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KINMHUKO-UMMYHO®EHOTUITNYECKAS
XAPAKTEPUCTHKA BJACTHOTO KPM3A
XPOHUYECKOI'O MUEJIIOJEUKO3A

HHU U sxkcnepumenmanniioil ouazinocmuxu
u mepanuu onyxoneti, ' HI] PAMH

Xponnuecknit Muenoeiikos (XMJI) — xkiionaiabHoe Muenonposudepa-
THBHOE 3afoneBanue, xapakTepusyrouieecs 0GLINAM TPOUCXOKIEHAEM BCeit
JICHKO3HOH NOMyJSILIUH U3 HEOIUIACTHYECKH TPAHC(OPMHPOBAHHON CTBO-
JIOBOH KIIETKH, JOCTATOYHO OJHOPOJAHOH KIMHHYECKON KAPTHHOM, OTBe-
TOM Ha CTAHAAPTHYIO XHMHOTEPAMNHIO B XPOHUUECKOI (pase ¥ HEYKIIOHHBIM
NPOrpeccHpoBaHteM C pasBHTHeM (asbl 6nacTHol TpaHchopmauny (6na-
ctHpld xpu3 — BK) [7]. C nomMouiso n1MTOreHeTHIECKHMX HCCIIE10BAHMIA TTO-
Ka3aHa MOHOK/IOHANBHAS PHPOJIA JIEHKO3HOM NONYIAUMN B XPOHHUYECKOIH
daze u «monuknonansHas» — B cranaun BK [2]. BHeapenye B mpakTHKy Ha-
YUHBIX UCCIEJIOBAHNI MOHOK/IOHAJIBHBIX AHTHTEI K IIOBEPXHOCTHBIM Map-
KepaM pasiMYHBIX KIIETOYHBIX JIMHUH [1] MO3BOIMIO KOHKPETH3UpPOBAThH
MIOHSTHE «IOJIMKIOHANBHOCTHY (reteporenHoctH) BK 1 BbizenuTh pasnnu-
HBIE €70 BAPWAHTBL: JIMMMONIHDIH, MHEAOUAHBIN, DPHTPOUAHEIN, Meraka-
puoumTapHbii u ap. [1, 8]. K nacrosmemy Bpemenn B nuteparype o6cyx-
JIaeTCA BONMPOC O KIMHHYECKOH XapaKTePUCTHKE ITHX BAapHAHTOB
H MTPOTHOCTHYECKOH 3HAUMMOCTH UX HaeHTHdukauuu [4). IIpexnpunuma-
I0TCsI NTONBITKN PA3JIMYHBIX NOIXO0B K JieueHHo [3].

Kimnuueckye uccnefosanns no JaHHOM Mpo6iieMe HEMHOTOUHCIIEHHBI
M, Kax NpaBuIIo, KacaroTcsa Hebonplloro uucna Habnoaenuii (6], a notomy
He JatOT OCHOBaHMH A7l 060BIIEHHOTO Cy)aeHus. B oTeuecTBenHOM nuTe-
paType nofto6GHbIE HCCNEAOBAHUS eAMHHUHBI [1—3].

Llenpro Hactosimieir paGoThl GbUIO ONpEENEHHE AHMATHOCTHYECKOH
U MPOrHOCTHYECKON 3HAYMMOCTH MMMYHOJOTHYECKOro (eHoTuna 6iacr-
HBIX KJIETOK B KIIMHHYECKOM TEUCHUH U OTBeTe Ha JiedeHne BK XMJI.

Marepuanst u MeToasl. IMox HaGnionennem HaxoaMmuck 54 GONBHBIX
BK XMUJI. Cpeny nux Gbuto 24 xenwmnst ¥ 30 MyXuHH B Bo3pacTe OT 16
no 75 ner (cpeanuit Bospact 46,5 mec).

Huarnos BK XMIJI ycraHaBnuBaiu Npy COJAEpXKaHHd B KPOBH H/MIH
B KOCTHOM MO3re 6JIaCTHBIX KIeToK He MeHee 30%, IpH THNHYHOM KITMHH-
KO-TeMAaTOJIOTHYCCKOH KapTHHE (PE3HCTEHTHOCTE K YCICIIHO MTPOBOINMOIH
B XpoHHYeckol ¢aze (XD) XUMHOTEPAINTHH, YBEIHUEHHE OTYXOJIEBOMH Mac-
Cbl, HEHH(EKIHOHHAS JIMXOPA/IKA, OCCANTHA H APTPAJIIHS, AHEMUSA, TPOM-
GONNTONEHHUS HIH THIEPTPOMOOLINTO3).

Tlpu ouenke pesynpraTor neyenns BK XMJI ucrions30Bankl cTanaapt-
HBIE KPHUTEPUH OTBeTa [4—06).

1. Tlonnas peMHcCHS: HCUE3HOBEHHE OJIACTOB W3 KPOBH C HOpMAJM3a-
Leld reMorpaMmbl, yMEHBIICHHE KOJIMUECTBA BIACTOB B MYHKTATE KOCTHO-
[0 MO3ra 10 ypoBHs MeHee 5% nnn Bo3spar B X, HcuesHoBeHHe oBImx
CUMIITOMOB (JIUXOpaZika, HOYHbIE IOTHI M JIp.).

2. YacTHunas pemMHCCHA: CHIDKEHHE KOJIHYECTBA JIEHKOLHMTOB B KPOBH
0 HOPMAJTLHOTO YPOBHS M KOIWYecTBa 61acToB 10 ypoBHsS MeHee 15%.
‘VKa3anHbIE KPUTEPUM CUNTAIIH NIPABOMOUHBIMH, €CITH OHH YAEPKUBAIHCH
B T€UEHHE HE MeHee 4 HeJl OT HX perucTpanun. JJINTensHOCTs pEMHCCHH He-
UMCIAIN OT PErUCTPALIMH OTBETA JIO PELMAMBA, BEDKUBAEMOCTh — OT Hava-
Jia xuMHoTepanuu no nosoay BK o neransHoro ucxona.

Jnsa iMMyHODEHOTHITMPOBaHHS GNACTHBIX KIeTOK 6onbHbIX ¢ BK XMJT
HCTOJIB30BAJIM NaHEIb MOHOKJIOHAJIBHBIX aHTHTeN K AuddepeHimposou-
HbIM aHTHIE€HAM JEHKOLMTOBR YelnoBeKa, MO3BOISIOIMX MOJHOCTHIO OXa-
PAKTEPU30BaTh UMMYHOJIOTHYECKHH (PEHOTHIT KIIETOK, HaXOAMLIMXCA Ha
BCEX 3Tanax au¢depeHINPOBKH TeMOMOITHIECKHX KIIETOK — OT IIPUMH-
THBHBIX TPEMILECTBEHHHKOB 10 3PENbIX GOpM.

