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IlepexpecTHAas CCHLIKA HA POACTBEHHBIE MPUJIOKEHHS

Hacrosmas 3asBka ncnpammBaeT IPHOPUTET COINIACHO NpensapuTenbHoil 3asBke CIIA Ne 62/014341, mo-

nmarao# 19 urons 2014 roma, koTopas BKIIIOYSHA B TaHHBIN JJOKYMEHT B ITOJTHOM 00beMe TIOCPEICTBOM CCBHIITKH.
O0J1acTh TEXHUKH

N3o0pereHne OTHOCUTCS K IPUMEHEHHUIO GepMeHTa ne3okcupubdonykineassl (JIHKa3br) ans npenpoTsparie-
HUS WIA OOJETYEHUSI TOKCHIHOCTH, CBA3aHHOW C Pa3IMYHBIMU IUTOCTATHYECKUMH W/MIIM IUTOTOKCHYECKUMU
XIMHOTEPAIIEBTHICCKUMH TIPeTIapaTaMy U JTy4eBOil Teparnuei.

YpoBeHb TeXHUKH

PakoBbie 3a0osieBaHUSI BHOCSAT CYLIECTBEHHBIH BKJIaJ B IPUYMHBI CMEPTHOCTH Yy Jroneil. B HacTosmee
BpeMsl TICPEAOBBIMU METOJIAMU JICUCHUSI paKa SBISIOTCS XUPYPTUICCKHUN, paJIAAIMOHHBIN, 8 TAKKE IIUTOCTATH-
YecKasi /MM IIUTOTOKCHYECKast XUMHUoTepanus. HecMoTpst Ha JOCTHXKEHUs B 00J1aCTH XMMHOTEPaNIeBTHUECKOTO
JeyeHus] OONBIIMHCTBO METOJIOB XUMHOTEPANIEBTUUECKOTO JIEYCHUS CBSI3aHBI C CEPhE3HBIMH MOOOYHBIMU d(-
(bexTamu, BKIIOYAs MHEJIOMATHIO, TEMATOMATHIO, PACCTPOMCTBA MUIICBApEHUs (TOIIHOTY, PBOTY, aHOPEKCHIO,
JIMapero, 3arop), JISTOYHYI0 HEJ0CTaTOYHOCTb, IEPMATOIIATHIO, PACCTPONCTBA HEPBHON CHCTEMBI, SHIOKPHHHBIC
paccTpoiicTBa, TEHUTAIBHBIC PACCTPOMCTBA, CEPIEYHO-COCYANCTHIE 3a00IeBaHuUs, TENATONATHIO, PACCTPOUCTBO
TIO/DKETYAOTHOM Kene3bl, He(hypomaThio, 3a00I€BaHN MOYEBOTO Ty3bIPS, THIIEPYPUKEMHUIO, CHIKCHIE UMMYHO-
KOMITETEHTHOCTH, WH()EKIMH, THIIEPIYBCTBUTEIHHOCTh K CBETY, BBIMIAJCHHE BOJIOC M T.J. (2-5). DTH mobovIHbIE
3¢ (eKTHI MPEACTABIAIOT YIPO3y UL KU3HHU WM CEPHE3HO OCTIA0NIAIOT MAIIEHTOB U SBIISIOTCS CYIIECTBCHHBIMH
(bakTopamu 3a007I€BaEMOCTH M CMEPTHOCTH, CBA3aHHOHN C IPIMEHCHHEM XUMHUOTEPATIHH.

OmHUM U3 OCHOBHBIX OCJIOXHEHHH XHMHOTEPANIeBTHYECKOTO JICUCHHUS paka SBJSIETCS MOBPEXKICHHE WM
nojaBjeHue (YHKIHMHA KOCTHOTO MO3ra. B wacTHOCTH, XUMHOTEpaIys HOBPEXIAeT WIN pa3pyliacT TeMONO3TH-
YecKue KJICTKHU-TPEIIIECTBEHHUKH, IIPEUMYIIIECTBEHHO JIOKAJTM30BaHHBIE B KOCTHOM MO3TE H CEJIe3eHKE, PUBO-
Il K HAPYIICHUIO MPOIYKIIMYA HOBBIX KJICTOK KPOBH (TPaHYJIOIMTOB, TUM(OIUTOB, S3PUTPOLUTOB, MOHOIIUTOB,
TPOMOOIIMTOB | T.J.). MHOTHE MAIUCHTHI, CTPAJAIONINC OT paKa, YMUPAIOT OT HH(PEKIMH WIH JPYTUX MOCICACT-
BUH TEMOITOITUYCCKOW HETOCTATOYHOCTH IMOCIC OKOHYAHHS XMMHOTCPANUU. XHUMHOIMPEIapaThl TAKXKE MOTYT
MIPUBOJUTH K CYOHOPMAJILHOMY 00pa30BaHUIO TPOMOOITUTOB, YTO MOXKET OBITh MIPHUUWHON MPEIpacoI0KEHHO-
CTH K KPOBOM3JIUAHHIO. VIHTHOMpOBaHNE CO3PEBaHUS SPUTPOLIUTOB MOXKET IIPUBECTH K aHEMHUH. TakKe HeJaBHO
OBIJIO TOKAa3aHo, 94TO pa3paboTKa Oojiee MOIIHBIX IMUTOTOKCHUECKUX METOJOB JICUeHH U Oosee d(pPeKTHBHBIX
CXeM XHMHOTEepanuu s 0oiee MUPOKOTO CHEKTpa 3JI0KAYeCTBEHHBIX HOBOOOPA30BAHWI 3HAYUTEIHHO YBEIH-
YHBAET YaCTOTY CEPHE3HOTO TOKCHYECKOTO HEXKENATeIFHOTO SBICHNUS, Ha36IBAEMOT0 CHHIPOMOM JIH3HCa OITyXO-
mu (CJIO, TLS) (16). CJIO (TLS) npeacrapuseT coboi rpymnny MeTaboIMIeCKUX OCIIOKHEHUH, KOTOPhIE MOTYT
BO3HHKATh B PE3YJIbTaTC BBCACHUS IUTOTOKCUYCCKHX IPENapaToB, HAHOOJEe YacTo B CIIydyac XUMHUOTEPATICBTH-
YECKOT0 JICYCHUS TIUM(POM U JICHKO30B, M BBI3BAHHI MMPOYKTaAMHU KIIETOYHOTO paciajga OTMHUPAFOIIUX KICTOK.

OcHOBHasl IPUYNHA CEPHbE3HOCTH CUMIITOMOB U IUIOXOH NMEPEHOCHMOCTH XMMHOTEpAIUU 3aKITI0YaeTCs B
TOM, YTO XUMHOTEPANICBTHICCKHE MPEMapaThl YaCTO HE MOTYT Pa3lIN4aTh HOPMAJIbHEIC 3JI0POBBIC KICTKH U OITy-
XOJICBBIC KJICTKH, IUIS HAICIUBAHMS HAa KOTOPHIC OHM MpeAHa3Ha4YeHEI. [Ipyroil MexaHW3M, 00YCIIaBIHBAFOLIHIA
TOKCHUYECKOE OCJIOKHEHHE XMMHOTEPANICBTHYECKOTO JICUCHHUSI, 3aKJII0YaeTCs B TOKCHYECKOM BO3/ICHCTBUM KJle-
TOYHBIX KOMITOHEHTOB, BBICBOOOXKIaeMBIX W3 KJIETOK, ITOJBEPTAIOIINXCS HEKPO3y WM aIlloNTO3y B PE3yNbTaTe
TUOEIN KJIETOK, BEI3BAHHOW XUMHUOTEPAITHEH.

[To6ounbIe 3¢ HEKTHI, CBSI3aHHBIE ¢ IPHEMOM XUMHOTEPANIEBTHYECKUX MPETapaToB, OTPaHNIUBAIOT YaCTOTY
1 TO3UPOBKY, TPH KOTOPHIX MOTYT OBITH BBEJICHBI YKa3aHHbIEC IPETIapaThl, IPUBOI K CHIDKEHHUIO (P (PEKTUBHOCTH.

ITo mepe pa3BUTHSA KOHLENIINHA UTOTOKCHYECKOW CHCTEMHON XMMHOTEPAINTNU OBLIO MPOBEACHO MHOMKECT-
BO HAyYHO-MCCJIEJOBATEIbCKUX PabOT C 1IETBI0 ONPENETUTh BO3MOXKHBIE CIIOCOOBI YMEHBIICHUSI TOKCHUECKHX
OCIIOXKHCHUH XUMHOTEpauy U n30eKaTh OCTAHOBKY MpHEMa MAlMEHTAMU XEMOTEPANCBTHUCCKUX MpPEnapaToB.
OnuH BO3MOXKHBIH ITOJIX0/T 3aKIIIOYAETCS B U3MEHEHHH /103 M CXEM ITPUMEHEHHSI XUMHOTEPAIIeBTHYECKHUX Tpera-
paToB H, KaK CIJIe/ICTBHE, B BO3JICHCTBNY Ha MallMeHTa MEHEee TOKCHYHBIX 7103 (60). JIpyrue noaxoabl 3aKIII04atoT-
Csl B I3MCHCHHH PEKUMA TIUTAHU, HATPUMED TOJIOJaHUU WM OTPAHHYCHUU OTPEIICIICHHBIX IPOTYKTOB BO Bpe-
Ms | TIociie XuMuoTepanuu (7); a Tak:ke M0OaBICHUH B PAIMOH MAIUCHTa HECKOJIBKHUX CICIM(PHUCCKIX ITHIIC-
BBIX aMUHOKHUCIOT (8). IIpuMeHeHne omnpeneaeHHbBIX MEeTAa0OJMIEeCKIX aHTHIIOTOB, CHEIM(PUIHBIX K JEKapCT-
BEHHBIM CPEJICTBAM, B YaCTHOCTH AIIMPOBAHHBIX NMPOW3BOAHBIX YPUIMHA WM HMUTHAWHA, C IEIBI0 MPEIOT-
BPAIICHUS TOKCHYECKUX OCJIOXKHEHHH, BBI3BAHHBIX aHAJIOTaMH NHPUMHIMHOBOTO HYKJICO3WIa, OMMCAHO B IIa-
tente CIIIA Ne 7776838. [IpuMeHeHHe TIMKO3WIa XPOMAaHOJIA JUIS MPEAOTBPAIICHUS TOKCHISCKOTO JTEeHCTBUS
ATKWIHpYOMUX npenapatoB onucano B mateHTe CIIA Ne 7462601. Taxke ObUTO MPENIOKEHO NMPUMEHEHHE
AQHTHOKCHUIAHTOB JUIS MPEIOTBPAIICHUS KapAHMOTOKCHIHOCTH, BBI3BAHHOM mpreMoM aHTpanukiuaa (9). Tawoke
OBLTH OTIMCaHBI CHIDKCHHE TKAHECTICIIU(PUIHON TOKCHIYHOCTH XMMHUOTEPAIIEBTUYCCKUX MPEMapaToB, B YaCTHOCTH
MPEJOTBPAIICHAE MYKO3UTa IMyTEM MECTHOTO NPUMEHEHUsS aib(a-uHTepdepoHa wim Oera-uHTepdhepoHa (Ima-
teHt CIIIA Ne 5017371); npuMeHEHHUE CEIEKTUBHBIX aHAIOTOB TIIOKAaroHonojooHoro nentuna-2 (GLP-2) mis
MPEIOTBPAIIECHHS JKEJTyIOYHO-KHIICYHBIX HEXeaTeNlbHbIX M0004YHbIX dddekToB (mareHt CIIIA Ne 8642727);
NPUMEHCHHE aHTarOHWCTa aJICHO3MHOBOIO perentopa A2B s mpenoTBpalieHus MOBPEXKICHUS TedcHH (Tma-
tent CLHA Ne 8188099) u npumenenune nHruoutopos ¢axropa pocra IGFBP-1 ms npenoTBparieHus moBpex-
JIleHus TipencTaTenbHo sxene3nl (mareHT CIIIA Ne 8211700). [TpuMenenune mesnodnoi ¢pocdarassl s oonerde-
HUS 00MIeH TOKCHYHOCTH XUMHOTEPAINH M MOAEP)KaHUS KIU3HECTIOCOOHOCTH MBIIICYHOH M KUPOBOU TKaHU Y
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MIIEKOIHUTAIOLINX, MOTyYaroIUX XUMUOTepanuto, onrcano B natente CIIIA Ne 8460654.

B Hacrosimee BpeMsi cymiecTByeT ocTpasi HEOOXOJMMOCTh B pa3pabOTKe HOBBIX KOMIIO3UIMH M CIIOCOOOB
MPEIOTBPAIICHUS MU 00JIETYCHUS TOKCUIHOCTH, CBSI3aHHOM ¢ XUMHOTEPAITHEH.

CymecTByIOIIIE B HACTOSIIEE BpeMS METOIBI JYYCBOW Tepamuy Ui JICYEHUS PaKOBBIX 3a00JieBaHMA
0o0ecreunBarOT 3HAYUTEIbHBIN TTOJIOXKUTEIBbHBIN 3PQPEKT I MalUeHTOB, CTPAJAIOIINX PAKOBBIMU 3a00JieBa-
HUSIMH Ha paHHEH CTaguH, YyBCTBUTEIHFHBIMU K OOJTYYEHHUIO, OJHAKO, YKa3aHHBIA ITOJOXKUTENBHBIN 3¢ ekt ro-
pa3zgo MeHee 3HAYMTENICH U MAllMeHTOB, CTPANAIOIINX OITyXOJIIMH, YCTOHYMBBIMH K OOJIy4eHHIO (HampuMep,
PaKoM TOJIOBHOTO MO3Ta WJIM PAKOM ITOJDKEITYJOYHOM XKeJe3bl), U UIA HalMeHTOB, CTPAIAlOIINX OMyXOsIMHA Ha
MO3HUX cTaausaX. [IJisg 3TUX MAIMEeHTOB JTydeBas Tepanus, HeoOX0oauMasi il YCTPAHEHUS OITyXOJIH, MOXKET BbI-
3bIBaTh HEN3JICYMMOE MIIM CMEPTEIHHOE JTy4eBOE HOBPEXKICHNE. ITO 0COOCHHO BXKHO IS ITALMEHTOB JAETCKOTO
BO3pAacTa, YbH OBICTPO Pa3BUBAIOIIKCCS 3A0POBBIC TKAHH YacTO 0oJice YyBCTBUTEIBHBI K OOYUYCHUIO, YEM TKAHU
OITyXOJIH, B CBSI3W C YeM YKa3aHHBIC MAIMCHTHI JETCKOTO BO3PACTa HE MOTYT MEPECHOCUTH JIYUCBYIO TEPAIHIO,
KOTOpAs MO3BOJISUIAa OBl H3JICYHTH B3POCIBIX C TAKUM ke 3a0oneBanueM. [1oBpekIeHIE 3I0OPOBBIX TKaHEH orpa-
HUYUBACT MPUMCHCHHE JTyYCBOW TEPAIMH IS MAIMCHTOB, CTPAJAOIIUX PAKOBEIME 3a00JICBAaHUSIMU, B MOJIOJIOM
BO3pacTe, a TakKe MAUEHTOB, CTPAAIONINX PAKOBBIMH 3a00JI€BaHUSIMH [EHTPATLHONW HEPBHOM CHCTEMBI, OITy-
XOJISIMH, PE3UCTCHTHBIMU K 00JTy4CHHIO, M paKOM Ha IMO3THEH CTaIiH C KPYIHBIMH OITYXOJISIMH.

TakuM 00pa3oM, CyIIECTBYET ocTpasi HEOOXOJUMOCTh B pa3pabOTKe HOBBIX KOMIIO3HUIIMI U CITIOCOOOB TIpe-
JIOTBPAIICHHS MU O0JICTYCHHS] TOKCUIHOCTH, CBSI3aHHOM C JIY9eBOU Teparei.

Kpartkoe onucanue n300peTeHust

Kak ykazaHo B mpeapIaymieM paszene, CymecTByeT 0ombiias HOTpeOHOCTh B pa3paboTKe HOBBIX KOMITO3H-
WA U COCOOOB MPEIOTBPAIICHHS WIH O0JETYCHUS] TOKCUYECKUAX OCIIOKHCHHMU, CBSI3aHHBIX C XUMHOTEpAITHCH
WM JTy4eBoil Tepanueii. Hactosiee n3o0peTeHne yaoBIeTBOpsET 3Ty U Apyrue MoTpeOHOCTH myTeM obecrieue-
HUS KOMIO3HIUHN 1 crioco0oB Ha ocHOBe pepmenTta JJTHKaszm1.

B wacTHOCTH, COTJIAaCHO OJTHOMY aclieKTy B HACTOSIIEM H300pETCHUH MPEMJIOKEH crocol MpenoTBpalie-
HUS WK 00JETYCHUS TOKCUUCCKUX OCIOXKHCHUH, CBSA3aHHBIX C IUTOCTATUYCCKON W/WIIH ITUTOTOKCUYCCKOHN XU-
MHOTEpanue y cyobeKTa, IpOXOIIIIero WIn COOMPAIOIIEerocs MpONTH Kype yKa3aHHON XWMHOTEpPAIuH, MPH-
4eM JaHHBIA CIoco0 BKIIOYAET BBEACHHWE CYOBEKTY TeparneBTHYecKH 3((HEKTHBHOTO KOJMYecTBa (hepMEeHTA
JIHKa3p1, mpuueM ykazanHoe koimdectBo (epmenta JIHKa3wr sBisieTcs 3G GeKTUBHBIM I TPEAOTBPAIICHUS
WK 00JIErYeHus TI0 MEHBIIIEH Mepe 0THOTO MoO00YHOTO A (heKTa ykazaHHoH xuMuotepanuu. CoriacHO Ipyromy
aCTeKTy B HACTOAIIEM M300PETEHUHU MPEUIOKEH CIOco0 MOBBIMEHUS d()(PEKTUBHOCTH ITUTOCTATHUECKON W/HITH
IIUTOTOKCHYECKON XMMHOTEepanuu y CyObeKTa, TMPOXOIAIIEro MM COOHMPAOUIeTr0 MPOUTH Kypc Ha3HadueHHON
XUMHOTEPAIHH, PUIEM JaHHBIA CITOCOO BKIIFOUACT BBEICHUEC CYOBCKTY TEparmeBTUUCCKU 3(P(PEKTUBHOTO KOJH-
yectBa Gepmenta J{HKa3pl, nmpu aToM ykazanHoe konmdectBo Gepmenta J{HKa3zer sBisiercst ahhexkTHBHBIM 17151
MPEJOTBPAIICHUS WM OOJICTYeHHS 10 MEHBIICH Mepe OIHOTO MOOOYHOTO () (deKTa YKa3aHHOTO BUIa XUMHOTE-
pamneBTHYECKOTO JieueHus, U BBeAcHue (Qepmenta JJHKas3pl mpuBoauT K MpeNOTBPANICHUIO WM OOJIETYCHHUIO
TOKCHYHOCTH, CBA3aHHOM C YKa3aHHON XUMHOTEparuei.

CornacHo OJHOMY KOHKPETHOMY BapHaHTy PEaH3alliK ONKCAHHBIX BBIIIC CIIOCOOOB yKa3aHHEIH M000Y-
HBI 9 (DEKT OT yKa3aHHOW XUMHUOTEpAITHH MOXKET OBITh BRIOPAH U3 TPYIIIBI, COCTOAIIESH U3 TOTEPU MacChl Tela,
MHEIOTOKCHYHOCTH, KaTa0OIMIECKIX U3MEHEHUH B OMOXMMHUYIECKOM COCTaBe KPOBH, HEKPO3a MHOKap/a, JKelry-
JOYHO-KUIIECYHON TOKCHIHOCTH, TIOAABIICHUS UMMYHHUTETA U HEHTPOICHHH.

CornacHO IOTONHUTEIFHOMY aCIeKTy B HACTOSIIEM M300PETESHHIH MPEUIOKEH CII0CO0 MPeIOTBpaIeHIS ’
oberdyeHunss KaTabONIMIECKOTO COCTOSHHSA, MPUBOJSINETO K IMOTEPE MAcChl Tella, CBA3aHHOTO C MPHUMEHEHHEM
UTOCTATUICCKON /MM MUTOTOKCUICCKON XUMHOTEpaNiel y CyOBeKTa, CTPAIaroNIero OT paka U MPOXOISIIETro
WIA COOMpPAIOIIETO MPONTH KypC YKa3aHHON XMMHOTEpANUW, MPWYEM JaHHBIH CIIOCOO BKIFOYACT BBEJCHHC
cyObekTy TepaneBTmiyecku 3¢ddekruBHOrOo KommuectBa (epmenta JIHKa3wl, mpudyeMm yka3aHHOE KOJIHYECTBO
tdepmenTa JIHKa3b! sBnsercs 3ppeKTUBHBIM sl IPEIOTBPALICHUS WM OOJIETYeHIs KaTaOOIMIEeCKOTO COCTOS-
HUS, TPUBOJIAIICTO K MOTEPE MacChl Tella, CBA3AHHOM ¢ ykazaHHOW xummuoTepanueld. COraacHO OJHOMY KOH-
KPCTHOMY BapUaHTy pean3allid U300peTCHHS XUMHOTEPANHs MPEICTABISLCT cOOO0W Tepamuio, CoAepiKallyro
AQHTPAIUKITIH.

