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AnHoTaums

CoBpemeHHble NPOorpaMmbl AeueHust GOABbHBIX anAacTUHecKor aHemuein (AA) BKAIOYAIOT ABQ OCHOBHbBIX TepaneBTUUECKUX HamnpaBAeHMs:
TPAHCMAAHTALIMIO AAAOFEHHOTO KOCTHOTO MO3ra M KOMOWHUPOBAHHYIO MMMYyHOCynpeccusHyio Tepanuio (MCT). Metoaom BbiGopa AAst
GOABILMHCTBA B3POCAbIX 6OAbHBIX AA ocTaeTcst KomOuHMpoBaHHas MCT. B aaHHylo paboTy nepBoHa4aAbHO BKAIOHeHb! 130 nauneHToB ¢ AA,
noAy4asiumx MCT B DIBY «HMMLL rematorornmn» B 2007-2016 rr., aHaamn3 apcpektHocT MCT nposoanacst y 120 60AbHbIX. MeanaHa
BO3pacTa cocTaBnAa 25 (17-65) AeT, 70 My>kUMH 1 50 XeHIMH, Y 66% GOAbHBIX AMArHOCTMPOBaHA TskeAass AA 1y 34% — HeTskeAas. AHaAM3
appexTBHOCTM MCT BbINOAHSIACS Y 120 60AbHBIX AA. B rpynny aHaAM3a He BKAIOYEHb! 8 GOAbHbIX TskeAor AA, yMepLLUMX B TeHeHMe nepBbiX
3 MeC OT HayaAa AeHYEHUs OT TSXKEAbIX MHAPEKLMOHHBIX OCAOXKHEHUH (paHHMe cMepTn — 6,2%), 1 2 6oAbHBIX AA, TeyeHne 3aboreBaHMs
KOTOPbIX HEM3BECTHO. MeAmnaHa NPOAOAKUTEABHOCTH HabAoAeHMSs — 55 (6—120) mec. KAOH NapOKCH3MaAbHOM HOUHOM FEMOTAOOUHYPHM
BbIsiBAEH Y 67% 60AbHbIX AA, MeAnaHa ero pasmepa no rpaHyrountam — 2,5 (0,01-99,5)%. AeveHne NPOBOAUAOCH MO KAACCUUECKOMY
NPOTOKOAY KOMOMHMpOoBaHHOM MCT: AOWAAUHBIA aHTUTUMOUMTAPHbIA TAOGYAMH (ATT) M umkrocnopuH A. Y 87% GOAbHBIX AOCTUFHYT
NOAOXKMTEAbHBIV OTBET Ha KOMOMHMpPOBaHHY0 MCT. AAs NOAyUEHMS MOAOKMUTEABHOTO OTBETa OKA3aAOCh AOCTATOUHBIM MPOBEAEHNE OAHOTO
Kypca Tepanuu ATl 74% 60AbHbIX, 2 KypcoB ATI — 24%, u 2% notpe6oBarock 3 kypca ATI. Y 60AbMHCTBA 6OAbHBIX (93%)
remMaToAOrMYeCKMii OTBET MOAyYeH Yepe3 3—6 Mec OT HadaAa AedeHust. [oaTomy 3—-6-i mecsubl nocae 1-ro kypca ATI npu OTCyTCTBKUM OTBETA
Ha 1-10 AUHMIO TEPANMUKU MOXKHO CHUTATb OMTUMAAbHBIM CPOKOM MNpoBeaeHust 2-ro Kypca ATT. Takas TakTuKa NO3BOASIET MOAYUMUTb OTBET elle
y 58% 60AbHbIX, He OTBETUBLIMX Ha 1-i Kypc Tepanun ATI. BepositHocTb 10-AeTHel oblieit BbixXMBaeMocTh coctasiaa 90% (95%
AOBEPUTEAbHbIN MHTepBaA 83,6-96,2).

KatoyeBble croBa: manonatmyeckas anaacTmyeckas aHemusl, MprMoopeTeHHasl anAacTu4eckas aHemms, UMMyHOCYPeCcCuBHas Teparnus,
AHTUTUMOLIMTAPHBIN TAOBYAMH, KAOH NMapOKCU3MAaAbHON HOYHON reMOrAOOMHYpHM.
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Immunosupressive therapy of aplastic anemia patients: successes and failures
(single center experiment 2007-2016)
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A.M. Kovrigina, S.M. Kulikov, lu.A. Chabaeva, E.N. Parovichnikova, V.G. Savchenko, T.N. Obukhova
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Treatment programs for patients with acquired aplastic anemia include two main therapeutic options: allogeneic bone marrow transplantation
and combined immunosuppressive therapy (IST). However, combined IST remains the method of choice for most adult AA patients. This
study included 120 AA patients who received IST at the National Research Center for Hematology in 2007-2016. The analysis was applied
to 120 patients. Median age was 25 (17-65) years, M/F: 66/54, SAA/NSAA: 66%/34%. Effectiveness of IST was carried out in 120 patients
with AA. This group did not include 8 SAA patients who died during the first 3 months from the start of treatment from severe infectious
complications (early deaths — 6.2%) and 2 AA patients who dropped out of surveillance. The observation time was 55 (6-120) months.
Paroxysmal nocturnal hemoglobinuria (PNH clone) was detected in 67% of AA patients. The median PNH clone size (granulocytes) was 2.5
(0.01-99.5)%. The treatment was according to the classical protocol of combined IST: horse antithymocytic globulin and cyclosporin A. Most
of patients (87%) responded to combined immunosuppressive therapy. To achieve a positive response, it was sufficient to conduct one
course of ATG to 64% of patients, two courses of ATG — 24% of patients and 2% of patients responded only after the third course of ATG.
A positive response after the first course was obtained in 64% of patients included in the analysis. Most of the responding patients (93%)
achieve a positive response after 3-6 months from the start of treatment. Therefore, the 3rd—6th months after the first course of ATG in the
absence of an answer to the first line of therapy can be considered the optimal time for the second course of ATG. This tactic allows to get
an answer in another 58% of patients who did not respond to the first course of ATG. The probability of an overall 10-year survival rate was
90% (95% confidence interval 83.6-96.2).

