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PE®EPAT

Lenb. I3y4unTtb KNMHMKO-nabopaTopHbie OCOBEHHOCTU M MPOrHO3
NPV OCTPbIX JIeko3ax co cMeLlaHHbIM doeHoTunom (OJICD).
MeToabl. V13 208 60nbHbIX, 06cnenoBaHHbIx B ®IEHY «POHLL
mm. H.H. BnoxmHa» ¢ 2000 no 2014 r., auarHo3 OJIC® 6bin ycTa-
HoBMeH Yy 5 (2,4 %). B HacTosiLLiee mnccrnenoBaHne BKITOYEHbI
13 60nbHbIX. 13 HMX 5 naumeHToB Haxogunuck B GIBHY «POHL|
M. H.H. BnoxuHa» (n =5), a 8 — B 4eTbIpex apyrnx remaTonoru-
Yeckmx cTaumoHapax r. Mockebl (n = 8). QuarHos yctaHaenmeasn-
CSl B COOTBETCTBUM C KpuTepusmm Knaccudmkaumm BO3 2008 r.
MegwmaHa Bo3pacTa coctasuna 48 net (auana3oH 2075 ner).
PesynbTartbl. Y 6OMbLUMHCTBA MAUMEHTOB Obln YCTaHOBEH
B/M-ummyHodbeHoTvn 3a6onesanns (n = 11) n Tonbko y 2 —
T/M-ummyHopeHoTun. Camon 4acTor XpOMOCOMHOW abeppa-
umen 6bina t(9;22)(q34;q11), koTopas auarHoctuposaHa y 5
(55,5 %) naumeHToB. TpaHckpunT BCR-ABL 6bin BbisSiBNeH y 8
13 9 o6cnefoBaHHbIX 60sbHbIX. BbIGOp neveHns onpegenancs
LIMTOrEHETUYECKUM W1 MOSEKYNAPHO-OMONOrM4ecknM npodnns-
Mu 3a6onesaHus. MNMpn o6HapyxeHnm 1(9;22)(q34;911) nwnm xu-
MepHoro reHa BCR-ABL 60nbHble nonyyany MatuH1o B KOM-
6UHaLMM CO cxemMamu MONMXMMMOTEPanuu, pa3paboTaHHbIMU
ans octporo numdpobnactHoro nerikosa (OJ11; n = 8). Mpwn oT-
cyTcTBumn Ph-xpoMocombl (n = 1) ian HeM3BECTHbIX LUTOrEeHEeTU-
YECKOM U MOJIEKYNAPHO-61ONormiyeckom npodomnnsx (n = 4) nkH-
OYKUMSE peMmrccum NpoBOAMNach Mo cxemam, paspadoTaHHbIM
NSt OCTPbIX MUENOUAHBIX Neiko3oB (OMJT), unm no KOMGUMHMPO-
BaHHbIM CXeMaM, BK/OYaBLUMM LMTOCTATUHECKME Mmpenapartbl
ons neveHuns kak OMJ1, Tak n OJ1J1. HactoTta nonHor pemmccnn
cocTtasuna 83,3 %, paHHsas netanbHocTb — 8,3 %. NokasaTtenu
3-neTHen obLLen Bbknsaemoctn (OB) coctaBmunm 18,2 % npwm
MegmaHe HabnogeHusa 14 mec., 3-neTHer 6e3peunanBHON Bbl-
Xunsaemoctun (BPB) — 12,8 % npu megmnaHe 16 mec. lNMosnHble
pemumccum 6binn JOCTUIHYTbI Y BCex 605bHbIX Ph+ ONICO.
3akntouyeHune. Cneundmyecknx KIMHUKO-NabopaTopHbIX Npu-
3HakoB guarHosa OJ1IC® He cyuiectsyeT. [pu Ph-no3uTtveHoM
BapuaHte OJICO ob6a3aTenbHbIi KOMMOHEHT Tepanun — WH-
rméuTopbl TMpo3nHkmHas (UTK). MpeacTtaensetcs 6onee nep-
CrneKkTMBHbIM rcnonb3oBaTb UTK ¢ pexumamum nedenns OJ1J1
CO CHWKEHHOW MHTEHCUBHOCTLIO. [pobnema neyeHns naumeH-
ToB ¢ Ph-HeratneHbiMn OJIC® ocTaeTcsi HepeLLeHHOMN.
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ABSTRACT

Objective. To determine clinical and laboratory features and
prognosis of mixed-phenotype acute leukemia (MPAL).
Methods. Of 208 AL patients treated in the N.N. Blokhin Rus-
sian Cancer Research Center over past 14 years, MPAL was
diagnosed in 5 cases (2.4 %). In total 13 patients were en-
rolled in this study; these patients were hospitalized in the N.N.
Blokhin Russian Cancer Research Center (n = 5) and in four
other hematological hospitals of Moscow (n = 8). The disease
was diagnosed in accordance with the 2008 WHO classifica-
tion. The median age was 48 years (ranged from 20 to 75
years).

Results. B/M-phenotype was diagnosed in most patients
(n = 11) and T/M only in 2 patients. Translocation t(9;22)
(q34;911) was the most common chromosome aberration
diagnosed in 5 (55.5 %) patients. BCR-ABL chimeric gene
was in 8 of 9 patients. Treatment strategy was determined by
molecular biological and cytogenetic MPAL profiles. Patients
with 1(9;22)(q34;q11) and/or BCR-ABL chimeric gene treated
with imatinib combined with ALL-regimes (n = 8). Patients
with Ph-negative MPAL (n = 1) or unknown molecular biologi-
cal and cytogenetic MPAL profiles (n = 4) received AML-di-
rected therapy or combined regimes for the treatment of ALL
and AML. Complete remission (CR) was obtained in most
patients (83.3 %) with low rate of early mortality (8.3 %).
3-year OS was 18.2 % (median 14 months), 3-year RFS was
12.8 % (median 16 months). CRs were induced in all Ph+
MPAL patients.

Conclusion. There are no specific clinical and laboratory
predictors of MPAL. Tyrosine kinase inhibitors (TKI) play
the key role in the treatment of Ph+ MPAL. TKI combined
with low intensity ALL regimes seem more promising. The
problem of treatment of Ph-negative MPAL patients remains
unsolved.
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BBELIEHNE

B cootBeTtcTBHM ¢ KyaccuduKalyei onyxoJiell KpOBETBOPHO#
1 aumpounaroit Tkaneir BO3 2008 r. ocTpble J1€iiKo3bl €O
cMeniantbiM peHoTunom (OJICD) BK/IOUEHBI B CaMOCTO-
SATEJIbHYI0 KATErOPHIO OCTPbIX JIEKKO30B C HEOIHO3HAUHOH
JquHeliHocTblo (acute leukemia of ambiguous lineage). B
9Ty TPYMIY BXOJAT TaKKe OCTPbIH HeAU(PPepeHIPOBAHHbIH
N1efiko3 u TuMbo61acTHbI Jefikos/mumboma us NK-kaeTok
(ecTeCTBEHHBIX KUJIJIEPOB).

XapakrepHol 0COOEHHOCTbIO OJIACTHBIX KJIECTOK KOCTHOTO
Mo3ra u nepudepuueckoil Kposu 6osbHbix OJICD sBasiercs
OTCYTCTBHE UETKHUX MPU3HAKOB NU(PEPEHIUPOBKU MO OJHOM
13 reMOMO3THUECKUX JIMHUE U HAJIMUKME Y OMyXOJIeBbIX KJIETOK
uepT ojiHOBpeMeHHO MuesouaHoin (M — myeloid) u Jjium-
counnolt (B- win T-) npunampiexuoctd. OnucaHbl Takxke
pejikre HAOJIIOIEHUST OCTPbIX JICHKO30B TpoitHoil (M-, B- u T-)
JIMHEHHOH HarpaBJ/ieHHOCTH. [ IpH 5TOM B OJIHUX CJIydasix MOTYT
OJITHOBPEMEHHO OMPEEAThCS JBA KJIOHA KIETOK, KAXKJIbIH U3
KOTOPbIX 9KCIPECCHPYET MapKepbl, XapaKTepHbIe TOJLKO JUIsi
OJIHOH JIUHUH (OWIMHEeHbIe ocTpble JeiKo3bl ). B 1pyrux ciy-
yasix 6J1aCTHbIE KJAETKH CITOCOOHBI SKCIIPECCHPOBATH HA CBOEH
MOBEPXHOCTH OJHOBPEMEHHO MapKepbl MHEJOMIHON U JIHM-
cdounnoit (B- wiu T-) nanpasnennoctu (OueHoTunuueckue
ocTpble JeiKo3bl). B mnocienHeM u3iaHUK KaacCH(pUKALUK
BO3 octpble seiiko3bl cO CMellIaHHbIM (PEHOTHIIOM oJiee He
pasnessiiorT Ha OUJIMHEHHBIA U GUPEHOTUTHUECKHI BapUAHTbI
1 paccMaTpPUBAIOT B pAMKAX eIMHON HO30JI0THUECKOH (DOPMBbI.

OJIC® auarHocTHpyIOTCst pelIko U cocTaBastior 2—5 %
Bcex octpblx Jeiiko3oB (OJI) [1, 2]. OJICO uaue Berpe-
YaloTCsl y B3POCJIbIX, HO HAOJIONAIOTCS TaKKe U B JIETCKOM
Bogpacre [3—5].

[Tepoe ynomunanue o OJICD oTHocuTest K Hauagy
80-x romoB mpouwioro Beka. B 310 BpeMsi nosiBUIHCH
MOHOKJIOHAJIbHbIE AHTHUTEJA, KOTOPble HAIIH IIHMPOKOE
npuMenenue B quartoctuxke OJI. B 1985 r. J. Mirro u coasr.
BIEpBblE OMUcaIu psii KAuHuueckux HaOmonenuin OJI ¢
OJIHOBPEMEHHOH 3Kcrpeccueil GJIACTHBIMH KJIE€TKAMH MHe-
JIOWIHBIX U JIUM(POUHBIX MapKepoB [3]. DTH ciyuau 3aboJe-
BaHUs aBTOP 0603HAUMIT KaK «CMELIaHHO-JIHHEHHbIE OCTPbIe
aeiko3b». B 1987 1. R.P. Gale u coaBT. cuctemaTtusupoBaJu
HAKOMJIEHHbIE K TOMY BpPEMEHH JlaHHble W BBEJH HOBbIH
TEPMUH JJIsl OTMpEJENeHUsT 3TOH TPymnbl 3a00JeBaHUH —
«THMOPUIHbIE OCTpble Jielkosbl» [l]. Dtu HabmopeHus
nosouau Hadasno wusyuenuio OJICD. B orevectBeHHOI
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JuTeparype 6uosoruueckue U JadopaTopHbie 0COOEHHOCTH
OJICD 6blau BriepBbie MpeICTaB/eHbl B paboTe npogeccopa
H.H. Tynuupina 8 1990 r. [6].

Ha nporszkeHuu J0rOro BpeMeHH it 0003HaYeHHs
stoit Kareropuu OJI HceaenoBaresd MCMONb30BaIM pas-
JIMUHYIO TEPMUHOJIOTHIO, UYTO CO3AABajo OIpeeseHHbIE
cnoxHoctu. Tak, B JUTepaType BCTPEUAIOTCS TEPMHHbI
«CMeLIaHHO-JIMHEHHBII», «OUJIHHEHHbIH», «OUPEHOTHIH-
yeckuit», «rubpuanbii» OJI[1, 6].

Brepsble kputepuu auarHoctuku OJICD Oblin npes-
goxkenbl B 1995 . EBponeiickoil rpynnoii no UMMYyHOJ0-
rMYeCcKoil Xapakrepuctuke Jeiko3oB (European Group of
Immunological Markers for Leukemias, EGIL) [7]. B ocHoBy
OblJla MOJIOXKEeHa CHCTeMa OLEHKM JIMHEHHOCTH B OaJuiax,
npennoxennas D. Catovsky u coasr. B 1991 r. [8]. [1pu atom
OblJ1 UCIOJIL30BAH TEPMHUH «OM(EHOTHIHUECKHE WJIH CMe-
1IAHHO-JIMHEHHbIE OCTPbIe JIelK0o3bl». CHCcTeMa OlIeHKH OCHO-
BbIBa/lach HA IMArHOCTUYECKOH LIEHHOCTH (B 6a/llax) KaxKioro
LUTOXMMHYECKOTO U HUMMYHO(DEHOTHITHUECKOr0 MapaMeTpoB.
Takasi GasibHasi cucTeMa M03BOJIMMA ONPEIEIHTb UYETKHE
JMArHOCTHUECKHE KPUTEPHH GH(EHOTHITHIECKOr0/ cMelaHHo-
kaetouHoro OJI. Bbu paspaboranbl muddepeHpanbHO-
auarHoctrueckue kputepuu it OJICO u ocTpbix MHues0-
WIHbIX Jeliko30B (OMJI) ¢ abeppaHTHOH Ko3Kcmpeccued
JUMMOUTHBIX MAapKEPOB, a TaKXKe OCTPbIX JUM(OOJACTHBIX
seiiko3oB (OJ1J]) ¢ Koskenpeccuei MUEJOUIHBIX MAPKEPOB.

B 1998 r. B 1IKa/y OlLleHKH JIMHEHHOCTH, NPEIIOAKEHHYIO
EGIL, 6bl1a BHeceHa NonpaBka Mo yBeJHIeHHIO 3HAYHMOCTH
IKCIpeccuu muesionHoro autureda CD117 o | 6amna [9].

B cootBerctBuu ¢ kinaccudukatpert EGIL 1998 . qinarnos
GuheHoTHIHUECKOT0/ cMelanHo-TuHeiiHoro OJ] MoKeT GbITh
YCTAHOBJIEH, €C/IM CyMMa OaJljioB JIsi aHTUIE€HOB Pa3JIMUHbIX
JIMHUI OJIHOBPEMEHHO MpeBbliaet 2 6asua (tadi. 1).

B knaccudukaupn BO3 2001 r. Ha oCHOBaHHM MpPHH-
uunoB EGIL 1998 r. 6udeHorunuueckue u GUMHENHHbIE
OJ1 6bliu BriepBble BbieAeHbl B paMkax kateropun OMJI B
OTJEJIbHYIO MOATPYINIy OCTPbIX JIEHKO30B ¢ HEOJHO3HAUHOMH
sHeiHocTbio [ 10]. K HUM Takke Obll 0THeCeH Henddepen-
LMPOBAHHBIH (CTBOMOBOKJIETOUHbIH ) OJI.

[To Mepe HakoIIEHUS IAHHBIX 00 ITHX PEKUX BapHAHTAX
3abosieBaHus B Kiaaccudukauuio BO3 nepecmorpa 2008 .
Obl1 BHeceH psif, u3Mmenenuid. OJ] ¢ HeoIHO3HAUHON JIMHEHHO-
CTbIO ObIIN HCKJoueHbl U3 kateropun OMJI W BbiaeseHbl B
CaMoCTosATE/IbHYIO Ipyry 3abo/eBanuil. B Hee Bou OJICD,
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Ta6nuua 1. LLikana oueHKn oCcTporo cMeLLaHHO-NTMHENHOrO
(6ucheHoTMNM4YECKoro) nerkosa no EGIL 1998 r. [9]

OueHka B-nuHeliHocTb  T-NUHEAHOCTb MuenoupHas NMHEAHOCTb
2 6anna CD79a CD3 MPO
cytlgM TCR Jluzounm
cytCD22
1 6ann CcD19 CcD2 CD13
CD10 CD5 CD33
CD20 CD8 CDw65
CcD10 CcDb117
0,5 6anna TdT TdT CD14
CD24 CD17 CD15
CD1a CD64

MPO — muenonepokcuaasa.

HequddepennpoBannbii OJI, a Takke peakuil BapHaHT
nuMdo6acTHoro Jefikoza/mumbombl u3 NK-kietok. OJICD
nepecTaiu pasziesisith Ha OUJIMHEHHbIE U GUDEeHOTUITHIECKU
BApMAHTbl H3-32 BO3MOXKHOCTH H3MEHEHHs WMMYHO(EHOTHMA
6J1aCTHBIX KJIETOK B Ipoliecce Tepanui. Tak, B iMTeparype oru-
CaHbl CJyuau, Korja B ae6rore 3a60JeBaHHe XapaKTepU30BaIoCh
KaK OuheHOTUTTHIECKUIL JIEHKO3, a TIPU PELUIUBE COOTBETCTBO-
BaJio KputepusiM Ousnneittoro [ 11]. AnasioruunbiM oGpasom y
60JIbHBIX C TIepBOHAYa/bHbIM auarHozom OJICD npu passutuu
pEeLMIMBA WK HA OJTHOM M3 3TaroB Pe3UCTEHTHOrO TeUEHHUs 3a-
GoJieBaHusT MOXKET ObITh IMarHOCTHPOBaH «unucThiit» OJIJT niu
OMJI (cheHOMEH «JIMHEHHOTO NepeksoueHns» ) [ 12].