OKCIpecCHI0 aHTHICHOB Ha GTACTHBIX KieTKax GonbHeix ¢ BK XMJI
YYHMTBIBAJIM € IOMOLIBIO HENPAMOH peaKLMH MOBEPXHOCTHON HMMYHOQITIO-
opecueHumu Ha uutodmoopumerpe FACScan («Beckton Dickenson»).
Kaxzplit Mapkep cuuTaiy ZMATHOCTUYECKH 3HAYMMEIM, €CJIM OH BBIABIISI-
ca B 6onee 20% Hcene[yeMbIX KIIETOK.

B paboTe Hcnonb30BaHbl CIEAYIOLUHE LUTOXHMUYECKHE METOMBI HCCIIC-
JIOBaHWA: ompenelieHHe MykomnonucaxapafoB (PAS-peaxims) no Mac-
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CLINICAL AND IMMUNOPHENOTYPIC
CHARACTERIZATION OF BLAST CRISIS
IN CHRONIC MYELOID LEUKEMIA

Hematology Research Center, RAMS

Chronic myeloid leukemia (CML) is a clonal myeloproliferative dis-
ease characterized by common origin of the whole leukemic population
from a neoplastically transformed stem cell, rather homogeneous clini-
cal pattern, response to standard chemotherapy in chronic phase and
continuous progression with a blast transformation phase (blast crisis,
BC) [7]. Cytogenetic study demonstrated the leukemia population to be
monoclonal in the chronic phase and “polyclonal” in the BC phase [4].
The use of monoclonal antibodies to surface markers of various cell
lines [1] allowed a more concrete definition of BC “polyclonal” charac-
ter (heterogenicity) and BC division into lymphoid, myeloid, erythroid,
megakaryocytic etc. types [1,8]. Clinical characterization of these types
and prognostic significance of their identification are currently under
discussion in the literature [4]. Various treatment approaches are being
attempted [5].

Few clinical studies of this problem have been reported with very
few cases involved [6] which makes impossible general judgment. There
are several similar reports in the Russian literature [1-3].

The purpose of this study was to evaluate diagnostic and prognos-
tic significance of blast immunophenotyping as to clinical course and
response to treatment of patients with BC of CML.

Materials and Methods. The study was performed in 54 patients (24
females and 30 males) with CML BC of age ranging from 16 to 75 years
(median 46.5 months).

Diagnosis of CML BC was based on at least 30% of blasts in blood
and/or bone marrow, typical clinical and hematology patterns (resis-
tance to previous chemotherapy (CT), increasing total tumor burden,
non-infectious fever, ossalgia and arthralgia, anemia, thrombocytope-
nia or hyperthrombocytosis).

CML BC treatment results were assessed by standard response cri-
teria cited in {4-6], as follows:

1. Complete response: disappearance of blood blasts and normal-
ization of hemogram, decrease in bone marrow blast count below 5%
or return to chronic phase, disappearance of general symptoms (fever,
night sweats, etc.).

2. Partial response: decrease in blood leukocyte count to normal and
in blast count below 15%.

These criteria should be maintained at least 4 weeks from onset.
Response duration was time from response detection till relapse.
Survival duration was time from start of chemotherapy for BC till
death.

Blast phenotyping was performed using a panel of monoclonal anti-
bodies to human leukocyte differentiation antigens that provided com-
plete characterization of hemopoietic cell immunological phenotype at
every differentiation stage from primitive progenitors to mature forms.

Antigen expression on blasts from patients with CML BC was studied
by reactivity in indirect surface immunofluorescence test using a FACScan
cytometer (Beckton Dickinson). A marker was considered diagnostically
significant if it was present in more than 20% of cells studied.

The following cytochemical tests were used in the study: MacManus
mucopolysaccharide determination (PAS), Hayhoe et al. phospholipid
determination using sudan black B, Hayhoe et al. measurement of o-
naphthyl acetate esterase activity.

Cytochemical findings were assessed by reaction intensity. A test
was considered positive if at least 10% of the cells were detected.

Since non-parametric characteristics were studied statistical analysis
was performed by the Wilcoxon non-parametric test using the SAS pro-
gram package, correlation significance was evaluated by non-parametric
Spirman test.
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Mamepuarve IV Poccutickozo nayuonarvrozo konzpecca «Heaobex u rexapcmbo»

Manus, ¢pocdonunmuaos o Hayhoe 1 coaBT. ¢ npuMeHenrem cylaHa vep-
Horo B, aktuBHOCTH O-HadTHaaueraTacrepasn no Hayhoe u coapr. Pe-
3yABTATH LATOXUMHUECKUX PeaKLMH OLIEHHBAMIH I10 CTEIICHH HHTEHCUBHO-
cTH peakiui. Peakuus CUMTANACh NOJOXUTENLHON NPH BBISBJIEHUH HE
MmeHee ueM 10% kneToxk.

TMockonbky B paboTe MCCIEOOBaHBI HEMAPAMETPHYECKHE NOKA3ATENH,
aHANU3 IPOBOAMIM Mo nporpaMme «CpaBHeHye MeINansl B IpyNmnax ¢ Io-
MOMIBIO HemapaMeTpHueckoro kputepus Wilcoxon» (MCronp30BaH NAKET
nporpamm SAS), 3Ha4MMOCTb KOPPERSLMI PACCUHTAHA C UCTIONB30BAHHEM
HermapameTpu4eckoro kpurepns CnupMena.

Pesyanrarnl u o6cyxaenne. UmmysodeHoTHINpOBaHHE OIACTHBIX KIie-
TOK TO3BOJIMIIO BBIIETHTh rpymibl 60bHbIX ¢ BK XMJI, koTopsie ObuTH
3aTEM OXapaKTEPH30BAHBI LINTOXMMHUYECKH W KIMHUMECKH (Tadm. 1).

