUIO CO 3I0POBBIM KOHTPOJIEM HJIH
U3BECTHBIM STAJIOHHBIM 3HAYEHHEM KOHLIEHTPALMH), W3MEPEHHBIM C HCIOJIb30BAHUEM
ONHCAHHBIX B JAHHOM JIOKYMEHTE aHAaJHM30B, MOTYT OBITh KJIACCH(PHUIMPOBAHBI KaK MMEIOLINE
WJIA UMEIOIINE BBICOKHH PUCK PA3BUTHSI TSDKEJIOTO BOCTIAJICHHS, MM MH(PEKLINH, IIH UMEFOIINe
Oonpmmii puck 3aboneBaeMoCTH W/ WM CMepTHOCTH. Ilocnme OLEHKH CTeNneHH TSKECTH
3a00neBaHusT MOXKET OBITh PEKOMEHJOBAH COOTBETCTBYHOIIUN Kypc JsedeHus. CyOBbexTsl,
umeromue koHueHtpauuio [AIP, xoropas yka3biBaeT Ha TSDKENOE BOCIAJEHUE, MOTYT OBITh

BbIOpaHbI U1t O0Jiee 4acToro min 0oJiee arpecCUBHOTO JIEUEHHs, UeM CYOBEKTbhI, KOHLIEHTPALHS
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TAIP kOTOpBIX yKa3blBa€T HAa YMEPEHHBbIH WM HU3KMH PUCK HAJIM4YUS BOCHAJIUTEIBHOTO
3a00NeBaHMsl WM MATOJOIMYECKOro coctosiHus. OnucaHHble B JAHHOM IOKYMEHTE aHAJIN3bI
MOTYT OBITh MCHOJB30BaHbI AJs1 u3MepeHus: uHtaktHoro IAIP, u, Takum oOpa3oM, OHM MOTYT
OBITH UCIIOJIB30BAHBI JIsl BBISIBIIEHHS ONACHBIX /IS JKU3HU COCTOSIHUI U OLIEHKH HEOOXOUMOCTH
COOTBETCTBYIOLLETO TEPANEBTUYECKOTO OTBETA.

Monumopune

CyObekT, KOTOpbI paHee UMeNT WJIN KOTOPBI IOABEPIKEH pPHUCKY Ppa3BUTHSA
BOCTIAJIUTENILHOTO 3a00JIEBAHMSI, WM TATOJIOTMYECKOTO COCTOSTHUS, WIM WH(EKIH (Hanpumep,
CyOBEKT C TEHETHYECKOW MpenpacroyioKEHHOCTbIO, CyOBEKT, KOTOPBIH TMOABEpPrajcs
BO3ACHCTBUIO JIPYTHX JIOACH ¢ 3THM 3a00jeBaHUEM N UH(EKIHeH, Wi CyOBbeKT, MMErO i
1000 U3 PaKTOpOB PUCKA, OMUCAHHBIX BBILIE), MOKET KOHTPOJIHPOBATHCS C UCIOIB30BAHHEM
OMHUCAaHHBIX CrTOcO00B. KOHTPOIIB Takke MOXKET OBITh MOIXOASIIIUM ITOAXOAOM Uil CyOBEKTOB C
yMEpEeHHbIM Wi HU3KUM ypoBHsAMH [AIP (Hanmpumep, ot 300 no 200 MKr/mir) w/mimm cyOBEKTOB
CO Cllerka MOBBIEHHbIMU ypoBHsIMH Komruiekca [AIP-murann IAIP (Hanpumep, cyOBEKTOB C
ypoeHeM komruiekca [AIP-nmurann IAIP, Takoro kak kommuiekc IAIP-JITIC, xotopsriit Ha 1%, 5%
i 10% Bbllle MO CPaBHEHUIO CO 3J0POBbIM KOHTPOJIEM WJIM H3BECTHBIM STaJOHHBIM
3HaYEHHEM KOHLIEHTPALUU), OCOOEHHO €CIH Y CyOBEKTOB HET SIBHBIX CHMIITOMOB BOCIIAJICHUS
wi nHpexkunu. M3mepenus [AIP w/mmn kommnekca [AIP-murann IAIP moryt mpoBoauThest
4yepe3 peryJsipHble HHTEPBaJbl (HalIpuMep, OIUH pa3 B TOA, ABa pas3a B IoJl, OAMH pa3 KakIble
TPH MecsiIia, OANH pa3 B MECSI, ABA pa3a B MECALl UM OMH Pa3 B HENEINIO0), YTOOBI ONPEAEIIHTb,
spisitorest i ypoBHu [AIP w/mnmm  xommuiekca IAIP-nurann [AIP  mocTtossHHBIMEH - WU
m3Mensomumucs. [loseimenne ypossst IAIP n/unu cHmkenne yposHs komriekca IAIP-nurann
TAIP moseT yka3bIBaTh Ha yJIyUIIEHHE U MOKET MPUBECTU K MPEKPAIIEHUI0 MOHUTOPUHTIA W/ WN
nedyenusi. CHmwxkenne ypoBHs IAIP w/unm nosenuenue ypoBHst komrutekca IAIP-nmurann IAIP
MOJKET YKa3blBaThb HA PELUAMNB y MALMEHTOB B MPOLIECCE BBI3JOPOBJICHUS, WU PA3BUTUE, WU
YXYAUIEHHE BOCTAJIUTEIBHOrO 3a00NieBaHMA MM MHQPEKIUH W MOXKET TPUBECTH K
JIUAarHOCTHYECKOMY HCCIEIOBaHHMIO (Hampumep, ¢ OOJblIedl 4YacTOTOW) W Haudaly, WIN
YBEJIMUYEHUIO, WM U3MEHEHUIO JICUEHHS.

Dghpexmusnocme nevenus

CriocoObl, ONMUCaHHbIE B JAHHOM JOKYMEHTE, TAK)K€ MOTYT OBITb HCIOJIB30BAHBI IS
OUeHKH 3((EKTUBHOCTH JIEYEHUsT Yy CYOBEKTa, KOTOpPOro Jiedar (Hampumep, C TOMOIIBO
aHTHOMOTHKA, TIPOTHBOBOCTIAIUTENIHOTO areHTa, MPOTUBOMH(pEKINOHHOTO areHTa win IAIP) ot
BOCTIAJIUTENILHOTO 3a00JIEBaHUS, WJIM TATOJIOTHUECKOTO COCTOSIHUS, WJIM HWH(pEKUUU. Y POBHH
TAIP mMoryT u3mMepsThbCsl 4O WM IOCJIE Hauyaja JIeUeHUs, a 3aTeM H3MepSAThbCS Ha MOCTOSIHHOMN
OCHOBE BO BpeMs JieueHUs (HalpuMmep, OAWH pa3 B CYTKH, OAMH pa3 B HENEN0, Ba pasa B
HENeJI0, OIMH pa3 B MECHI], J1Ba pa3a B MeCsI, OAMH pa3 B TPH MeCSALAa WM ABa pas3a B Iox).
VYBenuuenue yposHeit IAIP (Hanpumep, ysenuuernne Ha 1%, 5%, 10%, 20%, 30% wunu Gonee mo
CPaBHEHMIO C TPEAbIYLINM H3MEPEHHEM) B TEUEHHNE Kypca JiedeHus1 OyIeT CBUAETENbCTBOBATD
00 yIy4IIeHUH U AeMOHCTPUPOBATh 3(PPEKTUBHOCTD JIEUEHUs], B TO BPEMsI KaK IMOCTOSIHHbIE HJIH

ymenbliaromuecs ypoBHu [AIP (manpumep, onmHo wminm Oonee H3MEPEHUH, KOTOpbIE He
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JE€MOHCTPUPYIOT U3MEHEHUs WIH JeMOHCTPUPYIOT yMeHblieHue Ha 1%, 5%, 10%, 20%, 30%
win Oonee MO CPaBHEHUIO C TNPENbIIYIIUM H3MepeHHeM) OynyT yKa3blBaTb Ha OTCYTCTBHE
YIYULIEHUS U MPEIOararoT, YTO Kypce JeUeHHs JOJDKEH ObIThb MOAU(DHUIMPOBAH MM M3MEHEH
(HarmpuMep, yBENMUYEH B J03€ HJIM YacTOTe, WJIM B TOM U JPYroM, M3MEHEH Ha Jpyroe
TEPaNeBTHYECKOE CPEACTBO, WM MOAM(DUUUPOBAH JJsl BKJIKOYEHUS IONOJHHUTEIbHBIX
TEPaNeBTHYECKUX ar€HTOB).

B kadecTBe anbTepHaTHBBI WM B AONONHeHHe K usMepenuro IAIP oOnapykeHue
komruiekca [AIP-nmurann IAIP (manpumep, TAIP-JIIIC) MokeT HCIONB30BaThCS AJISI OLIEHKH
5(¢(}EeKTUBHOCTH JIeUEHUs] C TIOMOLIBIO TEparuu Ui JICYEHHs WA CHIDKEHHS pUCKa
BOCMAJUTENbHOTO 3aboneBanust win uHpekmu. Crnocod BKIOYAET H3MEPEHHE YPOBHS
komruiekca IAIP-nurang IAIP B kauecTBe Ouomapkepa y cyObeKkTa, TOABEPTaOLIEroCs TePAun
IO MUK TIOCJIe Havalia JICUEHUs], U 3aTeM H3MepPEeHHe Ha MOCTOSIHHON OCHOBE BO BPEMsl JICUCHUS
(HarmpuMep, OOWH pa3 B NI€Hb, OAMH pa3 B HENENI0, - €KEHENEeNbHO, pa3 B MECSI, pa3 B JBa
MecsiIa, pa3 B TPU MeCslla WU ABa pa3a B rox). Yposenb komruiekca IAIP-murang IAIP moxHO
CPAaBHUTh C KOHTPOJIbHBIM 3HAa4e€HHEM (HAmpuUMep, 3TAJOHHBIM OOpasloM OT 3J0POBOTO
NAalMeHTa WIM CPEIHUM 3HAYEHHEM, IOJNyYEeHHBIM W3 WU3MEPEHHUH MOMYJSLUH KOHTPOJIbHBIX
CyObeKkTOB (HampuMep, 3I0pPOBBIX MALMEHTOB)) WM C MPEABAPUTENIBHBIM H3MEPEHHEM,
NOJIy4eHHBIM OT cyObekTa. CHuxenne ypoBHs komiuiekca IAIP-nurann IAIP no «HOpMaibHOTO
YPOBHSI» WMJIM CHIDKEHHE B OOJiee MO3JHHE MOMEHTbI BPEMEHHU BO BpeMs JIeUeHHUs (Hampumep,
camwkenne Ha 1%, 5%, 10%, 20%, 30% wum Oojee OTHOCHUTENBHO IMPEIBAPUTEIHLHOTO
u3MepeHusi) OyneT ykasblBaTh, YTO Tepanus sBiseTcss 3(PQPeKTHBHON. YBeNUUeHHe YpPOBHS
komruiekca IAIP-nurann IAIP (Hanpumep, yBenuuenue Ha 1%, 5%, 10%, 20%, 30% wunu Gonee
IO CPAaBHEHUIO C NMPEIBIAYIIUM H3MEPEHHEM WM «HOPMAJbHBIM YPOBHEM») YKa3bIBAET Ha TO,
YTO JIeYeHUe sIBIsieTCs Hed(PeKTHBHBIM U TpeOyer Moaundukanuu (Hanpumep, Oosee BBICOKas
no3a, Oonee 4acToe BBEAEHHUE MM M TO M APYroe, WM APYroe TepaneBTHUeCKoe CPEeACTBO WIIN
KOMOWHHPOBAHHASI TEPATIHS).

Cnoco0bl J1euenus

UzobpeTenne Takxke oOecredrBaeT CrocoObl JeUeHHs], TPEAOTBPAIICHUS HITH CHIDKEHHSI
pHiCKa pa3BHUTHUSl BOCMAJIHMTENLHOTO 3a00JIEBAHUS, MM TATOJIOTUYECKOTO COCTOSIHUS, WU
uHpeKkn (Hanpumep, TSHKeIoW WHpEeKIun) y cyObekTa (HampuMmep, YeloBeKa), KOTOPBIH, Kak
OBUIO OMpeneNeHo, HYXKAAeTCsl B TMOMOINH, COTJIACHO OINHCAHHBIM B JaHHOM JOKYMEHTE
IUAarHOCTHYECKUM crocodaM (Hampumep, CyOBeKT ¢ Hu3kumu ypoBHsmMu [AIP  w/mmm
NOBBILIIEHHBIMU YpOBHAMU KoMmiuiekca IAIP-nurann IAIP no cpaBHEHHMIO C 3TaJOHOM WM IO
CPaBHEHHIO C MPEABIAYIIUMHU H3MepeHusIMI). CyOBbeKT MOXKET MOJIy4aTh JIEUEHHE CTAaHAAPTHBIM
TEPANEeBTHUECKUM CPENCTBOM, TNOAXONALIMM sl 3a00NeBaHus, WM MATOJOTMYECKOrO
coctosinusi, w/unu IAIP. CyObekT MokeT ObITb HOBOPOXKIEHHBIM, peOEHKOM, IMOAPOCTKOM HIIH
B3POCIIBIM.

Ilepen BBenenuem IAIP unu apyroro TepaneBTUYECKOIO areHTa HyKIAKLEMYCs B 3TOM
cyObekTy koHueHTpauuio IAIP MoxxHO nM3MepsTh B o0Opasue OT cyObekTa B COOTBETCTBUH CO

CHOCO6aMI/I, OMMCAHHBIMU B JAHHOM JOKYMCHTC. B kauectBe AJIBTCPHATUBBI UJIK B OOIMMOJIHCHUE
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kK mMepenuto yposHel [AIP coco0 Moker BkiIrO4aTh 0OHapyskeHue komruiekca [AIP-murana
IAIP no BBenenus IAIP. Hanpumep, cnoco0 MoskeT BKJIIO4YaTh OOHapykeHHe komruiekca [AIP-
JIIIC y cyObekTa, UMEIOLIEr0 WM IMOA03PEBAEMOr0 Ha Hainuue OakTepuanbHONH HHDEKIHH
(Harpumep, MH(EKINH, BBI3BAHHOM I'PaMOTPULATEIBHBIMU OaKTEpUsIMM), W/WUIM H3MEpEHUe
koHuentpauun [AIP B oOpasue ot cyObekra, u BBeneHue IAIP cyObekTy (Hampumep, BBeIeHUE
IAIP cyOwexTy ¢ moBbileHHBIM ypoBHeM Komiutekca IAIP-JIIIC mo cpaBHEHHIO CO 3M0POBBIM
KOHTPOJIEM WM KOHTPOJBHBIM 3HaueHHeM (Hampumep, ypoBHeM komiuiekca IAIP-JITIC,
kotopbiid Ha 1%, 5%, 10%, 20%, Ha 30% BbIlIe WK BbIIIE YPOBHS B 3JJOPOBOM KOHTPOJIE) WU
BeeneHue I[AIP cyOBEeKTy ¢ pPHUCKOM CHCTEMHOrO BOCHAJICHHS WJIM LIOKOBOTO CHHIpOMA
(Harmpumep, cyObekTy ¢ ypoBHsMu [AIP mo meHblueir Mepe Ha 25% HIDKE, YeM Yy 340pPOBOTO
KOHTPOJISA)).

TAIP wnu kommnosunuy, conepskaiire [AIP, MOkHO BBOOUTH CYOBEKTY, HYKIAOLIEMYCS
B 5TOM (HampuMmep, Kak OINpENeJeHO C HCIOJb30BAaHUEM OIHOro Wi Ooyee crnocoOosB,
OMHCAHHBIX B JAHHOM JAOKyMeHTe). CyOBEKTbI, KOTOPBIX MOXKHO JI€UUTh ¢ momoreio [AIP,
BKJIFOUAIOT CYOBEKTOB ¢ MHeKuuei (Hanpumep, nHEKurel, BBI3BaHHON ITPaMOTPULIATEIIbHBIMH
OakTepusiMi) WM CYOBEKTOB C TMOBBIIIEHHBIM pPHUCKOM pPa3BUTHS HHGpEKIuu (Hampumep,
CyObeKTOB ¢ OHMM wWid Oonee (akTopaMH pHCKA, BKJIIOYas HMMMYHOCYIPECCHIO,
uMMyHonepuuuT (Hampumep, CyOBEKT C OCHabJeHHBIM HMMYHHTETOM), IOKHJIOH BO3pACT,
O’KOTH (HampuMep, TEPMHUYECKUE OXKOTH), TPABMBI, XUPYPIrHUECKOE BMEIIATEIbCTBO, HHOPOIHBIE
TeNa, paK, HEAaBHHWE pOAbI (HAmpUMep, HOBOPOXKIEHHBIE), HEIOHOIIEHHOCTh (HAIpUMeD,
HOBOPOXKIECHHBIE, POXIEHHBIE MPEXIEBPEMEHHO), OXHUPEHHEe U MeTaOONIWYEeCKUH CHHAPOM).
WNHpexuns MOXeT BO3HUKATh M3-3a SHAOTOKCHHOB, BBI3BAHHBIX BBICBOOOXIEHHEM MOIIEKYJI
munononucaxapunos (JIIIC) mpu 3apakeHuu rpaMoTpULATENbHBIMU OakTepusMu. Tsokemnas
uH(EKs, BbI3BAHHAS TPAMOTPHULATENBHBIMH OaKTEPUSMH, MOXET IPUBECTH K TDKEIOMY
CHUCTEMHOMY BOCHAJICHHIO, CENCUCY, LIOKOBOMY CHHAPOMY M cMepTH. Kak moka3aHO B TaHHOM
nokymente, IAIP cessbiBaercs ¢ JIIIC, u, cnemoBarenbHO, BBemeHue I[AIP mosker ObITH
UCTIOJIB30BAHO IS JICYeHHsI CYyOBEKTOB, MHQULIMPOBAHHBIX IPAMOTPHULIATEIbHBIMU OAKTEPUSIMHU,
9YTOOBI YMEHBILIUTD WA PEAOTBPATUTH LIUTOTOKCUYHOCTD, MHIyLHpoBaHHYy0 JIIIC.

Nudexun, monxonsmme mis JjedeHuss ¢ nomoinbio [AIP, BKIIOYAOT WHQEKIUH,
BbI3bIBAHHBIE TPAMOTPHUIATENIBHBIME OaKTEPUsIMHM, TaKHMMH Kak BuAbl Neisseria, BKJrOUas
Neisseria gonorrhoeae u Neisseria meningitidis, Bunasl Branhamella, Bxmouass Branhamella
catarrhalis, Buael Escherichia, Bxiouast Escherichia coli, Buasl Enterobacter, Bunel Proteus,
Bkirouast Proteus mirabilis, Bunet Pseudomonas, Bkmouas Pseudomonas aeruginosa,
Pseudomonas mallei, u Pseudomonas pseudomallei, Buawsr Klebsiella, Bxmrouas Klebsiella
pneumoniae, Bunabl Salmonella, Buaer Shigella, Bumbl Serratia, Buabsl Acinetobacter; BuAbI
Haemophilus, Bkimtouas Haemophilus influenzae u Haemophilus ducreyi, Buast Brucella, Buasl
Yersinia, Bkjro4ast Yersinia pestis u Yersinia enterocolitica, Bunbl Francisella, Bxirouas
Francisella tularensis, Buasl Pasturella, Bxmodast Pasteurella multocida, Vibrio cholerae, Bumbl
Flavobacterium, meningosepticum, suasl Campylobacter, Bkimtouas Campylobacter jejuni, Buzbl

Bacteroides (opanbHblii, papuHreanbHblii), Bkirovas Bacteroides fragilis, Bugel Fusobacterium,
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Bkyrouast Fusobacterium nucleatum, Calymmatobacterium granulomatis, Buast Streptobacillus,
BKJItOuast Streptobacillus moniliformis, u Buae! Legionella, Bkmtouas Legionella pneumophila.
CyOBexTsl, KOTOpbIe, Kak ObUIO ONpPEAeNeHO, HYXKNAIOTCS B JIeUeHHH (HAmpumep, C
MIOMOIIBIO OJTHOTO MK O0Jiee CrIoco0OB, ONMUCAHHBIX B JOKYMEHTE) HJIM KOTOPBIX MOXKHO JIEYUTh
¢ nomompbto IAIP, mocne Toro, kak Takas HOTPEOHOCTb OMNpEAETeHA, TAKXKe BKJIIOYAIOT
CyOBEKTOB, UMEIOLINX MU MTOJIBEPIKEHHBIX PUCKY PA3BHUTHSI BOCTIAJIUTENBHOTO 3200 I€BaHUS W
IIaTOJIOTMYECKOTO0 COCTOSTHHS, TAaKOTO KaK OCTpPOe BOCHANUTENbHOE 3a00seBaHME, CETCHUC,

CEeNTUYECKUH  IIOK CHHAPOM  CHCTEMHOro  BocmamureapbHoro  orBera  (SIRS),

,
TpaBMy/TIOBpEKACHUE (HATIPUMEp, PaHbI, OXKOTH, C PBaHbIE PaHbI, YUIHUOBI, MEPEOMbI KOCTEH,
XUPYPTHYECKHE TPOLEAYPHI), HHCYJIbT (HApPUMeEp, UIIEMHYECKUH WHCYJIBT, FeMOPParudecKui
UHCYJIBT), OCTPOE TMOBPEKACHUE JIETKHUX, OCTPBIA pecnupaTopHbIil quctpecc-cunapom (ARDS),
THEBMOHUIO (HANpUMep, TSDKEIYIO IMHEBMOHHUIO, TSDKENYI0 WIIM HETSDKENYI0 BHEOOIbHUYHYIO
THEeBMOHHIO, ITHEBMOHHUIO, TNPHOOPETEHHYI0 B JIOMax MpPecTapesblX), HEKPOTU3HPYIOLIHHA
SHTEPOKOJIHUT, OCTPBIN MAHKPEATUT, 3a00JIEBaHUS TIOUEK, BKJIIOYAsl OCTPOE MOBPEKACHHE MOYEK,
NOBPEX/EHNE II€YEeHH, OCTPYI0 HEJOCTATOYHOCTb KPOBOOOPALIEHUs, NPE3KJIAMIICHIO, paK,
METacTa3 MpH pake, OMyXOJEeBYI MHBA3MIO, 3a0oyeBaHne nepudepudeckux aprepuii, nuader 1-
Oro TUIA WIH 2-Or0 THUIIA, aTEPOCKIEPO3 CEpAEUHO-COCYAUCTON CHCTEMBI, MEPEMEKAOIYIOCS
XPOMOTY, KPUTHYECKYIO HIIEMHIO KOHEYHOCTeH, WH(APKT MHOKapaa, OKKIIO3UK COHHOHN
apTepuy, OKKJIO3UIO IyIOBUHBI, HU3KYI0 MacCy Teja NpPU POXKAECHUH, HEIOHOIIEHHOCTb,
BbI3BAHHOE XHUPYPrHYECKUM BMELIATEIbCTBOM BOCIHAJIEHUE, BOCIAJEHHUE, CBSI3aHHOE C
a0crieccoM, JIETOYHYIO HENOCTaTOYHOCTb, MEPHU(PEPUIECKYI0 HEBPONATHIO, T'MIOKCHYECKYIO
UIIeMUI0  (HampuMep,  T'HIIOKCHYECKU-MIIEMHYECKOe  MMOpakeHHe  TOJIOBHOTO  MO3ra
HOBOPOXKIEHHOTO HJIM T'MITIOKCHUYECKU-HIIEMHUYECKYI0 SHIE(ANONaTuio), HIIEMHUIO TKaHeH
(HampuMep, WIIEMHIO CKEJIEeTHOH MYyCKYJATypbl, IJIAAKOH MYyCKYJNATypbl, CEpPACYHOH MBILIIBI,
MO3ra, KOXXHON ME3€HXHMbI, COEAMHUTEIbHON TKAaHH, TKAHH JKEJIyIOYHO-KULIEYHOTO TPAKTa MU
KOCTH), pEBMATOUIHBIN apTPHUT, MEHUHTUT, PACCESIHHBIN CKJIEPO3, BOCHATUTENbHOE 3a00eBaHue
kumeyHnka (Hampumep, OonesHb KpoHa), XpOHUYECKYI0 OOCTPYKTHUBHYIO OOJIE3Hb JIETKHX,
PUHHUT, TPEXKIEBPEMEHHbIE POAbI MM HMH(EKUHOHHOE 3adoyieBaHHe (HANpUMep, TPUIIT WU
BUPYCHYIO HH(QEKLHUIO, Hampumep, Juxopaaky Jlenre wnmm nuxopaaky 3amanHoro Hwuna);
cyObekToB ¢ HHM3KUMH ypoBHsIMU IAIP (mampumep, yposuu IAIP, paBubie 250, 225, 200, 175,
150 MKr/min unm HUKe) U CyOBEKTOB € TIOBBIIIEHHBIMH YPOBHSIMH CBSI3aHHBIX C 3a00JIeBaHUEM
komruiekcoB IAIP-nmurann IAIP (manpumep, IAIP-JITIC wnu IAIP- ructon).

Beeoenue

IAIP (manpumep, lol w/mmm Pal) uam KOMIO3MLUIO, COAEPIKAINYIO TaKue OENKH |
dapManeBTHYECKN NPUEMJIEMbIH HANOJHUTENb, pa30aBUTENb WM HOCHTEIb, MOKHO BBOIUTH
cyObekTy (Hampumep, 4UeJOBEKYy), HMEIOLIEMy WM TIOABEPKEHHOMY pPHCKY Pa3BUTHS
BOCTIQJIUTENILHOTO 3a00JIEBaHMS, MUIH TATOJIOTHUECKOTO COCTOSIHUA, WM MH(EKLUNH, KOTOPBIH,
KaKk ObUIO OMNpEeNeNeHO, HYXIAeTcs B IMOMOIIM B COOTBETCTBUM C ONMHMCAHHBIMH B IaHHOM
JIOKYMEHTE AMAarHOCTHYECKUMH criocobamu (Hampumep, cyObeKT ¢ HuU3KMMU ypoBHsMu [AIP

W/WJM OBBIIIEHHBIMU YpOBHAMHU Komruiekca IAIP-nurang IAIP no cpaBHEHHUIO € 3TaJIOHOM WU
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[0 CPaBHEHHMIO C MPEObIAYLIMMUA H3MEPEHUSIMH) JIOOBIM TMOAXONAIINM IyTEM, BKIIOYAs,
HanmpuMep, MapeHTepaJbHO, C IOMOLIBI) HMHIAJSILUOHHOIO CIpes, MECTHO, Ha3allbHO,
OyKKaJbHO, CYOJNMHIBaJbHO, WHTPAHA3AJbHO, IMyTEM NEPOPANbHOTO BBEACHUS, WHIAJSALINH,
CYNIIO3UTOPUS, PEKTAJIBbHO, BarMHAJIbHO WM MyTE€M HHBbEKLUU. BBeneHue myteM HHBEKLUU
BKJIFOYAET, HAlpUMep, BHYTPUBEHHOE, BHYTPUOPIOLIMHHOE, IMOJKOXKHOE, WHTPAAEPMAaJIbHOE,
BHYTPUKOXXHOE, BHYTPHUMBILIEYHOE, BHYTPHUCYCTABHOE, BHYTPHAPTEPUAIIBHOE,
UHTPAaCUHOBUAJIBHOE, HUHTPaCTEPHAIBbHOE, HUHTPATEKAJIbHOE, MHTPAHA3aJIbHOE,
UHTPAaBUTpPEAIbHOE U BHyTpHUUepenHoe BBeneHue. Eciau manueHT roCnUTalIU3HpPOBaH,
NPEATIOYTUTENIHBIM CIIOCOOOM BBEIEHUS SIBJISIETCSI BHYTPHUBEHHAS MHBEKLIUS.

IAIP (mampumep, lol w/unu Pol) mim koMmo3umus, comepikaiias Takue OeNKH, MOTYT
BBOAUTHCS CYOBEKTY OfuH win Oonee pas kaxnabie 1, 2, 3,4, 5, 6, 8, 12 unu 24 yaca; oquH Win
Oonee pas kaxkaeie 1, 2, 3, 4, 5 wim 6 CyTOK; WM OauH win Oojiee pas kaxknaeie 1, 2, 3 wumu 4
Henenn. B npyrux ciyvasx [AIP (mampumep, lol w/vimm Pol) niam xoMmo3umumio, comeprayro
Takue OeNKH, BBOAAT B BUI€ HETPEPHIBHON MHPY3HUHL.

IAIP (wampumep, lol wwmu Pal) angd npuMeHeHHs B KOMITO3MLMSAX COTJIACHO
HM300pETEHNI0O MOTYT OBITh IMOJIYYEHBI, HAPUMEP, U3 IUIa3Mbl U KPOBH YEJIOBEKA CIIOCOOaMH,
W3BECTHBIMH B JIaHHOW 00sacTu TeXHUKHU (cM., Hanpumep, nateHT CIIA Ne 9139641, koTopblii
BKJIFOUEH B IAHHBIN JIOKYMEHT ITOCPEACTBOM CCBIJIKH B ITIOJIHOM 00BEME).

B wactrocTh, IAIP Moryt ObiTh mosydeHsl ¢ yuctoroir ot 80% mo 100% (Hampumep,
okoio 80%, okono 85%, okono 90%, okojo 95%, okoso 96%, okono 97%, okono 98%, okoIo
99% wnu okosio 100%) U3 mMpUPOIHOrO UCTOYHHKA (HAPUMED, KPOBH) U HCIIOIB30BAHHOTO IS
NPUTOTOBJIEHNUST KOMITO3UIIMM COTJIAaCHO H300pereHno (cm., Hampumep, mnareHT CIIIA Ne
7932365, KOTOpBIM BKJIIOYEH B JAHHBIM JOKYMEHT IOCPEICTBOM CCBUIKA BO BCEH CBOEH
nonHore). IAIP nns MCronb30BaHMS B KOMIO3HLMSIX COTJIACHO HM300pPETEHHMIO TAaKKe MOTYT
NOJBEPraThCsi BO3AEHCTBHIO ychoBui Hu3koro pH (Hampumep, mnpombiBouHOTO Oydepa,
umeromero pH oxosno 4,0 wiu Huwke, HanpuMep, okoyo pH 3,6 win HIKe) BO BpeMsl OUUCTKH
(xax onucano B matente CIIIA Ne 9139641).

Kommosuiinu MoryT BKJIFOYATH JIt000M noaxonsinuii IAIP, nanpumep, lal, Pal, Tsokenyro
LeTIb, JIETKYIO LIeTb WK JII0OYI UX KoMOMHaumio. Hampumep, KOMIO3HIIUST MOXKET COIepKaThb
lal, Pol w/unm OukyHMH. B HEKOTOpPBIX ciydasx KOMIIO3ULMsI MoxeT comepxartb lal u Pal.
Tsokenast uenb Moxer mpenctaisite codoi H1, H2, H3, H4 wnmu HS. Jlerkas uemb MoskeT
NPEACTABIATH COOOH OMKYHUH.

ITponopuwust wu konuentpanus IAIP (manpumep, lol w/nnmn Pal) B koMno3unusx MoryT
BapbHUPOBATHCS B 3aBHCUMOCTH OT psAfa (pakTOpOB, BKIIOYAS A03Y, XUMHYECKHE XapaKTEPUCTHKH
(mampumep, ruapodobHocTh) U cnocod Beemenus. [AIP (wampumep, lol w/umu Pal) moryt
NPUCYTCTBOBATh B KOMIIO3UIMH B (u3uonorndyeckoil mnponopuuu. PU3HOIOTHUECKUE
NPOTNIOPLUMU MOTYT OBITh, HANPUMED, MPOMOPLMAMH, HANIEHHBIMH Y 30POBOTO YEJOBEKA WIIH
YKUBOTHOTO, W/un cootHoerneM lal u Pal, koTropoe siBiisieTcsi €CTeCTBEHHBIM B IJIa3Me KPOBU
yenoBeka. PU3HOIOrHYeCcKHe MPONOPIHUU OOBIMHO COCTABISIOT OT 0koy10 60% 1o oxoso 80% lal

# oT okoJ10 20% 1o oxoio 40% Pal.
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IAIP (wampumep, lol wwmmm Pol) mimm uxX KOMOO3MLMH MOTYT HMETh MEPUOL
MOJTyBBIBEZIEHUSI, Hanipumep, Oosee yem okouo 1, 1,5, 2, 2.5, 3, 3,5, 4, 4,5, 5, 7,5, vnu 10 gacos.
IAIP (mampumep, lol w/mnu Pol) mnyn ux KOMIO3ULMM MOTYT MMETh MEPHOA IOJYBbIBEIEHHS
Oojee ueM OKOJIO 5 YacOB WM, MPEANOYTUTETbHO, Oosee uem okono 10 wacoB. bonee
JUTUTEJIbHBIE MEPUOABI MOJTYBBIBEICHHS MPEANOYTUTENbHbI, HAIPUMEp, TOTOMY 4TO TpeOyeTcs
MEHbIIIee KOJIUYECTBO 103 [UIsl BBEICHUSI CYOBEKTY C TEUEHHEM BPEMEHH.