CornacHo elie OJHOMY acleKTy B HACTOSIIEM H300pPETEHHH MPEIUIOKEH CIoco0 MperoTBpaIleHHs WIIH
o0erdeHuss MEEJIOTOKCHIHOCTH W/WJIH KaTabOIMYECKIX N3MEHEHHNH B OMOXMMHUYECKOM COCTaBe KPOBH, CBA3AH-
HBIX C IUTOCTATHYECKON W/HIIN IIUTOTOKCUYECKON XUMHOTepanuell y cy0ObheKTa, CTPaJaoniero oT paka u Ipoxo-
JIIEr0o TUIM COOMPAOIIErocs MPOUTH Kype YKa3aHHONW XMMHOTEpAIiy, MpUYeM YKa3aHHBIH CIIOCO0 BKIIIOYAET
BBeJIeHHE CyOBEKTy TepaneBTHIECKH 2P deKkTUBHOTO KonmdecTBa hepmenta JJHKa3wl, mpudeM ykazaHHOE KOJH-
yectBO pepmenta JJHKazm1 sBisercst 3 heKTHBHBIM IS TPEIOTBPAILCHUSI WM O0JIETYCHUST MHCIOTOKCHIHOCTH
W/WIIA KaTaDOMMYCCKUX M3MCHCHUI B OMOXUMHYECKOM COCTaBE KPOBHU, CBA3aHHBIX C YKAa3aHHOU XHMHOTCpAIIH-
eii. CoracHO OTHOMY KOHKPETHOM BapHaHTY peaji3alliy W300pETeHUS, XUMHOTEPAHsl IPEACTABISICT COO0M
TEPAIUIO, CONCPIKAIIYIO aHTPAIMKIIHH.

CornacHo JOTOJHUTEIFHOMY acleKTy B HACTOSIIEM HM300pPETCHUH TPEATIOKCH CIOCO0 MPeIoTBPaICHHS
WK O0JIETYCHUSI KApAHUOTOKCUYHOCTH, CBSI3aHHOM C IUTOCTATUYCCKON W/WITH MMUTOTOKCUYECKON XUMHOTEpamuei
y cyOBEKTa, CTPaJaromero oT paka U MPOXOSIIETO WIH COONPAONIETrocs MPOUTH Kype YKa3aHHOW XUMHOTepa-
MUY, TPUYEM yKa3aHHBIA CIOCOO BKIIIOYACT BBEICHHE CYOBEKTY TepaneBTUYCCKH d(HPEKTUBHOTO KOJHMUECTBA
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¢epmenra JJHKa3b1, npuuem ykazanHoe koimdectBo (pepmenta {HKaszwr sBisiercst 3 pekTUBHBIM 171 TIPEIOT-
BpaIlleHUs WM OOJIerdeHus] KapIMOTOKCHYHOCTH, CBSI3aHHOW C yKa3aHHOH xumuoTepanuei. CoriacHo oJHOMY
KOHKPETHOMY BApHAHTY peaM3aIliii H300pETeHUS KapIHOTOKCHYHOCTh IPEACTABIICT COOOH HEKPO3 MHOKAp/a.
CoriacHO OTHOMY KOHKPETHOMY BapHaHTY pean3alliil W300peTeHNs, XUMHUOTEPAITHs MPEICTaBIsACT COO0H Te-
panmio, CoAEpIKaIIyIo aHTPALUKIIHH.

CornacHo elie OJHOMY acleKTy B HACTOSIIEM H300pPETeHHH MPEIUIOKEH CIoco0 MperoTBpaIleHHs WIIH
o0erdyeHus KeryJOYHO-KUIIEYHOH TOKCHYHOCTH, CBSI3aHHOM C ITUTOCTATHIECKOW M/IUTH IUTOTOKCHIECKOHN XH-
MHOTEpanuen y cy0bpeKTa, CTpaIaoliero oT paka U MPOXOISIIEro Wil coOHpalonierocs NpoHTH Kype yKa3aHHON
XMMHUOTEpANuy, MpUYeM YyKa3aHHBIH cIoco0 BKIIOYAET BBEACHHE CYyOBEKTy TepamneBTHUeCKH d((PEKTHBHOTO
konmyectBa Gepmenta JIHKazpl, B koTropoMm ykazaHHoe konmuecTBo (epmenta J{HKazwl sBisercst addexTns-
HBIM JUTS TIPEIOTBPAIICHUS WM OOJICTYCHHUS JKEITYA0YHO-KUIIICYHOW TOKCHYHOCTH, CBSI3aHHOM C YKa3aHHOMW XH-
muoTepanueid. CoriacHo 0JTHOMY KOHKPETHOMY BapHaHTy pealli3allii N300peTEeHHsT XUMHOTEpanus IpeJCTaB-
nstieT co0oi S-ropypaliii- WU 3TOMO3HUI-COEPIKAIIYIO TEPAIIHIO.

CornacHO eme OJHOMY acCHeKTy B HACTOSIIEM H300pPETCHHH MPEATIOKEH CIOCO0 MpeNoTBPAIlCHHS HIIH
o0neTyeHns UMMYHOCYTIPECCHH, CBS3aHHOW C IIMTOCTATHYECKOW W/WIJIM IMTOTOKCHYECKOH XMUMHOTEparuend y
cy0BeKTa, CTPaJaonIero OT paka M MPOXOSIIETO MM COOMPAIOMIErocs MPONTH Kypc yKa3aHHOW XMMHOTEpa-
MUY, TPUYEM yKa3aHHBIA CIOCOO BKIIIOYACT BBEICHHE CYOBEKTY TepaneBTUYCCKH d()PEKTUBHOTO KOJIMUECTBA
dbepmenta JIHKa3wl, mpu 3ToM ykazanHoe xonmudecTBo pepmenta JIHKa3zpr sBnseTcs 3 dekTHBHBIM IS TIpe-
JOTBPAICHUS WK OOJIETYCHUS UMMYHOCYTIPECCHH, CBA3aHHOW C yKa3aHHOH xumuoTepanueid. CorilacHo OmgHO-
My KOHKPETHOMY BapHaHTy peaji3alliy HACTOSIIET0 M300pETCHUSI XUMHOTEpAIHs IBISETCS TaKCAHOCOIEpKa-
et Tepanue.

CornacHO JOTOJHUTEILHOMY acHeKTy B HACTOSIIIEM HM300PETEHUM IMPEIJIOKEH Croco0 MperoTBpaIleHHs
WM O0JIeTYEHHUsT HEHTPOICHUH, CBA3aHHOW C HUTOCTATHMYECKOW W/WIIM IIUTOTOKCHYECKOW XHMHOTEpamuen y
CyOBEKTa, CTPAIAIOIIET0 OT paKa M MPOXO/IIET0 MM COOMPAIOIIErocst NPOHTH Kypce BBIIIEYKa3aHHON XMMHO-
Teparnuy, IPUYeM YKa3aHHBIH CIIOcO0 BKIIIOYAET BBEJICHHUE CYOBEKTY TepaneBTHIECKH AP PEKTUBHOTO KOJINYECT-
Ba pepmenta JIHKa3w1, mpu 3ToM ykazanHoe xonndectBo pepmenta JIHKa3wr sBisiercs 3 PekTHBHBIM TSI TIpe-
JIOTBpAICHHUS] WM OOJeTdeHus] HEHTPONIEHUH, CBA3AHHOW C yKa3zaHHOW XuMuoTepanued. CoriacHO OJHOMY
KOHKPETHOMY BapHaHTy pean3aluy H300peTeHNsI XUMHOTEepanys MPEACTaBIAET cOO0M Tepariio, CoAepKaIIyio
ukiodochamu.

CorylacHO OJJHOMY BapHaHTY pean3alliy JI000T0 U3 CITIOCOOOB COTIIACHO HACTOSIIEMY W300pETECHHUIO XHU-
MHOTEpAIus BKIIOYACT BBEICHUE OJHOTO MM HECKOJIBKUX COCTMHEHUH, BRIOPAHHBIX U3 TPYIIIBI, COCTOSINEH 13
AHTHMETA0OJUTOB, ANKIIUPYIOIIUX areHTOB, IMPOTHUBOPAKOBBIX aHTHOMOTHKOB, areHTOB, BO3JCHCTBYIOIIUX Ha
MHUKpOTPYOOUKH, HHT'HOMTOPOB TOIIOM30MEpas3bl, aIKaJIOU0B 1 MPENapaToB HAlPaBIEHHOTO JEHCTBHSI.

CoriacHO OZIHOMY W3 BapHaHTOB PEATN3AIMU M300PETEHHIO XMMHOTEPAITUs BKIIOYAET BBEACHHE OJTHOTO
WIA HECKOJBKHX COCIUHCHUMH, BBIOPAHHBIX W3 TPYIIBL, COACpXKAIleld aHTPAUKINH, TOKCOPYOWIWH, 5-
¢ropypaunn (5-FU), atono3un, Takcan n nukiopochamu.

CornacHO OZJHOMY M3 BapHaHTOB peallM3allii M300peTeHUs 110 JII0OOMY M3 ONHMCAHHBIX BBIIIE CIIOCOOOB
¢depment /IHKa3y BBomaT Bo BpeMs Kypca xumuoTepanud. CoTriacHO APYroMy BapHaHTY peann3annil J00ro
13 CITOCOOOB COTIIACHO HacTosAmeMy n3obperenuto hepment JJHKa3y BBOAAT mocie Kypca XUMHOTEPATIHH.

CoriacHO JIpyroMy acreKTy B HACTOSIIEM M300pETeHUH MPEATIOKEH CIIOCO0 MPEIOTBPAIICHHS HIIA 00JIeT-
YeHHsI TOKCUYHOTO JCHCTBHS, CBSI3AHHOTO C Jy4eBOH Teparmel y cCyObekTa, CTPaJaloniero oT paka U IMpOXos-
IIETO WM COOMPAIOIIETocs MPOWTH KypC YKa3aHHOH JIydeBOW Tepaluu, MPUIeM YKa3aHHBIH CIoco0 BKIIIOYAET
BBEJ/ICHHE CYOBEKTY TepaneBTHuecky 3¢ ¢pexTnBHOr0o KoiandectBa pepmenra JJHKa3bl, mpuiyeM ykazaHHOE KO-
yectBO (hepmenta JIHKa3nr spnsercs 3ppekTHBHBIM sl TPEIOTBPAICHUS WM OOJICTUYCHHS TI0 MEHBIIICH Mepe
0JTHOTO N0O0YHOTO 3(h(heKTa yKa3aHHOH JTyueBOH Tepamuy.

CornacHO JOTOJHUTEIFHOMY acleKTy B HAcTOSIIEM HM300pETCHHH NPEIIOKEH CIOCO0 IOBBIMLICHUS d(-
(heKTHBHOCTH JTy4eBOIl Tepanuy y CyObeKTa, CTPaAaloIero OT paka M MPOXOAIIEro Kype YKa3aHHOW JIydeBOH
Teparnuy, IPUYeM YKa3aHHBIH CIIOcO0 BKIIIOYAET BBEJICHHE CYOBEKTY TepaneBTHYECKH AP PEKTUBHOTO KOJINYECT-
Ba pepmenta JIHKa3w1, mpu 3ToM ykazanHoe konmdectBo pepmenta JIHKa3wr sisiercs 3 PexkTHBHBIM 11 TIpe-
JIOTBPAIICHHS WM OOJIETYEHUS TI0 MEHBIIEH Mepe OJHOTO MOoO0YHOTO 3 (deKTa yKa3aHHOU JTydeBOM Teparuw,
npudeM BBeneHue JIHKa3pl mpuBoAMT K MpeaoTBpaIIeHUIO WK 00JETYCHUIO TOKCHYECKOTO BO3JIEHCTBUS, BBI-
3BaHHOTO YKa3aHHOMU JIy4eBOl Tepanueil.

CornacHO OTHOMY M3 BapHAaHTOB PEATH3allMH HACTOSIIETO W300pETEHNs 1O IBYM OIMCAHHBIM BHIIIE CIIO-
cobaM, oOOYHBIN dPQEKT, CBA3AHHBIN C JIydeBOW Tepanuel, MOKET OBITh BBEIOpAH W3 TPYIIIBI, COCTOSIICH 3
pa3zapaXkeHUs I MOBPEXKICHHS KOKH, YCTaJIOCTH, TOIIHOTHI, pBOTHI, pUOp0O3a, HAPYIICHUH CO CTOPOHBI MHIIE-
BapUTEIEHOTO TPAKTa, MOTEPH MaMSITH, OSCILUIONUS W MTOBTOPHOTO PAa3BUTHS Paka.

CornacHO eme OJHOMY acHeKTy B HACTOSIIEM H300pETECHHH MPEATIOKEH CIOCO0 MpeNOTBPAICHHS HIIH
o0Jier4eHust HOTEpH Macchl Teja, CBI3aHHOW ¢ JIy4eBOH Tepamnuell y cyObeKTa, CTpaJaroniero oT paka u Ipoxo-
JUIIIETO Kypc yKa3aHHOH JTy4eBOH Tepanuy, IpUueM YKa3aHHBIH coco0 BKITIOUAET BBE/ICHHE CYOBEKTY TepareB-
truecku 3¢ pexTuBHOrO Konmuectsa (epmenra [IHKazpl, npuduem ykasannoe xosnmdectBo JIHKaswr siBnsiercst
3(h(eKTUBHBIM U TPEAOTBPALICHUS MM OOJIETYeHUs MOTEPH Beca Tela, CBSI3AHHOTO C YKa3aHHOW JIydeBOU
Teparuven.
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CornacHO 0IHOMY W3 BapHaHTOB peai3alui N300peTeHUs 110 TPEM OIHMCAHHBIM BBIIIE cIToco0aM JydeBas
Tepanus NpeicTaBiIsieT co00l HapyKHYIO JUCTAaHIMOHHYIO JIYYEeBYIO TEPAIMIO WIIM CHCTEMHYIO PaJHOU30TOII-
HYIO TEpaIuIo.

CorylacHO OJTHOMY M3 BapHaHTOB pealu3alliyd M300pETEeHHUs 1O TPEM OINHCAHHBIM BHINIE criocobam dep-
MeHT JIHKa3y BBogsT CyOBEKTY BO BpeMs ITHKIA JydeBoi Tepanuu. COrIacHO IpyroMy BapuaHTy peaau3aiiuu
HacTosmero n3ooperenus pepment JJHKa3y BBomAT mocie 3aBepiieHus IIUKIA Ty4eBOi Teparum.

CorylacHO OJTHOMY M3 BapHaHTOB peaM3allid W300pPETeHHS TI0 JIIOOOMY W3 ONMCAHHBIX BBINIE CIIOCOO0B
dbepment JIHKaza npencrasiser codoit JIHKa3y I (manpumep, pekomObunanTHas JIHKa3a I genoBeka mim ObIabst
nankpeatndeckas JJHKasza I) nnn ee ananor (manpumep, IHKaza X, JIHKa3a ramma niim DNAS1L2). Cornacuo
JpYroMy BapHaHTy peaju3aluyl U300peTeHHs 10 JII0OOMY W3 ONHMCAaHHBIX BbIE criocoboB ¢epment J|HKaza
npeactasisier coboit JIHKa3y 1. Cornacno ognomMy BapuaHTy peanu3anuu nzodperenus ¢pepment JJHKaza xa-
paKkTepu3yeTcsl YAJMHEHHBIM MEPHOIOM IOJYBBIBEICHHs (HampUMeEp, 32 CUET KOHBIOTallMM C MOJHCHAJIOBOH
KHCJIOTOH HJTH 3aIl[UTHI OT CBS3BIBAHHS C AKTHHOM ITyTeM MOAU(DHUKALINY CaiiTa CBA3bIBAHHS AKTHUHA).

CornacHO OZJTHOMY BapHaHTy peasii3alii H300pEeTeHHs 110 JII000MY M3 OITMCAHHBIX BBIIIE CIIOCOOOB, Tepa-
neBTuiecku dddextuBHoe kommaectBo dpepmenta JIHKa3br coctarmsier mo Menbmeit mepe 0,5 Mr/Kr/neHp win
o Mmenbiieit mepe 1000 equann Kynurma (KU)/kr/neHs, mpeanoYTUTENsHO 10 MEeHbIeH Mepe 1,5 Mr/kr/neHn
nnu 1o menbieii Mmepe 3000 KU/kr/nens. CortacHO 0JHOMY BapHaHTy peaM3alii H300pETSHHUS TI0 JTI000MY U3
OTIICAaHHBIX BBIIIE CIIOCOO0B TepaneBTHIeCKH 3P dexTuBHOE KommdecTBo Gepmenta JIHKa3w1 coctaBmser ot 0,5
1o 100 mr/xr/mens wim ot 1000 1o 200000 KU/xr/mnens, npennoututesbao ot 0,5 mo 50 mr/kr/nens wiu ot 1000
1o 100000 KU/kr/nens, 60o1ee npeanoututensHo ot 1,5 mo 50 mr/kr/mens wmu ot 3000 go 100000 KU/kr/newsp,
HanOounee npeanoyTuTenbHo ot 10 1o 50 mr/kr/nens i ot 20000 no 100000 KU/kr/neHs.

CorylacHO 0OTHOMY BapHaHTY peaJli3alliii H300pETEHHS 110 JII0OOMY U3 OITMCAHHBIX BBIIIE CIIOCOOOB (pepMEHT
JIHKa3y BBOASAT BHYTPUBEHHO WM BHYTpHOpromMHHO. COTJIacHO OIHOMY BapHaHTY peali3aliiy H300peTeHHs 110
M000MY 13 OTIMCAaHHBIX BhIIIe criocoboB Gepment JIHKa3y BBoISIT sHTEpaNIbHO (HAIPUMED, TIEPOPATEHO).

CornacHO OJHOMY BapHaHTy pealn3allii HACTOSIIET0 M300pETEeHHs IO JI000MY M3 ONHMCAHHBIX BHIIIE
CIOCOOOB CYOBEKTOM SIBIISIETCS YEIIOBEKOM.

OTH W Apyrue acmeKThl HACTOSIIET0 M300peTeHuss OyAyT OYEBHIHBI CIIEIIMAIMCTaM B JAHHOW OOJacTH
TEXHUKH B HIDKECIIEIYIOIIEM OIMMCAaHNH, (PopMyJie H300pETCHHUS U YepTeKax.