Jinmbouanelii Bapuant guardoctupoBaH y 13 (24,1%) GonbHBIX.
Bo Bcex 13 cnyyasx 6wt BhIABIIEH MoBepXHOCTHBIH Mapkep CD10, kpome
Toro, y 3 u3 6 Tectuposanasix —CD19, y 2 u3 5 tecrupoBanusix — CD22
ny8us9 — HLA-DR. T-xnertounsiii Mapkep CDS5 He ObUT BBISBIEH HH
y 0aiHOTO GonbHOr0. MuenoHaHbIe MApKephl HA KIeTKax OOIbHBIX JaHHOI!
rpymnsl oTcyTcTBOBaNM. L{HTOXUMHUECKHe XapakTepucTuky B Gnacrax 11
u3 12 TeCTHPOBAHHBIX GONBHBIX MOJHOCTHIO OTPAXKAIH JIMMGBOH/IHBII THIT
aHepreTHueckoro Merabonusma (PAS-nonoxuTtensHas peakLyst B rpaHy-
nspHoit ¢opme) 1 y | GONBHOro Bce peakUMH OBUIH OTPHUATEIBHBIMU.
Knunnueckas kapTiHa, noMAMo obmmx ans BK cMMITOMOB M NpH3HAKOB
npH NTUMGONIHOM BAapHAHTE, XAPaKTEPU30BANIACh YACTBIM OTCYTCTBHEM
npenuecteyromei ¢asel akcenepaunu (PA), crneHomeranmnu (77%) u renaro-
merannu (76%). B xpoBH oTMeuasics HEBBICOKHH JieitkounTos (+ 48,0 - 10%/m),
Gnacremus (+ 45%) u Tpombountomnenus (+ 80 - 10%m). Ctenens aHeMH3a-
unn 6suta Hebicokoit (£ 110 r/i). V 3 u3 13 6onbHbIX B pUHAIE pa3sBHIach
Heiiponeitkemus (MeHuHreanbhas gopma) M y 2 — ysenuuenne nepudepn-
uyeckux numdoyanos. [Ipogomkurensrocts BK cocraBuna ot 1 no 18 mec
(% 8 mec), o0was anuTensHOCTs 3aboneBanns — ot 17 no 140 mec (£ 37
Mec) (tabm. 2).

BhISIBIICHO KIMHHKO-IeMAaTONOMHYECKOE 3HAYEHHE IKCIPecCHr uMdo-
naHsix antureHos CD10 u CD19. Tlpu skcrpeccuu 3THX aHTHTEHOB 10CTO-
BEPHO peXke BCTpeuasach rernarTo- M CIUIEHOMeraiaus; OblUI HOpPMalbHbIi
YPOBEHb TeMOrNobHHa; TeueHHe 3a60NeBalNsA XapaKTepH30BAJIOCh OTCYT-
cTBHeM (hasbl akcenepali M JIOCTOBEPHO GoJlee JUIMTENBHON MeAHaHON
6nactHoro kpusa (p < 0,005).

MHuenonnHbIH BApHaHT AnarHoctuposal y 13 (24,1%) 6onsHeIx. Y S u3
12 TecTHPOBaHHBIX JIML HA MOBEPXHOCTH OJIACTHBIX KIIETOK OOHApyXeH aH-
tured CD15,y9u3 11 — CD11bny 6 u3 10 — HLA-DR. Jlumbounnsie an-
THTEHBl BO BCEX CNydasX NPaKTHUYECKH OTCYTCTBOBANM. LIMTOXHMHUecKuit
AHAJIM3 TI03BOJIHIL NOATBEPAKTE MHEIOWIHYIO HANIPABJICHHOCTD (B TOM HHCIIe
MHETOMOHOLMTAPHYIO WM MOHOLMTAPHYIO) AN(bEpeHIMPOBKU UL Y 6
13 11 obcnenoBaHHBIX GOMBHEIX; B 3 cydasx BCE LIMTOXMMHUECKHE peaklUu
(IJIMKOTeH, MUENIOMNePOKCHA3a, IMMU/IBI M HecTielbuyecKas acTepasa) Obl-
JIM OTPHLATEBHBIMH, YTO XapaKTEPH30BAJIO KIETKH Kak HeuddepeHunpo-
BaHHbIE, B 2 Cyyasix GbUIM MOJIOKUTENbHBIE PEAKIIHH TOJIBKO HA [TIHKOI'eH.

B knuHHyeckol kapTuHe 3a00IeBaHUS B OTIHYHE OT JIMM(DOHIHOTO Ba-
puanta BK @A orcyrcrBoBana mumb y 23% GoiabpHBIX, CIUleHOMETanus
u renatoMeranust — y 8%. TeMaTonoruyeckue rnapaMeTpsl XapakTepuso-
BAJIMCh HU3KMM YpOBHeM remoriobusa (+ 97 r/i), HopManbHbIM yPOBHEM
TpoMmbonuros (+ 166,0 - 10°/1). Konnuecrso neiikouuros (+ 12,0 - 10%5)
1 6nacros 6b110 HeBbICOKUM (F 37%). Hu y onHoro GonmbHOTO He o6HApY-
MEHO JKCTpaMenyNspHbIX (BHeCEeNe3eHOUHBIX) JeHKeMHUUYECKHX O4Yaros.
IpopomxkurensHocts BK cocraBuna ot 1 no 14 mec (£ 5 mec), obwas win-
TeJIbHOCTE 3a6oneBanns — oT 6 o 78 Mec (£ 31 Mec). YuuTsIBad, 4T0 MO-
HoknoHanbHble anTuTena HAE-9 1 HAE-3 BbIABIAIOT aHTHI€HBI 3pUTPOG-
JIACTOB, KOTOPBIE MPHHAIEKAT K MUETIOUIHOMR JIMHUM [ depeHUHPOBKHY,
ITPH aHAJIM3e KJIMHUYECKOH KapTHHBE 1BOE GOJILHBIX, Y KOTOPbIX O1acTHbIE
KJIeTkH pearupoBanu ¢ aHtutenamu HAE-9 u HAE-3, 6pun BKIIOUYCHBI
B TpyNIy MHEIONHOTO BapHaHTa (cM. Tabu. 2).

Cwmetnanneiit Bapuant BK B Hawmx HaGmrogeHnsax ycraHoBieH y 12
(22,2%) GonbHBIX HA OCHOBAHMH BBISABIECHUS B LMPKYAHpYoLeil 6nacTHoi
TMOMYJIALNY KJIETOK KaK ¢ TUMGDOHIHOM, TAK H C MHETOMIHOMH (B TOM uHcie
MOHOLIUTOUZIHOH M 3PUTPOHIHON) HANpPaBICHHOCTEIO M bepeHHPOBKH
MO JIaHHBIM MeMOPaHHOTr0 HMMYHO(DEHOTHIIMYECKOTO aHATH3A.

