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BCR/ABL1 KINASE DOMAIN MUTATIONS IN PATIENTS WITH CHRONIC MYELOID LEUKEMIA WITH SECONDARY
RESISTANCE TO THE IMATINIB THERAPY

Dmytrenko I. V., Minchenko Zh. M., Dyagil I. S.

Abstract. Study of the chronic myeloid leukemia (CML) pathogenesis have provided the basis for the develop-
ment of targeted therapy of this disease using specific inhibitors of tyrosine kinases (TKI). The use of imatinib has
shown the high effectiveness of this drug. However, 20-30% of CML patients are initially resistant, i.e. they practically
do not respond to therapy, and 17% of patients lose the respond. The presence of BCR/ABL1 mutations in patients
with CML may be responsible for the failure of the TKI treatment.

The aim of the study was to determine the frequency and range of mutations in the BCR/ABL1 kinase domain
of the in patients with CML who lost their response to therapy and to investigate role of these mutations in the
development of secondary resistance to imatinib therapy. BCR/ABL1 kinase domain mutations were retrospectively
studied in 32 peripheral blood samples of BCR/ABL1-positive CML patients (9 patients with the optimal response
and 23 patients with sub-optimal response to imatinib therapy) by Senger’s direct sequencing.

The median time from the start of imatinib therapy to the development of secondary resistance was 28.6
months. (17.1 — 72.0) months. Patients with primary imatinib resistance were excluded from the analysis. All pa-
tients in the observation group received imatinib 400 mg/day, with dose escalation to 800 mg/day. The duration of
imatinib therapy was Me = 33.9 months (11.3 — 104.9) months. The median age of patients was 41.5 years (22 — 65)
years. There were 18 women and 14 men. A chronic phase of the disease was recorded in 30 patients at the time of
diagnosis, and acceleration phase — in 2 patients. The median time between diagnosis and imatinib therapy initia-
tion was 4.0 months. (0.3 — 95.0) months.

The rate of BCR/ABL1 kinase domain mutations in patients with chronic myeloid leukemia with secondary resist-
ance to imatinib therapy was determined. In 8 of 15 patients (60%) identified 8 mutations in the BCR/ABL1 kinase
domain: F317L, T3151, M244V, F359I, F359V in 2 patients, E255K, E355G and H396R. Most of the detected mutations
(7 out of 9) were intermediate resistant to imatinib. In 2 patients mutations caused complete resistance to imatinib
(E255K and T315l). All detected mutations were registered only in patients with sub-optimal response to imatinib
and amounted to 39.1% (9 out of 23 patients) in this group of patients. The presence of kinase domain mutations
increases the likelihood of secondary resistance compared to patients with the wild type of the BCR/ABL1 gene
(p = 0.004).
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CBA3b Ny6AMKauMKM C NJIAHOBbIMU Hay4yHO-UcCCae- Jo cux nop TM #n, 0cO6€HHO, KTMHUKO-UMMYHOO0-

AoBaTenbckumm pabotamu. [aHHasa paboTta saenaetca
dparmeHTOM BbINONHAEMOM AMCCEPTALMM Ha COMUCKa-
HME y4YeHOW CTeneHu AoKTopa ¢unocodum no meam-
UMHe «leHeTUYecKne acrnekTbl MMYHHOro OTBeTa Mpu
HEKOTOPbIX MAaTONOTUAX Yy AeTel paHHEro Bo3pacTar.

BcrynneHue. MNpu Tumomeranuum (TM) oTmeyaeTca
Kak AuchyHKUMA runoTanamo-runodumsapHo-Haamno-
YEYHMKOBOW CUCTEMbI, TaK U HapyLleHne MexXaHM3MoB
MMMYyHOreHesa B opraHmMame pebenka [1,2,3].

Y peteit ¢ TM HabntopaeTcsa NpeapacnonoXeHHOCTb
K Pa3BUTUIO Pa3INYHbIX UHPEKLNOHHO-aNNEPTrUYEeCcKmX
3abonesaHuit. Mpu 3TOM, yBEIMYEHHbIV TUMYC ABASET-
¢ HebnaronpuATHbIM (GAKTOPOM, CMOCOBCTBYIOLUM
Pa3BUTUIO TAXKENO MPOTEKAIOWMX, PELUANBUPYIOLLMX
MHGEKUMOHHO-BOCNANNTENbHbIX 3aboneBaHuin (MB3)
[4,5,6].

rMYeckne nposBAEHUA JIOKaNbHO-UHPEKLLMOHHO-BOC-
nanutenbHbiMn 3abonesaHuamn (/IMB3) u cencuca y
[eTel rpyAHOro Bo3pacTta He MolyYuIn LOMKHOTO OC-
BELLEeHUA B nuTepaType.

LUenb nccneposaHua — onpegeneHme poan KNetoy-
HOro 3BeHa MMMYHHOM CUCTEMbI B NMAaTOreHETUYECKMX
mexaHu3max passutma JIMB3 y petelt rpygHoro Bos-
pacTa.

