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0 3o3yna HWU.

BeegeHue

MosiBneHne WHrMOUTOPOB ocTaeTca Haubonee
Cepbe3HbIM OCMOXHEHMEM COBPEMEHHOW 3amMeCcTu-
TenbHOW Tepanuu npu remodunuu. Mpu Taxenowm
dopme remoomnum A MHIIMOUTOPBLI BLISBASIOTCA Y
20—33% naumeHToB [1—3]. Npn remodounumn A nerkon
N cpefHen TAXeCTW 4acToTa BO3HUKHOBEHUS WHMN-
OUTOPOB COCTaBNAET 0,9—7% [4]. AHTUTENA K hak-
TOpPY CBEPTbIBAHUS KPOBW X MOSABMASIOTCA Y 3—6,5%
naumMeHToB C Tskenon cpopmori remocounum B [s,
6, 71.

WccnepoBanunst B koroptax npegBapuTenbHO He
NIeYEHHbIX MAUMEHTOB C TaXKenow remocunuen A
MO3BOMWIMN  YCTAHOBUTb, YTO WHIMOUTOPLI Yaule
BO3HMKAIOT B paHHEM [OEeTCKOM BO3pacTe (MeauaHa
1,7—3,3 roga), B TeYeHue MepBblX 50 IKCMNO3ULIMOH-
HbIX OHEeW BBedeHus akTopa CBEepTbIBaHUS KpO-
BU Vil (FvIll) [8, 9]. IHIMBUTOPBLI K Fvil TEM HE MeHee
MOTYT MOSIBUTLCS B NOOOE BPEMS B TEYEHME XKM3HM
nauueHta [, 1]. o gaHHbIM perucTpa nauneHToB
c remocunueri BenukoOputanun, B 73% Cry4aeB
WMHIMBUTOPBLI K Fvil BO3HUKAKOT B TeYEHWe nepBbIX
10 IET XWM3HU MaUWEHTOB, OYEeHb HM3Kas 4actoTa
obpasoBaHMsa MHIMOMTOPOB OTMEYaeTcd BO BTO-
pylo, TPETLIO U YETBEPTYIO AeKafbl XWU3HU NauneH-
TOB, @ B BO3pacTe 50—60 NleT perncrpupyercsa yse-
NMYeHMEe 4Yucna BHOBb MOSIBUBLUMXCS WUHIMOMTOPOB
K FVIl, YTO, NO MHEHWIO aBTOPOB, MOXeT ObITb CBA-

3aHO C KyMynAaTUBHbIM 3dEKTOM 0OLLEero kKonmye-
CTBa MHpY3MIn Fvil HA MPOTSHKEHUN XU3HWU K Bonee
YacTblM  MPOBEAEHWEM  OMnepaTMBHbIX  BMeLla-
TENbCTB pPasfnWyHOro Xxapakrepa B 3TOT Mepuoa
BPEMEHN [12].

YuntbiBasd BO3MOXHOCTb MOSIBNIEHUS UHMMOUTOP-
HbIX aHTUTEN Yy NauueHToB C remodununer A B nio-
6om BO3pacTe, HeobxoaMmo perynsapHoe obcneno-
BaHWEe MNaLMEHTOB, MONyYaKLINX 3aMECTUTENBHYIO
Tepanuo, Ha Hanuyue wuHrubutopa. MNpu obHapy-
XeHun nocnegHero Heobxoguma CBOEBpPEMEHHas
KOpPEKUUS NpOBOANMOrO NeYeHus.

Tepanuer nepBor NMHMM MAUMEHTOB C remMo-
dunuen A nNpu HanMuun UHIMGUTOpPaA K Fvil SIB-
nsieTcsa nonbiTka OOCTUXKEHUS UHOYKUMU MMMYHHOW
TonepaHTHocTM (UIUT) nytem perynspHbiX WHY-
3uin Fvii. CTaHgapTHble PEeXUMbl BKIOYAT MOHO-
Tepanuio Fvii B go3ax ot so ME/kr maccel Tena 3
pasa B Hegento [13] [0 300 ME/kr maccel Tena
eXEeOHEBHO [14—16] UMM MPUMEHEHUE Fvil B KOMOU-
HauMM C UMMYHOCYNpeccopaMmuM U BHYTPUBEHHbLIMM
UMMYHOrnobynuHamu [iz, 1e].