Kpartkoe onucanue uepre:xeii

Ha ¢wur. | mpencraBnena rucrorpaMMa, MOKa3pIBAIOIIas IUIOIAAF HEKPO3a MHUOKAapAa Y YMEpPIIUX KPHIC,
KOTOpHIM ObLiIa BBEJCHA BHYTpPHBEHHas (B/B) cyOieTanmbHas m03a JokcopyouruHa (7,5 MI/KT) U exeaHeBHAS
BHyTpHOprommHHas (B/0) uabeknms pexkomonHanTHoit JIHKa3er yenoBeka (15 Mr/kr) (4epHBIN LBET) HIIH €Xe-
JIHeBHas B/0 MHBEKIHMs Tuianebo (Boma Uil MHBEKUMI) (ImaroHaibHas MITPUXOBKA). MHKPOCKOIHIO CPE30B
MHOKapAa M3 KaXIOro cepAlla aHaJM3WPOBaJIM C HCIIOJIL30BAHHEM aBTOMAaTH3MPOBAHHOTO BHCOaHAM3aTOpa
JUISL KOJNIMYECTBEHHON OLGHKH IUIOMIany Hekpo3a. CyMMapHas IUIOMaah HEKPo3a (Sy,; HM®) ObUIa paccuMTaHa
Kak cyMMa Iutomaneid Hekpo3a 30 cepHiHBIX cpe30B Uil Kaxaoro cepaua (n = 3 juis Kpbic, 00pabOTaHHBIX
JHKas3oii I, - uepHBIii 1BeT, n = 5 /1 KpbIC, KOTOPHIM OBIJIO BBEJCHO ILIAIE00 - AUaroHaibHas IITPUXOBKA);

Ha (ur. 2A-B - doTorpadum okpameHHBIX TKaHEH KEITYIKOB KPBIC, KOTOPHIM OBLI MEPOPATBHO BBEIEH
sruno3ua (200 mr/kr) u propypammn (5-@Y, 400 mr/kr) ¢ mocneayromuM (A) YETHIPEXKPATHBIM BBEIECHUEM
pexomOunanTHOH JIHKa3er [ genoseka (50 mr/kr) win (B) geThIpexkpaTHBIM BBEIEHHEM ILIaie0o (Bojaa IS HHb-
eKIur). MHOTOKpaTHBIE 3PO3HUH | S3BBI BUIHBI HA (PoTOrpaduu TKaHEH KerynKa, peICcTaBIeHHbIX Ha ¢ur. B, B To
BpeMs KaK B TKaHSX JKEIyJIKa, IPEICTABICHHBIX Ha (UT. A, HET MaKPOCKOITMYECKUX aHOMAITHIA;

Ha ¢ur. 3 u3o0pakeH rpaduk, Ha KOTOPOM IPEICTaBICHO U3MEHEHNE YPOBHSI JICHKOIIMTOB B KPOBH Y JKHU-
BOTHBIX TPEX SKCHEPHUMEHTAIBHBIX TPYIII, Y KOTOPHIX HEUTPOIICHNs Oblila BBI3BaHa OJHOKPATHON B/0 MHBEKIIHU-
et muktopochamuna (200 mr/kr) (rpymma I) ¢ mocnenyronmmM B/B BBeneHneM pekombunantHor JIHKa3er [ ve-
noBeka (25 wr/kr) (rpynma II) mimm moakoxHBIM (I/K) BBEJEHHEM PEKOMOWHAHTHOTO T'PaHYJIOLUTAPHOIO-
MakpodaransHoro kosonuectumynmpymomero dakropa (TMKC®, GM-CSF) wenoseka (200 mkr/kr) (rpymmna
I11). Ha ocu OpIMHAT OTJIOXKEHO 3HaUeHHe abCOMOTHOrO cofepxkanus neiikomuros (BKK, WBC) B exununax 10°
BKK/n. Ha ocu abcumcce OTI0XKeHBI THHA TIOCTe HHBEKINA IuKiIodochamuaa. Jlanaple Ha GUTYpe 0TOOpaKaroT
TIOJIOKHUTEIbHOE Bo3jeicTBHE TpuMeHeHus: ¢epmenta JIHKa3bl Ha HEWTpomeHHIo, CBA3aHHYIO C alKHIUPYIO-
MM areHTOM, TaKUM Kak Iukiogochamu;

Ha ¢ur. 4 mpeacTaBiIeHa THCTOTpamMMa, oToOpakaromas 0000IIeHHbIe TaHHBIE O BEDKMBAEMOCTH YKHBOT-
HBIX, KOTOPBIM OBLTH TPAHCIIAHTUPOBAHBI KIIeTKH Jiekikemun L1210 myst pa3BuUTHS paka, ¢ TIOCIeayIoe oopa-
6otkoii muTo3mH-apabuHo3uaoM (AraC) w/mmu JIHKazoii II. Ha ocm aGcmuice mpeactaBieHbl JaHHBIE IIECTH
9KCIEepPUMEHTANBHBIX Tpyni: 1. OtpunarensHelii KOHTpob; 2. AraC (NOJ0XUTEIbHBIH KOHTPOIL); 3. AraC +
JHKa3za II (15 mr/kr); 4. AraC + JIHKas3a II (45 mr/kr); 5. JIHKaza II (15 mr/kr); 6. JIHKa3a II (45 mr/kr). Ha
¢urype npencrasieH cuneprerndeckuii 3¢¢dexr npumenennss JHKazer 1 AraC Ha BBEDKMBA€MOCTH MBIIIEH C
neiikeMuen.

IonpoOHoe onncanne u3odpeTeHUus

ABTOpBI W300peTEeHUsT paHee NPOJEMOHCTPHUPOBAIN TPHUIOAHOCTH (DepMEHTa Je30KCUPUOOHYKIIEa3kl
(IHKa3e1) ms neuenus: paka (cM., Hampumep, 3asBka Ha mateHT CIIIA Ne 2010/0150903 u nmatent CIIIA Ne
7612032), uto ObUTO HEAABHO TOATBEPKACHO psagoM aBTopoB (10-12). OgHako Takxke cOOOMIaIoch, 9TO HEAOC-
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tatok (epmenta JIHKa3bl okas3pIBaeT CylecTBEHHOE BIMSHHE HA MEPEHOCHMOCTh aHTHNPOIH(EpaTUBHON XHU-
muoTepanu (15) u, 6oee TOro, BHOCUT 3HAUYNTEIBHBIN BKJI/I B YBEJITMUCHNE TOKCHYHOCTH XuMuoTepanuu (17).

Hacrosmee n300peTeHre OCHOBAHO HAa HEOXKUIAHHOM OTKPBITHH aBTOPaMH M300peTeHHs TOoro (hakTa, 4To
tdbepment JIHKa3a He TobKO TOBHIIIAET 3P(HEKTUBHOCTh IIUTOCTATHIECKON W/MITM MIUTOTOKCHYECKON XUMHUOTE-
panuy, HO TaKXK€ 3HAYNTEIBHO YMEHBINAET TOKCHYHOCTh, CBA3AHHYIO C XMMHOTEpanueil. OT0 OTKPBITHE OCO-
OCHHO HEOXHJIaHHO B CBETE MPENbLAyImHX coolmeHnid 00 orcyrctBum BiusiHuS JIHKa3pl Ha mepeHOCMMOCTh
xumuorepanuu (15) n Bmusaus J{HKa3er Ha yBenmmdenune HedpoTokcnaHocTH XumuoTepanud (17). Crmoco6-
Hocth JIHKa3wl mpemnoTBpamats /v 00Jierdath TOKCHYHOCTh, CBA3aHHYIO ¢ XMMHUOTEpAIUeH, IPHUCYyIa pas-
mnyebM TunaM /IHKa3 u He 3aBHCHT OT NMPUMEHSEMOTrO JIEKapCTBEHHOTO CPEICTBA WM TKAaHEH, YTO AeaeT
JIHKa3y xenatebHBIM 1 OTEHIIMAIBLHO TOAXOASIINM CPEICTBOM ISl TEpaliy B KOMOMHAIINH C XMMUOTEparu-
ell. JleficTBUTENBHO, KaK MOKa3aHO Hibke B paszene "llpumepsr”, pazmuunsie Tunsl [IHKa3 (manpumep, JHKas3s
I, IHKa3er n JJHKa3s! I1I) MoryT OBITH HCIIOJIB30BaHBI ISt 00JIETYEHHSI TOKCUYHOTO 3((heKTa Takux XUMHOTEpa-
MEBTUYECKUX areHTOB, KaK JAOKCOPYOMIWMH (aHTPAlMKIMHOBBIH aHTHOMOTHK, MEXaHM3M JEHCTBHS KOTOPOTO
3akiroyaercs B uHTepkaysinuu ¢ JJHK), 5-FU (antumeraGonut, nelicTBue KOTOPOTO 3aKIIIOYACTCsl B HHTHOMPO-
BaHWU TUMUIWIATCUHTA3BI), STOMO3U] (MHTHOUTOP TOTIOM30MEPa3hl), TaKCaH (HapyIIAIOMNN IETOCTHOCTh MHUK-
potpybouek) u rukinodochamMu (ATKWIHPYIOIIUN areHr).

OrnpenesneHwsl.

TepmuHBI "IHUTOCTaTHYECKAS W/WIM MATOTOKCHYECKAs XMUMHOTEpamus' W "XumMuoTepanus" B KOHTEKCTE
JAHHOH 3asiBKH HCTIOJIB3YIOTCS B3aMMO3aMEHAEMO JUIsl 0003HAUCHHS TEPAITUH, BKITIOYAIOIECH BBEICHUE INTOCTA-
THYECKOTO W/MIIM UTOTOKCHYIECKOTO Mpemapara.

B KoHTekcTe maHHOH 3asBKU TEPMHUHBI "TIPOTHBOPAKOBBIN areHT" W "MPOTUBOPAKOBBIN XMMHOTEPANEBTHU-
YeCKUi areHT" UCTIONB3YIOTCS Ul 0003HAUCHHMS JTF000T0 XUMHYECKOTO COESMHEHNUS, KOTOPOE MMPUMEHSIETCS IS
JedyeHus paka. [IpoTHBopakoBbIe XMMHOTEPANEBTHIECKUE areHThl XOPOIIO N3BECTHBI B TaHHOW 00JIACTH TEXHH-
ku (Harmpumep, Gilman A.G. et al.,, The Pharmacological Basis of Therapeutics, 8th Ed., Sec 12:1202-1263
(1990)). Konkpernsie mpuMepbsl XMMHOTEPANIEBTUUECKUX ar€HTOB MPEICTABIICHBI B HACTOSIIEM OIMCAHUH.

Tepmur "mo604YHBIN 3P PekT XumMHoTepanuu'" B KOHTEKCTE JaHHOH 3assBKA OTHOCHTCS K HEXKEIATeILHOMY
Y HETIpeTHAMEPEHHOMY, XOTS ¥ HE 0053aTE€IbHO HEOXKUIAHHOMY, PE3yIbTaTy XUMHOTEPATIHH.

Hcrnonb3yembie TepMuHbl "mydeBas Teparmua” u "JIT" MCONB3yIOTCS B3aUMO3aMEHSIEMO U OTHOCSTCS K
MEIUIMHCKOMY NPHMEHEHUIO HOHU3UPYIOMIETo OOJIydeHHs B COCTaBE JICUCHHS paka C LEIbI0 MOBPEKACHUA
JHK kneTok 310kauecTBEHHOM OMyXOJU B pe3yJIbTaTe MPsIMOTO BO3ICUCTBUS UM MYTEM CO3AaHUS 3apsKEHHBIX
YacTHUIl BHYTPH MOPaXEHHBIX KJIETOK, koTophie noBpexaaroT JJHK. [Ilupoko ncnonas3yeMble TUIIBI JIy4eBOU Te-
panuy, oxXxBadeHHBIE HACTOSAIIMM M300pEeTeHNEM, BKJIIOYAIOT, HAIPUMEDP, HAPYKHYIO JUCTAHIIMOHHYIO JIy4eBYIO
Tepanuio (Hapy)KHasl JydeBas Tepanus WM JIydeBas Teparnus), OIn3KopoKyCHYIO/MHTEpCTAHATIBHYIO JTYYEBYIO
TEparuIo, a TAKXKE CUCTEMHYIO PaJANON30TONHYIO TEPAITUIO/00TydeHHE OTKPHITHIM HCTOYHHKOM.

B KoHTeKcTe JaHHOM 3asiBKM TEPMHUH "TIOO0YHBIH 3 GEKT TydeBol Tepanuu'" OTHOCHTCS K HEXKeJlaTeJIbHO-
MY M HEIpeJHAMEPEHHOMY, XOTS M He 00s3aTeIbHO HEOXHIaHHOMY, ITOCIIEACTBHIO JIyueBoi Tepanuu. Habio-
JnaeMble To00YHbIE 3((EKTHI 3aBHUCAT OT IUIOMAAN 00pabaThIBAEMOro ydacTka Teja, CyTOYHOH J03bl, CyMMap-
HOH J103bI 00Ty4eH s, OOILIETO COCTOSIHUS MAIMEHTa U COITyTCTBYIOIIEH Tepauy U MOTYT BKIIIOYATh, HATIPUMED,
pasipaxeHHe WIN MOBPEXICHUE KOXM, YCTAJIOCTb, TOIIHOTY, PBOTY, ()HOPO3, HAPYIICHUS CO CTOPOHBI XKEIy-
JOYHO-KHUILIEYHOTO TPAKTA, HOTEPIO MaMATH, OECIIONE WM OBTOPHOE Pa3BUTHE paKa.

Tepmun "kaTabonmmueckoe cOCTOSHHUE" B KOHTEKCTE NaHHOM 3asiBKH UCTIONIB3YETCS ISl ONIMCAHMS COCTOS-
HUSI, XapaKTEePU3yeMoro OBICTPOI TOTepe Beca, JKUpa M CKEJIETHOM MBIIIEYHOW MacChl, KOTOPOE MOKET HabIII0-
JaThCsl Ha ()OHE XMMHOTEPAITUH WM XUMHOJY4YeBOH Tepanuy. Bo3MOKXHBIMU KIMHUYECKUE TPOSBICHHS BKIIO-
4aT, HalpuMep, UMMYHOCYNPECCHIO, MBIIICYHYIO ClIaboCTh, MPEApacloioKeHHOCTh K JITOYHOW 5MO0IHH,
TpoMOO(IeONTY 1 N3MEHEHHYIO PEaKIHIO Ha CTpecc.

B kxoHTekcre maHHOH 3asBKM TepMHHBI "ne3okcupubonykieaza” u "JI[HKaza" oGo3znauator moboit ¢ep-
MEHT, KOTOPBIH KaTalM3UpyeT THApOoNMTHYecKoe paciieruienne (ocdonmddpupnsix ceszeit B ocroe JJHK.
Bospiioe KonmuecTBO /1€30KCHPHUOOHYKIIEa3 N3BECTHO W MOXET OBITh HCIIOJIB30BAHO B Croco0ax HaCTOSIIEro
n3ooperenus. Heorpanmuupatonue npuMepsl JIHKa3, momxonsmmx uiss mpuMeHEHHUs B criocobax COTIacHO
HACTOAIIEMY U300peTeHHIo, BKiItoyatot, Harpumep, JIHKa3y I (manpumep, pekombunantaas JIHKa3a I genoBe-
Ka win Obrubs mankpeatndeckas JIHKaza I), anamorn JIHKa3wr I (Takue kak, Hanpumep, JIHKaza X, /THKa3za
ramma, 1 DNAS1L2), IHKa3y II, dochoamdcrepasy I, makrodeppun u anermnxommuscrepasy. Hacrosiiee u3zo-
Operenue Tarke BrmodaeT Gpepmentsl JJHKa3w1, koTOphIe MMEIOT MPOJOHTHPOBAHHBIN TIEPHOJ TIOTYBBIBEICHUS
(manpumep, pepmentsl JIHKa3b1, KOHBIOTHPOBAHHBIEC C MOJHUCHAIOBON KUCIOTOW WM 3aIUIICHHBIE OT CBSA3BI-
BaHMs C aKTHHOM, ITyTeM MOAN(HKALNK caiiTa-CBS3bIBaHMs aKTHHA, CM., Hanpumep, Gibson et al., (1992) J. Im-
munol. Methods, 155, 249-256). /IHKa3a I npeanourntensro pacmemier JJHK no docdonmddpupubM cBsizsim
MEXIy COCEIHUMH MUPHUMHUAMHOBBIMH HYKJICOTHIAMHU, 00pa3ys MOJMHYKICOTH B, (IaHKHpOBaHHBIE (Qocdart-
HBIMH TPyNIiaMy ¢ 5'KOHIA M THAPOKCHIBHOW Ipymnmoil ¢ 3'KOHIa, Kak MpaBHiIo, 00pa3ysl TEeTPaHYKICOTHIBI.
JHKasa I melictByeT Ha ogHouenoueunyto JJHK, neyxuenogeunyro JJHK u xpomatus.

Tepmun "mpuMepHo" O3Ha4aeT AMANa30H 3HAUEHHM BHYTPU JOMYCTUMOW MOTPEUIHOCTH, ONpEAEICHHBIN
CTELHUATINCTOM B JAHHON OONACTH TEXHHUKH, KOTOPBIA YaCTHYHO 3aBUCHUT OT TOTO, KaK 3HAUCHUE M3MEPSIIH HIIH
OTIPEJICIISIITN, TO €CTh OTPaHUYCHHSI U3MEPHUTEILHOM cUcTeMbl. HanmpuMep, "mpruMepHO" MOXKET 03HAYATh JIOIYC-
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TUMOE CTaHJapTHOE OTKJIOHEHHE, COTJIACHO NpaKTHKE B JaHHOW oOyacTh TexHWKH. Kpome Toro, "mpumepHo"
MOJKET 03Ha4yaTh uHTEepBal 10 *+ 20%, npeanourutensHo 10 + 10%, 6omee nmpeanourutensHO 10 + 5% u Gosee
TPEIoYTUTENHHO A0 + 1% oT 3amanHOTO 3HaUeHus. Kpome Toro, 0cOOEHHO B OTHOIIEHIH OMOJIOTHYECKHX CHC-
TEM WM TPOIIECCOB, JAHHBIH TEPMHH MOXET COOTBETCTBOBAThH MOPSAKY BEIMYHHBL, TIPSATIOUYTUTEIHHO HE TIpe-
BeIatomuii 2. Ecim KoHKpeTHOe 3HaueHHe yKa3aHO B 3asBKe W (GopMyiie M300peTeHus, TepMUH "TpUMepHO"
MOJPa3yMeBaeTCsl M B 3TOM KOHTEKCTE O3HAYaeT IUAIa30H KOHKPETHBIX 3HAYCHUI BHYTPH IOITYCTHMOW IIO-
TPEIIHOCTH, €CIIM HE YKa3aHO WHOE.

[IpuMeHHUTETPHO K HACTOSIMIEMY M300pETEHHIO, MOCKOIBKY OHO OTHOCHTCS K JIIOOOMY W3 3a00JIeBaHUM,
YKa3aHHBIX B TAHHOW 3asBKE, TEPMHUHBI "TednTh", "eueHne" u T.1. 03HAYAIOT O0JIeTYeHre WIH YaCTHIHOE CHSI-
THE TI0 MEHBIIEH Mepe OJHOTO CHMIITOMA, CBA3aHHOTO C TAKMM COCTOSIHHEM, WM 3aMeIUICHHE MU oOpalieHne
TEUYSHMsI TAKOTO COCTOSHUS. B 3HaUeHNN HACTOAIIETO M300pETeHHs TEPMHH "JIEUUTh" Takxke 0003HAYaeT OCTa-
HOBKY, 3aMeJUICHHE BO3HHKHOBEHHS 3a00iIeBaHMs (T.€. TIEPHOJ 10 KIMHHYECKOTO MPOSIBICHUS 3a00JIeBaHMs)
W/WIIA CHWKCHUE PUCKA PA3BUTHUS WM MPOTPECCHpOBaHUs 3aboiieBaHus. Hampumep, 1o OTHONICHHIO K PaKy
TEepMUH "JIEYHUTH" MOXXET 03HAYATh YAAJICHUE WM CHIDKCHHUE CTCIICHU TSKECTH OMYXOJH y TAalMeHTa WX Tpe-
JIOTBpAICHHE, 3aMEUICHUC WJIH HHTHOMPOBAaHUE Pa3BUTHS METACTa3 U T.1.

B koHTekcTe JaHHOH 3asBKM TEPMHH "TepaneBTHYECKH d(PPEKTUBHOE", IPUMEHIEMBIH K /103€ WIN KOJIU-
YeCTBY, O3HAYACT TAKOE KOJIMYECTBO JICKAPCTBEHHOTO CPENICTBA WIH (PapMalleBTHYECKOH KOMIIO3UIIMN, KOTOPOE
SBIISICTCSA JOCTAaTOYHBIM JUIS TOCTIDKEHUS JKETaeMOW aKTHBHOCTH IPU BBEICHHUU CYOBEKTY, HY)KIAIOIEMYCS B
3TOM. B KOHTEKCTE HACTOSIIETO M300peTeHus, Korjaa TepMHUH "TeparneBTHIecKd 3P PeKTHBHOE" HCIIONb3yeTCs
MPUMEHHUTEIBHO K IPUMEHECHHUIO J1e30KcuprnOonykieass! (JJHKa3sr) s ycTpaHeHUS WK IPeIOTBPAIIeHHS 0-
0609HBIX 3((eKTOB, BEI3BAHHBIX IIMTOCTATHYECKON W/MIM MUTOTOKCHYECKONH XMMHOTEpanuel, yKa3aHHBIH Tep-
MUH o3HadaeT koimdecTBo JIHKa3er mu conepxameii JIHKa3y dhapmaneBTudeckoli KOMIIO3HIIMH, KOTOPOE He-
00X0IMMO JIJIs1 YCTPaHEHUS WM TIPEIOTBPAIICHHSI TI0O MEHBIIIEH Mepe OJTHOTO TT000YHOTO 3¢ ()eKTa, BEI3BAHHOTO
MPUMEHCHHUEM TaKOW MUTOCTATUYCCKON W/WIIM IUTOTOKCHYECKON Xxumuorepamuu. CleAyeT OTMETHTh, YTO B
cilydac MpUMEHEHHsS KOMOWHAIMU IEHCTBYIOMIMX WHTPUINCHTOB (Hanpumep, komouHarms JJHKa3er u npyroro
coenrHeHUS, 3()(HEKTUBHOTO IS YCTPAHCHHS WIH MPEJOTBPANICHHAS TOOOYHBIX 3 (HEKTOB, CBA3aHHBIX C XHMHUO-
Tepamnueii), 3pPpeKTHBHOE KOIMIECTBO KOMOWHAIIMHM MOKET BKJIIOYATh WM HE BKIHOYATH KOJHMYECTBO KaXKIOTO
HUHTPEUCHTA, KOTOPOE ObLTO OBl 3P QEKTUBHBIM MPU MHIUBUAYATFHOM BBEICHUH.