Keywords: idiopathic aplastic anemia, acquired aplastic anemia, immunosuppressive therapy, antithymocyte globulin, paroxysmal nocturnal
hemoglobinuria, cyclosporin A.
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AA — annacTrueckasi aHemMust OB - 00111251 BLIXKMBAEMOCTh

ATT — aHTUTUMOUMTAPHBI 100y JINH ITHI-KJ10H — KJIOH TapOKCHU3MaJIbHOM HOYHOM I'eMOTrIO0UHY 1N
IV — noBepUTebLHBIN NHTEPBAI TAA — TsKenast anlacTU4ecKast aHeMust

NCT — uMmyHoCynpeccuBHas Teparnust LIcA — uuknocrnopud A

JATT — nomaguHbIi AaHTUTUMOLMTAPHBIN 100y INH
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I/IMMyHocyHPECCMBHaﬂ Teparims OOAbHBIX alAACTUHECKON aHEMUEN

BBeaenune

Annactuueckas aHemusi (AA) — 3abosieBaHME CHCTEMbI
KpPOBH, XapaKTepu3yolleecs: MaHUUTONEHNE, 00yCIOBIEHHON
anyia3uell KOCTHOIO MO3ra, CBSI3aHHOI C HapylIEHUEM UMMYH-
HbIX MEXaHU3MOB PETYISIIMUA KPOBETBOPEHUS , KOJIMYECTBEHHBIM
neduurToM 1 (OyHKIMOHATIbHBIMU ieheKTaMU CTBOJIOBBIX KPO-
BETBOPHBIX KJIETOK. B OOJIBIIMHCTBE CllyyaeB NMPUOOPETEHHOI
AA B3pocibIX MaTOreHe3 3a00J1eBaHUsl HOCUT UMMYHOOIOCPE-
TOBaHHbIN XapakTep [1].

OpHuM 13 BeyLIMX MEXaHU3MOB MOpPaXKeHUsl KpOBETBOpe-
HMS IpU AA cuMTaeTCsl UMMYHHAsl arpeccus, HalpaBJIeHHast Ha
KJIETKU-NIPeJIIeCTBEHHULBI FeMonoa3a. KocTHoMo3rosas Heflo-
CTaTOYHOCTb NpU AA Pa3BUBAETCS B Pe3yNbTaTe MOJABICHUS
nponuepauyy reMono3TUYECKNX KIETOK-TPEILIECTBEHHNL] aK-
TUBUPOBaHHbIMU T-TMMOLUTAMU M €CTECTBEHHBIMU KUILJIE-
pamu. Axktuauust T-muM@ouuToB, 9KCIaHCUsl IUTOTOKCHYE-
ckux T-KJIOHOB M BbIOPOC MEAMATOPOB UMMYHHOI CyNPECCUU
KpOBEeTBOpeHUs1 (MHTepepoH 7Y, (haKTOp HEKpO3a OMyXxonei o
U Ipyrye UUTOKUHbI) WU LUTOKMHOB, CTUMYJIUPYIOLIKUX IPOJIH-
epauuio n akTuBauuio T-muMpounTOB (MHTEPIENKUH-2), TPU-
BOJISIT K HAPYILEHUIO IPOLECCOB NpoJudepauyy 1 CTUMYJISILUA
arnonTo3a KJeTOK-MPEeJILLIECTBEHHULL, BCIIE[ICTBUE YEro MporcXo-
JAT 3HAYMTEILHOE COKPAILEHUE KOJIMYECTBA FEMOMOTUYECKIX
KJIETOK U pa3BUTHE alljla3ud KOCTHOro Mo3ra [2, 3]. Onpepgenen-
HYIO pOJib B HaTorenese AA MOryT, HO-BUUMOMY , UTPATh U IpY-
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rue MeXaHU3Mbl Pa3BUTHsI KOCTHOMO3IOBOI HEJOCTATOYHOCTH,
CBSI3aHHbIE C HAPYILEHUSIMUA MUKPOOKPYKeHHsl (CTPOMBI KOCT-
HOTO MO3ra) U KJIOHAJILHBIMU NEPECTPOiKaMu B pasjiesie CTBO-
JIOBBIX KPOBETBOPHBIX KJIETOK B Pe3yJIbTaTe F€HOMHOI HECTa-
OUJILHOCTH, MWCTOIIEHUs TesnoMepHbiXx ywactkoB JIHK,
HOSIBJICHUS] COMATUUECKUX MYTaLi ¥ XPOMOCOMHBIX aHOMAaJIUi
[4-6].