M3MeHeHUs KOCHYJIMCh OLEHKH IHAaTHOCTHUECKUX KpUTe-
pueB orpejeseHnst JUHeHHOCTH. BmecTo Ga/ibHOH LIKaJbI
OUEHKH JIMHEHHOCTH ONPelesIoUM MapaMeTpoM MPUHSATO
HaJlMule CreuuUIecKUX MPU3HAKOB: MHEJOMIHOTO —
muesonepokeunaza (MPO), T-nunedinoro — cytCD3 wu
B-nuneitnoro — sdpkasi skcnpeceus CD19. Tlpennouru-
TeJibHbIM MeTojioM jinarHoctuk OJICD no-npexuemy ocra-
eTcst nmpotouHasi uuToMeTpus. OQHAKO HCMOJAb30BAHHE LH-
TOXHMHUYECKHX U UMMYHOJIOTHYECKHX METOJIOB ONpe/e/ieHus
AHTUIEHOB MOXKET TaK:Ke MPEeIOCTaBUThb JOMOJHUTENbHYIO
UHDOPMALIUIO O JIMHEHHOH TPUHAJJIEKHOCTH TOMYJISILUHI
JICHKO3HBIX KJIETOK (Tab1. 2).

Kak BuIHO M3 JaHHBIX TaOJs. 2, ONpeiessiolym jauar-
HOCTHYECKUM KpPUTEPUEM JUISl BbIIEIEHUS MHEJNOMIHOH Jrd-
(hepeHUMPOBKH CJy?KaT LUUTOXMMHYecKue Mapkepbl (MITO u
a-HapTHIALIETATICTEPA3a ¢ UHTMOMPOBAHHEM HATpusi (hTO-
PHIIOM) U UMMyHO(eHoTUTIHUecKue auTurenbl (MPO, CD1 le,
CD14, CD64 u smsouum). [Tapamerpbl MUEJIOUAHON JHHEH-
HOCTH KJIETOK JIOJKHbBI OTBEUATh CJEIYIOLIUM TPEOGOBAHUSAM:

® [P HAJMUYMH FeTEPOTeHHON NONyAsuu GJaCTHBIX

KJIETOK MHEJIOUJIHbIE MapKepbl NOJAKHBI OMpeje-
asiTbest Godiee ueM B 20 % U3 HUX;

e MPO, BuisiBjisieMasl LUTOXUMHUUYECKH HJIM METO-

JIOM MPOTOYHOH ULMUTOMETPHUM, OOHAPYKUBAETCS
Ha OGJacTHBIX KJeTKax B- uau T-nmumdouanoi no-
nyAsUud. DKCIPECcCHs MHEJOUIHbIX aHTHI€HOB
CDI13, CD33 u CDI117 He cunTaetcs cneluUuHOM
JUist uieHTudukanun ecmeantoro genoruna OJI;

@ HaJIMuMe YeTKUX NMPU3HAKOB MOHOOGJIACTHON Ju-

(bepeHUHPOBKM Ha OMYyXOJIEBbIX KjeTkax B- uiu
T-nmumdounHoi monyndluMu: ApKas peakuus Ha
a-HaTUAALETATICTEPA3Y C HHTHOMPOBAHHEM Ha-
Tpus (PTOPUAOM HJM Kcnpeccusi GoJiee OIHOrO
mapkepa MoHouutapHoil sunun (CDlle, CDI14,
CD64 uau nnzonuma).

Juarnoctuka T-nuHeliHol  nuddepeHIHpOBKH  OC-
HOBAaHA Ha MOJIOXKUTEJBbHOH peakUUd TMPH LUTOMETPHH C

138

Tabnuua 2. Kputepumn gMarHOCTUKM OCTPbIX NTENKO30B
CO CMeLlaHHbIM Q)eHOTVII'IOM B COOTBETCTBUU
¢ knaccudmkaumern BO3 2008 r. [11]

MuenougHas nunus

MPO (npoTo4Has UMTOMETPUS, UMMYHOTUCTOXUMIS ™, LINTOXUMUS)
U MOHOLMTOMAHAA AU hepeHLMpoBKa (Mo KpainHern Mepe 2 13
NepeynCcNeHHbIX: a-HagTuNaLeTaTacTepasa, UHrMbupyemas Hatpus
tropugom, CD11c, CD14, CD64, nusoumm)

T-numchouaHan nuHus

Lntonnasmatuyeckmii CD3 (uuTodhnyopruMeTpruyecku ¢ NOMOLLbI0 aHTUTeNa K
e-uenun CD3; MUMMYHOTMCTOXMMWNYECKIN™ C MOMOLLbIO Hecneuntnyeckoro
NOANKNOHaNbHOro aHTn-CD3) unm nosepxHocTHbI CD3 (peako
ncnonb3yetcs Ana guardoctuku 0S1ICO)

B-numchoupHas nunus

fipkas akcnpeccus CD19 + oguH u3 cnegytowmx mapkepos: CD79a, cytCD22,
CD10; nnwn cna6as akcnpeccust CD19 + sipkas akcnpeccus no KpaiHe
Mepe ABYX W3 nepeyncneHHbix mapkepos: CD79a, cytCD22, CD10

* \cnonb3yeTtcs AN uccnesoBaHns matepuana TpenaHo6uoncum KOCTHOro

mo3ra.

anturenom cytCD3 Gosee uem B 20 % 61aCTHBIX KJAETOK.
JI71s1 MIHTEHCHBHOCTH CBEUEHHS] MOHOKJIOHAJIbHbIE aHTHTEJa
JIOJKHBI ObITh KOHBIOTMPOBAHBI ¢ SIPKUMH (DJII0OPOXPOMaMH
((hMKOSPUTPHHOM WJIH  a/UIOKO(DUIIHAHUHOM).  BbIpaxeH-
HOCTb 9KCTPECCHHU B KJIETKAX JIEHKO3HOH MOMyNALMH JI0JXKHA
ObITb CTOJIb XK€ CHUJILHOM, KaK Yy MPUCYTCTBYIOLIUX B 06pasliie
HopMaJibHbIX T-kjeTok. [lpu ugdyuenuu skcnpeccun CD3
C TOMOLIbIO UMMYHOTHCTOXUMHYECKOTO MeTOola B Cpe3ax
TPENaHOOMONTATOB KOCTHOTO MO3ra CJelyeT YUYHTBhIBATD
BO3MOXKHOCTb peakiuu ¢ §-1enblo T-K/IeTouHOro pelenTopa,
npeacrasjgeHHoro B uutonaasme NK-kietok. [Tockosbky
MpY UMMYHOTHCTOXMMHUECKOM HCCJIEIOBAHUH HCITOJB3YIOTCS
TOJIBKO MOJIHBAJIeHTHble T-KJIETOUHblE aHTUTeJsa, ITa pe-
aKUus He ABJseTes aBCOJIOTHO CriellMUUHOM 1151 T-KAETOK.

J1711 iuarHoCTHKK B-K/1eTOUHOro KOMIOHEHTA, B TPOTHBO-
MOJIO?KHOCTb  OMMCAHHBIM ~ paHee KPUTEPUAM MHEJTOUIHOH
u T-numcbounto auddepeHpoOBKH, BbISIBJIEHHE OJHOTO
MapKepa CuMTaeTcs HeIOCTaTOYHbIM. B-jiMHeiHas npupona
OJIACTHBIX KJETOK MOXKET ObITb OMpe/iesieHa TOJbKO NpH Ha-
JIMUMK HECKOJIbKUX MOTYJSLMH OTyXOJIeBbIX KJIETOK, OfHA U3
KOTOPBIX MOJHOCTBIO 0TBeuaeT Kpurepusim B-OJIJ1. [Tpu 06-
Hapy»KeHHH OIHOM MOMYJISLMH GJIACTHBIX KJIETOK MOATBEPAKIE-
HHEM MX B-KJIeTOUHOl MPUPO/b! ABJSETCS ApKasi SKCIPeccUst
anrurena CD 19 B couetanuu ¢ sKcrpeccuei no kpaiHen mepe
ontoro u3 antureno — CD10, CD79a, cytCD22 — wu
cnabasi skenpeccusi CD19 B couetanuu ¢ gpkoii skenpeccuei
KaK MHHUMYM JIBYX H3 MEepPEUnCIeHHbIX Bbllle MapKepoB. Co-
riacHo kputepusim EGIL 1998 r., st onpenenenuss OJICD
HeOoOX0UMO, UTOObI CyMMa GaJIJIOB JJIsi KaXK/J01 JIMHUK -
(hepeHMpPoBKH Oblia Gosiee 2. B To ke Bpemst 3KCnpeccusi
B-kjieTouHoro JiiHeiHO-accouunpoBattoro anturena CD79a
ouenusaercst B 2 6a/mia. Oquako CD79a He siBasiercst Jjin-
HEHHO-CMELIM(PUUHBIM AHTUTEHOM Uil B-KleTouHol JiMHHM
JU(depeHIMPOBKH, H3BECTHBI cilydan Koskcnpeceun CD79a
npu T-OJIJ1. d1oT hakT 0GbACHAET BEPOSATHOCTD OLLIMOOYHOH
nepeoleHKr 3HauuMocTH skenpeccun CD79a npu onpene-
JIEHUH JIMHEHHON MPUHAJIE2KHOCTH JICUKO3HOH MOMYJISILHUH.

Mcnonb3oBaHue auMarHocTuueckux Kputepues BO3
2008 r. nosBoJsisieT 6oJiee TouHO BhIsIBASATE OJICD. Tak, B
padote L. Ye u coaBT. npu aHa/u3e JaHHbIX 1835 GOJbHBIX
OJI puarnosz OJICD na ocHoBanuu 6a/bHOH cuctembl EGIL
Obl1 ycTaHOoBJEH y 74 nauueHToB [ 13]. M3 HUX KpuTepusm
BO3 2008 r. coorBeTcTBOBANO JHlIL DI cayyaeB (4acToTa
cosnazenus coctasuia 79,7 %).

KAMHMYECKAS OHKOTEMATOAOTHA



OcTpble neiiko3bl €O CMewWwaHHbIM heHoTUNoOM

[To Mepe HaKOT/IEHUS] JAHHBIX O KAPUOTHIE JICHKO3HOH
nonysuud OJICO crano BO3MOMKHBIM YCTAHOBUThL OMpe-
JieJIeHHble 3aKOHOMEPHOCTH LMTOr€HETHUECKOro TMpoduJs
9TOr0 PEAKOro 3a00J1€BaHUS, UTO HALLJIO CBOE OTPAXKEHHE B
kaaccupuxaunn BO3 2008 .

KapuoTun neiikosnbix kaetok npu OJICD xapaxre-
pU3yeTCsl BbICOKOH 4YaCTOTOM XPOMOCOMHBIX aHOMaJHH
(59—91 %) [14]. Bmecte ¢ TeM creunduyecKux s 9Tk
kareropun OJI xpomocoMHbIX aGeppalnii K HACTOSLIEMY
BpeMeHHu He BbinesaeHo. Haunbonee yacto (11,5—50,0 %)
HabJI0AI0TC MHOXKECTBEHHbIE M3MEHEHUSI KapUoTHIla
(ca10xKkHBIH KapuoTHT — 3 U GoJiee XPOMOCOMHbIe abep-
pauuun) [2, 15, 16]. KomnjekcHblil KapuHOTHN 4allle
BCTpevaeTesi y B3pocablx, ueM y netedt [16]. Cpenu nos-
TOPSIIOLIUXCS  HECJYyYaHHbIX XPOMOCOMHBIX abeppauui
Haubosiee xapaktepubie 1(9;22)(q34;qll) ¢ obGpasosa-
Huem xumepnoro rena BCR-ABLI [17, 18] u t(v;11q23)
¢ peapaHkupoBkoil rena MLL [2, 17]. ITpu mosekyasipHo-
OUOJIOTHUECKOM HCCJEI0BAHUNH METOIOM MOJMMEPA3HOMH
uenunoit peakuuu (ITLLP) y 6oabubix Ph+ OJIC®D ¢ paBHO#
4acTOTOH MOTYT ObITb BbII€/ICHDI IBA THIA LUTOMJIA3MATH -
yeckoro Gesika (p190 u p210) xumepnoro rena BCR-ABL.
Hau6osee yacTolt XpoMOCOMHON aHOMaJIMEeH, MPUBOSALLEH
K peapaHXupoBke reHa MLL, sBJsieTcs TpaHCAOKALUS
t(4;11)(q21;923). Chenmytouieil mo wactoTe CUHTAeTCsl
t(11;19)(q23;p13). Takxke onucaubl caydyau t(9;11) u
t(10;11)(pl2;g23) [5, 16, 19]. Pexe Bcrpeuatores aHo-
MaJlik JPYruX XpOMOCOM, HarpuMmep Jejelus JJIHHHOTO
njeya XpoMocombl 6 (6q—), a TakxKe YUCAOBbIE H CTPYK-
TypHblEe HapylleHUs XPOMOCOM O U 7. B pelnkux ciayuasx
(2,6 %) moryt BoisiBAATbLCA 1(3;3)(q21;926.2) nan inv(3)
(q21;926.2) ¢ o6pasoBanueM xumepHoro reHa EVT6-
RUNXI [16]. B nuTepatype TakxKe ONMUCAHbl €IMHHUHbIE
HaOJIIOIEHHS aHOMAJIUH KOPOTKOro mJjedya XpoMocombl 17
(17p) [2]. [lpuBeneHHbIE XPOMOCOMHbBIE aGeppallii MOTYT
BCTpeUaTbCs KaK eIMHCTBEHHbIE aHOMAJIMHU, HO Yallle B CO-
CTaBe CJI0KHOTO KAPUOTHIIA.

B knaccudukaunu BO3 2008 r. Bce OJICD B 3aBucu-
MOCTH OT XapaKT€pPUCTHKU KApHUOTHMA U MUMMyHO(DEHOTHIA
MOJAPA3NENAIOTCS HA CEyIOlI1e BAPHAHTHI:

o OJICD ¢ 1(9;22)(q34;ql11.2)/BCR-ABLI;

OJICD c t(v;11g23) u peapankupoBkoii rena MLL;
OJICD, B/M, HeyTouHeHHbIil;

OJICD, T/M, HeyToUHEeHHbIIL;

OJICD, HeyTOUHEHHBIH.

N3 kareropun OJICO wuckmouensl Bapuautbl OJI,
KOTOpPbI€ UMEIOT JPYrUe LIUTOTEHETHYECKUE W MOJIEKYJIIPHO-
OUOJIOTHUECKHME XaPAKTEPUCTHKH, a TAKXKe OTJIMUMS B KJIMHHU-
UECKOM TeUEHHHU:

1) OJI ¢ noBropsitolIMMHCA XPOMOCOMHbIMH abeppa-
wasvn — 1(8;21)(q22;q22)/RUNXI-RUNXITI, 1(15;17)
(q21;q12)/PML-RARa, inv(16)(p13.1q22) uau t(16;16)
(p13.1;q22)/CBFB-MYH1 I;

2) OJI ¢ myrauueti rena FGFRI («8pl 1 muenonponude-
PATHUBHBIH CHHAPOM> );

3) XMJI B pase GaacTHOrO KpU3a;

4) OJI, TpaHcopMHUPOBABLIMECS U3 MHEJNOMUCIIIIACTH -
4eCKOro CHHIPOMA;

5) Bropuutble OJ1.