O6beKT M meToAbl uccnemdoBaHusa. Y 25 peteit
rpyaHoro sospacta c J/INB3 Ha doHe TM, BbiABAEHHOM
NPW PEHTreHO/IOrMYEeCKOM MCCNefoBaHUU, ObiNU U3-
y4YeHbl KNMHUKO-UMMYHONOTNYEeCKMe 0COBeHHOCTH Te-
YeHMA NaToN0rMYecKoro npouecca (0OCHOBHas rpynna).
Mpynny cpaBHeHWA cocTaBuamn 18 peteit rpyaHoOro Bos-
pacTa c JINB3 6e3 TM. B KOHTPO/IbHYIO TPynny BOLAN
20 NpaKTUYECKM 340POBbIX AETEN.
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B KauecTBe KpuTepues Awua-
FTHOCTUKM CUHAPOMA YBEIUYEHHOM
BW/IOYKOBOM Kenesbl y AeTen rpya-
HOro BO3pacTa UCMNO/Ib30BaHa BeAU-
YMHA KapAMO-TMMUKO-TOPOKaAJIbHO-
ro nHaekca (KTTW), koTopbln 6bin
paseH uam npesbiwan 0,33. Mpwu
3TOM, Bblgenann 3 ctenenln TM: 1-a
ctreneHb — 0,33>KTTU<0,37; 2-a —
0,37>KTTU<0,42 u 3-a — KTTU>0,42
[2,6]. Cpean Habnwogaemblx Hamwu
6onbHbIX J/IMB3 ¢ TM 1-i1 cTeneHu
6binay 12 (48,0%), 2-m—y 8(32,0%),
3-i—y 5(20,0%) nauuneHTOB.

UccneposaHne T-aumdountoB
NpPoOBOAUAU METOAOM UMMYHOdIO-
OpecueHLMUM C MOMOLLLBI0O MOHOK/IO-
HaNbHbIX aHTUTEN.

Pe3ynbraTbl OLEHMBAAU NO AaH-
HbIM JIOMWUHECLLEHTHOM MUKPOCKO-
nuu. WM3yyanu abcontoTHoe Koau-

Tabnuuya 1.

A6CONIOTHbIE NOKa3aTeNn KAeToYHOro UMMyHUTeTa B 1 M KpoBu
NPy NOKaNbHO-MHPEKLUOHHO-BOCNANUTENbHbIX 3a601eBaHUAX
y rpyaHbix geteit c TM u 6e3 Hee

AbcontoTHble 3n0poBble
nokasarenu OcHoBHas rpynna, lpynna cpaBHeHwus, neTv
8 1 MA KpoBY petn c TM, n=25 netv 6es TM, n=18 n=20
NiumdounTsl 6050£133,9 4270+101,6 4610+124,7
4030-6650 *, ** 3340-4800 ** 3510-5100
1910+446,8 22304574 2365+70,0
Cca3+ 1360-2280 *, ** 1750-2560 ** 1800-2870
1310+17,8 1720+42,7 1880+62,4
CA4+ (xennepbl) 1220-1570 *, ** 1490-2155 ** 1560-2300
855+28,2 810+18,1 895+21,94
CA8+ (cynpeccopbl) 580-1150 710-976 * 760-1050
1,5340,024 2,0+0,06 2,10+0,042
UPWU (CO4+, CO8+) 1,42-1,8 *, ** 1,86-2,24 ** 1,90-2,48
80+2,14 90+2,69 95+4,46
CA14+ kneTkun 53-95 * ** 72-110 ** 65-125
360+6,6 455+31,8 410+15,6
CO16+ KneTkmn 250-380 *, ** 380-575 ** 300-510
41,3+0,42 57,6¢1,1 59,741,35
PBT/, % 38,2-46,5 *, ** 45,2-65,1 ** 46,6-71,3

yectso numooumtos, CA3+, CA4+,
cas8+, 414+, CA16+ deHoTMNUMpO-
BaHHbIX B 1 MAa nepudepuryeckoi
KPOBW, MMMYHOPErYANPYIOLLNA UH-
OeKc, PyHKUMOHaNbHOEe COCTOsiHWUE
T-numdountoB no peakuum bnact-
TpaHchopmaunm numeoumToB ¢ GUTOremarrntoTUHKU-
HOM.

Mpu cTaTUcTUYecKkol obpaboTKe paccunTaHa cpea-
HeapudmeTUYecKasa BENMYUHA U CPeaHAA ee oWwnbKa
(M+m). Hapsay c 3Tum, B ANHAaMMKe 3aboneBaHmA U3y-
YeHbl MHAMBUAYA/IbHbIE KIMHUKO-MMMYHOIOTUYECKNe
napameTpbl.

Pe3ynbTaTbl MccnepoBaHUa U UX obcyXaeHue.
Pe3ynbTaThbl aHanM3a aHaMHECTUYECKUX OAHHbIX CBU-
AEeTeNbCTBYIOT, YTO MaTO/NOrMYeckoe TeyeHue bGepe-
MEHHOCTU Y MaTepei OCHOBHOM Fpymnmnbl 3aperncTpu-
poBaHo B 68,0% cny4yaes, a B rpynne cpaBHeHUA — B
22,2%. OTKNOHEHME B TEYEHUUN POLOB — COOTBETCTBEH-
HO, B 40,0% n 11,0% cnyyaeB. OTAroweHHaa Hacnen-
CTBEHHOCTb MO anneprum coctasuna 48,0% un 16,5%,
cooTBeTcTBEHHO. [leTn ¢ TM, 6onesume 2-3 pasza OPBU
B NMOCTHaTa/bHOM nepuoge, coctasuan 36,0%, a 6e3
T™M — anuwb 5,5%.