CoBpeMeHHbIe NIPOrpaMMbl JieueHus! 60JbHbIX AA BKIIIO-
YalOT [JBa OCHOBHBIX TE€pPaNeBTUUYECKUX HANPABJICHUS: TPAHC-
MJIaHTaLuIo ajijioreHHoro HLA-uieHTHYHOro KOCTHOIO MO3ra 1
KOMOMHUPOBaHHYI0 MMMYyHocynpeccusHyto tepanuto (MCT).
Pe3ynbraThl 3THX IByX METOJIOB JIEYEHUs] BO MHOIOM OIIpefie-
JISIFOTCS BO3PACTOM OOJIBHBIX: Y MOJIOfIX (Mososke 20 neT) a-
(peKTUBHOCTb TPAHCIUIAHTALMUA KOCTHOIO MO3ra 3HAYUTENIBLHO
npesbitaet apdextusHocTs MCT, HO y 60onbHBIX Gonee crap-
LIero Bo3pacTa pe3yJsbTaTbl leueHust cpaBHUMSI [6]. Ha acpdex-
tuBHocTh ICT moMumMo Bo3pacTa GOJIBHOTO OTPULIATEIBHOE
BJIUSIHME OKa3bIBAIOT TSKECTh 3a00J1€BaHus , OlpefiesiseMast Ko-
JIMYECTBOM TI'PaHyJIOLMTOB B Nepudepuyeckoil KpoBu (MeHee
0,5%10°/11), IIUTENLHOCTD MEPUOJIA OT IMATHOCTHKY 3a00JIeBa-
Hust o Havana MICT Gonee 6 mec, XpoHUUecKasi ieperpyska »xe-
JIE30M BCIIE[ICTBUE MHOKECTBEHHbIX I'eMOTpaHC(y3Uil U Pl
apyrux ¢axropos [7-13].

B 10 ke BpeMms BbIsiBlIeHUE Y 00JbHOrO AA KJIOHA TAPOKCU3-
MaJIbHOH HOYHOM remorsioounypun — [THI-knona (MuHopHOTO
WM HeGOIBIIOro pa3mMepa) B HACTOSIIIEE BpeMsl cunTaeTcs pak-
TOpOM Bo3MoykHoro xopouitero orseta Ha ICT [14, 15]. OtcyT-
cteue oreeTa Ha VICT B psijie cityuyaes sIBIsIeTCS KOCBEHHbIM CBU-
JeTeNbCTBOM YYacTUs B IaTOreHe3e OONIe3HU M JIPYTux
MEXaHM3MOB Pa3BUTHSI KOCTHOMO3TOBOI HEIOCTATOUYHOCTH [16].

Knaccnueckuit nporokos komounuposanHoit ICT Bkito-
YyaeT aHTUTUMOLUTApHbIH rno6yauH (ATI) u uuknocnopus A
(LIcA). BepositHoCTb iuTenibHOR 06111eit BbrKrBaemoctu (OB)
605bHBIX AA 20-40 u ctapiue 40 net cocrasinsiet 69 u 58% co-
oTBeTcTBeHHO [17]. Micnonb3oBaHue B JaHHOM MPOTOKOJIE JIO-
waarHoro ATT" (MATI') no3BossieT MOy YnTh MOTOKUTENBHBIN
OTBeT K 3-My Mecsly y 62% u K 6-My Mecsiy y 68% G0NbHbIX
AA[18].

Hacrosas pa6ora nocssiiieHa aHanuzy 2¢pQeKTUBHOCTH
KJIACCUYECKOro NpoTokosa KoMounrposaHHoii ICT y 60nbHbIX
AA, naxoguBmmxcs Ha euyeHna B PI'BY «HMMUL], remarono-
run» B nepuop 2007-2016 rr.

Marepnaabl u MeTOABI

Kom6unuposannass UCT Bemonnena 130 6onbHbIM AA.
B Teuenue nepBbix 3 Mec nocJie Havasna JedeHust ymepiu 8 (6%)
60nbHbIX TAA (paHHHE CMEPTH) OT TSIKEJbIX NH(EKUMOHHBIX
OCIIO>KHEHUIA: CeTCUC, BUCUEpalbHbI acneprusie3. B cBssu ¢
OTCYTCTBUEM JIaHHBIX O Jla/IbHEMIeM TeYeHUM 3a00JeBaHuUs
2 GOJLHBIX HE BKIIIOYEHBI B IPOBE/IeHHbI aHanmu3. [ToaTomy ag-
¢exTuBHOCTL KOMOUHUpoBaHHO! MCT onenusanacs y 120 ve-
JI0BeK, cpefi KoTopbix 70 MyskuuH 1 50 xeHumH. Mepuana
Bo3pacTa coctapisina 25 (17-65) ner, meauana gaBHOCTH 60-
ne3nu — 5 (1-81) mec. [Inarno3 AA ycTaHaBiaMBajaM Ha OCHOBa-
HUY OGLLIENPUHSTBHIX KDUTEPUEB: aHEMUSI, TPAHyIOUUTONEHNUS U
TPOMOOLMTONEHHUST MO JAHHBIM aHAJIM30B NepUpepuIecKon
KpOBU; MO pe3yabTaTaM MOP(QOJIOTHIecKOro (CTepHAILHBIN
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E.A. MuxarinoBa m coasr.