ITpu conocTaBneHHH JaHHBIX MEMOPaHHOI'0 HMMYHO(EHOTHITHUECKOTO
HCCIIEIOBAHUS C Pe3yIbTATAMHI IIMTOXHMHUECKOTO AHAJIN3a OTMEUEHO, UTO
MOCNeIHUH He OTpaXkaln B MOJIHON Mepe reTepOreHHOCTD NeiikeMuueckot
nonyasuuu. Yaiue Bcero 3o kacanocs TUMGOUIHOM cyOnonmynsaumy, KoTo-
pas B 7 M3 TECTUPOBAHHBIX Cly4aeB He OOHAPY>KMBAIACH PH LM TOXUMHUYC-
CKOM HCCHIEJOBAHHH, TOIA KaK OTUET/IMBO BBISBISUIACHE IPH HMMYyHOGEHO-
THIHPOBAaHMHM OIacTOB.
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Ta6naunuya 1 Table 1
UmmyHodeHoTunmueckue Bapuantel BK XM
CML BC immunophenotypes
NIMMyHO- Yucno UMMYHOIOrMYECKNin
dEeHOTUNNYECKINIA 60NbHBbIX deHoTun 6GnacTHbix
BapuaHT KNeToK
abec. | %
MpUMUTUBHEIN 5 9,3 CD34
Primitive
NumcbounaHbin 13 | 24,1 CD34, CD10,
Lymphoid CD19, CD 22, CD5
MuenougHblii 13 | 24,1 CD34, CD15,
Myeloid CD11b, CD 13,CD14
OpUTPONAHLIN 2 3,7 CD34, HAE-9,
Erythroid HAE-3
CMeluanHbIn 12 | 22,2 {CD34, CD10, CD19,
Mixed CD22,CD15, CD11b,
CD13,CD14
HeanddepeHumpoBarHbii | 9 16,7
Undifferentiated
No. %
Immunophenotypes Patients Blast
immunophenotype

Results and Discussion. Three groups of patients with CML BC were
defined basing on the blast cell immunophenotyping that were further
assessed as to cytochemical and clinical characteristics (table 1).

Lymphoid type was identified in 13 (24.1%) patients. All the 13
cases presented with surface marker CD10, 3 of 6 tested cases had
CD19, 2 of 5 had CD22 and 8 of 9 had HLA-DR. The T-cell marker
CDS5 was not found in any of the cases. There were no myeloid mark-
ers on cells from this group. Blast cytochemical characteristics in 11 of
12 tested cases completely reflected lymphoid energy metabolism type
(PAS-positive granular forms) and in 1 case all tests were negative. The
patients’ clinical pattern, besides symptoms and signs common for BC,
was characterized by frequent absence of previous acceleration phase
(AP), splenomegaly (77%) and hepatomegaly (76%). Blood profile
demonstrated relatively mild leukocytosis (Me 48.0 - 10%/1), blastemia
(Me 45%) and thrombopenia (Me 80 - 10°/1). Anemia was mild (Me 110
g/1). 3 of the 13 cases finally developed neuroleukemia (meningeal type)
and 2 presented with peripheral lymph node swelling. BC duration was
1 to 18 months (Me 8 months), total disease duration was 17 to 140
months (Me 37 months) (table 2).

Expression of lymphoid antigens CD10 and CD19 had the follow-
ing clinical and hematological meaning. CD10- and CD19-positive
cases presented with hepato- and splenomegaly significantly less fre-
quently, had normal hemoglobin, no AP and significantly longer BC
median (p<0,005).

Myeloid type was diagnosed in 13 (24.1%) patients. Blast surface
CDI15 was found in 5 of 12, CD11bin 9 of 11, HLA-DR in 6 of 10 test-
ed cases. There were practically no lymphoid antigens in any of the
cases. Cytochemical findings confirmed myeloid (including
myelomonocytic or monocytic) trend of differentiation in 6 of 11 cases;
all cytochemical tests (glycogen, myeloperoxydase, lipids, non-specific
esterase) were negative in 3 cases which rendered all cell undifferentiat-
ed, 2 cases were positive for glycogen only.

Unlike the lymphoid type, AP was absent only in 23%,
splenomegaly and hepatomegaly in 8% of the cases. The patients pre-
sented with low hemoglobin (Me 97 g/l), normal platelet count (Me
166.0 - 10°/1). Leukocyte (Me 12.9 - 10%/1) and blast (37%) counts were
not high. None of the cases had extramedullar (extrasplenic) leukemia
foci. BC duration was 1 to 14 months (Me 5 months), total disease



Proceedings of the 4th Russian National Congress “Man and Drug”

Tabnuya 2 Table 2
CpaBHuTeNIbRAA XapaKTepUCTUKa KJIMHMKO-reMaToNormyecknx nokasareneii sapuantos BK XMJ1 (M £ m)
Comparison of clinical and hematological characteristics with respect to CML BC types (median)
BapuaHTt 6nacTHoro kpusa
lfemaronornyeckme NMGOnLHLINA MUENOUAHbLIN CMeEeLUaHHbIN NPUMUTUBHBbIA Hepudbdeper-
nokasartenu (n=13) (n=15) (n=12) (n=5) UMPOBAHHBIA (N=9)
CeneseHka, cM 0—25 1—25* 0—12 10—30* 2—25*
Spleen, cm 2 12 3 25 12
TemMorno®wuH, r/n 77—130 40—133 71—140 60—94 70—140
Hemoglobin, g/I 110 97 101 76* 90
NefikouuTsl, - 109/n 21—190 3—212 2—140 5—180 9—82
Leukocytes, x 109/I 48 12 18 17 18
Bnactut, % 30—80 30—90 30—80 57—95 45—77
Blasts, % 45 37 44 78 55
TpomGouunTet, - 109/n 4—300 4—576 10—1000 60—1000 50—450
Platelets, x 109/ 80 166 83 650 120
MpoacAXNTENBHOCTL
X®P, mec 0—136 0—78 0—89 31—192 7—188
Chronic phase, mo. 30 25 35 41 42
MpoAcMKUTENBHOCTL
DA, mec 0—13 0—10 0—16 1—27 0—14
AP, mo. 0 3* 5% 8* 5*
MpoRoNXUTENEHOCTL
BK, mec 1—17 1—14 2—9 1—9 1—7
BC, mo. 8 5 5 2 3
NpoaonXuTensLHOCTL
XWU3HW, Mec 37 31 51 62 55
Life time, mo.
Hematology Lymphoid BC Myeloid BC Mixed BC Primitive BC Undifferentiated BC
BC types

* p < 0,05 no cpaeHenuio ¢ numdoungHbsiMm BK.
* p < 0.05 as compared to lymfoid BC.

B 3 cnyuasx Bce OCHOBHbBIE LMTOXMMHUECKHE PeakKUi ObliM OTpHLA-
TENbIBIMH, TOTAA KaK HCCIEJOBAHHE MOBEPXHOCTHBIX MEMOPAHHbBIX aHTH-
FCHOB OOHAPYKHIIO JOCTATOMHO BLICOKHI npotienT (> 20%) KNeToK, Hecy-
UIMX JTUM(OHAHBIE, MUETTOMAHBIE H MOHOLMTAPHAIC AHTUI€HbI.