JINB3y 12 netei oCHOBHOW rpynnbl NPOSABASINCH B
BMAE 04aroBoi MHEBMOHMUM, KoTopas B 6 (24,0%) cny-
Yasx coyeTanacb ¢ OMPONAUTOM, KINHUYECKME CUMNTO-
Mbl KOTOPOFO MMesIN MPOJIOHIMPOBAHHOE TeYEHME: Ha-
YaBLUUCb B 2-3-X HeAe/IbHOM BO3pacTe, NPOAOJIKANUCh
80 2-3 mec. B 4 (16,0%) cnyyasax NHEBMOHMS coyeTa-
Nlacb € KaTapanbHbIM OTUTOM, a Yy 2 (80%) 60/1bHbIX OHa
npoaBuIacb M30/MPOBAHHO. Y ocCTanbHbIX 13 aeteit
ANarHocTnposaH nceBgodypyHKynes B cCOYETaHUU C
KaTapasibHbiM oTUTOM B 5 (20,0%) cny4yasx, SHTEpPOKO-
T 6biny 4 (16,0%), nuogepmua —y 3 (12,04%), ay 1
(4,0%) 6onbHOTO OTMEYeH OCTEOMMENNT Fro/I0BKU Be-
OPEHHOM KOCTH.

Ho3onornyeckas eguMHuLa M 4actoTa BCTpPeYaemo-
CTU UHPEKLMOHHO-BOCMANTE/NbHbBIX O4aros B rpynne
CpaBHEHMA BbINN TAKUMU XKe, KaK U Yy BonbHbIX ¢ TM.

MpumeuaHue: B yncnutene Mtm B abCONOTHBIX BENMYMHAX B 1 MA KPOBM; B 3HaMeHaTene —
AnanasoH KonebaHUA nokasaTena B MMHUMAsbHBIX U MAaKCMMasIbHbIX BEIMYMHAX;

* — NOCTOBEPHOCTb Pa3/INuMA MeX Ay NOKasaTeNsMM1 Y 300POBbIX AeTeW;

** — [OCTOBEPHOCTb Pa3nUMA Mexay 60N1bHbIMM OCHOBHOM M CPaBHMBAEMOW rpynn.

OpHako, TaxecTb npoasneHna JIMB3 B rpynne cpas-
HEHWA OT/NIMYanacb OT TAaKOBOW B OCHOBHOW rpynne.
Ecnm Taxenaa dopma JIMB3 B ocHoBHOW rpynne (25
aeTelt) Habnoganaco y 18 (72,0%), cpepHeTaKenaa —y
5(20,0%), a nerkas —y 2 (80%), To B rpynmne cpaBHEHUSA
(18 60nbHbIX) TAXKENOE TeYeHUe 3aboneBaHUsA HbIo Y
5(27,8%).

CpaBHeHMe 0COHEHHOCTEN KAMHMYECKOTO TeYeHusn
pasnunyHbix popm JIMB3 mexay ABymA rpynnamm Bbl-
ABMNO, YTO Y 6ONbHBIX HA PoHEe TM 3HAUUTENbHO A0/b-
e COXPaHAAUCb MPU3HAKU MHTOKCMKaUMK (BANOCTb,
cnabocCTb aKTa cocaHusi, 6ecnoKOMCTBO, CHUMKEHWe
TEMMNA HApacTaHWA MacCbl Tena), megieHHee NPoUCXo-
Anna Hopmanusaumna TeMnepaTypHO peakumu.

Y 60bHbIX ¢ TM HepeaKo BCTpeYanmcb npurayLle-
HUe cepaeyHbix ToHOB (48,0%), CUCTONMYECKUI WyM
Ha BepXyLUKe 1 0CHOBaHMM cepaua (56,0%). Hanbonee
4acTo ayCKyNbTaTMBHble M3MeEHeHUA Habnwaanucb y
aetent ¢ TM 2-i1 1 3-i4 cTeneHen.

CpaBHUTE/NbHbIN aHaNMU3 KAMHUYECKUX MposABae-
HU JINB3 mexay AByma rpynnamu 60bHbIX B AUHA-
MWKe Pa3BUTUA NAaTONOTMYECKOro NpoLecca Nno3BonseT
3aK04YUTb, YTO B BosbLUMHCTBE cay4vaes JIMB3 y aeTel
¢ TM wumetot Taxenoe (72,0%), NpoNoHIMpoBaHHOe
(36,0%) n peungusupyowee (20,0%) TeyeHue no
cpaBHeHWUIo ¢ aeTbmun 6e3 TM (cooTBeTcTBEHHO, 27,8%,
5,5%, 0%).