[Tepeuncnennsle cayuau OJI paccmatpuBaioTest B oOT-
BETCTBYIOLIMX pasfiesiax kiaaccudukaunu BO3 2008 r. [1pu
9TOM B (hOPMYJIUPOBKE AHArH03a HEOGXOUMO IOTONHHTENBHO
YKa3bIBaTb CMeLIaHHbIN (DEHOTHIT JICHKO3HON MOMYJISILIUH.
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Bee apuantbl OJICP 10B0sbHO peku (2—5 % ), Kaxkipiii
13 HUX BCTpeyaeTcst Npuo/uauTenso B 1 % ciydaes seex OJ1.
OJICD ¢ 1(9;22) yaliie AMarHOCTUPYIOTCS Y B3POCJIbIX, B TPO-
TuBonosoxHoctb OJICD ¢ t(v;11¢23), a rakke OJICDH T/M;
HEYTOUHEHHbIH — TPEUMYLIECTBEHHO y jeTel. [Ipu oaHux
Bapuanrax OJIC® onyxosb yalle npejacraBjieHa IMMOPGHOi
nonyJsildeil 61acTHBIX KJeToK, Harnpumep, npd OJICO ¢
1(9;22) — muenobmacramu u aumdobaacramu, npu OJICPH
¢ t(v;11923) — monoGnacramu 1 aumdobaactamu. OnHaKo
yaile K/JAETKH JIEHKO3HOH TOMYJISiIMA HE WMEIOT MPU3HAKOB
MOPhOJIOrHiIecKol U hepeHIIMPOBKU U PACLIEHUBAIOTCST KaK
HemudepeHpoBanHble kjaeTku. [lpencraBisier uHTEepec
TOT (DAKT, YTO B JIMTEPATYPE HET OMUCAHUS KIMHHYECKHUX Ha-
emonenuit OJIC® ¢ t(v;11q23) n ummynodenorunom T/M,
YTO, TEM HE MEHEE, HE UCKJII0UAEeT BEPOSTHOCTD €r0 CyLIeCTBO-
BaHus1. XapaKTepHbIX KIHHUKO-1a00paTOPHbIX 0COOEHHOCTEH,
ormuaioix OJICO ot ppyrux OJI, He onwucano. OpHako
€CTb HAOJIOEHHST C BLICOKOW YACTOTON C/IydaeB JIEHKOLIUTO3a
B ie6tore OJICD ¢ 1(9;22) u, ocobenno, OJICD ¢ t(v;11q23).
K neyroutnenubim OJICO MoxKHO 0THECTH HAGJIIOIEHHUST, KOT/IA
OMyXOJIeBble KJIETKH HMEIOT HMMYHO(EHOTHITMUECKHE MpH-
3HAKU MPUHAIJIEIKHOCTH OJIHOBPEMEHHO K 06€UM JIHM(OUIHBIM
T- u B-nunusm kaetouHoit muddepeHuupoBky, a Takxke OJI
¢ TpexsinHelHbIM nMMyHodeHoTuroM (B-, T-aumdonasbiv 1
MHUeJIOUIHBIM ). KiHHueckre HaOJ/I0IeHHs 9TUX BapHAHTOB
OJICO kpaiiHe MaJIOUMCJIEHHBI, YTO HE TMO3BOJISIET CJIeJaTh
BbIBOJL 00 MX KJIMHUKO-1a60PaTOPHBIX 0COOEHHOCTSX U TMPO-
rHo3e.

K  Hacrosiiemy  BpemeHnu  omnucanussi B-  wam
T-merakapuouutaproro ju6o B- wau T-sputpobaactHoro
OJI B auteparype otcyTetByiloT. [lo Bcell BHaMMOCTH,
OOBSICHEHHEM 3TOMY CJIYXKUT TOT (PAKT, UTO IPUTPOMIHBIE
M MerakapuoluuTapHble KJOHbI SIBASIOTCH GoJiee paHHHUM
OTBETBJICHUEM  OT  MOJIUIIOTEHTHBIX  I'€MOMO3ITHYECKHUX
CTBOJIOBBIX KJeToK. [To 3Tol nmpuunHe, BepoATHO, KJIETOK-
npeswectsennul ¢ B/T-1uMpOUIHEIME 1 OIHOBPEMEHHO
MerakapuoLUMTAPHBIMU  WJIM  IPUTPOUAHBIMM MPU3HAKAMU
JTUPPEepeHIIMPOBKH He CYLIECTBYET.

Penkoctb cayuaes OJICD 3arpynuser nposejeHue
PaHIOMHU3UPOBAHHbBIX MTPOCMEKTHBHBIX UCCIEIOBAHUI MO U3-
YUEHHIO Pa3JIHUHBIX JiedyeGHbIX MOJXO0/I0B U MPorHo3a. Yueso
Takux paboT BecbMa orpanuueHo. K HactosilieMy BpeMeHH
gHaHusi 06 OJICD nosydeHbl B GOJBUIMHCTBE CJyYaeB Mo
pesyJibTaTaM HEMHOTOUMCJIEHHBIX OJIHOLLEHTPOBBIX HCCJIEN0-
BaHWH U CEPUU OTMUCAHUI OTIEJbHBIX KIMHUUECKUX HAbJII0-
neHuil. B intepatype uMeloTes CBeIeHHUS JIMIID O HECKOJIbKHUX
pernpe3eHTaTUBHBIX MCC/IENOBAHUSAX, MPOBEACHHBIX Yy JeTel
WK B3pOC/IbIX U BKJouasiiux ot 20 1o 100 nauuentos [2, 5,
16, 20]. Kpome Tor0, 10CTyMHBIE B JIUTEPATYPE KJIMHHUECKHE
UCC/IeIOBaHUs, ONyOJNMKOBAHHbIE 3a MOCJeIHHE 2 1ecs-
TUJETHS, 3a4acTylo OODBEIMHSIOT TeTEPOreHHYI0 TIpymmy
6OJIbHBIX, Y YacTH U3 KoTopbix auarHod OJICD sasercs
COMHMTEJILHBIM B CBETE COBPEMEHHBIX KputepueB. Hepenko
B 3TH HCCJeIoBaHusl BKJodanau O6oJbHbIX OMJI ¢ KOo3K-
cripeccueit iuMponaHbix Mapkepo 1 OJIJ] ¢ koskenpeccuei
MHEJIOUIHBIX MapKepoB, KOTOPblE B CHJy HEIOCTATOUYHbBIX
JIHATHOCTHUECKUX BO3MOXKHOCTEH paHee TPaKTOBANUCh Kak
OJICD. B cBsA3M C 3TUM Mbl CKOHIIEHTPUPOBAJIM BHUMAaHHE
Ha aHajiu3e pe3yJbTaToB TEpalMH B TEX HUCC/EIOBAHUSX, B
KoTopbix auarHoctuka OJICD npoBoauach B COOTBETCTBUU
¢ kputepusmu BO3 2008 . [2, 16, 18, 20].

Enunbix anroputmoB Tepanun OJICO Kk Hactosiiemy
BpeMeHH He pazpaborano. Kak npasuiio, jieueGHast cTparterst
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onpezesisieTcs B 00JblIEH CTENEHH OMbITOM JIeUeOHOTO LIeHTpa
1 rematoJiora. OJHU HCCIENOBATEM OTAAIOT NPEANOUYTEHHE
nporpammam, paspadoTtantbiM st ieuenus OMJI, npyrue —
cyutatoT 6oJiee ONpaBIaHHBIM UCTOIb30BAHUE CXEM Teparnnu
OJIJI[ 16]. Kpome Toro, B psijie citydaeB MOTYT HCIOJIb30BATHCS
KOMOMHHPOBaHHbIe pexKUMbI JieueHus [21]. Hekoropbie uc-
CJICIOBATE/IH TIPUIEPXKUBAIOTCS MHEHUS O HEOOXOAMMOCTH
MPOBEJICHUS HA TIEPBOM WHAYKLUMOHHOM 3Tare MporpaMMbl,
paspabotanHoi uisgs OMJ], a npu pe3uCTeHTHOM TeUeHHH —
nepexoautb Ha cxembl a1 OJIJI [5]. Kpome Toro, npeanpu-
HUMAJIUCh TMOMbITKH aanTHPOBATh TEPaIuio B COOTBETCTBUU
¢ ummyHoBapuantom OJIC®. B 1o ke Bpemst GOJIbLIIHHCTBO
UCCIIeI0BATE/ e ¢IMHOLYLLIHBI BO MHEHHU O HEOJIArOTPUSITHOM
nporuoge npu OJICD u HeoOXOMMMOCTH NMPOBEAEHUS UHTEH-
CU(UUMPOBAHHON Tepanuu ¢ 0053aTe/bHbIM BbITOJHEHHEM
AJIJIOTEHHOH TPaHCIUIAHTALMK TEMOMO3THUECKUX CTBOJIOBBIX
k1eToK (a/uoTI'CK) Ha MOCTKOHCOJMMAAIMOHHOM 3Tare Npu
JIOCTHKEHUH Y2Ke MepBOH MoJHOH pemuccnu [ 15, 17,22, 23]

[Ipu aHanuze pe3ysbTaTOB Tepamuu OTMeuaeTcs: OoJbliast
3heKTUBHOCTL  MPOrpaMm, pa3paboTaHHbIX JYIsi  JIeUeHHs]
OJUJL. Tak, B HauGoJsiee KPyHOM M3 H3BECTHBIX K HACTOSILLIEMY
BpeMeHH uccaenoBanun E. Matutes u coaBrt., BK/IIOUMBLIEM
100 B3poC/IbIX U AIETEH, MOJMHbIE PEMUCCHU OblIM IOCTUTHYThI
y 85 % NauueHToB MpH HCMOJIb30BAaHHK TIPOrpaMM, paspaso-
tanubix st OJIJL, u b y 41 % JHLL, MOJIy4aBLIUX JIeUeHHE
no cxemam i OMJI [16]. Tlpu ucnosb3oBanun nporpamm
tepanun OJIJI menuana o6uieit BbbKuBaemoctd (OB) co-
craBuia 139 mec., npu cxemax s OMJI — tosibko 11 mec.
(p = 0,003). HesaBucumbiMH (hakTOpamMH MPOrHO3a B ITOM
UCCJIeIOBAHUU OB BO3pacT, o6Hapy»KeHue Ph-xpoMocombl 1
BapUaHT WHIYKIMOHHOM Tepanun. Mennana OB y neteii cocra-
Buaa 139 mec., y B3pocsbix — 11 mec. (p = 0,001). ITpu 06-
Hapy»keHur Ph-XpoMocoMbl 9TOT NMoKasaTeJib COCTaBUI 8 Mec.,
B rpymnme G0JbHbIX ¢ HOPMaJIbHBIM Kapuoturniom — 139 mec.;
npu 06HAPYKEHHUH JIOOBIX IPYTHX XPOMOCOMHBIX abeppaiuil —
28 mec. (p = 0,002).

B uccaenosanun A. Aribi u coast. [24], npoBeneHHOM
y 31 B3pocsoro GosbHoro OJICD, 7 nauueHTOB mMoJy-
UMM JIeUEHHEe TI0 cXeMe «3+7», ocTajibHble — pEeXHUM
Hyper-CVAD. Pesysbrathl Tepanuu mnpojeMOHCTPUPOBAJIH
60J1bLIYI0 SPPEKTUBHOCTL PEXKUMOB, pa3pabOTaHHBIX JUist
aedenus OJIJ1. Hacrora nosnbix pemucentii (I1P) cocraBuia
57 u 78 % COOTBETCTBEHHO, OJHAKO He GbLI0 OTMEUEHO CTa-
TUCTHYECKH 3HAUMMbIX Pa3jiMuuil B TOKasaTessix 2-jeTHel
OB y 6osbhbix OJICD, KOTOPBLIM MPOBOIUIACH TEPATIHS MO
nporpamme st OMJI uan OJ1J1.

B T0 e Bpems B psijie UCCeIOBaHHi TIPOJEMOHCTPHPO-
BaHbl PEUMYI1ECTBA KOMOHHHPOBAHHBIX POrPAMM Teparuy,
HarpaBJeHHbIX HA PEIYKLMIO U MUEJOUIHbBIX, H JTUMMOUIHBIX
JICHKO3HBIX KJIOHOB. B paboTe kutaiickux yueHbix X.Q. Xu u
coaBT. juarto3 Oudenorunuieckoro OJI B COOTBETCTBUH C
kputepusimu EGIL 6wl ycranoBsieH y 21 u3 452 60JbHbBIX
OJ1[2]. Mcnonb3oBasiuch TPH pexKuMa Teparnuu: nporpamma
OMJI, n = 5 (DA — naynopy6uuus, uurapaGuH), mpo-
rpamma OJIJI, n = 6 (VDCPL — BHHKpHCTHH, JayHOPY-
OuLMH, LuKIodochamus, NpeaHru3ooH, L-acrnaparuHasa)
1 KomGuHUpoBaHHas nporpamma OMJI + OJUJI, n = 10
(VPDA — BHHKPHCTHH, PEIHU30JI0H, TaYHOPYOULIHH, LIUTa-
pa6un). Yacrora noctrxkenus 1P cocrapuaa 71,4 % (15 us
21), B OCHOBHOM TIpH HCMOJIb30BaHUK porpammbl OMJI +
OJIJT (9 u3 15). Takum 06pazom, KOMOUHHPOBAHHAS TEpaATUs
okaszajacb 6oJiee 3PPEKTUBHON B JOCTHXKEHUH TIEPBOH pe-
MHUCCHH [2].
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B uccnenopanuun S.J. Wang u coaBT. Takxke oTIaBasu
npearnouTeHre KOMOMHHPOBAHHBIM MPOrpaMMaM Tepariui,
takum Kak DA + VCP wau DA + VPL (mayHopy6uim,
uuTapabuH + BHHKPUCTHH, LUKA0DOChaMU/, MPEIHU30M0H
WIM JayHOPYOULMH, LUTapaOMH + BUHKPUCTHH, TPEIHHU-
30J10H, L-acnaparunasa). Mcnosib3oBaHue 3THX PEKHMOB
No3BoJIMI0 JocTHub [1P y Bcex 6 mauueHToB B OTJIMUHE OT
2 6osIbHBIX ¢ Heynauel gedenus no nporpamme OJ1JI[21].

B wuccnenoBannu Y. Lingzhi u coaBt. npencrapseHbl
pesyssTaThl Jedenuss 34 GosbHbix OJICD [20]. [lpoenen
CPaBHUTEJIbHBIH aHANU3 JIBYX PEKUMOB Teparuu: KOMOH-
HHUPOBaHHOU mporpammbl JedeHuss OMJ1 + OJIJ1, n = 24
(MOAP, I0AP, DOAP — MHTOKCAHTPOH, HAApYOULMH WK
JIAYHOPYOULIMH + CTaHIAPTHbIE J03bl LIUTApAOHHA + BUHKPH-
CTHH JINGO BHHAE3UH + mpennu3osion) u cxembl CAG, n = 10
(Masble 103bl LUTapabuHa, akJapyOULIMH, TPaHyJIOLUTAPHbIN
KoJIoHHeCTUMYpyloluit dakrtop). [TP Obiin focTuruyThl y 14
(58 %)y 7 (70 %) 6oJbHBIX COOTBETCTBEHHO, PA3/IHUHSA CTa-
THcTHYecKH HedHauumbl (p = 0,802). Creayer oTMETHTb, UTO
y 5 13 6 GOJIbHBIX, HE OTBETUBLLNX HA MEPBbIH METO/ JIEUECHHUS,
[1P Gbuia nocrurnyra nocse nposenenust CAG. Heemorpst Ha
BBICOKYIO HENOCPeCTBEHHYIO 3(P(EKTUBHOCTb JIeUeHUs], OT-
JIaJIEHHbIE Pe3yJIbTaThl OKA3aJUCh HEYIOBJIETBOPHTEbHBIMH.
VIyullIMTh  Pe3YJIbTaThl  yIaJ0Ch TOJBKO TPH  MPOBEACHHUH
annoTICK. Memmana OB npu Boinosnenun auioTTCK co-
craBusia 22 Mec., ToJIbKO Xumuotepanud — 9 mec. (p = 0,004)
[20].

B HenaBHO 0nyGMKOBAHHOM KPYMHOM MHOTOLIEHTPOBOM
HCCeIoBaHnK U3 JlaTHHCKON AMepHKH coOpaHbl CBEICHHUS
0 27 GoabHbix OJICO. JlnarHo3 Obli yCTaHOBJEH B CO-
OTBETCTBHM € KpuTepusMu kaaccudpukauun BO3 2008 .
[Topapasiiowee uucao 60abHbIX (70 %) umesu B/M-
uMmyHodeHotun.  [lpoBomuaca  HHTEHCH(ULMPOBAHHbIH
KOMOWHUPOBAHHBIH PEXUM HHIYKUMH MO cxeme «3+7» +
Hyper-CVAD. lNomnepxuBaioliiee jiedeHue 3anMCTBOBAHO H3
nporpamm Tepanun OJ1J1 1 Bbinosneno y 68 % naumentos.
[TP Gblin I0CTUTHYTBI Y GOMbIIMHCTBA GOMbHBIX (85,2 % ).
Bwmecte ¢ TeM oTnasieHHble pedysbTaThl Teparnun oKa3ajnuch
BECbMa HEYJIOBJIETBOPUTEbHBIMU: MelMaHa 6e3peluIuBHOM
BoikuBaemoctH (BPB) cocraBuna 13 mec., meanana OB —
14,8 mec. Ko Bpemenn nposesnenust ananuza 70,4 % nauu-
eHTOB yMepJi, B Go/bluMHCTBe cayyaes (73,6 %) na doue
nporpeccupoBanusi 3aboJieBanus [25].