Knunnnueckas xapakTepucTika OONbHbBIX 3TOH IPYINbI HE BBIAEISETCS Ka-
KHMU-TTHOO0 0COOCHHOCTAMH OT BBILICONHCAHHLIX BapHaHTOB. Y 3 (25%) u3 12
GonsHbIX OTCyTcTBOBAIAa (DA, CIUIEHO- U renatoMerains oTMeueHa y 9 u 8
Bonbiibix (75 1 66,6% COOTBETCTBEHHO). DKCTpaMenyspHbIE (Cene3eHO nbIE)
1 JIeiKeMUYECKHE oYary He OTMEUannck. Y POBHH reMOrIO0HHA U KOJIMUECT-
BO TpoMOoUMTOB yMepeHHo cumkensl (X 101 v/n u 82,5 - 10°/n). Jlefikouu-
Thl — B BONILLIMHCTBE C1yvaeB 1a cyOneiikeMHueckoM, HHOTIA Ha HOPMAJIb-
Hom yposHe (* 17,5 - 10°n), 6nacremns B npegenax 30—73% (+ 42,5%).
IMponomxnrensnocts BK cocrasisina or 2 no 9 mec (£ 5 mec), obuas npo-
JIOJKHTENBHOCTD 3ab0scBanns — ot 7 1o 101 Mec (£ 51 Mec) (eMm. Tabn. 2).

[TpMMHTHBHBIH BapUAHT BHICACH HA OCHOBAHMH BBISBIICHUS B KPOBHU 5
(9,3%) Gonbubix o1 23 no 80% (48,8%) GHACTHBIX KJIETOK, 3KCI PECCHPYIO-
wux CD34-anrurei, ot 6 go 51% HLA-DR II knacca u CD33- CDI13-
CD14- CDI15- CD7- CD38- CD45RA, uto COOTBCTCTBYET (PEHOTHMY NpPH-
MHMTHBHOI CTBOJIOBOH KIIETKH; JUMQOMAHBIE M MHENOHIHBIC MapKephl
NPAKTHYECKH OTCYTCTBOBaIN. OOpaluaeT Ha cebs BRUMaHUE TOT (GaKT, 4To
Yy 3 13 9TuX 5 GONBHBIX MPH MCCIEAOBAHUH LMTOXMMHYECKAX MApPKEPOB
Bnactsl OpUIM OleHeHbl Kak Muenouadbie (PAS-nonoxuTenbnas peakuus
B anddysHoit popme B 18—100% KIIETOK) MITH MHEITOMOHOLMTOKAHBIE (10-
JIOKUTENbHAS peaklins Ha HecrielndHuecKyo acTepasy, nojasiuseMas Gro-
PHCTBIM HATPHEM, HalTMuKe Tejlel] Ayapa).

Knnnnueckas xapruna 3a6oseBalius HApAAY ¢ BHIPAKCHHBIMH OGLIMMHE
CHMITTOMaMH MHTOKCHKALIMH XapakTepHU30Banach NOCTOSANHOI npeaiect-
syioumieit @A (+ 8 mec), Hrerporexyumm BK (£ 2 mec) 4 fosonsno npo-
JIOJDKUTENIBHBIMH 001IMME cpokaMu 3aboneBanus (£ 62 mec) 3a cuer anmu-
Tenphoit XD (£ 41 Mec). V Bcex Oonbibix Oblia BbIpaXcHHaA
cruienomeranus (£ 25 cm), ymepeHnas renaromeranus (X 3 cMm); akcTpame-
AynapHbie JicHKkeMHucckHe ouard (BHecelne3eHOUHble) OTCYTCTBOBAJH.

duration was 6 to 78 months (Me 31 months). As monoclonal antibod-
ies HAE-9 and HAE-3 recognize antigens of erythroblasts belonging to
myeloid differentiation lineage, the cases demonstrating reactivity with
HAE-9 and HAE-3 were entered in the myeloid group (see table 2).

Mixed BC was diagnosed in 12 (22.2%) patients by the presence of
circulating blast population with both lymphoid and mycloid (includ-
ing myelomonocytic or monocytic) differentiation as discovered by
immunophenotyping.

Comparison of membrane immunophenotyping versus cytochemi-
cal findings showed that the latter failed to reflect in full leukemic pop-
ulation heterogenicity especially as concerned lymphoid subpopulation
which was not found in 7 cases by cytochemical assay while being def-
initely seen by immunophenotyping techniques.

Three cases had all basic cytochemical tests negative though the
study of surface antigens discovered a rather high percentage (>20%) of
cells bearing lymphoid, myeloid and monocytic antigens.

As to clinical presentation these cases were similar to the previous
groups. 3 (25%) patients had no AP, 9 and 8 (75 and 66.6%, respective-
ly) patients presented with spleno- and hepatomegaly. There were no
extramedullar (extrasplenic) leukemia foci. Hemoglobin and platelet
levels were moderately decreased (Me 101 g/l and 82.5 - 10%1).
Leukocyte counts were mainly subleukemic or normal (Me 17.5 - 10°/1),
blastemia was within 30-73% (Me 42.5%), total disease duration was
7 to 101 months (Me 51 months) (see table 2).

Five (9.3%) cases had primitive type as defined basing on detection
of 23 to 80% (48.8%) of blasts expressing CD34 and 6 to 51% of blasts
expressing HLA-DR II, and CD33- CD13- CD14- CD15- CD7- CD38-
CD45RA- state, which corresponds to primitive stem cells; there were
practically no lymphoid or myeloid markers. Of note that blasts from
3 of the 5 cases were defined by cytochemistry as myeloid (PAS-posi-
tive reactivity of 18-100% of the cells in diffuse form) or as myelomono-
cytic (non-specific esterase positive test, Auer bodies).
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B kapTHHE KPOBH OTMeUeHa BbIPAXEHHAS TEHISHIUS K aHeMHU3alMH (reMo-
rnobun: = 76 r/n), BbIcoKas crenens Gnacremuu (+ 78%) 1 HaAKIIOHHOCTH
K rHnepTpoMooLmTo3y: y 3 (60%) 13 5 601bHBIX KOJIHUECTBO TPOMOOIMTOB
npespiuaio 600 - 10%1 (+ 650 - 10%1) (cM. tabn. 2).

Henuddepenunponanuniii Bapuant BK otmeuen y 9 (16,7%) 6onbHbIX,
Ha MeMOpaHe 6JIaCTHBIX KJIETOK KOTOPBIX MBI HE OOHAPYXHIH 3HAUHUTENb-
HOM 3KCNPECCHH HU OFHOTO U3 AHTUTEHOB, UACHTUOUIMPYEMBIX C MOMO-
LIbI0 UMEIOLEHCA B Haleil MaHend MOHOKJIOHAJIBHBIX AHTHTEN, Kpome
HLA-DR, Ha 5—53% knetox. BMecte ¢ TeM B Gnacrax 5 u3 8 Tecrupyembix
M0 LMTOXMMHUECKUM MapKepaM oGHapyxeH riukored (PAS-nonoxurens-
Has peakuus) Ha 28-—100% 61acTHBIX KIETOK B rpaHynspHoii dopme npu
OTCYTCTBMM LMTOIIA3MATHYECKMX MapKepOB MHETOUAHOM IMHMH, ¥ 2 OT-
METHIH TNIoNoxuTenbHyo PAS-peakumio B nuddysHoit popme B 28 u 40%,
B COYETAHHMH C TMONOXHTENbHON peakuyeld Ha Mueonepokcuaasy B 23
1 60% xserox n y | DONBHOrO — MOJIOKUTENBHYIO PEAKLMIO HA HECTICLIH-
¢uueckyto acrepasy, nopasnsemyio gropuctsiM HarpueMm. MHbIMH cioBa-
MM, B IaHHOH Ipynne 60/bHBIX MMEIO MECTO HECOOTBETCTBUE MEMOPaHHBIX
M UMTOMIA3MATHYECKMX MAapKEepoOB, NPHYEM MOCIEAHRNE OKasaucy bonee
HH(GOPMATHBHBIMH, YeM TepBLIE.