Jo3uposku

dapmaneBTUUECKU TMpHEeMJIeMass KOMIO3HLMS COTIACHO H300PETEHHIO JUIsi BBEACHUS
CyOBEKTYy, UMEIOLIEMY WU MOJBEPKEHHOMY PUCKY Pa3BHTHS BOCHAIUTENBLHOTO 3a00JIeBaHUs,
WU TIATOJIOTMYECKOTO COCTOSIHUS, MITH MH(EKIIMH, KOTOPBIH, KaK ObUIO OMpeneseHo, Hy KIaeTCs
B TIOMOIIN B COOTBETCTBUU C OMMCAHHBIMHU B JAHHOM JTOKYMEHTE JHArHOCTHYECKHUMH CIIOCO0aMH
(Harpumep, cyObeKTy ¢ HU3KUMH YpOBHAMHU IAIP w/uiy mOBBIIIEHHBIMH YPOBHSIMH KOMILJIEKCA
IAIP-murann [AIP mo cpaBHEHHMIO € 3TaJOHOM WM MO CPaBHEHUIO C MPEIbIIYIIHMHU
u3MepenusimMu) conepxkut [AIP (manpumep, lol n/unm Pol) B mo3e, n3BecTHOI B aHHOH 001acTH
TexHUKH (cM., Harpumep, nateHT CIIIA Ne7932365, nmyOnukanuo MeKayHapOIHOW MaTeHTHON
3asiBkr Ne W02009154695 u nybnukamuio nateHTHou 3asBku CIIIA Ne 2009/0190194, kaxknas
U3 KOTOPBIX BKJIOUEHA B JAHHBIM JOKYMEHT MOCPEICTBOM CCHUIKA BO BCEH CBOEH IOJIHOTE).
Hanpumep, KOMIO3UIIUN COTJIACHO H300PETEHHIO MOKHO BBOIUTH B 103€ B JHANa30HE OT OKOJIO
1 mr/kr no 50 mr/kr, mpeanodTuTeibHO B n1o3ax ot 10 mr/kr no 30 mr/kr. Jlo3y MOKHO BBOAHTH
onuH win Oosiee pa3: kaxawe 1, 2, 3, 4, 5, 6, 8, 12 wiu 24 vaca, kaxaeie 1, 2, 3, 4, 5 uim 6
CYyTOK WM Kaxzable 1, 2, 3 wim 4 Hemenu WiM NO Mepe HeoOXoauMocTu. MoryT ObITh
NPEATIOUYTUTENbHBIMU OOJiee HU3KHE WK Ooiee BBICOKUE JIO3bI, YEM T€, KOTOPBIE YKa3aHBbI BbIIIE.
KoHKpeTHbIe 03Bl M CXEeMBI JICUSHHs ISl JTI0OOro KOHKPETHOro cyObekTa OynyT 3aBHUCETh OT
MHO)KeCTBa (DaKTOPOB, BKIIFOYAS! AKTHBHOCTh KOHKPETHOH NMPUMEHSIEMOH KOMIIO3UIIMH, BO3PACT,
Maccy Tena, olliee COCTOSHUE 3I0POBbS, IOJI, AUETY, BpeMs BBEIECHUS, CKOPOCTb BBIBEACHUS,
KOMOMHALIMIO JIEKAPCTBEHHBIX CPENCTB, CTENEHb TSDKECTH M TeYeHUe 3a00JieBaHus (Hampumep,
COCTOSIHME W/WJIM CHMITTOMBI MALUEHTa), MPEeapacloiOKEeHHOCTh CyOBbekTa K 3a00JIeBaHHIO U
pelIeHne MeqUIIMHCKOro paboTHHKA Bpaya (Hampumep, Bpada). IAIP M0OkHO KOMOMHUPOBATH C
BEIIIECTBOM HOCHUTEJIS JIJIsl TTOJTyUeHHsI €AMHUYHOH JIEKapCTBEHHOH (POPMBI.

Ilocne ynydiieHHss COCTOSIHMSI NALMEHTa, OLEHMBAEMOI'O Ha OCHOBAHUM YIIyYIIEHMS
cumnroMoB uiH usMepenus [AIP w/wnn xomrutekca IAIP-nmurang IAIP, kak onucaHo B TaHHOM
IOKYMEHTE, IPH HeOOXOAMMOCTH MOKHO Ha3HAUaTh MOAEPKUBAIOINYIO 103y Kommnozuuuu [AIP
WM KOMOMHHMPOBAHHOW Tepamuu. BrocneacTBuu no3a WM 4acTOTa BBENEHHS, WJIM U TO H
APyroe, MOTYT ObITb CHM)KEHBI B 3aBUCHMOCTH OT YMEHBLICHUS CHMITOMOB /10 YPOBHS, INPH
KOTOPOM COXPAaHsIeTCsl yJIyUllI€HHOE COCTOsIHME. Ecii CUMITOMBI YMEHBIININCH [0 KEJNIAeMOT0
ypoBHs Wik ypoBeHb [AIP Obut yBennueH w/wiu ypoBeHb KoMIUTekcoB [AIP-nurann IAIP Obun
YMEHBIIEH /0 JKEJIaeMOro YPOBHs, JIeYeHHE MOXKET ObITh mpekpameHo. OgHako cyObekTam
MOJKET TIOHAI0OUTHCS TONTOBPEMEHHAss HHTEPMHUTTUPYIOINAS Tepanus Npu JF0OOM IMOBTOPEHUHU
CUMNTOMOB 3a0oyeBaHust UM cHwkeHun yposHer IAIP. OO ynydinmeHMH COCTOSHHS TakKe

MOXHO CyauTh mo ypoBHIO lalp B Ouonoruueckom oOpasie, MOJNy4EHHOM OT NalHMeHTa
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(Hampumep, KpoBU (HampuMep, LEJbHOH KpPOBH, IUTa3Me WM CBhIBOPOTKE), SKHIKOCTHU
Oponxoanbeeossipaoro jJasaka (BALF), mokpote, Mmoue, nepedpocnunanbHoi skunkoctu (CSF)
WIM TOMOreHaTe TKaHU (Hampumep, roMoreHare Ouoncuu nedeHH). YposeHb lalp w/mumm
komruiekca IAIP-IAIP B OuosnoruueckoM o0pasiie MOXKET OBbITh OIpeesieH ¢ IOMOLIbI0 OHOTO
wu OoJiee aHaJIM30B, OMHMCAHHBIX B JAHHOM JIOKYMEHTE.

Cocmasbi

Uzobpetenne obecneunBaer crnocoObl BBeneHusi IAIP cyObekTy, uMmeomeMmy Win
MOJBEPXKEHHOMY PHCKY pPa3BUTHS BOCHAIUTENLHOTO 3a00NIeBaHMsI, WM TMaTOJIOTHYECKOrO
COCTOSIHUS, MM UH(EKIMH, KOTOPBIH, KaK ObLIO OMpeneneHo, HyKIaeTcs B TIOMOLIH, COTJIACHO
ONMUCAHHBIM B JAaHHOM JOKYMEHTE JMArHOCTHYECKHM crocobaMm (Hampumep, CyOBeKTy, y
KOTOpOoro oOHapykeHbl HH3Kue ypoBHH IAIP w/mnm moBbllieHHBIE YpOBHU Komruiekca IAIP-
muraHn [AIP, manpumep, komrekca IAIP-JITIC, npu u3mepeHun ¢ UCTIOIB30BAHUEM CIIOCOOOB,
OINHCAHHBIX B TaHHOM JoKyMeHTe). CriocoOs! BkrouaroT BBeneHue IAIP (manpumep, lol w/nnmm
Pal), komnosunuro, kotopast copepxut [AIP (manpumep, lol w/umn Pal) u dpapmanesrruecku
NPUEMJIEMBIH HAIIOJIHUTEIb, HOCUTENb WIIA pa30aBUTENb, UM TAKHE KOMIIO3UIIMY B KOMOMHALINN
CO BTOPUYHBIM JICYCHHEM, KaK OIMMCAHO B IaHHOM AOKyMeHTe. Kommosummm Moryt ObITh
COCTaBJIEHBI B BUJE TBEPAOrO BEINECTBA WU KUAKOCTH. KOMMO3UIM MOryT OBITh COCTaBJICHBI
IUT BBEACHUS JIFOOBIMHU MOAXOAIIUMH CIIOCOOaMU, BKJIIOYAs ONTMCAHHBIE B TAHHOM JOKYMEHTE.

WnbexnuonHble Gopmbl IAIP nnst BBeneHUs SIBISAIOTCS OCOOEHHO MPEANIOYTHTEIbHBIMH.
IAIP u xoMmO3WLMH, COAepIKalle WX, MOTyT OBITb COCTaBIEHBI MJs1 BHYTPUBEHHOH,
BHYTPUOPIOLINHHON, TIOAKOXHOHN, BHYTPUKO)KHOM, BHYTPHMBIIIEYHOH, BHYTPUCYCTABHOM,
BHYTPHUAPTEPUAIBHOMU, MHTPaCUHOBUAJILHOM, UHTPaCTEPHAJILHOM, UHTPATEKAJIbHOM,
UHTPa/lepPMaJIbHON, WHTPABUTPEAIbHON, MHTPAHA3aJbHON M BHYTPUUYEPENHOW HHBEKLUH WIIH
ciocoboB uHPy3un. PapManeBTHUECKHE KOMIO3UIUH MOTYT OBITh B (OPME CTEPUIIbHOTO
npenaparta Uil MHBEKLUH, HAmpuMep, B BHJE CTEpUIbHON HHBELMPYEMOW BOJHOW WIN
MAacCISTHUCTOM cycrieH3uu. CyCreH3Hst MOKeT ObITh COCTABJIEHa B COOTBETCTBHH CO Crocodamu,
U3BECTHBIMH B JAHHOH OOJACTH, C HCHOJB30BAHUEM MOIXOISIIUX IUCTIEPTUPYIOIUX WU
CMauYuBAKOIIMX areHToB (Takue kak, Hampumep, TWEEN® 80) u cycneHIupyrOIHUX areHTOB.
CrepuibHBIA Tpenapar Uil MHBEKIHI MOXKET HaXOIUThCS B BHJIE CTEPUIIBHOTO PACcTBOpPA WIIH
CYCNEeH3UH JUIi WHBEKIUH B HETOKCHYHOM NapPEHTEPATbHO-TIPHEMIIEMOM pa30aBHUTENE MU
pacTBopHTEIeE.

KoMno3nuuu Takke MOTyT OBITh COCTaBJICHBI JUIsI TIEPOPAIbHOIO BBEINEHHS B JIFOOOH
NEepOpaNbHO TPUEMIIEMOH JIEKapCTBEHHOW (hopMe, BKJIIOYAs, HO HE OrPaHUYUBASCH 3TUM,
KarcyJibl, TaOJETKH, MIUTIOIH, 3MYJIbCUU U BOJHBIC CYCIEH3HMH, AUCIEPCUH U pacTBOpbl. s
NPUTOTOBJICHNUSI TBEPABIX KOMITO3MLMWH, Takux kak Tadnerkw, IAIP moryt ObITh CMemaHbI ¢
(bapManeBTHYECKIM HANOJHHUTENIEM JJIsi 0Opa30BaHUs TBEPAOW KOMITO3MLMHU 0 MPHUIAHUS ei
JIEKapCTBEHHON (POPMBI, cozmepskaiiell TOMOTeHHYI0 CMeChb. JTOT TBEPIbINA IPEABAPUTEIbHBIN
COCTaB MOXKET OBbITh 3aT€M pasfiesieH Ha €UHUYHBIE JIEKapCTBEHHbIE (POPMBI ONTMCAHHOTO BBILIE
TUIA, coAeprkaime, Hanpumep, ot 1 mr/kr no okono 50 mr/kr IAIP (manpumep, lol w/unu Pal).

Teepaplii mpenBapUTENbHBbIM COCTaB MoOeT copepxarb or 10 mr/kr mo 30 wmr/kr IAIP
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(marmpumep, lol w/umm Pol). TabneTku wiu NMUIOJNM COTJIACHO TAHHOMY H300PETEHHIO MOTYT
OBITH TOKPBITBI OOOJIOYKOM MM HMHBIM O0pa3oM CMeEIIaHbl U IOJyYeHHs JIEKapCTBEHHOMN
b opmbl, obecrieunBaroLIe MPEeNMyIIECTBO MPOJOHIMPOBAHHOTO AEHCTBUS.

Kunxue Gopmbl, B KOTOpblE MOT'YT OBITh BKJIFOUEHBI KOMITO3ULMH, Ui TEPOPATBHOIO
WIM  WHBEKLUHOHHOTO  BBEIEHMs,  BKJIOYAIOT  BOJAHBIE  PAcTBOPBL,  IOIXOISLIUE
apOMAaTU3UPOBAHHBIE CHUPOIbI, BOJAHBIE WM MAacisHblE CYCIIEH3MM M apOMaTHU3UPOBAHHbIE
SMYJIbCUHU C MUIIEBBIMU MACJIAMHU, TAKMMHU KaK XJIOIIKOBOE MAaCJIO, KYHKYTHO€ Macjo, KOKOCOBOE
Macli0o WM apaxMCOBOE MAacCjo, a TaKKe OJMKCHPbI U aHAJOTUYHbIE (hapMaleBTHYECKUE
HOCHUTEITH.

KoMno3uuuu aisi MHrasiu Wi UHCY QQIISIMM BKITFOYAOT PACTBOPBI U CYCIIEH3UU B
(bapMaeBTHUECKH MPUEMJIEMBIX BOIHBIX WJIM OPraHMYECKUX PACTBOPHUTENSAX, WM UX CMECSX, U
nopowku. JKuakue WM TBEpAble  KOMIIO3ULMM  MOTYT  COAEPIKaTb  MOIXOMASIIUE
(apmMareBTHYECKH MTPHEMJIIEMbIE BCIIOMOTaTENIbHbIE BEIECTBA, OMICAHHBIE B TAHHOM JOKYMEHTE
W/WJT U3BECTHBIE B TAHHOH 00JIACTH TeXHUKH. KOMITO3UIINK MOKHO BBOIAHUTH MEPOPATHHBIM HITH
HA3aJIbHbIM JIbIXaTEeNbHBIM IyTE€M JUII MECTHOTO WM CHUCTeMHOro aeictsusi. Kommosuimn
MO>KHO PaCHbUIATh C HCIIOJIb30BAHUEM HHEPTHBIX Ta30B.

MecTHOE NpPUMEHEHHE KOMIIO3MLMH TIOJIe3HO, KOT/a JKEJaeMOe JICUEHHE BKIIFOYAeT
00JIacTH WM OpTraHbl, JIETKO AOCTYITHBIE JJII MECTHOTO NMPUMEHEHHs. [{J1s1 MECTHOrO HaHECeHHUs
Ha KOy KOMITO3UIMS TOJDKHA OBITh COCTABJIEHA C MOAXOIAIIEH Ma3blo, COMEpIKAIIe aKTHBHbIE
KOMIIOHEHTBI, CYCIEHIUPOBAaHHbIE WJIM pACTBOPEHHbIE B HOCHTENE. AJIbTEPHATHUBHO,
dapmarieBTHUECKasT KOMITO3ULMA MOKET OBITh COCTaBJIEHA C MOAXOASLIUM JIOCBOHOM HJIH
KPEMOM, COAEP’KAIMM AaKTUBHYIO KOMIIO3ULMIO, CYCIEHIUPOBAHHYIO WJIM PACTBOPEHHYIO B
HOCHUTEJIE C MOAXOAALIMMHU 3MYJIbIUPYIOLTUMH ar€éHTaMH.

dapmarieBTHUECKHE KOMIIO3UIMU TaKK€ MOXKHO BBOAUTH B (pOpMeE CYNIIO3UTOPHEB IS
PEKTAJIbHOTO BBEAEHUS. OTH KOMIO3ULHMHM MOTYT OBITh NOJNy4YeHbl IIyTEeM CMEIINBAHHS
KOMIIO3UI[UK  COTJIACHO JaHHOMY HW300pPETeHHI0 ¢ MOAXOMSIIUM  Hepa3Apakaro LM
HAIOJTHUTENIEM, KOTOPBIN SIBJIIETCS TBEPABIM MPH KOMHATHOH TeMIlEpaType, HO KUIKUM TPH
TeMIepaType NPsSIMOM KHUIIKH U, CJIEAOBATENbHO, OyIeT IUIABUTHCS B NPSMOW KHUINKE JJIs
BbICBOOOJKIICHHSI AKTHBHBIX KOMIIOHEHTOB. MECTHO-TPaHCAEPMAIIbHBIE IUIACTBIPH  TAKKe
BKJTIOYEHBI B JAHHOE U300peTeHue.

Komnosnunu, BBOIMMBIE CyOBEKTY, MOryT ObITb B (opMe onxHOW wiu Oojee
(papMaLeBTHYECKUX KOMIIO3HMLHMH, OMHCAHHBIX BbINIE. ODTH KOMIIO3ULHH MOIYT OBITh
CTEPHJIN30BaHbl OOBIYHBIMH CHOCOOAMH CTEPWIIM3ALMN WM CTEPUIBHO OT(PUIBTPOBAHBL
Bopnble pacTBOpel MOryT OBITH YIIAKOBaHBI JJIs1  HCIOJB30BAHUS KAk €CThb HIIK
TOPUIN3NPOBAHBL, TPUYEM JTHOPUIM3HPOBAHHBIN MPETNapar rnepes BBEACHUEM O0BEIUHSIOT CO
CTEPIIIBHBIM BOJHBIM HOCHTEJIEM.

Jlpyrue cHuCTeMBbl IOOCTaBKH MOTYT BKJIIOYaTh CHCTEMBl JOCTaBKU C 3aMEIJIEHHBIM
BBICBOOOXKIIEHHEM, C  OTCPOYEHHBIM  BBICBOOOXKIEHHEM  HJIM  IPOJOHTHPOBAHHBIM
BbICBOOOXKeHNEeM. IIOBTOpHBIE BBENEHHS KOMIO3ULUI COTJIACHO M300pPETEHHI0 MOXKHO

n30exaTh MPH MOMOIIM TAKUX CHUCTEM, YBEIHUYMBAs yAOOCTBO Al CyObekTa U Bpada. MHorue
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THUIIBI CHCTEM JJOCTaBKU C KOHTPOJHPYEMBIM BBICBOOOKIEHHEM TOCTYIIHBI U XOPOIIO U3BECTHBI
OOBIMHOMY CIHEIMAINCTY B TaHHON 00nacTh TeXHUKH. OHU BKIIOYAIOT CUCTEMBI HA MTOJUMEPHON
OCHOBe, Takue kak onucanHble B (mateHre CIIIA Ne 3773919, esponeiickom nmarenTe Ne 58481,
eBporetickom nmarente Ne 133988, Sidman, K.R. et al., Biopolymers 22: 547-556, u Langer, R. et
al., J. Biomed. Mater. Res. 15:267-277; Langer, R. Chem. Tech. 12:98-105). [Ipyrue npumepsl
KOMITO3HMLIMI C 3aMEIUIEHHBIM BBICBOOOXKICHHUEM BKJIIOYAIOT MOJIYNPOHHLAEMbIE MOJHMMEpPHBIE
MaTpuLbl B BuAe (POPMOBAHHBIX M3IENHH, HANpUMep, IUICHOK WM MUKpokancys. Cucremsl
JOCTaBKHU TaKKe BKJIIOYAIOT HEMOJMMEPHBIE CHCTEMbI, KOTOPbIE MPEACTABIISIFOT COOOM: JIMIUABI,
THIPOTEJIeBbIE CHCTEMbl BBICBOOOXKIEHHS, CHCTEMbl M3 CHJIACTHKA, CHCTEMbl Ha OCHOBE
NENTUIOB;, BOCKOBBIE IOKPBITHS, INPECCOBAHHbIE TAOJETKH C HCIOJb30BAHUEM OOBIUHBIX
CBSI3bIBAIOIIUX BEINECTB M HATIOJHUTENEH, YaCTUYHO CJIIUThIE UMIUIAHTATBL, U TOMY MOAOOHOE.
CriocoObl TPUTOTOBJIEHHS TAKUX COCTABOB OYyAYT OYEBUAHBI ISl CHELHMAJNCTOB B JaHHOM
obnactu TexHuku (cM., Harpumep, mateHTol CIIIA Ne 4452775, 4667014, 4748034 u 5239660,
3832253 u 3854480).

CnocoObr  monyueHusi (apMalleBTHUECKUX CPEIACTB HM3BECTHBI B JaHHOW 0OJjacTu
texHuky, Hanpumep, Niazi, Handbook of Pharmaceutical Manufacturing Formulations (Second
Edition), CRC Press 2009, omuceiBaeT pa3pabOTKy COCTAaBOB MJSI JKHUIKHX, CTEPHIIBHBIX,
NPECCOBAaHHBIX, IMOJYNIPECOBAHHBIX U  OespenentypHbix (opm. TpancoepmanbHas W
MyKO3aJIbHasl JOCTaBKa, IOCTaBKa B JHUM(ATHUECKYIO CHUCTEMYy, HAHOYACTHULbI, CHCTEMBI C
KOHTPOJIMPYEMBIM BBICBOOOXKIEHHEM JIEKAPCTBEHHOI'O CPEACTBA, TEPAHOCTHKA, OEJNKOBbIE H
NEeNTUIHBIE TpernapaThl, U AOCTaBKa Ouompenaparo ommcaHsl Wang et al., Drug Delivery:
Principles and Applications (Second Edition), Wiley 2016; mpuroroBineHue jekapCTBEHHON
(bopMbI 1 TOCTaBKa MENTUAHBIX M OEJIKOBBIX areHTOB ONMHUCAHBI, Harpumep, B Banga, Therapeutic
Peptides and Proteins: Formulation, Processing, and Delivery Systems (Third Edition), CRC
Press 2015.

Kombunuposannvie mepanuu

CriocoObl  COTTaCHO M300PETEHHMI0 TaKXKe BKJIIOYAIOT BBENEHHE WJIM COBMECTHOE
BBEJICHHE BTOPOT'O JIEKAPCTBEHHOTO CPENCTBA (HATIPUMED, B KAYECTBE OTAEIbHON TEParuy HJIH B
nornonHenne k IAIP (mampumep, lol w/mmm Pol) miam ux KOMIIO3WIMM) U JIEYEHUS
BOCTIAJIUTENILHOTO 3a00JIEBAHUSI FJIM MATOJOIMYECKOrO COCTOSIHUSL (HAampuMmep, Cerncuca,
CeNTUYECKOro IIOKa, crepuibHOro cerncuca, SIRS, TpaBMbl/moBpexneHus: (Harmpumep, pa,
OKOTOB, PBaHBIX pPaH, yIIHOOB, MEPENIOMOB KOCTEH, XUPYPrHUECKUX NPOLENYp), HHCYJIbTA
(HampuMep, MIIEeMHYECKOro HHCYJIbTa, TeMOPPArn4ecKoro HMHCYJbTA), OCTPOrO IMOBPEKICHUS
nerknx, ARDS, mHeBMOHHME (HampuMep, TSKEJIOH MHEBMOHHH, TSDKEIOW WM HETSKEJIOH
BHEOOJIbHUYHOW TTHEBMOHHH, ITHEBMOHHMH, TIPHOOPETEHHOW B JOMax IpecTapeibix),
HEKPOTH3HUPYIOLIEr0 SHTEPOKOJUTA, OCTPOro NaHKpeaTuTta, 3a00JeBaHUsl TOYEK, BKIIFOUAS
OCTpPO€  TOBPEXAEHUE  TIOYeK, NOBPEKACHHE  IEeYeHH, OCTPYK  HEIOCTATOYHOCTH
KPOBOOOpAIEHHUs, TPEIKIAMIICUIO, pakK, MeTacTa3 TIpu pake, ONyXOJEBYID HHBA3HIO,
3aboneBanne mnepudepuuecknx aprepuid, nuader 1-oro Tuma uiaM 2-0ro THUIA, ATEPOCKIIEPO3

CepAEYHO-COCYIUCTON CHCTEMBI, MEePEMEXAINYIOCA XPOMOTY, KPUTHYECKYH) HIIEMHYECKYIO
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KOHEYHOCTeH, NHPAPKT MUOKAPAA, OKKIIFO3UI0 COHHOM apTepuH, OKKIIFO3UIO MyTIOBUHBI, HU3KYIO
Maccy Teja NMpH POXKACHUH, HEAOHOLIEHHOCTb, BBI3BAHHOE XHUPYPTMYECKHUM BMELIATEIbCTBOM
BOCHAJICHUE, BOCMAJEHUE, CBA3aHHOE C  a0CLeccoM, JIETOYHYK)  HEIOCTATOYHOCTb,
nepupepuIeckyr0 HEBPONATUIO, MMIIOKCHUYECKYI0 HINEMHIO, MIIEMHIO TKaHEH, peBMaTOWAHBIH
apTPUT, MEHHHIUT, PACCESIHHbIM CKJIEpPO3, BOCHAJUTENbHOE 3a00/eBaHHe KUIIEYHHKA
(manpumep, Oone3sHp KpoHa), XpOHHYECKYI0O OOCTPYKTHBHYIO OOJI€3Hb JIETKHX, PHHHT,
npeXaeBpeMeHHble ponbl WiM HH(EKUHoHHOe 3aboneBaHue) WM HHPEKIHIo (HampuMmep,
OakrepuanbHyro uH(pekuuo). Hampumep, BTOpoe JedeHHEe MOXKET BKIIHOYAaTh BBEIEHUE
AHTHOMOTHUYECKOTO areHTa, eciii CyOBeKT UMeeT WM TOABEPXKEH PHUCKY pPa3BUTHSA
OakrepranbHON MH(MEKLNHU, MPOTHBOBUPYCHOTO areHTa, €CIM CYOBEKT UMEET WM TMOJBEPIKEH
PHICKY pa3BHUTHUSI BUPYCHOI HH(pEKIUH (HApuMep, JTUXOpaaku JleHre uin JTUxopaaKku 3amaaHoro
Huna), mpoTuBOrpuOKOBOro areHra, €Ciu CyOBEKT MMEET WM TMOIBEPXKEH PHCKY pPa3BUTHS
rpuOKOBOH MH(EKINH, MPOTHBONAPA3UTAPHOTO CPEACTBA, €CIIH CYOBEKT UMEET WIIN TOABEPIKEH
PHICKY pa3BUTHs MapasUTapHOW HH(EKIMH, MPOTUBOBOCHIAIUTEIBHOIO AreHTa, €CNU CyOBEeKT
UMEET WIN MOJBEPXKEH PUCKY Pa3BUTUS BOCTIAIUTEIBHOTO 3a00JI€BAHHS HIIH MMATOJOTHYECKOTO
COCTOSIHUSI, OMMCAHHOTO B IAHHOM JIOKYMEHTE, MPOTUBOPAKOBOI'O areHTa, €CIIM CYOBEKT MMEeT
WM TIOABEP)KEH PUCKY PA3BHUTHUS paKa MM METAcTa3 NP pake, aHTUKOATYJISTHTA, €CIH CYOBEKT
UMeeT WIM TIOBEP)KEeH PUCKY pa3BUTUS HMHCYJNbTa WIM  HWH(papKTa MHOKapna,
UMMYHOMOJYJIUPYIOIIEro areHTa, eciiu CyOBbeKT MMeeT PaK, WM ayTOMMMYHHOe 3a00JeBaHue,
WIN TATOJIOTHYECKOE COCTOSHUE (HAIMpUMeEp, BOCHAIUTENbHOE 3a00JieBaHUE KHIIEYHUKA WIIH
pPEeBMAaTOUIHBIA  apTPUT), M OPOHXOJUTUYECKOTO areHTra, WHIHOUTOpa KOMIUIEMEHTA,
BA30MpeECCOpa, CEAATUBHOIO CPEACTBA, HCKYCCTBEHHOH BEHTWJISALMM JIETKUX, €CIH CyOBEKT
MMeEeT WU MOABEPIKEH PUCKY Pa3BUTHSI OCTPOro NoBpeskaeHus jerkux, ARDS umm naeBMoHum.

Koraa cnoco6 Bxitouaer BBenenue komOuHaumu IAIP (Hanpumep, Iol w/vnu Pal), nnn
xommozuuuy, coneprxameii [AIP (nanpumep, lal w/mmn Pal) 1 ¢papmaneBTHueckn npueMiaeMblid
HATIOJIHUTENb, pa30aBUTEb WM HOCHUTENb, H OJHOTO WM 0Ojiee BTOPBIX JieueOHBIX areHTOB,
KaX/IbIii areHT MPHUCYTCTBYET MPHU yPOBHsX A03bI 0T 1 10 100%, u Oonee nmpennoyTUTETBHO OT
0K0JI0 5 10 95% OT 1103bI, OOBIMHO MPUMEHSIEMOI B Kypce MOHOTEparuu. ATeHT(bI) H3 BTOPOTO
JICYEHHsT MOKHO BBOJUTBH OTIENIbHO, KaK YaCThb CXEMbl BBEIEHUS MHOTOKPATHBIX 103, OT IAIP
(marmmpumep, lal w/umm Pol) nim ux xomnosunmu. IAIP u areHT(bI) U3 BTOPOTO JICYEHHS MOTYT
BBOJIUTBCSI OJHOBPEMEHHO HJIH TMOCIIEIOBATENLHO B JTIOOOM NOpsiiKe. AJIBTEPHATUBHO, areHT(bl)
U3 BTOPOrO JICUEHHs] MOXKET OBITh YaCThI COMHUYHOH JIEKapCTBEHHOW (HDOPMBI, Hampumep,
cmewmanHnblil ¢ IAIP (manpumep, lal w/unm Pal) B ogHON KOMIo3umy.

ATEeHTBI, KOTOpbIE MOTYT BBOAUTHCS B KoMOuHatwu ¢ IAIPs (mampumep, lal ¢ w/umu Pal),
BKJIFOYAIOT AMIOKCHHYKJICO3UABI, HanpuMmep, 3unoBynuH (AZT), 2',3'-muneokcunno3ud (ddl) u
2'3"-muneokcuuutunud  (ddC), mammBymma (3TC), craByama (d4T), wu TRIZIVIR
(abakaBup+3UIOBYIMHTIIAMUBYIUH), HEHYKJIeO3uAbl, Hampumep, 3¢asupenn (DMP-266,
DuPont Pharmaceuticals/Bristol Myers Squibb), neBupanun (Boehringer Ingleheim), u
nenasupunud (Pharmacia-Upjohn); anraronuctel TAT Takume xak Ro 3-3335 u Ro 24-7429;

UHTUOUTOPBI TPOTEa3bl, Hampumep, MHruHOuTOpnl (GypuHa, uHauHaBup (Merck), puTonaBup



42

(Abbott), caksunasup (Hoffmann LaRoche), Henpunasup (Agouron Pharmaceuticals), 141 W94
(Glaxo-Wellcome), arazanaBup (Bristol Myers Squibb), amnpenaBup (GlaxoSmithKline),
¢docamnpenasup (GlaxoSmithKline), tunpanasup (Boehringer Ingleheim), KALETRA
(TonuHAaBUP+PUTOHABHD, Abbott), U opyrue areHThl, TaKue KaK 9-(2-
T'MIPOKCUSTOKCUMETII)TYaHUH (alUKJIOBUP), HHTepdepoH, Hampumep, anbha-uHTEepdEpOoH,
unrepiaerikuH I u pochonopopmuar (Foscarnet), nim HHrHOUTOPHI MPOHUKHOBEHUSI B KJIETKY,
Haripumep, T20 (oubysuptun, Roche/Trimeris) wnmu UK-427857 (Pfizer), nesamuszon wiu
TUMO3WH, LHUCIUIATHH, KapOOIUIATHH, AOLETAKCEN, MaKJIUTaKCel, (PTOpPyparu, KameuuTaOuH,
reMIUTa0NH, HPUHOTEKAaH, TOIMOTEKaH, A3TOMO3UJ, MHUTOMHLMH, Te(QUTUHHO, BUHKPHUCTHUH,
BUHOJNACTHH, AOKCOpPyOMIMH, 1ukiaodochamuna, uenekokcnd, podeKokcHd, BalbIEKOKCHO,
ubynpodeH, HampokceH, KerompoeH,  IOeKCaMeTa3OH, MPEeOHH30H,  IPEIHU30JIOH,
THIPOKOPTH30H, arneTaMUHO(pEeH, MHU30HHIA30J, aMHU(OCTHH, TaMCyJIO3UH, (PeHA3ONMHPHUINH,
OHIAHCETPOH, TPAHHUCETPOH, AJOCETPOH, MAJIOHOCETPOH, TPOMETAa3UH, IMPOXJIOPIIEPA3HH,
TPUMETOOEH3aMH]], AaNpenuTaHT, AU(PEHOKCHIAT ¢ aTPONHMHOM, W/WIM JIONepamHun, |
aHTHUKOATYJITHTBL, HanpuMep, antTutpoMOuH 111 u akTuBupoBanHbiii 6enok C.

JlOnOTHAUTENbHBbIE WILTFOCTPATUBHBIE areHThI, KOTOPbIE MOTYT BBOJUTHCS B KOMOMHALIMU
¢ IAIP (manpumep, lal n/unu Pal) mnm ux KOMIO3ZUIHMSIMU, O0CYKIAFOTCS HUXKE.

Aumuoduomuxu

Ecnmu cyObekT mMmeeT WM TMOABEPXKEH PHUCKY pPa3BUTHA OakTepUANbHOW WHQEKIUH
(Harmpumep, HEKPOTH3HUPYIOLIETO SHTEPOKOJINTA 17001 uHpexmy, BBI3BAHHOM
IpaMOTPHULIATENbHBIMU OaKTEPUSMH), BTOPOE JIEYEHNE MOXKET BKJIFOYAaThb aHTUOMOTHK, KOTOPBIH
UCTIONB3yeTCd AN JieueHus: OakrepuanbHoi wuHpexunu. Heorpannumparouiye mnpUMeEpHI
AHTUOMOTUKOB BKJIFOYAIOT: AMOKCHUIMJUIMH, NEHULWUINH, IOKCULMKIHMH, KJIAPUTPOMHIIMH,
OeH3MINEeHUIIIUINH, A3UTPOMMULIUH, JANTOMHIINH, JIMHE30JIU, 1eBO(IOKCAIIHH,
MOKCHU(]IIOKCAINH, TaTU(IIOKCHH, MEHTAMULMH, MaKpOJIHIbI, 1e(aJoCrIOpuHbl, a3UTPOMHLINH,
munpodaoKcauuH,  HepypOKCHM,  aMOKCULIWIIMH/KJIABYJAHAT  Kajus, OSPUTPOMHIIMH,
CyIb(aMeTOKCa30I-TPUMETONIPUM, JAOKCULUKJIMHA MOHOTUApAT, uedenuM, aMIuLHUINH,
nedronokcum, nepTpuakcoH, wehas3oNUH, STHICYKLUHUHAT 3PUTPOMHLMHA, MEPOICHEM,
NUMEePAlMUTNH-Ta300aKTaM, aMHKAllMH, SPUTPOMHULIMHA cTeaparta, LedenuM B JIEKCTPO3e,
OOKCUIMKJIMHA THAPOXJIOPHI, AaMIUIWUIMH/CyNb0akTaM, uedpTasuauM, remMudiokcaiuH,
reHTaMULIMHA CyJIb(aT, SPUTPOMHUIIMHA JIAKTOOMOHAT, WMHUIEHEM/IIUIACTATHH, Le()OKCUTHUH,
nedauTopeH TTUBOKCHII, JpTaIeHeM, TOKCHULIMKJIMH-OCH30MIITEPOKCHU,
AMIUILITNH/CyIb0aKTaM, MeporeHeM, LedypokcuM, LedoTeTaH, MUMepaluUINH/Ta300aKTaMm,
(pTOPXUHOJIOHBI LTUPOKOTO CHEKTPa ACHCTBUS (KOTOPBIE MOTYT OBITh UCIIOJIb30BAHbBI, HATIPUMED,
IUIA JIEYeHHWs] MMHEBMOHWH, BBI3BAHHOW ATUIMYHBIMH NATOT€HAMH, TaKUMHU Kak Mycoplasma
pneumoniae wimu Chlamydophila pneumoniae), m aApyrue W3BECTHbIE B JAaHHOW obOnactu
TEXHUKH.