B cBsisu ¢ Bbicokoil uacroroit Ph-nosutusubix OJICP
BAXKHbIM acrekToM 00CyKaaeMod npobJsieMbl SABJSETCS W3-
yueHue poJit uHru6utTopo Tuposutkutad (MTK) 1-ro u 2-ro
nokoJieHuit. OcratoTcsi HESCHBIMU ONTHUMAJIbHBIA PEKUM
Tepanuu 3TOro BapuaHTa 3aboJjieBaHusl, MPOOJeMbl MOHUTO-
pUHra MUHHMaJIbHOH OCTAaTOUYHOH GoJ1e3HH, posb amioTI'CK
B Pa3HbIX BO3PACTHBIX TpyMrax, MOCTTPAHCIIAHTALMOHHAS
cTparerus JiedeHus. Kpome Toro, He pelieH BOMpoC O TOM,
CYLIECTBYIOT JIM CTATHCTUYECKH 3HAYUMbIE PA3JHUMS B MPO-
rHoze mexxiy Ph+ OJIC® u Ph+ OJIJI B spy UTK.

Ananmuz mMuposoro onbita Tepanuu Ph+ OJICD cBu-
JIETEIbCTBYET O HECOMHEHHOM TPEUMYLIECTBE COUYETaHHs
uurocratnueckux npenaparo ¢ UTK npu OJICD. Tak, B
JIUTEpaType TPEACTABJCHBI PE3yJbTaTbl MUCCJACIOBAHUSA Y
464 6obHbX OMJI, M3 KoTophix y 13 (2,8 %) B cooTBeT-
ctBuu ¢ Kputepusimu BO3 2008 r. 6bin BbisisaieH OJICD
[18]. Hacrora Ph+ OMJI (nocae uckmoueHus OJICO u
XMJI B haze 6mactHoro kpusa) B rpynne OMJI cocraBuia
0,35 %, Ph+ OJIC® cpenu Beex OJICH — 38,4 %, T. e.

ciyuan obHapyKeHusi Ph-xpomocombl GbliM HAMHOTO yalile
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OcTpble neiiko3bl €O cMewWwaHHbIM heHoTUNOM

npu OJIC® no cpaBuenuio ¢ OMJIL. HactoTa 10CTHKEHUS
[1P npu Ph+ OJIC® u Ph+ OMJI cTaTucTHYE€CKH 3HAUMMO
He pasiuyanach W He mipesbicuia 40 %. Meauana OB y
6oJbHbIX Ph+ OJIC® cocraBusia Bcero 4 mec., YTo HAMHOTO
Menbliie, yeM npu Ph+ OMJI, — 12 mec. (p = 0,03). B
TOM HCCJIEIOBAHUM TALMEHTaM MPOBOJAMJIACH TOJbKO XH-
MUoTepanusi, Hi oMl U3 Hux He noJydan MTK. Peaynsratel
UCCIEIOBAHUS IEMOHCTPUPYIOT OYEBH/IHYIO HEOOXOAMMOCTb
ucnosb3oBanus MTK npu o6Hapy:keHun Ph-xpomocombi.

[pynnoit kuralickux yuenbix L.Z. Yan 1 coaBT. OblH npeji-
CTaBJIEHbl Pe3yJibTaThl aHajiu3a SPPEKTUBHOCTH JeUeHHs
87 Gonbhbix OJICP [26], B T. u. 15 (17,2 %) nauuentos ¢
1(9;22). Y Beex 15 60/1bHBIX AMAarHocTHpoBat B/M-uHe bl
tenorun. Ph-xpomMocoma Kak €IMHCTBEHHAs XPOMOCOMHAs
abeppauus BhisiBaeHa B 53,3 % (8 us 15) nabmonenuii, B
cocTaBe KOMIJIEKCHOro Kapuotuna — B 33,3 % (5 u3 15).
Caenyer otmetuthb, 4o y 2 (13,3 %) nauuentoB oTmeyascst
HOpPMaJIbHbIF KAPUOTHII, a XuMepHblil red BCR-ABL 6bl1 Bbl-
spJeH ¢ nomotblo TP, Y 40 % 60/1bHBIX 06HAPYIKEH THII
p190 xumepHoro rena (ela2), ay 60 % — tun p210 (b2a2
unn b3a2). Yacrora I1P cocrasuia 70 % mnocae 1 kypea
UHIYKIMOHHON Tepanun. CTaTUCTHYECKH 3HAYUMOrO YJyu-
uieHus nokagareseil OB ynanoch goctuub Mpu NpoBeieHHH
aJIJIOTEeHHOH TPaHCMIaHTalln KocTHoro moara (p = 0,004).

OnpIT yenemHoro Jjedenust 2 6osbHbix Ph+ OJICO
coobuiaercs B padote F. Nagasawa u coaBt. [27]. B oGoux
HaG/IOCHNAX  3a6ojieBaHle  XapakrepusoBanock B/M-
JIMHEHHbIM UMMyHO(eHOTHIOM. Ha MHAIyKUMOHHOM 3Tane
6oL ucnoJsib3osat pexkum Hyper-CVAD coBmecTHO ¢ nmMaTH-
nu6om B 103e 600 Mr/cyT. B 06oux c/yuasx Gbl1 JOCTHIHYT
HE TOJIbKO MOJIHbII IeMaTOJOrMYECKUI, HO U MOJIEKYJISIPHbIH
otBeT. Ha sTane KoHcosuaainu 60JbHbIE MOJyYan TePAHio
nasaruHuooMm B 1o3e 140 MF/CyT. K coxkasneHuio, cBeieHHUsl O
JUIUTENBHOCTH 3(hpekTa B paboTe OTCYTCTBYIOT.

CpaBHeHue pesysbratoB JeueHus 29 GogbHbix Ph+
B-OJIJT u 13 6oabhbix Ph+ OJIC® 6bi10 npoBeneHo
rpynnoi sinoHckux yuenbix. Hacrora [1P npu onHoBpeMeHHOM
UCTOJIb30BAHUH UMAaTHHHOA W XUMHOTEpPanuu Obljla COMOCTa-
Bumoit: 85 1 100 % cootseretsenno (p = 0,14). [Tokasatesu
5-netneit OB u BPB Takxke ne pasnuuanuch (OB: 53 1 55 %
cootsetcTBeHHO, p = 0,87; BPB: 42 1 46 % cooTBeTCTBEHHO,
p = 0,94). Takum 06pa3om, NPOTOKOJIbI 110 OJTHOBPEMEHHOMY
ucnoJibaoBanuto xumuorepanuu u MTK, siBasiomecs Ha ce-
rojitst cranaptom Jiedenust Ph+ OJLJ1, aBTopbl peKoMeH/yoT
B KauectBe cranaapra repanuu Ph+ OJICO [28].

Ha ocHoBanun npeacraBjieHHOro 0630pa JIMTEpaTypHbIX
JIAHHBIX CTAHOBUTCS OUEBUIHBIM, UTO MHOTHE BOMPOCHI IMATrHO-
ctukd U Tepanun OJICP K HacrosilieMy BpeMeHH OCTaloTCsl
HepelleHHbIMU.  Buojiornueckue ocoGeHHOCTH  JIEHKO3HOH
MOMyJISALUH, €€ MOP(OLUTOXUMHUECKAsS, HMMYHO(DEHOTHITH-
yeckasi M LMTOreHEeTHUEeCKas TeTePOreHHOCTh 3a4acTylo Bbl-
3bIBAIOT 3HAUMUTEJbHbIE TPYAHOCTH B BbIOOPE ONTHMAJILHOTO
JieyeGHOTO MOJIX0AA y TOH Kateropuu 6oJibHbIX. Pesysbrathl
tepanuu npu OJICD 1o Hacrosiliero BpeMEHH OCTaloTCs
HEYJIOBJIETBOPUTE/IbHbIMU. [ IpHUKHbI Heynau JiedeHus: Hc-
CJIC0BATEJIM 3aKOHOMEPHO CBSAI3bIBAIOT C BBLICOKOH 4aCTOTOH
MPOTHOCTHYECKH HeOJIaroNnpUATHBIX aHOMAJIMH KapuOTHIA,
sKenpeccueit antureHa CD34 y GosiblMHCTBA GO/BHBIX H JIP.
Mcexonst M3 BBILIEH3JIOKEHHOIO CTAHOBUTCS 0OOCHOBAHHOH
BA’KHOCTb KOMIIEKCHOTO M3yUeHHsI TOH PEIKOH KaTeropuu
OJICD ¢ uesbio mpoaHaIu3upoBaTh 0COOEHHOCTH KJIMHUKO-
J1abOpaTOPHbIX ~ XapakKTepUCTHK W mnporHosa. [lono6Hoe
UCC/IeIOBAaHHE MOXKET CMOCOOCTBOBATh GoJiee ryryGOKOMY MO-
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HUMaHHIO OT/IesIbHbIX BorpocoB natoreneza OJICD, a takxke
ONTHUMH3ALMH JIEUeOHbIX MOJXOA0B M YJYUIIEHHIO KauecTBa
JKU3HHU MALHEHTOB C 3TUM PEJIKUM 3a60JIeBaHHEM.

MALMUEHTbI N METO/1bI

Buccenenosanue BrioueHo 208 6onbHbIX OJ], HaGM101aBIIHXCST
B ®I'BHY «POHLL um. H.H. Baoxuna» ¢ ausaps 2000 r.
1o Hosi6pb 2014 . Tpynny cocrasuaun 120 (58 %) GosbHBIX
OMJI, 12 (6 %) — muenouanoli capkomoii, 61 (29 %) —
OJIJ1, 10 (4,7 %) — T-kaetounoii numdomoil/neiikosom, 5
(2,3 %) — OJIC®. [Tnarnos OJ1 ycranasaupascs B aGopa-
TOPUH UMMYHOJIOTHH reMorossa dyejoseka PIBHY «POHLL
uM. H.H. Biioxuna» B cOOTBETCTBHM C KPUTEPUSIMH KJIACCH-
tukaunn BO3 2008 1. BosibHble OCTPBIM MTPOMHEJIOLUTAPHBIM
JIEHKO30M B MCCJIEIOBAHUE HE BKJIOYAJIHCD.

B nepuonc 2007 no 2014 r. B 1aGopaTopun HMMYHOJIOTHH
remomnossa uejgoseka PI'BHY «POHILI um. H.H. Baoxuna»
auarto3 OJICD 6bii yctaHoB/eH y 8 GOJIBHBIX, KOTOPbIE Ha-
omonasnuch B 'BKT um. Bypuenko, KB Ne 40, KB Ne 52,
['Kb Ne 81. Takum o6pasom, Bcero rpymmy 6osbHbix OJICD
cocTaBuiio 13 nauneHToB.

[Ipu uccsenoBaHun acnupara KOCTHOTO MO3Ta OlEHH-
BaJIoCh cojiepyKaHHe Muejaokapuolutos (X 10°/n), nposo-
JUJICS TIOICYET MHUeJorpamMMbl. LIUTOXMMHUECKHE MEeTOJbI
uceaenoBanust Bkaodasd onpejesenre MITO, aunuuos,
a-HadTUIaLeTaTICTePa3bl ¢ HHTHOUPOBAHHEM HATPUS PTO-
punom u PAS-Berectsa.

MMMyHO(DEHOTHTIHPOBAHUE MPOBOAMJIOCH HA CBEXKHX
o0pasliax acrnupaTa KOCTHOTO MO3ra METOJOM MPOTOUHOMH
HUTOPIYOPUMETPUH. DKCIPECCHIO AHTUIEHOB H3ydasu ¢
MOMOLIBIO METO/IA HENPSMOH UMMYHO(JyOPECLIEHLIMH C HC-
M0JIb30BAHUEM LLIMPOKOH TaHEJU MOHOKJIOHAJBHbBIX aHTHTEJ
(CD19, CD20, CD22, cytCD22, CD7, CD5, CD3, cytCD3,
MPO, CD117, CD13, CD33, CD64, CDI14, TdT, CD34,
HLA-DR, CD10, CD38, CD56, CD61, Gly A). Ouenka
pe3yJibTaTOB  MPOBOAWJACH HA MPOTOYHOM  LIUTOMETPE
FACScan (Becton Diskinson, CIIA) B reiite G/acTHbIX
KJETOK, KOTOpble WIECHTU(HUIIMPOBAIUCH HA OCHOBAHHU
cBeTopaccesiiusi. AHTUI€HITO3UTHUBHBIMU CUMTAJINCH CJIydau
¢ sKenpeccueil mapkepa na Gosee 20 % JEHKO3HBIX KIETOK
JUlsi MeMOpaHHOU peakuuu u Ha Gosiee 10 % — I LIUTO-
J1a3MaTUYECKOM.

LluToreHeTHIECKOE HCC/EI0BAHUE OCYLIECTBSANOChH CO-
racHo MexkiayHapoaHo# HoMmeHkaatype ISCN (1995). I1pu
MOJAroTOBKe 06pa3110B KOCTHOIO MO3Ta MPUMEHSIIUCh TIPSIMbIE
M KpaTKOCPOUHble crocoObl KyJbTUBHPOBaHHsA. B cpeaHem
npoaHasu3upoBaHo 20 K/J1eTOUHbIX MeTadas B KaxaI0M KOH-
KpeTHOM ciiydae. MeTogoM (iyopecueHTHOH rHOpUar3alim
in situ (FISH) otnesibHo onpenensnace t(9;22)(q34;q11.2).
K HebGsaronpuaTHbIM HapylleHUSM KapuOTHIA OTHECEHbBI
Ph-xpomocoma, 4YHC/IOBblE W CTPYKTYpHblE HapylIeHHS
XPOMOCOM D ¥ 7, aHOMaJIMH JVTHHHOTO MJleua XPOMOCOMBI 3, a
TaKxKe MHOXKECTBEHHbIE aHOMaJInK Kapuotuna (= 3). pyrue
XPOMOCOMHbIE a0eppalii pacCMaTPUBAIUCh KAK MPOMEXKY-
TOUHBIE MPOTHOCTHUECKHE (DAKTOPHI.

MoJieKyJISIpHbBIH METOJl IMAarHOCTUKH Obl/T UCTOJb30BaH
JUIS ONpeJieJieHUsT  SKCIIPECCHH  XMMEPHOTO TPAHCKPHUITA
BCR-ABLI tunos pl90 u p210 ¢ nomoupio [1LIP B pe-
aJIbHOM BPEMEHH.

BeiGop Jeuenuss onpenesisiics UUTOTEHETHUECKUM U
MOJIEKYJIIPHO-OUOJIOTHYECKUM — MIPOGUIAMKE  3a00JICBaHUS.
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[pu o6napyskenuu 1(9;22)(q34;q11) u/unu xumepHoro resa
BCR-ABL GousbHble noJjiydasi UMaTiHUG B KOMOWHALIMK CO
cxemamu nosuxumuorepanuu OJIJ1 (n = 8). [1pu orcyTeTBUH
Ph-XpomMocoMBbI WIH HEH3BECTHBIX LIMTOTEHETHUECKOM U MOJIe-
KyJIIPHO-GHOJIOTHUECKOM TPOQUIIAX 3a00JeBaHUSA HHIYKLUS
PEMHUCCHH MPOBOAUIACH 10 cxeMaM JiedeHuss OMJI nnu kKom-
OUHUPOBAHHBIM PEXKUMAM, BKJIOYABLIUM 1IUTOCTATHIECKHE
npenapatbl 415 jgedeHust kak OMJI, tak u OJUJI (n = 4).
BbiGop cxeMbl MOJMXHMHOTEPATIUK MPOBOAUJICH B 3aBHUCH-
MOCTH OT TPUHATBIX MOJXOIOB B KAXKIOM IeMaTOJOrHUeCKOM
OTJIeJIEHHH, Bo3pacTa M OOLIETro COCTOSIHUS MaleHTa Ha
MOMEHT MOCTAHOBKH JuarHosa. [Tporpammbr Tepanuun OMJI
OOBEIMHWIN  LIUTapaOUH-aHTPALMKIMHOBbIE  KOMOUHALIMU
(cxema «3+7»), nporpammbl Tepanuu OJIJI  Briouanu
AHTPALIMKJIMHbI, BUHKAAJKAJIOUIbI, TJIIOKOKOPTHKOCTEPOUB,
L-acnaparunagy, uukjaodochamua u ap. KomGuHupoBaHHble
PEXKUMBI OJTHOBPEMEHHO BKJIOYAJH LMUTOCTATHUECKUE TMpe-
napatbl, ucroJjibdyemble st Jjedenus OMJI u OJIJI. Pox-
crBenHast a0 TT'CK Bbinosinena | natuenty.