UNT aBnsieTcs QOpOroctosiliMM BWOOM feye-
HMA [18—20]. [MpyM NpUHATUM pelleHuss O Hadvane
nposegeHus WNT cnegyeT yudntbiBaTb Hanu4vme
MPOrHOCTUYECKN HEONaronpuATHbLIX ANA OOCTUXKe-
HUSt UIMMYHHOI TONEepaHTHOCTU (haKTOpPOB, K KOTO-
pbIM OTHOCATCHA BO3pacT MauueHToB cTaplue 7 nerT,
nepuog BpeMeHn oT obHapyxeHus uHrnbutopa go
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Hauyana VINT ©Oonee 2 neT, Hanuuue TUTPaA WHIN-
6utopa 6onee 200 BE B aHamHese, Hayano UUT
npu TuTpe wmHrmbutopa Gonee 10 BE, paHee Hey-
OaBLUMECA UINK MPEXOEBPEMEHHO MpPepBaHHbIE MO-
neltkn AT [21].

C 2006 I. B pamMKkax MexXOyHapoOoHOW MynbTu-
LEHTPOBOM UNCCMefoBaTENbCKON MNPOrpamMmbl  ObsiTi
(Observational International Multicenter Study in ITI) B Poccumn
NPOBOAMTCA fNEYeHMe NauMEHTOB C WHIMMOUTOPHOMN
dopmori remocunun metogom VINT.

Llenb wuccnegoBaHMs — ouUeHUTb 3eKTmnB-
HocTb MINT y naumeHToB C MHIMOGUTOPHOW chopmoli
remopmnun nNpyv  HanU4MM MNPOTHOCTUYECKU He-
GnaronpusatHbix ana UUT cakTtopoB pucka.

MaTepMan n MeToabl

Jleuyenne metogom UWUT npoBoamnoch 18 naum-
€HTaM C MWHrMbuTopHom chopmori remodunum A
(Tabn. 1). Y 17 M3 18 MAUNEHTOB (94,4%) WMEIOTCA
OLVH WIM HECKONbKO MPOrHOCTUYECKU Hebnaronpu-
ATHbIX Anga nposegeHus VAT dakTtopos.

AKTMBHOCTb WHIMBUTOpa onpegensnacs B be-
Tesga eguHuuax (BE) opurMHanbHbiM TecTom be-
Tesga ¢ moandukaumen no HumereHy ¢ Oydepmsa-
UMen HopmarnbHOW nna3mbl U gobasBneHvem vMuaa-
3ona A0 YypoBHSA pH = 7,4 [22]. TuTp wWHrMbuTopa
cuuTancsa nonoxuTenbHbIM Npu  uudpax Gonee
0,6 BE. Tutp aHtuTen ot o6 Ao s BE cuutanca
HU3KUM, Bonee unn paeHbli 5 BE — BbICOKMM.

lMpoBogmnacb  BbICOKO4O3HAsi  MOHOTepanus
npenapatom «OKTaHaT» («Octapharma AG», LLIBeliua-
pusi) B COOTBETCTBUM C BOHHCKMM MpOTOKOMNOM [23
—25].

CraptoBaa posa npenapata «OkTtaHaT» CO-
craenana 245 ME/Kr maccbl Tena gns nayuMeHToB C
BbICOKMM TUTPOM WHrMbuTopa npu OBYKpaTHOM
BBEOEHMM B CyTKM U 103,5 ME/Kr maccbl Tena ans
NayMeHToOB C HU3KMM TUTPOM MHrMbutopa ¢ OAHO-
KpaTHbIM BBefeHuWeM B CyTku. Bce nauueHTbl
CTpOro komnnaeHTHbl. Kaxabll naumeHT Ao Hava-
na neyeHus nognucan MHAOPMMPOBaHHOE corna-
cue.