IIpomusosupycuvie acennoi

Ecnu cyOBpeKkT nMeeT mim rnonBep:keH PUCKY Pa3BUTUSL BUPYCHON MH(EKIUH (HarpuMep,

muxopanku JleHre unm jguxopanku 3amagHoro Huma), Bropoe neueHHe MOXKET BKIFOYATh
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NPOTUBOBUPYCHBIA areHT, KOTOPBI HCIONB3YeTCs U JICUCHHS BHPYCHOH HH(EKLUH.
HeorpanuuuBaromuye mOpuMepbl  MPOTUBOBUPYCHBIX  areHTOB  BKJIIOYAIOT  3aHAMHBHD,
OCeNbTaMUBHUP, NEPMUBHUP, PUOABUPHUH, ALMKJIOBUD, MAHLUKIOBUD, (OoCcKapHET, LUAOPOBHP H
ApyTUe U3BECTHBIE B TAHHOW 00JIaCTH TEXHUKH.

lIpomusocpudrosvie azenmsi

Ecnu cyObekT nMmeer WM MOABEP)KEH PUCKY Pa3BUTHA TPHOKOBOHM MH(pEKLIuH, BTOpoe
JeYeHNuEe MOXKET BKJIFOYATh MPOTUBOTPUOKOBBIN areHT, KOTOPBIH HCIONBb3YeTCs Ul JISUeHHs
rpubkoBoil nHpekunu. HeorpaHuuuparouie mpuMepbl MPOTHBOIPUOKOBBIX ar€HTOB BKJIOYAIOT
ampoTepuIuH, KacmoQyHIHH, BOPHUKOHA30J, MTPAKOHA30J, TMO3aKOHA30J, (hIykoHa30d,
(bIyLMTO3UH U APYTHE U3BECTHBIE B JAHHOH 00JIACTH TEXHHUKHL.

IIpomusonapazumapnvie azenmut

Ecnu cyObekT uMeer uiu moiBep:KeH PUCKY Pa3BUTHUS Napa3uTapHON MHQEKIHH, BTOPOe
JICYEHHE MOXKET BKJIFOYAaTh MPOTHBOMAPA3UTAPHBIA areHT, KOTOPBIA UCIIONb3YETCs AJIS JISUCHUS
napasutapHod HWHQeKuMu (Hampumep, WHQEKIUH, BBI3BAHHOH NPOCTEHINNMH Mapa3sHTaMU.
Heorpannuuparoniye npuMepsl NPOTHUBOMAPA3HUTAPHBIX Ar€HTOB BKIFOYAOT HHUTA30KCAHHI,
Meapcomnpol, 3(QJIOPHUTHH, METPOHUAA30JI, THHUIA30J, MUITe()O3rH, MeOSHIa30J1, TUpaHTeNa
namoar, THaOeHAa30), AMATWIKAapOaMasWH, WBEPMEKTHH, albOEHOA30JI, MpPa3UKBAHTEI,
pudaMIHULIH U JPyrHe U3BECTHBIE B JAHHON 00JIaCTH TEXHUKH.

IIpomusosocnanumenvuvie azenmol

Ecnu cyOBpekT nMeer Wiu NMOABEPKEH PUCKY PA3BUTHS BOCHAIUTENBHOTO 3a00JI€BaHUS
WM TATOJIOTMYECKOTO COCTOSIHMSA, ONMCAHHOTO B JAHHOM JIOKYMEHTE, BTOPOE JIEYEHHUE MOXKET
BKJIFOYATh IPOTUBOBOCHAIUTENbHBIH AareHT, KOTOPBIH HCIIONB3YETCS MUl JICUYEHHUs WU
yMEeHblIeHUs1 BocnaneHus. HeorpaHuumnsaromuye npuMepsl NPOTUBOBOCIIAIUTENBHBIX AreHTOB
BKJIFOYAIOT KOPTHKOCTEPOU[bI, CTATHUHBI, CTEPOMJIbI, HECTEPOMIHBIE MPOTHUBOBOCIAIUTEIbHbIE
CPEnCTBa, IITIOKOKOPTHKOU/IBI M IPYTHE U3BECTHBIE B JAHHON 00JIACTH TEX HUKH.

bpouxonumuueckue cpeocmea

Ecnu cyObekT mMeeT Wi NMOABEPXKEH PUCKY Pa3BUTHs OCTPOM TpaBMbl jerkux, ARDS
WIM TTHEBMOHHMH, BTOPOE JICUEHHE MOXKET BKJIOYATh OPOHXOJHTUYECKOE CPENCTBO, KOTOPOE
UCTIONB3YETCs ISl paccinadieHus OPOHXHATBHBIX MBIIIL, TIO3BOJISIS bIXaTEIbHBIM MyTSM OBITH
Oonplie W  NPOXOAUTH  BO3AYXYy dYepe3 Jierkue. HeorpaHWuuBaromue  MPHUMEPHI
OpOHXOIMIINTHYECKHE CPENCTBA BKJIIOYAIOT OeTa-2 aroHHWCThL, KCAHTHHBI, HWIPATPOIHH,
OKCUTPOIIHH, aHTATOHUCTbI MYCKaPUHOBBIX PELIENITOPOB, HIIPATPOITHIA, OKCUTPOIIHIA, TEO(QUILTHH,
TeoOpoMuH, KodenH, caapOyTaMos, H30MPOTEPEHOI, alb0yTepod, JeBaadypepo, mupOyTepo,
METaNpOTEPEHON, TepOyTANH, CalbMeTepos, (OPMOTEpON U IOPyrHe H3BECTHbIE B INaHHOM
00J1aCTH TEXHUKH.

Basonpeccopui

Ecnu cyObekT nmeer M NMOABEPKEH PHCKY Pa3BUTHUS OCTPOH TpaBMbl Jierkux, ARDS,
HEBMOHUHM WJIM TPaBMbI/TIOBpEXACHUS (HAmpuUMep, paH, OKOrOB WM XHPYPTHUECKUX
NpOLENyp), BTOPOE JIEYEHHE MOXKET BKJIIOYATh BA30NPECCOpP, KOTOPBIH BBI3bIBAET CYy)KEHUE

COCYOOB U/WJIA  TIOBBILIEHHUE APTEPHUAJIBHOTO  OaBJICHHA. HeOFpaHI/I‘{I/IBaIOLIII/Ie IIPUMCEPHI
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BA30MPECCOPOB  BKJIIOYAIOT AJPEHANNH, HW30MpPOTepeHos, (peHmmOpuH, HOpaapeHanH,
no0yTamuH, 3QenpuH, TPOKCUAONY U APYTrHUe U3BECTHbIE B JAHHOW 00JaCTH TEXHUKH.

Ceoamusnvie cpeocmea

Bropoe neueHme MOXXeT BKIIOYATh CEJATHMBHOE CpeAcTBO. Heorpanuumparouiye
NPUMEPbl CENATUBHBIX CPEACTB BKJIIOYAIOT mponodos, AunpuBad, MopduH, QeHTaHu,
MUa30/aM, Jiopasernam, mnpecen, HHPyMopd, NEKCMEIEeTOMHUAWH, alb(pEeHTAaHWI | JApyrHe
U3BECTHBIE B JTAHHON OOJIACTH TEXHUKH.

Hneubumopor komniemenma

Ecnu cyOBpekT nMeeT WM MOJABEPIKEH PUCKY PA3BUTUS OCTPOTO TOBPEKACHUS JIETKHUX,
ARDS wiM mDHEBMOHMH, BTOPOE JIEUEHHE MOJXKET BKJIOYaTb WHTUOMTOpP AaKTHBALMU
KomruieMeHTa. KoMno3uuus MoskeT HHrHOUpPOBAaTh AKTUBALIMIO OJTHOTO M 00Jiee KOMIIOHEHTOB
koMmruiemenrta, takux kak Cl, C2, C3 (mampumep, C3a u C3b), C4 (manpumep, C4b), CS5
(mampumep, CSa u C5b), C6, C7, C8, C9, memOpanoarakyromuii koMmruieke, gakrop B, dakrop
D, MASP-1 u MASP-2 unn ux ¢parmeHtsl. MHrHOUTOPBI KOMIUIEMEHTAa MOTYT BKJIFOYATh
uHruouroper mpoteassl, Takue kak C1-INH u Rhucin/thC11NH, pactBopuMBIe peryiasiTopsl
komruiemenTa, takue kak SCR1/TP10, CAB-2/MLN-2222, TepaneBTHYECKHE AHTUTENA, TaKHe
kak 9kyimm3ymMad/SOLIRIS®, mnekcenmsymad, odarymymad, HWHIHOMTOPbI KOMIIOHEHTOB
KOMILIEMEHTA, TAaKHe KaK KOMIICTATHH, AaHTAarOHUCTBI PEeLenTOopoB, Takue kak PMX-53 u thMBL.

Habops1

N3o0peTenne Takke BKIIOUAeT HaOOpBI Aisl mpuMeHeHus npu m3mepeHnn [AIP B
oOpa3siue (Harpumep, oOpasie >KUIKOCTH) MalueHTa (HanpuMep, MalueHTa-4ejI0BeKa, TAKOro Kak
HOBOPOXKIEHHBIHN, peOeHOK, MOAPOCTOK WJIHM B3pociblil). Habop Moker BKIHOYATh OAMH HIIH
Oonee w3 CHENyIOIIMX KOMIIOHEHTOB. TIOUIOKKY (Hampumep, IUIAHIIET (Hampumep,
MHOTOJIYHOYHbIH IUIAHIIET)), YaCTHLbl (HAIpuUMep, MArHUTHBIE YACTHLbl, HANpHMeD,
HAHOYACTHUIIBI, MAarHUTHBIE HAHOYACTHLbI), OWOYMIIBI, CMOJIBI, KOHTEHHephl (Hampumep,
npoOupKkH), MeMOpaHbl (HAmpUMep, HUTPOLEILUIIOJNIO3HbIe MeMOpaHbl, MemOpanbl u3 [1IB/AD),
TECT-TIOJIOCKH (HampUMep, LEJUIFOJIO3Y, CTEKJIOBOJIOKHO WM HHUTPOLEIUTIONO03Y) WM TPaHYJIbI
(Harmpumep, rpanysbl u3 Oenka A wiam Oenka G, MArHUTHBIC TPAHYJIbI, CTEKJISTHHBIC TPAHYJIBL,
TJIACTUKOBBIE TPaHYJbI), COMAEpKalle HMMOOWIM30BAHHBINA areHT, cBs3biBatomuii [AIP,
(mampumep, IAIP-cnenmduueckoe antuteno wim Jjuradn [AIP), MeueHblid  areHrT,
nerektupyromuii  [AIP (mampumep, nurang IAIP wmu IAIP-cneungpudeckoe aHTUTENO),
NPOMBIBOUHBIA  Oydep, Onokupyrommii areHt, cyocTtpar Uit OOHapy>KEHUsST METKH,
pa30aBISIFOIIUN areHT M MHCTPYKIMH IO BBITOJHEHUIO aHanu3a oOHapy)keHusi. CBA3bIBAIOIINN
areHT W JEeTEeKTHPYIOIIUH areHT MOryT OBbITh TPEeNOCTAaBICHBI B KOHTEHHEpax, WM
CBSI3BIBAIOINUII areHT MOXKET OBITh MPEJOCTaBJIIEH MPENBAPUTENBHO MPHUKPEIUIGHHBIM K
NOJUIOJKKE (HAaIpUMep, CBA3bIBAIOINUI areHT yXKe MPUKPEIUICH K TUIAHIIETY HIIH TECT-TIOJIOCKE).

N3o0peTeHne Taxke BKIFOYAeT HAOOPBI A MPUMEHEHHs INPU U3MEPEHUH KOMILIEKCa
IAIP-nurann IAIP B oOpasue (Hampumep, oOpasume >KUAKOCTH) marueHta. HaOop mosker
BKJIFOYATh OAMH HJIM Oojiee M3 CIENYIOIUX KOMIIOHEHTOB: IMOIJIOXKKY (HampuMmep, IUIaHIIeT

(HarmpuMep, MHOTOJYHOUHBIH IUIAHIIET)), YacTUIbl (HANpUMep, MarHUTHbIE YaCTHUIIbI,
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HAalpuMep, HAHOYACTHUIbl, MArHUTHbIE HAHOYACTHULbI), OHOYHIBL, CMOJBI, KOHTEHHEPHI
(Hanpumep, npoOupku), MeMOpaHb! (HapUMep, HUTPOLEIUTIONIO3HbIE MEMOpaHbl, MEMOpaHbI 13
[IBJI®), Tect-mosiocku (Harpumep, LEJUTIOJI03Y, CTEKJIOBOJIOKHO WM HUTPOLEIUTIONO3Y) WU
rpaHysbl (Hampumep, rpaHyJyiel u3 Oenka A win Oenka G, MarHUTHbIE I'PaHYJbl, CTEKJISTHHbIE
IpaHyJibl, IUIACTHKOBBIE TPAaHYyJbI), COAEPKAlNEe HUMMOOWIN30BAHHBIA CBSI3BIBAIOLINN areHT
(manpumep, [AIP-cnemmpuyeckoe antureno, apyroil surana IAIP wnm aHTHUTENno, KOTOpoe
cneunpuvecku CBs3bIBaeTCs ¢ JuranaoM [AIP), MeueHblll NeTeKTUPYIOIIMH areHT (Hampumep,
apyroii nurann [AIP, IAIP-cnenmnduyeckoe aHTUTEIO MM aHTUTENO, KOTOPOE CreUnu(pUIecKH
cBsi3biBaeTcsi ¢ nuranaom [AIP), npombiBouHbie Oydepbl, OJIOKUPYIOMUNA areHT, cyocTpaT A
OOHapy’KeHHsI METKH, areHT AMJIATALUU 1 MHCTPYKIMH IS BBITIOJTHEHHSI aHAIU3a OOHAPY KEHHSL.
CBsI3bIBAIOIIMI areHT W JETEKTUPYIOLIMHA areHT MOTyT ObITh NMPEAOCTaBIIEHbl B KOHTEHHEpax,
WA CBSI3BIBAIOIIMN AreHT MOJXKET OBbITh MPEJOCTaBJICH MPEIBAPUTENILHO NPUKPEIICHHbIM K
NOJUIOJKKE (HAMPHUMEp, CBSI3bIBAIOIIUI areHT MOXKET OBIThb YK€ MPUKPEIUIeH K IUIAHILIETY WIIH
TeCT-TIOJIOCKE).

IPUMEPBI

Crnenyromue npuMepsl MPENCTaBIEHbI U TOTOJIHUTENbHON HIUTIOCTPALUN HEKOTOPBIX
BAPUAHTOB OCYINECTBJICHUS NAHHOTO H300pETeHHs, HO He NMPEeIHA3HAUYEHBl JUIsl OrPaHHYEHHS
o0BpeMa M300peTeHNsT; U3 UX WLTFOCTPATHBHOI'O XapakTepa OyJIeT MOHSATHO, YTO allbTEPHATUBHO
MOTYT HCIIONIb30BaThCs APYTU€ MPOLEAYPbL, METOAOJOIMM WJIM METONUKH, H3BECTHBIC
CHEeLMAINCTaM B JAHHOM 00JIaCTH TEXHHKH.

IIpumep 1. Ananus renapun-IAIP

Ilonyuenue OUOMUHUNUPOBAHHO20 2eNAPUHA

I'enmapun (remapun Hatpusi uHbekUuOHHBIH (P.CIIA), Sagent Pharmaceuticals, kat. Ne
NDC 25021-400-30) xOHBIOTHPOBAJIM ¢ OHMOTHHOM C HCIOJb30BAHHUEM peareHTa THapasuia
o6uotnna (ApExBIO, xar. Ne A87007) B COOTBETCTBUM C MHCTPYKLUSIMH IPOU3BOJUTEIIS.
Bxparue, 1000 ME pactsop renapusa cmerusanu ¢ 0,25 mr curmaroiero pearenra EDC (1-(3-
IUMETHIIAMUHOIIpONH )-3-3-3Tiikapbonunmuna runpoxiaopuna, Alfa Aesar, kat. Ne A10807) u
0,5 MM ruzpasuzna OuoTHMHa, KOTOpBIH mpensaputenbHo pactopsiin B JIMCO B 0,1 m MES
Oydepe pH 4,7 npu oCTOPOKHOM MEPEMELTUBAHUN TIPU KOMHATHOW TEMIIEpPAaType B TeUeHUE 3
4acoB. YIaJeHHe HEKOHBIOTHPOBAHHOrO OMOTHHAa W 3aMeHy Oydepa OCyIIeCTBISUIN
ynbTpaduiabTpaniell Ha  yJIbTPALUEHTPUPYKHOM (QUIBTPYIOLIEM yCTpoiicTBe Amicon ¢
¢unbTpyromeii memOpanoii ¢ orceuenuem S5 klla (Millipore). ITocne passenenus B d-H20
OMOTHHUIIMPOBAHHBIN TeNnapyH ObUT TOTOB K MPUMEHEHUIO B aHAJIH3E.

«Conosuun-HDA cenapun-1AIP

OunineHHOe MBIIINHOE MOHOKJIOHAJIBHOE aHTUTENO MPOTHUB Jierkoit nenu [AIP yenoeka
(MKAT 69.26) nmmobunmsupoBanu Ha 96-nmyHouHoMm mukporutadiere (Immulon 600, Greiner
BioOne) B xonnentpauun 200 Hr/nynka npu 32 °C B TeueHue 2 vacos. Ilocne OmokupoBaHus
5% o00e3KHpeHHBIM CYXUM MOJIOKOM B TeueHue | 4 u mpombiBaHUs ¢ Hcnoib3oBaHueM TBS-T
(TBS+0,05% TBun-20) HemsBecTHble 00pas3ipl U u3BecTHbIN craHnmapt IAIP passogmnu B

TBS+0,1% TBun-20 u no0aBnANM K MUKPOIUIAHLIETYy (KOHEUHBIH 00beM S50 MKIJI/IyHKA).
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OO0pasipl 1 mocnenoBaTeabHO pazOaBieHHbI craHmapTHbI pacTBop IAIP mHKyOmMpoBamm B
tedenue 1 4 npu temneparype 32 °C. Ilocne HeckOIbKUX NMPOMBIBOK MuKporaHmera TBS-T
OMOTMHUIMPOBAHHBIA TremapuH pasBonwin B Oydepe, comepxkamem 20 MM  yKCyCHOM
kuciotsi+25 MM NaCl, pH 4,0 (1:2500) u noGasmsinu 50 MK Ha JyHKY. BHOTHHUINPOBaHHBIH
renapuH HHKyOuposanu B TedeHne 30 munyT npu 32 °C, a 3aTeM MUKpPOIUIAHLIET IPOMBIBAJIN HE
MeHee Tpex pa3 ¢ ucnonb3oBanueMm TBS-T. Hakonen, k mukpomanmery moOasismm I1X-
KOHBIOTUPOBaHHBIN crpentaBuanH (Pierce), pasBeneHHblli B coorHomenuu 1:5000 (50
mkJj/nynka). Ilocne mpombiBku pobasmsuim S0 mxn cyoerpara TMB (cyberpar TMB Neogen
Enhanced K-Blue) u peakuuto ocranasnusanu ngodasnenuem 50 mxan 1 M HCI, a usmenenue
BeTa CYMThIBAIM Ha crektpodoromerpe (Molecular Devices) mpu amuHe BoOnHBI 450 HM.
CTaHnmapTHYI0 KPHBYK CO3JaBAJM C HCIIOJB30BAHHEM YETBIPEXTOYEYHOH JIOTUCTHYECKON
perpeccun (mporpammuoe obecrnedenue SoftMax Pro, Molecular Devices), a ceMUTOYEUHYIO
KPUBYIO CTPOWJIM OT MakcuMaibHOW kKoHmeHTpauwu IAIP 2,0 mkr/ma go 0,03125 mkr/min ¢
MOCJIEIOBATEIbHBIM IBYKPATHBIM pa3BeAeHUEM, Kak roka3aHo Ha Dur. 3B. Konnentpauus [AIP
HEHM3BECTHBIX 00pa3LoB OblIa pacCYNTaHa HA OCHOBE MOJYYEHHOH CTaHIAPTHOW KPUBOH.

Ipumep 2. Ananus JIIIC-IATP

lonyuenue ouomununuposanno2o snoomokcuna/JIIIC (nunononucaxapuoa):

Jlunonomucaxapun (JIIIC/sanotokcun) w3 Escherichia coli 055:B5 (Sigma, xart. Ne
L2280) meTnnu ¢ ucronp3oBaHueM pearenta ruzapasuaa onornaa (ApExBIO, kat. Ne A87007) B
COOTBETCTBUH C MHCTPYKLIFSIMH ITPOU3BOIUTEINS U AHAJIOTHYHO MPOTOKOJY, HCIIONIB3yEMOMY IS
renapuna. 10 mr JIIIC Boccranasnusanu B 0,1 M MES Oydepe u 2,5 MM ruapaszuna OuotuHa u
2,5 mr EDC (1-(3-numernnamunonponui)-3-3-3runkapoogunmuna runpoxyaopuna, Alfa Aesar,
kar. Noe A10807) oCTOPOKHO MepeMeIInBaIi B T€UEHHE 3 4acOB IMPU KOMHATHON TeMIieparype.
VY nanenne HekonbroruposanHbix JIIIC u 3ameny Oydepa ocymecTsisuin yapTpaduiasTpanuei Ha
yIABTpaueHTPU(PYKHOM (UIBTPYIOLIEM YCTPOWCTBe Amicon ¢ (uibTpyromeid MeMOpaHOU C
orceuenreMm S5 k/la (Millipore). ITocne passenenus B d-H20 OGuorunumuposanHbiid JITIC ObLt
TOTOB K IPUMEHEHHUIO B aHAJTU3E.

«Conosuu»-HDA JIIIC-TAIP

AHAJIOTHYHO OMHMCAHHOMY BBILIE MPOTOKOIY AJisi renapuHa-IAIP ounIneHHOe MBIIIUHOE
MOHOKJIOHAJIbHOE ~ aHTUTeNo mnpotuB Jerkod 1nenu IAIP  uyemoBeka (MKAT 69.26)
uMMoOm3upoBasin Ha 96-nyHouHOM Mukporvtadmere (Immulon 600, Greiner BioOne) B
koHueHtpauun S0 Hr/ayHka mpu 32 °C B Teyenume 2 wyacoB. Ilocnme OnmokmpoBanus 5%
00e3’)KUPEeHHBIM CYXHM MOJIOKOM B TedeHHe | 4 W mpoMbIBaHUs C ucmoyib3oBanueM TBS-T
(TBS+0,05% TBuH-20) HemsBecTHble 00Opa3ipl M u3BeCTHBIN craHnmapt IAIP passomgmim B
TBS+0,1% TBun-20 u mo0aBmsAIM K MHUKPOIUIAHLIETY (KOHEYHBIH 00BbeM S50 MKI/IyHKA).
OO0pasipl 1 mocnenoBaTeNbHO pazOaBieHHBIH craHmapTHBIN pacTBop IAIP mHKYOMpoBamm B
tedenue 1 4 npu temnepatype 32 °C. Ilocne HecKOJIbKHUX NMPOMBIBOK MHKporaHmera TBS-T
onotnanmmposanseiii JITIC pazsonumu B Oydepe, coneprkamem 20 MM yKCYCHON KHCIOTBHIH25
MM NaCl, pH 4,0 (1:32000) u nobaBmsiniu 50 Mxn Ha nyHKy. buorununmposannsiii JIIIC

UHKYOupoBanu B TeueHue 30 MunyT npu 32 °C, a 3aTeM MHUKPOIUIAHIIET IIPOMBIBAIN HE MEHeEe
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Tpex pa3 c¢ wucnonb3oBaHueM TBS-T. Hakonen, k wMukporanmery podasmsum [1X-
KOHBIOTUPOBaHHbIA cTpentaBunanH (Pierce), passenensbii B cootHomeHuu 1:10000 (50
mkJj/nynka). Ilocne mpombiBku nobasmsim 50 mxn cyoerpara TMB (cyocrpar TMB Neogen
Enhanced K-Blue) u peakuunto ocranasnusanu nodasnenuem 50 mxa 1 M HCI, a usmenenue
1BeTa CUYMThIBaIU Ha crnekrpodoromerpe (Molecular Devices) nmpu anuHe BOnHBI 450 HM.
CraHnapTHYI0O KpHBYI CO3[aBald C MCIIOJNIb30BAHUEM YETBIPEXTOUYEYHON JIOTHCTUYECKOM
perpeccun (mporpammuoe obecnieuenue SoftMax Pro, Molecular Devices), a ceMUTOUYEUHYIO
KPUBYIO CTPOWJIM OT MakcuMaibHOW kKoHueHTpauuu IAIP 2,0 mkr/ma go 0,03125 mxr/miu ¢
MOCJIEI0BATENbHBIM IBYKPATHBIM pa3BefeHHeM, kak nokasaHo Ha Pur. 3C.

IIpumep 3. AHanu3 o0pa3suoB KpPOBH TMNALMEHTOB C JAHATHO30M TsKejasi
BHe0oIbHNYHAasi NHeBMOHUA (SCAP)

Cepuiinbie 0Opa3ubl KPOBU OBLIM B3SITHI Y MALIMEHTOB C MOATBEPIKIEHHBIM THArHO30M
sCAP, xoropble ObUIM TOCHHTAJIM3HPOBAHBI B OTHEICHHWE MHTEHCUBHOW TEpanuu OOJbHHLIBI
mrata Pox-Aiinenn (Rhode Island Hospital). B uccnenoBanue Obutn BKITIOYEHBI 16 MallMeHTOB,
U ma3my cobupanu Ha 0-e (Bpems noctyruienus: B OUT (oTneneHne MHTEHCHBHOH Tepanun)), 1-
e, 3-e u 7-e cyTku. YposeHb IAIP onpenenssncs ¢ NOMOLIBbIO YCTAHOBJIEHHOTO KOHKYPEHTHOTO
HUDA (Dur. 2A) u oda cornund-UPA ¢ ncnonap3oBaHneM OMOTHHHIMPOBAHHOTO TeMapyuHa WIIH
onotnanmmposanHoro JIIIC B kauectBe perekTupyromux mMonekys (Pur. 3A). OOpasubl KpoBH
oT 95 310pOBBIX KOHTpOJEH B Bo3pacte oT 17 1o 71 roga (mony4eHHbIE OT 340POBBIX TOHOPOB
kpoBH U mpuodperennbie B Llentpe kpoBu mrara Pon-Atinenn (Rhode Island Blood Center))
OBUIN BKJIFOUEHBI B 3TO MCCIIENOBAaHUE Ui cpaBHEHUs! ypoBHEH IAIP B 310pOBBIX KOHTPOJISAX C
YPOBHSIMHU, U3MepeHHbIMU Yy naliieHToB co SCAP. PesynbraTel npusenensl Ha @ur. 4, 5 u 6.

ITony4yeHnHble pe3ynbTaThl CBUAETEIbCTBYIOT O TOM, 4TO ypoBeHb IAIP y mamueHToB co
SCAP Obl1 1OCTOBEPHO HIDKE IO CPAaBHEHHIO CO 3HO0POBBIMH KOHTPOJISIMH HAa MOMEHT
TOCIUTAJIM3aLUN M BO BpeMsl IporpeccupoBaHust 3aboseBanus (BILUIOTH A0 7 cyTok). Takum
obpazom, ypoBHH [AIP MOTYT HCTIOIB30BATHCS JIsl PYKOBOJCTBA Bpa4aMH MPU OLIEHKE MPOTHO3a
U TPUHATUU TEparneBTUYECKUX perieHui. XoTs KOHKypeHTHbIH HMPA mnpomeMoHCTpUpoOBal
cumwkenue yposHei I[AIP y manuentoB co sCAP, anamm3bl Ha ocHOBe «CoHABHI»-UDA c
UCTIONIb30BAHUEM  OMOTHH-KOHBIOTMpOBaHHOro remapuaa w/wim JIIIC B kaudectBe
cneun(UIeCKNX  CBSA3BIBAIOIIMX JIMTAHIOB JaJld  pe3yJbTaThl, KOTOpble Obutn Oounee
CTaTUCTHYECKH 3HauuMbIMu (3HaueHne p=0,0001 mexny ypoBHem IAIP Ha O-e, 1-e, 3-u 7-e
CYTKH IO CPAaBHEHHWIO CO 3J0POBBIMU KOHTPOJSIMH). AHAJIM3bl HA OCHOBE «CoHABHU»-MIDA ¢
UCTIONB30BAaHUEM OHMOTHH-KOHBIOTHpoBaHHOro renapuHa w/mian JIIIC Takxe BbisiBHI Oonee
HU3KYy10 KoHIeHTpauuto IAIP y mammentos co sCAP, uto npuseno k Oonbliuel pa3HULE MEXIY
ypoeHsimu [AIP, n3mepenHbiMu y nanueHToB co SCAP 1 310pOBbIMH KOHTPOJIIMH. DTH JaHHBIC
YKa3bIBAlOT HA TO, YTO AHAJIN3bl Ha OCHOBE «COHABUU»-MPA ¢ HCHONb30BaHHEM MEUEHBIX
murasnoB IAIP o0namaroT MOBBIMIEHHON YyBCTBUTEIBHOCTHIO M MOTEHIMAIBHO OOJIee BBICOKOM
TOYHOCTBIO, UeM KOHKypeHTHble U DA

OTU ke aHamu3bl HCHOJB30BATHCH TAKXKe I OLEHKH OOpas3loB OT MALUEHTOB C

CCIICUCOM, MOCTYIMUBIINX B OTACJICHUC WHTEHCUBHOMN TCpannun 6OJ'II:HI/II_II>I mTarta PO}]-AI\/’IJ’IGHI{.
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OTu aHanu3bl Jajdu CXOAHble pe3yjbTaThl. B TO Bpems kak 3HaueHus IAIP HopmanbHbIX
3I0pPOBBIX KOHTPOJIEH aHAJOTWYHbI B KOHKypeHTHOM M®A (cpemHee 3HaueHme =+
COC=328,9+6,34 mkr/mn) u kak B ananu3se JIIIC, tak u B ananuze renapus-IAIP (337,7 + 9,05
u 421,8 £ 14,47 mkr/mn), ypouu [AIP B rpynmax mMHEBMOHHH M CETNCHCa ObUIM 3HAYUTENBHO
BbIlIIE B KOHKYpeHTHOM MDA, 4TO mpuBeEsO K CTATUCTUYECKU MEHEee 3HAUUMBIM Pa3JINYUAM UIIH
OTCYTCTBHIO Pa3INYUi MEXIY IPyHIaMu OOJbHBIX U 310p0oBbIMH KOHTpossiMu (Pur. 8A-8C).

IIpumep 4. Ananus csi3piBaHus renaputa ¢ IAIP

Ouenky crnienupuueckoro cBs3biBaHus renapuna ¢ IAIP mpoBoguim ¢ UCOIB30BaHUEM
BecTepH-OnorTHTa. Bhicokoounmennsiii IAIP (1 Mkr), HopmanbHas 4enoBedeckas riaszma (1
MKJI), OUMINEHHBbIA OMKYHUH (yJMHACTATHH aisi uHbekuui, Techpool, 2 MKr) U 4YenoBedecKHii
cpiBOpoTOuHbIi anbOymMuH (UCA, 2 MKT) B Ka4eCTBE OTPULIATEILHOIO KOHTPOJSI pa3fesisuid Ha
7,5%-vom rtene JICH-TIAAT u mepeHOCHSIIM Ha HHUTPOLEJUTIONIO3HY0 MeMmOpany. Ilocre
OnokupoBaruss 5%  OOE3KUPEHHBIM CYXHM MOJIOKOM HHTPOLEJUIFOJIO3HYI0  MeMOpaHy
UHKYOMpPOBaIN ¢ OMOTHH-KOHBIOTUPOBaHHBIM renapuHoM (1:500 B TBS) B Teuenue HOum mpu
KoMHaTHOU Temrieparype. [locie Heckombkux nmpoMbiBOK ¢ TBS+0,05% Teun nobdasnsaun HRP-
KOHBIOTHPOBaHHbI crpentaBuanH (1:15000) u wmHkyOupoBanm B TedeHue | waca mpH
KOMHAaTHOM Temneparype. Ilocie npoMeiBk 100aBIsUIN YCUIIEHHYIO MeTaJuIoM rmoaiioxky DAB
(Pierce) nuis BU3yanu3aliy peakTUBHBIX ITOJIOC.

BHOTHH-KOHBIOTHPOBAHHBIA T'eMapuH CIEeMU(pUUECKH CBSI3bIBAJICS ¢ O4YHINEeHHBIM [AIP
(250 xMa Ial u 125 x/la Pal), kakx moka3ano Ha monoce 2 (®ur. 7), momoOHo MKAT 69.26
(MOHOKJIOHAJIbHOE aHTUTENO NPoTHUB Yenoseueckoro IAIP). B otnuune ot MKAT 69.26, KOTOPBIi
CBSI3bIBAETCS C JIETKOM I1ienblo (OMKyHUH) (rosioca 3), OMOTUH-KOHBIOTHPOBAHHBIN renapuH He
cBsi3bIBaeTCs C Jierkoi neneio IAIP, uTo mo3BosseT npeanonokuTh, YTO relapuH CBA3bIBAETCA C
TAIP uepes Tspxenyro uens. Tspkensle nenu IAIP, mo-BuagumMomy, CBsi3aHbI UMEHHO C F€TIApUHOM.

MHOXECTBEHHBIE  IIOJIOCBI ~ PEAKTHBHOrO Oenka Obuim  OOHapy»keHbl OMOTHH-
KOHBIOTHPOBAHHBIM T€MIAPUHOM B IUIa3Me KpoBHU uesioBeka (Dur. 7, mosoca 1), U CBs3bIBaHUE C
UCA He Obuta oOHapyskeHa.