®paza "hapmareBTHUECKH TPHEMIIEMBINA", UCTIOb3yeMasi B OTHOIICHHH KOMITO3UITUH COTJIACHO HACTOS-
meMy W300peTEeHHI0, OTHOCHUTCS K XMMHUYECKHM COCIWHEHHSM W APYTHUM HHTPEIUCHTAM TaKUX KOMITO3UIIHA,
KOTOPBIE SIBIISIOTCS (PH3HOIOTHICCKH MIEPEHOCUMBIMU M OOBIYHO HE MPUBOIAT K HEOJIArONPHATHBIM PEaKIUIM
NIPY BBEJICHUH CYOBEKTYy (HampuMmep, MICKONHUTAIONIEMY, TAKOMY KaK 4eJIOBEK). B KOHTekcTe MaHHOW 3asBKU
TepMUH "(hapMarieBTHUECKH MTPUEMIIEMBIN" IPEUMYIIIECTBEHHO 03HAYAET OJ00PEHHBIN PETYIHPYIOIIAM OPTaHOM
(henepambHOTO MPaBUTENBCTBA WU MPABUTENBCTBOM INITaTa, Wik BHeceHHBIH B @apmakomnero CIIIA umm npyryro
o01enpu3HaHHyo (hapMaKoIero Uil IPUMEHEHHS y MIICKOITUTAIOINX H, 00Jiee KOHKPETHO, Y JIOJIeH.

TepMmuH "Tepanust HANPABICHHOTO NCHCTBUA" HCTOIB3YETCs sl 0003HAYCHUS KIacca XUMUYCCKUX U OHO-
JIOTHYECKUX COCAUHEHUA, KOTOPhIE MOTYT OBITh 3(()EKTUBHBI JJIs MALIUCHTOB, C PAKOBBIC OMYXOJH Yy KOTOPBIX
XapaKTEPU3YIOTCA CHENU(DUICCKUMH MOJICKYJISIPHBIME MHUIICHSIME, HO HE JEMOHCTPHPYIOT 3(PPEKTHBHOCTH B
OTCYTCTBHUE Tako# MuteHH (18).

B xoHTekcTe maHHOI 3asBKM TEpMHH "CYOBEKT" OTHOCHTCS K JII0OOMY MIieKomnuTarounieMmy. B npeamnourn-
TEJIEHOM BapHaHTE peajli3auy H300peTeHUS CyOBEKTOM SIBIISICTCS YETIOBEK.

CoryiacHO TaHHOMY HU300pETEHHIO MOTYT OBITh MPUMEHEHBI METOJUKH, IIIMPOKO MPUMEHseMbIe B (papma-
KOJIOTHH ¥ MOJIEKYJIIPHOH OHMOJIOTHH B paMKaxX 00JacTH TEXHHUKH. Takue METOIUKH MOAPOOHO OMHCAHBI B JIUTE-
patype. Hampumep, Sambrook, Fritsch & Maniatis, Molecular Cloning: A Laboratory Manual, Second Edition
(1989) Cold Spring Harbor Laboratory Press, Cold Spring Harbor, New York (B marHOM nokymente "Sambrook
et al., 1989"); DNA Cloning: A Practical Approach, Volumes I and II (D.N. Glover ed. 1985); Oligonucleotide
Synthesis (M.J. Gait ed. 1984); Nucleic Acid Hybridization (B.D. Hames & S.J. Higgins eds. (1985)); Transcrip-
tion and Translation (B.D. Hames & S.J. Higgins, eds. (1984)); Animal Cell Culture (R.I. Freshney, ed. (1986);
Immobilized Cells and Enzymes (IRL Press, (1986)); B. Perbal, A Practical Guide To Molecular Cloning
(1984); F.M. Ausubel et al. (mox pex.), Current Protocols in Molecular Biology, John Wiley & Sons, Inc. (1994);
U IpyTHE.

CriocoObI JIeUeHHs COTIACHO HACTOSIIEMY H300pETEHHIO.

CoryiacHO OJTHOMY aCHeKTy B HACTOSIIEM H300pETEHUU MPEIIOKEH cIoco0 Mpe0TBpaAIICHHS WIH 00Jer-
YeHHUS! TOKCHYHOCTH, CBS3aHHOW C IUTOCTATUYECKOW W/WIM IUTOTOKCHYECKOW XHMHOTEpamuedl y cyObekTa,
CTPAJAIONIETO OT paKa U MPOXOAAIICTO WM COOMPAOUIETOCS MPOUTH KypC YKa3aHHOW XMMHOTEpanuei, mpruaemM
YKa3aHHBIH CIOCOO BKIIIOYAET BBEACHHE CYOBEKTY TepaneBTHYeCKH 3((HEKTHBHOTO KoindecTBa (epMeHTa
JHKa3s1 (manpumep, [IHKaza I (manpumep, pekomomnanTHas JIHKa3a [ genoBeka wim ObIubsl TaHKpeaTHYECKAS
JHKa3a 1), ananoru IHKa3s! I (Takue kak, Hanpumep, JJHKaza X, /IHKa3a ramma wiun DNAS1L2), IHKa3a I,
¢dochoamrcrepasza I, makTodepprH WM ANETHIXOJMHICTEPa3a), MPUUEM YKa3aHHOE KOJIMYECTBO (epMEeHTa
JIHKa3s! siBisieTcst 3 eKTHBHBIM [UIS MPEIOTBPAICHUS WA O0JICTYCHISI IT0 MEHBIIIEH Mepe OJJTHOTO TIOO0YHOTO
a¢exTa ykazaHHOW XUMHOTEPaITHH.
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CornacHo JOTOJHUTEIFHOMY acleKTy B HAcTOSIIEM HM300pPETCHWH NPEIIOKEH CIIOCO0 IOBBIMLCHUS d-
(hEeKTHBHOCTH IIMTOCTATHYECKOH W/MIIM IIUTOTOKCHYECKONH XMMHOTEpANuK y CyOBbEeKTa, CTPAJAIOIIETro OT paKa 1
MIPOXOJIAIIETO WM COOHMPAIOMIETOCS MPOUTH KypC YKa3aHHOH XHMHOTEpamued, MpUdeM yKa3aHHBIM CIoco0
BKITIOUAET BBeleHHE CyOBeKTy TepameBThdecku dddexTuBHOro xonmmdecrBa ¢epmenta JJHKaszwer (Hampumep,
JIHKa3a I (manmpumep, pekomounantHas JJHKaza I genmoseka mnu Obrabst mankpeatudeckas JIHKaza 1), anamorn
JIHKa3s1 I (takme kax JJHKaza X, /IHKa3za ramma mmn DNAS1L2), /IHKa3za 11, pochoamdcrepasa 1, makrodep-
pHUH, WIH alleTHIIXOIUHACTEpas3a), mpudeM yka3aHHoe koyimdectBo ¢pepmenta JIHKaswr sBnseTcs a3 hexkTHBHBIM
JUTSI IPETOTBPAIICHIS WITH OOJIETYSHISI TI0O MEHBIIIEH Mepe OHOTO MOO0YHOTro 3P deKTa YKa3aHHOH XUMHOTEpa-
MK, ¥ TIpH 3ToM BBeaeHue J{HKa3bl mpuBoaANT K MpeoTBpaLIeHUIO HITH 00JIeTYeHHI0 TOKCHYECKOTO AeHCTBHS,
CBSI3aHHOT'O C yKa3aHHOH XMMHOTEPAITUH.

B cooTBeTcTBHU ¢ HacToSAMNM M300peTeHneM pasinyHbie THb! (pepmenta JJHKa3sl MoryT ObITH HCTIONB-
30BaHbl U1 00JETYCHUS] TOKCHYHOCTH, BBI3BAHHOW ITUPOKHM CIICKTPOM XUMHOTEPANICBTHYCCKUX MPEMapaToB.
HeorpannunBaromuii mpuMep TaKUX MPEIapaToB BKIOYACT aHTUMETA0OIUTHI, TAKAE KaK MUPUMUIMHOBBIC aHA-
noru (Hanpumep, S-¢propypaunn [5-FU], GpuykcypuanH, kaneuurabuH, reMInTaOuH U IUTapaOuH) U aHaJIoru
MypHHA, aHTarOHHUCTHl (ojlaTa M COOTBETCTBYIOIINE HWHTHOMTOPHI (HAapHMep, MEPKalTOIypWH, THOTYaHWH,
TIEHTOCTAaTUH W 2-XJIOPAC30KCHAIeHO3UH (KIaaApuOHH)); aHTHUIPOI(epaTUBHBIC/aHTUMUTOTUICCKUE CPENICTBA,
B TOM YHCJIe HaTypalbHBIE IPOAYKTHI, TAKHE KaK aJKaIOUIbl OapBHHKA (HAaIIpuMep, BUHOIACTHH, BUHKPUCTHH U
BUHOPETONH), BEMIECTBa, BO3JACHCTBYIONINE Ha IEIOCTHOCTh MUKPOTPYOOUEK, TaKMe KaK TaKCaHbl (HAIpUMep,
MAKJIATaKCell, AOIeTaKceN), BUHKPUCTHH, BUHOIACTHH, HOKO/A30J, STMOTIIOHE W HaBEIbOWH, STUINA00PII-
JIOTOKCHHBI (HampumMep, Tono3un, Teannosnn), JHK moBpexmatomme areHTs! (HarpuMep, aKTHHOMHIIMH, aM-
CaKpHH, aHTPAIMKJINHBI, OJICOMUIIUH, OYCYyIb(aH, KAMIITOTCIUH, KapOOIIaTHH, XJIOPaMOYyIIHII, IIUCIUIATHH, He-
JATIATHH, TUKIOPochaMuI, MUTOKCAH, TaKTHHOMUIIMH, JaYHOPYOUIINH, TOKCOPYOUIIMH, SMUPYOUITIUH, aKiIapy-
OuIuH, MypapyOUIIMH, FeKCAMETHITHWIAMUHONATHUILIATAH, MendanaH, Meplo@TaMUH, MUTOMHIIUH, MHUTOKCAH-
TPOH, HUTPO30OMOYCBHHA, HUMYCTHH, PAaHUMYCTHH, 3CTPAMyCTHH, TUIMKAMUIIMH, MPOKapOa3uH, TaKCONI, TaKCO-
Tep, TEHUNO3uA, TpudTHIeHTHOQochopamun u srorno3un (VP16)); anTHOMOTHKN (HampuMep, NTaKTHHOMHINH
(axktuHOMHIIMH D), mayHOpyOWIIMH, NOKCOPYOWIIMH (aIpHaMUINH), WIAPYOHIIMH, aHTPAIMKIUHBI, MHUTOKCaH-
TPOH, OJICOMHITMHBI, IJICKAMHUIWH (MATPAaMHUIIMH), ITICOMHIINH, TEIUIOMHUINH, MUTOMUIIMHEI (HAapUMep, MHUTO-
muruH  C), aKTHHOMUIIMHBI (HampuMep, AaKTHHOMUIMH D) mnwmHOCTaTWH); ¢epMeHThl (Hampumep, L-
acriaparmHasa); HEOKapIHWHOCTATWHOBBIN; aHTHArperaHTHBIC CPEICTBA; AHTUIPOIU(EpaTHBHBIC/aHTUMHTOTH-
YEeCKHE aIKWIMPYIONINE areHTHl, TaKue KaK XJIOPMETHH (HampuMmep, MeXJIOpITaMuH, ukiIodochamMu n aHaio-
TH, UMHUAA30JKapOoOKcaMul, MemdaiaH, XJI0paMOyII, THAPOXIOPHUI azoTcoaepxkaimero N-okcuaa, udocda-
MUJT), STHJICHUMUHBI ¥ METHIMEIAaMUHA (HapUMep, TeKCaMEeTUIMEIaMUH, THOTENa, KapOOKOH, TPUITHICHTHO-
¢docapamun), ankuwicynbhoHaThl (HanpuMep, OycynbdaH, H30MPOCyIb(paH TO3MIAT), HUITPO30MOUYEBHHBI (Ha-
npumep, kapmyctu (BCNU) u ananoru, ctpenrozonus), nexkap6o3us (DTIC); coenquaeHns STIOKCHIHOTO THIIA
(HampuMep, MUTOOPOHUTON); AaHTUIPOTH(EPATUBHBIC/aHTAMHTOTUICCKUAE aHTUMETA0OIUTHI, TAKHAE KAK aHAJIOTH
(homueBoOi KUCIOTHI (HAIPUMEpP, METOTPEKCAT); KOOPIAMHAIIMOHHBIC KOMIUICKCHI TUIATHHBI (HAIpUMep, IHCILIa-
TUH, KapOOILIaTHH), MPOKapOa3uH, THAPOKCUMOYCBHHA, MUTOTaH, aMHHOTIIOTCTUMUI; TOPMOHBI, TOPMOHAITb-
HBbIE aHAJIOTH (HampuUMep, dCTPOTeH, TAMOKCH(EH, TO3EpEHH, OMKATIOTAMHI, HIJTYTAMH]1) © HHTHOUTOPHI apo-
MaTa3bl (HalmpuMmep, JIETPO30JI, aHACTPO30J1); AaHTHCEKPETOPHBIE areHTHl (Hampumep, OpeBeNINH); UMMYHOIE-
MIpecCcaHThl (Hampumep, MUKIocnopuH, Takpoaumyc (FK-506), cuponumyc (pamaMuiing), a3aTHOTPUH, MUKO(De-
HOJIAT MOQETHIT); aHTHAHTUOTECHHBIE coeauHenus (Hampumep, TNP-470, renucrenH, 6eBanu3ymad) U WHTHOU-
TOpHI PakTopa pocta (HampuMmep, HHTHOUTOPHI (hakTopa pocta pudpodaactoB (FGF)); GirokaTophl perenTopos
AHTHOTCH3WHA;, TOHOPHI OKCHUJA a30Ta; aHTHCMBICIOBBIC OJIMTOHYKJICOTHIBI, aHTHTENA (HAPUMEpP, TPACTy3y-
Ma0); MHTHOUTOPHI KIIETOYHOTO UKJIA U HHIAYKTOPHI U (HEpeHIIUPOBKY (HAIPUMEp, TPETUHOWH); HHTUOUTOPHI
MHUIIICHU pallaMUIlHA B KiIeTkax MiekomuTapomux (mTOR), uHrHOUTOpE TOMOM30Mepassl (HampuMep, JOKCO-
pyOUIMH (ampuaMUIIMH), aMCaKpHUH, KAMITOTCIUH, NayHOPYOUIIMH, JAKTHHOMHIUH, YHUIIO3UJ, SMUPYOULIUH,
JTOMO3M, UIAPYOUIINH, MUTOKCAHTPOH, TOIOTEKAaH, MPUHOTCKAH); WHTUOUTOPHI KMHA3BI CHTHAJIBHON TpaHC-
IYKIWHU, NEHCTBYIOIMIEH Ha (haKTOPBI POCTa; MHIYKTOPHI MUTOXOHAPHAIBHON NUCOHYHKIUU; (aKTOPHI, pa3py-
IIAOIIHIE HyKICOCOMHYIO CTPYKTYPY XpOMaTHHA; COOY30KCaH; TPETHHOMH; IIEHTOCTATHH; (IyTaMux; mophumep
HaTpus;, Gaapo3oi; mpokapOa3uH; arlerIaToH; paIuOMMMYHOTEepaIuu (Hanmpumep, HOpUTyTOMad THyKCceTaH, HoT
131, To3utrymMmoMal); a Takke MpenapaTtsl, MPUMEHSEMbIC TPU TAPTEHTHOW PaIUOHYKIMIHON Tepanuu (HampH-
Mmep, camapuii Sm1-53-EDTMP, ctponiuii-89-xmopun).

Heorpannuunparomue npuMepsl MOO0YHBIX d()(PEKTOB MUTOCTATHIECKON HW/WIIH ITUTOTOKCHIECKOW XUMHO-
TEpaIuy, KOTOPBIE MOTYT OBITH MPEIOTBPAIEHB! WIIN OOJIETdeHBI ITyTeM BBEJICHHS, B COOTBETCTBHH C Ipeaia-
raeMbeIMH criocobamu, GepmentoB JJHKa3, BKIrO4aroT MHEIOTOKCHYHOCTh, HEHTPOIEHHIO, MHENIONATHIO (Ha-
HpUMep, JICHKOIIEHHIO, TPaHyJIONUTONEHHUIO, JTUM(OIEHHS, TPOMOOIMTONICHNS, SPUTPOIICHUS); I[eMaTOIATHIO
(manpumep, GuOpHHOTEHONNS TUIa3Mbl); KaTaboIMYecKne U3MEHEHHS! B OMOXMMHYECKOM COCTaBe KPOBH; pac-
CTPOMCTBA JKEITyJOYHO-KUIIEYHOTO TpaKTa (HarmpuMmep, TOLUIHOTA, PBOTA, AaHOPEKCHUS, MTOTEPsl MAcChl TeJla, TyB-
CTBO IIEPENOJIHEHHOTO XeJy/AKa, Anapesi, 3a1op, CTOMATHT, 330(arur); JISTOYHYI0 HEAOCTaTOYHOCTH (HarpuMmep,
XPOHUYECKYIO TTHEBMOHMIO, (PMOPO3 JIETKUX, OCTPBIH pecnupaTopHbIii anctpecc-cunapom (ARDS), GokoBoit
amuoTpoduaeckuii ckiepo3 (ALS), samOonny nerkux); nepMaronaTiio (HampuMep, KepaTHHHU3AIMIO, TaXUMEHe-
HUIO, TUTMEHTAIIHMIO, BBITIAICHIE BOJIOC, CHIIb, BBITIA/ICHIE HOTTEH, aJlOEeIHIO, BRI3BaHHYIO PaKOBBIM 3a00eBa-
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HHEM); paccTpOMCTBa HEPBHOM CHCTEMBI (HalpHMep, MapecTe3HIo, JACIPECcCHIo, TIIy0oKyIo oddIekcHto, HeHpo-
napainy, paccTpOWCTBa CiIyXa, ajuIOJNajHio, AE30PHUEHTALMIO, HEBPOJOTHMYECKUE IPOSBICHHS, MO3XKECUKOBYIO
ATaKCHIO, COHJIMBOCTH, KOMY, TOJIOBOKpPYKEHIE, YaCTO€ MOUCHCITYCKaHHE, YaCcTOe KeJaHne Ae(eKannn); SHI0K-
PUHHBIE pacCTpOWcTBA (HampUMep, HapylIeHHEe THUMOpU3a W HAAMOYCUHHUKOB, THIIEPTIIMKEMHIO, THITOTIIFKE-
MUIO); TeHUTAJIBHBIC paccTpoiicTBa (HampuMep, TUIIOCEKCYaIbHOCTh, OJIMTOCIIEPMHES, THHEKOMACTHS, HapyIle-
HHE MEHCTPYaJbHOTO IHKIIA); CEPACIHO-COCYANCTHIC HAapyIIeHHUs (HaIpuMep, HEKPO3 MHOKapaa, KapAHOMHOTIa-
THS, apUTMUS, HU3KOE KPOBSHOE NaBIICHHE, TaXUKapIHs, CepledHas HEZOCTaTOYHOCTH); TelaToNaTHs, pac-
CTPOMCTBO IIO/KEITyTOYHON KeJe3bl, HepomaTusi, pacCTPONCTBA MOYEBOTO IY3bIps, TUIICPYPUKEMUS, CHIKE-
HUE UMMYHOKOMIICTEHTHOCTH U HH()EKIINH.

CornacHO OJTHOMY acIIeKTy B HAaCTOSIIEM M300pETEHHH NPEUIOKEH CIOCO0 Mpe0TBpaIleH sl WIH 00Jer-
YEeHUs] TOKCHYECKUX OCIIOKHEHUH, CBSI3aHHBIX C JIy4eBOH Tepanuel y cyObekTa, CTpaJarolero oT paka v Ipoxo-
JUIIIETO Kypc YKa3aHHOH JTy4eBOH Tepanuy, IpUueM YKa3aHHBII coco0 BKITIOUAET BBEICHHE CYOBEKTY TepareB-
truecku dddexrusHoro konmuecta pepmenra JJHKazer (Hanpumep, IHKazmr I (Hanmpumep, pekomOnHaHTHAS
JHKa3a | gyenoBeka unu Obrubs mankpearmdeckas [IHKasa 1), anamoros [IHKaswr I (Takme kak [IHKaza X,
JIHKa3a ramma mnmn DNASI1L2), THKa3s1 11, dhochomudcrepassl 1, makTodhepprH WM aneTHIXOIWHICTEPaskl),
nmpuydeM ykazanHoe kojmdecTBo ¢epmenta JIHKazer adexTuBHO 11 MpenoTBpamieHUsT WKW OOJETYeHHs 110
MEHBIIIEH Mepe OHOTO MOOOYHOTO I deKTa yKa3aHHOW TyUeBOM TeparTHH.