Tabanua 1. KAvHMKo-AabopaTopHasl XapakTepuCTHKa
60AbHBIX AA A0 Hayara UCT

Knunnyeckas xapaktepucTika GoiasHBIX AA 10 HaYaa

UCT (n=120)

n %o
My>KIKHbI 70 58
2KeHmmHbl 50 42
Bospacr, ner

25 (17-65)
Menuana (quamna3oH)
<18 4 33
18-40 100 833
>40 16 13,3
Tsxects AA
TAA 79 66
Herskenas AA 41 34
[THT -xnon
Ecth 52 68
Her 24 32
Pasmep [THI-knona cpeau rpanysnounTos, %
<1 22 44
1-10 13 26
11-50 9 18
>50 6 12
CraHgapTHOE UTOTEHETHYECKOE MCCIIeIOBaHNE
HopmanbHblii KaproTumn 45 66
XPpOMOCOMHbBIE AHOMAJIMH: 3 4.5
Tpucomus 6 1 1,5
+X 1 1,5
+mar 1 1,5
OTCyTCTBUE MUTO30B 17 25
Perukynouutst, %
1,05 (0,1-4,7)

Menuana (quamna3oH)
Petukynouuts (x10°/m) 26 (1,6
Menuana (quana3oH) 133,95)

deppuTuH, Hr/MI
797 (16-5000)
Menuana (muana3oH)

JlakTatnerunporenasa, En/n
391(198-931)
Menuana (uana3oH)

MYHKTAT) U TUCTOJIOTMYECKOro (OuiaTepaiibHasl TPenaHoOHo-
CHsl) UCCJIE[IOBAHUI KOCTHOT'O Mo3ra. BceM GOJIbHBIM BBITIOJHSI-
JIOCh IUTOT€HETUYECKOE MCCIIe[JOBAHNE KOCTHOTO MO3ra: Ha MO-
MEHT JMAarHOCTHKM 3a00JIeBaHMs TOJBKO B OJHOM Cllydae
oOHapy>KeHa TpucoMusi 6 U 'y OofiHON GOJILHOM — Tpucomust X.
Y 79 (66%) 6onbHbIX quarHocTupoBaHa Tsokenas AA (TAA) u
y 41 (34%) — nersxenast AA. OCHOBHOI KpUTEPUIl TSXKECTH
AA — KOIIMYECTBO TrpaHyJIOLUTOB B NepueprnieckKoil KpoBU

TabAnua 2. Bapuantbl orBeta Ha UCT

.#MI

13—6 Mec 2 rogu

LRt
0 2 men 3 Mec Ouenga 10

whrper RG] |
eneEn i

| Lvrs orper
______________________________ i
T
- Kype HCT aATT 8 pose 20 MIYKE B CYTER 2 roma
1-5-ii i s ) sacier B ey 1-4-5 gan

DeA | Tepames TRKIOCTOPARCM B ioae S— 10 wrikr B cyTo

Puc. 1. INMpotokoA koMouHMpoBaHHOi UCT y 60AbHBIX AA.

(menee 0,5x10%n gist TAA). Onpepesnienne [THI-kioHa BbICO-
KOYYBCTBUTEJIbHBIM METOJIOM TPOTOYHON UUTOMETPUM C MC-
nonb3oBanreM peaktuBa FLAER fio Hauana Tepanuu nposefieHoO
y 76 GONbHBIX, BbIsiBIIEH Y 52 (68%) u3 Hux. Meguana pa3mepa
IMTHI"-k70Ha o rpanyJyouuram cocrasuna 1,43 (0,01-99,7)%.
[Tpu atom y 70% GomnbhbIx pazmep [THI-knona no rpanynomm-
Tam — MeHee 10%. Menuana npofo/KUTeIbHOCTH HabJTIOfIeHNST
cocraBuna 55 (6-120) mec. Knunuko-na6opaTopHast Xapakre-
pUCTHKA GONBHBIX MpeficTaBleHa B Tada. 1. Bee manueHThI ¢
AA, nonyyasime kombuHupoBanHyto MICT B kauecTBe Tepanun
1-i1 nmuaun, ve umenu HLA-yieHTMYHOrO pojICTBEHHOTO JIOHOpa
KOCTHOT'O MO3ra.

NCT npoopunack cornacHo HanpoHabHbIM peKoMeH 1a-
LUSIM TIO JISUEHUIO 60TBHBIX AA 1 IO OMyOIMKOBAHHOMY TIPO-
TOKOJY, BKItovariemy JATIE (Atgam, Pfizer) B qo3uposke
20 Mr/kr B cyTKH B TeueHue 5 aHeit u LICA B HavanbHOM J103e
5-10 mr/xr B cytku [19, 20]. B pansheiimem go3a LicA nop6u-
panach MHAMBU/YAJIbHO B 3aBUCUMOCTH OT KJIMHUYECKOM nepe-
HOCUMOCTHU U KOHUeHTpauun LIcA B ceiBopoTKe KpoBu. Me-
aMaHa cyTouHoil 103bl coctasisia 300 (200-400) mr. Kypce
tepanuu LcA npopomkancs B reyenue 24 mec. [1pu crabunb-
HOM MOJIO>KUTEJIbBHOM OTBeTe CyTO4YHYI0 J103y LICA MenieHHo
yMmeHblIanu Ha 50 Mr kaxjble 2—4 Hefl Moj| KOHTPOJIEM MoKa-
3aTeneil nepudepuyeckoin kposu. Yepe3 3 mMec oT Hauvana
JIeYeHUs! TPOBOJIMIIN OLEHKY 3 pekTrBHOCTH Tepanuu. [1pu
OTCYTCTBUM OTBeTa 60bHOM nomyyan 2-i1 Kypc TATI B Toit xe
nosuposke. [Iporokon kom6unmnposanHoit UCT npepicrasieH Ha
puc. 1. O6vem UICT (xomauectBo kypcos ATT+LIcA): 1 kypc
npoBeyieH 77 60MbHbIM, 2 Kypca nosryunin 43 u 3 Kypca — 5 na-
LMEeHTOB. Pe3ybTaThl IeUeHns OLeHNBAINCh Kaxible 3—6 Mec
110 KPUTEPUSIM, IPEICTaBICHHbIM B Ta0J1. 2. KnnHuko-remaro-
Jloruueckoe yiyuuieHue (0OIIMil OTBET, reMaTOJIOrNYeCKHi
OTBET) JOCTUTAJIOCh ITPU PErpeccru TpaHC(y3MOHHOI 3aBUCHU-
MOCTH.