Kpowme Toro, cBobonHblit OukyHuH He Obut oOHapyskeH B UDPA renapun-IAIP wnmm JITIC-
[AIP, 4yTO MO3BOJIIET MPEATIONOKHUTh, YTO TOJbKO KOMIUieKChl [AIP ¢ MHTaKTHOW TsDKENoi
Lenblo u3MepstoTcss ¢ ucnonpzoBanueM MDA nns remapuna unu JIIIC-IAIP. OTtu nansble
yKa3bIBalOT HA TO, uTo COHABHY-MPA ¢ mcnonp3oBanueM renapuna w/wm JIIIC (wmu gpyrux
muraHnoB IAIP) obecreunBaer oueHKy nHpKyJaupyroomero komruiekca IAIP y cyObekra
(Harmpumep, CyOBEKTa C MATOJOTHYECKHUM COCTOSTHHEM), KOTOPBbIH HMEET TOBBIIIEHHYIO
TOYHOCTb M HAJI€KHOCTb MO CPABHEHHIO C IPYTMMHU M3BECTHbIMH aHanm3amu [AIP, Takumu kak
KOHKYpeHTHbIN aHanu3 IAIP (Pur. 2A).

[pumep S. Cesa3biBanne onoTuHUIHPOBaHHLIX JIIIC ¢ ummobuan3osanubim TAIP,
MOJIy4€HHBIM H3 IJIA3Mbl KPOBH

Hna uccneposanus npsmoro cesseiBanus JIIIC ¢ IAIP in vitro, IAIP u npyrue
koHTpoJbHbIe Oenku (BCA= Obrunii cpIBOpOTOUHBIN anbOymuH; OukyHuH (sterkas uens IAIP); u

ounineHHbIil IgG MOHOKIOHANBPHOTO aHTUTENa MKAT 69.20) B koHUeHTpauuu 1000 MKr/myHka



49

uMMoOmIM30Ba Ha 96-myHouHoM Mmukporuianiiere (Greiner Microlon 600) u 6mokuposanu
obezxupeHHbIM cyxuM MosiokoM (5% B TBS+0,1% Teun-20). Ilocne mpoOMBIBKH B KaXKIYIO
ayHKy noOamsn 100 mMxr OmoruHMiauposanHbix JIIIC (mmnononucaxapunos u3 Escherichia
coli O55:B5, npuobperennsix y Sigma, kat. Ne L2880) u nnkyouposanu B 6ydpepe TBS+150 mm
CaCl2 B reyenue 1 4 npu komMHaTHOI TeMnepatype. [locne Heckompkux npomeiBok ¢ TBS+0,1%
Teun noGasnsm [IX-KOHBIOTUPOBAHHBIN CTPENTABUINH U MHKYOMpOBanHM B TedyeHHe 1 daca.
Hakowneu, nobasnsuiu cyoctpar TMB u peakuuro octaHaBiuBaiu nodasieHuemM | M pactsopa
HCI. M3meHeHue 1BeTa U ONTHYECKYIO TUIOTHOCTh M3MEPSUTH ¢ MOMOIINBIO CIIEKTPOMETPUH TIPU
450 M. Bputo oOHapyKE€HO 3HAYMTENBHOE CBSI3bIBAHHE OMOTHHIIIMpPOBaHHBIX MoJekya JIIIC ¢
IAIP no cpaBHeHuto ¢ BCA, KOTOpBI CIyXKHUJ B KauecTBE IMOJIOXKUTEIBHOTO KOHTPOJIS, Kak
obuto onucano, s ceszbiBaHus JIIIC (David SA, et al., Innate Immunity 1995; 2(2):99-106),
win [gG MKAT 69.26 (orpuuatensHoro kouTposisi) (@ur. 9). JITIC cyuiecTBEeHHO HE CBS3BIBAJICS
¢ nerkoil nenbio IAIP (OMKYHMHOM), Y4TO CBUIETENBLCTBYET O TOM, 4TO Tsbkenas uernb IAIP
obneruaer cs3piBaHue ¢ JIIIC. Ces3biBaHME TakXKe MOXKET OBITh OMNOCPEIOBAHO LIETSIMH
TJTUKO3aMHHOTJIMKAHOB.

[pumep 6. CesazpiBanue 6uoTHHUINPOBAHHBIX IAIP ¢ ummobunn3zosanubim JITIC

B oOpatHOM mopsiike mnpenbinymero 3KcrnepuMeHTa OuoruHminpoBaHHbIH IAIP (4
MKI/JlyHKa) N0OaBJsIM U MHKyOMpoBaimm B TeueHne 1 4 x mMmmoOuimmzosaHHbIM JITIC (100
mkr/nynka), BCA (2 mkr/aynka), IgG MKAT 69.26 (2 MKI/nyHKa) B Ka4€CTBE TOJOKHUTEIBHOTO
KOHTPOJIS, U OOE3)KUPEHHOMY CYXOMY MOJIOKY (2 MKI/JIyHKa) B Ka4eCTBE OTPHULATENBHOTO
KOHTpOJIA (Xosoctast nmpoda). [Tocie HeCKOMbKUX MPOMBIBOK 100aBsu [1X-KOHBIOTHPOBAHHBIN
CTPENTAaBUAMH, a 3aTeéM B JYHKH MHKpPOIUIaHIIETOB no0aBmsuin cyoctpar TMB. beuio
Oo0Hapy)K€HO 3HAYUTENbHOE CBsi3bIBaHME OnoTMHMIMpOBaHHOrO [AIP ¢ MMMOOMIM30BaHHBIM
JIIC, B TO Bpems kak HaOrOmaau 3HAYMTENbHO Ooyee Hu3koe cBsizbiBaHue IAIP ¢
ummoOmmm3oBaHHeIM BCA nnmm obeskupeHHbIM cyxuMm MosokoM. 10). IgG MKAT 69.26
(MOHOKJIOHAJIbHOE aHTUTENO, creuududeckoe k IAIP denoBeka), KOTOPBIH CIYKUJI B Ka4eCTBE
TIOJIOXKUTEIBHOTO KOHTPOJISL B 3TOM 3KCIIEPUMEHTE, CUJIbHO CBS3BIBAJICS ¢ OMOTUHWJINPOBAHHBIM
IAIP.

Ipumep 7. Ananus sausinus pH Ha ceszsiBanue IAIP-JIIIC

Jdns  nmanpHeiimeit xapaktepuctuku cBsizbiBaHuss IAIP u JIIIC Obum mpoBeneHsl
AHAJIOTHYHBIE SKCIIEPUMEHTHI MO TBEpAO(a3HOMY CBsI3bIBaHWIO. broTmHMIMpoBaHHBIH [AIP
uHKyOupoBamu ¢ umMmoOmnmnzoBaHHbIME JITIC, IgG MKAT 69.26 (NOMOKUTENBHBI KOHTPOJIb)
wi BCA (oTpuuartenbHblii KOHTPOJIB) MPH pa3iuuHbIX ycnosusx pH. AneratHsiit Oydep (50
MM) ucnonb3oBaimu s pactBopa ¢ Hm3kuM pH (pH 3-6), a Tpuc-HCl Oydep (50 mm)
UCTIONIB30BAJIH IS TIOJYYEHHUS pacTBOpa ¢ HeWTpanbHbIM 1 Oosiee BeicoknM pH (pH 7-9). B to
BpeMsi Kak OwmoruHminpoBaHHbIi [AIP cunbHO cBsi3bBasics mpu pH S, cBs3biBaHHME He
HaOmonamu npu pH 3 wmmm 4 (®@ur. 11). CHmxenHoe cpssbiBanue IAIP nHabmomanu mpu
yBenmmuenuu pH Benme pH 5. CesseiBanue [AIP ¢ ero cnenmduuecknM MOHOKJIOHAJBHBIM
aHTUTENOM MKAT 69.26 nocturio Makcumyma npu pH 7, HO, 4TO UHTEPECHO, CYIECTBEHHO HE

n3MeHusnoch npu yesenundenuu pH no pH 9. Ananoruuno, npu pH 3 u 4 ceaseiBanue IAIP ¢
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MOHOKJIOHAJIbHBIM AHTUTENIOM ObLTO HE3HAYUTENbHBIM. Casi3piBaHue MEXIY
onotnanmmposanHbiMU [AIP u BCA He HaOmomanu. Pe3ynbTarhl sICHO YKa3bIBAaIOT Ha TO, YTO
ontumainbHoe cBsspiBanue Mexay I[AIP u JIIC npoucxoautr B nuanazoHe pH 4-7, u B
YaCTHOCTH, NpuMepHO npu pH 5.

IIpumep 8. Ananu3 BJAUSIHUSI KOHLEHTPALHH o Ha cBsisbiBanue IAIP-JITIC

BnusiHue KOHLEHTpAaLMH COJM HCCIENOBAIN INMyTeM AOOABICHUS YBEIUYHBAIOLIUXCS
KOJIMYECTB COJIH

(NaCl) B Oydep BO Bpems wuHKyOaumu OuoruHmaupoBaHHoro IAIP ¢
ummoOmn3oBanHbiMU JIIIC Ha mukporuianmere. CesasbiBanue [AIP ¢ JIIIC ymeHbImanoch ¢
YBEJIMYCHUEM KOHLICHTPALMH COJIM, OJHAKO 3TO CHUKEHHE He ObUIO 3HAYUTENbHBIM JTaXKe MPH
KOHUeHTparuu conu 1200 MM, 4TO CBUAETEIBCTBYET O TOM, uTO cBsizbiBaHHe [AIP ¢ JITIC Obuio
OTHOCHTEJIbHO CHJIBHBIM U CrielipuecKkumM, mogo0HbM crienuduaeckomy cesisbianuio IAIP ¢
MOHOKJIOHAJIbHBIM ~ aHTUTENIOM (MKAT 69.26) mnporuB uenoeueckoro IAIP, xoropoe
UCTIONIb30BAJIH B KAYECTBE MOJIOKUTEIBHOTO KOHTPOJISI B JAHHOM 3KcriepumenTe (Pur. 12).

IIpumep 9. AHanu3 BausiHus HeHOHHBIX AerepreHToB (NP-40 u TsuHu-20) Ha
cesisbiBaHue IAIP-JITIC

JlanpHelmre uccnenoBaHusl ObUIM MPOBEICHBI U U3YUEHHs BIMSHUS BO3PACTAOIINX
KOHLIEHTPALMI HEMOHHHBIX AETEPreHTOB HOHWI(peHOKcunoamsTokcumsTaHonaa (NP-40) (Pwur.
13) u TBun-20 (Pur. 14) Ha cBaA3bBaHNE OMOTHHIINPOBaHHOTO IAIP ¢ MMMOOMIN30BAaHHBIMU
JITIC. IToBbimenHOe cBsi3bIBaHUE HaOmonanu mpu godasiernn 0,05% (macc./macc.) NP-40 wiu
TBun-20 x peaknun cesizbiBanusi IAIP ¢ JIIIC, no cpaBHeHHIO ¢ OgHUM TOJBKO Oydepom TBS
06e3 nobaBneHust perepreHra. Huskoe KOJIMYECTBO MAETEPreHTa MOXKET CIIOCOOCTBOBATH
cesspiBanuto ¢ JIIIC, mpennonarasi, 4To JUOMACBA3BIBAIOIIMM AOoMeH Mousekynbl JIIIC moxer
OBITb BOBJIEYEH B 3TO B3auMmopelcTaue. Jlaxe KOraa KOJMYECTBO JeTepreHra ObLIO YBEINUeHO
no 1%, cesseiBanne IAIP Bce emne ObLIIO OTHOCHTENBHO CHIIBHBIM, ITOCKOJIBKY OOJbIIAst 4acTh
TAIP Bce eme Obina cBsizana ¢ JITIC, 4To yka3bpiBaeT Ha CUIbHOE B3auMozeicTeie Mexay [IAIP u
JITIC in vitro. AHamoruuHeIM 00pazoM, OuotTuHIIUpoBaHHbIH [AIP MPOYHO CBSI3BIBAETCS C MKAT
69.26 ¢ BbIcOKOH crerudpuuHOCTRI0 U ap(UHHOCTBIO, U aoOaBiIeHHe nerepreHta no 1% He
NPUBOJIUT K 3HAUUTEIBHOMY HM3MEHEHHUIO CBs3blBaHUA. HampoTus, oTpunaTenbHbi KOHTPOIb
(BCA) He nponeMOHCTPUPOBAT HUKAKOTO CBsi3biBaHUs ¢ [AIP.

IIpumep 10. KosnuectsBenHoe omnpeaesenue IAIP ¢ ucnosb3oBaHnem ObICTpOro
HMMYHoOXpoMmaTtorpaguyeckero anaauza (UXA)

OmnucaHHBIE B JAHHOM JOKYMEHTE CIIOCOOBI MOTYT OBITh MCHOJB30BAHBI I OBICTPOTO
KonudecTBeHHOro onpenenenuss IAIP ¢ ucnonp3oBaHMEM HMMMYHOXPOMATOTPagpHUECcKOro
anam3a (MXA). Onucansbiii u ucnone3yemerid B [Ipumepax 1-3 «cornsuuan-UPA TAIP moxer
ObITh amantupoBaH k MXA Ha mecre okazanus menuiuackod mnomoum (POC), GvicTpomy,
HAJIe’KHOMY, KOJIMYECTBEHHOMY M yIOOHOMY JUISl TIOJIb30BATENS TECTY, KOTOPBIH MOXET ObITh
UCTIONB30BaH Ul MAEHTU(UKALUU CYObEKTOB BBICOKOTO pHUCKa (HampuMmep, MIIAJCHLIEB,
NOAPOCTKOB HJIM  B3POCIHBIX) C YIPOXKAOIUMHU JKU3HH TSDKEJIBIMH  BOCTIAJIUTEIbHBIMU

cocTossHUsIMH ~ (Hampumep, HeoHaTanpHbIM  cencucoM (HC) wu  HekpoOTH3HpYIOLINM
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suTepokosmroM (HOK)). UXA mMoxker a) uamepsaTh JuHeHbIN nuanazoH ot 20 o 700 mMkr/mi
IAIP; b) neMOHCTPHPOBATH BBICOKYIO TOYHOCTh (Hampumep, BapuabeIbHOCTh WM MOTPELIHOCTb
<5%) nnsa yposHei [AIP okono 150 mxr/mn (Hanpumep, ot 100 o 200 MKr/mi); ¢) monydaTb
pe3yJbTaThl B TEUEHHE Yaca WK MeHee (Harpumep, 15 MUHYT Wi MeHee, HapuMep, MeHee YeM
10, 7 wnu 5 muHyT Miau MeHee), U d) obxoxuthes HeOOMbIIUM 00beMOM oOpasua < 150 Mk
o0pasia miasMbl WK LEeNbHOM KpoBu (Hampumep, 150, 100, 75, 50, 25, 15, M1 uinu MeHee).

Tect wmoxer OBITH HCIONB30BaH Uil OBICTPOTO  BBIIBJICHUS — HEYIPABISIEMON
BOCMIAJIUTEIbHOM peakuuu y CyObeKTOB (HampuMep, HEIOHOLICHHBIX HOBOPOXKICHHBIX,
MJTaZICHLIEB, TIOAPOCTKOB WJIM B3POCIHbIX). M3BECTHO, YTO BMEINATENILCTBO HA PAaHHEH CTaauH
UMeeT BaXHOE 3HAUEHWE [UI1 YJIYYLICHUS BbDKUBAEMOCTH IALMEHTOB, CTPAJArOIINX
BOCTIAJIUTENIbHBIM 3200JI€BaHUEM HITH HH(EKLIHUEH.

Hanpuwmep, y HOBOPOXKIEHHBIX CIIOCOOHOCTh MPUMEHSATh MPOTOKOJIBI BMEILIATEIbCTBA HA
paHHEH CTaguu Y4acTO OrPAaHMYUBAETCS TPYAHOCTHIO MACHTH(PHKAIIMU TAKUX MATOJOTHYECKOTO
cocrosinuii (Hampumep, HC u HOK) or apyrux menee cepbe3Hbix 3adoneBanmii. OTiuyHas
NPOTHOCTUYECKAs] LIEHHOCTh OTpULATEeNbHOro pesynbrata IAIP MokeT moMoub KIMHHULHACTAM
NPUHUMATh TPYOHBIE pELICHUS, TaKHe Kak, HalpuMep, paHHee NpPEeKpalleHne JEeYSHUs
aHTHOMOTHKaMH y cyObekTa (Hampumep, MIIQACHLA, TMOAPOCTKA WM B3POCIOro), y KOTOPOTO
TeKyIue TecThl HenHpopmaTuBHbl. Kpome Toro, B xadectBe TepaneBTHdecknx OenkoB [AIP
MOJKET OBITh MOJIE3eH Y KPUTHIECKH OOJIbHBIX CYOBEKTOB (HAIMPUMEpP, MIIAACHIIEB, MTOAPOCTKOB
WIN B3POCIIBIX), & YPOBHU B KPOBU MOTYT CIY>KHTb ITOJIE3HBIM IMPOTHOCTUYECKUM U JieueOHO-
AUAarHOCTHYECKUM MapKepoM, IOMOTaloIluM BpadaM NPUHUMATh OOOCHOBAHHBIE PEIIEHUS O
3amecturenbHOl Tepanuu IAIP unu npyruMu BCcioMorateabHbIMU T€PareBTHYeCKUMU areHTaMu
Y KOHTPOJIUPOBATh MPOrPECCUPOBaHUE 3a00IEeBaAHMS.

DKcrmpecc-TeCT Ha MecTe OKa3aHMs MenuIUHCKON momou Ha ocHose IAIP, kortopsiit
MOXeT OBITh HCIOJIb30BAaH JUIS BIMSHHS HA TEPANeBTHUYECKUE PEIIeHUs, TaKhe KaKk Hadauio U
NPONOJKUTEBHOCT JICUEHHUs] (HAmpuUMep, JeYeHHe AaHTHOMOTHKAMH), C HCIOJIb30BAHUEM
NpoOCTOro, yAOOHOrO M MOPTATHBHOTO YCTPOHCTBA C TOYHBIMH  KOJUYECTBEHHBIMH
pe3yJbTaTaMH, YUTAEMbIMUA B TEUEHHE KOPOTKOIO MEpHOAa BpeMeHH (Hampumep, 15 MuH win
MeHee) SIBJISIETCS HE TOJBbKO MHHOBALIMOHHBIM, HO W KJIMHUYECKU TOJIE3HBIM ISl CHIDKEHHS
3a00JIeBAEMOCTH U CMEPTHOCTH.

HUXA Brimouaer nobamieHune obOpasma OT cyOBeKTa K TECT-TIOJNOCKe (Hampumep,
LIEJUTIOJIO3€, CTEKJIOBOJIOKHY HJTH HUTPOLEJITEOJIO3€), KOTOPBIA 3aT€M MPOTAJIKUBAETCS B TIOJIOCKY
¢ momombio Oydepa. Ilomocka comep:xkut areHt, cBs3biBatomuii [AIP, (mampumep, I[AIP-
cneunguieckoe antuteno wiu juradn [AIP). MedeHblii neTeKTUPYIOLINHI areHT (Hampumep,
IAIP-cneunduveckoe antureno win guraia IAIP) mosxer ObiTh 100aBJIeH K MOJIOCKE 110, TIOCHE
WIM OJHOBPEMEHHO ¢ 00pa3loM M BH3YAJIM3HPOBAH C HMCIIOJNB30BAHHEM CTAHIAPTHBIX METOIOB
111 OBICTPOTO KONMMYeCTBEHHOTO onpenenenus [AIP.

a) 30/10TO-KOHBIOTHPOBAHHBIE peareHTbl: HaHOUACTUIBI 30JI0Ta MOTYT OBITh
UCTIONBb30BaHbl Ul MedeHus peareHTOB B (opmare (MXA) Onaromapss cBoeil mpeBOCXOIHOMN

KOJIJIOMTHOM CTaOUITBHOCTH. CraOunbHbIi COCTaB HAaHOYaCTHII 30J10Ta,
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(YHKIMOHATM3UPOBAHHBIX TUAPA3UAAMH, SIBISIETCA KOMMepueckdu noctynHeiM  (Innova
Bioscience). B To Bpems kak OOBIMHO aHTUTENA KOBAJEHTHO NMPHUCOEIUHEHbI K KOJUIOUTHOMY
30JI0TY B KaueCTBe NETEKTHPYIOLINX peareHTos, renapud win JIIIC moryt ObITh aHAJIOrMYHBIM
00pa3oM KOHBIOTHPOBAHbI U€pe3 MX CaxapHble IENMU C HUCHOJIb30BAHHEM HAHOYACTHII 30JI0Ta
InnovaCoat Gold. Konvroramo 3omota ¢ JIIIC 1 renapiHOM MOXKHO IPOBOIUTH B HEOOJBLINX
Macirabax U TECTUPOBATh HAa UX CTaOMIBHOCTD U 3¢ pexTrBHOCTS B UXA.

b) OnTumu3anus 3axpara, 00HaApy’KeHHsI, peareHToB 1Jis1 00pa3ua u ycaosuii UXA:
OCHOBBIBasICh Ha OMBITE Pa3pabOTKU KOHKYpeHTHOro MXA, OMUCaHHOM HIIKE, MOXKHO BBIOpATh
COCTaB M YCJIOBHUS MOKPBITHSI MKAT 69.26 Ha mojioce 3axBaTa U Apyrue (GpaxTopbl, Takue Kak
OJIOKHPYIOLITNE areHThl, MOBEPXHOCTHO-AaKTUBHBIE BEINECTBA W YIJIEBOABL, JJIsl YMEHBIICHUS
HeCTeU(pUUECKOTO CBSI3bIBAHUS W YJYYIIEHHs XapaKTePUCTUK TIOTOKAa. MOXHO TaKxke
OTPENEeNTUTh ONTUMAIBHBIN KO3(MUIHEHT pa30aBiIeHUs U MOAXOMAINN pa30aBUTENb, KOTOPBIA
yMeHbIIaeT WHTepPEepeHIni0 W Hecnenudpuieckoe CBsi3biBaHUE. MHOTrO(MaKTOPHBIN IUIaH
skcriepumMeHTOB  (DOE) MokeT OBITh HUCHONB30BAH I ONPENEIeHHs B3aUMOIEHCTBUS
CIIEAYIOIINX TapamMeTpoB: 1) KOHLEHTpauMs CBA3BIBAIOIIErO areHrta, 2) pH mokpeiTus u THI
Oydepa (muanazon=4-10), 3) NpOOOIKUTETLHOCTb MOKPHITUS U 4) THIT OJIOKHPYIOLIEro areHTa
(Harpumep, OBIMUIN CBIBOPOTOYHBIN aIbOYMHH, PBIOWH JKENaTHH U T.1.).

¢) KommnoHeHTBI TecT-moJiocKH, Kopmyc H puaep: Tect-momocka MOXkeT OBITh
pa3MeleHa B IUIACTHKOBOH KacceTe ¢ JIYyHKaMH JJIs1 OOpas3loB M TECTOBBIMHU 30HAMH IS
CUNTBIBAHUS, PACIIOJIOKEHHBIMU HaJl COOTBETCTBYIOIIUMH Y4aCTKAMH TOJOCKH. MoxeT ObITh
UCTIONIB30BAHO Pa3HOoOOpasne YHU(PHUIUPOBAHHBIX MPOCTPAHCTBEHHBIX KOH(PHUIypammii MOJIOCOK.
MoskHO BBIOpaTh MOAXOMAIIUN KOPIYC, HAampuMep, afanTupoBaHHbIN Kk punepy Detekt mnm
ESEQuant. CoctaB meMOpaHbI AJ1sl HAaHECEHUs1 00pasLia U Ui KOHBIOraTa, a TakKe pasMep Iop
HUTPOLICJUTFOJIO3HONH MeMOpaHbl MOXHO BBIOpaTh JJIsl JOCTHIKEHHS JKEJNaeMOH CKOPOCTH
KanmmuisipHoro 3¢ddekra, crenoBaTeNnbHO, BPEMEHH peaknuuu obpasna C AETeKTHUPYIO LM
peareHToM.

IleneBbie xapakTepucTukd WUXA MOryT OBITh ONTHMU3UPOBAHBI MyTEM H3MEHEHHS,
HAIpuUMep, COCTAaBOB W MPOLIECCOB JUISl YCJIOBHMH UEPENOBAHUS peareHTa TECTOBOH JIMHMUHY,
METO/Ia KOHBIOTAIIH JETeKTHPYIOHX MoJeky (Hanpumep, JITIC muam remapuHa) U THTPOBAHHUS
IETeKTUPYIOIIMX AareHTOB, a TaKKe ONTUMAJIbHOTO MaTepuaia MU pa3MepoB MeMOpaH u
abcopOupyromux MeMOpaH, Kak OMUCAHO HUXKE:

a. OnTHMH3aUHA TECTOBBIX H KOHTPOJIBHBIX JIMHMIA. Y CIIOBHs 00pa30BaHUs MOJIOC HA
MeMOpaHe MOTyT ObITh ONTHMHU3HUPOBAHBI KaK Ui TeCTOBOH JNUHMU (MKAT 69.26), Tak u ans
koHTpodbHOH JsmHUM (JIIIC-cBsi3piBaromye Oenku WM TeNapHH-CBS3bIBAOINNE OCIKU
(mampumep, daxrop cBepthiBanHusi [X) TecT-monocku. Bpemst Bbicbixanust B TedueHue 30 MUHYT
npu 37°C MOXHO HCHOJNB30BATH AJISI TOTO, YTOOBI JIMIINTH MOABM)KHOCTH KOHTPOJIBHBIE H
TECTOBbIE JIMHUM, B KA4eCTBE HAIEKHBIX TEXHOJOIHMUYECKHX mpouenyp aiasi memOpaH MXA.
Muorogakropubiii DoE Moker ObITh HCHONB30BAH MAJiIsi  ONPEAEICHUs B3aUMOIEHCTBUS
CIIENYIOIUX MapaMeTpoB O0Opa3OBaHMS MOJIOC HA MeMOpaHe: 1) KOHLIEHTpaLUsl CBSI3bIBAIOIIETO

arenta, 2) pH u Tun Oydepa (nuanazon=pH 4-10), 3) xoHueHTparus conu u 4) odbeM s
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oOpasoBanus nosoc (1-3 Mxi/monoca) U CKOpocTh cTpyu. Brimouenne ynyumennii o0pa3oBaHust
nojioc Ha MeMOpaHe M3 HadajbHBIX HCCIeNOBaHMN onTuMusanuu. MuorodaxkTopbsii DoE
MOJKET TaKXX€ HCIOJb30BATHCS Ul OmNpeaeneHus 3(PQPeKTUBHOCTH COBMECTHOI'O MOKPBITUS
MeMOpaHbl pa3NuYHbIMU  KOHUeHTpammsiMu (0-1  mMkr/monoca) OeNnkOBBIX — OJIOKaTOpOB,
NIOBEPXHOCTHO-aKTHBHBIX BEIUECTB, YIVIEBOAOB M JPYTHX areHTOB, KOTOPbIE MOTYT YMEHbBLINTh
Hecnenn(puIecKoe CBI3bIBAHUE YaCTHUIl 30J10Ta MJIHM YJIYUIIUTh XapaKTEPUCTUKU MOIBMKHOCTH
no memOpane. OCHOBBIBAasICh Ha HAIIMX HCCIENOBAaHMAX TBeppodasHoro cesseanus, JIIIC u
rernapuH CBs3bIBAIOTCA 3HauuTenbHO cuibHee ¢ IAIP mpu pH Huke 5. AHanoruuHble yCioBUs
MOTYT OBITh UCTIONBb30BaHbI U B UXA.

b. OnTumu3zauusi mapamerpoB TecT-moaocok. CocraB MeMOpaHbl Ui HAHECEHUs
oOpasna U MeMOpaHbl JUIsi KOHBIOTATa, & TaKXkKe pa3Mep MOp HHUTPOLEIUTIOJIO3HOW MeMOpaHBbI
MOTYT BJIUSITH Ha CKOPOCTb KAMWIUIIPHOTO 3(QeKTa, a CIenoBaTeIbHO, H HA BPEMS PEaKIUH
oOpaslia ¢ peareHTOM, JAETeKTHPYIOIUM 30JI0TO, U, TAKUM 00pa3oM, MOTYT ObITh BBHIOPAHBI TSI
TOCTH)KEHUS! JKeJTaeMbIX pe3ysbTaToB. Mbl onpeneniy, uto NC (HUTPOLEIUT0I03a) ObICTPOro
noroka (HF090, Millipore) coOoTBETCTBYET MPOEKTHBIM XapaKTEPUCTUKAM YyBCTBUTENBHOCTH U
BpeMeHHU 10 pesyibrata. DoE MokeT ObITh MCHONB30BaHA IJII OLEHKH THUIOB (PHIBTPOB, H
MaTepuajoB MeMOpaHbl WM abcopOupyromel MeMOpaHbl i aHAIN3a. AHAJIOTMYHO, pa3Mep |
reoMeTpusi MeMOpaHbl JUIsi HaHeCeHHss oOpas3la U MeMOpaHbl Uil KOHBIOraTa MOTYT OBIThb
CKOPPEKTUPOBAHBI JIS1 TOCTHUIKEHHUS JKETIAEMbIX PE3yJIbTaTOB.

MemOpana ansi HaHeceHUs oOpaslia MOKET OBITh ONTHMH3MPOBaHA st 1) mpuema
HepazOapieHHOro oOpasua, 2) obecrneyeHHs: HEOOXOAMMOIO COCTaBa MJiIi MHHHUMH3ALUH
Hecreu(pUUecKOoro CBsi3bIBaHUSA M 3) mpuema oOpas3loB LeIbHOH KpoBu. B mporoTunHoM
KOHKYpeHTHOM sKcnpecc-Tecte IAIP, onmrcaHHOM HIDKe, HCIOJIb30BaIN pa3OaBiieHHbIH oOpaser
(1:5), xoTOpBIi yMeHbIIaN NOTPEOHOCTh B 0OBbeMe CBekero oOpasiia, MOCTYNAOLIEro Ha TeCT-
HIOJIOCKY, U COZIepIKAILIero OJIOKUPYIOIUe OeJTKH M MOBEPXHOCTHO-AKTHBHBIE BEIECTBA, KOTOPbIE
YMEHBLIAIOT TPoOJeMbl Hecneuu(pu4eckoro CBs3bIBaHUs. JlJii KOMIIOHEHTOB (Hampumep,
OesKOBBIX OJIOKATOPOB, TOBEPXHOCTHO-AKTUBHBIX BELIECTB U T.J.) U UX KOHIEHTPALUN MOXKHO
pa3paboTaTh MeMOpaHy 1Jisi HaHeCeHus 0Opasiia Ha OCHOBE COCTaBa (HAIpUMep, C BHICYLIEHHOTO
coctaBa). CyIIeCTBYIOT IOCTYNHbIE MOOABKM IUJIsi MMMYHOAQHAJIN3a, KOTOpPblE MOTYT OBITh
UCTIONB30BaHbl il 3P (EKTUBHOIO W HANEKHOTO CHIDKEHUS TNMOMEX M Hecnenu(pUuIecKoro
cBsi3biBaHUs. CKPUHUHTOBBIE HCCIIEAOBAHUS MOTEHLUUAIBHBIX ar€HTOB MOTYT COIPOBOXIATHCS
mHoroakropusiM  DoOE  nansi  ompeneneHuss ONTUMANbHBIX — KOHLIEHTpALMH, HAmpUMep,
OJIOKUPYIOLINX AreHTOB.

Crnoco6s! korbroranmu 1uist JIIIC u remapuHa MOryT OBITH OLIGHEHBI 11l IPUMEHEHHSI CO
croco0amMu KOHBIOTAIlMM HAa OCHOBE KOJUIOMAHOTO 30J10Ta (HAHOYACTHI) M OKPAIIEHHBIX
JATEKCHBIX YaCTHLI.

c. PuabTpyomas mMeMOpaHa [Jisl OT/AeJIeHHSI KPOBH H IUIACTHKOBBIH KOpIycC
Kaccerbl. B nononHeHune k meMmOpaHe Ui HaHeCeHHMs 0Opas3la Ha OCHOBE BBICYIIEHHOTO
COCTaBa, BCTPOCHHYIO (UIBTPYIOINYIO MEMOpaHy Uil OTAENEHHUs KPOBH, MOIXOMSIIYIO IJIs

UCKJTFOYESHHSI KJIETOK KPOBH, MOKHO MOA0OpaTh it Bcex 0OpasuoB kpoBu. Llenb cocTouT B TOM,
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9TOOBI YIIPOCTHTH MPOLECC U CAeNaTh (POpMaT >KCHpecc-TecTa YAOOHBIM IS MOJIb30BATEINS,
0COOEHHO IJIsi NMPUMEHEHWH BHE J1a0OpaTOpPUU B MECTE€ OKa3aHUs MEOUIMHCKOH IOMOINH,
Hanpumep, NpU HCHOJIB30BAHUM HEMOCPEICTBEHHO HAHECEHHOW LENbHOW KPOBH, B3SITOH W3
nanblia UiaM U3 npoOupku s 3a0opa kposu. Heckonbko TUIIOB Takux (UIBTPOB AJsI KPOBU
ABIIIOTCST KOMMEPUYECKH JOCTYNHbIMH, Takue kak mMemOpanbl VividTM mnu CytosepTM (Pall)
win npyrux npoussoauteneii (GE Lifesciences) u moryT ObiTh ucnions3zobansl B XA, Pazmepst
IUTACTUKOBOT'O KOPITyCa JUIsl TECT-TIOJIOCKH MOTYT ObITh BBIOPAHBI 1JIs1 HCIIOJIBb30BAHMS C PHAEPOM
(manmpumep, punepom Detekt).