MokasaTenn KneTtoyHoro mmmyHuteta npu JINB3
y AeTel rpyaHoro Bospacta ¢ TM npeactaBieHbl B
Tabn. 1.

Kak cneayet nsTtaba. 1,y geteii c JIMB3 Ha ¢poHe TM
Habntopatotca rybokue cABUrM B MOKasaTenax Kie-
ToyHoro 3seHa HC, Bblparkatowmeca B AOCTOBEPHOM
CHUXeHWUN cpepgHeapndMeTUUYECKMX BEINYMH BCEX U3-
y4aeMblx NapaMeTpOB KNEeTOYHOro MMMyHUTeTa. MNoKa-
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MHanBuayanbHbli aHaNU3 OTKIOHEHUA NOKasaTeslel KNeToYHOro

MMMYHUTETA 3a Npeae/ibl HOPMa/IbHOTO AManasoHa no

npu NoKaNbHO-UHPEKLMOHHO-BOCNAnUTeNbHbIX 3aboneBaHuAxX
y rpyaHbix geteii c TM u 6e3 Hee

Tabnmua 2. ancb B npegenax Hopmbl. B
TO e Bpems, y 60/bHbIX TM
cpeaHeapudMeTUYECKMM
OaHHbIM (Tabn. 2) KonnyecTso
BblLLEYKa3aHHbIX GeHOTUMNMPO-
BaHHbIX C[1+ KneTok gocrosep-

MpumeyaHue: B Tabavue UMOPbI U UX NPOLEHTHOE BbIPAXKEHUE COOTBETCTBYIOT KOMYECTBY B6O/IbHBIX
C OTK/IOHEHMEM MOKasaTesielt KNeTOYHOTO MMMYHUTETa 3a Npeae/ibl HOPMasbHOTO AnanasoHa.

3aTe/lb GeHOTUNMpPOoBaHHbIX CA3+ KAETOK yMeHblleH
Ha 19,2%, CO4+ — Ha 29,3%, CO14+ — Ha 15,8%, CA16+
— Ha 12,2%, vmmyHoperyaupytowuin uHaekc (MPU)
— Ha 14,3%, PET/1 — Ha 29,1%, no cpaBHEHMUIO C COOT-
BETCTBYHOLLMMWN JAHHBIMWU Y 3[0POBbIX AeTel rpyaHo-
ro sospacta (p<0,001). UckntoueHune — CA8+ cynpec-
COpbl, 3HAYEHWE KOTOpbIX ObINO B Npesenax Hopmbl
(p>0,05). Habntopgaemblit ke coBUT CO CTOPOHbI BENIU-
YMHBbI 06LWMX TMMPOLUTOB MMEN MPOTUBOMOIONKHYHO
HanpaB/AEHHOCTb, MO CPABHEHUIO C GEHOTUMNUPOBAH-
HbiMn C+ KneTKamu, U NPOABUACA YBENIMYEHUEM UX
Konun4yectBa B nepudepuyeckor KpoBu — B CpesHeM,
Ha 31,2%, No CpaBHEHMIO CO 340POBbIMU AETbMU FPYA-
Horo Bo3pacTa (p<0,001).

3710 ABNEeHMEe — yMeHblweHne GeHOTUNUPOBAHHbIX
C+ KneToKk n yBennyeHue obwmx numeooumnTos B ne-
pudepunyeckoir Kposu npu JIMB3 y apetein rpyaHoro
Bo3pacta Ha ¢oHe TM obycnosneHo, No-BUAUMOMY,
HaNPAXeHHbIM QYHKUMOHMPOBAHMEM TMMyCa U Bbl-
6pocom B nepndepmnyeckyto KpoBb Hespenbix NMmoo-
LMTOB B OTBET Ha CTpeccoBoe Bo3aencTame JINB3.

Mpwn aHanu3e MHAMBUAYAIbHbIX NOKa3aTenen Kne-
TOYHOTO MMMYyHUTETa y geTeit ¢ TM nonyyYeHbl UHble
pesynbTathl (Taba. 2).

Kak BugHO 13 Tabn. 2, eciv cpesHeapudmeTmyeckan
BennunHa CA8+ cynpeccopos y 60/bHbIX HE OTAMYaEeTCA
oT Hopmbl (p>0,05), TO MHAMBMAYANbHbIN NOKasaTenb y
5 (20,0%) 13 HUX HaxOAUTCA HUMKEe HUKHero, Y 7 (28,0%)
— MpeBbIWaeT BEPXHWUI Npesen HOpmbl U Avwb y 13
(52,0%) peteit — B Npeaenax HOPMasabHOrO AManasoHa.
[Janee, obwee konnyectso numébouutos B nepudepu-
YecKon KpoBu nunwwb y 15 6onbHbIX Ha doHe TM npesbl-
LLIANI0 BEPXHIOK FPaHULLY HOPMbI, Y OCcTanbHbIx 10 aeTei
— 6b110 B ero npegenax. MHaMBMAYyanbHble NMOKasaTenn
CA3+ knetok y 7 (28,0%), CA4+ — y 10 (40,0%), CA14+
—vy 15 (70,0%), CO16+ —vy 17 (78,0%) 60nbHbIX Haxoau-