CorJilacHO JIOTIOTHUTEIHLHOMY acleKTy B HACTOSIIEM H300pEeTEHUH MPEMIOKEH CHOCO0 MOBBIMICHUS d(-
(heKTUBHOCTH JTy9IEBOI Tepamu y cyOBeKTa, CTPAJAONIeTro OT paKa W MPOXOJAMIETO Kype YKa3aHHOH TydeBOH
Tepanuu, MPUIEeM YKa3aHHbBIN CIIOCO0 BKITIOYAET BBEICHUE CyOBEKTY TepaneBTUISCKH 3P (HEKTUBHOTO KOJIHUIECT-
Ba ¢epmenta JIHKa3bl (manpumep, JIHKazpr I (manpumep, pexomObunantHas JIHKaza | yeBonexa wiau Obrdaps
nankpeatnyeckas [IHKaza 1), anamoros /IHKaser 1 (Takue kak, manpumep, JJHKaza X, IHKa3a ramma wim
DNASI1L2), AHKa3sr 11, ¢pochoauscrepassr I, nakrodepprHa wiIM aneTHIXOIMHICTEPA3bl), IPUUEM yKa3aHHOE
komuectBo (hepmenta IHKas3er sBisiercst 3ppeKTUBHBIM [T TIPSIOTBPAIICHUS WM OOJCTYCHUS 110 MEHBIICH
Mepe OJTHOTO M0O0YHOro 3 deKTa yKasaHHOU JTydeBoi TepanuH, npuieM BBeaeHue JJHKassl nmpuBogur k mpe-
JIOTBPAIICHHUIO WIIA O0JIETYCHUIO TOKCHIHOCTH, CBSI3aHHOH C YKa3aHHOH JIydeBOi Teparnuei.

B cooTBeTcTBUM ¢ HacTosmuM n3o0peTerneM pepmentsl JJHKa3pr MoryT OBITH HCTIONBE30BaHbI IJIsT 00JIET-
YeHHS TOKCUYHOCTH W MOBBIIICHHUS 3 (EKTHBHOCTH PA3IMYHBIX THIIOB Jy4€BOIl Tepamuy, BKIIOYAsl, HAIIpAMED,
HapyxHyto JiydaeByto tepanuto (HJIT), Opaxurepanuio/TepMETHIHYIO JTYYEBYIO TEPANHIO, a TAKXKE CHCTEMHYIO
PanuoON30TOMHYIO TEPAIIHIO/PATHOTEPAIINIO C OTKPBITHIM HCTOYHUKOM.

Heorpannunparomue npuMepsl MOOOYHBIX 3()()EKTOB TydeBO Tepamnuu, KOTOPhIe MOTYT OBITh MPEAOT-
BpAIllCHBI WX 00JIerdeHbl TyTeM BBeneHus GepmentoB JIHKa3 B cooTBETCTBHYM ¢ TIpeaiaracMbIMH CIIOCOOaMH,
HarpyuMep, BKIIIOYAIOT pa3ApaKeHUE WIH MOBPEXICHNE KOXKH, YCTAJIOCTh, TOIIHOTY, PBOTY, (GHOpPO3, MOBpEXke-
HHUC KHIICYHUKA, TOTEPIO MAaMSTH, OCSCIUIOINE M TOBTOPHOE PA3BUTHUE PaKa.

[Mpennaraemble cocoObl MOTYT OBITH NMPUMEHEHBI JJISI CYOBEKTOB, CTPAJAIONIMX OT LIMPOKOTO CIIEKTpa
PAKOBBIX 3a00JICBaHU, KOTOPBIC TIOJIBEPTAOTCA XUMUOTEPAIICBTHYCCKOMY METOy JICUCHHS PaKa, IPUBOSIICTO
K Cepbe3HBIM NM000YHBIM 3¢ dexTam. Heorpannuusaromme npuMepsl COOTBETCTBYIOIIMX PAKOBBIX 3a00JeBaHUM
BKITIOYAIOT, HAIPpHMEp, PaKk MOJOYHOM JKeJle3bl, PaK MPeICTaTeIbHOM JKelle3bl, MHOKECTBEHHYIO MUEIIOMY, TIe-
PEXOAHO-KIETOYHYIO KapIIMHOMY, pakK JISTKUX (HampuMep, HEMEJIKOKIeTOYHbIH pak jserkoro (HMPJI)), pak mo-
4eK, pak MUTOBUIHON KeJe3bl, JISHKO3 (HampuMep, XpOHUIECKUH MHETONIEHK03, OCTPBIH MUCTOUTHBIN JISHKO3,
XPOHUYECKHUH JTMM(OIIUTAPHBIN JICHKO03, OCTPBIA TUMPOIMTAPHBIN JIeHK03), TuMdomy (Hanpumep, tuMdoma B-
KIIETOK, TuMpoma T-KIIeToK, HeXOKKHHCKUE JTUM(POMBI, TuMpoma X0 HKKHHA), paK TOJIOBBI U IIEH, paK THIIE-
BOJIa, PaK JKEIYJIKa, paKk 000JOYHOHN KHUIIKH, PaK MPSIMOW KHIITKH, paK MOJKEITYJOYHOMN Kele3bl, paK ICUCHH,
PaK XEITYHOTO MPOTOKA, PaK KEITUYHOTO Iy3bIPs, paK SMYHUKOB, paK MATKH, PaK BIIAraliUiNa, paK IICHKA MaTKH,
paK MOYEBOTO ITy3bIpsi, HEHPOOIACTOMY, CapKOMY, OCTEOCApKOMY, 3JI0KAYECTBEHHYIO MEJaHOMY, IUIOCKOKJIE-
TOYHBIH pakK, pak KOCTH, BKIIOYas KaK MEPBUYHBIC PAKOBHIC 3a00JicBaHMs KOCTEH (HampuMmep, OCcTeocapKoMa,
XOHApocapkoMa, capkoma FOunra, pudpocapkoma, 3JI0KaueCTBeHHAs (PUOPO3HAS THCTHOIUTOMA, aJaMaHTHHOM,
THUTAHTOKJICTOYHAS OMYXOJIb U XOpAOMa), TaK U BTOPHYHBIC (METAaCTaTHYECKUC) PAKOBBIC 3a00JCBAHUS KOCTEH,
CapKOMy MSTKUX TKaHEH, KapIMHOMY 0a3aJbHOW KIIETKH, aHTHOCApKOMY, T€MaHTHOCAPKOMY, MHXOCapKOMY,
JIMIIOCAPKOMY, OCTEOTCHHYIO CapKOMY, aHTHOCApKOMY, SHIOTEINOCAPKOMY, TUM(paHTHOCApKOMy, JHMpaHTHO-
SH/IOTETNOCAPKOMY, CHHOBHOMY, PaK SHYEK, paK MAaTKH, Pak >KEIyJZOYHO-KHUIIEYHOTO TPaKTa, ME30TEIHOMY,
neoMHrocapkoMy, pabIoMHOCapKOMy, aJeHOKAapIWHOMY, KapIHHOMY IOTOBBIX JKejie3, KapUHHOMY CallbHBIX
JKele3, NaNWUBIPHYI0 KapIWHOMY, MaKpOTJIIOOYJIMHEMHIO BaJbJACHCTPEMA, MANWUIIPHYIO aJeHOKApPIHHOMY,
[UCTAZICHOKAPINHOMY, OPOHXOTEHHBIH pakK, XOPHOKAPIIMHOMY, CEMHHOMY, 3MOpPHOHAJBHBIN paK, OIyXOJb
BuipMca, aIHATENHANBHYIO KapIUHOMY, TIHOMY, TIHOOIACTOMY, aCTPOIMTOMY, MEIy/UI00IacToMy, KpaHHO(a-
PUHTHOMY, STICHIMMOMY, MUHAJIOMY, T€MaHTHO0IaCTOMY, aKyCTHYECKYI0 HEBPOMY, OJHTOICHIPOTIHOMY, Me-
HUHTUOMY, PETUHOOIACTOMY, MEIYUIIPHYIO KapIIUHOMY, TAMOMY, CAPKOMY H T. 1.

CornacHO 0JJHOMY U3 BapHaHTOB peajJM3alli B HACTOSIIEM M300pETEHUH MPEUIOKEH CIIOCO0 MpeoTBpa-
IIEHHS WK 00JIerYeHHs KaTaboJIMIeCKOro COCTOSHHMS, IIPUBOJISILETO K IIOTEPE MacChl Tejla, CBSI3aHHOTO C IUTO-
CTaTHYECKOM W/MIIM LIUTOTOKCHYECKOW XMMHOTEpanuu (Harpumep, Tepamnueil JOKCOPYOMIIMHOM) Yy CyOBeKTa,
CTPAJAIONIETO OT paKa U MPOXOAAIICTO WM COONPAOUIETOCS MPOUTH KypC YKa3aHHOW XMMHOTEpanuei, mpruieM
YKa3aHHBIN Croco0 BKIIOYAET BBeNeHUE CyOBeKTy TepareBThdeckd s dexTuBHOrO KommdectBa JIHKa3er (Ha-
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npumep, IHKa3e1 I (Hanpumep, pexom6unanTHas JJHKa3a I yenoBeka nnm Obrubst nankpearndeckast J{HKaza I),
ananoroB JIHKas3sr I (takux kak, Hampumep, JJHKa3za X, JITHKa3a ramma mimm DNAS1L2), [THKa3s 11, dpocdo-
nmuacTepassl I, makTodepprHa WK ale THIIXOJMHACTEPasbl), IpUIeM yKazaHHOe komdecTBO depmenTta JJHKa3wr
ABIseTCA YPPEKTUBHBIM AJIS MPEIOTBPAIICHIS MIIH O0JIerdeHus KaTabOJIMIeCKOTO COCTOSIHUS, IPHBOSIIETO K
MOTEPE MACChI TeJa, CBA3aHHOTO C YKa3aHHOW XUMHUOTEpanue.

CornacHo elie OJHOMY BapHaHTy peaii3allid B HACTOSIIEM H300PETEHHH TPEIJIOKEH CIIoco0 MpenoT-
BPAILCHAS WM O0JIETYCHUS MUEIOTOKCHYHOCTH W/MIIH KaTa0OJIMYECKIX W3MEHEHHH B OMOXMMHYECKOM COCTaBe
KpPOBH, CBSI3aHHOM C ITUTOCTATHYCCKON W/MITHM ITATOTOKCHYECKON XUMHOTEpanuel (HampuMep, Teparus JOKCopy-
OWIIMHOM) y CyOBEKTa, CTPaJafouIero OT paka M MPOXOJIIETr0 WIN COOMPAIOIIETrocs NPOWTH Kype yKa3aHHOH
XUMHOTEpanuel, mpudeM YKa3aHHBIH Croco0 BKIFOYACT BBEICHHE CYOBEKTY TepameBTHUCCKH 3()(EeKTUBHOTO
konmyectBa Gepmenta JJHKa3wr (Hanpumep, IHKa3b! I (pexkomObunantHas J{THKa3zer | uenoBeka mny ObI4bs maH-
kpeatndeckas JJHKaszs! 1), ananoros /IHKazsr1 I (Takoit xak JIHKaza X, IHKa3y ramma nin DNAS1L2), THKa-
36l 11, hocommacrepassl 1, makTodeppuHa Wi aleTHIXOIUHICTEPA3hl), MPUYEM YKa3aHHOE KOIUYECTBO (dep-
MmenTta JIHKa3er sBisercs 3¢ OEKTUBHBIM JJIs MPEIOTBPANICHHS TN 00JIETYCHUS MUCIIOTOKCHYHOCTH W/MIIN Ka-
TabOIMIECKUX U3MEHEHHIH B OMOXUMIYECKOM COCTaBe KPOBH, CB3aHHBIX C YKa3aHHOW XHUMHOTEPAITHEH.

CornacHo ele OJHOMY BapMaHTy peali3allid B HACTOSIIEM H300PETEHHH TPEIIOKEH CII0Co0 MpenoT-
BpAIICHUSA WM OOJIET4eHNU KapAHMOTOKCHYIHOCTH (HAaIpHMep, HEKpo3a MHOKapaa), CBI3aHHOW ¢ UTOCTaTHYe-
CKOW W/WJIM IUTOTOKCHUYECKOW XHMHUOTEpamuei (Hampumep, Tepamueil JOKCOpyOMIIMHOM) y CyOBeKkTa, CTpa-
JAIOIIETO OT paka M MPOXOASAIIETO MU COOMPAIOIIETOCs MPOUTH KypC yKa3aHHOM XUMHOTEPAIUH, IPHYeM yKa-
3aHHBIN CIIOCO0 BKIIIOYAET BBEACHHE CYOBEKTY TepaneBTHIecku 3¢ dekTuBHOTO KommdecTBa hepmenta JJHKa3wr
(manpumep, JIHKa3er 1 (mampumep, pexomOunantHoi [IHKaser I denoBeka wimm Obldbeil MaHKpeaTHYECKOH
JHKas3si 1), ananoros JIHKass1 I (takoit kak, Hanpumep, JJHKaza X, JITHKa3a ramma wimu DNAS1L2), [THKa3st
11, docdonmacTepassr I, makrodepprHa WM alCTHIXOIUHICTEPA3bl), IPUYEM YKa3aHHOE KOJMYECTBO (epMeHTa
JIHKa3s1 sBisiercss 3G QeKTUBHBIM A MPENOTBPAICHHUS WA OOJICTdCHHs KapIHOTOKCHYHOCTH, CBSI3aHHOU C
YKa3aHHOW XUMHUOTepamnue.

CornacHo elie OJHOMY BapHaHTy peaii3allid B HACTOSIIEM H300PETEHHH TPEIJIOKEH CII0Co0 MpenoT-
BPAIICHAS WA OOJIETYEHHS KeITyI0YHO-KUIIIEYHOH TOKCHYHOCTH, CBA3aHHON C IUTOCTATHYECKON H/WMIIM LIUTO-
TOKCHYIECKOW XUMHUOTepanueil (Hampumep, KOMOWHAITMOHHON XUMHOTeparied S-QTopyparioM/3Tono3uaom) y
cy0BeKTa, CTPAJaonIero OT paka M MPOXOSIIETO MM COOMPAIOIMIErocs MPONTH Kypc yKa3aHHOW XMMHOTEpa-
MUY, TPUYEM yKa3aHHBIA CIOCOO BKIIIOYAET BBEICHHE CYOBEKTY TepaneBTHYCCKH d()PEKTUBHOTO KOJIMUECTBA
dbepmenta JIHKazwr (manpumep, JJHKa3wr 1 (Hampumep, pekomOunantaoit JIHKa3er 1 yemoBexa wmm Obrubeit
nankpeatnyeckord JIHKas3er 1), anamoros JIHKaser 1 (Takoii kak, Hanpumep, JJHKaza X, JITHKa3za ramma wimm
DNASI1L2), AHKa3sr 11, ¢pochoauscrepassr I, nakrodepprHa wiIH aneTHIXOIMHICTEPA3bl), IPUUEM yKa3aHHOE
koymmuectBo pepmenta JJHKa3zml sBiseTcst 3 HeKTUBHBIM T TIPEAOTBPAIICHUS MIIH OOJIETUCHUS JKEITYI0YHO-
KHUIIEYHON TOKCUYHOCTH, CBSI3aHHOM C YKa3aHHON XUMHUOTEpanuei.

CornacHo emie OJHOMY BapHaHTy peaJiM3allid B HACTOSIIEM H300pPETEHHH MPEAIOKEH CHOco0 IpenoT-
BpAICHUS WIH 00JIETYCHUS TOAABICHUS UMMYHHUTETA, CBSI3aHHOTO C MUTOCTATUYCCKON /MM UTOTOKCHYCCKON
XIMHOTEpanuel (HanmpuMep, Tepanus npenapaTaMid TaKCaHOBOI TPYIIIBI) ¥ CyOBEKTa, CTPaJaromiero OT paka u
MIPOXOJIAIIETO MM COOHMPAIOIIETOCS TMPONTH KypC YKa3aHHOH XMMHOTEpamueld, NMpUdeM yKa3aHHBIM CIoco0
BKITIOUAET BBeleHHE CyOBeKTy TepameBTudecku dddexTuBHOro xonmmdecrBa depmenta JHKa3wer (Hampumep,
JIHKa3s1 (manpumep, pekomounanTaoi JIHKa3e1 I uenoBeka wim Oprubeit mankpearndeckoit JIHKa3wr 1), anaro-
roB JIHKa3m1 I (Takux kak, Hanmpumep, JJHKaza X, /IHKaza ramma wimm DNAS1L2), JIHKa3sr 11, dochonudcre-
passl 1, makrodepprHa WM alleTHIIXOIMHICTEpas3bl), MpUIeM yka3aHHOe KonmdecTBo (epmenta JIHKaswr siBis-
etcst 3 (HDEeKTUYHBIM TS IPESTOTBPAILICHHS HIH OOJICTYCHHUS MTOJABICHUS UMMYHHUTETA, CBSI3aHHOTO C YKa3aHHON
XUMHOTEpanueil.

CornacHo eme OJHOMY BapHaHTy peaJiM3allid B HACTOSIIEM H300pPETEHHH MPEAIOKEH CHOco0 IpenoT-
BpAIlCHUS WIN OOJICTYCHUs HEHTPOIICHUH, CBSI3aHHOW C MUTOCTATUYCCKON /WU IIUTOTOKCHYCCKOW XUMHOTE-
panuell (Hampumep, Tepamnueil nukiodochaMuaoM) y cyObeKTa, CTPagaroliero OT paka W MPOXOJIIErO U
coOHparomerocss MpoiTH Kypc yKa3aHHOW XHMHOTEpAluH, NMPHYEM YKa3aHHBIM CIIOCO0 BKIIIOYAaeT BBEICHHE
cyOBeKTy TepamneBTHIecku 3¢ dekTuBHOTO KomuecTBa depmenta JIHKa3wl (manpumep, JIHKaza I (mampumep,
pexomOmnanTHas JIHKa3za I genoBeka wmm Obrubst mankpearndeckas JJHKaza 1), anamoros JIHKa3er I (Takue
kak, Harmpumep, JIHKaza X, IHKa3a ramma i DNAS1L2), JIHKa3wr 11, dochomuadcrepassr I, nakrodepprna
WIH alleTHIIXOJIMHACTEpa3bl), IpuieM ykazaHHoe kKonmdecTBo depmenta JIHKa3bl sBisiercss 23QGEeKTUBHBIM IS
MIPEIOTBPAIICHHS WJTH O0JIETYCHHSI HEUTPOTIEHUH, CBSI3aHHOW ¢ yKa3aHHOW XUMHUOTEPATIHEH.

CornacHo emie OJHOMY BapHaHTy peaJid3allid B HACTOSIIEM H300pPETEHHH MPEAIOKEH CHOco0 IpenoT-
BPAILCHUS WIH OOJICTYCHHUS TOTEPH MACCHI TeJla, CBSI3aHHOM C Ty4eBOU Tepamuei, y cyObeKTa, CTPaJaroIIero ot
paka ¥ MPOXOASAIICT0 KypC yKa3aHHOM JIy4eBOHM Tepamuu, MpUYeM YKa3aHHBIA CIOCOO BKIIFOYACT BBEICHUC
cyOBeKTy TepaneBTudeck ¢ ¢pexTrBHOro Konnuectsa ¢pepmenrta JJHKazbr (Hanpumep, JJHKaza I (nampumep,
pexomOunanTHas J{HKaza I genoseka wnm Obrubst mankpeatndeckas J{HKaza I), ananmoros JIHKa3wr 1 (Takue
kak, Hanpumep, J{THKaza X, /THKa3a ramma mmu DNAS1L2), [THKas3er 11, dpochomuacrepassr I, makrodpeppuna
WM alleTHIIXOJMHACTEpas3bl), IpudeM ykazaHHoe konmdecTBo depmenTta JIHKa3bl sBisercs 23QGEeKTUBHBIM IS
MPEeIOTBPAIIICHHS WM O0JIeTYSHHsI IIOTEPH Macca Tella, CBSI3aHHOM ¢ yKa3aHHOW JTy4eBOU Teparuei.
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CornacHo emie OJHOMY BapUaHTy peallu3alliil U300pETeHUs 10 JIF00OMY W3 OMHCAHHBIX BBIIIC CIIOCOOOB
TepaneBTHYeckn 3ddexTrBHOE KommyecTBO pepmenta JJHKa3wl cocramser mo mensiueit mepe 0,5 Mr/kr/neHb
mwm 1000 emuaun Kynwrma (KU)/kr/cyTt, mpeanouTuTenbHO 1Mo MeHbIned mepe 1,5 mr/kr/aenp wiu 3000
KU/kr/nens. CornacHO OTHOMY BapHaHTy pea3alii H300pPETeHHUS IO JII0OOMY W3 OMUCAHHBIX BBIIIE CIIOCO-
00B TepaneBTHdecky 3P dexTrBHOE KommuecTBo pepmenta JJHKa3wr cocraBnsgeT ot 0,5 mo 100 mMr/kr/mens wim
or 1000 mo 200000 KU/kr/mens, mpeamoururensHo ot 0,5 mo 50 wmr/kr/mens wimu ot 1000 mo 100000
KU/kr/nens, eme 6onee npeanodtutensHo ot 1,5 mo 50 mr/kr/nens wiu ot 3000 no 100000 KU/kr/nensp, Hau-
6onee npeamoututenabHO oT 10 mo 50 mr/kr/mens nam ot 20000 mo 100000 KU/kr/cyT.

CornacHO OJHOMY BapHaHTy PEajH3allid HACTOSIIEr0 M300pETCHUS MO JTHOOMY U3 OMHCAHHBIX BBIIIC
CIIOoCcO0OB CYOBEKTOM SIBIIICTCS YCTOBEK.

Crioco6s1 Beenenust JIHKa3sr u kommno3unuit, conepxkamux JTHKas3s1.