Ons KynupoBaHMS OCTPbIX 3MNU30A0B KPOBO-
TeyeHnn Bo Bpems nposeaeHna AT mcnonb3oBa-

N BBEAEHWE anTakora-o  (aKTUBUPOBAHHOIO)
(«Novo Nordisk», [laHusi) unu npenapata «®Penba»
(«Baxter AG», ABCTpI/IFl) B CTaHOAPTHbIX O03aX.

UNT cuutaetca addeKkTMBHON Npu LOCTUXKE-
HAW CnegyrLWmnX KpUTEPUEB: OTCYTCTBME UHIMOUTO-
pa (MeHee o,6 BE), Hopmanusaums BpemMeHu
BOCCTaAHOBNEHUS Fvii (OOnee 66%), HOpManuaauums
BpEMEHN MONYyXM3Hu Frvii (bonee 6 4). [lonHbIM
YCNEXoM feyvYeHuss cuuTaeTcs [OOCTUXKEHME Tpex
KPUTEPUEB, YaCTUYHBbIM YCMEXOM CUMTAETCS HOp-
Manu3auusa ABYX U3 TpPeX KPUTEPUEB, YaCTUYHbIM
OTBETOM SBMISIETCA HanNMyMe OLHOro U3 TPexX Kpu-
TepueB. B cnyyae OTCYTCTBUSI CHWXEHUS TuTpa
WMHrMbuTopa Ha s0% N Oonee OT UCXOOHOro B Teye-
HMe 6—12 Mec nedyeHus metogom WWUT Tepanusa
cuntaetca HeadpdekTnBHOW. OueHka addeKTNBHO-
ctm UAT npoBogunacb y 18 nayueHToB, Mofyyas-
LUMX BbICOKOOO3HYHO Tepanuto bonee s mec. Nocne
OOCTMXKEHUS1 MOMHOrO ycnexa [fJo3a npenapara
yMeHbllanacs Ha 1 ooo ME kaxgble s Heg [o
nepeesoga naumMeHTa Ha npodunakTuyeckoe neve-
Hue.

PesynbtaTthbl

NcuesHoBeHne nHrmbutopa 6bIn0 OCTUTHYTO Y
11 U3 12 MAUWEHTOB C BbICOKMM TUTPOM MHrMbutopa
My BCEX 6 MAaLWEHTOB C HWU3KUM TUTPOM WHIN6M-
TOopa, 4YTO CBWMAETENbCTBYEeT O [AOCTMXEHUW Ya-
CTUYHOrO OTBETa Y 94,4% MaLUUEHTOB, MONyYaBLUMX
neyexve metogom WUT.

Hopmanusaums BpemMeHn BOCCTaHOBIIEHWUS FViI
3aperucTpypoBaHa y 10 U3 12 NauneHToB C BbICOKUM
TUTPOM WMHIMBWUTOpPa M Yy BCEX MaUMEHTOB C HW3KUM
TUTPOM MHrMBMTOPA, YTO CBMAETENbCTBYET O AOCTM-
XXEHUM YaCTMYHOro ycrexa y 8s8,9% MauMeHTOB, Mony-
YaBWwux neyvexHne metogom UAT.

MonHbIi ycnex Obin JOCTUTHYT Y 9 (75%) W3 12
MaumMeHToB C BbLICOKUM TUTPOM MWHrMbuTopa un y
5 (83,3%) W3 6 MAUMEHTOB C HU3KAM TUTPOM WHIU-
ouTopa.

B T1abn. 2 npeacraBneHbl BpEMEHHblE WHTEp-
Banbl OOCTWXKEHWUS KIOYEBLIX KpuTepueB addek-
TMBHOCTU NEYEeHMs Yy 18 NaLMUEHTOB.