CratucTtmueckmit aHaAM3

B pa6ore 1cnosb30BaHbl KI1aCCUYECKUE METO/IbI CTaTUCTHU-
YeCKOro aHajin3a: ONMUCATEbHbINA, COOBITUIHBIA aHanu3. [l
ouenkr OB pacuer BpeMeHM NPOBOJIMIICS OT JIAThl MPOBEJICHUS

IMokazarenn KIMHUKO-reMaToI0ru4ecKoe yiaydiieHue YacTruHas Moanas
reMorpaMmsI (reMaToIOrMYeCKil OTBET) pemuccust pemuccust
I'emormooun >80,0 r/n >100,0 r/n >120,0 r/n
I'paHyIOUUTHI >1,0x10%n >1,5%10%n >2x10%/n
TpOMOOLUTEI >20,0x10°/n >80,0x10°/n >150,0x10%n
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Tabanua 3. IppextnBroctb UCT m xapaktep orBera Ha 1 u 2-i kypc ATT (2007-2017 rr.)

IonoXuTETLHBIR

Xapakrep oTBeTa
OTBET

ITonnbIe
peMuccumn

OrcyrcTBHE
oTBeTa

Pemuccun

O6uwmit oret (n=120)
Otser Ha 1-i1 Kypc ATT" (n=120)
Otser Ha 2-i1 Kypc ATI (n=43)

87% (104 u3 120)
64% (77 u3 120)
58% (25 u3 43)

69% (83 u3 120)
58% (70 u3 120)
23% (10 u3 43)

46% (55 u3 120)
6% (7 u3 120)
12% (5 u3 43)

13% (16 u3 120)
36% (43 u3 120)
42% (18 u3 43)

Tabanua 4. Bpems passutus orseta nocae 1-ro kypca ATl

XapakTep oTBeTa 3 mec

6 mec K 12 mec u mo3xe

Otset (n=120/77%)
Pemuccust (n=120/70%)

45%/70%* (n=54)
8%/14% (n=10)

15%/23%* (n=18)
39%/61% (n=4T)

4%I7%* (n=5)
11%/17% (n=13)

*BonbHble AA mocne ofHoro Kypca ATI.
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Puc. 2. AecstuaetHsisi 06wmas u 6eccoObITMIiHAs BbDKMBA€MOCTb GOABHBIX NPHOGpeTeHHOM AA.

kypca ATI', 6eccoObITHIHON BBIKMUBAEMOCTH — OT JIaThl IPOBE-
nenust Kypca ATI go maThl pa3BuTusl peuuanBa, CMEpTH UIH
nporpeccuu B ITHI'. [17151 pacyeToB UCTIONIB30BAIM CTATUCTUYE-
ckuit maket SAS 9.4.

Pe3yAbTarbl

Ha kom6unupoBannyto MCT o6uuii oreeT nomnyuen y 87%
(104 u3 120) 60abHBIX. [IJ151 MOCTUKEHUST TEeMaTOJIOTTIECKOTO
OTBETa OKAa3aJI0Ch IOCTATOYHbIM MPOBEJEHUE OJJHOTrO Kypca
ATI 74% (77 u3 104) 6onbHbIM, 2 KypcoB ATI" — 24% (25 u3
104) 6onbHbIX, 1 2% (2 u3 104) norpedoBanock 3 Kypca ATI.
Ha nepseie 2 kypca UCT remMaTonornyeckuii OTBeT JOCTUTHYT
y 85% (102 u3 120) naumenroB. Pemuccus nonyyena y 69%
(83 u3 120) nm1y, HO MOJHBIX PEMUCCHI JIOCTHUIIIN TOJBKO 46%
(55 u3 120) GonbHbIX AA (Ta6. 3).