B kIHHHYECKOM TeYeHHH JAHHOIO BapHaHTa OTMEYanach JUIMTCIAbLHAA
X (£ 42 mec) u DA (£ 5 mec) npu koporkom BK (£ 3 mec). B Teuenne 3a-
BoJieBaHUsI OTMEYANach CKIIOHHOCTH K aHeMun (remornobuim: * 90 r/n),
crenomeranuu ( 12 cm) (cM. Tab. 2).

B nponomxenue Bcero nepuoaa HabmoaeHns 3a G0IbHBIMH C BHILIEYTIO-
MsaHyTEIMH BapnantaMi BK XMJI uM npoBoannacs NONMXMMHOTEpANHS,
B X0/Ie KOTOPOH HCTIONBL30BAH ClleIYIOLIKE MpenapaThl — LUTO3ap, py6o-
MHLHH, METOTpPEeKCaT, 6-MepKanTONMypHH, NMPEeAHH30I0H, UHKIodocdaH,
BMHKPHCTHH no cxemam 7 + 3, AVAMP, CVAMP, COAP, VCR + PR,
POMP u manbie 10361 quTO3apa.

VYunrsisas TXecTb TeueHHs npH BK, a Takke NpakTHYECKOE OTCYTCT-
BHE ONPEC/ICHHBIX peKOMEHIAUUH B COBPEMEHHOI InTeparype, MIUb NPy
numdonaHoM BapuanTe [8] B cxeMbl JieueHUs B 6OJBLLUIMHCTBE city4aes (8 u3
12 GOJIBHBIX) BKIIOUAHM BUHKPHCTHH M NIPEIXHH300H.

B pesynbTaTe TakOro aHamM3a okas3aHo, YTo HauBGobliee YHCIIO JULL, OT-
BETHBLLHX HA JIUEHHE, 0Ka3aJIoCh B PyIITe GONBHBIX ¢ MMMPOHAHBIM BAPH-
antom BK — 6 (50%) 13 12 6onpHbIx (1 6016HOI U3 aHATIM32 UCKITIOUEH B CBSI-
34 ¢ paHHEH CMepTbio na 1-it Hedene JeUEHHS), M3 HUX ITOJNHONH PEMMCCHH
nocturnn 3 (50%) u3 6 uenosek. Y Beex 6 GONLHEBIX, JOCTUTILHX PEMHCCHIA,
BeIyUIMMH NpenapaTaMi GbUTM BUHKPUCTHH + NPEAHU30I0H. [UIHTENsHOCT
pemucenit cocraBuna ot 1 go 8 Mec, mpopomxurensHocTh BK no neranstoro
rcxona — ot 9 1o 13 Mec y L, ROCTHIIUHX peMUCCHil. Y He OTBETHBLINX HA
JIeYEHHE — OT 2 10 3 MEC, UTO YKa3bIBAET Ha 1EJIeCOOOPA3HOCTD JOCTHXKEHUS
pemuccnil y 6onbHBIX ¢ nmnmdonassiM sapuantom BK (tabn. 3)

B uncne 15 6onbHbIX ¢ MuenouaHEIM BapuanToM BK (npu ouienke pe-
3y/ILTATOB JIEUEHHs CIONA BKIIOUEHO HapaBHe ¢ 13 GONILHBIMH C MHEJIOHN-
HBIM BapHaHTOM ellie 2 ¢ IpUTPOHIHBIM) peMuccus (ronHas) Habmoaanach
ToJbKO y 1 (6,6%) 60N1bHOrO, KOTOPBII NOTyHan BUHKPUCTHH + 6-MepKan-
TONYPHH + METOTPEKCAT; PEMYUCCHS B 3TOM Cilyuae IPOAOIKANACh 6 Mec
npy obuiei NpoAoIKUTENLHOCTH GiaacTHOro kpu3a 8 mec. YV 14 GoNbHBIX,
He JIOCTHTLINX PEMHCCHIi, HECMOTPS HA [OBTOPHBIE KYPChl NPAKTHYECKH
BCEX BBILIEYKA3AHHBIX CXeM XMMHOTepanuH, amutensHocts BK cocrasunma
ot 1 go 14 Mec. 310 yka3bIBaeT Ha IIOXOH NMPOrHO3 AaHHOro BapuaHTa BK
[IPH MCTIONB30BAHUH OGLUENIPUHATHIX CXeM XUMHOTEpanuu (cM. tabim. 3).

M3 12 6onbHbIX co cMelanibM BapuanToM BK pemucenn noctiruy s
y 4 (33,3%) uenosex, y 3 (75%) U3 HUX — [OJIHASA, IPH 3TOM Y 2 U3 3 6OJTb-
HBIX C [OJIHOH peMHccHell B IpoLecce JNeYSHUs NTPUMEHAIHCh KYPChl BHH-
KPHUCTHH + NPEAHN30JI0H. JANUTENbHOCTD AOCTHTHYTHIX PEMHCCHH COCTAaBH-
na 2—3 mec; nponomxuTenbHocTh BK npu Hanu4nmu peMuccnii cocrasuna
5—9 Mec; B ciiyuae ee OTCYTCTBHA GIaCTHBIH KPH3 NPooDKancs 2—8 mec
(cm. Tabn. 3).

[Mpumeuatenen daxT, 4To y Beex § GONBHBIX, HE OTBETHBLIMX HA XMMHO-
TEPAIHIO, IPH LIMTOXMMHYECKOM aHanau3e B OJACTHBIX KJETKaX He ObLIO
BBIABIEHO ANMGOHAHBIX MapKEpOB, XOTS MMMYHHBIH (EHOTHI TAKOBBIE
BKJII0YaI. Y Ul K€, OTBETHBILUX Ha NeueHue, TMMGOUIHbBIC MaPKepbl MPH-
CYTCTBOBAJIM KaK B LIUTONJIA3ME, TAK H Ha IIOBEPXHOCTH MeMOpaH (MMMyH-
HbIi (peHOTHR TUMGPOMUENTOMOHOUUTAPHEIH). U3 3TOr0 MOXHO 3aKmo-
YHMTb, YTO NMPUCYTCTBHE B KIETKaX TUM(OUIHBIX MapkepoB (Ha MeMbpane
N/UIM B IUTOMIA3Me NpU cMenaiHoM Bapuante BK) B onpenenennoii cre-
HIEHU T103BOJISIET MPOTHOUPOBATL OIArONPUATHBIN OTBET HA XHMHOTEpa-
110, BKJIIOYAIOLLYIO KOMOHHAUNIO BAHKPUCTHHA C NPEIHU30TOHOM.