B npemnoxennsix crmocodax ¢pepment J[THKaza Moxer ObITH BBEICH 10, BO BPEMs /WU MOCIIC BBEICHHUS
XMUMHOTEPAIEBTUICCKOTO MpenapaTa Wik BO BpeMs WIH IOCIE MPOBEACHUS Kypca Jy4eBoit Tepanuu. [Ipeanoy-
tuTenbHO uToOb! (1) pepment JIHKaza u xuMunortepaneBTHueckuii penapar (WM JrydeBast Tepamust) ObuIn BBe-
JIEHBI B OJTHO ¥ TO ke BpeMs u/unu (ii) pepment [JHKa3za Obu1 BBEZICH HEMOCPENCTBEHHO Cpa3y MOCIE BBEACHHUS
XUMHUOTEPATeBTHUECKOTO arenra (wim my4deBoit Tepanun). [IHKa3za MoxeT ObITh BBEZICHA MAIUEHTY OAHOKPATHO
WA KypCOM; OJJMH WJIA HECKOJIBKO pa3 B JACHB.

Hcmonb3yeMble B MPEUIOKEHHBIX criocobax mo3el ¢pepmenta JIHKa3er 3aBucsar ot Tuma mo6o4HOTO d(h-
(hexTa, BEI3BAHHOTO XUMUOTEPAITHEH WM JyIeBOH Tepanueii, CTENeHH TSHKECTH U TUHAMUKA JaHHBIX TOOOYHBIX
3¢ ¢dexToB, a TakKe MPEIIICCTBYIONICH Tepanuy, UCTOPUH OOJE3HM MAalMEHTa W PEakIMu Ha XUMHOTEPAITHIO
(wnu myueBylo Tepanuio) u Ha BBeaeHue JJHKas3ebl, a Tarke ot pemienus sevamiero Bpada. Heorpanuuuparomiye
IpUMEpHI IPUMEHUMOTO AMama3oHa /03 BKItodaroT KoHueHtpammu ot 0,5 xo 100 mr/kr/ gens wiu ot 1000 mo
200000 xH/xr/mens, mpemnoututensHo oT 0,5 mo 50 mr/xr/menp wimm ot 1000 mo 100000 enwnun Kynutma
(KU)/kr/nens, eme Oonee npeamnoyTutenbHo oT 1,5 mo 50 mr/kr/nens win ot 3000 mo 100000 KU/kr/nens, Hau-
6onee npeamnourutenbHo oT 10 o 50 mr/kr/mens win ot 20000 1o 100000 KU/kr/neHsb.

Beenenne dpepmenta JJHKa3el B COOTBETCTBUH € MPEMTOKEHHBIME CIIOCOOAMH MOYKET OBITh OCYIIIECTBIIC-
HO JIFOOBIM TTOAXOISIINM ITyTE€M, BKIIFOYast CHCTEMHOE BBENICHHE, a TAK)KE BBEIECHHE HEIOCPEICTBEHHO B MECTO
JIOKaJIM3auy 3a00JIeBaHus (HallpuMep, B MECTO JIOKANM3aluy IepBUYHON ommyXxouH). KoHKpeTHBIe HeorpaHIH-
BaIOIIME MTPUMEPHI BO3MOXKHBIX CITOCOOOB BBEJICHUS BKIIIOYAIOT BHYTPUBEHHOE (B/B), IOIKOXHOE (T1/K), BHYTpH-
OprommHHOE (B/0), IEpOpaIbHOE WITH MHTAJISIIHOHHOE BBEICHHE.

CornacHO HEKOTOPHIM BapuaHTaM peanu3aru n3oopererns ¢pepment JJHKaza Bxonut B coctaB dapmarieB-
TUYECKON KOMITO3UIINY ¢ (PapMaIieBTHUCCKH MPUEMIIEMBIM HOCHTEIICM WITH BCIIOMOTaTeIIbHBIMH BEIIICCTBAMHU.

Komnozuium, npiuMeHseMbIe B OMHCAHHBIX BBIIIEC CIIOCO0aX, MOTYT OBITh OCCIPEMSTCTBEHHO MPEICTaBIIC-
HBI B CTAaHAAPTHOH JICKApCTBCHHOM (popMe M MOTYT OBITh MOTYYCHBI CITOCOOAMU, M3BECTHBIMHU B TAHHOI 001IacTH
TeXHUKU. KOJNMYeCTBO aKTHBHBIX HHIPEAUCHTOB, KOTOPHIC MOTYT OBITH CMEIIAHBI C BEIECTBOM-HOCHTEIIEM IS
MOJYYCHUS OJJHOKPATHOU JICKapCTBCHHOM (hOPMBI, OyIET BaphUPOBATHCSA B 3aBHCHMOCTH OT TOJIYYAIOIIEro Jie-
YCHHE YEJIOBEKa W KOHKPETHOTO crocoba BBemeHHs. KoNMM4ecTBO aKTUBHBIX HHIPEIMECHTOB, KOTOPBIC MOTYT
OBITh CKOMOWHHMPOBAHBI C HOCHTEIEM JJIsl TIOJNydeHHUsI OJHOKPATHOH JICKAPCTBEHHOW (OPMBI, OOBITHO PABHO
KOJIMYECTBY COSAMHEHUS, KOTOPOE 00ECIIeUNBAET TePANeBTHUSCKHUN dP(HEKT.

Kak npaBuio, nexapcTBeHHas GpopMa MOKET OBITh MPUTOTOBJICHA C WCHOJIB30BaHMUEM KaK KHIKOTO HOCH-
TN, TaK M MEJKOIHMCIIEPCHOTO TBEPIOTO HOCHTENS MM M TOTO M JIPYyroro, a 3aTeM, IMpH HEOOXOTUMOCTH,
chopMmpoBaHa roToBas JIeKapCcTBEHHas GopMma.

®dapManeBTHYECKUE KOMITO3HIINH, MOIXOIAIINE ISl TAPEHTEPAILHOTO BBEICHUS, MOTYT COJICPIKATh OJIHH
WA HECKOJNBKO akTHUBHBIX WHTpenueHToB (JIHKa3y u, B HEKOTOpPHIX cllydasx, APyroe coeauHeHue, 3pdekTus-
HOE JUTsl OOJISTYCHUs WIIM MPENOTBPAICHHUS MOOOYHBIX 3()(PEKTOB MUTOCTATUICCKON W/WIIM MUTOTOKCHYCCKOU
XUMHOTEPAIHK UK JIYYCBOW TEparuu) B KOMOWHAIIMK C OJHUM WM HECKOJIBKUMH (papMalleBTUYCCKU MpUEM-
JIEMBIMH BOJTHBIMU WJIH HEBOJHBIMH CTECPHIBHBIMH H30TOHHYCCKUMH PACTBOPAMU, TUCIICPCHUAMU, CYCIICH3MSIMHU
WIA 3MYJIBCUSIMH, a TAKXKE CTCPUIILHBIMHU MOPOIIKAMHU, KOTOPBIE MOTYT OBITh BOCCTAHOBJICHEI B CTCPUIILHBIC
PacTBOPHI I UHBEKINH WM TUCIIEPCHN HETIOCPEACTBEHHO IEepe] MCIIOIb30BaHINEM M KOTOPBIE MOTYT COMAEp-
JKaTb aHTHOKCHAAHTHI, Oydephl, 6aKTepHOCTaThI, PACTBOPEHHBIE BEUIECTBA, KOTOPHIEC IACNAIOT COCTaB M30TOHU-
YECKHM I10 OTHOIIEHHIO K KPOBH IPEAINOIaraeMoro MalnyueHTa, W CYCHCHINPYIOMNX WK 3aTyIIAoNuX Ipe-
napaToB. [IpuMepbl TOAXOMAMNX BOJHBIX W HEBOJHBIX HOCUTEJICH, KOTOPHIE MOTYT OBITh HCIIOJIB30BAHHI B (hap-
MAaIeBTUYECKUX KOMIO3HWIHUAX COTJIACHO HACTOSIIEMY ONMCAaHHUIO, BKIIOYAIOT BOMY, STAHOJ, TIOJHOJEI (TaKue
KaK TJIMIEPUH, TPONMICHTIIUKOIB, TOMUATHIICHIINKOIb U T.II.) ¥ COOTBETCTBYIOIINE CMECH JAaHHBIX BEIIECTB,
PACTHTENBHBIC Maca, TaKUe KaK OJMBKOBOE MAciO M MHBCIMPYEMBIC OPTaHUYECKHUE CIOXHBIC 3(HPHI, TaKUC
Kak dTionieatr. HeoOxomumas TeKy4ecTh MOXKET OBITh 0OecIieueHa, HalpuMep, IyTeM HCIIOb30BaHUS MaTepHa-
JIOB ISl IOKPBITHS, TAKUX KaK JCIUTHH, TyTEM MOCPKAHUSA TPEOYEeMOTO pa3Mepa YacTHIl B CIIyYae TUCTICPCHIA
U C UCTIOJIb30BaHUCM MTOBEPXHOCTHO-aKTUBHBIX BEIICCTB.

JlaHHBIE KOMOWHAIIMM MOTYT TaKKE COJCPKATh KOHCEPBAHTHI, CMAYMBAIOIINE ArcHTBI, SMYJIBraTOpbl U
JUCTICPTUPYIOIINE areHThL. [IpodumakTudeckoe NeiicTBHE MPOTUB MUKPOOPTAHU3MOB MOYKET OBITH 00ECIEeUYCHO
32 CYeT BKIIOYCHHS PA3JIMYHBIX AHTHOAKTEPHANIBHBIX M IMPOTHBOTPHOKOBBIX areHTOB, HANpUMep MapadeHa,
xyopOyTaHona, GeHOIBLHOW COPOMHOBOM KHCIOTH U TOMY MOJOOHBIX areHToB. Kpome Toro, MokeT OBITH HEOO-
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XOANUMO BKITIOUWTH B KOMITO3UIMIO M30TOHHYECKUX areHTOB, TAKUX KaK caxapa, XJIOpHUJ HaTpHs M TOMY 10100~
Hoe. Kpome Toro, yBennmueHHe BpEMEHH BCACHIBAHUS MHBEKIIMOHHONW (hapManeBTHIeCKOH (GOPMBI MOXKET OBITH
o0ecrieyeHo BKIIIOYCHHEM areHTOB, KOTOpPHIE 3aMEIIISIOT BCACBIBAHME, TaKMX KaK MOHOCTEapaT allOMUHHSA U
JKETaTHH.

JlexapcTBeHHas1 opMa I HHBEKIUHA MOXET OBITh IMOJTydeHa ITyTeM (OPMHPOBAHUS MHUKPOKATICYIBHBIX
MaTpHI] OAHOTO TN HECKOJNIBKUX aKTHBHBIX MHTPEIUCHTOB B OMOpasiaraeMpIX MOJMMepax, TAKMX KaK ITOJIMIaK-
TH/I-TIOJUTIIAKONA. B 3aBHCHMOCTH OT COOTHOLICHHS aKTHBHOTO MHTPEIMEHTA U MOJIUMEPaA, a TakKe IPUPOJIBI
HCIIOJIE3YEMOT0 TIOJIMMEPa MOKHO KOHTPOJIMPOBATh CKOPOCTH BEICBOOOKACHHUS aKTUBHOTO BemiecTBa. [IpruMepst
JIpyrux OnopasiaraeMblX MOJIMMEPOB BKIIIOYAIOT MOIH(0pTO3(UPEI) U monu(aHruapuabl). JlekapcTtBeHHbIe Gop-
MBI JUISl HHBEKIMH TaK)Ke€ MOTYT OBITh TIOJIyYEHBI ITyTE€M 3aXBaTa aKTHBHBIX BELIECTB JIMIIOCOMAMH WM MUKpPO-
SMYJIBCHSIMH, KOTOPBIC SBIISIFOTCS MTOXOSIIIUMH JUTSI TKAHEH Tela.

JlekapcTBeHHBIE (DOPMBI IS TIEPOPAIBHOTO BBEJICHUS MOTYT OBITh IIPEICTABIEHBI B (pOpME JKEIIaTHHOBBIX
WIN KpaxMaJbHBIX KalCyJsl, MHIIOJb, TabJETOK, TPaHyIISATOB, TPAaHyJl MM B BHJE PacTBOPA WM CYCIICH3HH B
BOJIHOM MJIM HEBOJHO KHUIKOCTH (HalIpUMeEp, B KaUueCTBE MOJOCKAHMS JUIS PTa, B KAUECTBE IperapaTa, KOTOPBIH
CIIeIyeT NMPOTJIaTHIBATh, WM KaK KIM3Ma), FJTH B BHJIE )KUIKOW SMYJIbCHU THIIa Macli0-B-BOJIE MIIH BOJa-B-Maclie
U T.IIL., KaX/1as U3 KOTOPBIX CONEPKUT 3aJaHHOE KOJIMIECTBO OJHOTO MIIM HECKOJIBKIX aKTHBHBIX BEIIECTB.

B TBepapIx JIeKapCTBEHHBIX (OopMax I MEPOPaTbHOTO BBEACHUS (KamlCylbl, TaOJIETKH, THIIIONH, Ipaxke,
TPaHyJIATHI, TPAHYJIBl M TOMY TOAOOHOE) OIWH WM HECKOJIBKO aKTHBHBIX WHTPEIUCHTOB MOTYT OBITH CMEIIAHBI
C OJIHUM HWIJIM HECKOJBKHMH (hapMalleBTHUECKH NPUEMIIEMBIMH HOCHUTEISIMH, TAKHIMH KaK [UTpPAT HATPHUS WA
nukanpIiidocdar, W/umm ¢ JOOBIM HIDKETIEPEYHCICHHBIM BeleCTBOM: (1) HAIOJTHWTENTH WA pa30aBUTEINb,
TaKhe KaK KpaxMallbl, JJAKTO3a, caxapo3a, IJII0K03a, MAHHHUT W/WIM KPEMHHUEBasl KUCIIOTA; (2) CBS3YIOIINE Belle-
CTBO, TaKO€ Kak, HalpHMep, KapOOKCHMETMIILEIUTION03a, ajlbI'MHATEI, KEJIaTHH, TTOJIMBUHUITUPPOIINIOH, caxa-
po3a n/unu apaBuiickas Kamesnp; (3) cMauMBarollee BEIECTBO, TAKOE KaK IIIMIEPHH; (4) BeulecTa JUIsl yiIydiie-
HUS PacragaeMOCTH TabJeTOK, Takue Kak arap-arap, KapOOHaT KaibLus, KapTO(QeTbHBIA WM TaluOKOBBIH
KpaxMaJl, albTHHOBast KHCIIOTa, HEKOTOPHIE CHIIMKATHI U KapOoHAT HaTpHst; (5) 100aBKH, 3aMe UISIONINE MIPOLIECcC
pacTBOpeHUsI, Takue Kak rmapaduH; (6) BemecTBa I YCKOPEHHS BIUTHIBAHMUS, TaKUE KaK COCTMHEHHS YeTBEPTHY-
HOTrO aMMOHHMS; (7) CMauMBAIOIINE areHTHI, TAKHe KaK, HalpUMep, IICTHIIOBEIA CIIUPT W MOHOCTEapaT TIIHNIEPHHA;
(8) abcopOeHTHI, TaKkKe KaK KaoJWH M OCHTOHUTOBAS TIIMHA; (9) cMa3bIBAIOIINE BEIIECTBA, TAKHME KaK TAJIbK,

cTeapar Kalblus, CTeapaT MarHus, TBEpAbIe MOIMITHICHTINKOIH, JIAyPIICYIb(paT HATPUI M UX CMECH; H
(10) kpacuteneit. B cirydae kamncyn, TabJIeTOK U MUATIONG (apMaIleBTHUECKUE KOMITIO3HUIIMA TaKKe MOTYT COJEep-
*Katb OydepHble areHTsl. TBepAple KOMITO3UIINY aHAIOTHYHOTO THIIA TAK)Ke MOTYT OBITh MCIIOJIB30BAHBI B Kade-
CTBE HAIOJHUTEJNEH U MATKHX W TPYIHO 3allOJHEHHBIX JKEJIATHHOBBIX KalcylaX C HMCHOJIb30BAHUEM TaKHX
BCIIOMOTATEJIbHBIX BEIIECTB, KakK JIAKTO3a WIM MOJIOYHBIN caxap, a Tak)Ke BHICOKOMOJIEKYJISIPHBIN MOJIUITUIICHT -
JIMKOJb U TOMY MOJ00HOE.

CycrieH3uu, B JJONOJHEHNAE K OJHOMY HMJIM HECKOJBKMM aKTUBHBIM MHTPEIHEHTaM, MOTYT COAEPKATh CycC-
NEHIUPYIOIINE areHThl, TaKUe KaK 3TOKCHIIMPOBAaHHBIE M30CTEAPHIIOBBIC CIIMPTHI, MOJMOKCHUITHICHCOPOUT H
copOUTaHOBBIE APUPBI, MUKPOKPHUCTALUIMYECKYIO LEIUTION03Y, METarnAPOKCHU]I aTIOMUHHS, OEHTOHHT, arap-arap
W TparakaHT U MX CMECH.

[opourku u criper B ZONOJTHEHNE K OJHOMY WJIM HECKOJIHKIM aKTHBHBIM BEIIECTBAM MOTYT CO/IEpKaTh Ta-
KH€ BCIIOMOTATEeIbHBIE BEIIECTBA KAaK JIAKTO3a, TaJbK, KPEMHHUEBAs KHUCIOTA, THUAPOKCH] aFOMUHHS, CHIITUKATHI
KaJblXs ¥ MOJMAMHUIHBIN MOPOIIOK WIIM CMECH JaHHBIX BemecTB. CIper MOTYT JOTOJIHHUTEIBEHO COAEpPXKATh
MPOTICTUIEHTHI, TaKHE KaK XJIOPHTOPYTIIEBOIOPOH! U JIETYdHe He3aMeIleHHbBIE YTIIeBOIOPOIBI, Takue Kak OyTaH
Y MIpOTIaH.

Ipumepsr

N3o0peTenne Takke OBUIO OMUCAHO M MPOJEMOHCTPHPOBAHO C TIOMOIIBIO HI)KEIPUBECHHBIX TIPHMEPOB.
OnHaKo HCTOJIB30BaHUE ITHX U IPYIHX NPUMEPOB B JAaHHOM JIOKYMEHTE SBISIETCSI TOJIBKO MJUIIOCTPATUBHBIM H
HUKOMM 00pa3oM He OrpaHHYMBAET 00bEM M 3HAUCHHE M300pPETEHHS MIIM KaKOTr0-1100 IPOMILTIOCTPUPOBAHHOTO
TepMHHA. AHAJIOTHYHO, N300peTeHNne HEe OrPaHNYMBACTCS KAKUMH-TN0O OMUCAHHBIM B JAHHOM JOKYMEHTE KOH-
KPETHBIMH IPEATIOYTUTEIHHBIM BapHAHTOM peajm3anud. boiee Toro, MHOTHE MOOM(UKAINN W BapHaHTH M30-
OpeTeHnss MOTYT OBITH OUEBUAHBI IUIS CTICIIHAMCTOB B JAHHOW OOJACTH TEXHUKH ITOCIIE MPOYTEHUS IIPUBEICH-
HOTO B JTAaHHOM JIOKyMEHTE ONMHMCAHUSI U MOTYT OBITH cIeNlaHBl M3MEHEHHUS 0€3 OTCTYIUIEHHS OT CYIIecTBa U 00b-
eMa Hacrosmiero n3oopereHus. CiaenoBaTenbHO, H300peTeHHE TOJDKHO OTPaHNIHUBATHCS TOJIBKO UCXOIS U3 MIPH-
JlaraeMbIX ITyHKTOB (pOPMYIIBI TATEHTA C IOJHBEIM 00BEMOM SKBHUBAJICHTHBIX €MY IPHU3HAKOB.

ITpumep 1. OGnerdenne ocTpoit TOKCHIHOCTH, BRI3BAHHON BBEJIEHUEM TIOKCOPYOHIINHA, Y KPBIC.

Marepuainsl 1 METOIBI.