Mpe1 onpenenuiu, uto moxesib RDS-150 PRO noprarusHoro punepa DetektTM (Detekt
Biomedical, Octun, Texac) moxker ObiTh ucmonb3oBaHa B MXA. TexXHONOTHUsS ONTHYECKOTO
CUMTBIBAHUS ISl TOPH3OHTAJIBHOTO MpOTOYHOro aHammza Detekt nns skcmpecc-TecToB B
HACTOSIIEE BPEMsI HCIIONB3YETCS B KOMMEPYECKHX JAMArHOCTHYECKHX YCTPOMCTBaX IpH
TECTHPOBAHUU 0E30MACHOCTH MHUILEBBIX MPOAYKTOB U HAIUTKOB, OOHAPYKEHUH OHOIOrHYeCKON
yIpO3bl, MOHUTOPUHTE OKPY’KarOIIeH Cpeabl U 310POBbs KUBOTHBIX. Puaep npencrasiser codoi
MOPTaTUBHOE YCTPOHCTBO, KOTOPOE ONTHYECKU CKAHUPYET TECT-TIOJOCKY M CPaBHHUBAET
MHTEHCUBHOCTb CHUTHAJa HCCIENYyEeMOH IOJIOCHI M KOHTPOJBHOH IOJIOCHI C HCIIOJIb30BAHUEM
3amporpaMMHUPOBAHHOTO aNropuTMa kanudposku. [IporpaMmHoe obecnieueHue sl HHTErpaluu
CHUTHAJIOB MOXKET OBITh HACTPOEHO MJisi MHTepnperanuu KpuBod no3a [AIP-orBer, m 3TOT
AJTOPUTM MOXKET ObITh pe3uneHTHbIM B MoayJsix DetektTM. KommnekT paspaborunka Vision
Suite Pro moskeT MCmosb30BaThCS COBMECTHO ¢ mpousBomuteneM, Detekt Biomedical LLC B
Octune, wrat Texac, and uHTEerpauuu UHTEpHperauuu tecT-nojocku ana IAIP ¢ punepom
Detekt. IlporpammHbIii anroput™, OCHOBaHHBIH Ha (opme kpuBoi cBs3biBaHus IAIP u
BHYTPEHHUX KOHTPOJIEH, MOXKET OBITh pa3palOTaH Uil BBHIMOJHEHHs CIeAYIOIUX (GyHKIuMit: a)
Il yCTaHOBJIEHHs (OpMbI KpuBOil CBsi3biBaHMsA IAIP OTHOCHTENbHO MHTEHCHBHOCTH CHTHAJIa
TECTOBOH JIMHUK; b) JUI YCTaHOBIJIEHNS BHYTPEHHETrO KOHTPOJIS, BO3MOKHO, OCHOBAaHHOT'O Ha
CHUTHAJIE KOHTPOJBHOM JIMHMM, [UJIsl KOPPEKTUPOBKU  €XKEIHEBHOW  BapuabeIbHOCTH
UCTIOJI30BAHUI TECT-TIOJIOCOK U C) JUI YCTAHOBJEHHSI MPOTPAMMHOTO OOECTIeYeHHUs ISt
BKJIIOUEHHUsS] B puaep MHPOPMALMU O KOHKPETHOH maptum Habopa (Hampumep, MOCPEICTBOM
CKAHUPOBAHUS IITPUX-KOAA).

O¢ddexTuBHOCTh pa3padOTAaHHOTO W ONTUMHU3MPOBAHHOTO JKcrmpecc-recta I[AIP Ha
ocHoBe COHIBUY-UDPA (B COOTBETCTBMM C MapaMeTpPaMH, ONUCAHHBIMHU BBIIIE U B IAHHOM
IOKYMEHTE) MOKeT OBITb OIleHEeHa B AOKJMHHYecKnx ycioBusx. Kaccery UXA moxkHO
UCTIBITATh CIEAYIOLIUM 00pa3oM:

a) AHalIMTH4YeCKAasi 4YYBCTBHTEJIbHOCTb, PErHCTPHPYEMBbIii  JHANA30H H
NPEUU3HOHHOCTh - OOpa3lb/KOHTPOIM W3BECTHBIX KOHIeHTpanuii [AIP, oxBarbIBaromiue
BEPOSITHBIN nauama3oH koHueHtparmi IAIP (25-800 mkr/mi), Moryt ObITh NMPOTECTUPOBAHBI B
HECKOJIbKMX  TIOBTOpax B  TeYeHHE  HecKombkux  cyrok  (N=10)  HecKOJIbKUMH
kBanuduuupoBaHHbIMU pabounmu (N=3 mMuHuMyM). JlaHHBIE MOTYT OBITH NPOAHAIM3HPOBAHBI
I TIPELIM3MOHHOCTH BO BCEX TOUYKaxX KpuUBOH cBsi3biBaHus IAIP, Bkitouas mperu3smoHHOCTh

IIOPOTrOBOTO MOKa3aTess aHanu3a (yCTaHaBIuBaeTcss Ha ypoBHe 150 Mkr/mun).
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b) Memarmmue BemecTsa - B MyJbl 00pa3lOoB ¢ U3BECTHBIMU KOHUIEHTparusivu IAIP
MOTYT OBITh 10OABJIEHBI MOTEHIIMAIBHO MEIIAIOIINE BEIECTBA, YTOOBI ONPENEUTh BIUSHUE Ha
BOCCTaHOBJIEHHE A03bl. [l 3TanoHa MOXHO ucnonp3oBaTh mnpotokon EP-07A HMucturyra
KJIMHIYecknx u jaboparopubix crannaptoB (CLSI). McxonHble pacTBOpHI BeLIeCTB (Hampumep,
reMoryiobnHa, OunnpyOuna, yenoBedeckux IgG u T. 1.), KOTOpbIe MOTYT OBITH OOHAPYKEHBI B
BBICOKHMX KOHLEHTPALMsIX B 00pasLax MalueHTOB, MOTYT ObITh noOaBieHsl B oOpasubl [AIP u
IPOTECTUPOBAHBI.

¢) Ioab3oBaTenbckasi OLEHKA HAJEXKHOCTH - TMYJIbl OOpasloOB C M3BECTHOMH
koHUeHTpauued I[AIP MoryT ucnonb3oBaTbCs IUIsl MPOBEPKH HANEKHOCTU TECT-MOJOCKH K
PA3JINYHBIM CLEHAPUSIM/OLIHOKAM, COBEPLIAEMbIMH KOHEUHBIMH TOJIb30BATENISIMU. TeCTUpyeMbIe
nmapameTpel BKJIIOYAOT: 1) HempaBWwiIbHBIA 100aBieHHbI oO0beM obpasuma (+ 25%), 2)
JabopaTopHble yCJIOBHS 3KcrutyaTanuu (temmeparypa 65-85 °F; pnaxknocts 10-70% RH) u 3)
HENPABIILHOE BPEMSI CUUTBIBAHUS TeCT-TI0JIOCKH (+ 50-100% pexoMeHI0BaHO).

d) U3yyeHune cTabWMJIBbHOCTH NPOAYKTA B TeYeHHE CPOKA TOAHOCTH -HAOOpBI IJis
aHanmu3a IAIP MOryT XpaHHUTBCSA MPH Pa3IMYHBIX TEMIEPATYPHBIX PeKUMax (Hampumep, MpH
Temneparype okpyxaromeil cpeasl U 37 °C) m TecTUpOBAaTBCA C HCIOIB30BaHMEM Habopa
koHTposie IAIP ¢ usBecTHOlN koHUeHTpauueil IAIP depe3 pasnuuHble MHTEpPBajbl BPEMEHU
nocye u3rorosneHus (>1 roga) nist onpeneneHnst CTa0MIbHOCTH POIYKTA.

e) UyBCTBHTEJIBHOCTb H CHEUNH(HYHOCTH B TMPEABAPHTENIBHBIX KJIHHHYECKHX
o0pa3uax - mpoayKT MOXKET ObITh IMPOTECTHPOBAH C UCIOJB30BAHUEM KIMHMYECKHX O00pa3loB
OT cyOBeKTOB (HampuMmep, MIIAJEHLEB C MOJO3PEHUEM U MOATBEPKAeHHbIM auarHozoM HC u
H3K).

Jlna ouenku skcrpecc-tecta [AIP B HaOmomaTenbHOM KIMHHYECKOM HCCIIEIOBAHHUH
oOpasupel MOryr ObITh cOOpaHbl y CyOBeKTOB (Hampumep, CyObEKTOB, HMMEIOIINX HIIH
HOABEPKEHHBIX PUCKY BOCHAIUTEIBHOIO 3a00JE€BaHMs, WM MAaTOJOITMYECKOTO COCTOSHUS, WIIN
UHQEKIMH), MPOXOASIIUX OOBIMHYK KIMHHYECKYI) OLIGHKY u JiedeHue. COOp MJaHHBIX U3
HECKOJIbKUX LEHTPOB, OOCIYKUBAIOIUX LIMPOKYK) T€TEPOreHHYIO MOMYJISLUI CYOBEKTOB C
OHUM U TE€M >K€ BOCMAJIUTENbHbIM 3a00J€BaHUEM, WIH TMaTOJOTHUYECKUM COCTOSTHHEM, HJIH
uH}peKnred, MOXeT ObITh HUCHONb30BaH Uil O0ecneueHus JOCTATOYHOTO KOJHYECTBA
YYaCTHHKOB HMCCIIEOBAHUS U ycuieHus cBs3u Mexay [AIP u 3aboneBannem wim nHQpeEKIUEH.
bricTpoe yCTPOHCTBO Uil MPENOCTABICHUS MEAMLIMHCKOW IMOMOIIM y TIOCTENH OOJIBHOTO,
KOTOpoe MokeT oOecrneunth ypoBHH [AIP B peknmMe peajbHOTO BPEMEHH, MOXKET IOMOYb
n30€eKaTh HEHY)KHBIX BMEIIATENbCTB WM MPOUICHUS] HEHYKHOTO JIeUeHHs (HalpuMep, Tepariu
AHTHUOMOTHUKAMH) U MOJKET COKPATUTh MPOAOIIKUTEIbHOCTE/CTOUMOCTD TOCITUTATU3ALIHH.

HNXA TAIP MOXeT MCMOJIb30BAThCS ISl KIIMHUYECKOW OLIGHKH CYOBEKTOB CIIEIYIOIIHM
obpaszom:

1) Céop oobpaszuyoe Kkposu: O6pa3Lbl MOTYT OBITE COOpaHBI Y CYOBEKTOB, UMEIOIINX WU
NOJBEPKEHHbIX PHUCKY PAa3BUTHUS BOCHAJIUTENBHOrO 3a00JeBaHUs WM MATOJIOTUYECKOrO
COCTOSIHUSL B PA3jMYHBIX MEAMLMHCKUX LeHTpax. KnnHnueckue u aemorpaduueckue TaHHbIE

MOTyT OBITb 3alMCaHbl JJIs1 BCEX CYOBEKTOB, BKJIIOYAs BO3PACT, MAcCy, MOJ M Pe3yJIbTaThl
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naboparopHbix uccienosanuil. CepuitHble 00pa3Lbl OT ONHUX U TEX K€ CYOBEKTOB, COOpaHHBIE
B pa3JIMYHble MOMEHTHI BpeMeHH, (Hampumep, 0, 24, 48, 72 yaca u 7 CyTKH) MOXKHO TaKXKe
ucrnonb3oBaTh B UXA. UXA MOXKeET UCHOJIb30BAThCS IJIsl ONPENETIEHUsI TOTO, KOPPETUPYIOT JIHU
ypoBHH IAIP ¢ TspKECTBIO M IpOrpeccupoBaHUEM 3a00JI€BaHUs, IPOTHO3UPYET JH ypoBeHb JAIP
PUCK WJIM TOCNenyromee 3a0oneBaHue, U OyeT Ju y CyObeKTOB pa3BUBATHCS Oosiee TsDKenoe
3a00JIeBaHIe WITN YIIy4IIEHHE TTOCIIEe TePATUH.

2) Ananuz mownocmu: IlpensapurenbHble TaHHBIE U OMYOJMKOBAHHbBIE HCCIIETOBAHMS
CyOBEKTOB, UMEIOIINUX BOCHAJIUTEIbHOE 3a00JIeBaHKME, WIH IMATOJOTHYECKOE COCTOSIHHE, MU
UH(QEKIHIO, MOTYT ObITh MCTIOJIB30BAHBI ISl OLIEHKH pa3Mepa BEIOOPKH.

3) Ananus kpoeu: CobpaHHbIE KIMHUYECKUE 00pa3Lbl MJI1a3Mbl KPOBU MOKHO MEPEHECTH
B MNPOOHMPKU JUISI HCCIENOBAHHS, MApKUPOBAaTh (IEHIEHTH(GHULUMPOBATh), M COXPAHHUTH B
3aMOpPOKEHHOM COCTOSIHUHM 10 uccienoBanus. YpoHH [AIP crabmibHbel B TedeHue 24 4acoB
NpU KOMHATHOW Temmeparype, n0 14 cyTok mnpu OOBIYHOM KJIMHHYECKOM XpPaHEHHU B
XOJIONWIBHUKE U B Te€UueHUe HeorpaHudeHHoro BpemeHu npu 20 °C. Yposuu IAIP moryt ObiTh
MPOAHAIM3UPOBaHbI ¢ OMOIIbI sKcnpecc-Tecta [AIP Ha ocHoBe UXA u connsuu-UDA TAIP
JUJIs1 CPABHUTENIBHOTO CCIIEI0BAHUS.

Jlnst Toro, 4ToOB! OLIEHUTh 00OCHOBaHNME KOHLENINH 111 SKcnpecc-tecta [AIP Ha ocHOBe
HUXA, MBI M3rOTOBHJIM KacCeThl C TECT-NOJOCKaMH, pa3paboranHble anst usMmepenus IAIP c
UCTIONb30BaHUEeM KOHKypeHTHOoW WXA, anamoruuHoil npuBeneHHodt Ha Pur. 2A. JlaHHBbIE,
NOJIyYeHHBbIE C HCIIOJIb30BAaHMEM 3TOro (opmMaTa HMMMYHOAHAIHM3a, OMMCAHHOTO HIDKE,
NOATBEPIKIAOT, YTO TAKXKe MOXKHO HCmojib3oBaTh MXA Ha ocHOBe (opMaTta CIHIBUY-THUIA
(ananornuno npuseneHHoMy Ha @ur. 3A). KonkypenTasiit UXA onucan Huke.

Cencuc u cunOpom cuCMeMHO20 60CRAIUMEIbHO20 OMEEML Y HOBOPOICOCHHBLX

JlocTrkeHust B 00JaCTH MHTEHCHBHOM Tepaniy NPUBENN K CYIIECTBEHHOMY YJIyULICHHUIO
BBDKMBAEMOCTH CYOBEKTOB (HampuMep, MIIaJeHLEB, OCOOEHHO HEIOHOLIEHHBIX MIIAJICHLIEB C
OuYeHb HU3KOU Maccoit Tena mpu poskaeHur (VLBW) (<1500 r)). HenoHoleHHbIe 1ETH, OIHAKO,
CKJIOHHBl K  OINMOPTYHUCTHMYECKHUM HMH(PEKIMAM ¢  OCTPbIM, YIPOXKAIOIIUM  JKHU3HH
NAaTOJIOTUYECKUM  COCTOSIHUSIM: HeoHatajdpHOMy cerncucy (HC) wu  HekpoTusupymoomemy
suTepokouty (HIOK). HenaBHee MHOrOIEHTpOBOE MCCIIEOBAHME MOKA3alo, uTo 10 21% nerei
¢ VLBW crankuBaroTCs MO MEHbIIEH Mepe ¢ OJHUM CIydaeM IO3JHEero Havaja (>72 4Jacos
JKU3HH) CETICHCA, MTOATBEPKIEHHOTO KYJIbTYPOr KpoBH, Uy 10 7% nereii ¢ VLBW passuBaetcs
HOK. HC u HOK cBsizaHbl C cepbe3HOH 3a00JIeBa€MOCTBIO, BKJIFOYAsl HEOJAromnpHsTHbIC
UCXOMBl, CBSI3aHHbIE C HEBPOJOTMYECKUM pa3BUTHEM, U HMEIOT OTHOCUTEIBHO BBICOKYIO
cmeptocth mipu HC (10-30%) m HOK (16-42%). PanHne npu3HaAKu M CHMOTOMBI 3THX
HEOHATAJbHBIX 3a00JIEBAHUN SIBJIIOTCS HECHENM(PUIECKMMH, YacTO HE3aMETHBIMH U JIETKO
MOTyT OBITh OLIMOOYHO MPHUHATHI 32 HEMH(PEKIMOHHYIO 3THOJOIUIO, TAKYI Kak O00OCTpeHHs
OpOHXONETOYHON AMCIUIA3MU, AlTHO3 y HEIOHOIIEHHBIX, racTpo33o(areaabHblil peQIIOKC HIIH
$yHKIMOHANBHYIO KulIeuHyr auchyHkimo. Eme Oonee TpeBOXHBIM SBISETCS TO, YTO
KJIMHUYECKOe YXyALIeHHe 000MX 3a00JeBaHUI MOXET IMPOrpecCHpOBaTh MOJHHEHOCHO, YTO

MPUBOAMT K LIOKY, AUCCEMUHUPOBAHHOMY BHYTPHUCOCYAUCTOMY CBEPTHIBAHUIO KPOBU U CMEPTH
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B TE€UEHHE HECKOJIbKMX 4YacOB IOCJE KJIMHMYECKOro MposiBieHus. B Hacrosiumee Bpems He
CYLIECTBYET JKCIPECC-TECTOB, KOTOpble MOIJMM Obl TIOMOYb Bpady ONPENETHTb PHCK
IpOrpeccupoBaHmst 3a00J€BaHNS U CMEPTH MAIHEHTA.

Xots ToyHas npuunHa HOK 10 cux mop HesicHa, LHUPOKO pacHpOCTPaHEHO MHEHUE, UTO
naroreHe3 HOK mnposBnsercs, korga HHQEKUMOHHbIE AareHThl TPAHCIOLIUPYIOTCS uepes
SIUTENUANBHBIN CJIOH KHUINEYHHKA, M30eraroT BPOXKIEHHOH MMMYHHOH 3aIUThl M BBI3BIBAIOT
nocnenyouiee Bocrajgenne u Hekpo3 Tkaned. Kak HC, tax u HOK cBsizaHbl ¢ cucTeMHBIMU
BOCTIAJIUTENIbHBIMUA OTBeTaMH. X KJIMHHMYeCKas KapTHHA, KOTOpasl SBJISIETCS HeCTeUU(UIeCKOi
U HeyJoBUMOH, odeHb moxoxka. Kpome Toro, HC u HOK wacto comyTcTByrOT Apyr Ipyry B
OITHOM WM TOM ke 3mu3one 3abojeBanusi (Harnpumep, HOK ¢ cencucoM BcTpedaeTcs B OJHOM
Tpetn cinydaeB HOK B wuccrenoBaHusx Ciy4aii-KOHTpOJb). besornararenbHas BpadeOHast
MIOMOIIb C OBICTPBIM MPOTUBOMUKPOOHBIM JICUEHHEM H TOANEPKUBAOIIUM JICUCHUEM SIBJISTFOTCS
CTaHIAPTOM JieueHUs OOOHMX MATOJOTHYECKHX COCTOSHHUHM. Takum oOpa3oM, MpakTHUECKOe H
KJIMHUYECKOE 3HAaueHHE UMeeT BbIIBJIEHHE pHUCKAa OTUX [OTEHLHUAJIbHO JIETaJbHBIX
MATOJIOTMYECKUX COCTOSIHUMI NPU NMEPBOU K€ BO3MOKHOCTH.

buomapkep aysi paHHEro M TOYHOT'O BBIBJICHUS BOCHAJIHMTENBHOTO 3a00JEBAHUS HIIH
uHpexnu (Hanpumep, HC u /umun HOK) Obwr Obl oueHb mosie3eH, 4ToObI MOMOYb Bpadam
NIPUHUMATD CJIOXKHBIE PELIEHHUs O NepBOHAYaIbHOM IPUMEHEHUU U NMPOAOIKEHUN WM PaHHEM
NpeKpaIleHNy JIeUeHHs] aHTUONOTUKAMHU Y CYOBEKTOB (HarpuMep, MIJIAAEHLEB), A KOTOPbIX
OOBIYHBIE TECTHI SBILIOTCA HEeMHpOpMaTHBHBIMU. K COXaleHHro, B HACTOsIIEe BpPEMsl HET
IIUPOKO JOCTYITHOTO OMOMapkepa, KOTOPbIH OblL1 Obl KIMHUYECKH Mosie3eH U 3(QeKkTHBeH B
JIEUeHUN 3TUX CIOXKHBIX 3abosnesannii. Hemasuo npokansruronud (PCT) Obur omoOpeH B
KadyecTBe OMoOMapkepa Ui MOMOINY B JICUEHHH aHTMOMOTHKAMH Yy MALMEHTOB ¢ MHPEKLHMAMU
HIDKHMX JIBIXaTeJIbHBIX MyTeH W CENCHCOM, HO 3TOT Mapkep cheuu(puyueH TOJBKO IS
OakTepuanpbHOI MHPEKIMH U He YyBCTBUTENIEH NMPH OOHAPYKEHUN CUCTEMHBIX BOCIIAJUTENBHBIX
COCTOSIHUH, BBI3BAHHBIX BHPYCHBIMU WM APYrUMH HeOakTepuanbHbiMu HH(pekmmsmu. Kpome
Toro, ucnojr3zoBanue Tecta Ha PCT Bce ele BbI3bIBAET CIOPHI y NMAIIEHTOB JETCKOTO BO3PACTa,
0COOEHHO Yy HENOHOIIEHHBIX JeTe B TEYEHHE NEPBbIX HECKOJbKHX IHEH >KU3HU. Takum
00pa3oM, YyBCTBUTENbHBIH OHOMapKep, KOTOPBIA NPEAOCTAaBJISET HH(POPMAIMIO O CTENEeHH
TSDKECTH  BOCIIAJIUTENILHOTO  3a0oJjieBaHMs, OyAeT KIMHMYECKH T[IOJIE3eH TpU  JICYCHUH
BOCTIAJIUTENbHBIX 3a0oneBanuil nim uH(pexkmmi (Hanpumep, HC u HOK y HenoHOImEHHBIX
HOBOPOXKIECHHBIX ). ITO OCTAETCS CEPbE3HON MpoOIeMOi.

B. Bcnomozamenwvnoie npedsapumeinvhsie oannsie (3asepuiena aza I npoexma 1
npozpammot SBIR R43 HD069243-01A1)

CpaBHuTe/IbHbIE HCCJIeI0BAHUSI TNporHocTuyeckoil neHHoctu JAIP ¢ apyrumm
MapKepaMH NpPH BbISIBJeHHH MJAJeHIeB ¢ CHCTeMHBbIM BocCHajJleHHeM H ¢ 0OoJee
«IOKAJIH30BAHHBIM» 3200/1eBaHHeM (CIIOHTAHHOH Nepgopanueil KUIIEYHUKA)

Mps1 noareepknaeM, uto IAIP sBisiercss OTIMYHBIM OMOMapKepOM CTETIeHU TSKECTH U
yTo OH MoxeT auddepenunporarb HIK o Gojee o4aroBoro BOCHAIUTENBHOTO 3a00JEBaHUS,

cnontanHo mnepdopaunn  kumeynuka (CIIK). Tecr IAIP mpesocxomutr CPbH B



58

muddepenumarun HOK u CIIK.

IAIP wMoxer pasnuuaTh CTeNeHb TSDKECTH 3a00JI€BaHUS, HAmpUMep, MECTHBIN
BocnayuTenbHbii oTBeT (CIIK) B mpoTHBOBEC ¢ CUCTEMHBIMU M MOTEHIMAJIBHO ONACHBIMH IS
»wu3Hu BocnanureabHbiMu otBeTamu (HOK 1 HC). Ml coOpanu obpasiubl kpoBu 95 miaaeHIeB
(64 nesouek u 31 ManbuumKOB) C ToOmO3peHHMeM Ha HeoHaradbHbl cencuc (HC),
Hekpotusupyromuid sHTepokoautT (HOK) u crontannyro nepdopammio xumeunnka (CITK) B
6onbune Women & Infants’ Hospital B Ilposunence, mrar Pon-Aiinenn. Cepuiinble 00pa3sisl
Takke coOMpasu, Koraa OHU ObUTH TOCTYITHBI OT KaKAOTO OTAENbHOTO MAIlUeHTa. BOMbIIUHCTBO
MJIaJIEHIEB ObUIM B reCTallMOHHOM Bo3pacte <30 Henmenb (B Auamasone ot 23 o 31 Henmesb) co
cpenHeli Maccoi Tena pu poskaeHun 1235 rpamm. U3 3Tux coOpaHHBIX 00Pa31[OB MbI Oy YN
8 muanenues ¢ ycraHosneHHbIM HOK, 9 mnanenues ¢ CIIK u 20 mnanenues ¢ HC. ITockonbky
paHee Mbl ucnonp3oBanu aHanu3 IAIP nans ompeneneHus NPOTHOCTUYECKOW LIEHHOCTH
MOJIOKUTENBHOTO U OTpULIATeNbHOro pe3ynbraToB Ais HC, Mbl OLEHWIM IPOrHOCTHYECKYIO
LIeHHOCTh ypoBHeH IAIP mpu CHCTEMHBIX BOCTIAIHMTENBHBIX 3a0oneBaHMsX, Takux kak HOK, u
npu OoJIee «JIOKATN30BAHHOM» M O4aroBOM HEKpOTHYECKOM 3aboseBannu, TakoM kKak CITK. Mer
Takke cpaBHWIM ypoBHHU [AIP u npyroro BocnanurensHoro duomapkepa C-peakTHBHOTO Oenka
(CPB) y 3TuX MIIaiIeHLIEB C KOHTPOJISIMU, COMOCTABIISIEMBIMHU 10 TIOJTy, BECY M I€CTALlHOHHOMY
Bo3pacty. KonkypeHTHblii MPA ¢ HCHOIB30BAHHEM OJHOTO MOHOKJIOHAJIBHOTO aHTHUTENA,
cneungugeckoro k IAIP genoseka (MKAT 69.26), ucnonb3oBanu st u3mepenus yposHs [AIP B
kpoBH, a Habop MDA CPb wucnonp3oBanu misi aHanmuza ypoBHss CPb B cienom pexume.
3HauuTenbHOE CHIDKeHHE ypoBHel IAIP Obpuio oOHapykeHO y mianeHueB ¢ auarHozom HOK
(cramust Il wnam BbIE COrjIaCHO MOAM(DUIMPOBAHHOMY KpuUTepHio besia) mo CpaBHEHHIO CO
3nopoBbeiMu MianeHamu (p <0,05) u maagenamu ¢ CIIK (0e3 peHTreHoIornyeckux Npu3HakoB
HOK, p <0,005). Tem He meHee, He ObUIO OOHAPYKEHO CYLIECTBEHHBIX PAa3IUYUN MEXITY
mnaznennamu ¢ CIIK u 3mopoBbiMu koHTposisimu. Hanpotus, nosbinieHHsle ypoBau CPB Obuin
oOHapyskeHbl kKak y mianeHnes ¢ HOK, tak u y nereii ¢ CIIK, x0T 3TO noBbIIeHHE HE ObLUIO
cratucThyeckd 3HauuMbM  (p>0,05) (cm. @ur. 15A-15B). Kpome Toro, pabouas
xapakrepuctuka npuemHuka (ROC) CPB mpu moporoBoM 3HaueHUH <4 maeT IMJoManb IOZ
kpuBoii (AUC) 0,65 (p=0,01, 95% U, 0,54-0,90) c¢ wuyBcTBUTENBHOCTHIO 100%,
cnenupuIHOCThIO 64,7%, TMPOTHOCTHYECKON HEHHOCTBHIO MOJIOKUTENBbHOTrO pesynbrata (PPV)
18,7 1 MPOrHOCTUYECKOH IIEHHOCThIO oTpHuIarebHoro pesyabrara (NPV) 100; B TO Bpems Kak
ROC TAIP npu noporosom 3HaueHun <207 mr/a gasan Hanexayro AUC 0,98 (p<0,0001, 95%
J; 0,84-0,99). Ilpornoctuueckass ueHHocTh [AIP Obuia Bbime mo cpaBHeHuto ¢ CPB ¢
qyBCTBUTENHHOCTBIO 100%, cienmpranoctbio 88,2%, PPV 41 u NPV 100 (®ur. 16A-16B).

Heckonpko cepuifHbIX 00pa3LoB OT MIIAZEHIEB ObLIM AOCTYIHBI Y HEKOTOPBIX, HO HE Y
Bcex muazeHues, 10 U nocie noseiaeHuss HOK u CIIK. Jlanee Mbl npoaHaau3upoBalyd YPOBHU
TAIP ¢ ucnonp3zoBaHueM ycraHoBieHHOro koHKypeHTHoro MP®A TAIP. Yposuu IAIP y nereii ¢
HOK Obutn 3HaUUTENBHO HIDKE [0 CPABHEHHIO C YPOBHEM, 0OHapyskeHHbIM y narueHToB ¢ CITK
(®ur. 17) npu mocTaHOBKE AMArHO3a U MOCJIE Havajia JieueHusl. IT0 ObLIHN CiIydaliHble 00pasLipbl,

KOTOpble ObUIM AOCTYIHBI TOJBKO W3 OCTATOYHBIX OOpPAa3LOB KPOBU. DTH PE3YJIbTAThl



59

OEMOHCTPHUPYIOT, uTO YypoBeHb [AIP sBisiercss moNe3HBIM OUOMapKepoM, KOTOPBIM
UICHTU(QHUIUPYET OMacHbIe IS JKM3HM CHUCTEMHBbIE BOCIAJIMTENbHbIE COCTOSHUS, TaKHE Kak
HOK (B nononnenune x HC), ¢ BbICOKON UyBCTBUTEIBHOCTBIO U CIELU(UYIHOCTBIO, & YPOBHU
[AIP, no-Bunumomy, taxxe oriandaroT HOK or MeHee omacHBIX AJis JKU3HHU MATOJOTUYECKUX
cocrosinuil y nauueHTos ¢ CIIK. Tect IAIP nponemonctpuposai npesocxognyro NPV kak as
H3K (100%), Tax u ans HC (98%). Tect IAIP MoxeT MCHONB30BATHCS ISl OMpPeAeeHHUs
pelieHnid Mo JieueHUro (HampuMep, JICUEHHIO AaHTUOMOTHKAMHM), TaKHX KakK JOCPOYHOE
npeKpaleHne y MIaeHIeB, 1Jisl KOTOPbIX OOBIYHBIE TECTHI SBISIFOTCS HEMH()OPMATUBHBIMU.

Pa3paboTka NpoOTOTHIA KOJIHYeCTBEHHOI0 KOHKYPEHTHOI0
uMMyHoxpomartorpaduyeckoro anaausza (MXA) ana IAIP, koropwlii u3mMepsieT ypoBeHb
TIAIP B kpoBu u BeisiBasier HC u HOK

a) Beioop ¢popmara Tecta u cxemnbl anaausa: s popmara skcnpecc-tecra IAIP Obun
BbIOpaH TECT HAa OCHOBE HMMMYHOXpomarorpadudeckoro anammsa (cm. Pur. 18). HMXA
obecrevyrBaeT MHOTO MPEUMYIIECTB MPH pa3padoTke OBICTPOrO aHaN3a HAa MeCTe OKa3aHWs
MEIUIUHCKONH TOMOINH, MOCKOJIbKY OHM pa3paboTaHbl: 1) IJIsI MCMONB30BaHMS HEOOIBINNX
00beMoB obOpasna; 2) sl CIeNOBaHUSI XOPOIIO OXapaKTePU30BAHHOW KUHETHKE W 00eCTIeYeHHSI
KOPOTKHX MPOMEXYTKOB BPEMEHH ISl TIOJYYEHUS PE3YJIbTATOB TECTHPOBAHMS, 3) 4TOOBI OBITH
AHAJUTHYECKH YYBCTBUTEJIbHBIMA M TOYHBIMH, 4) YTOOBI OOBIMHO COIEpKaT BHYTPEHHHI
KOHTPOJIb JJISl IPOBEPKH MPABMWIIBHOCTH PaOOThI YCTPOMCTBA, 5) IJIsl MPOU3BOIACTBA M3 ChIPbS,
KOTOpOE XOpOLIO OXapaKTepHU30BaHO U IIMPOKO AOCTYNHO, W O) IUid I'eHepaluHu CUTHAJIOB,
KOTOPbIE MOTYT OBITh KOJWYECTBEHHO MPOAHAIM3HPOBAHBI C HUCIOJIB30BAHUEM CTPHII-PHIEPA.
Takum obpazom, UXA, kak skcmpecc-tect [AIP, MOXHO HUCHOJB30BaTh, HAIMpHUMEp, IS
UCCJIEZIOBAHMUS 10 MECTY JICYCHUS].

b) Onrumu3auus 3axsara, o0HAPY:KeHHs, H PeareHTOB AJsi o0pa3ua M yCJOBHUH
HNXA:

HavanpHble ycuiaust ObUIM  yCHEMIHBI B NPUCNOCAOJMBAHMM — YCTAHOBJIEHHOTO
koHKypeHTHOoro UPA TAIP x ¢opmaty koHkypeHTHOro MXA myremMm OnTHMMH3aLMU 3aXBata,
OoOHapy’KeHHsl, peareHTOB oOpasla W YCIOBHI HMMMyHOXpomarorpaduueckoro aHanusa. Mbl
TAK)K€ YCTAHOBHJIM KPUBYIO 103a-3QQeKT, a Takke OLEHHJIN BPEMEHHBbIC XapaKTEPUCTUKH
CHUTHAJIa, TOYHOCTh U MOBTOpsieMOCTb (popmarta Obictporo anamuza IAIP. OcHoBaHHBIA Ha
pumepe aHalM3 JAHHBIX pE3yJbTATOB TECTa IMEPBOHAYAIbHO ObUT MPUCHOCOOJEH K
UCTIONIB30BAHUIO C puaepoM TecT-mosocok Qiagen. ITocnme 3TUX MepBOHAYANBHBIX TECTOB MBI
NPUCTYNWIN K ONTUMU3ALUU TECT-MOJOCOK W YCIOBUI aHanu3a, a Takke IMPOTEeCTHPOBAJIH
HECKOJIbKO MOPTAaTUBHBIX PUAEPOB, KOTOPbIE TOCTYITHBI U MOAXOAT AJIsl HALIUX TECT-TMOJOCOK.