NokasaTenu OcHoBHan rpzz;g petencTM, Mpynna CpaBHilll;I-ﬂs netm6e3TM, | Ho CHUMKEHO (p<0,00]\.').
KJIETOUYHOTO NHOMBMAYaNbHLIN aHanu3
MMMYHUTETA Huxe B npepenax Bbiwe Hwxe | Bnpenenax | Bbiwe MOKa3as, YTo CPEeaM N3y4aeMbIX
HOpPMblI HOpPMblI HOpPMblI HOpMbI HOPMbI HOPMbI NAPAMETPOB KNETOYHOMD MM
NMUMboLUTI 0 10 (40,0%) | 15 (60,0%) | 6 (33,3%) | 12 (66,7%) 0 MYHUTETa OTK/IOYEHME OAHOTO
C13+ kneTku 18 (72,0%) | 7 (28,0%) 0 5(27,8%) | 13 (72,2%) 0 3 HUX HXKE HUKHEN TPaHNLLbI
HOPMbl MMEeT MecTo Yy BCex 25,
CAA+ knetku 15 (60,0%) | 10 (40,0%) 0 4(22,2%) | 14 (77,8%) 6 18 (72.0%
(xennepbi) ’ ’ ’ ! 0 a AByx u bonee —y (72,0%)
CA8+ knetkm 5(20,0%) | 13 (52,0%) | 7(28,0%) | 5(27,8%) | 13 (72,2%) 6onbHbIX.
(cynpeccopsl) 0 PesynbTaThl  comocTasne-
MPU (CA4/CAB+) | 25 (100%) 0 0 5(27,8%) | 13(72,2%) 0 HUA  cpegHeapudMEeTUUECKUX
CLo14+ kneTku 10 (40,0%) | 15 (60%) 0 18 (100%) BE/IMYMH  KNETOYHOTO  MMMY-
0 HWTEeTa B rpynne C MHAWBU-
CA16+ KneTku 8(32,0%) | 17 (68,0%) 0 13(72,2%) |5(27,8%)| OyanbHbIMX  3HAYEHUSMKU Y
PET/ 8 % 25 (100%) 0 0 4(22,2%) | 14 (77,8%) 0 KOHKpeTHoro  6onbHoro  0by-
CnaBAuMBaloT HeobXoAMMOCTb

npu CTaTUCTUYECKol obpa-
60TKE KNAMHWUKO-MMMYHONOMU-
YecKoro matepuana Hapsagy c
onpegeneHnem M+m u3yyaTb MHAMBMAYaNbHbIE Mapa-
MeTpbI.

Mpu N3y4eHnn 3aBUCMMOCTU MeXK Y HabtogaembiMum
CABUFAMM B KIMHUKO-UMMYHO/IOTMYECKUX NapameTpax 1
pasmepom TUMyCa Pasinunit mexay 6onbHbiMm TM 1-i1
M 2-1 cTeneHu He yCTaHOBNEHO. YTo KacaeTca aeteit ¢ 3-i
cteneHbto TM, To 13 5 nogobHbIx cnyyaes B 4 nposieie-
HMA JINB3 6biAn TAMKENbIMM, @ NOKa3aTeNn KAeTOYHOro
3BEHa MMMYHUWTETa HaXOAWIUCh HUXKE HUXKHEro npesena
Hopmbl. Co3aBasoCb BNeYaT/IeHWE O CyLLeCTBOBAHWUU
3aBMCMMOCTN MeXKAy COMOCTaBNEHHbIMW NapameTpamm.
OfHaKo, AnA MNOATBEPXKAEHUA Hanuumsa nopobHon fo-
CTOBEPHOW 3aBUCMMOCTU HEOOXOAMMO AanbHellee Ha-
KOM/IeHNE KIMHUKO-UMMMYHO/IOTMYECKOro matepuana.

Mpy M3y4eHUM B3AMMOCBA3U MeXKAy MOoKasaTens-
MW KJETOYHOro 3BEHA MMMYHWUTETA M KAUHUYECKMMU
npossneHnamm JINB3 y aeteit ¢ TM yCTaHOB/IEHO, YTO
6on1ee MHPOPMATUBHLIMM OKa3annCb BenndmnHbl UPU (r =
0,685), PET/ (r = +0,732), CA3+ (r = +0,625) u CA4+ Kne-
TOK (r = +0,580).

CnepyeT noAyvepKHyTb, YTO Habntogaemble UMMY-
Honormnyeckme caBurn y 6onbHbIX ¢ TM OTAnYanuch He
TONbKO OT COOTBETCTBYIOLUMX 3HAYEHUM Y 340POBbIX
[LeTel rpy4aHOro Bo3pacTa, Ho Uy aeTel ¢ JIB3 6e3 npo-
AsneHua TM (rpynna cpaBHeHus). loaTBep:KaeHUEM
CNYXaT CpPaBHUTE/IbHbIE Pe3ynbTaTbl aHaAnM3a UMMYHO-
NIorM4eckunx napameTpoBs y 60bHbIX ¢ TM 1 6e3, KoTopble
YeTKO NPOAEMOHCTPUPOBAHbI B Taba. 2.