DKcneprMeHT ObUT IPOBEAEH C UCIIONIb30BaHNeM 42 KpbIC caMIIoB JIMHUU Bucrap (maccoii 180-200 r) (mo-
JaydeHHble n3 nuToMHHKa "CronboBas” PAMH). JKuBoTHBIEe cofepikalluch B CTaHIAPTHBIX YCIOBHSX CO CBO-
0O/IHBIM JIOCTYIIOM K ITUILE M NUTHEBO BoJie. JKMBOTHBIE OBUIH CIlydaiiHBIM 00pa3oM pacipeaeieHsl Ha 7 TPy
(110 6 )KMBOTHBIX B KaXKJIOU TPYIIIE) CICAYIONIMM 00pa3oM:

1) rpynma I: koHTpoNBHAs rpymna (KUBOTHBEIE HE TosTydany qokcopyonnuH u JIHKazy);

2) rpynma II: kpeicer momydanu gqoxcopyourina (LENS) BHyTpuBeHHO (B/B) B m03¢ 3,75 MI/KI/meHb U pe-
komOuHanTHyI0 JIHKa3y genoseka (OAO "dapmcunTe3") BHyTpuOprommHHO (B/6) B 103e 15 mr/kr/aens (30000
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KU/kr/nenn) exenneBHo B TeueHue 5 nueil. Mavekiun nokcopyourmaa u JJHKa3er [ Obumu cienansl ofHOBpe-
MEHHO;

3) rpynma III: xuBoTHBIE TIoMydanu nokcopyournma (LENS) B/B B mo3e 3,75 Mr/kr/neHp u B/0 MHBEKITUH
miame6o (Boaa Uik MHBEKIINN) eKeHEBHO B TEUCHUE 5 THEH;

4) rpymma IV: sxuBoTHBIE TToTy4anu gokcopyonnua (LENS) B/B B 1o3e B 103€ 7,5 MI/KI/AeHb 1 B/0 HHBEK-
uu pexkomOuHaHTHON JIHKa3wer I yenoseka (OAO "®apmcunres") B go3e 15 mr/kr/mens (30000 KU/kr/nens)
€XeIHEeBHO B TeueHue 5 aueit. Mabekiuu nokcopyonnmna u JIHKa3er [ Opu1H ciemanbl 0 JHOBpEMEHHO;

5) rpynma V: )XuBOTHBIE TToJTydanu gokcopyouna (LENS) B/B B 103e B 103¢ 7,5 Mr/kr/neHp u B/0 UHBEK-
IUH T1ane60 (BoAa Il HHBEKIUIA) ¢)KEHEBHO B TCUCHUC 5 THEI;

6) rpymma VI: sxuBoTHbIe moydanu qokcopyourud (LENS) B/B B no3e B mo3e 10,0 Mr/kr/neHp u B/0 UHB-
exiun pekomOuHanTHON JIHKa3w! I wenoseka (OAO "®apmcunres") B mo3e 15 mr/kr/nens (30000 KU/kr/nens)
eXKeJTHEBHO B TeueHue 5 nueil. Mabekuun nokcopyourmaa u JJHKazer [ Obutn cenansl 0 JHOBPEeMEHHO;

7) rpynmna VII: xxuBoTHbIe TTOsTy4yanu nokcopyourus (LENS) B/B B no3e B no3e 10,0 mr/kr/nens u B/0 MHB-
SKIUH D1ane6o0 (Boa Il HHBEKIIHIA) €)KETHEBHO B TCUCHHE 5 THEH.

B Tedenme 2 Hemens mocie Hayasa SKCIIEpUMEHTa OLIEHIBAN MACCy Tella )KUBOTHBIX M BEBDKUBAEMOCTD.

PesynbTatsl.
Tabmmma 1. JlaHHbIe 0 BBDKUBAEMOCTH KPBIC IO SKCIIEPUMEHTAILHBIM TPYIITIIaM
I'pymma I II I v \'% VI VIL
Komuuectso ymepiunx/odmiee
0/6 1/6 3/6 3/6 5/6 6/6 6/6
KOJIMYECTBO B FPYIIE
Meauana BBIKUBACMOCTH
- 7 12+2.1 |10.3+14 |82+10 |62+1.0 [6.6+0.9

YMEPLIHX KPBIC (B HIX)

PesynbTathl, npuBecHABIE B Ta0. 1, mokaspiBatoT, uro BBeaeHne JJHKa3el ymeHbIaeT cMepTHOCTD, BBI-
3BaHHYIO JOKCOPYOHIIMHOM M YBEIHUYMBACT IPONOJDKUTEIBHOCTh JKH3HH KPBIC, TONYYHMBIINX CyOJeTanbHBIC
JI03BI IOKCOPYOHIIMHA. Y MEHBIICHHE CMEPTHOCTH, H3MepseMOoe KaK KOJIMIECTBO BEDKUBIINX )KHUBOTHBIX, HOCHJIO
JI0303aBUCUMBIHN XapakTep.

Tabmuma 2. Macca Tesia BEDKUBIIUX KpBIC (T) TIOCIIe BBEACHHS JOKCOpyOHnyHa B 1o3e 3,75 MI/KT,
M3MEpEHHAs 10 BBEJCHUS JOKCOPYOHUIIMHA U Ha 4-, 7- 1 14-i1 THU uCCleT0OBaHUS

I'pymmal |I'pymmall |I'pynma IIT
HauaneHsrit

167+ 4 168 + 4 164 £ 6
YpPOBEHB
Hens 4 165+5 160+ 6 1436

I'pymmal |I'pymmall |I'pynma IIT
Hens 7 172+ 4 158 +5 151 +7
Hens 14 175+ 4 164+ 6 156 £6

PesynbTathl, pencTaBiIeHHbIE B Ta0N. 2, TIOKa3bIBAIOT, 4TO BBeneHue J[HKa3bl cHmkaeT moTepro Macchl
TeJa y KpbIC, TIOCJe OCTPOi TOKCHIHOCTH, BRI3BAHHOW BBEJIEHUEM JTOKCcOpyounuHa B o3¢ LDsy 3,75 mr/kr.
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Tabnuna 3. KonnuecTBO KIETOK KPOBH U IaHHBIC OMOXUMHYCCKOTO COCTaBa KPOBH y BEDKUBIIIHUX KPBIC
ToCJIe BBEJICHUS JOKCOPYOUIIMHA B 103¢ 3,75 MI/kr Ha 14-i1 eHb JeucHus

I'pymma I I'pymma Il |I'pynma III
I'emorno6ynun, G% 13.5+0.5 11.9+0.4 9.5+0.7
I'emarokput % 42.2+2.1 37.5%£2.0 30.5£2.2
Komuuectso sputpouuros, 10'%/n 7.8+0.2 6.8£0.2 5.7+0.4
CO3, mm/u 4.4+0.3 16.5+0.8 24.1+4 5
Conepsxanue TpomGoruTos, 10°/1 540+£25 440£25 340+25
BKK 10°/n 7.7+0.4 6.0+0.3 4.94+0.2
CermenTosiiepHsie HeHpoduIbHbIE rpaHyIoLuThl, % |29.6£1.3 13.5£1.0 11.6£1.3
bazodusr, % 0 0 0
Dozunoduisi, % 0 0 2.4+0.3
Mownorursr, % 2.7+0.5 2.9+04 2.3+0.5
JInmbormrer, % 63.4+1.7 80.3+1.4 823422
[Tnazmarursr, % 0.3+0.1 0.3+0.1 1.3£0.5
Benku, r/n 742443 64.3£5.2 54.7£73
Mouesuna, MM/ 4.1240.21 |5.39+0.40 |7.21+0.3
Kpearunun, MmxM/n 54.7+6.2 65.5£7.2 68.3£8.4
I'moko3a, MM/z 6.8+0.1 5.9+0.2 6.1£0.2
OO0Imue TUnUIsL, I/ 2.22+020 |2.12+£0.21 2.06£0.27
OOruwmii xonecrepus, MM/a 1.3240.30 1.69+0.18 1.10+0.29
OOruwmit GumupyOus, MM/ 8.9+03 9.5+0.5 8.2+0.6
Casi3anHbl# Onnmupyous, MM/ 2.0+0.4 2.6£0.3 2.0£0.5
Na, MM/n 14243 1514 144+2
K, MM/n 5.2+0.2 5.1+£0.3 5.6+£0.3

[IpencraBnennsle B Tab. 3 1aHHBIE OKa3bIBAIOT, 4To BBeAeHUe J{HKa3b )KMBOTHBIM yMEHBIIAET CTETICHD
MHETOTOKCHYHOCTH U KaTaOOJMYECKUX U3MEHEHUH B OMOXMMHUYECKOM COCTaBE KPOBH Y KPBIC TIOCIE BBEACHUS
nokcopyourtnHa B o3¢ LDsg 3,75 Mr/kr.

Cepara yMepuiux Kpbic, KOTOPBIE MOJBEPTATUCH BO3JACHCTBHUIO CYOIETATLHOM 03Bl qOokcopyourmHa (7,5
MT/KT, Tpymiiel IV u V), 6buti BCKpbIThL. CepuitHble 00pa3ibl MUKPOCKOTIMYA MHOKapaa U3 KaKI0To cepAla aHa-
JM3UPOBATN C MCIIONB30BAaHUEM aBTOMATH3MPOBAHHOTO BHICOAHAIN3ATOPA JJIS KOJMYECTBECHHOW OICHKH HEK-
porrdeckux oGmacteii. OGIIast MIOMALb HEKPOTHYECKOH 061aCTH (Sy,; HM”) PACCUHTHIBANACH KAK CyMMa HEKpO-
THYeckux obisacteil B 30 cepuiHBIX cpe3ax OT KaXJOro OTAEIBHOI0 BCKPBITOTO cepana (n = 3 it rpynmsl [V
(¢ur. 1, yepnsie nonockr), n = 5 i rpynnsl V (dur. 1, auaronanbHble 3alITPUXOBAHHBIE CTEP)KHM)). [ 'pyrnma
IV nonydana exxenHeBHbIe MHBEKIMK B/0 pexomOmHanTHON J{HKa3ser I yemoBeka B mo3e 15 mr/kr, Torga Kak
rpymmna V noiydana e>keJHeBHbIC HHbEKLIMH B/0 Turaie0o (Boxa /Uit HHbEKLUH).

PesynbraThl, npencraBienHsie Ha ¢ur. 1, pemMoHCTpupyoT, 4yTo obpadoTtka JJHKa3zol ymeHsinaer mio-
I1aab HEKPO3a MUOKap/ia Y KPBIC, KOTOPBIM Oblila BBeJeHa CyOeTainbHas 1032 JOKCOpyOHInHa.

[Ipumep 2. OO6nmerdyeHne Kerya0qHO-KUIIIEYHONH TOKCHYHOCTH NMPHU KOMOMHHPOBAHHONW XUMHOTEPAITHH 5-
(dbropypanun/>Tono3u.

Marepuansl 1 METOIBI.

B skcnepumenTe ObLTH UCTIONB30BaHbI 64 camiia kpeic Buctap (Maccoit 170-200 r) (mmosmydeHHBIC W3 TH-
tomarka PAMH "CronboBas"). JKUBOTHBIX copepKaJld B CTAaHAAPTHBIX YCIOBHSX CO CBOOOTHBIM JOCTYIIOM K
NHIIe ¥ MUTheBoi Boae. B 1-it nens aronosun (LANCE) u 5-dropyparmn (5-®Y, EBEWE) BBommin nepopaiis-
HO C HMCIOJBh30BaHUEM HTIIBI 11 KopMileHUs B 03¢ 200 u 400 MI/Kr COOTBETCTBEHHO B cocTaBe 9% pacTBopa
rimoko3sl B o0beMe 500 Mki1. JKuBoTHBIE ObUIM pasgeneHsl Ha 4 rpynnsl 1Mo 16 KMBOTHEIX B Kaxaod. CrycTs
JIBa 4aca I10CIe BBEICHNUS dTono3uaona/5-®Y kpeicam BBOAWIN:

1) rpynma I: B/B mnane6o (Boza Juist HHbEKIUIN);

2) rpynma II: B/B pexomOunanTHas /IHKaza I yenosexa (OAO "®apmcunres") B moze 1,5 mr/xr (3000
KU/kr);

3) rpynma III: B/B pekomOunanTHas JIHKa3a I genoseka (OAO "®dapmcunte3") B o3¢ 50 mr/xr (100000
KU/kr);

4) rpynma IV: B/B pactBop mumeTuauHa (Gedeon Richter) B qo3e 50 mr/kr.
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Crycts 36 4 Bce )KMBOTHBIC OBLTH TIOABEPTHYTHI 3BTaHA3UH, C HCIIOJIH30BAHUEM aBTOMATH3HPOBAHHOW CH-
CTEMBI BHICOAHATN3ATOPa OBUIH MPOAHATH3UPOBAHBI UX KEIYIKH Ha HATMYHC 3PO3UHA U KPOBOUBIHSHUN.

PesynbTatsl.

Ta6muna 4. Bmustaue Beenenns JIHKa3s! [ vmn muMeTHanHa Ha TTOBPEKACHHS KETYI0THO-KHIIIEYHOTO
TpakTa y *UBOTHBIX, oiydaBmux 200 mr/kr stono3uaa u 400 mr/kr 5-OY

I'pymma | Kommaectso | Xumeotenpamus | Tepamus O6mee Cpeanee Kommuectso
JKUBOTHBIX KOJIMICCTBO | YHUCJIO oJaroB
0OvaroB 0varoB TIOPKECHUN B

MOPAXKCHUH | MOPAKEHUH | KOHTPOJBHOU
Ha Tpymmny rpyImme
I 16 Srono3ug 200 | IMTnaue6o 86 538+1.41 |4 (25%)
mr/kr+ 5-dY 400

MI/KT IEPOPATBHO
I 16 Oromo3ng 200 | pex 60 3.75+41.53 | 5(31.25%)
mr/xkr+ 5-®Y 400 | IHKaza 1

Mr/Kr mepopaneHO | en-ka 1.5
MI/KT B/B

11 16 ronosun 200 | Pex 16 1.00+0.69 | 12 (7
mr/kr+ 5-0Y 400 | JHKaza [

W
o
<

)

MI/KT TiepopaibHO | den-ka 50
MI/KII B/B

v 16 Dromosug 200 | HuvmeTtraun | 40 2.5+1.1 10 (62.5%)
mr/kr+ 5-®Y 400 | 50 mr/kr B/B

MI/KT IEPOPAIBHO

IIpencraBnennbie B Tabn. 4 pe3yibTaThl MOKa3bIBAIOT, 4TO BBeneHHe JHKa3pl yMeHbIIAeT KOIMYECTBO
KPOBOM3NIHSHUI, BEI3BAHHBIX XUMHOTEpANNEH, M yBEITMUMUBACT KOJIWIECTBO KUBOTHBIX HE ITOJBEPKECHHBIX 3PO-
3UH HKEITyIOYHO-KUIIIEYHOTO TpaKTa IMocie BBeACHHS 3Tono3uaa u 5-OY nozo3zaBucuMbiM obpaszom. JIHKaza I B
no3e 50 MI/KT mpuBOAMIIA K JOCTHIKCHHUIO 3HAYUTEIILHO OOJIBIIEro 3alluTHOTO d(deKTa Mo CpaBHEHUIO C J030U
JHKas3p1 1,5 Mr/kr 1 muMeTuanHa B 103¢ 50 MI/Kr.

Ha ¢wur. 2 mokasansl gororpaduu OKpalleHHbIH TKaHeW kemynkoB Kpeickl u3 rpymasl 111 (A) u I (B).
MHOrOoKpaTHBIE 3pO31H U A3BHI BUAHBI Ha (poTOrpadmu TKaHeH KeIyIKOB )KUBOTHBIX TPYMITHI I, B TO BpeMs Kak
B TKaHSIX JKEIYAKOB KHBOTHBIX TPpymmbl 111 MakpoCKOMYECKIX aHOMAITUI HET.

[Ipumep 3. YMEHbBIICHUE TOAABICHASA IMMYHHUTETA, BEI3BAHHOTO MPHEMOM TaKCAHOM.

Martepuainsl ¥ METOTBL.

Iaxnurakcen ([Takmurakcen-Tesa) BBoawaN B 03¢ 20 MI/KT OAHOKpATHO B/B 10 camiiaM MEIIICH JTUHUH
(CBAxC57B16) F1 B Bo3pacte 6 Henenb, KOTOpbIe ObUTH IOJTy4eHbl n3 BuBapus "Pammonoso". Yepes 1 4 nocne
BBEJICHUS MMaKJINTaKcema IMATH KUBOTHBIM Oblila BBeleHa pekoMOMHaHTHas mbimuHas JIHKaza ramma (USCN
Life Science Inc.) B/6 B mo3e 2 Mr/kr. OMHOBPEMEHHO ITSITH HATUBHBIM MBITIIaM BBOJIMIH B/6 1 M1 tutane6o (Boma
JUTSI AHBEKIINH), KOHTposbHAs Tpynma. CiycTs 24 9 Bce MBIIIN ObUIM YMEPINBIEHBI TyTEM CMEIICHUS IISHHBIX
MO3BOHKOB. M3 BCeX )KMBOTHBIX OBLIN M3BJICUEHBI TUMYCHI M TOMOT€HH3UPOBAHHBI B cenaparope B cpeae RPMI
1640 ¢ no6asnennem 10% ¢eTtanpHON TensTIbel CHIBOPOTKONW. CyCIIEH3MI0 THMOLIMTOB (PUIBTPOBAIM U OCAXKIA-
1 B uentpudyre npu 400xg B TeueHUe 2 MUH, a 3aTEM PeCyCIIEHANPOBAJIH B TOH e cpeae. THMOIMTHI 3aceBa-
mu B 96-nmyHounsie miraHmeTs (900,000 knerokx Ha ayHKY B 200 Mt cpeast RPMI 1640 ¢ nobasnennem 10%
¢erampHON Temsubeit ceiBopoTkoil (PTC)) n naKyOupoBanu B Tedenne 32 4 npu 37°C, 100% BIaKHOCTH U B
atMochepe 5% CO,. 3atem B Kax1yr0 ITyHKY 106asuty *H-ruvumun (1 MkKu/10 Mxn/nysky) n KoukaHaBamis
A (ConA, 50 mxu, 1,25 mxr/mi). ITocne 24 4 panpHeinel HHKyOAMu TUMOLUTEI COOMPANTM M BBICYIIHBAJIH.
MHKOPIApHPOBAHHbIH PAIHOAKTUBHEIH ~H-THMIIHHA H3MEPSUTH C HCIIOIb30BAHHEM CLHTHIUIAIIHOHHOTO CUCT-
ynka bekmana. J{anHble 0 OnacTHOU TpaHchopMarmu TUMQOIMTOB, HHIYIHpoBaHHOTO Con A, MpHUBEICHEI B
Tab. 5 HIXKe.
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Pesynbratsl.
Tabnuna 5. Brmusaue JTHK351 raMMa Ha 6J1aCTHYIO TpaHC(HOPMAIIHIO
JTUMQOITUTOB, BEI3BAHHYI0 KOHKAHABAJIITHOM A
Yucno cuparmwaiuii; CPM
I'pynma Baszaneroe BrmoucHue *HT | Broucnue SHT HHIYLUPOBAHHOE
KOHKAHABATUHOM A

Kowntpomns 641462 7894+1067
IMakmurakcen 277+21 1686+142
IMaxmuraxcen + JJHKaza | 357425 5237+1232

Pesynbrathl, npencTaBieHHBIC B Ta0I. 5, Moka3bBatoT, uto JJHKa3a cHmkaeT TakcaH-UHAYIIMPOBAHYIO CY-
Ipeccuto MponQepaTuBHON aKTHBHOCTH TUMOILIUTOB.

[Mpumep 4. Obneryenne HeHPONECHUH, BBI3BAHHON IIUKIO(POChHaMUIOM.

Martepuainsl ¥ METOTBL.

B nanHOM 3kcniepuMeHTe ObUTH HCTioNnb3oBanbl 30 camiioB Mermiei mann BALB/C B Bo3pacte 10-12 He-
nenb (MoJTydeHHbIe 3 MUTOMHMKA "PammmonoBo"). JKMBOTHBIE CONEpKANINCh B CTAHIAPTHBIX YCIOBHUSIX CO CBO-
OOHBIM TOCTYIIOM K THIIE W MUThEBOH Bojae. HEHTPOIIEHNIO HHIYIIUPOBAIN OJTHOKPATHON B/0 MHBEKITUEH ITHK-
nodochamuaa (LANS) B mo3e 200 mr/kr B 200 MK BOABI TSI MHBEKIIMH B IEPBBIA ACHb JKCIIEpUMEHTA. 3aTeM
€O 2-T0 1o 5-ii IeHb, MbIIIeH 00pabaThIBAIN CIEAYIOMNUM 00pa3oMm:

1) rpynma I (n = 10): xoHTpONb (HE MOTyYa Iy IpernapaTa);

2) rpymma II (n = 10): xwuBoTHBIC Moxydanu pekomOunantHyo JJHKa3y genoseky (OAO "dapmcuntes")
B/B B 03¢ 25 mr/kr/mens (50000 kIx/kr/cyT);

3) rpynma III (n = 10): )KUBOTHBIX MMOJyYaaX PEKOMOMHAHTHBINA I'PaHyJIOLMUTAPHO-MAKpO(daraibHbIi KOJo-
HUecTUMYHpYytomui ¢aktop uyenoseka (TMCK®, Heoctum, OAO "dapmcunTes") n/k B 1o3e 200 MKI/KT/A€Hb.

ExxenueBno B Teuenue 10 mHEH mpoBoamiu KOHTPOah konndecta JerkonutoB (BKK) y kaxxmgoro »uBor-
HOTO C MCIIOJI30BAHNEM CUETUNKA (DOPMEHHBIX JIEMEHTOB KPOBH.

PesynbTatsl.

[IpencraBnennsiii Ha ¢ur. 3 rpaduk orodbpaxkaer nuHamMuKy kommdecTsa JelikonutoB (BKK, WBC) B Tpex
3KCIIEPUMEHTANBHBIX rpymmax. Ha ocn opauHat oTioxero 3Hasenne BKK) B exurnmax 10° BKK/n. Ha ocu a6e-
IIFICC OTIIOXKEHBI THU MOCTIe MHBEKINU HUKIo(ochamua.