[Tpu ananu3e xapakrepa orBera Ha 1-it Kypc ATI nomyuenbt
CJIe/lytolIMe pe3yJIbTaThl: OOLIMI reMaToIOrMYeCKUil OTBET Ha-
omopancs y 64% (77 n3 120) nauueHToB, peMHUCCHs JIMArHOCTH-
poBana y 58% (70 u3 120) u nonHsle pemuccuu — y 6%
(7 n3 120) GonbHBIX. MepinaHa pa3BUTHS KIIMHUKO-T€MaTOJIOTU-
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YECKOro yJy4lieHus nocne 1-ro Kypca cocrasuia S (1-55) mec,
MefiaHa pa3BuTHs yacTuaHon pemuccnu — 10 (2-53) mec. Ana-
713 BpeMeHM pas3BuTusi otBeta Ha 1-it Kypc ATI nokasan, uro
yepe3 3 Mec U JJONOJIHUTEJILHO K 6-My Mecsilly 10cJje Hayaja Te-
parmn otBeTrn 45% (54 3 120) u 15% (18 u3 120) 60abHBIX
COOTBETCTBEHHO. ['emaTonornyeckuii oTBeT yepes 6 Mec oT Ha-
yana CT cocrasnsin 60% (72 u3 120) 60bHbIX (puc. 2). [Ipu
PETPOCNEKTUBHOM aHAIN3€ 0KA3aJI0Ch, UTO U3 77 GOJILHBIX, 10-
CTUTIIUX reMaTosiornueckoro otsera Ha 1-it kypc ATI, yepe3
3 mec otBeTiim yxke 54 (70%) u x 6-my mecsity — ete 18 (23%)
13 77 GOJIbHBIX, U TONBKO 5 (7%) n3 77 mauMeHTOB OTBETUIIN
no3zske (Tadi. 4). Takum 06pa3oM, NepBoHAYATbHAS OL[EHKA OT-
Beta Ha ICT MoskeT npoBoiMThCs y>Ke yepe3 3 Mec OT Havala
JIeYeHNsI.

Ha 1-i1 kypc ATI otBet He locTurHyT y 36% (43 u3 120)
GONBLHBIX, MOATOMY UM TipoBefieH 2-it kype ATT (em. Tadu. 3).
I'emaTosnoruyeckuii oTBeT nonyyeH y 58% (25 u3 43) GOJbHbIX,
pemuccun —y 23% (10 u3 43), npu 3TOM MOJTHbIE PEMHUCCUH OT-
MeueHbl TOJIBKO Y 12% (5 u3 43) naupienToB. Mequana pa3BUTHs
otseta nocJe 2-ro kypca ATI" cocraBuna 6 (1-37) mec, Meinana
pasButusi pemuccuu — 15 (3—45) mec. Ha 2-it kypc ATI ne jio-
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CTUTHYT OTBeT Ha JieueHue 37% (18 u3 43) 6onbHbIx. Tpu Kypca
ATT nonyunnu 5 60JIbHBIX, Y KOTOPBIX HE IOCTUTHYT OTBET HA
Tepanuto nocne nepsbix 2 kypcoB ATI. Y nBoux O0NBHBIX J10-
CTUTHYTA YaCTUYHASl PEMHCCHUS, Y OJIHOrO OOJILHOIO COXpa-
HSIFOTCS] UTONEHUST M 3aBUCUMOCTb OT TPaHC(Y3Uil JOHOPCKUX
SPUTPOLIUTOB U TPOMOOLIMTOB, 2 GOJBHBIX C TITyOOKON IATOTE-
HUEI yMEPJIM OT TSIXKeNbIX MH(EKIMOHHbIX OCJIOKHEHUIA.

TToszpuuii oret Ha ICT (x 12 Mec n no3xe) HaGogaics y
15% (16 u3 104) 6onbHBIX. B MOMEHT ycTaHOBJIEHUS IarHO3a
AA n navana UCT menuana Bo3pacta coctaBmia 26 (17-49)
net, TAA nuarHocTupoBaHa y O0JIBIIMHCTBA OOILHBIX , MHOTHM
nposefeHo 2 kypca ATI'. Ho pemuccun JOCTUTHYTBI TOJIBKO Y
7 w3 16 i, Npy 3TOM MOJIHbIE PEMUCCHN — TOJIBKO y 2 U3 7.
Y G0NbIIMHCTBA MAMEHTOB MOJIYYEHO TOJBbKO KIMHUKO-remMa-
TOJIOTUYECKOE YITyullueHue. 1711 JoCTUKeH!sl YaCTUIHON peMuc-
cur 2 OOJILHBIM B MPOTOKOJT JIEYEHHsI BKITFOUEH 3JITpoMborar.
MHOro4ncaeHHbIMU KIMHUYECKUMHU UCCIIEJOBAHUSIMU TIPOJie-
MOHCTPMPOBAHO 3HAUYMTENILHOE YITyUllIeHUe TeMaToIOrMuecKIX
nokasaTeJieit Moj| BIusiHieM aaTpombonara [21, 22].

PeuunuBbl ormeueHsl y 12 (14,5%) u3 83 00NbHBIX, y KOTO-
PBIX JIOCTUTHYTa pemuccusi. MeauaHa pa3BUTHsI PeUIMBa Co-
crasuna 31 (15-56) mec. Tepanust perpnuBoB npoBoguiack LicA
y 3 GONBLHBIX (PEUUAMBLI MOCHE €ro OTMEHbI), 7 YeJIOBEeK MOy-
ynsm noBTopHble Kypebl ATT u LicA u 2 nanuenta — ATL, LIcA
n aaTpombonar. OTBeT Ha JjieueHue monydeH y 8 (67%) us
12 6onbHBIX. [Ipy 5TOM MOBTOpPHBIE PEMUCCUM JIOCTUTHYTHI Y
6 u3 8 6onbHbIX. Meauana oTBeTa coctaBuia 3 (1-24) mec. Ilo-
BTOPHBIE PeLUJIMBBI 0cse OTMeHbI LICA oTMeueHbl y 2 yenoBek.
OrcytcTBre oTBeTa Habmofanoch y 4 6onbHbIX: Y 3 coxpa-
HSIFOTCSl UUTONEHUS] M 3aBUCUMOCTb OT TPaHC(Y3Uil JOHOPCKUX
SPUTPOLMTOB U TPOMOOLMTOB, 1 GOJILHOI YMEP OT TSKEIbIX UH-
(peKUMOHHBIX OCIIOXKHEHWIA.