BbiBoAbl. Bonee rnyboKkue caBurv B napameTpax Kne-
TOYHOTO MMMYHUTETA MMEIOT MECTO Y AeTel ¢ TMMOMe-
raaven.

MepcneKTuBbl ganbHeHLWNX nccnepsoBaHuii. MNaaxHu-
pyeTcA AanbHellee M3yYeHUe MaTOreHeTUYeCKUX me-
XaHMU3MOB Pa3BUTUA NOKA/NbHO-UHOEKLMOHHO-BOCNAN-
Te/lbHbIMM 3a601€BaHUAMM Y AeTel rpyAHOro Bo3pacTa.
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KNIHIKO-IMYHO/IOTYHI NPOABU NNOKA/IbHO-IHOEKLIMHO-3AMNA/IbHUX 3AXBOPIOBAHb NMPU TUMOME-
rAnIi

Mareppamosa C. I

Pestome. Y 25 aiteit rpyaHoro BiKy 3 /1133 Ha Tai Tumomeranii (TM), BUSIBAEHOT NPU PEHTreHOoNorYHOMY A0CAi-
OKeHHi, 6y BUBYEHI KNiHiKo-iMyHONOrYHI 0cobaunBOCTI Nepebiry naTonoriyHoro npouecy (ocHoBHa rpyna). Mpyny
NOpiBHAHHA CKManu 18 aiTel rpyAHOro BiKy 3 10Ka/IbHO-iHGEKLiMHO-3anaibHMMK 3axBoptoBaHHAMM (/1133) 6e3 TM.
[0 KOHTPONBHOI rpynu yBilLWAK 20 NPaKTUYHO 340POBUX AiTel. B AKOCTI KpUTepiis AiarHOCTUKKM cMHAPOMY 3binbLue-
HOT BU/IOYKOBOI 321031 Y AiTeN rPyAHOro BiKy BUKOPMCTaHa BE/IMUMHA Kapaio-TUMIKO-TOpOKanbHoro iHaekcy (KTTI),
AKWI pgopisHioBaB abo nepesuwysas 0,33. Cepes cnocTtepexyBaHmx xsopux J1133 3 TM 1-ro ctyneHsa byna y 12
(48,0%), 2-ro—y 8 (32,0%), 3-ro —y 5 (20,0%) naujieHTiB. IHAMBIAYanbHMIA aHANI3 NOKA3aB, WO cepes, A0C/iAKYBaHMX
napameTpiB KAITUHHOIO iMYHITETY BiAKNOYEHHA O4HOMO 3 HUX HUXKYE HUMKHBbOI MeXKi HOpMM Ma€ micle y BCix 25, a
ABOX i 6inblwe —y 18 (72,0%) xBopux. NMpn BUBYEHHI B3aEMO3B’A3KY MiXK MOKA3HUKAMMN KNITUHHOT TAHKM iMYHITeTY i
KNiHiYHUMK npoaBamu J1133 y aitelt 3 TM BcTaHOBAEHO, WO 6inbw iHGOpMaTUBHUMMK BUABUAKNCA BeandmHuU [Pl (r =
0,685), PBT/ (r =+0,732), CA3 + (r = +0,625) i CO4 + knituH (r = +0,580). CnocTepeskyBaHi iMyHONOrIYHI 3pyLIEeHHs y
xBopux 3 TM Biapi3HANMCA He TiNbKK BiA BiANOBIAHMX 3HAYEHDb Y 340POBUX AiTEN rpyaHOro Biky, a 1y giten 3 /1133
6e3 nposasy TM (rpyna nopisHAHHA). Binbw rMUBOKi 3pyLIEeHHA B MapameTpax KAITUHHOIO iMyHITeTy MatoTb MicLe y
aiteit 3 TM (p <0,001).

KntouoBi cnoBa: Tumomeranis, iHdeKLilnHO-3ananbHi 3aXBOPIOBaHHA, AiTW.

KNIWHUKO-UMMYHONOIMMYECKUE NPOABNEHUA TOKAZIbHO-UHPEKUUOHHO-BOCNA/TUTE/IbHBIX 3ABO-
NEBAHUI NMPU TUMOMETANIUU

Mareppamosa C. I.