Tabnuua 1

XapaKTepuCTMKa NaLMeHTOB MHIMGUTOPHOM (hopMOM reModuIMK, NedYeHHbIX MeTogom UNT

[NokasaTtenb

[MaumeHTbl C BbICOKUM TUTPOM WH- | MaumeHTbl ¢ HU3KUM TUTPOM WH- |BCe naumeHTbl (18 YenoBexk,
FI/I6VITOpa (12 YenoBekK, U3 HUX

r|/|6v|Topa (6 YesioBeK, U3 HUX N3 HUX B3POCIble — 9,
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B3pOCnble — 4, €T — 8), Meaua- B3pocnble — 5, AeTU — 1), Meaua-| AeTu — 9), MeguaHa (pas-
Ha (pa3bpoc) Ha (pa3bpoc) 6poc)

Bospact B Havyane VAT, rogbl 10,5 (5—24) 24 (3—57) 16 (3—57)

Bpems oT gmarHOCTWku MHrnbuTopa

no Havana VAT, rogpl 5 (0—16) 10 (1—16) 7,5 (0—16)

WcTopuyecknini nuk TuTpa MHrMbuTopa, 22 (13,5—8000) 3,6 (0,8—4,5) 20 (0,8—8000)

BE

Tutp nHrnbutopa B Havane VINT, BE 15,4 (1,2—384) 0,4 (0—4,5) 6,1 (0—384)

Tabnuuya 2

BpemMs #o poctuxkeHus Kputepues 3¢ dekTmBHocTM UNT

[MauneHTbl ¢ BbICOKMM TUTPOMIaUMEHTbI C HU3KUM TUTPOM Bce naumeHTbl,

KpuTepuii scbeKTMBHOCTH MHrMbuTopa, cpegHee (Me- cpen-
MHrMbuTopa, cpegHee (Me- OunaHa) Hee (meanaHa)
ananHa)
Bpemsa 0o poctuwkeHus TuTpa uUHrMbutopa meHee 2,1 (2,0) 3,7 (2,1) 2,7 (2,0)
0,6 BE, mec
Bpems 0o gocTwKeHus Hopmanu3auun BpeMeHu
BOCCTAHOBIIEHUS Fvill, MEC 3,0 (3,0) 4,8 (3,5) 3,7 (3,0)
Bpemsi 4O [OCTWKEHUS] HOpManu3aumy BpeMeHW Mosy-
KU3HU Fvil, MeC 14,7 (14,0) 8,3 (8,6) 12,4 (10,1)

[MepeHocMMOCTb nevyeHus yaooBneTBOpUTENb-
Hasd. Hu y ogHoro nauuweHta BO Bpemsa UUT He
OTMEeYanocb HexenartenbHbIX MoBoYHbIX addek-
TOB.

Y 1 (8,3%) NauneHTa C BbICOKUM TUTPOM WHIM-
ouTopa M HanMunMeMm YeTbipex NMPOrHOCTUYECKU He-
GnaronpusATHbIX ans npoeegeHus VT cakTtopoB
nocrne e Mec Tepanuu neyeHwe ObINo npepBaHo
BBUOY HE3a(mMHEKTUBHOCTH.

11 MauMeHTOB 3aKOHYUMM JfleYeHne MeToAOoM
WUT n nepesBefeHbl Ha npodunakTnyeckoe nede-
Hue npenapatom «OkTaHaT» B go3e 35—40 ME/Kr
MaccChbl Tena Kaxzablii BTOPOW OeHb.

MonyyeHHble pesynbTaTbl criegyeT paccmaTpu-
BaTb Kak npedBapuTenbHble, Tak Kak 4acTb nauu-
€HTOB (6 M3 18) MPOAOIKAIT Nonyyatb neveHuve.