Pacuer BbRKHMBaeMOCTH MalMEHTOB MPOBOAMICS Ha 1 1e-
ka6psi 2014 r. KpuBble BbKHBAEMOCTH, TIOCTPOEHHbBIE 110 Me-
Tony Kannana— Meifiepa, cpaBHUBAJIMCh C UCMOJIb30BAHUEM
JIOT-PaHroBoro Kputepus. st onpesesieHust CTaTHCTHUECKOH
3HAUUMOCTH MAPAMETPUUECKHUX TPU3HAKOB TMPUMEHSJICS KPH-
tepuil CrblofieHTa. CpaBHUTEJbHBIH aHa/IW3 HernapameTpu-
UECKHUX TIPU3HAKOB OCYLIECTBJ/SAJICH C TMOMOLIBIO MOCTPOCHHUS
TalJIMLL COTIPSDKEHHOCTH (B 3aBMCUMOCTH OT YHCJEHHOCTH
MCCJIEyeMbIX TPYII HCMOJb30BAJICH TOUHbIH KpuTepuil Pu-
iepa uid Kpurepui x?). CTaTHCTHUIECKHUIT aHAJIU3 TIPOBEJIEH C
ucnodbzoBanueM nporpamMmmbl SPSS 16.0 nis Windows.

PE3YINbTATbI

B ananusupyemoit rpynne 13 6GosabHbix OJICD pacnpe-
JieJieHre Mo 1nojly OblI0 CTATHCTHUECKH COMOCTABHUMbBIM: 7
(53,8 %) my:kunn 1 6 (46,2 %) keuwwmH. Meuana Bo3-
pacta cocraBuia 48 siet (nuanazon 20—75 JeT), NpH 3TOM 2
(15,4 %) naumnenta Gblau ctapiie 65 Jer.
Kanuko-n1abopatopHble  XapaKTEPUCTUKH — OOJIbHBIX
OJIC® npencrapyennsl B Tabu. 3. ¥ 10 nauueHToB oTMme-
yajach 6JjacTHasi MH(MUIBTPalMsl KOCTHOrO Mo3ra 6e3 sKc-
TpaMe/LyIIspHbIX 04aroB nopaxenus. Tosbko y 2 nauueHToB

MMeJsia MeCTO YyMEPEHHAs! CIJICHOMETaJUsl, TIPU 3TOM Y OIHOTO
M3 HUX B COYeTaHUH ¢ renatomerasuei. ¥ 1 6oJbHOro aua-
THOCTUPOBAH HEHPOJICHKO3 NPU peLUanBe 3a00/1eBaHUS.

Hueso JedkouuToB KoJieb6asoch B 3HAUUTEJbHBIX Mpe-
neqax — o1 0,9 10 136,5 X 10°/u1. Uneso sefikounTos Gogee
30 X 109/ oT™Meuanoch B 4 HaGMONCHUSAX. YPOBEHb FeMOLIO-
OuHa B cpenHeM cocTapu 88 r/u1, riy6okast anemus (43 r/.1)
JIarHocTHpoBaHa Tosbko y 1 6ogbHoro. ITokasareau uncna
TPOMOOLMTOB KosleGanuch B npetenax 42—206 X 10%/n, B
cpesiHeM coctaBusid 98 X 109/1. Y GoMbIIMHCTBA GOMbHDIX
onpenensiack tpomoountonenuss [—III crenenu. Ciyuaes
TpomGouuTonenuu [V crenenu He 3aperucTpupoBaHo, y 4 u3
13 60J1bHBIX UKCJI0 TPOMOOLUTOB ObL10 Bbitlie 100 X 10%/a.

Ko/sinuecTBO MHEJOKAPUOLIUTOB B KOCTHOM MO3re B
cpeanem coctauio 198,5 X 109/n, B 10 cayuasx acnupaThbl
ObIM HOPMO- U THMEPKIETOUHLIMH, B 3 HAOGJIONCHUAX —
runokaeTounbiMi (15—38 X 10%/a1). UYucio 6aacTHBIX
KJIETOK Y 60JIbLIMHCTBA GOMbHBIX ObL10 Bbile 50 % 1 TOJILKO
B 3 cayudasix kosebanoch ot 20,8 1o 42 %. B cpennem no
rpyrrne ToT nokasaresb coctapui 68,7 %.

BaacTHast nomnyJssitsi KOCTHOrO mMo3ra B 4 HaGJIOIeHUSIX
XapaKTepru3oBa/iach CMeLIaHHBIMH MOP(OJOrHUECKUMU TTPH-
3HAKAMH: UaCTb KJIETOK COIEPrKaa 3ePHUCTOCTb U Oblyla CXOIHA
¢ MuesiobaacTaMu. Y ocTaabHbIX 9 GOJIbHBIX OHA HE UMeJ1a NPH-
3HAKOB MOPOJIOrHUeCKOi M e peHIIMPOBKH H pACLIEHUBAJIACD
Kak HemudpepeHUMpoBaHHble KaeTKU. [1pu IMTOXMMHUYECKOM
MCC/IE/IOBAHUH Y STHX 8 MALIMEHTOB B JIEHKO3HBIX K/JIETKaX OOHA-
pY’KMBAJIMCh MHeJIonepoKenaasa 1/ umm unuasl. Hecnerydu-
ueckasi acTepasda B OJIACTHBIX KJETKax OTCYTCTBOBAJA BO BCeX
uccsienoBanusix. PAS-no3utnBHOE BeliecTBO y GOJBLUIMHCTBA
60s1bHbIX (10 13 11 06¢/1e10BaHHBIX ) BBISB/AIOCH B 1M QY3HON
topme, Kak B Muesiobnactax. Kpome toro, B 4 HaGsoieHUSIX B
6JIaCTHOM MOMYJISILMK onpesesisiicst BTopoi PAS-no3utuBHbIit
KJIOH C TpaHyJIsipHOi popMOil peakiyu, Kak B Jiumdooiacrax
(cm. Tada. 3). Takum oGpazom, MOPHOLUTOXHMUUECKUE IAHHbIE
No3BOJIMIK y 8 U3 13 malreHToB KOHCTAaTUPOBATh IeTepOreH-
HOCTb JICHKO3HOH MOMYJIAILUH KJIETOK KOCTHOTO MO3Ta.

[Ipy MMMYHO(DEHOTUNHPOBAHUH IKCIPECCHS MHEJO-
uiHbIX antureHoB CD 13 u CD33 6blia yetaHoB/IeHA BO BCeX
ugyuaembix ciydasx, MPO — B 5 u3 9. T-HanpaBseHHOCTb
b depeHIMPOBKY  ornpeesiiach B 2 HaOJIOIEHUsIX Ha
ocHoBaHun skcnpeccun cytCD3 u japyrux T-aHTHreHoB.

Ta6bnuua 3. KnnuHuko-nabopaTopHble XapakTepUCTUKN 60MbHbIX OCTPbIMU NTeMKO3aMn CO CMeLLaHHbIM (PeHOTUNoM

Naumnent Llutoxummuyeckue peakuyun
Neiiko- lemo-  Tpom6o- Tnukorex
Bospact, Jkctpamepynnapioe  uutbl, BKTK, rnobuH,  uuthbl, bK audichy3Han  rpaHynspHas
Ne Mon ner nopaxesue x10%/n % r/n x10°/n  KM,% MNO,% Cynan,% «-HA3,%  dhopma, % thopma, %

1 M 22 LIHC B peunanse 50,0 94,0 HO HO 89,8 0 3 0 10 1

2 X 59 Hert 6,4 HO 120 206 63,2 0 0 0 100 0

3 M 55 Her 12,2 6,0 139 156 32,4 0 10 0 50 0

4 M 20 lenarocnneHomeranua 71,5 61,0 79 62 90,8 0 7 0 10 10

5 X 43 CnneHomeranus 0,9 0 65 94 70,4 5 60 0 10 0

6 X 48 Her 60,0 94,5 57 85 97,4 30 50 0 0 12

7 M 59 Het 136,5 27,0 79 42 69,4 60 90 0 100 0

8 M 34 Het 11,1 43,0 70 106 42,0 5 40 0 50 0

9 X 59 Her 9,5 27,0 101 69 76,8 0 0 0 50 50

10 X 73 Her 3,8 0 105 68 81,0 100 100 0 50

11 M 32 Her 25,7 30,0 43 150 88,6 5 HO 0 2

12 X 75 Hert 10,5 2,0 86 77 20,8 HO HO HO HO HO

13 M 54 Her 108,4 25,0 111 62 70,0 50 50 0 40 0

a-HAS — a-HadbTunaueTatacTepasa ¢ MHrM6upoBaHnem Hatpus dptopnaom; BK KM — 6nacTHble KneTki kocTHOro moara; bK MK — 6nacTHble KneTku

nepucepnyeckoin Kposu; HI — HeT fAaHHbIX.

142

KAMHMYECKAS OHKOTEMATOAOTHA



OcTpble neiiko3bl €O cMewWwaHHbIM heHoTUNOM

Ta6nuua 4. ViIMMyHOheHOTUNNYECKUE OCOBEHHOCTU BMIACTHbLIX KNETOK KOCTHOrO Mo3ra 60/bHbIX OCTPbIMW NIENKO3aMM CO CMeLLaHHbIM (DEHOTUMOM

Mapkepbl KNeTok-

MuenonHble MapKepbl T-numMconaHbIE MapKepbl  B-nUMcIONAHbIE MAPKEPbl  NPEALIECTBEHHMY Lpyrue mapkepbl
Ne [vario3 CD13 CD33 CD117 MPO cyiCD3 CD3 CD5 CD7 CD19 CD22 cytCD22 CD34 TdT CD38 CD10 HLA-DR
1 M/B 97,8 26,7 HO 66,2 HO 59 20 32 975 938 HO 91,7 HO 88,0 893 97,9
2 M/B 69,7 39,7 HO 52,9 HO 1,0 08 38 815 801 HO 84,7 78,8 47 88,7 85,5
3 M/B 50,6 84,8 11,7 6,7 2,8 1,9 16 446 741 1,6 25,7 59,9 31,0 542 419 85,3
4 M/B 79,0 57,8 HO 43,5 HO 11 1,8 357 844 1,9 50,5 94,6 88,4 78,6 79,2 96,1
5 M/T 61,7 46,4 HO 0 50,2 23 86,7 912 5,0 4,5 HO 82,7 5,00 93,9 0,7 48,4
6 M/B 35,6 59,9 HO 18,0 HO 3,4 2,8 2,5 83,9 60,5 96,0 89,5 21,2 47,3 2,1 96,2
7 M/B 85,9 80,3 2,9 HO HO 52 44 9,6 71,0 3,4 17,7 79,4 0 67,6 53,6 85,3
8 M/B 46,5 56,6 HO 68,8 HO 3,0 53 9,5 455 43,4 HO 74,0 65,3° 49,7 40,1 89,3
9 M/B 89,6 283 0,3 ®oH 0 2,1 09 705 932 391 80,7 96,2 85,6 HO 93,9 95,2
10 M/B 58,6 9,6 HO 95,0 HO 1,5 07 39 237 1,7 27,4 98,5 24,6 97,6 0,6 89,0
11 M/T 65,0 3,6 HO 7,3 250 153 1,1 930 20 0,1 HO 6,1 0 89,1 0,5 74,9
12 M/B 50,1 48,9 0 0 HO HO HO HO 911 0 12,3 85,3 21,8 HO 0 HO
13 M/B 83,7 721 10,4 HO HO 54 38 52 764 138 HO 74,0 57,72 529 57,6 84,4

B/M — B-numcbomnaHbiin/mMuenongHbii ummyHodeHoTtun; T/M — T-numonaHbii/MuenongHbii uMmyHodeHoTun; H — HeT AaHHbIX; PoH — hoHOBAA peakums.

4 TdT+cytCD22+ (B-nuHeiiHble NpeSLecTBEHHINKY).
® TdT+cytCD3+ (T-nuHeitHble NPeALLECTBEHHNKN).
® TdT+CD20+ (B-nuHeitHble NpeaLwecTBEHHNKY).

B-ummyHodenotun KoncratupoBasu y 11 nauuentoB
(taba. 4). YpoBenb skcnpeccun antureHa CD34 6bli Bbl-
COKMM MOUTH y Bcex OoJbHbIX (12 u3 13) u cocraBua B
cpentem 75,2 %. Mapkepbl MOHOLMTOUIHOM, SPUTPOUIHOI,
MmerakapuouutapHoii u NK-kjietounoit nuddepeHUnpoBKU

I' -

19" ¢i® ¢

- '\i -

'_,:: ‘ ®o Y
| = ‘ﬁ W 4 L I
A L .¢‘ ¥ 2 1 .

; . é . 4
o). IS
fe

B ‘ I &

www.medprint.ru

Ha OJIaCTHBIX KJeTKax oTcyTcTBoBasM. Takum o6Gpasom,
noJlydeHHble JIaHHblE TO3BOJIMJINH YCTAHOBUTb B 2 CJydasix
cvemianublii M/T-ummyHodenotun  Gaactos, B 11 —
M/B-ummynodenorun. Ipu stom y 3 (23 %) naumentos
OIyXOJIEBbIE KJIETKU TMPEACTABJECHbl JBOUHOW MOMyJsiHen

Puc. 1. BnactHble KNeTkM B NyHKTaTe KOCTHOMO MO3ra nauveHta
Ne 10 ¢ oCTpbIM NENKO30M CO CMELLaHHbIM (DEHOTUMOM:

A — okpacka no PomaHosckomy—Ilum3e, x1000; 65 — okpacka
Ha Muenonepokenaasy, x1000; B — okpacka Ha nunugel, X 1000

Fig. 1. Blast cells in bone marrow punctate (patient #10 with mixed
phenotype acute leukemia):

A — Romanowsky—Giemsa stain, x1000; 56 — staining for myelo-
peroxidase, x1000; B — staining for lipids, x1000
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Pue. 2. et 6nacTHbIX KNeTok R1 (BblgeneH KpacHbIM LBETOM) Ha
OCHOBaHUM 3Kcnpeccun obLuenenkoumuTapHoro aHtureHa CD45
(ocb X) n 6okoBoro ceetopaccesHus SSC (ocb Y)

Fig. 2. Blast cell gate R1 (marked with red) based on expression of
leukocyte common antigen CD45 (X axis) and lateral light scattering
SSC (Y axis)
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Puc. 4. Okcnpeccus B-nuHeriHoro aHtureHa CD19 Ha noBepxHOCTU
6nacTHbIX KNeTok (ocb Y)

Fig. 4. Expression of B-linear antigen CD19 on the surface of blast
cells (Y axis)

(6ukaoHabHblil OJ]), B ocrasbHbix HabuioneHusx (n = 10,
77 %) — OAHOPONHOI MoMnyJisiHell GIACTHBIX KJAETOK (OH-
tenorunuueckuit OJI).

Ha puc. 1 =7 npencrapiienbl faHHble MOPPOLUTOXUMHYE -
CKOTO ¥ HMMYHO(EHOTHITMUECKOTO UCCAEOBAHUN OJACTHBIX
KJIETOK KocTHOro moara naudenrta Ne 10. BiiactHble KjieTku
XapaKTePU30BAIUCh YETKUMHU NPU3HAKAMH MHEJOUJHOH H
JUMPOUIHOM 1P PepeHIPOBKH.