Pestome. Y 25 geTeli rpygHoro Bo3spacta ¢ JINB3 Ha poHe Tumomeranmm (TM), BbIABAEHHOM NPU PEHTFEHON0MU-
YeCcKOM MCCcnefoBaHuK, 6bIan U3yHeHbl KIMHUKO-UMMMYHOIOTMYECKne 0COBEHHOCTUN TeYeHMA NaTONIOrMYECKoro Npo-
uecca (ocHoBHas rpynna). Mpynny cpaBHeHUs cocTaBuamn 18 aeTeit rpyAHOro BO3pacTa C 10KabHO-UHPEKLMOHHO-
BOCnanuTenbHbiMn 3abonesaHnamm (/IMB3) 6e3 TM. B KOHTpOAbHYIO rpynny Bow/vM 20 NpakTUYECKM 340pO0BbIX
aeTein. B KauecTBe KpuTepueB AMArHOCTUKM CMHAPOMA YBE/IMYEHHOW BU/IOYKOBOW Kenesbl y AeTel rpyaHoro
BO3pacTa WMCMO/b30BaHa BENUYMHA KapAMO-TUMMKO-TOPOKasbHOrO MHAeKca (KTTWU), KoTopbli 6bin paBeH wau
npesbiwan 0,33. Cpean Habnogaembix 60nbHbIX JIMB3 ¢ TM 1-i1 cTenenu 6bina y 12 (48,0%), 2-i —y 8 (32,0%),
3-h —y 5 (20,0%) naumeHTOB. MHAMBMAYaNbHbIM aHAN3 NOKa3a/, YTo Cpeau M3yYaembliX MapameTpPoB KAETOYHOTo
MMMYHUTETA OTKNHOYEHNE OAHOTO M3 HUX HUMKE HUMKHEW FPaHuMLLbl HOPMbI UMEET MecTo y Bcex 25, a AByx 1 bonee
—y 18 (72,0%) 60nbHbIX. [Py U3y4eHMM B3aMMOCBA3M MEXKAY MOKa3aTeNaAMU KAETOYHOIo 3BeHa UMMYHUTETa U KK-
HUYecknummn nposeaeHnamm JINB3 y aeteit ¢ TM ycTaHoBAEHO, YTo 6onee MHPOPMATUBHBIMU OKA3aNUCh BENNYMHDI
MPW (r = 0,685), PET/ (r = +0,732), CO3+ (r = +0,625) n CA4+ kneTok (r = +0,580). Habntogaembie MMMyHONOTMYEC-
Kue casurn y 60nbHbIX ¢ TM OTAMYAAUCL He TONbKO OT COOTBETCTBYHOLLMX 3HAYEHUI Y 340POBbIX AeTeN rPyLHOro
BO3pacTa, HO 1 y aeteit ¢ JINB3 6e3 npossneHuna TM (rpynna cpaBHeHus). Bonee rnybokue caBuru B napameTpax
KNEeTOYHOro MMMYHUTETa UMEIOT MecTo Yy aeTeit ¢ TM (p<0,001).

KnioueBble cnoBa: Tumomeranns, MHGEKLMOHHO-BOCNANMTEbHbIE 3ab0oneBaHuA, AeTH.

CLINICAL AND IMMUNOLOGICAL MANIFESTATIONS LOCALLY-INFECTIOUS INFLAMMATORY DISEASES WITH
THYMOMEGALY

Magerramova S. H.

Abstract. The aim of the investigation was to determine the role of the immune system cellular link in pathogenetic
mechanisms of local infectious and inflammatory diseases in infants.

Methods. In 25 infants with LEAVES on the background of thymomegaly (TM) detected during x-ray examination,
were studied clinic-immunological peculiarities of pathological process (main group). The comparison group consisted
of 18 infants with LIVZ without TM. The control group included 20 healthy children. The study of T-lymphocytes was
assessed by immunofluorescence using monoclonal antibodies.

Results. The pathological course of pregnancy in mothers of the main group was recorded in 68.0% of cases, and
in the comparison group —in 22.2%. Deviation in the course of labor, respectively, at 40.0% and 11,0% of cases. The
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burden on the inheritance of allergies was 48.0% and 16.5%, respectively. Children with TM who had 2-3 times of
SARS in the postnatal period, amounted to 36,0%, while no TM — only 5.5%. LIVZ in 12 children of the main group
were manifested in the form of focal pneumonia, which in 6 (24.0%) cases was combined with omfolit, the clinical
symptoms of which had prolonged course: starting at 2-3 weeks of age, lasted up to 2-3 months. In 4 (16.0%) cases,
pneumonia was combined with catarrhal otitis, and in 2 (80%) patients it was manifested in isolation. The remaining
13 children were diagnosed with pseudofurunculesis in combination with catarrhal otitis in 5 (20.0%) cases,
enterocolitis in 4 (16.0%), pyoderma —in 3 (12.04%), and in 1 (4.0%) the patient had femoral head osteomyelitis.
Nosological unit and frequency of occurrence of infectious and inflammatory foci in the comparison group were the
same as in patients with TM. However, the severity of symptoms LIVZ in the comparison group differed from that in
the main group. If a severe form of livz in the main group (25 children) was observed in 18 (72.0%), moderate — in
5 (20.0%), and mild —in 2 (80%), then in the comparison group (18 patients) the severe course of the disease was
in5(27.8%).

The individual analysis showed that among the studied parameters of cellular immunity, the shutdown of one
of them below the lower limit of the norm occurs in all 25, and two or more — in 18 (72.0%) patients. The results
of comparison of the mean arithmetic values of cellular immunity in a group with individual values in a particular
patient make it necessary to study the individual parameters in statistical processing of clinical and immunological
material along with the definition of Mt+m. In the study of the relationship between cellular immunity and clinical
manifestations of LIVZ in children with TM found that more informative were the values of IRI (g = 0,685), rbtl (g =
+0,732), SD3+ (g = +0,625) and SD4+ cells (g = +0,580). It should be emphasized that the observed immunological
changes in patients with TM differed not only from the corresponding values in healthy infants, but in children with
LIVZ in the absence of TM (comparison group).