Mpumurneuelit BapuanT BK, nabmogasumiics y 5 60nbHbIX, 6501 101-
HOCTBIO PE3HCTEHTHBIM K XMMHOTEpanuu no cxemam 7 + 3, 5 + 2, COAP,
POMP. dnurensnocts BK cocrasuna or 1 no 9 mec (Me 2 mec). Cnenyer

52

The patients’ clinical pattern besides general intoxication symptoms
was characterized by previous AP (Me 8 months), short duration of
blast crisis (Me 2 months) and rather long total disease (Me 62 months)
duc to long lasting chronic phase (Me 41 months). All the cases pre-
sented with marked splenomegaly (Me 25 cm), moderate hepatomegaly
(Me 3 cm); there were no extramedullar (extrasplenic) leukemia foci.
The patients’ blood profile demonstrated a marked anemization trend
(hemoglobin Me 76 g/l), high-grade blastemia (Me 78%), hyperthrom-
bocytosis tendency: 3 (60%) of the 5 cases had platelet counts greater
than 600 - 1071 (Me 650 - 10*/1) (see table 2).

Undifferentiated type was found in 9 (16.7%) patients. The patients’
blasts expressed no antigens identifiable by the used monoclonal anti-
body panel except HLA-DR which was found on 5-53% of the cells.
Glycogen (PAS-positive test) was found on 28-100% of granular blasts
and no myeloid lineage markers were discovered in 5 of 8 tested cases ,
PAS-positive reactivity was discovered on 28 and 40% of blasts in the
diffuse form and myeloperoxydase-positive reactivity in 23 and 60% in
2 cases, positive test for non-specific esterase was detected in 1 case.
This means that the patients in question demonstrated discordance of
the membrane and cytoplasmic markers with the latter being more
informative than the former.

The clinical course was characterized by long lasting chronic phase
(Me 42 months) and AP (Me 5 months), and short BC (Me 3 months).
There was anemization (hemoglobin Me 90 g/l) and splenomegaly (Me
12 cm) trends (see table 2).

During the study all the CML BC patients received polychemother-'.
apy with cytosar, rubomycin, methotrexate, 6-mercaptopurine, pred-
nisolone, cyclophosphamide, vincristine by 7+3, AVAMP, CVYAMP,
COAP, VCR+PR, POMP schedules and low-dose cytosar.

Taking into account the severe course of BC as well as practically no
clear recommendations in the literature, only patients with lymphoid type
(8/12) also received vincristine and prednisolone as recommended in [8].

Response to treatment was the highest in lymphoid BC: 6 (50%) of
12 cases (I patient died within the first week of treatment and was
excluded from the analysis), complete response was detected in 3 (50%)
of the 6 cases. All the responders received vincristine and prednisolone
as major therapy. Response duration was 1 to 8 months, BC duration
till death was 9 to 13 months in the responders and 2 to 3 months in the
non-responders which confirms the importance of achieving response
in patients with lymphoid BC (table 3).

Of the 15 patients with myeloid BC (13 cases with myeloid and 2
cases with erythroid types) complete response was achieved only in 1
(6.6%) patient receiving vincristine, 6-mercaptopurine, methotrexate
therapy, response duration was 6 months, total BC duration was 8
months. The remaining 14 non-responders had BC duration | to 14
months in spite of repeated cycles of practically all chemotherapy

Table 3

Pe3ynbTathl Ne4eHna U BbDKMBaeMocTb 6onbHbix ¢ BK XMJ1
Treatment outcomes and survival of patients with CML BC

Tabnuya 3

BapwanT BK Pemuccun BK, mec

abc. uucno %
NumbongHetin 6/12 50 +8,0
Lymphoid
MuenougHein - 1/15 7 +5,0
Myeloid
CMellaHHbIA 4/12 33 5,0
Mixed
HeandodepeH-
UMpPOBaHHbLIN 0/9 0 +3,0
Primitive
MpUMUTUBHBIN 0/15 0 +2,0
Undifferentiated
Obwas rpynna 11/53 21 +4,5
Total

No. %

BC type Responders BC, mo.
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MOAYEPKHYTD, 4TO TMM(pOKIIIbIE MapKepbl y 3THX 5 GONMBHBIX OTCYTCTBOBA-
JIM KaK Ha MOBEPXHOCTHBIX MeMOpaHax, Tak M B UTOMIasme (cM. Tabm. 3).

ITpu veandpepenumporanHoM Bapnante BK oreeT Ha neuenve orcyrT-
CTBOBAJI, HECMOTPA HA MHOTOKPATHBIE KYPChI MOTHXUMHOTEPAITHH, BKITIO-
yaiolme pyGoMHLMH, UUTO3ap, cMpOOPOMHH, METOTpeKCaT, LHKnodoc-
dan. Anurensuocts BK y xumuopesncrenTHeix 6onbHbIX cocTaBuna ot |
1o 7 mec (cm. Tabn. 3).

Takum o6pa3zom, NPEANPUHSTHIH HAMH aHAJIM3 TTO3BOMMI NIPHHTH K Ciie-
AyroueMy 3akmouennio. Hanbonblee KTHHHYCCKOE 3HAYEHHE HMEET Bblje-
JieHHe U3 uncna Beex 6onbHbIx ¢ BK XMJI nni ¢ nuMbonaHeIM BapHaHTOM,
KOTOpPBIH B Hammux Habmoaenusx auMarHocTupoBaH B 24% u3 54 cryuaes.
OTH AaHHBIC COMOCTABUMEI C pE3yJIbTaTaMK APYTHX aBTOpOB [5]. YkasaHHsIi
Bapuant BK Bo Beex ciyuasx GbuT NOATBEPIK/EIH C TOMOLUBIO CTAHAAPTHBIX
LIUTOXHMHYECKMX HCCIICAOBAHNH, UTO CBUAETENLCTBYCT O HECOMHEIHOI Ana-
FHOCTHYECKO LIEHHOCTH 1ocieHnX B obLieknnHueckor npakruke. Ham
HEH3BCCTHBI MOKOOHbIE COTIOCTaBNIeH s B PabOoTax APYruX aBTOPOB.