LluToreHeTuyeckoe M MOJEKYJASPHOE HCCe0BaHUS
BoinosiHensl y 9 (69,2 %) naunentos. [Ipu crangaptHom
LUTOr€HETHUECKOM HCCJEI0BAHHH XPOMOCOMHble abep-
PALUH BbIsIBJIEHbI Y 60JIbLIMHCTBA GoNbHbIX — y 7 (77,8 %)
13 9, HopmasbHbIi Kapuotun — y 2 (22,2 %). Cayyaes co
MHOKECTBEHHBIMH aHOMAJIUSIMU KApPUOTHIA HE OTMEYEHO.
Haubosee yacto BcTpeuatoleiics XpoMOCOMHON abeppa-
uueit crana 1(9;22)(q34;q11), xoropasi auarHocTupoBaHa
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Puc. 3. Okcnpeccusi CTBONMOBOKSIETOYHOro aHtureHa CD34 Ha
6nacTHbIX Knetkax (ocb Y)

Fig. 3. Expression of stem cell antigen CD34 in blast cells (Y axis)
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Puec. 5. Okcnpeccnsa TdT (ock X) n B-nuHenHoro aHTureHa CD22
(ocb Y) B umTonnaame 6rnacTHbIX knetok. OTMeyaeTcs KoaKcnpec-
cus TdT n cytCD22 Ha 23,07 % 6nacTHbIX KNeToK

Fig. 5. Expression of TdT (X axis) and B-linear antigen CD22 (Y axis)
in cytoplasm of blast cells. TdT and cytCD22 expression is observed
in 23.07 % of blasts

y 5 (55,5 %) u3 9 o6caenoBanHbx 6obHbIX. [Ipu 9TOM y
3 (60 %) naumento Ph-xpomocoma BbisiBleHa B Kaue-
CTBE EJIMHCTBEHHOW XPOMOCOMHOH aHOMaJiuu, y 2 JNpPyrux
00JIbHbIX — B COYETAHMH C TPUCOMMEH XPOMOCOMbI 8
(+8) wiau ¢ moHocomueill xpomocombl 7 (—7). ITomumo
Ph-xpomMocombl NpH CTaHAAPTHOM LMTOI€HETHUECKOM MC-
c/ieloBaHUM OblIM 0OOGHAPYKEHbl TPUCOMHUST XpOMOCcOMbI 1 1
v uHBepeus inv(9)(pl3q21).

[Ipn  MoJIEKyJISIPHO-OUOJIOTHUECKOM — HCCJEI0BAHUH
xumepHblit ren BCR-ABL 6bin BoisiBien y 8 (88,9 %) us
9 o6cieoBaHHbIX 0OJbHBIX. [Ip 3TOM B paBHOM COOTHO-
ueHnu oGHapyKuBasuch o6a tuna oenka (pl90 u p210). ¥
1 maumenta tin BCR-ABL we onpenenen. Takum o6pasom,
auarto3 Ph+ OJIC® 6wl yeraHoB/eH y GoJbLIMHCTBA 00-
c/1e10BaHHbIX GoJbHbIX (88,9 %).

KAMHMYECKAS OHKOTEMATOAOTHA
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Pue. 6. Sxcnpeccust MmenonaHoro aHtTureHa CD13 Ha noBepxHOCTU
6nacTHbIX KneTok (ocb Y)

Fig. 6. Expression of myeloid antigen CD13 on the surface of blast
cells (Y axis)

B rpynne Ph+ OJIC® y GosblIMHCTBA TAalMEHTOB
(88,9 %) amarnoctuposan B/M-ummynobenorun. Y 1
GOMLHOrO GJacTHbIe KeTKH uMesn T/M-uMmyHodeHOTHTI,
npu 9TOM OblJ BbIIBJEH MaTtojiornueckoro 6eqmok pl90 xu-
mepHoro Tpanckpunta BCR-ABL.Y 3(37,5 %) u3 8 60/1bHbIX
Ph+ OJIC® ormeuasncst fefikoinTos Gosee 30 X 10°/1.

CxeMbl MPOTHBOOIYXOJICBOH Teparuu, a Takke MoKa-
3aTeJI1 HEMOCPEICTBEHHOH 3(PPEKTUBHOCTH U OTHAJEHHbIE
peayJibTathl JeueHust GosbHbix OJICD mpeacraBjaeHbl B
taba. 5. Ha srtane uHayKumu pemMuccuu OOJIbHBIM MPOBO-
JUJIK TPU BapuHaHTa Tepanuu: CXeMbl, padpaboTaHHble a5
gedennsi OMJI («3+7»), OJIJI (Hyper-CVAD, VDLP,
npotokos Xesbliepa; npotokoa Tepanuu Ph+ OJIJI) u
KOMOUHUPOBAHHBIE CXEMbl, BKJIOYAIOIIME OIHOBPEMEHHO
npenaparbl, Ucnosbdyemble s JjedeHus kak OMJI, Tak u
OJUJT (RACOP, VDAP, IACOP). I1pu o6uapy:kennu t(9;22)
(q34;q1 1) u/unm xumepuoro rena BCR-ABL GonbHbIe 1oy -
yaad uMaTuHu6 (n = 8). IMaTHHUG MPUMEHSIJICS TOJbKO B
COUeTaHHWH ¢ XUMHOTEparnuei 1 HazHavaJcs B KOMOMHALIMK CO
cxemamu, pazpaboTaHHbiMu A5 Jedenus OJIJL. [Tpu sTom 5
13 8 GOJIbHBIX HMAaTHHHO Ha3HAuaJCs y:Ke B TepBOH JHHHU
Tepanuu, 3 nauMeHTamM — TOJIbKO Ha 2—3-M Kypce MHIYKIHU
nepBoi pemuccuu. J1o30BbIi pexKUM UMaTHHUOA pas/Hyalics:
y 4 GoJIbHBIX Haua/IbHasl 103a coctapuia 400 mr/cyt, ewe y
4 — 600 mr/cyr. JlasaTHHUG HCTO/b30BANCA Y 2 NALHEHTOB:
y OJHOrO — BO BpeMsl peLUauBa, y JIPyroro — Ha 3Tame
nojiepKuBaoiliel Tepanuu. [pu otcyrersuu 1(9;22) mu6o
HEM3BECTHOM LIMTOreHETHUEeCKOM H/HJTH MOJIEKYJISAPHO-OHO-
JIOTHIECKOM CTaTyce MpEANoUYTeHHEe OTIABANOCh CXeMaM,
paspaboranubiM aiasi OMJI, uian cxemam, BKJIOYAIOLIUM
LMTOCTATHYECKHE MTpenapaThl st JeueHus: Kak OMJI, tak u
OJUJL

[TP 6bim nocturnytol y 11 (91,7 %) us 12 naumentos.
Ot sedenust otkasasest 1 nauuent. ¥ | nmaumeHTku rocje
nposezetust cxembl RACOP cmepTh HacTtymuia B Hepuon
anJjia3ud KOCTHOMO3TOBOTO KpoBeTBopeHusi, 3(hdexT otle-
HUTb He yjanoch. TakuMm ob6pa3om, Mokasartesb paHHeH
JIETaJbHOCTH B TIEPUOJL POBEICHUS MHIYKIIMOHHON Teparuu
coctaBu1 8,3 % (n = 1).
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Pue. 7. Okcnpeccusi muenonepokcvpasbl (MPO) B umTtonnasme
6nacTHbIX KNeTok (ocb X)

Fig. 7. Expression of myeloperoxidase (MPO) in cytoplasm of blast
cells (X axis)

Y 8 uz 1l nauueHtoB pemuccHUu ObLIM JIOCTHUTHYTbI
yXKe Toc/ie MCTOJb30BAHUSA MEPBOH CXeMbl MHIYKIMOHHOM
Tepanuu. [Ipy 3TOM y 5 MalUMEHTOB MUCMOJMb30BAIUCH NPO-
rpammbl 118 OJLJI B couetaHnu ¢ MMAaTHHUOOM, y 2 — CXEMbl
st OMJI, y | — komOuHupoBanHasi. J{isi jocTiKeHust
[1P y 3 GoJbHbIX MOTPeOOBANOCH NPOBEICHHE 2 WK 3 CXeM
uHayKponHoi tepanuu. [lpu stom TP ynanoch noctuub
TOJIBKO TOC/Ie MCNosb3oBaHus pexkuma Tepanuu OJIJT B
KOMOHWHALUH ¢ UMATHHHOOM.

B uesiom TP npu ucnosnbzoBannu cxem Jjeueruss OMJI
ObIM OCTUIHYTHl B 2 U3 4 caydaeB. ¥ | naumentku (Ne
10) BbisiBleHa TPUCOMHUS XPOMOCOMBI 1 1, KapuoTHM Apyroi
(Ne 5) HensBecteH. Hu y ogHoro us 6osibHbIx Ph+ OJICD
9(eKT TOCTUTHYT He OblJI.

Cxembl Tepanuu OJIJT ¢ 1esiblo J0CTHXKEHKST peMUCCHU
OblIM TPUMEHEHbBI y 8 GOMbHBIX (Y 7 — B COUETAHUH C UMa-
TuHUOOM ), [1P nocTurHyThl y Beex GosibHbIX. ¥ | nauueHTa
ucrnoJsb3oBaHue nporpamMmmbl Xesbliepa 6e3 MTK Takke no-
3BOJIMIO TI0JyunTh 1P, BaxkHo oTMeTnTh, 4TO BbicOKast 3¢-
(heKTUBHOCTb UMATHHHOA B COUETAHUH C PEXKUMAMH Teparuu
OJ1JI oTmeuanach Kak Mpu UCMOJb30BAHWH B MEPBOMH JIMHUH
y paHee He JieueHHbIX GOJIbHBIX (11 = 4), Tak ¥ BO BTOPOH,
TPETbEH JIMHUSX TePAIMH NP PE3UCTEHTHOM TEUEHHUH M0C/e
nposeseHus nporpamm st OMJT 1 KOMOUHUPOBAHHBIX CXEM
(n=3).

KomOGuHMpoBaHHbIE cXeMbl OKa3aiuch 3()HEKTHBHBIMU
i B 1 u3 5 nabuionenuit. Kapuotun storo naimeHnra
HeusBecTeH. ¥ ocCTasbHbIX 4 nmauMeHToB uMes Mecto Ph+
OJICD, npu KOTOPOM KOMOMHHPOBAHHBIE MPOTrPAMMbl OKa-
3a/IUCh HEAPPEKTHBHBIMH.

Meauana HaOJonenust 3a 60JbHBIMU cocTasuiia 10 mec.
(manaszon 0,5—42 mec.). Ha MOMeHT npoBeaeHHs CTAaTHCTH -
YeCcKoro aHaJjiuaa rnoj, HabJiofieH1ueM ocTaBasoch 6 (46,2 %)
nauueHToB. M3 HUX 3 Haxomu/aucCh Ha HavyajbHbIX 3Tanax
Jgedenus (nepuon HaOmonenus 0,5—7 mec.). [Tokazatesb
3-netneit OB cocraBua 18,2 %, memuansl OB — 14 mec.
(n = 12); 3-nerueit BPB — 12,8 %, meauannl BPB —
16 mec. (n=11).

145



A.C. Autnnosa n ap.

"18810 UUNIBhILAHAIOLNN WIGHLIOL — QYL XI9HHET LaH
— [7H ‘Bnoouwad BREOIEOWOHLION — JINY ‘BLXadIdE €89 — €/ ‘RIEOW 0JOHLIONM BUNBLHRLLIOHRAL BBHHAIOLLR — [\IYLOULE HOSR18WeIMaYT ‘HUNMQAdOHARY ‘HULOMdMHME — QA ‘HOLOEMHITadU ‘HugedeLnil ‘HMNMINOQAd ‘HMLOMANHUE — JYAA

‘HowoenHTadu ‘HuLomdyHna ‘Tuwedaodounn ‘Hugedernnt ‘HunngAdoHAe — 409wy :( Z2102) NH. vIaHHeXouTadU ‘|[LfQ XITHENLNEOU-Ud BUHBhAL BUT MiuedaL ronoLodu — «|{|[Q+Yd» ‘BLRIMAdLOLaIN 19601 BMMEMH — XIW ‘HndAuoLuBYdaN-9

‘HOERLaNBINAT ‘BERHMIRARLOR-T ‘HNLONANHNE ‘HUQRARLUTT 1 BLRONBdLOLSIN 1960 anX00198 — |-YH 2002-gIN ‘BHNgedeLIT 1960l SUNENH — D-BIY(MOT ‘HOLOEMHITadL ‘HiLondyHNg ‘eeeHnIedeude-1— 407 ‘HowoeuHIadu ‘HuLondyHNg
‘Tuwedaodounun ‘HugedeLnn ‘HunngAdetn — 409y ‘wodrsw ‘HunugAder ‘HuLomdiHNg ‘Tuwedaodounnin — qyAd-18dAH ‘eHngedeLnn 1 eLeoNadLOL8IN 19601 aUM09198 — YINQH ‘HODLHRONOLMI + eHUQRdRLUN 1980 81UN0DI98 — [\YH

‘HOLOEMHTadU ‘HMLIMdMHME ‘LeayadLoLtew ‘Tuwedaoounnn — JINQ) ‘HoLoeHTadU ‘HugedeLnit ‘HuLondiHug ‘Tuwedoodouint — 4y Hugedelni + HUNUMWOQA N HUTTMQADRIM — 19WBXD BIGHQOTOL U «/+E» ‘HUdAuoLUBYdaN-9 — LIIN9

NBNHATOILIQRH [z1da]lot]
[ou BI18eL9Q 14 + qoeumiogodu 8y 184 «l[LI0+Yd» du «|flI0+ud>  0kgd 1av-4od (L1b'yeb)(zzie) ‘[2le+ ‘AX'Lb~9y €I
INGVHATOILIQBH
Ifou 8918100 JA +G JoeumIogodu oy 18H «[[LI0tyd» du «flr0+tyd»  0led 1av-4og Xxor ¢k
INBNHBTOILIgeH QUHULBINK + edaNgLBY [PIAx‘9p/[91]
Tou B918eLIQ o +68 qoeuntoaodu ay 18H QUHULRINK + [\YLOLILY dl  uoorodu ‘€/0 — 409V ‘«/+&»  061d 1gv-49g9 (1gbgrd)(e)aul ‘(0Lb)(8)os! ‘AX‘9y LI
BHUTULNTTRER
a.damg ek 8 LW | 0-ay@mo imh | eff «G+|» g0LNN G du «GHE» «ptE» (-)1av-4og FLEXXLY 0L
INQVHATOILIQBH
[ou BI18e19Q L +G°0 qoeumiogodu 8y 184 «l[LI0+yd» du «|fU0+ud>  061d 1gv-4od (Libipeb)(gee)t ‘XX'oF 6
tH  TH TH TH fTH TH TH BIHOhAL! 10 EBALO TH tH 8
INSVHATOILIQBH
ffou 8918190 0k 8 J-Blyamon eff «Q+g» + «/+E» + 09V euinh g du d0dvd ITH TH 2
a.dawg L TH TH TH TH TH d0dvd TH TH 9
qrdang 9 / qeunogodu aH TH qoeumirogodu aH du «J+E» H OH ¢
08I g
91HOhoL @ VYINQH + QUHULBIAK
awdewy ¢ OuHuleww + edsnausy woxoLod|| el dv0d  OfnU v iy '€/9 — «/+£» ‘d0IvY 18v-40d (L1bipeb) (e ‘AX'9y ¥
QUHULBERT + XjW
INBNHBTOILIQRH + LN ‘QUHULBINV + BHUQRLUTIBL QUHULBINV
Tou K913eLIQ 2 8l QuHULRERT + vdonduay LoxoLod|| B7  ewinn § \qaA + QUHALRINK + YINQH du + edanduay voorody  0)gd 19v-409 /= “(L1bipeb)(zzie)1 ‘AX 9F €
guHMLeWK +edanauay LodoLodu TneouoLe + eHugedelnn
a.dawg 8¢ 91 ‘d09vd ‘dINOD ‘d¥Y09 ‘QvAJ-18dAH eff ewnn g ‘diN09 ‘edandusy odoLody du edandusy wosolodll  061d 1dy-409 XXor ¢
QUHULBERT + dINOD ‘| QUHULBINM + XJW + [IN9 QUHULBINK + YINQH
aidswy  9¢ €2 -4H 2002-aIN ‘edanausy Losotody| el QUHULBWW + YNQH + AYAD-18dAH du +QYAD-18dAH ‘€/9 —dvaA  0led 19v-40d (L1biyeb)(2ee)t ‘AX'9y 1
1102 oidgexat 93N 93N goantiunad suueda) aniinhad BUNeTUL0IHOY 19410 BUTIATHY dandew unLoundey N
¥ 0J0HA0Q 9ALeL) ‘a0 ‘ad9 MaHdBLAN3LO

nnuedal 191e190A€9d "WOLIMLOHBM WIGHHBITIBND 00 UNBEOMUBLI MINIGALO0 XIGHAL0Q ULMAOdL YNNOBhMIOLONQ-OHABLIANOLION U UMMOBhMLOHSI0LU] *G ennuLrge]