Mocne poctwxkeHua nonHoro ycnexa B UAT 1
naymeHTy ObiNno NpoBedeHO ToTanbHOe 3HAOMNPO-
Te3npoBaHWe KOMEHHOro cycTtaBa C 3aMecTUTENb-
Hon Tepanuen Fvil. Kaknx-nnbo ocnoxHeHuin BO
BpEMS OnepaTUBHOIO BMeLLaTenbCTBa W B NOCMEOo-
nepaumoHHOM nepuoge He 3apeructpmpoBaHo. [o-
MONMHUTENBLHOrO BBEAEHMSA MpenapaToB LYHTUPYHO-
Lero gencTeus He notpebosanocek.

Ha npotsxxkeHun nedeHus metogom WUT 3Ha-
YATEMNBHO YMEHBLUMMAOCH YMCMAO CMOHTaHHbIX KPO-
BOTEYEHUN (KPOBOUINUSHWA) Yy BCEX MNaLUEHTOB.
Y 27,7 NaUMEHTOB, MONyYaBLUMX BbICOKOAO3HYIO
Tepanuio npenapatoMm «OKTaHaT», 3a Bpemsa neve-
HUS HE OTMEeYarnocb HW OAHOro 3nM3oda CroHTaH-

HOrO remopparM4eckoro CHUHZpoMa, YTO cyllie-
CTBEHHO yny4ywunno KayeCTBO XWU3HWU: MNO3BOJIUIIO
MM paclwmpuTb BO3MOXHOCTU I'IOBCe,D,HeBHOVI XKXN3HU
M BbITb COLMANBbHO aKTUBHBLIMU.

O6cyxxaeHune

WUT ucnonbayetca ana nevyeHus naumeHToB C
WHIMOUTOPHOM opMON reModunun BO BCEM MUpE
Gonee 30 neT. PaspaboTaHbl pasnuyHble NPOTOKO-
nbl  ANa  OOCTMXKEHUS WUMMYHHOW TOMEepaHTHOCTU
[15, 26]. [MpoBeaeHbl MynNbTULEHTPOBbLIE UCCNeaoBa-
HMS no nedeHunto metogom WWUT, BaHenwmnmu um3
KOTOPbIX ABJTAKTCA International Immune Tolerance Registry
(NTR) [27], North American Immune Tolerance Registry (NAITR)
[28], German ITI Registry [29]. O,D,HaKO CpaBHeHUNEe pe-
3ynbTaToB 3TUX MUCCNeaoBaHWi npeacTaBnsiercd
3aTpyOHUTENbHBIM, Tak Kak ANnd oueHkn addek-
TMBHOCTU MPOBOAUMOrO Jle4YEeHUs WUCMNONb30BanNuchb
HecTaHOapTU30BaHHble (hapMaKkoKMHETMYEeCcKne na-
pameTpbl, @ rpynnbl NauMeHToB, MOMyYaBLUNX ne-
yeHne metogom UMWNT, He conocTaBuUMbl MO OCHOB-
HbIM XapakTepucTukam.