Knaccuueckas ITHI pazsunach y 6 (5%) n3 120 60sbHBIX.
Menuana nporpeccuu B [THI" ot navana UCT coctaBuna 27
(4-46) mec, MemaHa oT JlocTiKeHust pemuccun — 14 (1-24) mec.

3a Bpemst HabmoAeHus: oT MomenTa Havana UCT ymepnu
9 GobHBIX, MeIMaHa pa3BuTHs cMeptu — 16 (6—44) mec. Hecs-
TunetHsiss OB 6onbubix, monmyvasmmx VCT, coctaBuna 90%
(95% nosepurenbhblilt uHTepBan — AN 83,6-96,2). Beccobbl-
TUITHAS BLDKMBAEMOCTEL B TeueHue 10 net HaOJIroieHnst cocra-
Buna 73,3% (95% U 63,1-83.5), npu aToM 3a cOObITHE TPU-
HuManu peuuans AA, pa3sutue kinaccuueckon [THIT, cmepTs
GONILHOTO (CM. pHC. 2).

OO0cyxxaeHne

CoBpemeHHble npoTokoJibl KomouHnposanHoit UCT, Bkitto-
vyatoume ATT u LcA, no3BoasitoT y GOJBIIMHCTBA GOJBHBIX
AA mony4nTh CTaOUIIbHBIN MOJIOXHUTENbHbI OTBET Ha Jieue-
Hue. B Hamieir paGoTe Mcnonb30BaHWe KIACCMUECKOTO MPOTO-
koja UCT (nATI + nnurenbHblii Kype nevyenus LIcA) acpdek-
T™MBHO Yy 87% OonbHbIX. OJHAKO TMOJIHBbIE PEMHUCCUU
JOCTUTHYThI TONIBKO y 46% nauuentos. Ho BeposTHOCTD 17H-
TeabHoi (10-neTHeit) OB oka3anach JOCTaTOYHO BLICOKOI: 10-
netHsst OB 6oabnbix, nonyuyasmux MCT, coctaBuna 90%
(95% N 83,6-96,2). ITocne 1-ro kypca ATI remaTosioruye-
CKMI1 OTBET MOJIyueH y OOJbIIMHCTBA OONbHbIX (64%). [Ipu
3TOM PETPOCIEeKTUBHBIN aHATM3 Moka3al, uTo y 70% mmig ¢ mo-
JIOXUTENbHbIM 0TBeTOM Ha 1-i1 Kypc ATI yxke uepe3 3 mec
MOXHO HaOJIIOf]aTh Pa3BUTHE KJIMHUKO-TeMaTOJOrHYECKOTo
YIIy4LIeHHS, T.€. IEPBUYHbBIN MOJIOKUTEIbHBIN OTBET Ha Jieye-
nue. [Toaromy 3—6-i1 mecsn ot Havana MCT, ¢ Hameit Touku
3PEHMUS, MOXKHO CUMTATH ONTUMAILHBIM CPOKOM JIJIsi IPUHSATHUS
pewenust o nposeaeHun 2-ro kypca ATI. Ilposepenue
2-ro kypca ATT no3BoIIsSieT NOMyYNTh TOJOXKHUTEIbHBINA reMa-

TOJIOTUUECKUI1 OTBET elle y 58% GONbHBIX, y KOTOPBIX 1-i1 Kypc
ATT He man pe3ynbTara.