¢) Ounmennbiii IAIP u MoHOKJIOHA/NBHBIE aHTHTeJa NpoTuB IAIP (MKAT 69.26):
Oba peareHTa SIBISIFOTCS KIFOYEBBIMH KOMIIOHEHTAMH, HCIOJIB3YEMBIMH B KOHKYPEHTHOM
¢dopmare anammza. Mpbl pa3padoTaq M ONTUMHU3UPOBAIM MACIITAOMPYEMbIH  Criocod
Oouonpouecca ans Beiaenerns IAIP U3 mmasmel yenoBeka, 4TO 0OECTIEYNBAET BBICOKHH BBIXOA U
BBICOKYIO YHCTOTY. | MOpHUAOMHBIE KJIETKH BBIPAIIMBAIN B MACIITAOMPYEMBIX KYJIbTYPaJIbHBIX

kosibax CELLine (Integra Bioscience) mist kpynmHOMacmTaOHOrO MPOU3BOACTBA AHTUTEN in Vitro.
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IgG BBImENsIM W3 CymepHaTaHTa THOPUAOMBI ¢ mOMOIb adduHHONH Xpomarorpadguu Ha
OCHOBe Oenka A.

d) Tecr-monocka: bblIO NOATOTOBIEHO HECKOJBKO OMNBITHBIX MAapTHH MOJOCOK HU
BbIOpaHHast (GopMyja mHpeacTaBiseT coOoil CTa0mnbHYI MIaTGopMy Ui KOJHYECTBEHHOTO
usmepenusi [AIP B mmasme kpoBu uesoBeka: 1) MemOpaHy s HaHeceHusi oOpasua:
LEJUTIONIO3HYI0 MeMOpaHy ¢ Oydepom u cypdaktantom;, 2) MeMmOpaHy Ui KOHBIOTATa:
MeMOpaHy U3 CTEKJIOBOJIOKHA ¢ KOHBIOraToM aHTH-IAIP (MKAT 69.26)-30J0TO U KOHBIOTATOM
kponuuuii IgG- 305m0T0 (KOHTpOJBHAS JIMHUS), 3) HUTPOLE/UTIONO3Y: HuTpouemonosa
osicTporo moroka (Millipore HF090) ¢ nanecennsiM Ha mojiocy I[AIP (tectoBast nuHMA) U
HAaHECEHHBIM Ha TIIOJIOCY KO3bUM aHTHKpoiauubuM IgG (TepMuHanbHas abcopOupyroinas
MeMOpaHa KOHTPOJIbHOM JIMHUU: [eJUTI0JIO3Has MeMOpaHa (0e3 cocTaBa)).

e) O6pazeu: K nmonocke noGasisin HeOobIoH 00beM Tuiasmbl (15 MKIT pa3BeneHHBIX
obpaszuoB 1:5), 3atem 115 mkn Oydepa mis mpoTankuBaHUs oOpasia depe3 MOJOCKy. Yeit3
Oydpep Obur onrummsupoBan: 2 MM Tpuc pH 8,0+100 MM NaCl+0,5% Brij (3¢wup
nonuokcusTuiena) + 0,05% Teun-20+1,0% QeranpHOl Tensubeit cbIBOPOTKU. [TOBEpXHOCTHO
akTUBHOE BemecTBo Brij noOasmsimu B Oydep anst obnerdeHust ObICTPOro yaaleHus] KOHBIOTaTa
U3 BEPXHHUX YUACTKOB MOJIOCKH

f) IIpouenypnoe Bpemsi: Ilomockum wuCHonap30BaNM € oOOpasuaMu IUIA3Mbl UK
kamuoOparopamu IAIP (B Tpex pa3inM4YHBIX KOHLEHTPALMSIX) , a 3aTeéM KOJMYECTBEHHO
onpenensi npu nomomu punepa Qiagen uepes 10, 15, 20, 25, 30, 45 u 60 MuHyT mocie
nobasnenus: obpasua. Ilonocka mpoxommuna mpuMepHO 3a 7 MHH (T. €. HHUTPOLEIUTIOJIO3a
OUYHIIANIaCh OT MOCTOPOHHErO 30JI0Ta) U MOIJIa OBITh MPOYUTAHA B JIFOOOE BpeMs IOCIE TOTO.
Mpel 00Hapy>Xuiu, 4TO Yepe3 15 MHH CHrHajbl 3HAYUTENbHO HE M3MEHIIHCh. Takum obpazom,
MBI OJTMHAKOBO CYMTBIBAJIU TOJOCKH uepe3 15 MuH mocie nobasneHus: o0pasios.

g) Kaau6parops! n kouTpoJn: B kauecTse xanubparopa U BHyTPEHHETO CTAaHAAPTHOTO
KOHTPOJISI HMCTOJb30BaM Iuta3My kpoBu uenoBeka (Llentp kpoBu 1mrata Pop-Aifinennm) c
u3BecTHbIM 3HaueHneM IAIP mo pesynbraram MDA, Paznuunble 1036l ObUIM CO3AHBI MyTEM
pazbasnenust wiazmel 1% FCS-conepsxkammm Oydepom. Mcnonb3ysi MOPTATHUBHBINA TECT-PUAEP
Qiagen (ESEQuant LFR), MbI onpeneniii CTaHAapTHYIO KPUBYIO B nuana3one ot 17,5 mo 1100
MKI/MIJT (MCTIONB3Ys pa3BeneHue obpasua 1:5). Bocnpon3BoauMocTh KaTHOPOBOYHBIX KPUBBIX IO
cyTkaM ObUIa NMpOBEpPEeHa INMyTeM IMOBTOPEHUs W 3amycka Habopa kamubpatopoB mo 13 pas B
pasHOe BpeMs CYTOK B TeueHue 5 cyTok. Pe3ynbrarsl, nokasanel Ha @ur. 19. CpenHee 3HaueHne
u CO kaxnoro u3 3Ha4eHUI ObUTH HaHeCeHbI Ha rpaduk. Pe3yapTaTel AEMOHCTPHPYIOT, UTO TECT
IPOIEMOHCTPUPOBAT TUIOTHBIM pa3dpoc B TeUEHHE S-CyTOUHOrO Mepuosia € OTIMYHBIM
koaddurmentom aucnepcuu (CV menee 15%).

h) Punepsnl TecT-mosiocok um mporpammHuoe ofecnedenne: I1ockonpky Ham 3Kcmpecc-
tect IAIP nmpenHasHaueH JJIs1 KOJMUYECTBEHHOIO aHAIN3a, MbI TLIATENBHO OTOOpaIH puaep AJs
3axBaTa CUTHAJA, T€HEPUPYEMOro TECT-MOJOCKaMu. B mponaxke MMEIOTCS pa3iuYHbIE THUIIBI
punepos. Beibop punepa ocHOBBIBaJICA Ha (PYHKLHUAX U TEXHUYECKUX XaPAKTEPUCTHKAX, TAKHX

KaK KOHCTPYKIIMs, SPrOHOMMKA U HAJEKHOCTb IporpaMMHoro obecneueHus. ITockompky 31O
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Ba)KHasl 4acTb 3KCIPECC-TECTa, Mbl MPOTECTUPOBAIN TPU PA3IUUHBIX PHUIEPA C Pa3IUMUYHBIMU
TEXHOJIOTUSIMHU U PYHKIMAMH IS TTOJIOCOK dKcrpecc-tecta IAIP: 1) mopraTuBHBINA HACTONBHBIN
punep mist rect-nosocok (ESEQuant LFR ot Qiagen); 2) punep Ha ocHoBe noptatuHoro KITK
Detekt RDS 1500 Pro (Detekt Biomedical, Octun, mrat Texac) u 3) cuuThiBaromasi cucreMa Ha
ocHoBe cmaprdona/mranmera (pugep 1Calg- 1Calq, Cont-Jletik-Cutu, mrar Ota). Mbr
oOHapy>xuny, uto punep Detekt reHeprpoBa ydIIyiO JJUHEHHYO KPUBYIO B TUaNa3oHe OT 5 10
700 MKI/mII, 4eM APYTrHe TeCTHPYEMbIE PUIEPHI.

OnpeneneHue BHYTPUJIAOOPATOPHOH M MPOMEKYTOYHONH  MPEU3HOHHOCTH
ONTHMH3HPOBAHHOI0 AHAJIH3A

XapakTepUCTHKN BHYTPUIA0OPATOPHON M MPOMEKYTOUHON MPELU3UOHHOCTH IKCIPECC-
TecTa OBLIH ONPENENIEHBI C UCIIOJIb30BAaHHEM COOPaHHBIX

00pa3noB kpoBH (N=0), KOTOpPbIE HCIIOJIB30BAIN MOBTOPHO B TeUEHHE O CYTOK MOIPSII.
Pe3ynbraTe! ObUTH POYUTAHBI BIIOCIEICTBUHU C UCTIOIB30BAHUEM TPEX PA3TMUHBIX MTOPTATHBHBIX
U py4yHbIX punepoB, a koddpdumment sapuaunu (CV) paccUuThiBAIM W3 PE3yJIbTATOB,
MOJIYYEHHBIX OT KaKIOro otaenbHoro odopasua. CV mis skcnpecc-tecta [AIP ¢ nmpumeHeHneM
punepa ESEQuant Bapsuposancs ot 4 no 16%, B cpenaem 13%, B To Bpems kak punep Detekt
nponeMoncTpuposan cpennee CV B 10% (B amamaszone ot 5-16%) u punep 1CalQ Ha ocHOBe
cmaptdona nemonctpuposan B cpenaem CV 16% (B nuanasone ot 10-23%). Punep Detekt
BBINMOJIHST (YHKLUMU Jydile ¢ OTHOCUTeNbHO Hu3koW CV, ueM 1Ba IOPyrux TECTUPYEMBIX
punepa. s Toro, 4ToOB! OLIEHUTh BHYTPHUIIA0OPATOPHYIO M MPOMEKYTOUHYIO MPELU3UOHHOCTD
TecTa, Mbl TpoBenu 8 o00pasnoB IuasMbl W aHanmsupoBaian ypoBHH IAIP Ha ocHoOBe
ONTUMHU3UPOBAHHBIX MPOTOKOJOB. CUTHAJ, MOJYy4YEeHHBIH W3 KaXaoro oOpasma ObUT MPOYHUTaH
TPHU pa3a Ha pa3In4HbIX puaepax U 3HadeHus IAIP paccunThiBaiu MHAMBUAYATIbHO HA OCHOBE
YCTAHOBJIEHHBIX CTaHIAPTHBIX KpuBbIX. Brocnencreuu, CV ompenensiu U3 TpexX MOBTOPHBIX
yTeHud W ObL1 ycTaHOBNeH auana3oH oT 2 10 8% co cpegnum CV 5% nmns Bcex Tpex
TECTUPYEMBIX PUIEPOB.

Ouenka 3(ppeKTHBHOCTH OBICTPOro0 AHAJIH3A B MJIa3Me MJIAIEHLIEB

Ucnone3yss oOpasupl, cobpaHHble OT MiaaeHUeB B OosnbHune Women & Infants’
Hospital, mbr mposenu ananu3 [AIP Ha OCHOBE ONTUMH3HUPOBAHHBIX YCIOBHH IJII TECTOBBIX
nonocok [AIP, onucannbix Bblile. IlomyueHHble CUTrHANBl CUUTHIBATIM IOCJIEJOBATENBHO C
MOMOLIBIO TpPeX pasMUYHbIX pPUAEPOB, U  Pe3yJbTaTbl pPacCUUTHIBAIM Ha OCHOBE
COOTBETCTBYIOIIEH CTAaHAAPTHOW KpPUBOW puUIEpoB. Pe3ynapTaThl 3KCIPECcC-TeCTOB ObLIH
COTIOCTABJIEHbI C PE3yJIbTaTaMH, MOJYYEHHbIMH C MOMOILIBI YCTAHOBJIEHHOIO KOHKYPEHTHOTO
aHamm3a MDA wu 3HaYeHHs KaKOOrO OTHAENbHOro obpaslia HCHONBb30BATH TPH TOCTPOCHUHU
rpaduka CpaBHUTENBHO C pe3ynbratamu 3kcmpecc-tecta (Dur. 20A-20C). Pesyabrarsl
MOKAa3aJIM OTJIUYHYIO KOPPEISLHI0 MEXy 6 4 KOHKypeHTHOro MDA u pesynpratamMu 3KCIipecc-
TecTa KOHKYpeHTHOro MXA, KoTopbie ObUTH MOJTy4YeHBI B TeUEHHE |5 MUHYT C MOMOIIBIO pUaepa
ESEQuant (Kos¢duuuent koppensuuu R2 0,832, n=311) u punepa Detekt (R2=0,84, n=339).
Tem He menee, punep 1CalQ Ha ocHOBe cMapT(pOHa BOCHPOHU3BEN PE3YJbTAThl HCIIBITAHUI,

KOTOpbIe OBIIIM MEHee COTIOCTaBUMBI ¢ pesyibratamu MDA, ocobeHHo B 00pa3max, copeprkaiimx
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BbICOKHUH ypoBeHb [AIP (>600 mkr/mn).

Takum 00pa3oM, Mbl YCHEITHO W3MEHWINM 6 4acoBOH J1IaOOPaTOPHBIA KOHKYPEHTHBIN
HUDA B skcrpecc-tect IAIP Ha mecTe OkazaHus MEIUIIMHCKON IOMOIIH, KOTOPBIH crocoOeH
u3MepAts nupkynupyroumii IAIP B xpoBu (B mpemenax ot 10-800 mkr/mu) Oe3zomubodHO
(xoadppunment koppensanun R2>0,8 no cpasHenuto ¢ pesynsraramu UDA) B Teuenue 15 MunyT
C MpUeMJIEMOI1 BHYTPUIA0OPATOPHON U MPOMEKYTOYHOH Mpenu3HoHHOCThIO (MeHee 20% CV).
Mps1 noarsepanny, 4uto ypoBeHb IAIP xkpoBU sIBIsI€TCS MONE3HBIM NPOTHOCTUYECKUM MapKepoM
He Tonbko st HC, Ho u g HOK ¢ Beicokoit uyBcTBUTENBbHOCTHIO (100%) M BBICOKOI
cneunpuaHocTbio (88%). Tect IAIP sBnsiercst Oonee cnermpuyeckum B oOHapyxkenuun HOK,
yeMm TecT CPb u yposens IAIP Tak:ke moneseH A yCTaHOBJICHUS OTIUYUN MEXAY NMalueHTaMU
¢ HOK u CIIK.

IIpuHuMast BO BHUMaHUs YCIEIIHYIO aJanTalii KOHKYPEHTHOTO aHaln3a OTHOCUTENIBHO
dopmara XA, mbl oxunaem, uto ananu3 [AIP Ha ocHOBe «CoHmBUY»-MDA, OomucaHHBIN B
JAaHHOM JIOKyMeHTe (Hampumep, Kak Moka3aHo Ha ¢ur. 3A) Takke MOKET ObITh aJanTHPOBAH K
dopmary UXA. beictpoe ompeneneHue komuuecTBO IAIP MokeT mpuBECTH K paHHEMY
BBIABJIEHHIO CYOBEKTOB (HArpuMep, CyOBEKTOB-JIIO/IEH, TAKHX, KaK MJIaSHIIbI, IE€TH, TIOIPOCTKH
U B3pOCIIbIE), IMEIOLINX WJIHM TOABEPIKEHHBIX PUCKY PAa3BUTHS BOCHAIUTENBHOTO 3a00J€BaHUS
WIN COCTOsIHUS, Wi uHbexkuun (Hanpumep, cencuc, HOK, OakrepuanbHas uMHQEKUHs, HIN
apyroe 3a0oieBaHHe, WM MATOJOTMYECKOE COCTOSHHWE) M CBOEBPEMEHHOMY Havay
ONTHUMAJIbHOTO JICUEHUS.

IIpumep 11. Tepaodasublii ananu3 ruaaypoHosasi kuciaora-IAIP

I'manypoHoByt0 Kucnory, conb Hatpus (Sigma-Aldrich), pactBopsiiu B dH,O (cTokoBast
KOHLeHTparuu 1 Mr/min) u nononHutenabHo pazdasisann B 20 MM Oydepe NaHCO3 /Na,CO; pu
pH 9,0. ITatepecsrt, 100 u 200 Hr rHanypoOHOBOI KUCIOTHI HAa JIYHKY UMMOOMIN30BaIH B 96-
ayHouHoM MukporutaHmere (Greiner BioOne, Microlon 600) npu 37 °C B Teuenne 120 MUHYT.
ITocne 6mokupoBanus ¢ MOMOILIBIO 5% obe3kupenHoro cyxoro mosnoka B TBS-T (20 MM Tpuc-
coneBoM OydepHom pactBope npu pH 7,3+0,05% tBuHA-20 (006./00.)) npu 37 °C B Teuenue 60
MuHyT 1 3 npombiBOK TBS-T, cepuiiHo pasBeneHHbIN pacTBop, copepxkammii [AIP (rma3mbl
KpOBU denoBeka M BbICOKoouuineHHoro IAIP B TBS) npobapnsiin B MHKpOIUIAHIIET |
uHKyOupoBamu npu 37 °C B Teuenne 60 MHUHYT. UenoBeueCKyr IJIa3My MOJYYaId MyTeM
KPHONPELUNHTALIIN CBEKE3aMOPOKEHHON IJI1a3Mbl, TIOJY4YE€HHONW W3 MECTHOro 0aHka Kposu. B
5TOM 3KCIIEPUMEHTE HCIOJIB30BAN KPUO-CyNepHATaHT ¢ KoHueHTparmed IAIP 250 mkr/mo
Hauanbhas koHuentpauus ounineHHoro IAIP Obuta 1 mr/ mu. MukporiaHimeT 3ateM 3 pasa
npombiBad TBS-T, u nobapnsinu OGHOTHH-KOHBIOTUPOBAHHOE MKAT 69.26 (MOHOKJIOHAJIBHOE
aHTHUTeNO npoTuB uenoBedeckoro IAIP) B passenenun B TBS 1:1000 u unkyOuposanu npu 37
°C B Teuenue 30 MUHYT.

ITocne Tpex monoaHUTENbHBIX TPOMbIBOK ¢ TBS-T, nobasnsnu pasdasiennyro no 1:5000
B TBS nepokcunasy xpena (I1X), korbrorupoBannyto co crpentaBuanHoM (Inova Bioscience), u
unkyouposanu npu 37 °C B teuenue 30 munyt. Ilocne npombiBku 3 pasa B TBS-T, 50 mkn
Enhanced K-Blue TMB Enhanced K-Blue TMB Substrate (Neogen) nobaBnsiin B Kakayro
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JYHKY W peaknuro ocrtaHaBiuBaiu aobaBienueM 50 Mkn 1 M comsHoit kucnoter (HCI).
W3MmeHeHne 1BeTa CUWTBHIBAJIM C HCIOJb30BaHHMEM crektpodoromerpa (pumepa as
mukporuanimeros Molecular Devices SpectraMax Plus ) npu nivse BoiHbI 650 HM, U CTPOUIIH
CTaHAAPTHYKO KPUBYIO JJIs TUIA3Mbl KPOBU YesioBeka uiu ounieHHoro IAIP mpu 50, 100 u 200
HI/JIYHKY WMMOOWJIM30BAHHYIO THalypoHOBOW kuciaoToH (Pur. 21A-21B). OTu naHHbIE
NOKa3bIBatOT, 4TO IAIP MoOKeT OBITh KOJINYECTBEHHO U3MEPEH B OMOJOTMYECKUX CMECSX IMyTeM
3axBara CJIOKHOHU MoJjiekyJibl IAIP ¢ ucnonp3oBaHueM ruarypoOHOBOH KUCJIOTHI M OOHApYKEHHEM
3axBaueHHOro IAIP ¢ uCMONb30BaHHMEM MOHOKJIOHAJBHOTO AaHTUTENA, CHeUU(PUIHOTO IS
aerkoit uenu [AIP (mampumep, MKAT 69.26). Kak nokasaHo nma @ur. 21A-21B, crannaptHas
KpHUBasi MOKET OBITh ONTUMHU3UPOBAHA U aJANTUPOBAHA C HCIOJNb30BaHHEM ouuineHHoro IAIP
WIM TUIa3Mbl KPOBU ueJioBeKa ¢ U3BeCTHbIM kojmuecTBoM IAIP. CrnemoBarenbHO, 3TOT aHamu3
MOJKET OBITh HCIIOJIb30BAH ISl YCTAHOBJIICHUSI HEM3BECTHOTO KosmuecTsa IAIP B Ouonornueckom
oOpasiie ot cyobekTa. K 3ToMy ¢crmoco0y MOKeT OBbITh HCTOJIb30BAH aJIbTePHATHBHBIN MOAXO, B
kotopoM IAIP-crierudrueckoe MOHOKJIOHAIBHOE aHTUTENO MCHOJNb3yeTcs ans 3axBara [AIP u
TMajJypOHOBAas KHCJOTA, MEYeHHass OWOTHHOM HCIOJB3YeTCsl B KAa4yeCTBE JIMTAHAA IS
oOHapy>keHus cBsizanHoro IAIP, monobHo criocobam, ucronbzyemsM B [Tpumepax 1 u 2.

JAPYI'HE BAPUAHTHI OCYIIECTBJIEHUA NU30BPETEHUA

Bce nyOnmukamuy, mateHThl M 3asBKM HA MATEHT, YIOMSHYTBIE BBIIIE B JIaHHOM
OIMCAHWY, BKJIIOYEHBI B JAHHBIA JOKYMEHT MOCPENCTBOM CChUIKU B TOH K€ Mepe, Kak eClid Obl
KaXxasi OTJeNbHas MyONHMKanus, MaTeHT WM 3asBKa Ha MaTeHT ObUIM KOHKPETHO U OTHENBHO
yKa3aHbl JJi BKJIFOYEHMsI TIOCPEICTBOM CCBUIKU BO BCel ux nosHore. IlpenBapuTenbHble 3asiBKU
CIIOA NeNe 62/490003 u 62/614333 KOHKpPETHO BKJIKOYEHBI B JAaHHBIH JOKYMEHT B IOJHOM
oopeme. Pasnuunble Moaupukanuu M BapHallUK OMUCAHHBIX CHOCOOOB, (hapMaleBTHUECKUX
KOMITO3MLIMIT 1 HAOOPOB COTJIACHO N300PETeHNIO OyAYT OUYEBUAHBI JUIs CHELHUANNCTOB B TAHHON
o0sactu TexHUKU Oe3 OTCTYIUIeHUS OT 00beMa M CYIIHOCTH 3asBJICHHOTO u300pereHusi. XOTs
packpbiTHe OBLIO OMHCAHO B CBSA3M C KOHKPETHBIMH BapUaHTAMH OCYILIECTBIICHHS, CIEAyeT
NIOHUMATb, YTO OHO CIOCOOHO K JNaJbHEHINNM MOAM(PHUKALUAM U YTO 3asBJICHHOE M300peTeHue

HE JOJIXKHO OBITh YpE3MEPHO OTPaHUYICHO TAKUMH KOHKPETHBIMU BapUaHTAMU OCYIICCTBIICHUS.
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®OPMYJIA U3OBPETEHUA

1. Ciocob KOMMYECTBEHHOTO OIpeeNieH s HHTep-anbda naruouropuoro oenka (IAIP) B
oOpa3sLie, MOJIyYeHHOM OT CYOBEKTa, BKIIFOUAIOLITHH:

NpUBEIEeHNE B KOHTAKT 00paslia CO CBS3BIBAIOIUM Ar€HTOM JUISl TIOJYYEHUs] KOMILIEKCa
TAIP-cBsA3BIBaIOLUI areHT, IPUYEM CBSA3BIBAIOLIUI areHT CBsI3aH C MOAJIOXKKOM;

npuBefeHne B KOHTakT Komiuiekca [AIP-cBsi3bIBaroluii areHT ¢ JAE€TEKTHPYIOLIUM
areHToOM; U

OmnpeesieHue KOJIMYECTBA NETEKTUPYIOLIEro areHTa, CBSA3aHHOro ¢ kKomruiekcoMm [AIP-
CBSI3BIBAIOLIUI areHT, JIJIsl KOJIM4ecTBeHHOTo onpenesenus IAIP B oOpasie.

2. Cnocob 1o 1. 1, ornmuuaromwmiics Tem, uro IAIP mpencrasnsier coOoii nHTakTHBIH [AIP.

3. Cmoco®d mo m. 1 waum m 2, OTIMYAKOLIUNCA TEM, YTO CBSI3BIBAIOIIMI areHT
npexacrasisier coboit urany [AIP, kotopslii cBsasbiBaercs ¢ IAIP.

4. Cnocob mo m 1 wioud m 2, OTIMYAKOIIMICS TEM, YTO CBS3bIBAIOILIUI areHT
MpeCTaBiIsieT CO00I aHTUTENO, KOTOpoe cienudruecku cBsizbiBaeTcs ¢ IAIP.

5. Cnocob mo mobomy u3 mm. 1-4, oTiIMYAOIUIiCs TeM, YTO NETEKTHPYIOLIMH areHT
conepxut jmurasy [AIP.

6. Cioco0 mo m. 5, OTIMYAKOIIUIACS TE€M, YTO NETEKTUPYIOIIHA areHT IOMOJHUTEIHHO
COZIEPIKUT aHTHUTENO, KOTOPOE CBSI3BIBAECTCS C ar€HTOM, NeTeKTupyromum jgurasn [AIP.

7. Cnocob mo moOomy u3 mm. 1-4, OTIMYAIOIIMACS TE€M, YTO NETEKTHUPYIOLIUI areHT
NpeaCcTaBisieT CO0O0M aHTUTENO, KOTopoe cenudryuecku cBsizbiBaercs ¢ IAIP.

8. Cnocob mo n. 1, ornuuaroruiicst TeM, uro IAIP Haxogutcs B komiuiekce IAIP-nurana
IAIP.

9. Cnioco® mo 1. 8, OTIMYAIOIIUICS TEM, UYTO CBS3BIBAIOLINI areHT MPeACTaBiIsieT CoOOit
murasp IAIP, xoropsiii cs3biBaercs ¢ IAIP.

10. Criocob mo 1. 9, ornuyaromuiicss Tem, uto jurann IAIP kommiekca TAIP-nmurann
[AIP oTnuyaercs OT CBSI3bIBAIOLIETO areHTa.

11. Criocob 1o 1. 8, OTJIUYAIOIIUICS TEM, YTO CBSA3BIBAIOLINI areHT MpeacTaBisieT coOoM
AHTUTEJIO, KOTOpOe CBsi3biBaeTcs ¢ iuranaoM IAIP kommnekca IAIP-nurang TAIP.

12. Crioco0 1o 1. 8, OTIUYAIOIIUICS TEM, YTO CBSA3BIBAIOLINI areHT MpeacTaBisieT coOou
aHTHUTEJIO, KOTOpoe crierududecku cpsi3biBaercs ¢ IAIP kommiekca IAIP-murang IAIP.

13. Croco® mo mobomy u3 mm. 8-12, oTHYaomuics TeM, 4TO NETEKTHPYIOLIHHA areHT
conepsxut nurana [AIP, koropslii cesi3biBaercs ¢ IAIP.

14. Criocob mo 1. 13, OTIMYAIOIIHICS TeM, YTO NETEKTHPYIOLIHHA areHT JOMOJHUTEIBHO
COZIEPIKUT aHTHUTEJNIO, KOTOPOE CBSI3BIBACTCS C ar€HTOM, NeTeKTupyromum gurasn [AIP.

15. Crioco6 o 1. 13 wnum . 14, otnuyaromuiics tTem, uyto aurann IAIP kommiekca IAIP-
nuraHn [AIP ornuuaercs ot arenTa, nerektupyroiuero jguradg [AIP.

16. Criocob mo mobomy u3 mm. 8-12, oTu4aromuiics TeM, 4TO JETEKTUPYIOIINHA areHT
NpeacTaBisier coOOW aHTUTENO, KOTopoe cBsidbiBaeTcst ¢ jurangom IAIP kommekca TAIP-
nurann [AIP.

17. Cnocob mo mobdomy u3 mm. 8-12, OTIMYAIOIIUINCS TEM, YTO AETeKTUPYIOLIUN areHT
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npencTasisier co0oi aHTUTeNo, KoTopoe cneruduuecku cBszbiBaercsi ¢ IAIP kommiekca IAIP-
nurann [AIP.

18. Cnocob mo mobomy u3 . 4, 6, 7, 11, 12, 14, 16, u 17, oOTAUYAIOLIUICS TEM, UTO
AHTUTEJIO MPENCTABIAET COO0H MOHOKJIOHAIBHOE aHTHUTEJNO.

19. Cnoco6 mo mobomy w3 mm. 4, 7, 12 u 17, OTAMYAOIUACS TEM, YTO AHTHTEJO
npeacrasisier codoi MKAT 69.26 wiu MKAT 69.31.

20. Cnocob mo srobomy u3 . 3, 5, 6 u 8-17, otnuyaromuiics tem, 4o jurana [AIP
BBIOMPAIOT M3 TPYIIbl, cocTosimed u3 3unorokcuna (JIIIC), remapuna, TMCTOHA, THATYPOHOBOM
KHCJIOTBI, BUTPOHEKTHHA, (PUOPOHEKTHHA, JaMUHUHA, TeHaciuHa C, arrpekaHa, ¢gakropa (oH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®HO-crumynuposannoro reHa-6 (TSG-6), ¢pakropa IX,
KOMITOHEeHTa KoMIieMeHTa, pakropa XIlla v TkaHeBOW TPaHCTITyTAMHHA3BL.

21. Criocob 1o 1. 28, OTIUYAIOIIHIACS TEM, YTO KOMIIOHEHT KOMILIEMEHTA MPEICTABIISIET
coboii Clq, C2, C3, C4, C5, Co6, C8, nponepaun unu ¢akrop D.

22. Cnocob mo mobdomy u3 mm. 1-21, OTIUYAIOIUNACS TEM, YTO AETEKTHPYIOIIUN areHT
COIEPKHUT METKY.

23. Cnocob mo m. 22, OTIHYArOUINICS TeM, YTO MeTKa MPEACTaBIisieT co0OM OUOTHH,
dbepment, cyOcTpaT QepmeHTa, PaAHMOAKTUBHYI) METKY, JIOMHUHECIHHPYIOIIee COEIUHEHUE,
KOJJIOUTHOE 30JI0TO, YAaCTHIY WM (IyOPECLIEHTHBIN KPACUTENb.

24. Cnocob no mobomMy u3 m. 1-23, OTIHYAIOIIMIACS TeM, YTO MOUIOKKA MPEACTABIIET
co0OH IJIaHLIET, YaCTUIy, HAHOYACTHUILY, CMOJy, MeMOpaHy, OHO4HI, KOHTEHHEP, TECT-TIOJIOCKY
WIN TPaHyJy.

25. Cnocob mo mobomy u3 mm. 1-24, OTIUYarOIUNACS TEM, YTO CIOCOO TOMOJHUTEIBHO
BKJIFOYAET CTAIHIO IPOMBIBKH MEXKIY CTAAMSIMU a) U b).

26. Cnocob mo mobomy u3 . 1-25, OTIMYArOIIUICS TeM, YTO CIOCO0 JOMOIHUTEIBEHO
BKJIIOYAET CTA/IUIO TIPOMBIBKU MEXy CTaHsIMH a) H C).

27. Cnocob mo mobomMy u3 mi. 1-26, OTIHMYAOIIUACS T€M, YTO CHOCOO TOMOIHUTENIBHO
BKJIIOYAET CTAINI0 OJIOKUPOBAHUS TIEPE]] CTaauel a) Wik CTafuei b).

28. Criocob no mobomy u3 . 1-27, OTIHMYArOIIMNACS TeM, YTO PUBEICHHE B KOHTAKT Ha
craguu a) u/uim b) ocymectBisitoT pu pH ot okoso 7,0 o okoino 3,5.

29. Cnocob mno m. 28, omnuaromuiicss Tem, 4ro pH cocrasisier oT 0koj0 5,0 10 OKOJIO
3.5.

30. Criocob o 1. 29, oriuuaronnuiicst Tem, 4to pH cocrasmsieT okosio 4,0.

31. Crocob mo modomy u3 mm. 1-30, oTauyaromuiicss TeM, 4To obpaser] mpeaAcTaBisieT
co0OM KHIKOCTb.

32. Cnocob no m. 31, OTNINYAOLIUICSA TeM, YTO KHUIKOCTh MPEACTAaBIAET COOON KPOBb,
IUIa3My, CBIBOPOTKY, MO4YY, CIIMHHOMO3TOBYIO JKHAKOCTb, CHHOBHAQJIBHYIO JKHUAKOCTb,
AMHUOTUYECKYI0 KUAKOCTb, HHTEPCTHIHAIBHYIO JKUAKOCTb, (OJUTHKYJSIPHYIO SKHIKOCTb,
NEPUTOHEANBHYIO JKHIKOCTb, JKUIAKOCTb OpOHXOAJIbBEOJSIPHOTO JIaBaXka, TIPYAHOE MOJIOKO,
MOKpPOTY, MMy, *KeJT4b UM TOMOTEHAT TKaHH.

33. Cnoco6 mo mobomy u3 nm. 1-32, ommmuaroumiics cyOBEKT NMpeAcTaBiseT coOoi
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CyOBeKTa-ueoBeKa.

34. Cnocob mo m. 33, OTIAMYArOIIMICS TeM, YTO CYOBeKT ObUl MIEHTH(PHIMPOBAH Kak
UMEIOIINA  WJIM TIOJBEPKEHHBIN PUCKY Pa3BUTHS BOCHAIUTEIBHOrO 3a00JIeBaHUs, WM
NaTOJIOTUYECKOTr0 COCTOSTHUS, WM UH(EKIIIHU.

35. Cnocob no . 33, oTnyaromuiics TeM, 4To CyOBeKT He ObUT MAEHTU(UIIMPOBAH KaK
UMEIOIUI WM TOABEP)KEHHBIH PUCKY Pa3BUTHS BOCHAIUTENBHOrO 3a00JIeBaHUs, WJIH
NATOJIOTUYECKOTrO COCTOSTHUS, WA UH(EKIIHH.

36. Crioco0 mo m. 33, OTIMYAIOLIMICS TEM, YTO CIIOCOO BBIMOJHSIOT IO, ITOCJE HIIH
OHOBPEMEHHO C IHArHOCTUKOW CyObeKTa KaKk MMEIOLIer0 WJIM TOABEPIKEHHOTO PHUCKY
BOCTIAJIUTENILHOTO 3a00JIEBAHMS, FJTH MTATOJIOTHYECKOTO COCTOSIHUS, HJTH MH(EKLIUH.

37. Cnocob mo m. 33 wnmu m. 34, OTIMYAIOIIMICS TEM, YTO CIOCOO BBIMOJHSIOT IO
CYLIECTBY OJHOBPEMEHHO C JIEYEHHEM CyOBEKTa OT BOCHAJIHUTEIBHOTO 3a00JICBaHUS, WIH
MATOJIOTUYECKOTrO COCTOSTHUS, WIIA UH(EKIIIH.

38. Crniocob mo mrobomy u3 mi. 33-36, OTIUYAIOIIUICS TEM, YTO CIIOCOO BBITOJHSIOT A0
JeYeHnss CyObeKTa OT BOCHAIUTENBbHOrO 3a00JIeBaHMSI, MIIH MATOJOTMYECKOrO COCTOSIHHS, HITH
UH(PEKIHH.