JlanHble, mpeacTaBIeHHbIe Ha (UT. 3, TEMOHCTPUPYIOT TO, 4To BBeneHne JIHKa3pl ymeHbIaeT cremneHb
BBIPXCHHOCTH HEWTPOTICHHUH, BHI3BAHHOW AJIKWIIMPYIOLIMM areHTOM, TaKuM Kak [ukiodochamua. Ocoboe 3Ha-
YeHHe uMeeT To, 4To BBeaeHue JIHKazp npenoTBpamniaer xapakTepHoe paHHee CHH)KEHHE KOJIMYECTBa JICHKOIIH-
TOB, B TO BpeMs kak BBeeHue [ MCK® He BiusieT Ha JaHHBIN MOKa3aTelb.

ITpumep 5. CoBmectHoe aeiicteue JJHKa3s! 1 mpOoTHBOPAaKOBOI XMMHOTEpANNH.

Martepuainsl ¥ METOTBL.

JIJ1st OLleHKHM BO3MOXKHOTO CHHEprH4yeckoro sddexra komouuuposannoro npumenenus JJHKazer n xumuo-
TEpaneBTHUECKOTO areHTa NuTo3nH-apaduHo3uaa (AraC), sBISIOMErocs HyKICO3UIHBIM aHaIoToM, Ha 0-if TeHb
JKCIIEpUMEHTa KIIeTKH Jeiko3a L1210 Obutn TpaHCIuTaHTHpOBaHbEI B/O MbIraM jguan DBA2 (B Bo3pacte 8-10
Hezlelb, Maccoi 24-26 T, TOJydeHHBIX W3 MUTOMHHKA "PamnmosoBo") Iuisi MHIYKIHHA PaKOBOTO 3a00JeBaHUS
(1x10° KJIeTOK Ha MBIIIEH, KIETOK, HOTyYeHHbIX U3 Komiekiusn HMUI] onkonoruu um. H.H.ITerposa). O6pa-
00TKa dKCTIepUMEHTaNbHBIX XUBOTHBIX JIHKa30it 1 AraC Obl10 HauaTo Ha MEPBBIN JeHb dKcniepuMeHTa. [{uTo-
suH-apabunosuy (AraC, lurocrap, [1daiizep) 6pu1 BBeneH B/0 B mo3e 1000 mr/kr Ha 2-, 5- u 8-i neHb. MHBEK-
IIUOHHBIE J03bI CYUTAINCH aJI€KBATHBIMHU JJISI MOZIEIBHBIX XKHUBOTHBIX, a IMyTH MHBEKIHMH OBLIH MTOJOOpaHBI Ha
OCHOBe TpenpIaymux dkcrnepumerToB (13-14). JIHKa3zy II (Bopuarton) BBoammu B/0 B mo3ax 15 MI/Kr/meHp u
45 wmr/xr/aenp Ha 1-, 3-, 5-, 8-, 10-, 12-, 15-, 17- u 19-ii neHb.

JKuBoTHBIC OBLTH CITy4ailHEIM 00pa30M pacIpeeNiCHbl Ha 6 YKCIEPUMEHTAIBHBIX TPYII M0 6 MBIIICH Ha
TPYIILY CIEIYIOMNIM 00pa3oMm:

1) rpynma I: oTpunaTenbHBIA KOHTPOIH (HE TOJTy4alii penaparos);

2) rpynma II: monoXuTenbHBINR KOHTPOIIb ((KUBOTHBIE, Tonydann AraC);

3) rpynma III: sxxuBoTHBIM, BBOomMan AraC un JIHKa3y B mo3e 15 mr/kr;

4) rpynma [V: xuBotHble, o0padotanubie AraC u 45 mr/kr JIHKa3sbr;

5) rpynma V: xuBoTHbIe, moydasmue 15 mr/kr [IHKa3sl, u ve momydaBmue AraC,

6) rpynma VI: sxuBoTtHbie, monyudasiiue 45 mr / kr JIHKa3s1, 1 He mosryuaBmue AraC.

PesynbTatsl.

JlaHHBIC BEDKMBACGMOCTH MpHUBEICHEI Ha ¢ur. 4. Ha ocu opAMHAT OTIIOKCHBI TaHHBIC BBIKHBAEMOCTH, IO
JHSAM TOcie MMIUTaHTaluu kietkamu Jeiiko3a L1210. Ilects skcnepuMeHTaIbHBIX TPYII MPEACTaBICHbI Ha
TOPHU3OHTAIILHOM OcH: | - OTpUIATENBHBIH KOHTPOJIB; 2 - AraC (I0JIOKUTENBHBIH KOHTpOIb); 3 - AraC + JIHKa-
3a II 15 mr/kr; 4 - AraC + JIHKasza 11 45 mr/kr; 5 - IHKa3a II 15 mr/kr; 6 - JIHKa3a II 45 mr/kr.

Pesynbrathl, npuBeaeHHbIe Ha (Ur. 4, MOKA3bIBAIOT, YTO BBEACHME OTAeNbHO Kak AraC (rpynma II), Tak u
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JHKaszer 11 (rpynmst V u VI), IpuBOANT K yBEIMYEHUIO BEDKHBAEMOCTH IO CPABHEHHIO C KOHTPOJIBHOM IpyIoi
*kuBOTHBIX (rpymma I). Omunako komOunanus AraC u JIHKa3sr obnamaer Oonee BhIpa)keHHBIM BO3ICHCTBUCM Ha
BBDKHBAEMOCTD IO CPABHEHHIO HCITOIB30BAHNEM TAHHBIX MIPETapaToB Mo oTaeabHOCTH. CuHepriudeckuii 3¢ dexrt
koMOuHHpoBaHHoTO Jeuerus JJHKazoit m AraC ObuT 10303aBUCHMBIM M OBUT 00Jiee BBIPOKEH C YBEIHUECHUEM
no3el JIHKa3e1.

IIpumep 6. Beenenue JIHKa3b1 moBsimaet 3QpPeKTUBHOCTD M CHIKAET TOKCHIHOCTD JIYISBOH TEpaIiu pa-
KOBBIX 3a00JICBaHUH.

Marepuansl 1 METOIBI.

JIJ1st OLIEHKM BO3MOYKHOTO CHHEPTHYECKOTo AedcTBhs koMOMHMpoBaHHOH Teparmuu JHKazoit u myueBoit
TepaIliy, KICTKN aCLUTHON KaprmeoMbl dpiuxa (1x10° kieTok Ha Mbliel, moydeHHbX 3 kosuekimn HMUL]
onkonornu uM. H.H.IlerpoBa) Obuti TpancmianTupoBanbl 60 mbimam guaun SHR (B Bo3pacte 12-14 Henens,
Mmaccoi 28-32 r, modydeHHBIX M3 MUTOMHUKA "ParmonoBo") Ha 0-i 1eHb SKCHEpHMEHTa, YTOOBI BHI3BATH POCT
acuuTHOMW oryxonu. JlydeByro Tepanuio NpOBOIMIIM HA YCTAHOBKE ISl TEJICTEPAITUH C CIOJIb30BaHNEM KOOaAIIb-
Ta-60. AOGIOMHHANBHYIO 00JacTh MbINIed oOpabaThiBaiaM BHEUIHUM oOaydeHHeM. DpaknMOHMpOBAaHHAS 1032
obiryyenus cocraBuna 200 cI'p B nens B Teuenue 5 gHei. Mplmeid pa3nensuin Ha 6 rpynm U oOpabaTeiBain ciie-
YIOIIMM 00pa3oM: TpyIma 1: mofydand TOJNBKO JIydeByto Tepanuto (BHemHee ooyuenne 200 cI'p/nens B Teue-
HUe 5 mHel); rpynma 2: nonydanmu pekomounanTHyo J[HKa3y I (OAO ®apmcunTes) B/M B 103¢ 20 MI/KI/JIeHb B
2 cyTOYHBIX J103aX; rpymnma 3: momydanu pekomomaantHyo JJHKa3y I genoBeka (OAO ®dapmcuntes) B/M B 40
MT/KT/IeHb B 2 CYTOYHBIX J103aX; TPyMIa 4: Moyqaid JydeByro Tepamnuto (BHemHee obmydenue 200 cI'p/aeHp B
TeueHue 5 mHelt) u pekomOnHanTHy0 JIHKazy I (OAO ®apmcunTe3) B/M B 103¢ 20 MI/KT/eHb B 2 CyTOYHBIX
Jlo3ax; Tpymrma 5: moJiydaiu Jy4deByro Tepanuio (BHemrHee obmydenue 200 c'p B 1eHp B TeueHue 5 AHEH) U pe-
xomOuHaHTHYI0 JIHKa3y I uenoseka (OAO dapmcunTes) B/M B 1o3e 40 Mr/Kr/neHs B 2 CyTOYHBIX po03ax. [ pyn-
na 6 - KOHTpOJIbHAS TPYIIA, oTydaBiuas miane6o (Boaa Uit HHbEKINH).

Pesynbratsl.

B 1abn. 6 mpencraBneHbl JaHHbIE BEDKMBAEMOCTH M I3MEHEHHUSI MacChl Tejla KMBOTHBIX Ha 16-i peHb mo-
CJIe TPaHCILIAHTALMH KJIETOK ACHIUTHOW KapIIMHOMBI JpiIixa

Tabnuma 6
OxcnepuMeHTanbHee | % BeDKUBIIMX HA 16 newp | M3ameHeHue cpeaneii maccel Tena Ha 16 neHb
TPYTIITBL
I'pynma 1 40 -3r
I'pymma 2 40 +2r
I'pymma 3 50 +1.5r
I'pynma 4 80 0
I'pymma 5 100 +1.5r
I'pymma 6 0 +5.51

PesynbraThl, npuBeseHHbIE B TabJ. 6, MOKa3bIBAIOT, YTO JICYCHUE TOJILKO JIy4eBOW Tepanwmeil (rpymma I)
i Toibpko J{HKazoii I (rpymmst 2 u 3) nprBOIUT K MOBHIIICHNIO BEDKMBAEMOCTH 110 CPAaBHEHHUIO C KOHTPOJIb-
HOH rpymnmo# Melmei (rpynma 6). Tem He MeHee, coueTanue ydeBor Teparnuu u JJTHKa3er npuBoaut x Gosbie-
MY YBEJIHUYCHHIO BEDKMBAEMOCTH TI0 CPAaBHEHHUIO C OJHUM M3 BBILIEYKa3aHHBIX c1toco00B seueHns. CuHepruye-
CKOe JIeliCTBHE KOMOWHHUPOBAHHOM Tepamnuy Ha TOKa3aTelld BBDKUBAEMOCTH OBIIIO J0303aBUCHMBIM M OBLIIO 0O-
nee BeIpakeHO ¢ yBenuueHueM 1036l J{HKa3wl. Beenenne JIHKa3zbr Takxke B 3HAUMTENBHOW CTENEHU MPENOT-
Bpallajio MoTepro Beca Telia, BEI3BaHHYIO JIy4EBOM Tepamnuei.
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N3o00pereHne He MOKHO OTPAaHUIUBATHCS KOHKPETHBIMU BapHUAHTAMH PEATH3AINH, PACKPBHITBIMHA B JTaH-
HOM JOKyMeHTe. DaKTHYeCKH, pa3indHble MOAN(PUKAIIUN U300pETeHMsI B JOMOJHEHNE K MOTUPUKAIIAIM H30-
OpeTeHus, paCKPBITHIM B IAHHOM JOKYMEHTE, CTAHYT OYEBUIHBIMH JIJIsI CTICIMAIMCTOB B JAaHHON 00JIaCTH TeX-
HUKW W3 TPUBEJACHHOTO OMHUCaHus. Takwe MOAU(HUKAIINU MpeTHa3HAYCHBI JJIs BKIIOUESHUS B 00BEM Ipuiiarae-
MOt popMyIBI H300peTEHUS.

[TaTeHTHI, 3aBKU Ha TMATEHTHI, MMyOJUKAIIMH, METOABl UCCIICIOBAHMMA, HEMATCHTHAS JTUTEpaTypa U JPyrue
MaTepHalibl, YIIOMSHYTHIC B ONIMCAHUH H300PETCHUS, BKIIFOUCHBI B U300pETEHHE MOCPEICTBOM CCBUIKH B MOJTHOM
o0BeMe, Kak eciii ObI OHU OBLTH MPUBEICHBI B TAHHOM OIMUCAHUU.

OOPMVIIA U30BPETEHUA

1. Cnoco6 mpemoTBpaimeHus: Wik 00JerdeHus] TOKCHUECKHX 3P QPEKTOB, CBA3aHHBIX C ITUTOCTATHUCCKON
W/WITA TITOTOKCHIECKON XUMHUOTepaniel y cyobekTa, CTpaJaloiero OT paka M IPOXOSIIEro Wi coOMparore-
rocs MPONTH Kypc YKa3aHHONH XMMHOTEPAIlny, IIPUYeM JaHHBIH CrIoco0 BKIIIOYAET BBEJCHNE CyOBEKTY TepareB-
Trdecku 3¢ dekTuBHOTO KomuuectBa Gepmenta JIHKa3pl, mpudem ykazanHoe konudecTtBo pepmenta JJHKa3wr
sBIIsIeTCS 3G(HEKTHBHBIM TS PEAOTBPAIICHHUS WITH 00JIETYEeHHUS 110 MEHbBIIIEH Mepe OAHOTO MOO0THOTO A dekTa
yKa3aHHOH XUMHUOTEPAIHH.

2. Cnoco6 mo 1.1, ommyaromuiicss TeM, 4To yka3zaHHoe konmdecTBo (epmenta JJHKazpr sBisiercst addex-
THBHBIM JJIsl HOBBILIECHUS 3()()EKTUBHOCTH LIUTOCTATUUECKON W/WITH IIUTOTOKCHYECKOH XUMHUOTEPAIINH Y CYOBEKTa.

3. Cnoco6 mo .1 mnn 2, oTIMYaIomuiCs TeM, YTO YKa3aHHBIH M0O0UHBIH 3()(heKT XUMHOTEpauy BEIOpaH
U3 TPYIIIBI, COCTOSIIEH N3 TIOTEPH MacChl TeNa, MUEJIOTOKCHYHOCTH, KaTabOJIMIeCKUX M3MEHEHHUH B OMOXMMHU-
YECKOM COCTaBe KPOBHU, KapIUOTOKCHIHOCTH, KEITyI0OYHO-KHUIIIEYHON TOKCHIHOCTH, TOAABICHUS HIMMYHUTETA U
HEUTPOTICHUH.

4. Cnoco0 1o 1.3, OTVIMYAIOIINIACS TEM, YTO KapIUOTOKCUIHOCTh MPECTaBISIET CO00 HEKPO3 MUOKap/a.

5. Cnocob mo aro6oMy U3 il 1-4, OTIAMYaIoONIUiicsS TeM, 9TO XUMHOTEpanusl BKIIOYAET BBEIECHUE OJTHOTO
wn 6ojee CoOeTWHEHHH, BRIOPAHHBIX M3 TPYIIIBI, COCTOANIEH M3 aHTUMETAaO0OIHTOB, alKWIHPYIOMINX areHTOB,
MPOTHBOPAKOBBIX aHTHOMOTHKOB, areéHTOB, BO3JCHCTBYIOMNX HA MUKPOTPYOOUKH, HHTHOUTOPOB TOTIOM30MEpa-
3bl, AIKAIOUJIOB M NIPENapaToB HAIIPABIEHHOTO JNCHCTBHSI.

6. Cnoco6 mo naro6oMy u3 1. 1-4, OTIIMYAIOIIUICS TEM, YTO XUMHOTEpANHs BKIIOYAeT BBEICHHE OJHOTO
win Oojilee COCOVHEHWH, BBIOPAHHBIX W3 TPYMIBI, COCTOSIICH W3 aHTPAaLMKINHA, JOKCOpyOWIMHa, 5-
¢ropypanuna (5-OVY), srorno3una, Takcana u nukiodochamua.

7. Cnoco6 no mobomy u3 1. 1-6, ommyatomuiics TeM, uto pepment J{HKa3y BBoxsT Bo Bpems Wiu rocie
[UKJIa XUMHAOTEPAITHH.

8. Croco06 mpenoTBpaIeHus Wi 00JIerdeHns TOKCHIHOCTH, CBSI3aHHOM C JTy4eBOU Tepanuel y cyObeKTa,
CTPAJAIONIETo OT paka M MPOXOMAIIET0 KypcC yKa3aHHOH Jy4eBOW Tepanuu, MpUdeM JaHHBIA CIIOCO0 BKITIOYAET
BBeJIeHUE CyOBEKTy TepaneBTHIECKH 2P deKkTuBHOTO KonmdecTBa hepmenta JJHKa3pl, mpudeM ykazaHHOE KOJH-
gecTBO (epmenta JIHKa3wr sBrsieTcst 3 PeKTUBHBIM AT TIPEIOTBPAIICHHS YIIH OOJIETICHHSI TI0 MEHBIIICH Mepe
0JTHOTO TI000YHOTO (P dekTa ykazaHHO! JIyIeBOU TEPAITHH.
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9. Cnoco6 1o 1.8, oTnMyaronuics TeM, 4To ykazanHoe koindecTBo (epmenrta JJHKa3sl sBisercs addek-
TUBHBIM JJIs IOBBIIIEHUS (P QEKTUBHOCTH JIy4eBOH Tepanuu y cyObeKTa.

10. Crioco6 mo 1.8 wim 9, OTIHYAIONTUICS TeM, YTO YKa3aHHBIH TOOOYHBIN d(PQEeKT yKa3aHHOW JTydeBOH
Tepanuy BeIOpaH W3 TPYHIIBL, COCTOAIIEH U3 MOTEPH MACCHI TENa, Pa3APAKCHUS] KOKH, TOBPEKACHHUS KOXKH, yC-
TaJIOCTH, TOLIHOTHI, PBOTEI, (HOpPO3a, MOBPEKACHHUS KUIICYHUKA, MTOTEPH MaMATH, OCCIUIONWS U TOBTOPHOTO
pa3BUTHS paka.

11. Croco6 1o nro6omMy n3 1m.8-10, oTIMYaromuiics TeM, YTO yKa3aHHAs JydeBas Teparus MpeacTaBIsIeT
c000i1 HapyXHYI0 IUCTAHIHMOHHYIO JTyUEBYIO TEPAIHIO WIIH CUCTEMHYIO PAJHOM30TOIHYIO TEPAIHIO.

12. Cnioco6 mo mobomy m3 . 8-11, orianyatomuiicst TeM, uto ¢pepment JJHKazy BBoaaT Bo BpeMst win no-
CJIe IMKJIA JTy4eBOH Teparnuu.

13. Croco6 mo sobomy m3 ni.8-12, ommmuaromuiicss tem, uro ¢pepment J{HKaza mpencrasnser coboit
JHKaszy I, IHKa3y II nnu ux ananor.

14. Crioco0 no 1.13, oTnuuaronuiicst TeM, yto ananor ¢pepmenta J{HKaszer [ npencrasiser codoii JIHKazy
raMma.

15. Crioco6 mo .13, oTnuuarormmiics TeM, uro ¢pepment JIHKaza [ mpeacrasnseT co6oil pekoMOMHAHTHYO
JHKa3y I uenoseka.

16. Crioco6 mo smobomy u3 mm.8-13, ornmuaronmuiics TeM, uro ¢epment JIHKaza xapakrepuzyercs ymim-
HEHHBIM NIEPUOJIOM IOTYBBIBEACHHUS.

17. Cnoco6 o mobomy u3 Ti.8-16, OTIMIAOIIHNACS TeM, YTO TepaneBTHIeCKU 3 (HEKTHBHOE KOJTUIESCTBO
dbepmenta [IHKa3b1 HaxoauTes B auanazone 0,5-50 Mr/kr/neHs.

18. Croco6 mo m.17, oTiaMyarommics TeM, YTO TeparneBTHYecKH 3(QeKkTHBHOE KONNYECTBO (epMeHTa
JHKa3s1 HaxomuTcs B auana3one 1,5-50 Mr/Kr/meHs.

19. Cnoco6 mo .17, oTiauyarommicst TeM, YTO TeparneBTHYecKH 3(QeKkTHBHOE KONNYECTBO (epMeHTa
JIHKa3s1 HaxomuTcs B auana3one 10-50 Mr/kr/neHs.

20. Cnoco6 mo mobomy u3 mm.8-19, ornnuaromuiicst tem, uto ¢epment JJHKa3y BBomsT BHYTpHBEHHO,
W BHYTPUOPIOIINHHO, WM SHTEPAIILHO.

21. Croco6 no .20, oTnryarontuiicst TeM, uro ¢pepment JIHKa3y BBomsaT nepopaibHo.

22. Crioco0 1o 1r060oMy u3 mi1.8-2 1, OTIIMYIAIOIIHICS TEM, 9TO CYOBEKTOM SIBJISCTCS YEITOBEK.
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