[Iporpamma nevenust 6oabHbIX AA, ucnonszyemast B PI'BY
«HMMWI] remaTosnorun», BKItoYaeT AIUTENbHBIN preM LICA (He
MeHee 24 Mec) ¢ MeJIeHHOM OTMEHO Tpenaparta Mpy Moy YeHnn
XOPOLLIEro CTabMIbHOrO OTBETA (YACTUYHOM MITU TOJTHON PEMHC-
cun) [19, 20]. TIpopomkuTensHOCTh Kypea npumeHenust LICA B
nporpammax KomouHupoBanHoit MUCT 10 HacTOsILEro BpeMeHu
SIBJISIETCSI TIPEIMETOM OOCY>K/EHHS B Iy OJIMKYEMbIX CTaThsIX, 110-
CBSILLIEHHBIX 3()(PEKTUBHOCTH COBPEMEHHOI Te€panuu OOJIbHBIX
AA. B 1990-e roap! nCNoNb30BAUCH, KaK MPABUIIO, KOPOTKUE
kypebl Tepamuu LicA (6 mec) B couetanuu ¢ ATT, B janbHeriem
PEKOMEHIOBAIIOCH JinTeNbHOe Jeyenne LIcA — He MeHee rojia
1OCJIe CTAaHOBJIEHUS PEMUCCHU. Y CTAaHOBIIEHO, YTO YacTOTa pa3-
BUTHSI PELM/IMBA HE 3aBHCUT OT TPOJIOJIKUTENLHOCTH Kypca
neyenus LICA, HO mpu TIMTENTLHOM Kypce (He MeHee 2 JieT) yBe-
JIMYMBACTCS MPOJIOILKUTENBHOCTD PEMUCCUM 1 OTIAJISIETCS BpeMst
pas3BuTus peupauBa. MI3BeCcTHO, YTO K 5 rofjaM peuyjiiB MOKeT
pa3BuThes y 1/3 GonbHBIX AA, paHee TOCTUTTLIMX FeMaTOoJIOrH-
YECKOro OTBETAa WIJIM PEMUCCUM Ha JieueHne . Bo3aMoykHO, He60IIb-
110€ YUCJIO PELUUBOB CPefi GOJIbHBIX Halleil rpynmnbl (14,5%)
MO>KHO OOBSICHUTD HE TOJIBKO JUTUTEbHBbIM npreMoM LIcA, Ho
TEM, YTO Me/IuaHa HaOJIIOJICHNs 3a TMAIMEHTaMK, BKIIFOUSHHBIMI
B JTaHHYIO paboTy, oT MoMeHTa Hayana ICT u 1o BpeMeHn npo-
BEJICHMSI aHaJM3a Pe3yJIbTaTOB JIEYeHUs] HECKOJIbKO MEHbIle
60 Mec 1 cocTaBsieT 55 Mec. [lanbHeriee HabrofIeHNE 3a 60JThb-
HBIMH MO3BOJIMT OMPE/EIUThL YaCTOTY PEUM/MBOB B GoJiee Mo3/1-
HMEe CpoKU. B mocneHux myOamKanmsix, MocBsSILEHHbIX 3deK-
TrBHOCTH KOoMOUHMpoBaHHON VICT, oTMeuaeTcst 3HaunTeIbHOE
CHIXKEHME YaCTOThI Pa3BUTHS PELIMBOB B T€X CIyvasiX, KOrja
JIeUeHUEe MPOBOJUTCS 110 MPOTOKOJIAM C JUTUTEIIbHBIM TPUMEHe-
HKeM (24 Mec) o cpaBHEHHIO C KOPOTKUM KypcoM (6 mec) LIcA
nociie ATI — 14 u 54% cootBercTBeHHO [12].

BepostaocTs pmmutensHoit OB u 6e3penanBHON BbIKUBae-
MOCTH y 60nbHbIX AA, nosydaBiunx komounnposannyo MCT
MO3TAITHO B ONPEJICJICHHOM MOCIIEeI0BATEILHOCTH B paMKaXx JIaH-
HOW paboTbl, 0Ka3a1ack AOCTATOYHO BbIcOKON. Ho 13% nui He
JAOCTUTII OTBETA Ha TPOBefieHHOe Jieuenue. PazpaboTka apek-
THUBHBIX METOJIOB Tepanuu 60JIbHBIX pepakTepHoil AA ocTta-
eTCsl AKTYJTbHOM 3ajiaueil JaJbHENIINX UCCIIe0BaHNUI, U OTHUM
13 HaNpaBJIEeHUIT 3TON PaboTHI sIBNIsieTCs U3yuyeHne 3peKkTrB-
HocTH BkitoueHus B nporpammy MCT Ha paznuuHbIX 3Tamax
JICUSHUS! JIEKAPCTBEHHBIX MPENapaToB, CTUMYJIMPYROIUX KOCT-
HOMO3rOBOE€ KPOBETBOPEHUS, U B YACTHOCTH aroHUCTOB TPOM-
GOMO3TUHOBBIX penenTopos (aaTpombonar) [23-25]. Knununye-
CKOE€ HMCIIOJIb30BaHKUE 3JITPOMOOMNAra MoXeT CONPOBOX/AThCS
MOHO-, OM-, TPEXJMHEHHBbIM I'eMaTOJOTMYECKHM OTBETOM Y
GONbHBIX pepakTepHOil AA, a ero UCNOJIL30BaHKE B IPOTrpaM-
MaX KOMOMHUPOBAHHON Tepaniy AA JOCTOBEpPHO MOBBIIIAET Ya-
CTOTY OCTIKeHus mostHoro otBeta 1 OB 60mbHbIX [22]. Cre-
JyeT MOUYEPKHYTh, YTO IaJIbHEHILAs ONTUMU3ALMS TPOrPaMM
VMMYHOCYTIPECCUBHOI Tepanuy He UCKIII0YaeT HeOOXOIMMOCTH
cBoeBpeMeHHOro norcka HLA-ueHTHYHBIX POJICTBEHHBIX U He-
POJICTBEHHBIX JJOHOPOB KOCTHOT'O MO3ra.

3akAloueHue

CoBpeMeHHast mporpaMma JiedeHust 60bHbIX AA, BKITIOUAro-
iast UCIOJIb30BAaHUE Ha Pa3/IMYHbLIX Tanax TCUYCHUs 00JIe3HN
kak koM6uHupoBanHoil ICT, Tak ¥ TpaHCIIaHTaLUU FEMOI03-
TUYECKHUX CTBOJIOBBIX KJIETOK, MO3BOJISIET 3HAUYUTENLHO YIIy4-
IIUTH BEPOSTHOCTH AnnTeabHON OB G0NBbHBIX M Ka4eCTBO MX
KWU3HU.

ABTOPBI 3asIBJISIIOT 00 OTCYTCTBUU KOH(JIMKTA MHTEPECOB.
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