39. Cnocob mo m. 33 wnu . 34, OTJIMYAIOIIUICS T€M, YTO CIOCOO BBIMOJHSIOT IMOCHE
JeYeHnst CyObeKTa OT BOCTIIAUTENHHOTrO 3a00JIEBAHMS, WIIM MATOJOTMYECKOrO COCTOSHUS, TN
UH(PEKIHH.

40. Crocob mo mobomy w3 mm. 34-39, OTIMYAOINHMICS TEM, YTO BOCHAJIUTENIbHOE
3a00NeBaHNe WM MAaTOJIOTHYECKOe COCTOSIHUE BBIOHMPAIOT M3 TPYIIBI, COCTOSINEH U3 CEercHca,
CENTUYECKOrO IIOKA, CTEPHJIBHOTO CEICUCa, TPaBMbl, MOBPEXIEHHs, HHCYJIbTa, OCTPOTO
BOCTIAJIUTENILHOTO 3a00JIeBaHMs], CUHAPOMa CHUCTeMHOW BocmamuTenbHOU peakuuu (SIRS -
Systemic Inflammation Response Syndrome), ocTporo nmoBpekaeHust JErKux, CHHAPOMa OCTPOi
nbIxatenbHOH HemoctatouHocTH (ARDS - Adult Respiratory Distress Syndrome), mHeBMOHUH,
HEKPOTH3UPYIOLIEr0 SHTEPOKOJIMTA, OCTPOr0 TAHKpeaTHTa, 3a00JieBaHMsS TOYEK, OCTPOro
MOBPEXKIACHUSI TOYEK, TMOBPEXKIEHHsI TMEYEeHH, OCTPOH HEeIOCTATOYHOCTH KPOBOOOpALICHHS,
NPE3KJIAMIICHH, paKa, METacTas MpH pake, OMyXOoJeBOW WHBa3uH, 3a00eBaHus neprdepuuecKkmux
aprepuii, nuadera 1-oro Tuma wiu 2-0ro TUIMA, aTEPOCKIIEPO3a CEPASHHO-COCYIUCTONU CHCTEMBI,
NEePEMEKAIOIIENHCsT XPOMOTBL, KPUTHYECKOW WINEMHH KOHEYHOCTEH, HH(papKTa MHOKapna,
KapOTHAHOW OKKJIFO3WHM, OKKJIFO3UM MyTMOBHHBI, HHU3KOW MAacCChl TeJla TpH POKIEHUHU,
HEIOHOIIEHHOCTH, BBI3BAHHOTO XUPYPTrUYECKUM BMEIIATENbCTBOM BOCIAJIEHHS, BBI3BAHHOTO
abcrieccoM BOCTIAJICHHUS], PACCESHHOTO CKIIEPO03a, JIETOYHOH HEAOCTaATOYHOCTH, MeprU(epuIecKoil
HEBPOIATHH, TUITOKCUYECKONW HIIeMUM, OaKTepuaibHONH WH(EKUNU, PaH, 0XKOrOB, PBAHBIX PaH,
yIIHOOB, MEPEIOMOB KOCTEH, XUPYPTHYECKUX BMEIIATENIbCTB, HIIEMUU TKAHEH, PEeBMATOUIHOTO
apTpUTa,  MEHUHTUTA,  BOCHAJIUTEIBHOrO  3a00JIieBaHUS]  KHUINEYHHUKA,  XPOHUYECKOM
OOCTpYKTUBHON OOJIE3HH JIETKHX, PUHUTA, MPEKIEBPEMEHHBIX POAOB WM HH(EKIHOHHOTO
3a00neBaHMS.

41. Cnocob mo mobomy u3 mm. 34-39, OTIUYAOIUNACSA TeM, 4TO WH(EKLHUs BbI3BaHA

rpaMOTPULIATENIbHBIME ~ OakTepusiMM, TakUMH Kak Buabl Neisseria, Bximodas Neisseria
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gonorrhoeae u Neisseria meningitidis, Buasl Branhamella, Bkmtouas Branhamella catarrhalis,
Buabl Escherichia, Bxmouast Escherichia coli, Bumgbl Enterobacter, Bumbl Proteus, BxItOYas
Proteus mirabilis, Bunel Pseudomonas, Bkitouast Pseudomonas aeruginosa, Pseudomonas mallei
u Pseudomonas pseudomallei, Bumbel Klebsiella, Bkmouass Klebsiella pneumoniae, Bunbl
Salmonella, Buast Shigella, Buabl Serratia, Bunel Acinetobacter; Bunsl Haemophilus, Birogast
Haemophilus influenzae u Haemophilus ducreyi, Bunbl Brucella, Buner Yersinia, BkIrodas
Yersinia pestis u Yersinia enterocolitica, Buael Francisella, Bkmouass Francisella tularensis,
Buansl Pasturella, Bxmrouast Pasteurella multocida, Vibrio cholerae, Bumbl Flavobacterium,
meningosepticum, Buasl Campylobacter, Bkmouass Campylobacter jejuni, Buzasl Bacteroides
(opanbHbIl, (apuHreanbHblii), BKIO4as Bacteroides fragilis, Bunbl Fusobacterium, Bximrouas
Fusobacterium nucleatum, Calymmatobacterium granulomatis, Buae! Streptobacillus, Bkirouas
Streptobacillus moniliformis, u Bunel Legionella, Bkirouas Legionella pneumophila.

42. Cnocod mo mobomy m3 mm. 1-41, oTiMYarOUIUiics TeM, YTO CYOBEKT SIBISIETCS
HOBOPOXKICHHBIM, PEOSHKOM, TIOAPOCTKOM HUJIH B3POCIIBIM.

43. Croco0 no modomy u3 mim. 1-42, OTIUYAOIHNACS T€M, YTO CIIOCOO BBIMOIHSIIOT OJUH
win OoJiee pas B roxl.

44. Cnioco0 mo 1. 43, OTIUYAIOIIUICS TeM, YTO CIOCOO BBIMOJTHSIIOT ONUH UIH OoJjiee pas
B MECSILI.

45. Cnioco0 mo 1. 44, OTIUYAIOIIUICS TeM, YTO CIOCOO BBIMOJTHSIIOT ONUH UIH Oojiee pas
B HEZIEJIIO.

46. Cnioco0 mo 1. 45, OTIUYarIUICS TeM, YTO CIIOCOO BBITIOJHSIIOT OUH Uik Oojiee pas
B CYTKH.

47. Crioco0 1o 1. 46, OTIUYAOIIMNACS TEM, YTO CIOCOO BBITIOJHSIOT OAUH WK OoJiee pa3
B 4ac.

48. Cnocob mo nmrobomy u3 . 1-47, OTIUYAIOUIMIACS TE€M, YTO CHOCOO BBIMOJHSIOT IO
MEHbIIEH Mepe OJIUH pa3, [0 MEHbLIEH Mepe 1Ba pas3a, IO MEHBLIEH Mepe TPU pa3a, 0 MEHbLIEH
Mepe MATh pa3 WK [0 MEHbIIeH Mepe NecCsTh pas.

49. Cnocob mo mobomy u3 mr. 1-48, OTIUYAOIUNACS TEM, YTO CIOCOO MOMOJHUTEIBHO
BKJIIOYAET BBEIEHUE CYOBEKTY mpenaparta, couep:xkainero IAIP uan TepaneBTHUECKUI areHT.

50. Cnocob mo m. 49, oTnuyaromuiics TeM, 4To CyOBeKT nmMeeT KoHueHTpauuo [AIP,
paBHy0 200 MKI/MJI HJTH HUXKE.

51. Cnocob mo m. 49, orTnuyaromuiicss TeMm, 4To OOpasell, MOJY4YeHHbIH OT CyOBekTa,
UMeeT TOBbIIIeHHbII ypoBeHb Komiuiekca IAIP-nurana IAIP OTHOCUTENBHO 3TaJOHHOTO
obpasua.

52. Cnocob mo mobomy u3 mm. 49-51, oTIMYaroImuiicss TeM, 9TO CYOBeKT MMEET MU
NOJBEPIKEH PUCKY PA3BUTHUS BOCIAJIUTEIBHOTO 3a00J€BAHMUS, WIIH MTATOJOTHUECKOTO COCTOSHUS,
Wi nHQpeKIuu.

53. Crnocob mo mobomy u3 mm. 49-52, OTIMYAIOIIUNCS TEM, YTO CHOCOO BKITFOYAET
BBezieHue cyObekTy IAIP u TepaneBTHUECKOro areHra.

54. Cnoco0 o nrobomy u3 mm. 49-53, OTIHYArOLIHMICS TeM, YTO TeParneBTUYeCKUN areHT
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BBIOMPAIOT M3 TPYIIBI, COCTOSIMIEH M3 aHTUOMOTUYECKOrO areHTa, MPOTUBOBUPYCHOTO areHTa,
MIPOTUBOTPUOKOBOIO areHTa, MPOTUBOMAPA3ZUTAPHOTO areHTa, MPOTUBOBOCIAIUTENILHOTO areHTa,
MIPOTUBOPAKOBOTO areHTa, AHTUKOATYJISHTA, UMMYHOMOJYJIUPYIOLIETO areHTa,
OpOHXOJIUTUYECKOrO areHTa, MHrHOUTOpa KOMIUIEMEHTA, Ba30Mpeccopa, CeJaTUBHOTO CPEICTBA
WJIA UCKYCCTBEHHOW BEHTWJISILIUU JIETKUX.

55. Cnocob mo nrobomy u3 mm. 1-54, OTIHUArOLIMIACA TeM, 4TO CyOBbeKT Obul OOJieH B
TEUYEeHHE 110 MEeHbIIEH Mepe OJJHUX CYTOK.

56. Cnocob® mo m. 55, oTAMYaroImuiicss TeM, 4To CyObekT Obul OOJIeH B TEYEeHUE IO
MEHBbLIEH Mepe OHON HeleNu.

57. Cnocob mo m. 56, OTAMYAOIIUICS TeM, 4TOo CyObekT Obul OOJIeH B TEYEeHUE IO
MEHBLIEH Mepe OAHOIO MeCsLa.

58. Cnocob6 mo m. 57, orTnaudaromuiicss TeM, 4Tto CyObekT Obul OOJIEeH B TEUEHHUE IO
MEHBIIEH Mepe OJHOIO roja.

59. Cnocob mo mrobomy u3 mm. 1-58, oTnuyarommiicss TeM, 4TO Crnocod mpenHa3HaueH
IUTA:

OLIEHKH COCTOSIHUS 3JIOPOBBSI CYOBEKTA,

KOHTPOJISI COCTOSTHUS 3JOPOBBs CYOBEKTA,

C) IUAarHOCTUKH CYOBEKTa KaK MMEIOIIEro HIIN MOABEPKEHHOTO PUCKY BOCTIAUTEIBHOTO
3a00JIeBaHMSI, UJIH MMATOJIOTUYECKOTO COCTOSIHUS, WIH WH(EKIIHH;

d) ouenku 3 (HEeKTUBHOCTH JICUEHUs], HA3HAYAEMOTO CyOBEKTY, HIIN

€) OLIEHKH TsDKECTH 3a00JIeBaHus y CyOBeKTa.

60. Crnocob mo m. 59, OTIMYAOIIMICA TEM, YTO CIOCOO MOMOJHUTEIBLHO BKJIHOYAET
cpaBHenue konnuecta IAIP w/unu xommekca [AIP-nmurann IAIP, oGHapykeHHOrO B 00pasue, ¢
konuuecTBoM IAIP u/ummn kommnekca IAIP-nurann IAIP, HalinenHOro B 0Opasie, MOJy4eHHOTO
OT HOPMAJIbHOTO CyOBEKTa, WJIH C TIOPOTOBbIM 3HAUEHHEM.

61. Cnocob mo m. 60, orauyaromuiicss TeM, 4ro kojgudectBo IAIP B oOpasie, koTopoe
HIke, deM KojuuecTBO I[AIP B oOpasle, MOJy4eHHOM OT HOPMAJbHOTO CYObeKTa, WM
OTHOCHUTEJIbHO TMOPOrOBOr0 3HAYEHMUs, YKAa3bIBAET HA TO, YTO CYOBEKT MMEET WM IMOABEPIKEeH
PUCKY pa3BUTHs BOCHAJIUTELHOTO 3a00JIEBAaHUS, WJIM TATOJOTHYECKOrO COCTOSHUS, WJIH
UH(EKIHH.

62. Crocob mo m. 60, OTIUYAIOIIMICA TEM, YTO KOJMHMYECTBO Komiuiekca IAIP-murammg
IAIP B oOpa3ue, koTopoe BbIe, 4eM KonudecTBO koMmruiekca IAIP-nmurann IAIP B oOpasue,
MOJIYYEHHOM OT HOPMAaJIbHOTO CyOBEKTa, MJIM OTHOCUTENIbHO MOPOrOBOTO 3HAYEHHUS, YKA3bIBAET
Ha TO, 4TO CYOBEKT UMEEeT WJIH MOABEPKEH PUCKY PA3BUTHSI BOCIAJIUTEILHOTO 3a00I€BaHMUS, UITH
MATOJIOTHYECKOTO COCTOSTHUS, WITH MH(PEKIINH.

63. Crnocob mo ymobdomy w3 mm. 60-62, oTnnyaroImmiics TeM, 4to KojmuecTBo [AIP B
oOpa3slie, MOJyYeHHOM OT HOPMAJIbHOTO CYOBEKTa, WM MOPOrOBOE 3HAYEHHE, COCTaBysieT >250
MKI/MJL.

64. Cmocod mo n. 63, ormmmuaroumiics Tem, uyto konudectBo I[AIP B obpasue,

MOJIy4€HHOM OT HOPMAaJIbHOTO CyOBEeKTa, COCTaBIIsIET OT 0K0JI0 260 10 0k0j10 540 MKI/MII.
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65. Criocob no jrobomy u3 mm. 1-64, OTIMYAIOIIUNACS TEM, YTO ONpPEIeIeHHe TOro, YTO
cyObekT nmeer koHueHTpauuto IAIP, paBHyro 250 MKr/Mi uim MeHee, yKa3blBae€T Ha TO, YTO
CyOBEKT MMEeT WJIM MOJBEPXKEH BBICOKOMY PHCKY Pa3BUTHUS BOCHAJIUTEIBHOIO 3a00JE€BaHUS,
WIN TATOJOTMYECKOrO COCTOSIHMA, WM HMHQEKUWH, WIH AUArHOCTHPYETCsl KaK HMMEIOLINH
HOBBILIEHHBIN PUCK 3a00JIEBAEMOCTH W/MITH CMEPTHOCTH.

66. Croco6 mo moOomy u3 mm. 60-65, OTIMYAIIMNCA TeM, YTO CyOBEKT HMeeT
koHueHTpauuo IAIP ot 200 no 300 MKI/Mi 1 TIpH 5TOM CIOCOO BBIMOJHSIOT MO MEHbLIEH Mepe
OJIUH pas3 B roxl.

67. Cnocob mo m. 66, OTIMYAIOLIUICA TEM, YTO CIOCOO BBIMOJHSIOT IO MEHBIIEH Mepe
71Ba pasa B rofl.

68. Cnocob mo m. 66, OTIMYAIOLIUICA TEM, YTO CIIOCOO BBINOJHSIOT IO MEHBIIEH Mepe
OJIMH Pa3 B MECHLL.

69. Cnocob mo m. 66, OTIIMYALIUICA TEM, YTO CIIOCOO BBINOJHSIOT IO MEHBIIEH Mepe
OJIMH Pa3 B HEJEJO.

70. Cnocob mo m. 66, OTIMYAOIIUICS T€M, YTO CHOCOO BBITOJHSIOT IO MEHBIIEH Mepe
OJIMH Pa3 B CYTKU.

71. Cnocob mo m. 66, OTIMYAOIIUICS T€M, YTO CHOCOO BBIMTOJHSIOT MO MEHbLIEH Mepe
OJIMH a3 B yac.

72. Cnocob mo mobomy u3 nm. 1-71, oTnnyaronmiicss Tem, 4to y cyObekTa paHee ObLIO
BOCTIAJIUTENIbHOE 3a00JIeBaHNE, HITU MTATOJIOTHYECKOE COCTOSHUE, MITH WHPEKIH.

73. Criocob mo mrobomy u3 mir. 49-54, OTIMYAOIIHICS TEM, YTO CIOCOO BBIMOIHSIIOT 10
HauaJa JIeYeHUs] U OUH WK OoJiee pa3 B TE€UEHHE Kypca JISUSHMs.

74. Cnocob no mobomy u3 mm. 49-73, OTIUYAIOLIMIACA TEM, YTO CIOCOO BBIMOJHSIOT
TIOCJIe HAaYaJja JISYEHHsI W/WIU TTOCTIe 3aBEPLICHUS JICUSHUS.

75. Cnocob mo mobomy u3 mm. 49-74, OTIMYAIOIIUICS TeM, YTO JIEYEHHUE CUUTAETCS
s¢dexTuBHbIM, eciiu KoHLeHTparus [AIP yBenuunBaeTcsi y CyObekTa OTHOCHTENIbHO Pe3yJIbTaTa
npenBaputenbHoro usmepenus: IAIP y cyObekTa w/uian ecnu KOHIEeHTpaus komriekca TAIP-
muraHn IAIP y cyOpekTa yMeHbLIAETCS OTHOCHTENBHO pe3yJbTaTa MPEABAPUTEIBHOIO
u3Mepenus: komruiekca [AIP-nurang IAIP y cyOnexTa.

76. Cnocob mo modoMy u3 mm. 49-74, OTIWYAOIIMICS TeM, YTO JIEYEHHE CUUTAETCS
Hes(pdexkTuBHbIM, ecnu KoHUeHTpanust [AIP yMmeHbImaeTcs WM OCTaeTcs MOCTOSTHHOH
CcyObeKTa OTHOCHTENBHO pe3yiibTara npensapurenbHoro usmepenus: IAIP y cyObekra w/mim
ecnu koHUeHTpalus komruiekca IAIP-nurana IAIP yBennuuBaeTcs Uin OCTaeTCs MOCTOSHHOM Y
CyObeKTa OTHOCHTEIBHO pe3yJbTaTa NMpPeABAPUTENbHOrO m3MepeHus komruiekca [AIP-nurann
IAIP y cyObekTa.

77. Cnocod mo m. 76, OTIMYAIOLIUNACA TEM, YTO CIIOCOO IOMOJHHTEILHO BKJIHOYAET
MOIU(DHUKALMIO WA U3MEHEHHE JICUCHUS.

78. Cnoco0 nedeHus cyObeKkTa, KOTOPBI HMMEET WM MOJBEPXKEH PHCKY Pa3BUTHUS
BOCTIAJIUTENILHOTO 3a00seBaHust WM HH(PEKIUH, MpudeM OBbLIO ONpEeNeNieHO, uYTO CyOBEeKT

HY’KIAeTCs B JICYEHHH B COOTBETCTBHH CO CIOCOOOM 1o jroOomy u3 mm. 1-77, BKITFOYArO LM
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BBEIEHNE CYOBEKTYy TepaneBTudecku 3¢ exkruBHoro komamuectsa [AIP n/unm repaneBTHUECKOTO
areHTa, BBIOPAHHOT'O M3 IPYIIIBI, COCTOSIIEH U3 aHTUONOTUYECKOTO areHTa, MPOTHBOBUPYCHOTO
areHTa, MPOTUBOrPUOKOBOIO areHTa, MpOTUBOINIAPA3UTAPHOIO areHTa, MPOTHBOBOCTIAIUTEIBHOTO
areHra, IpPOTUBOPAKOBOIO AareHTa, AaHTUKOAryJsHTa, WMMYHOMOJYJIHMPYIOIIErO areHTa,
OpPOHXOJIUTUYECKOrO areHTa, MHruOUTOpa KOMIUIEMEHTA, Ba30NpPeccopa, CEeNaTUBHOIO CPECTBA
VI UCKYCCTBEHHOW BEHTUJIALIUU JIETKUX.

79. Cnocob mo m. 78, OTJIMYAIOLIUICS TeM, YTO BOCHAJIUTEIbHOE 3a00JeBaHUE WU
NATOJIOTUYECKOE COCTOSIHME BBIOMPAIOT W3 TPYMIIbL, COCTOSIEH W3 Cercuca, CENTHYECKOTrO
IIOKa, CTEPUJIBHOTO CEerCHCa, TPaBMbI, MOBPEXAEHUs, UHCYJIbTA, OCTPOr0 BOCMAJIUTEIBbHOTO
3aboneBanus, SIRS, ocrporo moBpexxnenus: gerkux, ARDS, mHeBMOHMU, HEKPOTU3UPYIOIIETO
SHTEPOKOJINTA, OCTPOr0 MAaHKpeaTHTa, 3a00JEeBaHUS MOYEK, OCTPOro MOBPEKICHUS IOYEK,
NOBPEXKIACHUST ~ TMEUEHH, OCTPOH  HENOCTATOYHOCTH  KPOBOOOpAIUEHHUS,  BBI3BAHHOTO
XUPYPTUYECKHM  BMEINATENIbCTBOM — BOCIMAJIEHUsS, BBI3BAHHOTO  a0CIIeCCOM  BOCIAJICHUS,
pacCesiHHOrO CKJlepo3a, IPEdKJIaMIICHH, paka, MeTacTa3 IpH pake, OIyXOJeBOH WHBa3uy,
3aboseBanus nepudepudecknx aprepuid, quadera 1-oro Tuma Wi 2-0Oro THIA, aTePOCKIIEpPO3a
CEpAEYHO-COCYIUCTON  CHUCTEMBI, IEepeMeXaroIlelcs XpPOMOTbL, KPUTHUECKOH MIIEMHUH
KOHEYHOCTeH, WH(papKTa MHOKAapAa, KAPOTUAHOW OKKJIO3MU, OKKJIIO3UHM ITYIIOBHUHBI, HU3KOM
Macchl TeJa MPH POKACHUH, HEAOHOUIEHHOCTH, JISTOYHON HEAOCTATOYHOCTH, MepU(epuIecKoil
HEBPOMATUH, TUIIOKCUYECKOH HINEeMHUH, OaKTepuanbHOW MH(EKLUNH, paH, 0)KOrOB, PBAHBIX DPaH,
ymuOOB, MEPeIOMOB KOCTEH, XUPYPrUIECKUX BMEIIATENbCTB, UIIEMUN TKaHEH, PEBMAaTOUIHOTO
apTpuTa,  MEHUHTUTA,  BOCHAJIUTEIBHOrO  3a00JNeBaHUS  KHUINEYHUKA,  XPOHUYECKOM
OOCTPYKTUBHOI OOJI€3HM JIETKUX, PUHHTA, NPEKAEBPEMEHHBIX PONOB WIM HH(PEKIMOHHOTO
3a00neBaHMs.

80. Cmocod mo m 78, ommuaromuiics TeM, dYro HWH(EKIUs  BbI3BaHA
IpaMOTpHULIATENIbHBIMU  OaKTepusiMHM, TakUMH Kak BuAbl Neisseria, Bkirouas Neisseria
gonorrhoeae u Neisseria meningitidis, Bunsl Branhamella, Bkirouass Branhamella catarrhalis,
Buansl Escherichia, Bximouast Escherichia coli, Bumgbl Enterobacter, Bumbl Proteus, BKIIIOYas
Proteus mirabilis, Buger Pseudomonas, Bxmodass Pseudomonas aeruginosa, Pseudomonas
mallei, u Pseudomonas pseudomallei, Bumsr Klebsiella, Bkmrouast Klebsiella pneumoniae, Buabl
Salmonella, Buner Shigella, Bunbr Serratia, Bunbl Acinetobacter; Buasl Haemophilus, Bkiarouas
Haemophilus influenzae u Haemophilus ducreyi, Buael Brucella, Bungbsl Yersinia, Bkirouas
Yersinia pestis u Yersinia enterocolitica, Buael Francisella, Bxmouast Francisella tularensis,
Buabl Pasturella, Bkmrouas Pasteurella multocida, Vibrio cholerae, Bupbl Flavobacterium,
meningosepticum, Buabl Campylobacter, Bxmodass Campylobacter jejuni, Buzasl Bacteroides
(opanbHbIl, (apuHreanbHblii), BKIO4as Bacteroides fragilis, Bunel Fusobacterium, Bximrouas
Fusobacterium nucleatum, Calymmatobacterium granulomatis, Buael Streptobacillus, Bkirouas
Streptobacillus moniliformis, u Bunsl Legionella, Bkirouas Legionella pneumophila.

81. Habop mnist xonmuuecrseHHoro onpenenerus: [AIP win kommnekca [IAIP-nmurann IAIP
B oOpasue, mpuueM HaOOp CONEPKUT areHt, cBsi3biBaromiuii IAIP, m areHTt, HeTeKTUPYIOIIHiA
IAIP, u

HeoOs13aTebHO, ONHO WM Oojiee U3 CIEAYIOLIEro. IPOMBIBOYHBIN Oydep,

2
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OJIOKHPYIOLINI areHT, cyocTpaT i OOHAPYKEHUSI METKU U WHCTPYKLIHHU I KOJMUECTBEHHOTO
onpenenenus ypoBHs IAIP unn kommuekca IAIP-nurang IAIP B oOpasue.

82. Habop mo 1. 81, oTiIMYaomuiics: TeM, YTO CBSI3BIBAIOLINN areHT UMMOOWJIM30BaH Ha
HOJIJIOKKE.

83. Habop no . 81 mwm 1. 82, OTiIMYAIOIIMIACS TEM, UYTO NETEKTUPYIOIIUI areHT MEeUeH.

84. Habop mo mobomy u3 mm. 81-83, OTIMUAOIIMICSA T€M, YTO areHT, CBSI3bIBAIOLIHIA
IATIP, npencrasinsier coboit IAIP-cnieruduyeckoe antuteno wu aurang [AIP.

85. HabGop mo nmobomy u3 . 81-84, OTIMYAIOIIUNACS T€M, YTO HA0OP IOMOJHUTEIHHO
COZIEPIKUT areHT, cBsi3bIBaronuil murany IAIP.

86. Habop mo m. 85, oTnMuaromuiicss TeM, 4TO areHT, CBsi3biBarouii jurana [AIP,
MpeCTaBIsieT COOOM aHTUTENO, KOTOPOE CBsI3bIBAETCS ¢ uranaom [AIP.

87. Habop no jrobomy u3 . 81-86, OTIUYAIOIIUIACS TEM, YTO areHT, AeTeKTHPYIOIIUH
IAIP, npencrasmsier coboii IAIP-crieruduueckoe antureno i gurasg [AIP.

88. Habop mo mobomy u3 mm. 81-87, oToUYAIOIUICS TeM, YTO HA0Op IOMOJTHUTEITHHO
COJZIEPKUT areHT, feTektupyrouuii turann [AIP.

89. Habop mo m. 88, oTnuYarOmUiACs TeM, YTO areHTt, AeTekTupyromui guraHg [AIP,
NpPEeACTaBIsIET COOOH aHTUTENO, KOTOPOe CrieU(pUUECKH CBsI3bIBAaeTCs ¢ turangomM IAIP.

90. HaGop no . 84 wu n. 87, ornuuaromiicss TeM, uto [AIP-cnenmdrueckoe anTHTENO
NpPEeACTaBIsieT COOOH MOHOKJIOHAJIBHOE aHTUTEIIO.

91. Habop no m. 90, OTIMYArOIINICS TeM, YTO MOHOKJIOHAJIBHOE aHTHUTEJIO TPEACTABIISET
co0oit MKAT 69.26 umn MkAT 69.31.

92. HaGop no mrobomy u3 mm. 82-91, oTiMyaromuiicss TeM, 4TO MOAJIOKKA MPEICTaBIISIET
co0oii maHIIeT, CMOJy, KOHTeHHep, MeMOpaHy, OMOYHNI, YacTUIly, HAHOYACTHILY, TECT-IOJOCKY
WIN TPaHyIy.

93. Habop no mobomy u3 nm. 81-92, OTIMYAIOIIMICS TEM, YTO METKa MPEACTaBIsIeT
coboit ¢epmenrt, cybOctpar ¢epmeHTa, OHOTHH, 4YacTHIy, (IYOPECLEHTHBI KPacHUTEb,
JIOMHHECLEHTHOE COCIMHEHUE WITH PaJUOAKTUBHYIO METKY.

94. Habop o mobomy u3 mim. 84, 86, 87, 88 u 89, ornuyaromumiics TeM, 4yro jurasn IAIP
BBIOMPAIOT M3 TPYIIBI, cocTosiinel u3 sunoTokcuHa (JIIIC), renapuHa, rUCTOHA, THATYPOHOBOM
KHCJIOTBI, JaMUHWHA, TeHacuuHa C, arrpekaHa, BUTpOHeKTHHaA, (puOpoHekTuHa, (akropa (oH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®HO-crumynuposannoro reHa-6 (TSG-6), ¢pakropa IX,
KOMITOHEHTa KoMILIeMeHTa, ¢akropa XIlla 1 TkaHeBOH TpaHCTIIyTaAMHHA3HI.

95. Criocol mo 1. 1, OTIMYAIOIIUICS TeM, YTO CBSI3BIBAIOLINI areHT MpeacTaBisieT coOou
nurann [AIP, kotopsiii cBsizpiBaercs ¢ [AIP.

96. Criocol o 1. 1, OTIMYAIOMIUICS TeM, UYTO CBSI3BIBAIOLINI areHT MPeaCTaBisieT coOoH
aHTUTEJO, KOTOpoe crieuduyuecku ces3piBaeTcs ¢ IAIP.

97. Cniocob mo mobomy u3 1. 1, 95 nnm 96, OTIMYAOIIUNCS TEM, YTO JAETEKTUPYOLIHIA
areHt cofep:xut nurasa IAIP.

98. Cnocob no . 97, OTIMYAOIIMICS TE€M, YTO JETEKTHPYIOLINNA areHT JOMOJHUTEIbHO

COZIEP>KUT aHTUTEJIO, KOTOPOE CBSA3BIBAETCS C ar€HTOM, ACTeKTUpYroIuM aurasy IAIP.
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99. Cnocob mo m. 1, 95 wmnu 96, OTAMYAOIIMHCSA TE€M, YTO NETEKTUPYIOIIMN areHT
NpeacTaBisieT CO00H aHTUTENO, KOTopoe cenudruecku cBsizbiBaeTcs ¢ IAIP.

100. Croco® mo m. 8 wmimu m. 11, OTIMYAOLIMICA TEM, YTO IETEKTUPYIOLIMH areHT
conep>xut nurana IAIP, koropslii ces3biBaercs ¢ IAIP.

101. Cnoco6 mo mn. 100, oTnuuaromuiics TeM, YTO JAETeKTUPYIOLIMH areHT
JOTOJHUTEIBHO COAEPKUT AHTUTENO, KOTOPOE CBSI3BIBAETCSI C AreHTOM, AETEKTHPYHOIIHUM
aurasp IAIP.

102. Croco6 mo 1. 100, otnuyarowmumiicst Tem, uto guradg IAIP kommiekca TAIP-nurana
[AIP otnuuaercs OT areHTa, neTekTupyomero gurann IAIP.

103. Cnocob mo m. 8, 9, wnm 12, OTAMYAIOIIMICSA TEM, YTO NETEKTHPYIOLIUI areHT
npenacTaBisier coOOW aHTUTENO, KOTOpoe cBsidbiBaeTcsi ¢ JjurangoMm IAIP kommekca ITAIP-
nurasn [AIP.

104. Croco6 mo m. 8 wiu m. 11, OTMIMYAKOLIWICA TEM, YTO NETEKTHPYIOLIHI areHT
npencrasisier coOoil aHTUTENO, KoTopoe cneruduuecku cBszbiBaeTcsi ¢ IAIP xommiekca IAIP-
nurann [AIP.

105. Crocobd mo m. 96, OTNIHYAOIIMICA TEeM, YTO AHTUTENO MPEACTaBisieT COoOOH
MOHOKJIOHAJIbHOE AHTHUTEJIO.

106. Crocod mo m. 97, OTNIHYAOIIMICA TEeM, YTO AHTUTENO MpPEACTaBisieT COoOOH
MOHOKJIOHAJIbHOE AHTUTEJIO.

107. Crnocob mo m. 99, OTIHYAOIIMICA TEeM, YTO AHTUTENO MPEACTaBisieT COOOH
MOHOKJIOHAJIbHOE AHTUTEJIO.

108. Cmoco6 mo m. 101, ornuyaromuiics TeM, YTO AHTUTENIO MPEACTABISIET COOOM
MOHOKJIOHAJIbHOE AHTUTEJIO.

109. Cnoco6 mo m. 103, OTIMYAIOIIUIACS TEM, YTO AHTHUTENO MPEACTABIsET COOOH
MOHOKJIOHAJIbHOE AHTUTEJIO.

110. Crnocob6 mo m. 104, OTIUYAIOIIUICS TE€M, YTO AHTUTENO MPEACTaBIsET COOOM
MOHOKJIOHAJIbHOE AHTUTEJIO.

111. Cnocob mo m. 96, OTIMYANOIIUICS TeM, YTO AHTUTENO MPENCTABIAECT COOOH MKAT
69.26 unmu MKAT 69.31.

112. Cnocob mo m. 99, OTINYAOUIUICS TeM, YTO aHTUTENIO MPENCTaBIsAET COOOH MKAT
69.26 unu MKAT 69.31.

113. Crocob mo m. 104, OTIUYAOLMIMICA TEM, YTO aHTHTENO MPENCTAaBISAET COO0H MKAT
69.26 unu MkAT 69.31.

114. Cnocob mo m. 95, ornuuaromuiicss Tem, uro juradg [AIP BeIOMparOT U3 TPyNIb,
cocrosimer u3 sHHortokcnHa (JIIIC), remapuwHa, THUCTOHA, THAJIYPOHOBOH  KHCIIOTBHI,
BUTpOHEKTHHA, (uOpoHekTnHa, namMuHuHa, TeHacuwHa C, arrpekana, ¢akropa ¢oH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®HO-crumynuposannoro reHa-6 (TSG-6), ¢pakropa IX,
KOMITOHEeHTa KoMIieMeHTa, ¢pakropa XIlla 1 TkaHeBOW TpaHCTIIyTAMHUHA3BL.

115. Cnocob mo n. 97, ornuuaromuiicss Tem, uro juradyg [AIP BeiOuparoT U3 rpymnimsl,

cocrosimedd u3 sHporokcuHa (JIIIC), remapumHa, THUCTOHA, THAJIYPOHOBON  KUCIOTBHI,
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BUTpOHEKTHHA, (uOpoHekTnHa, namMuHuHA, TeHacuumHa C, arrpekana, ¢akropa ¢oH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®HO-crumynuposannoro reHa-6 (TSG-6), ¢pakropa IX,
KOMITOHEeHTa KoMmIieMeHTa, ¢pakropa XlIlla u TkaHeBOW TpaHCTITyTAMUHA3BL.