KAMHMYECKAS OHKOTEMATOAOTHA

146



OcTpble neiiko3bl €O cMewWwaHHbIM heHoTUNOM

Pewuausbl auarnoctupoBatbl y 6 (60 %) GosmbHbIX.
Mcekmouena u3 anannsa | nauueHTtka, T. K. H3-3a TSXKECTH
COCTOSIHHSI He MoJydaja KOHCOMUAauuio pemuccuu. Cpoku
pasBUTHUsT PELUAUBOB KoJjiebasuch ot 2 j0 23 Mec. nocje
noctuxkenust TIP. Tlpu wucnonbsoBanun mnporpamm st
gedennss OMJI u komOGuHupoBaHHbIX cxem (OMJI +
OJIJ1) y Bcex nauueHToB (71 = 2) pa3BUJIUCH PELUUBLI B
paHHHi cpok (uepe3d 8 mec.) nocge poctkenus [P [1pu
ucriosib3oBanuu nporpamm i OJIJI B komOGuHauuu ¢
UMaTHHUOOM TaKKe OTMeuaslach BbICOKAs YacToTa pellu-
JIMBOB — y 4 u3 8 6osbHbIX. OJIHAKO PELMIMBbI PA3BUINUCH
Ha GoJiee MO3MHUX CPOKaxX MoJHoH pemuccuun — 16, 18 u
23 mec. Pannuii peuyaus Ha 2-M Mecsille JIMarHOCTUPOBaH
miib y | nauuenrta (Ne 4). [Tpu stom [1P y aToro 60/bHoro
Oblla JIOCTUTHYTA TOJIBbKO TIOCJE MCIOJAb30BAHUS PEKUMA
gedenust OJIJI B komOuHaUUU ¢ UMATHHUOOM B CBSI3H C
HesadekruBHbiM npumerenuem cxem RACOP, «3+7». Y
9TOTr0 OOJILHOTO MOJIydeHbl U KOCTHOMO3IOBasi peMHCCHS,
1 MOJIHBIH UUTOrEHETHUECKUH OTBET, OJHAKO JJHUTENBLHOCTD
shhekra cocTaBu/Ia TOBKO 2 Mec.

Hau6osibuiasi npoio/KUTEeNbHOCTD KU3HU (42+ Mec.)
u [P (39+ wmec.) HaGmoanach y €IMHCTBEHHOrO Mally-
€HTa, KOTOPOMY Ha 3Tare KOHCOJMIAUMH Oblja BbIMOJHEHA
poactenHas annoTICK. Y storo nauuenta (Ne 11) cpagy
nocsie He3(PPEKTUBHO MPOBEAECHHBIX KYPCOB MHIyKLHH pe-
muccun o cxemam «3+7» u IACOP 6biia nayara teparnusi
no npotokoJy Xesbliepa B KOMOWHALMHA C UMAaTHHUOOM B
nose 400 mr/cyT. JIOCTHrHYTBI MOJIHASL KJAMHMKO-IeMaTo-
JIOTHYECKAs PEMMCCHS, MOJHbIH MOJIEKYAspHbIA oTBeT. Ko
BPEMEHH MPOBEICHUSI CTATHCTHUECKOTO aHa/ju3a OO0JIbHOM
ocraetcst nox Habumonaenuem B 1P, Tlepuon na6ionenus 3a
ocrasibHbiMU GosibHbiMH CDOJI, kotopble HaxousTest B 1P
(n = 3), HEMPOJOAKUTENbHBIH, JVIUTEJLHOCTH PEMUCCHE CO-
crasaser 0,5+, 1+, 5+ Mec. COOTBETCTBEHHO.

B rpynne Gosbhbix Ph+ OJICD ucnonb3oBanue co-
yeTaHus UMaTHHUOA U nporpamm nosuxumuorepanuu OJLJ1
COMPOBOXKIAJNOCH Jydlliell BbRKUBaeMoCTblo. [lokasaresib
3-netneit OBy koroptbl Ph+ OJIC® (1 = 8) cocraBui 61 %
npu meauane HabsoneHust 36 mec. Otenka OB y nauuenToB
Ph— OJIC®, a rakxke BPB B 06enx rpynnax He npoBoju-

JIaCh B CBSI3U C HEMPOJOJXKUTEIbHBLIM [T€PUOJIOM PEMUCCHU B
MepBOM IpyMnIe U eIMHHYHBIMUA HAOJIOACHUAMU — BO BTOPOH.

[TonbiTKa HCMOJIb30BAHUST SMUTEHETHUECKOH Teparuu
npeanpuHsTa y 2 nauueHTtoB. B oxHom HabuoneHun 60Jib-
Homy Ph+ OJICD (Ne 3) B cBSI3H C MOHOCOMHEH XPOMOCOMbI
7 mpoBeneHo 4 UMKaa AeuuTabUHA B COUETAHWU C UMATH-
HUOOM Ha OJHOM M3 ITAMNOB KOHcoaugauuu pemuccuu. [lo
JaHHbiM - KoHTposibHoro FISH-uccnenoBanusi y 6osibHOTO
V1AJI0Ch JIOCTHYb MOJIHBIN IUTOTeHETHUECKUE 0TBET. B ipyrom
HabJsoneHun nauuentke (Ne 10) npoBenen 1 wuka 5-asa-
LUTHJAMHOM B CTaHAAPTHOM JI030BOM pEXHUME B KauecTBe
UHIYKIMKY PEMHUCCHM paHHero pelyauBa Ph-HeraTHBHOrO
Bapuanta OJIC® nocsie HeahheKTUBHOTO HUCMOJIb30BAHUS
Masibix 103 urapabuna. Opuako [TP poctuub He yianoch,
nalyeHTKa yMepJia B epUoJL MOCTLUTOCTATUIECKOH arJla3uu
KOCTHOMO3TOBOI'O KPOBETBOPEHHS.

OBCYXIEHUE

CoBpEeMEHHbII apceHasl JMarHOCTHIECKUX METOIOB B
OOJILIIMHCTBE CJIYyYaeB MO3BOJISET YCTAHOBUTL JIHHEHHYIO
NPUHAIEKHOCTL U CTeneHb JuddepeHIupoOBKU  OMyXo-
JieBbIx kiaeTok npu OJI. Bmecre ¢ TeM B OTAE/bHBIX CJIydasx
OJlacTHble KJIETKH MOTYT MpPOSIBAATb OJHOBPEMEHHO U
MUEJIOUJIHYIO, W JIUM(OUIHYIO HANpaBJeHHOCTb Jutdepet-
uupoBku. B knaccudukanun BO3 2008 r. a1 Bapuantsb OJ1
o603HaueHbl Kak OJICOD 1 BXOIAT B rpyIiy OCTPbIX JICHKO30B
C HEOIHO3HAYHOH JIMHEHHOCTbIO.

Hacrora OJICD noctaTouHo HU3Kast U, 110 IdHHBIM PA3HbIX
aBTOpOB, He mpesbiaer 5 % cpenu Beex OJI. HauGosee
yacto (> 65 %) B GosbluuHeTBe padot otmeuaercss OJICDH
¢ B/M-uMMyHODEHOTHTIOM GJACTHBIX KJAETOK, peske — C
T/M-ummyHodbeHOTHIIOM. B HallleM Hcc/ieloBaHHH HArHO3
OJIC® 6b1n yeranosaen y 5 (2,3 %) us 216 6oabibix OJI,
YTO B CPABHEHUH C JIMTEPATYPHLIMU JAHHBIMH MOITBEPIKAACT
penkoctb 310# hopmbl OJI. B Tabna. 6 npueneHbl pesysib-
TaThl HECKOJIbKUX padoT no ugyuenuio OJICD.

Hcnonb3oBanue — kputepueB  auarHoctukun — OJICD,
npeyioxeHHbIx B kiaaccudukaimu BO3 2008 r., nosBosisiet
YAYdLIUTh AuddepeHumatbiyto auarnoctuky mexay OJICO,

Tabnuua 6. KnnHnko-nabopatopHble XapakTepuCTUKN U pe3ynbTaThbl NIeHeHWs 60MbHbIX OCTPbIMM SIEMKO3amMKn CO CMeLLIaHHbIM (PeHOTUNOM,
NpefcTaBneHHble B PasnnyHbIX NCCNEROBaHNAX

Knunuko-nabopartopHbie Co6cTBEHHDbIE faHHbIE,

X.Q. Xu et al, 2009

E. Matutes et al., 2011 M. Atfy et al., 2011 Y. Lingzhi et al,, 2012

XapaKTepUcTUKKU 60NbHbIX 2014 [2] [16] [18] [20]
Yucno naunentos OJICD, n (%) 13 (2,3) 21 (4,6) 100 (0,5) 13 (2,8) 117 (2,4)
B/M, % 84,6 66,7 59,0 76,9 54,7
TIM, % 15,4 23,8 35,0 15,3 32,4
B/T, % 0 48 4,0 0 12,0
B/T/M, % 0 48 2,0 7,7 0,9
Mepmana (fuanasoH) Bospacra, et 48 (20-75) 41 (15-73) HO 52 (38-61) 35 (14-81)
Pacnpenenexue no nony, MK 1,2 1,3 1,6 4,0 1,0
CD34+, % 75,2 81,0 74,0 95,7 82,0
CpepHee 4ucno neikouutos, X 10%n 38,9 19,4 HO 58,6 54
AHOManuu kapuoTuna, % 778 90,0 76,0 68,2 64,1
t(9;22)/BCR-ABL, % 88,9 25,0 15,0 384 15,2
11q23/MLL, % 0 5,0 6,0 HO 43
CNoXHbI kapuoTun, % 0 50,0 24,0 HO 23,9
NP, % 83,3 714 HO 40,0 54,5
Peumnans, % 60,0 66,7 HO HO HO
Mepawnana OB, mec. 14 10 HO 4 9
Menuana BPB, mec. 16 5 HO HO HO

HJI — HeT AaHHbIX.
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OMJI ¢ koskcnpeccuedt JuMdountbix aHtureHoB U OJIJ]
C KO3KCIpeccHell MHEJOMWIHbIX aHTHUreHOB. M3BecTHo, uToO
OJIHOMOMEHTHAsi KCIPECCHst MAPKEPOB Pa3HbIX JIMHUH KpO-
BETBOPEHHUsl OTMeuaeTcst npubsmsureasio B 20—35 % ciy-
yaeB OMJI u OJIJI [29]. Tak, HauGoJiee APKUMH MTPUMEpPaMU
aGeppaHTHON KOIKCTIIPECCUU MOXKET CJY:KUTh OOHApYyKEeHHe
muesioniHoro antureHa CD15 Ha GaacTHbIX KjeTKax Mpu
B-snuneiinbix OJIJ1, tumdonntoro mapkepa CD19 npu OMJI,
mumdonaHoro anturena CD2 npu ocTpoM NPOMHEIOLUTAPHOM
Jeiikose. M3 216 6osbHbix OJ1, HAXOAUBIIKXCS Ha JICYUEHHH B
OI'BHY «POHILI um. H.H. Baioxuna», Koskcnpeccus Jium-
dounnbix Mapkepos npu OMJI 6bina BhisiBienay 19 (8,8 %)
nauuenToB, MuesouaHbIx npu OJIJT —y 16 (7,4 %).

B co6ctBenHoM Hcc/ieqoBaHUU, KaK U B OOJILIIMHCTBE
Jpyrux padot (cM. tTabj. 6), Mbl He OGHAPYKUJHU Crieludu-
UeCKHMX KJIMHHUECKHX XapaKTEPUCTHK, KOTOpble MOIJH Obl
CJY?KUTb HarHoctuueckumu npusHakamu OJICD. dkerpa-
MeJly lIsipHbIE TIPOsiBaAeHUS ObliM KpaliHe peakumu. Y 10 na-
LMEHTOB OTMevasach OJacTHas HHWILTPAUUS KOCTHOTO
Mo3ra 6e3 3KCTpaMe/Ly /IsiPHbIX 04aroB nopaxkeHusi. ToJbKo
y 2 nauueHToB HabJiojasach He3HAUUTEJbHAs CIJEHOME-
raJiusi, Ipu TOM Y OJIHOTO U3 HUX — B COUETAHHH C Tenaro-
merasined. Y 1 60/bHOrO AHAarHOCTHPOBAH HelpoJedKo3 npH
peuuauBe 3a6odieBanus. B To ke Bpems npu Ph+ OJICO Mbi
HabJ110/1a/1M BBICOKYIO 4AacTOTy CJyyaeB JielKouurosa. Tak, y
3 (60 %) u3 5 Goabhbix Ph4+ OJICD B ne6ioTe GblI 3aperi-
CTPUPOBAH JeliKoluTo3 Gosee 30 X 10%/a1, uto coBnanaer ¢
pesyJibTaTaMu Ipyrux uceaenopareneit [26, 30].

[Ipn MOPHOUUTOXHMHUECKOM HMCCJENOBAHHM Y MHOTHX
naunentos (67 %) nomysuus GJaCTHBIX KJAETOK KOCTHOTO
Mo3ra XapakTepH3oBaJach reTeporeHHOCTbI0. Y OOJIbIINH-
cTBa GOJLHBIX ObLT yeTaHoBaeH M/B-uvmmyHodeHoTH seii-
KO3HBIX KAETOK (84,6 %), uTo corsacyercst ¢ pesyabratamMu
apyrux pacot[2, 16, 20]. OJICD ¢ M/T-ummyHodheHOTHTIOM
ObLIM IMarHOCTUPOBAHBI JIMIIL Y 2 00JbHbIX. Penkux co-
yeTaHuil BapuaHToB uMMmyHodenotuna (B/T u M/B/T) B
HallleM HCCJIeI0BaHUM He BCTpeTHaoch. Kpome Toro, map-
Kepbl MOHOUMTOUJIHOMH, SPUTPOUIHON, MerakapuoluUTapHOH
1 NK-k/aerounoil nuddepeHupoBKr Ha GJACTHBIX KJeTKax
oTcyTcTBOBa/d. [IpH u3yueHMHM HMMMYHO(EHOTHTIHYECKHX
XapaKTEPUCTUK JIEUKO3HbBIX KJETOK MOUTH y BCeX GOJbHBIX
(12 u3 13) oGHapy:KeH BbICOKHH YPOBEHb IKCIPECCHH aHTH-
rena CD34, koTopbiii B cpennem coctaBu 75,2 %. Auaso-
THYHbIE IaHHble TostydeHbl X.Q. Xu 1 coaBT. [2]: sKkcnpeccusi
anturena CD34 B 3TOM HccseoBaHud Oblia BhisiBjieHa y 17
(81 %) us 21 60s1bH0r0 OJICD.