JInmdonanelit BapHaHT KMEET HEKOTOPbIE CBOWCTBA, OTINYAIOIHUE €ro
oT apyrux, HenuMmponansix Bapuautos BK: yactoe orcyTcTBHE npeaiecTBy-
rouieit MA, opraloMeraivi, MEHee BBIPAXKEHHYIO TEHAEHUHWIO K AHEMMH,
CKJIOHHOCTb K TPOMOOLMTONEHHH, YTO XdPAKTEPHU3YeT B LEJIOM MEHBILIYIO
OMyXOJIEBYIO MacCy B OpraHusme. Bmecre ¢ Tem Tonbko npu uMponiHoM
BK nabmionanu (B OTAENBHBIX CIyuasix) yBeJIHUCHHE 11epUPEPHICCKIX JIUM-
(oy3noB 1 MeHunreansiyio Gopmy Heitponeiikosa. Yxazanusie ocobennoc-
TH B U3BECTHOH HaM JINTEpaType HE OTPAKEHBI. B COOTBETCTBHHU ¢ JaHHBIMU
Jpyrux aBTopos [5], Mbl Habmonanmu HanGolee YACTOE JOCTHKEHHE peMHC-
cuii npu numdouanom sapuante BK B cnyuae ucnons3oBanus coueranus
BUHIKPHCTUHA U NPSAHU30J0HA HIIN CTAHAAPTHBIX CXEM MOAHXMMHOTEPAIHH,
BKJIIOUAIOIMX 3TH 2 npenapara. ClesyeT OTMETUTD, YTO XOTS [UIMTENBHOCTD
GK 6oneime npu ammdonanom BK (£ 8 mec), yem npu apyrux Bapuanrax,
B HEJIOM MPOAOJIKHTENLIIOCTD XKU3IIH Y ITHX 60JibtbIX Kopoue (E 37 mec).

C yueToMm pe3yabTaTOB HALIMX UCCIIEIOBAHUHN, CMELIAHHBII BAPHANT Lie-
nlecooOpasHO paccMaTPUBAThL, C TOUKH 3PCHUS €ro NpPOrHo3a, Ha BTOPOM
MecTe rnocne JITMMGOHAIIOro, MK 3TOM Hanbosee NepCneKTHBHBIMHU SBJIs-
10TCs city4an cmelraHHoro BK, rae Hapsaay ¢ BeIABJICHHEM AMAarHOCTHYECKH
3HAYHMOTO KOJIHYECTBA KJIETOK, 3KCIIPECCHPYIOLIMX «TUMQOUIHBIE» MO-
BEPXHOCTHBIE MAPKEPHI, BBIABIAIOTCS JISHKEMHUECKHE CyOnomyIsaLuiu ¢ co-
OTBETCTBYIOLUMMH LUTOIIA3MATHUECKHMH CYOCTAHLMAMH.

Bcee apyrue BapuanTsl BK (Muenonaublii, 3puTpOUAHBIN, TPUMHTHBHBIHA
H HeaudibepeHUMPOBAHHEII) OKA3ATUCH IPAKTUUCCKH HEKYPABETLHEIMH.

Taxkum obpazoM, MMMYHO(MDEHOTHIHMYECKOE HCCIIEOBAHKE HApALy
C JAHHBIMH LUMTOMOP(ONIOTHUECKOTO H LIMTOXUMHYECKOTO AHAIM3A N103B0-
JIA€T B AOCTATOUHOMH Mepe MOJTHO OXapaKTepU30BaTh NOMYAAUNK 61ACTHBIX
KJIeTOk B TepmiHanbHOH (aze XMJL. Bonee Toro, B oTAeNbHBIX BapHaHTax
BK XMIJI BO3MOKHOCTH 3TOrO METOAA MPEBBIIIAIOT OOLIENPHHSAThIE METO-
JIMKH H PE3YNIbTaThl, 0€3YCIIOBHO, AOJDKHBI IPUHHMATLCS BO BHUMAIHE NTPH
BBIOOPE PALHOHANBLHOH TAKTHKH JICHEHHSI.
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schedules. This suggests that myeloid BC has poor prognosis in spite of
convenient chemotherapy (see table 3).

Of the 12 patients with mixed BC 4 (33.3%) responded to treatment
with 3 (75%) cases demonstrating complete response. These patients
received vincristine and prednisolone therapy. Response duration was
2-3 months, BC lasted for 5-9 months in the responders and 2-8 months
in the non-responders (see table 3).

All the 8 non-responders to chemotherapy presented with lymphoid
markers by immunophenotyping and no such markers by cytochemical
analysis. While the responders had the lymphoid markers both in cyto-
plasm and on cell membranes (lymphomyelomonocytic immunopheno-
type). Thus the presence of the lymphoid markers (on cell membrane
and/or cytoplasm) in mixed BC may be suggestive of better prognosis
as to response to chemotherapy including vincristine and prednisolone.

The primitive BC diagnosed in 5 cases was fully resistant to
chemotherapy by 7+3, 5+2, COAP, POMP schedules. BC duration was
[ to 9 months (Me 2 months). There were no cell membrane or cyto-
plasmic lymphoid marker in these cases (see table 3).

All patients with undifferentiated BC failed to respond to multiple
polychemotherapy cycles including rubomyecin, cytosar, spirobromin,
methotrexate, cyclophosphamide. BC duration was | to 7 months (see
table 3).

The following conclusion may be made basing on our findings. The
distinguishing of lymphoid CML BC type (24% of 54 cases) is of most
clinical significance. Our findings are in agreement with data of other
authors [5]. This BC type was confirmed by standard cytochemical tests
in all cases which was indicative of their diagnostic value. We failed to
find similar comparisons in the literature.

The lymphoid type has distinctions from non-lymphoid BC such as
frequent absence of previous AP, organomegaly, less marked anemiza-
tion trend, thrombopenia tendency which is characteristic of lower
tumor burden in the body. Besides, only (some) cases with lymphoid
BC presented with peripheral lymph node swelling and meningeal neu-
roleukemia. There is no mention of these characteristics in the litera-
ture. Like other authors [5] we also observed more frequent response of
lymphoid BC cases to vincristine+prednisolone therapy or standard
polychemotherapy including these drugs. Of note that patients with
lymphoid BC had shorter survival (Me 37 months) with a longer BC
phase (Me 8 months).

Basing on our findings the mixed type may be considered the sccond
after lymphoid BC as to prognosis. The most promising are mixed BC
cases presenting with both diagnostically significant counts of cells
expressing “lymphoid” surface markers and leukemic subpopulations
with corresponding cytoplasmic substances.

All the remaining BC types (myeloid, erythroid, primitive and
undifferentiated) were practically incurable.

Thus, immunophenotyping together with cytomorphological and
cytochemical findings is a good tool to characterize blast populations in
terminal CML phase. Moreover, as concerns some CML BC types this
method is superior by capacity to common techniques and immunophe-
notyping findings should be considered in choice of rational treatment.
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