116. Crioco6 mo m. 100, ornuuaromumiics TeM, uyro nuradyg IAIP BeiOuparoT u3 rpymnimsi,
cocrosme u3 osHporokcuHa (JIIIC), remapumHa, TUCTOHA, THANYPOHOBON  KHUCIOTBHI,
BUTPOHEKTHHA, (UOpPOHEKTHHA, JamMuHMHA, TeHacuuHa C, arrpekana, ¢akropa ¢GoH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®HO-crumynuposannoro reHa-6 (TSG-6), ¢pakropa IX,
KOMITIOHEeHTa KoMILieMeHTa, (pakropa XIlla v TkaHeBOW TPaHCTITyTAMHHA3BL.

117. Cnocob mo m. 8, ornmuyaromuiicss TeM, uto jurann [AIP BeIOMparOT W3 TPYIIHIL,
cocrosimeir w3 sSHuotokcuHa (JIIIC), remapuHa, TUCTOHA, THATYPOHOBOW  KHCJIOTHI,
BUTpOHEKTHHA, (uOpoHekTHHa, namMuHuHA, TeHacuuHa C, arrpekana, ¢akropa (¢oH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®HO-crumynuposannoro reHa-6 (TSG-6), ¢pakropa IX,
KOMITOHEeHTa KoMILIeMeHTa, akropa XIlla u TkaHeBOW TPaHCTITyTAMHUHA3BL.

118. Cnocob mo mobomy u3 mm. 114-117, OTAMYAIOMUACS TEM, YTO KOMITOHEHT
KoMIUIeMeHTa npencrasisier coboit Clq, C2, C3, C4, CS5, Co6, C8, nponepaun win dakrop D.

119. Crioco® o 1. 1, OTIMYAOIIMIACS TEM, YTO AETEKTUPYIOIIUN areHT COAEPKUT METKY.

120. Criocob mo m. 119, oTnuyaromuiicss TeM, 94TO MeTKa MpPeAcTaBisieT codoil OMOTHH,
dbepment, cyOcTpaT QepmeHTa, PaAHMOAKTUBHYIO METKY, JIOMHUHECHHPYIOIIee COCIUHEHUE,
KOJUTOM/THOE 30JI0TO, YaCTHLY WM (IyOPECLIEHTHBIN KPACUTENb.

121. Cnmoco6 mo m. 1
IUTAHIIET, YaCTHUIy, HAHOYACTHUIy, CMOJIy, MeMOpaHy, OMOUNI, KOHTEHHEp, TEeCT-TOJOCKY HIIN
rpaHyy.

122. Croco® mo m. 1, OTIIMYAKOIIMICA TEM, YTO CHOCO0 MOTMOJHUTENLHO BKJIHOYAET

OTJIMYAIOIIMHCS TeM, YTO MOMJIOXKKA MPEACTaBIsIET COOOM

2

CTaMIO IPOMBIBKH MEKY CTAIMsIMU a) U b).

123. Crnoco® mo m. 1, OTIMYAOINMICA TEM, YTO CHOCOO IOMOJHHUTENBHO BKJIFOYAET
CTaJUIO MPOMBIBKH MEX1y CTaJUsSMH a) U C).

124. Cnoco6 mo m. 1, OTJIMYAIOIIMICS TEM, YTO CIIOCOO OIMOJIHMTENBHO BKJIIOYAET
CTanuio OJIOKMPOBAHMSI MIEPeN CTaAKel a) uiu craauei b).

125. Cnocob mo m. 1, OTIMYAIOUIMIACA TeM, YTO NMPUBEICHUE B KOHTAKT HA CTaJUU a)
u/wnu b) ocymectsisiror pu pH ot okxomno 7,0 no okodo 3,5.

126. Cniocob mo . 125, ornuyaromuiicss Tem, uto pH cocrasnsieT ot 0kojio 5,0 10 0KoJIo
3.5.

127. Cnocob o m. 126, ornudarommuticst Tem, uyto pH coctasnser okoio 4,0.

128. Cnioco0 1o m. 1, OTIUYaromUics TeM, 9YTO 00pasel] MpeacTaBisieT COOOM KUAKOCTb.

129. Criocob mo m. 128, oTinHyaronuiics: TeM, 4To JKUIKOCTh MPEACTaBIIsIeT COO0I KPOBb,
I1a3My, CBhIBOPOTKY, MOYYy, CIIHHHOMO3TOBYK) JKHAKOCTb, CHHOBHAJIBHYIO JKHIKOCTb,
AMHUOTHUYECKYI0 KUAKOCTb, HWHTEPCTHIHAIBHYIO KUAKOCTb, (DOJUIMKYJSIPHYEO SKUIKOCTD,
NEPUTOHEANBHYIO JKHIKOCTb, JKUIAKOCTb OpOHXOAJIbBEOJSIPHOTO JIaBaXKa, TIPYAHOE MOJIOKO,
MOKPOTY, UMy, 5KeJT9b UM TOMOTeHAT TKaHH.

130. Crioco6 no m. 1, oTauyaroImuics TeM, 4To CyOBeKT MpeAcTaBisieT coOol cyObekTa-
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YeJI0BEKa.

131. Croco® no n. 130, oTauyaroImuiicss TeM, 4TO CyOBbEKT ObLT MACHTU(PHUIMPOBAH KaK
UMEIOIUI WM TOABEP)KEHHBIH PHUCKY Pa3BUTHS BOCHAJUTENBHOrO 3a00JeBaHUs, WM
NaTOJIOTUYECKOTr0 COCTOSTHUS, WM UH(EKIIIHU.

132. Cnocob mo n. 130, oTauYaromuiicst TeM, 4TO CyOBbeKT He ObUT MASHTU(PULIPOBAH
KaK MMEIOIUI WM TOABEPIKEHHBI PHCKY Pa3sBUTHUS BOCHAIUTEIBHOTO 3a00NIeBaHUS, WIN
IaTOJIOTHYECKOTO COCTOSTHUS, WJIH NH(EKINH.

133. Criocob mo 1. 130, OTIUYArOIIHICS TEM, YTO CIIOCOO BBIMOJHSIOT 10, MOCIE UJIH
OHOBPEMEHHO C IHArHOCTUKOW CyObeKTa KaKk MMEIOLIer0 WJIM TOABEPIKEHHOTO PHUCKY
BOCTIAJIUTENILHOTO 3a00JIEBAHUS, HJTH MTATOJIOTHYECKOTO COCTOSIHUS, HJTH MH(EKLINH.

134. Cnoco6 mo n. 130, OTIMYAKOLIMIICA TE€M, YTO CHOCOO BBIMOJNHSKOT MO CYIIECTBY
OJTHOBPEMEHHO C JIeueHHEeM CyOBeKTa OT BOCMIAJIHUTEIBHOTO 3a00JIEBAHUS, MITH MATOJIOTHYECKOTO
COCTOSIHUS, T UH(EKIUH.

135. Cnoco6 mo m. 130, oTIMYarOIMKCS TE€M, YTO CIOCOO BBIMOJHSIOT A0 JICYEHHS
CyOBeKTa OT BOCMAIUTENBHOTO 3a00JI€BaHUS, HITH NTATOJIOTHUECKOTO COCTOSIHUS, VT MH( EKLIUH.

136. Cnocob6 mo 1. 130, OTJIHMYArOLIMICS TEM, YTO CIIOCOO BBIIOJHSIOT ITOCIE JICYEHUS
CyOBeKTa OT BOCMAIIUTENBHOTO 3a00JI€BAHHSI, HIIH MTATOJIOTHIECKOTO COCTOSIHHS, WIIH HH)EKINH.

137. Croco6 mo m. 131, oTIMYArOIIUIACS TEM, YTO BOCIAJUTENLHOE 3a00JIEBaHUE HIIH
NATOJIOTUYECKOE COCTOSIHWE BBIOWPAIOT M3 TPYMIIbL, COCTOSIIEH W3 CErCHca, CENTHYECKOTrO
IIOKa, CTEPUJIBHOIO CENCHUCa, TPaBMbl, MOBPEXAEHUs, MHCYJbTA, OCTPOrO BOCHAJIUTEIBHOIO
3aboneBanus, SIRS, ocrporo mospexnenus nerkux, ARDS, mHeBMOHNMH, HEKPOTU3UPYIOILETO
SHTEPOKOJINTA, OCTPOr0 MAaHKpeaTHTa, 3a00JEeBaHUS IO4YEK, OCTPOro MOBPEXKIECHUS IOUEK,
NOBPEXIEHUST TEYeHH, OCTPOM HENOCTATOYHOCTH KPOBOOOpAIIEHMs, NPE3KIAMIICHH, Ppaka,
MeTacTas IpH pake, OMyXOJeBOH MHBA3uH, 3a00neBanus nepudepudeckux aprepuii, nuadera 1-
Oro TUNA WM 2-0r0 THUIA, aTEPOCKIEPO3a CEpAEYHO-COCYIAUCTON CHUCTEMBI, MEPEMEKAr0LIEeCs
XPOMOTBI, KPUTHYECKOW MIIEMUH KOHEUHOCTEH, MH(papKkTa MHOKapAa, KAPOTHUAHON OKKJIFO3UH,
OKKJIFO3UU IYTMOBHHBI, HU3KOH Macchl Tejla MPU POXKIEHUH, HENOHOLIEHHOCTH, BBI3BAHHOTO
XUPYPTHMYECKHM  BMEINATENIbCTBOM  BOCIMAJICHUsS, BBI3BAHHOTO  a0CIIECCOM  BOCIMAJICHUS,
pacCesHHOTO  CKJIepo3a, JIETOYHOH  HEJNOCTaTOYHOCTH, TNepudpepuyeckod  HEBPOIATHH,
T'HIIOKCHYECKOW HINEeMHH, OaKTepuaJbHOW HWH(MEKLUMH, PaH, OKOTOB, PBaHBIX paH, YIIHOOB,
NepeOMOB KOCTeH, XUPYPTrUYeCKUX BMELIATeIbCTB, UIIEMUU TKaHel, peBMAaTOUIHOIO apTpUTa,
MEHHMHTHUTA, BOCHAJIUTENIBHOrO 3a00JIeBaHUs] KHINEYHUKA, XPOHHYECKOW OOCTPYKTHUBHOM
OO0JIe3HH JIETKUX, PUHUTA, MPEKIEBPEMEHHBIX POAOB WINM HH(EKIIMOHHOTO 3a00JI€BaHMS.

138. Cnoco6 mo m. 131, ommyaromuiics TeM, 4TO HH(QEKUUs BbI3BaHA
rpaMOTpPULIATENIbHBIME ~ OakTepusiMM, TakKUMU Kak BHAbl Neisseria, Bkirodas Neisseria
gonorrhoeae u Neisseria meningitidis, Buasl Branhamella, Bkmtouas Branhamella catarrhalis,
Buabl Escherichia, Bximouast Escherichia coli, Bugbl Enterobacter, Bumbl Proteus, BkIrOYas
Proteus mirabilis, Bugelt Pseudomonas, Bxmouass Pseudomonas aeruginosa, Pseudomonas
mallei, u Pseudomonas pseudomallei, Bunsl Klebsiella, Bkmrouas Klebsiella pneumoniae, Buabl

Salmonella, Buner Shigella, Bunbr Serratia, Bunsl Acinetobacter; Buasl Haemophilus, Bkimrogas
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Haemophilus influenzae u Haemophilus ducreyi, Buael Brucella, Buabsl Yersinia, Bkirouas
Yersinia pestis u Yersinia enterocolitica, Buasl Francisella, Bxmouas Francisella tularensis,
Bunbl Pasturella, Bkmrouass Pasteurella multocida, Vibrio cholerae, suasl Flavobacterium,
meningosepticum, Buabl Campylobacter, Bxmodass Campylobacter jejuni, Buzasl Bacteroides
(opanbHbIl, (QapuHreanbHblii), Bkmovas Bacteroides fragilis, Bunsl Fusobacterium, Bximouas
Fusobacterium nucleatum, Calymmatobacterium granulomatis, Bunsl Streptobacillus, Bkmrodas
Streptobacillus moniliformis, u Bunsr Legionella, Bxirouast Legionella pneumophila.

139. Cnocob mo m. 1, OTIMYAIOIIUICS T€M, YTO CYOBEKT SIBJISIETCSI HOBOPOXKIEHHBIM,
peOeHKOM, IOAPOCTKOM HJTH B3POCIIBIM.

140. Criocob 1o m. 1, oTaU4Yaromuicss TeM, 4TO CrOco0 BBIMONHSIOT OJUH WK OoJee pa3
B IOl

141. Croco6 mo . 140, oTIMYaAOIIUICS T€M, YTO CIIOCOO BBIMOJHSIIOT OOUH UK OoJjiee
pa3 B MecsiLl.

142. Criocob mo . 141, OTIUYAOIMICS TeM, YTO COCO0O BBIMOJHSIIOT OAMH MK Oojiee
pa3 B Hellelto.

143. Cnocob mo . 142, oTIUYAIOIUICS T€M, YTO CIOCOO BBIMOJHSIIOT OOUH UK OoJjiee
pa3 B CYTKH.

144. Cnocob mo . 143, oTIMYAIOIIUICS T€M, YTO CIOCOO BBIMOJHIKOT OOUH UK Oojiee
pa3 B yac.

145. Cnocob mo n. 1, oTiuyarouuiicss TeM, 4To Crnocod BBIMOJHSIOT [0 MEHbIIEH Mepe
OJIMH pa3, IO MEHbLIEH Mepe ABa pa3a, 10 MEHbIIEH Mepe TPU pasa, [0 MEHbLIEH Mepe IATh pa3
WJIY TIO0 MEHBILIEU Mepe AECITh pas.

146. Cnoco® mo m. 1, OTIMYAIOLIMICS TEM, YTO CHOCOO IOMOJHHUTENBHO BKIIOYAET
BBeJIeHHEe CYOBeKTy mpemnapara, conepskamero IAIP uiam TepaneBTHUECKHI areHT.

147. Cnocob mo m. 146, OTIHYAKOLIHNICS TeM, YTO CyObeKT uMeeT KoHueHTparuo [AIP,
paBHy0 200 MKI/MJT HJTH HUXKE.

148. Criocob mo m. 146, oTinuyaromuiics TeM, 4To o0pasell, MOJy4YeHHbIH 0T CyOBbeKTa,
UMeeT TOBBbIIIEeHHbII ypoBeHb Komiuiekca IAIP-nmurana IAIP OTHOCUTENBPHO 3TaJOHHOTO
obpasua.

149. Cniocob o 1. 146, OTIHYArOIUACS TeM, YTO CYOBEKT UMEET MITH TIOABEPIKEH PHCKY
Pa3BUTHS BOCTIAJIMTEIBHOTO 3a00JIEBAHMS, WJIN MTATOJIOTUIECKOTO COCTOSIHHS, WIIH HH)EKINH.

150. Crioco6 o 1. 146, OTIHYAIOLIMIACSA TEM, UTO CIIOCO0 BKIIIOYAET BBEACHHUE CYOBEKTY
TAIP u TepaneBTUYECKOrO areHTa.

151. Crocob mo m. 146 mmu m. 150, oTMUaromuiicss TeM, 4TO TepareBTUYECKUI areHT
BBIOMPAIOT U3 TPYIIIBL, COCTOSINEH M3 aHTHOMOTHYECKOTO areHTa, MPOTUBOBHUPYCHOTO areHra,
NPOTHBOTPHOKOBOTO areHTa, MPOTHBONAPA3UTAPHOrO aAreHTa, MPOTUBOBOCIIAIUTENILHOTO areHTa,
IIPOTHUBOPAKOBOTO areHTa, AHTHKOATyJISHTA, MMMYHOMOJYJIUPYIOLIETO areHTa,
OpPOHXOJMMTUYECKOTO areHTa, HHruOUTOpa KOMIUIEMEHTa, Ba3OMpPeccopa, CEAaTUBHOTO CPECTBA
WM UCKYCCTBEHHON BEHTUJISILIMM JIETKUX.

152. Cnoco0 mo m. 1, oTnuyaromuicss TeM, 4TO CyObeKT Obul OOJieH B TE€YeHHE I10
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MEHBbIIEH Mepe OJHUX CYTOK.

153. Croco® mo m. 152, otnuyaromuiics TeM, 4To CyOBEeKT ObUT OOJEH B TEYEHHE I10
MEHBIIEH Mepe OAHON HEeNeIu.

154. Croco® mo m. 153, ornuuaromuiicst TeM, 4to CyOBeKT Obl1 OOJIeH B TeUeHHE IO
MEHbIIEH Mepe OJJHOrO MeCsIIa.

155. Cnocob mo m. 154, ornuuaromuiicss TeM, 4To CyOBeKT Obul OOJIEH B TE€YEHHE IO
MEHbLIEH Mepe OHOrO roAa.

156. Cnioco0 1o 1. 1, OTIUYAIOIUIACS TeEM, YTO CIIOCO0 MpeIHaA3HAYEH IS

OLIEHKU COCTOSIHUSI 3I0POBbsI CyOBEKTa;

KOHTPOJISI COCTOSTHUS 3J0POBbSI CYOBEKTA,;

C) IUArHOCTUKHU CyOBEKTa KaK UMEIOINEro WIIH MOABEPKEHHOTO PUCKY BOCTIAUTEIIBHOTO
3a00NIeBaHMS, WIIM TATOJIOTHYECKOTO COCTOSIHUSA, TN HH(pEeKINY,;

d) ouenku 3¢(HEeKTUBHOCTH JIEUEHUs], HA3HAYAEMOTO CYOBEKTY;, HITH

€) OLICHKH TSDKECTH 3a00JIeBaHUA Y CyOBeKTa.

157. Cnocob mo m. 156, OTIUYarOIUNiCs TeM, YTO CHOCOO JOIMOJHHUTENBHO BKJIKOYAET
cpaBHeHne konmmdectsa IAIP w/unn komriekca [AIP-nmurann IAIP, obrapykeHHOTO B 00pasie, ¢
kosmuecTBoM [AIP w/umm komruiekca [AIP-nurann [AIP, HaiineHHOTrO B 00pasile, MOJy4eHHOTO
OT HOPMAJIbHOTO CYOBEKTA, WIIH C TIOPOTOBBIM 3HAUEHHEM.

158. Cnocob mo m. 157, otnuyarommmiicst TeM, 4to koiamdectso IAIP B obpasue, kotopoe
HIDKe, 4eM konudectBo IAIP B oOpasnme, MONy4eHHOM OT HOPMAJIBHOTO CyObBEKTa, WIIH
OTHOCUTEJIbHO ITOPOTOBOTO 3HAYEHMs, YKA3bIBAET HA TO, YTO CyOBEKT MMEET WJIM MOJBEpPKEH
PHCKY pa3BUTHUS BOCHAJUTENBHOrO 3a00JE€BaHUS, WJIM MAaTOJIOTMYECKOrO COCTOSHUS, WU
UH(PEKIHH.

159. Criocob mo m. 157, OTIUYaroImuicss TeM, 4TO KOJMMYeCTBO KoMmiuiekca IAIP-nurann
IAIP B obpasue, kortopoe Bbime, 4eM KonuuecTBo komruiekca IAIP-murann IAIP B oOpasue,
MOJIy4€HHOM OT HOPMAJIbHOTO CYOBEKTa, WM OTHOCUTENBHO MOPOTOBOIO 3HAYCHHSI, YKa3bIBAET
HAa TO, YTO CYOBEKT UMEET MU MOABEPIKEH PUCKY PA3BUTHS BOCHIAIUTEILHOTO 3a00IeBaHUS, HITH
NAaTOJIOTUYECKOTrO COCTOSTHUS, WA UH(EKIIHIH.

160. Crnocobd mo m. 157, ornuuaromuiicss Tem, uro konudectBo IAIP B oOpasue,
MOJIy4EHHOM OT HOPMAaJIbHOTO CyOBEKTa, HIIM MOPOTrOBOe 3HAYEHUE, COCTABIISIET >250 MKT/MIT.

161. Cnocob mo m. 160, ornuuaromuiicss Tem, uro konudectBo IAIP B oOpasue,
MOJTy4€HHOM OT HOPMAaJIbHOTO CyOBEKTa, COCTABIISIET OT OKOJIO 260 10 0k0Ji0 540 MKI/MII.

162. Crioco® no 1. 1, OTIHMYAIOIIHMIACS TEM, YTO ONPEAETICHNE TOTO, YTO CYyOBEKT UMEeT
koHneHTpanuio [AIP, papHyro 250 MKI/MII WM MEHEe, YKa3bIBa€T HA TO, UTO CYOBEKT UMEET WU
MOJBEPKEH BBICOKOMY PHUCKY PA3BUTHUS BOCHAINUTENBHOTO 3a00J€BaHUSA, FIIM MATOJIOTHIECKOTO
COCTOSIHUS, WM WHQEKIUH, WIN JAWATHOCTUPYETCS KaK HWMEIOINUH TOBBIIIEHHBIA PHCK
3a0051€BA€MOCTH W/WJIM CMEPTHOCTH.

163. Criocod mo . 157, otnuyaromuiicst TeM, 4YTo CyOBEKT uMeeT KoHIeHTpauuio IAIP
ot 200 o 300 MKI/MJI ¥ TIPH 3TOM CIIOCOO BBITIOJIHSIIOT [0 MEHbLIEH Mepe OUH pa3 B rof.

164. Criocob mo 1. 163, OTIUYAIOIUIACS TEM, UYTO CIIOCOO BBIMOJIHSIIOT IO MEHbIIEH Mepe
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IBa pas3a B rof.

165. Criocob mo 1. 163, OTIUYAIOIIUIACS Te€M, YTO CIOCOO BBITIONHSIIOT 10 MEHbLIEH Mepe
OIIMH Pa3 B MECHILI.

166. Crioco0 mo 1. 163, OTIUYAIOIUIACS TEM, UYTO CIIOCOO BBIMOJIHSIIOT IO MEHbLIEH Mepe
OJIMH pa3 B HEZEIO.

167. Ciocob mo m. 163, OTIHYAOIIMIACS TeM, YTO CIIOCO0 BBIMOJHSIOT MO MEHbIIEeH Mepe
OIIUH Pa3 B CYTKH.

168. Criocob mo 1. 163, OTIUYAIOIIUIACS TEM, YTO CIIOCOO BBITIOJHSIIOT MO MEHBIIEH Mepe
OJIMH Pa3 B Hac.

169. Criocob mo 1. 1, OTIMYaroIIHics TeM, YTO Y CyObeKTa paHee ObLJIO BOCMAIUTENBHOE
3a00JIeBaHNe, WIH MATOJIOTUYECKOe COCTOSTHUE, UTH HH(PEKITHS.

170. Crocob6 mo m. 146, OTIMYAIOIIUNCA TEM, YTO CIOCOO BBIMOJHSKOT 10 Hadaja
JIeUeHUsl U OJUH Wik OoJiee pa3 B TEYEHUE Kypca JISYSHHSI.

171. Cnocob mo m. 146, OTIUYAIOIIUICS TEM, YTO CIOCOO BBIMOJHSIOT IMOCJE Hadaja
JICUEHUs] W/ WITH TIOCIIe 3aBEPIIEHUS JICUSHUSI.

172. Crnocob no n. 146, OTIUYAOIIMIACS TE€M, YTO JieueHHe cuuTaercs 3(PQeKTUBHBIM,
eciu koHumeHrpaumst IAIP  yBenwuuBaercss y CyOBeKkTa OTHOCUTENBHO — pe3yJibTara
npensaputenbHoro usmepenusi IAIP y cyObpekra w/minm ecnm koHIEeHTpanusi komruiekca [AIP-
murang IAIP y cyObekrta yMeHbIIAeTcss OTHOCHUTENBHO pe3ysibTaTa MPEeaBapUTEIBHOTO
usmepenust komruiekca IAIP-nmurang IAIP y cyObekra.

173. Cnoco0 no 1. 146, oTnuyaromuiics TeM, 4To JIedeHne cuuTaercs Hed(h(eKTUBHBIM,
ecnu KoHUeHTpauus IAIP yMeHbInaercss MM OCTaeTcss MOCTOSHHOM y CyObEeKTa OTHOCHTENBHO
pesynbTata mnpeaBapurenbHoro usmepenuss IAIP y cyOpekra w/wiam eciau KOHIIEHTPALHs
komrmiekca IAIP-nmurann IAIP yBenuuuBaeTcs WM OCTaeTCs MOCTOSHHON Yy CyObekTa
OTHOCHUTENIBHO pe3yJibTaTa MpeABapUTeNbHOro usMepenus kommiekca IAIP-nurang IAIP vy
cyObeKTa.

174. Cnoco6 mo 1. 173, OTIMYArOIIUNACS TEM, YTO CIOCOO MOMOJHUTEIHHO BKJIFOUYAET
MOIU(PUKALMIO WITH U3MEHEHHE JICUEHUSI.

175. Cnocob nedeHus CyObeKTa, KOTOPBI MMEET WM TMOIBEPKEH PUCKY Pa3BUTHS
BOCHAJIUTENILHOTO 3a00yieBaHus WU WHQEKIHH, MpPUYeM ObLIO OMpenesieHO, YTO CyOBeKT
HY’KIAeTCs B JICUEHUU B COOTBETCTBUU CO CIIOCOOOM MO 1. 1, BKIIFOYAOIUI BBEIEHUE CYOBEKTY
TepaneBTHUeckn 3(dexTuBHOro Kommuectsa IAIP  w/mnm  TepameBTHUYECKOrO — areHra,
BBIOPAHHOTO U3 TPYIIIBI, COCTOSIIEH U3 aHTHOMOTHYECKOTO areHTa, MPOTHBOBUPYCHOIO areHTa,
MIPOTUBOTPUOKOBOIO areHTa, MPOTUBOMAPA3ZUTAPHOTO areHTa, MPOTUBOBOCIAUTENILHOTO areHTa,
MIPOTHUBOPAKOBOTO areHTa, AHTUKOATYJISIHTA, UMMYHOMOJY JIUPYIOLIETO areHTa,
OpOHXOIMTUYECKOTO areHTa, MHrHOUTOpa KOMIUIEMEHTA, Ba30MpPeccopa, CeIaTUBHOTO CPEICTBA
WJIA UCKYCCTBEHHOW BEHTWJISILIUU JIETKUX.

176. Cnocod mo 1. 175, OTAUYArOIIUICSA TEM, YTO BOCHAJIUTENbHOE 3a00jIeBaHUE WU
MATOJIOTUYECKOE COCTOSIHME BBIOMPAIOT W3 TPYMIbI, COCTOSIIEH W3 CElCHuca, CENnTHYECKOro

iokKa, CTCPUJIbBHOI'O CE€IICHCA, TPAaBMbI, IMOBPCKACHUA, HUHCYJIbTA, OCTPOrO BOCHAJIUTCIIBHOI'O
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3aboneBanms, SIRS, ocrporo mopexnenus: nerkux, ARDS, nmHeBMOHMH, HEKPOTU3HUPYIOILETO
SHTEPOKOJINTA, OCTPOr0 NaHKpeaTHTa, 3a00JEeBaHUS IOYEK, OCTPOro MOBPEKICHUS IIOUEK,
MOBPEKACHNUS NCYCHU, OCTpOfI HEAOCTAaTOUYHOCTH KpOBOO6paH_IeHI/I${, BBI3BAHHOI'O
XUPYPTrUUICCKUM BMCIIATCJIICTBOM BOCIIAJICHUA, BBI3ZBAHHOI'O a6cuecc0M BOCIIAJICHUAA,
pPAacCessHHOTO CKJIepo3a, NPEsKJIAMICHH, paka, MeTacTa3 IpH pake, OINyXOJeBOH WHBA3UH,
3aboneBanus nepudepuueckux aprepuii, nuabera 1-oro Tuma uaM 2-0ro TUMA, aTePOCKJIEPO3a
CepAEYHO-COCYIUCTOM  CUCTEMBI, MEPEMEXKAOIIENHC XPOMOTBL, KPUTHYECKOH MIIEMHUH
KOHEYHOCTel, WH(papkra MHUOKapAa, KApOTHIHON OKKJIFO3MM, OKKJIFO3UU IYIOBUHBI, HH3KOM
Macchl Tejla MPH POKACHUH, HEAOHOUIEHHOCTH, JIESTOYHOH HEAOCTATOYHOCTH, MeprU(eprudecKoit
HEBpPOMATUH, TUIIOKCUYECKOH HINEeMUM, OaKkTepualbHOW MH(EKLUH, paH, 0XKOTOB, PBAHBIX PaH,
yIuOOB, MEPEIOMOB KOCTEH, XUPYPTUIECKIX BMELIATEIbCTB, HIIEMUN TKaHEH, peBMAaTOMIHOTO
apTpura, MCHHHI'UTA, BOCHAJIUTEIBHOI'O 3a00J1eBaHUs KHIICYHHKA, XpOHquCKOﬁ
OOCTPYKTHBHOI OOJI€3HM JIETKHX, PUHHTA, IMPEKAECBPEMEHHBIX POJOB MM HH(EKLIHOHHOTO
3a00NeBaHMS.

177. Cnocod mno mn. 175, oTniuuaromuiics TeM, 4YTO UWH(EKIHs BbI3BaHA

,
rpaMOTpPULIATENIbHBIME ~ OaKkTepusiMM, TakMMH Kak BHAbl Neisseria, Bxirodas Neisseria
gonorrhoeae u Neisseria meningitidis, Buasl Branhamella, Bkmtouas Branhamella catarrhalis,
Buabl Escherichia, Bximouast Escherichia coli, Bugbl Enterobacter, Bumbl Proteus, BKIIrOYas
Proteus mirabilis, Bugel Pseudomonas, Bxmouass Pseudomonas aeruginosa, Pseudomonas
mallei, u Pseudomonas pseudomallei, Bunsl Klebsiella, Bkmrouas Klebsiella pneumoniae, Buabl
Salmonella, Buner Shigella, Bunbr Serratia, Bunsl Acinetobacter; Buasl Haemophilus, Bkirogas
Haemophilus influenzae u Haemophilus ducreyi, Buagel Brucella, Bunbsl Yersinia, Bkirouas
Yersinia pestis u Yersinia enterocolitica, Buasl Francisella, Bxmouas Francisella tularensis,
Buasl Pasturella, Bxmrouast Pasteurella multocida, Vibrio cholerae, Bunmbl Flavobacterium,
meningosepticum, Buasl Campylobacter, Bkmouas Campylobacter jejuni, Bumer Bacteroides
(opanbHbIli, (apuHreanbHblii), BKIO4as Bacteroides fragilis, Bunbl Fusobacterium, Bxirouas
Fusobacterium nucleatum, Calymmatobacterium granulomatis, Buas! Streptobacillus, Bkirouas
Streptobacillus moniliformis, u Buner Legionella, Bkirouas Legionella pneumophila.

178. Habop mo 1. 81, OTIUYAIOIIUIACS TEM, YTO AETEKTHUPYIOIIHIA areHT MEYEH.

179. Habop mo mn. 81, oTaM4YarOmuics TeM, 4YTO areHT, cBs3bBaromuii [AIP,
npencrasisier codoit IAIP-cnenududeckoe anruresno wiu aurang [AIP.

180. Habop o . 81, oTinuyaromuiicss TeM, 4TO HaOOp AOMOJHUTEIBHO CONEPKHUT areHT,
cBs3biBarouii qurann [AIP.

181. Habop mo m. 180, oTiaudaroImuiics TeM, YTO areHT, cBsi3bIBaroluil yurann [AIP,
MPEICTABIISIET COOOI aHTUTENO, KOTOPOE CBsI3bIBAETCs ¢ murangaom [AIP.

182. Habop mo n. 81, oriauuaromuiics TeMm, 4YTO areHT, naerektupyromuii [AIP,
npenctasisietr codoit IAIP-cnemmduueckoe anruresno wim aurang [IAIP.

183. Habop mo . 81, oTnuyaromuiicss TeM, 4To Ha0Op AOMOJHUTENBHO COAEPIKUT areHT,
nerexkrupyromuii qurann [AIP.

184. HaGop mo m. 183, oTnnu4arOmuiics TeM, 4YTO areHrt, AeTekTupyromuii jurang [AIP,
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NpEeACTaBIsIET COOOH aHTUTENO, KOTOPOE CreLN(HUECKH CBA3bIBAETCA ¢ muranaom IAIP.

185. Habop mo m. 179 wmm n. 182, ornmmuaromuiicss tem, uyro [AIP-cneundmueckoe
AHTUTEJIO MPENCTABIAET COO0H MOHOKJIOHAIBHOE aHTHUTEINO.

186. HabGop mo mn. 185, ornuuarommiics TeM, YTO MOHOKJIOHAJIBHOE AHTHUTENO
npezacTasisieT codoi MKAT 69.26 wiu MKAT 69.31.

187. HaGop mo m. 82, OTIMYAIOIIUICS TeM, 4YTO TMOIJIOKKA TMPEACTABIsSET COOOH
IUTAHIIET, CMOJy, KOHTeHHep, MeMOpaHy, OMOuYHNI, YacTHIly, HAHOYACTHUIlY, TECT-TIOJIOCKY WM
rpaHyy.

188. HaGop mo m. 81, oTiM4aroImuiicss TeM, 4TO METKa MPENCTaBJseT Co0OH (epMeHT,
cyoctpar ¢depmenta, OuoTHH, dYacTully, (IYOPECLEHTHBIH KpacHTeNb, JIOMHHECLIEHTHOE
COEAMHEHNE UM PATUOAKTHBHYIO METKY.

189. Habop mo mrobomy w3 mm. 179-184, ornuyarommiics Tem, uto jurann IAIP
BBIOMPAIOT M3 TPYMIbI, cocTosime u3 sunorokcuna (JIIIC), renapuHa, THCTOHA, THATYPOHOBOM
KHCJIOTHI, JJaMUHWHA, TeHacunHa C, arrpekaHa, BUTPOHeKTHHA, (puOpoHekTHHa, (akropa (oH
Bunnebpanna, nenrpakcuna-3 (PTX3), ®HO-crumynuposannoro reHa-6 (TSG-6), ¢pakropa IX,
KOMITOHEeHTa KoMIieMeHTa, akropa XIlla u TkaHEeBOW TPaHCTITyTAMHUHA3BL.

ITo noBepenHocTn
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OUT. 16A

R

MHTep-anbda-uHruouTop
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