Conclusion. More deep changes in parameters of cellular immunity take place in children with thymomegaly.

Key words: thymomegaly, infectious-inflammatory diseases, children.
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PA3SBUTUE AYTOMMMYHHOTIO NPOLECCA U CTENEHb NO/IMMOP®U3MA NEHA
FCGRIIC NPU BOJZIE3HU XALLUMOTO

dreiickuit yHusepcutet, MeguumnHcknii pakynbtet (r. Usmupb, Typuus)

CBA3b Ny6/AMKAUUM C NAAHOBbIMM HAy4YHO-UC-
cnepoBatenbCKumu pabotramu. [aHHaa paboTta sB-
naetca pparmMeHTOM BbINOSHAEMON AuccepTaumm Ha
COMCKaHME YYEeHOW cTeneHu AoKtopa ¢uaocodmumn no
megmnunHe «CAsb mosiekya cemeirctea FCGR2C ¢ pas-
BUTMEM ayTOMMMYHHbIX MPOLLECCOB NpU TUpeounante
XawunmoTton.

BcrynneHue. LuToBMAOHaA Kenesa ABndAeTcA
OOHMM M3 OpraHoB, Hanbosiee YacTo MOABEPIKEHHbIX
3aboneBaHMAM ayTOMMMYHHOTO reHesa. [pumepHO
3a nocnegHue 50 net 6bII0 NPOAEMOHCTPUPOBAHO
NPUCYTCTBME aYTOQHTUTEN K KAEeTKaM LWMUTOBUAHOM
Kenesbl NPU HEKOTOPbIX €e MaTON0rMYecKUX CoCToA-
HuAX. MpK 3TOM NOHATUE ayTOMMMYHHble 3abonesa-
HWA BKAOYaeT 6onesHb XawmnmMoTo, 6eCCMMNTOMHBbIN
TMpEeouauT, NOCNEPOLOBOM TUpeonauT (postpartum),
atpoduyeckmin Tupeongmt, 6onesHb Mpeisca, odpTanb-
monatua [peiiBca u gepmaTtonaTtus lpensca. lepe-
YncNeHHble 3aboneBaHMA UMEIOT MHOTO OBLMX XapaK-
TEPHbIX YepT. B TO }Ke Bpemsa HEKOTOPbIE U3 HUX MOTYT
BO3HMKaTb OAHOBPEMEHHO, Kak, Hanpumep, 6onesHb
lperiBca npu 6onesHun Xawummoto, odTasbmonaTms
lpeiiBca y naumneHTa ¢ 6onesHbio Mpensca. Bctpeyaet-
csA 3aboneBaHue XawmMmoTo B cpegHem y 5-13% Bcero

nauchnayastatya@yandex.ru

HaceneHuA NAaHeTbl U Yalle Yy XKeHLWH, YeM y npea-
CTaBuUTene MYXKCKOFO Nosia, U MOXKeT pa3BUTbCA B
ntobom Bo3pacTHOM nepuoae, Ho Hanbonee BbICOKUIA
YPOBEHb YaCTOTbl BCTPEYAEMOCTM UCCAelyeMOM NaTo-
NIOTUW BbIABNAETCA B CTAapPLUMX BO3PACTHbIX Fpynmnax, To
ecTb B Bo3pacte cTapuwe 50 neT. CpaBHUTENbHO 6onee
BbICOKME MOKAa3aTesIn Mo NopaxKaemoCTu Npu COOTBET-
CTBYlOLLEM HAc/eACTBEHHOCTM KEHCKOM NOJIOBUHbI Ha-
CENeHUss MOXKHO OOBACHUTL eCcTeCTBEHHbIM Noaas/e-
HMEM MMMYHHOW CUCTEMbl BO BpPeMsA BblHALIMBaHMWA
nnoaa [1,2,3,4].

Mpuém ropmoHanbHbIX NpenapaTtos, bonee xapak-
TEPHbIX A/1A }KEHLLNH, B YaCTHOCTW, NPUEM FTOPMOHa b
HbIX KOHTPALENTMBOB, U 3aMeCTUTENIbHOW Tepanunu, Ko-
TOPYIO Ha3HaYaloT NpU CHOAX MEHCTPYAIbHOTO LIMKAA,
ameHopee, 6ecnnogum TakxKe B CBOK o4yepesb MOXKeT
CrpoBoLMpPOBaTb pa3BUTUeE TMpeoauTa XawmmoTo. He-
06X0AMMO OTMETUTb, UTO 60N1e3Hb XallMMOTO ABAAET-
cs Hanbonee pacnpocTpaHeHHbIM TUpeouauTom. Mpwm
3TOM, YPOBEHb PacnpPOCTPaHEHHOCTM AAHHOM NaTo/o-
TMX NPW NepPBON CTENEHM KPOBHOIO POACTBA COCTaBUA
18-33%. OTHOCUTENbHbIN PUCK ANA Pa3BUTMA 3abone-
BaHWA ANA AAHHOIO KOHTUMHIEHTA HaceNeHWA COCTaB-
naet 47-22%. 3Ta umdpa MoXKeT bbiTb U Bbille Mpwu
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