B 1999 I. kroner [30] onybrnukoBan cpaBHUTENb-
HbIl aHanu3 OaHHbIX M3 ITR U NAITR. KntoyeBbiMin
CTaTUCTMYECKN [OCTOBEPHbLIMU MNPOrHOCTUYECKUMU
daktopamm ana ycrnexa VAT 6binu 0603HaYeHbI
TUTP WHIMOWUTOpPa Yy MauueHTa B aHaMHe3e U TUTP
nHrMbutopa npu crtapte UUT. VimmyHHas Tone-
PaHTHOCTb Oblna [OCTUrHyTa B 82% CNyyaeB Mpu
YCMOBUM  MaKCUManbHOro TuUTpa WHrMbuTopa B
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aHamHe3e naumeHTa MeHee so BE. Otmevanacb
obpaTHas CTaTUCTMYECKM [OCTOBEpHas Koppens-
Uns mexagy CHuXeHneMm 3dEKTUBHOCTU NeYveHus
N yBENMYEHNEM WCTOPUYECKOrO MuKa WHrnMburopa.
Tak, npu uHrmbutope 6Gonee 200 BE B aHamHese
ycnex Obil  OOCTUTHYT §WWb B 50% CIyYaes.
MogobHast kKapTMHa oTMedYanacb U MO OAHHBLIM Ger-
man ITI Registy. [10fly4EHHblE nNpeaBapuTenbHbIE pe-
3ynbTaTtbl NEYeHns 2 M3 12 NauueHToB C 3aperun-
CTPMPOBAHHLIM aHaMHECTUYECKUM TUTPOM WHIMOU-
Topa Oonee 200 BE aHamornuyHbl: y OAHOro nauu-
€HTa nocrne 6 MeC BbICOKOAO3HOW MOHOTEepanuu
npenapatom «OKTaHaT» COXpPaHAETCA WHrMoutop
Gonee o,6 BE, y BTOpPOro [AOCTUTHYT YaCTU4HbIN
ycnex VINT. Y oboux naumeHToB neyeHve npogon-
XaeTcs, YTo no3BonseT npeanonoxutb 6onee Bbl-
COKY0 hUHanbHy0 a(peKTMBHOCTb Tepanuu.

Havano WWT npu Tutpe wuHrMbutopa MeHee
10 BE nosonuno JocTUYb MMMYHHOW TONEepaHTHO-
CTU B 79% Cny4yaeB MO AaHHbIM IITR U B 87% Cryya-
€B MO AaHHbIM NAITR. B pesynbTaTe uccnegoBaHwii
BbISIBIEHA 3aKOHOMEPHOCTb CHWXEHUs apdeKkTuB-
Hoctn VIUT nmpu nosbiweHun ctaptoBoro ana AT
TUTpa mHrubutopa. Tak, npu TUTpe mHrubmutopa ot
21 go so BE B Hauyane neyeHusa ycnex OOCTUTHYT
nvWwb y 36% NAUMEHTOB MO AaHHbIM IITR U Y 38% Ma-
LuneHToB no AaHHbiM NATR. MAT 6Gbina HavaTta 9 13
12 MauneHToB Mpu TUTpe mHrmbutopa 6onee 10 BE
(pa3bpoc s5,9—384 BE). [lpegBaputenbHble pe-
3ynbTaTtbl JfleYEHUS [OEMOHCTPUPYIOT OOCTUXEHUNE
YacTMYHOro OTBETA Y 91,7% MAUMEHTOB, YaCTUYHOIO
ycrnexa y 83,3% MaumeHToOB M MOSHOro ycrnexa B 75%
cnydyaeB. [lonyyeHHble AaHHble CBUAETENbLCTBYHOT
O BbICOKOW 9(PPEKTMBHOCTU NPOBOAMMOrO BbICOKO-
OO3HOTO fleYyeHus pfJaxe B TMPOrHOCTUYECKN He-
GnaronpudatHon rpynne naumeHToB. OOHOM U3 BO3-
MOXHbIX MPUYMH BbICOKOW 3G EKTUBHOCTM Nnede-
HUA MOXeT OblTb MPUMEHEHVWe [Ans NpOoBeAeHUs
UNT rvii, copepxawero daktop Bunnebpanga,
npenapata «OKTaHaT».

3aKkiouyeHue

WUT y naumeHTOB C MHrMBUTOPHON hopmon re-
Mocoununm A NpU  HanMyMM MNPOrHOCTUYECKN He-
GnaronpudATHbIX (pakTopoB AnA JOCTVXKEHUA WM-
MYHHOW  TOMEpaHTHOCTW  SABNSeTcs  Lenecoob-
pa3HbiM. OkTaHaT sBnseTcs apdeKTUBHLIM U 6e3-

onacHbiM npenapaToM U MoxeT OblTb pekoMeHOo-
BaH ONA npoBedeHWUs BbICOKOAO3HOW Tepanun y
NaunMeHToB C WHIMBUTOPHON OpPMOK remodunmu
A.
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