WHTpHUTYIOLIMMH 0KA3aJUCh CPABHUTEJIbHbIE PE3YJbTaThl
LIUTOTEHETHUECKOTO M MOJIEKYJIAPHO-OHONOTHUECKOTO  HC-
cnenoBauuil (ecM. taba. 6). [To anansorun ¢ apyrumu pa6o-
TaMH XPOMOCOMHbIe aGeppallii BbIIBJAEHbI y OOJbLUIMHCTBA
Gonbibix — y 7 (77,8 %) u3 9. Mutepecho, 4To B Halem
UCC/IEIOBAHHM OTCYTCTBOBAJIM HAGJIIOICHUSI MHOXKECTBEHHbIX
aHoMaJjinil kapuoruna. B To ke Bpewms, MO JAHHBIM CEpHU
uccnenoBannit OJICD, yactora 0GHAPYKEHHS CJIOKHOTO
KapuoTthna Bapbupyet ot 11,5 10 50 % [2, 15, 16]. Camoii
4yacToil XpOMOCOMHOH abeppalldell B HallleM aHaju3e cTaja
1(9;22)(q34;q1 1), kotopast nuarnoctuposana y 5 (55,6 %)
60J1bHBIX. [IpH MosIeKyNPHO-GHOJOTHIECKOM HCCeIOBAHHH
xumepHblit ren BCR-ABL 6bin Bhisisnen y 8 (88,9 %) us
9 o6csienoBaHHbIX GoJibHBIX. [Ipy 3TOM B paBHOM C€OOT-
HOLLIEHUH OOHapyKuBaJjiuch o6a Tuna 6eska (p190 u p210).
Heo6xonuMo Takxke OTMETHUTb, UTO y 2 OOJILHBIX C HOP-
MaJIbHbIM KaPUOTHIIOM MPH MPOBEIEHHUH JOTOJHUTEJBHOTO
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MOJIEKYJIIPHOTO UCCJIEIOBAHUS OOHAPY2KEH XHMEPHbBIH T'eH
BCR-ABL. 3T0 mnokasbiBaeT OYEBHIHYIO HEOOXOAUMOCTh
00513aTe/ILHOTO MPOBEAECHHUS KOMIJIEKCHBIX LMTOreHeTHUe-
CKOTO M MOJIEKYJIIPHOTO HCCJIEIOBAHUH MPH YCTAHOBJIECHUU
OJICD. [laxxe B ciyuasx HOPMaTLHOTO KAPUOTHIA CJIELyeT
MPOBOJIUTh JOMOJHUTENbHBIN HHTepdasHbli anamus (FISH)
1 MOJIEKYJISIDHOE HCc/ieioBaHne Ha xuMepHbiit red BCR-ABL.
Takum o6pasom, nuario3 Ph+ OJICD 6w ycraHoBisieH y
GoNbLIMHCTBA 00CeI0BaHHbIX GoMbHbIX — 8 (88,9 %) u3
13. Hacrora Ph+ OJIC® okasanach HEOKUIAHHO BbICOKOH
M0 CPABHEHHUIO C IPYTHMH UCCJIEOBAHUAMH, B KOTOPBIX STOT
nokasareJb coctapua 9,1—36,8 % [2, 18, 20].

[IpeoGaananue B HalleM HCCJe0OBaHUH GOJibHBIX Ph+
OJIC®D, no Bceil BUIUMOCTH, 0ObsICHSIET GOJiee€ BBICOKYIO
MO CPaBHEHHUIO C JAPYTUMH paboOTaMu 4acTOTy OOHAPY:KEHHUS
B/M-ummyHodeHoTHNa B HecaeayeMoil nonyasuud. Knre-
PECHO TaKxKe OTMEeTUTh, uTo Y | GosibHoro Ph+ OJIC®D 6ot
amarnoctiposan T/M-HMMYHO(EHOTHII, IPH STOM GbL/T Bbl-
sisjien 6esiok pl90 xumeproro rena BCR-ABL. 1o penkoe
1 MHTepecHoe HaOlJIoeHHEe, KOTOPOE MOXKET MOCHYKHThb
MOBOJIOM /ISl JlaJIbHEHIIUX HCccaeoBaHul. B noctynHon
JIUTEpaType HaM He BCTPETHUJIOCH OMUCAHME MOJOOHBIX Ha-
OJTIOICHUH.

K HacrosilieMy BpeMeHH eHHble CTaHIAPThbl Teparuu
OJIC® He pagpabotanbl. B 3HauuTe/IbHOI CTENEHH 3TO 06'bsIC-
HSAETCS PEIKOCTbIO 3a00J1€BaHUsl, TPYAHOCTAMH JMArHOCTHKH,
OTCYTCTBHEM pPEIpPE3eHTATUBHbIX, XOPOLIO CIJIAHMPOBAHHbBIX
MCC/IEI0BAaHMH. 3a4acTyio BbIGOP CXeMbl OMpeaessercs npu-
HATBIMU CTAHAAPTAMU B KOHKPETHOM YUPEXKIEHUH W npodec-
CHOHAJIbHBIM oTbITOM TeMaTtodiora. [Tpu OJICD npumensiiores
pasJiMuHbIe MPOrpaMMbl Teparnuu, pazpadotanubie it OMJI,
quist OJ1J1, a Takke KOMOMHHPOBAHHbIE CXEMbI, BKJIIOUAIOIIIHE
npenapatbl 115 Jedenust kak OMJI, Tak u OJIJ1. [Tpeumytie-
CTBA TEX WJIH UHbIX CXEM B PA3HBIX UCC/IEI0BAHUSAX BAPLUPYIOT.
[Tpornos OJIC® ocraetcs HebaaronpusatHeiM. OHAKO aHa-
JIM3UPOBATH Pe3yJ/IbTaThbl MHOTHX MCCJIEIOBAHHH HEOOXOMUMO
C onpeseseHHoN o/1elt KpHTHYHOCTH. HecMoTpst Ha BbICOKYIO
yactoty oO6HapyxKenus Ph-xpomocombl npu OJIC®D, Bo
MHOTHX paboTax MCMOJb30BAMUCh TOJBKO LUTOCTATHYECKHE
npenapatbl 6e3 MTK. Tosbko B spy nosieinenuss UTK Gbii
JIOCTUTHYT MPHHUMIHAJBHBIA NPOrpece B JIEUEHHH HMEHHO
Ph-nosutusHoro Bapuanta OJIC®. [lo anasoruu c¢ Ph-
nosutuBHbIM BapuantoMm OJIJI ucnosnibsoBanne MTK yxe Ha
yTane WHIYKUUK MO3BOJISET MOMYyUUTh PEMUCCHH Y GOJIbIIHH-
ctBa 6oJIbHBIX. B Halllem uceseoBanuu nofasJsioiiee 60Jb-
LIMHCTBO NalMeHToB UMesin Ph-nosutushbiit Bapuant OJICD
(8 u3 13 GosibHbIX). [TosiHble peMHCCHU ObUIM JOCTHTHYTHI Y
Bcex 8 6osibHbiX Ph+ OJICD. [Tpu 3TOM NpoTHBOOIMYXO/EBbIH
ek ynanoch NojyuuTh Jaxe y TeX MalkeHTOB, KOTOPble
MPOSIBU/IN PE3UCTEHTHOCTD K NMPEILIECTBYIOIMM 2 JIMHUSIM HH-
JYKIIHOHHOM Tepanuu. Kak npaBusio, 3To OblIH CXeMbl JIeUeHHs]
OMJI 1 KOMOGUHUPOBaHHbIE cXeMbl. OTCpPOUCHHOE HA3HAYEHHE
HNTK B 3To#i KoropTe OOJbHBIX OOBACHAETCS 3aro3lajbiM
MPOBEJECHHEM LIUTOTEHETHUECKOTO U MOJIEKYJISIPHOTO HCcJIe-
JOBaHHII, BKIIOUAIOLIMX ofpeesenne Ph-xpomMocombl u/um
xumepHoro rera BCR-ABL. Kak npaBuiio, OHO BbINOJHSANOCH
Ha TOM 3Tane, Korjaa GoJibHble yXKe UMEJH PE3UCTEHTHOCTh
K HECKOJIbKUM pPeXUMaM HHIYKUHOHHOH Tepanuu. Takum
06pa3oM, HCIOJb30BAHHE TMaTOreHeTHUYeCKOol (TapreTHom )
tepanun M TK urpaer kioueyio posib pu Ph+ OJICO.

B6osblinHeTBe paboT, MPeANPUHATBLIXBKOTOPTE OOJBHBIX
Ph+ OJIC®, ucnognbgyiorest JeueOHble NMPOrpaMmbl, pas-
pa6orannble mist OJ1JL. [Tpu 3TOM 3auactyio ucceoBaTeu

KAMHMYECKAS OHKOTEMATOAOTHA



OcTpble neiiko3bl €O cMewWwaHHbIM heHoTUNOM

OTJAIOT NPEIOUTEHHE HHTEHCU(DUIIUPOBAHHBIM ITPOrpaMMaM
tuna Hyper-CVAD. B nauiem ucciienoBanun y 3 naineHToB
MCI0JIb30BaM porpammy, npeanoxkenuyto I'bY F'HLL M3
P® st ieuennsi Ph+ OJ1J1 8 2012 r. OCHOBHBIM MPUHIIUMTIOM
9TOH NPOrpaMMbl ABJASETCS MUHUMH3ALUS LUTOCTATHUECKOM
cocrapsiontel. Tak, Ha 3Tane HHIYKUMH HCHOJb3YIOTCS
TJIIOKOKOPTHKOCTEPOUJIBI (IeKCAMETA30H ), BAHKPUCTHH B CO-
ueranuu ¢ UTK (umatunu6 B no3e 600 Mr/cyT). DTOT MOAXOL,
TeM GoJiee BaXKEH, yUUTbIBAs MPEUMYLIECTBEHHO MOKHUJIOH
Bo3pact nauuentoB ¢ Ph+ OJIC®. B naiem uccienoBanuu
60JIbHbIE, Y KOTOPBIX HCIOJIb30BAACh 9Ta NPOrpaMmma, Obln
crapuie 50 Jiet, | nauueHtke 6610 75 JieT. Y BCeX JIOCTUT-
HyTbl [ 1P ¢ MUHHMAJIbHBIM TOKCHIECKUM 3(DDeKTOM.

B uenom B ananusupyemoii rpyrre 60JbHbIX OTMeUaeTCs
BbICOKasl yacToTa goctixkenus [1P (83,3 %), uto cooTset-
CTBYET JIaHHBIM JiuTepaTypbl. [Ipy 3TOM nokaszaTesb paHHei
JIeTaIbHOCTH 0Ka3aJics 0CTaTodHo Hu3kuM (8,3 % ). Bmecre
C TEM OTJAJIEHHbIE PE3yJbTaThl TepPAruu B 11€JI0M OblIH He-
yIoBJeTBOpUTEIbHBIMA. [ToKasaTtesb 3-yetHeit OB cocraBui
18,2 % (n = 12), meauannt OB — 14 mec.; 3-netHeit BPB
(n=11)— 12,8 %, mexuansl BPB — 16 mec.

OCHOBHOl TIPOGJIEMOI OCTAIOTCS PELUANBbBI, KOTOPbIE B
HaleM Meeae10BaHuu BosHHKAN Y 6 (60 %) 3 11 GoJbHbIX.
Bce peuymuBbl ObliM pAaHHUMH W pasBUJINCL Ha oHe
MPOTUBOOIYX0JIEBOK Tepanuu. [Ipu 3ToM HCrosb3oBaHKUe
MMaTHHUOA CYL1ECTBEHHO HE CHU3UJI0 YaCTOTY PELUIUBOB, HO
pa3BUBAJIMCh OHH B HECKOJIbKO OoJiee MOo3HHI cpoK. B To ke
BpeMsi 3 GOJIbHbBIX, BKJIIOUEHHbBIX B HACTOSIIIEE HCC/IEI0BaHMUE,
HaXOIATCS HA paHHeM 3Tane HalJIoAeHHS (AJIUTENbHOCTD
pemuccuii cocragsier 0,5+, 1+, 5+ Mec. COOTBETCTBEHHO),
UTO He MO3BOJISIET CIE1aTh OKOHUATEIbHBIX BHIBOJIOB.

Haubosbuiasi npoposKutesbHoCTh Ku3uu u [P Ha-
osofanack y emdHcTBeHHoro mnauuenta ¢ Ph+ OJICO,
KOTOPOMY B KaueCTBe KOHCOJIMIALIUH PEMUCCHH, IOCTUTHYTOH
nocsie 1-it dasbl nporpamMmbl Xesibliepa B KOMOMHALMK C
UMaTHHUOOM, Oblia BbinosHeHa poactBeHHas anoTICK.
B psine pa6or no usyuenuio Ph+ OJLJI Takxke oTMeuasioch
CTATUCTHUYECKH 3HAUMMOE YJyullleHHe Pe3yJbTaToB Teparuu
npu ucnosbzoaHuu a0 TICK[17].

[To Bceit BuaumoctH, cranaaprom tepanuu Ph+ COOJI
JIOJDKHBI ObITh IPOTOKOJIbI, padgpaboranubie s Ph+ OJLJL.
BaxXHbIM KOMIOHEHTOM B YJydlleHUH 3SPPEKTUBHOCTH
JICUEHUS CJIY’KUT MOHHUTOPUHI  MOJIEKYJIIPHOTO OTBETa,
ucrnosnb3oBanue anekBaTHbix 103 MTK, cBoeBpemenHOe
nepeksmodenne Ha MTK 2-ro nokosienusi. Ha naiu B3rsig,
MEPCIEKTUBHBIM TaKKe MOXKET 0KAa3aThbCsl MCIOJMb30BAHUE
JazatuHuba yxke B nepBoil sunun tepanun Ph+ OJICO.
[To anasorun ¢ Ph+ OJIJI npu Ph+ COOJI o6s3aTeibHbIM
KOMIIOHEHTOM Teparnuu joskHa 6biTh annoTICK.

Hepeuennoit  npo6Gsemoit  ocraercsi tepanusi  Ph-
HeratuBHbIX BapuanToB OJIC®. B Haueli paGoTe Ha OCHO-
BaHWM MPOBEIECHHOTO KOMILIEKCHOTO aHa/u3a 3abosieBaHus,
BKJIIOUAsl LIMTOTEHETHUECKHH W  MOJIEKYJISIPHO-OHoJ0rHYe-
CKMH METOJIbl, 3Ta KOropTa Obljla MPeACTABJIEHA JHUIIb OJHOH
naureHTKol. PemMuccus Oblia J0CTUTHYTA YoKe MOCJIE OJIHOTO
Kypca «3+5». [IpoBoaunachk nporpamma teparuu jyist OMJI.
Peunnns paspuJsicst yepe3 8 mec. OT BPEMEHH JOCTHXKEHHS
PEMUCCHH.

Takum 06pa3om, Ha OCHOBAHUH MPOBEIECHHOTO UCCICIOBAHHUS
MOXKHO ~CJIeJIaTh HECKOJIbKO BbIBOJOB. Crieluguiyecknx
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KJIHHUKO-1a00paTOpPHbIX  MpU3HakoB jauarHoda OJICD
He cyulectByeT. B uesom auarnoctuka OJI joskHa ObiTh
KOMIJIEKCHOH M 00513aTe/IbHO BKJIIOUATh UMMYHO(EHOTHIH -
yecKoe, LIUTOTEHETHYECKOE U MOJIEKYJIIPHO - OUOJIOTHYECKOE
UCCIeIOBAHUS. DTO TIO3BOJIUT HE TOJILKO YCTAHOBUTD JIMArHO3
OJICD, HO W BbIsIBUTb 0COOBIH BapuaHT 3TOro 3aboJie-
Banuss — Ph+ OJIC®, npu KoTopoMm B Hacrosiilee BpeMmsi
npuUMeHsieTcs natoreHeruyeckast (tapreruas) tepanus MTK
l-ro u 2-ro nokosenuii. KmoueByto poJib B Tepanuu Ph+
OJICD wurpator MUTK. Ilpencrasasiercsi GoJee mnepenek-
THUBHBIM HcMosib3oBaTh KomOuHauuio MTK ¢ pexumamu
sedenuns OJLJ1 cHuzkeHHOM MHTeHCHBHOCTH. Tako# Jiede GHbI
MOJXO/ MO3BOJISET YMEHbLIWTh TOKCHYHOCTb Tepanuu 0e3
cHMKeHUs ee 3(h(heKTUBHOCTH, 110 KpallHel Mepe Hernocpes-
ctBeHHOH. [Tporpammbl Tepannu OMJI 1 KOMOUHHPOBAHHBIE
cxembl (RACOP, IACOD) npu sievennu Ph+ OJICOD we-
o(heKTUBHbL. BaxKHbIM KOMMOHEHTOM BeJicHUsI GOJIbHbBIX
Ph+ OJICD sBnsieTcss MOHUTOPUHT MOJIEKYJSPHOTO U K-
TOr€HETHUECKOT0 OTBETOB HA TEPaMuio CO CBOEBPEMEHHBLIM
non6opom no3oBoro pexkuma MTK u cBoeBpemenHoro nepe-
kaouenus Ha UTK 2-ro nokonenus. [TepBocrenennas poJb
npunannexut aanoTITCK Ha nocrkoHcomaalnoHHoM srare.

Jleuenne GosbHbix ¢ Ph-neratuBubimu OJICO ocra-
eTcsl HepeuleHHoH mnpoGJaemoil. TpeOyiotest panbHeline
MCCJIEIOBAHUS C U3YUEHHEM LIUTOTEHETHUECKOTO U MOJIEKY-
JISIPHO-OUOJIOrHUecKoro npoduJeil 3ab6ojieBaHusi U TTOUCKOM
ONTHMAJIbHbBIX TPOrPAMM TEPATHH.
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