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Tabnwnuya 3 Table 3
TOKCHUYHOCTE ARYX PEXMMOB XMMUOTEepanumn
Toxicity of two chemotherapy schedules
Cxema I, Cxema i,
Bua, TOKCUYHOCTU yucno % yMcno %
KypCOB KypcoB
Toulora, pgota 40/49 81,6 15/37 40,5
Nausea, vomiting
Jleiikonerung 1—II
cTeneHn 7/49 14,3 7/37 18,9
Leukopenia grade |—II
TpomBouuToneHus
1 cTeneHn
Thrombocytopenia 4/49 8,2 2/31 5,4
grade |
AHemus 1—Il cTeneHu
Anemia grade —II 3/49 61 - 0
HedppoTOKCUYHOCTL .
Nephrotoxicity 6/49 12,2 0
HeWlpoToKCUYHOCTL
Neurotoxicity /49 6.1 0
Toxicities Schedule |, % Schedule %
cycles 11, cycles

MpuMeyauu e B uuciurene — KOJMIECTBO KYPCOB ¢ TOKCHUHOCTBIO, B
3HaAMEHAaTeIe — 061.uee YHCIO KypPCOB.

N o te. Numbers in numerator are cycles with toxicity, numbers in denominator are
cycle totals.
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BIVAHVE NTMMYHOOEHOTUIIA BJACTHBIX
KJIETOK HA ITPOTHO3 OCTPOIO
HEJIMM®OBJIACTHOTO JIEMKO3A

HHH kaunuyecrcoli onxoao2uy

B nocnennre nBa OAeCATHICTHS] HAKOIMINCH TAHHBIE O TOM,
WTO, KPOME MOP(OIATOXUMHIIECKOM XapaKTEPHUCTHKK OITACTHBIX
KIIETOK, OTPAKAIOLUSH BAPHAHT JIEIK03a, B IPOTHO3E 3a00IeBAHMT
ONIPEESICHHYIO POJIb UIPAIOT LIHTOreHETHIECKYe abeppaniiy 1
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cases with the affection of two or more systems. Analysis of
response to aranose-containing chemotherapy with respect
to previous treatment discovered that partial response was
achieved only in 2 of 8 (25%) previously treated patients.

Table 3 summarizes toxicities of the two aranose-containing
chemotherapy regimens. A total of 86 cycles were given includ-
ing 49 cycles by schedule I and 37 cycles by schedule II.

Main toxicities in both schedules were nausea and vomiting
which were reported two-fold more frequently during cisplatin-
containing therapy (81.6% vs 40.5%). Hemopoietic effects were
moderate and consisted of grade I-II leukopenia (14.3% vs 18.9%,
for schedules I and IT respectively) and grade I thrombocytopenia
(8.2% vs 5.4%, for schedules ] and IT respectively); grade I-IT ane-
mia was seen in schedule I only (6.1%). Nephrotoxicity as a mild
rise in urea and/or creatinine related to cisplatin was 12.2%.
Neurotoxicity was also characteristic of cisplatin therapy (6.1%).
Allside effects were reversible, the chemotherapy was given on an
out-patient basis and required no hospitalization.

Conclusions. 1. Response to aranose-containing chemother-
apy combinations in cases with disseminated cutaneous
melanoma was partial and reached an average of 30%.

2. The regimens were more effective as first-line
chemotherapy.

3. The therapy has moderate toxicity and may be recom-
mended for out-patient treatment.
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EFFECT OF BLAST IMMUNOPHENOTYPE ON
PROGNOSIS OF NON-LYMPHOBLASTIC
LEUKEMIA

Institute of Clinical Oncology

Over the last two decades the investigators gathered evi-
dence in favor of the fact that beside morphocytochemical
characteristics of blasts reflecting leukemia type, cytogenetic
aberrations and immunological markers play a certain part in
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uMMyHonormaeckme Mapkepst [8, 10, 14]. IIporHocTrHyeckoe
3HAYEHHE PASITNYHEIX UMMYHONOTHIECKIX MAPKEPOB IIPH OCT-
pom menumdobnacTtaomM netikoze (OHIUI) senseTcs mpeame-
TOM IIMPOKUX obcyxnenwuii. [To MESHWIO PsNa aBTOpPOB, CYILE-
CTBYIOT HOCTOBEPHRBIE CBSI3U MEXIY SKCIIPECCHEN PasIMYHEBIX
TTOBEPXHOCTHBIX RHTUTEHOB Y YACTOTOM ITOJTHBIX PEMHCCHIH, X
MPOLOIKUTEIPHOCTBI0 W BBIKHBAEMOCTEIO 60mpHBIX. Cpenn
AHTHIEHOB, VMEIOMMX HEOIaronpusiTHOE IMPOTHOCTHYECKOE
saavyenue pu OHJIJI, yawe seero Hasesator CD7 [6, 7, 20,
211, CD34 [17, 19], CD33 [12], CD13 [11], CD14 [4], CD11b
[4], HLA-DR [11], CD9 [4], TdT [13]. 9xcupeccus TAKUX aH-
Turenos, kak CD2 [2], CD15 [18], CD56 [21], va mosepxHOC-
TH OTIYXOJIEBHIX KIETOK ACCOIHMUPYETCS € MYYLIMM OTBETOM Ha
JISYEHUE U BEDKHUBAEMOCTRIO OONBHEIX. JIpyrie HCCHeLoBaTENH
[1, 5, 15] He NORTBEPAMIU KOPPENALIMIO MEXIY SKCIPECCHEN
OTOEBHBIX AHTUTEHOB M MPOTHO30M 3a00JIeBAHNS,

JIUIsT OLIEHKY ITPOTHOCTHYECKOH 3HAYMMOCTH HIMMYHOJIOTHYEC-
Kux ocobeHHocTei OnacTHpx Kierok npu OHJII 6bima npoaHanu-
3UPOBAHA TPYIINA OOMBHBIX, ITOJMYUUBIINX OXMHAKOBYIO LIHTO3ap-
HIApYOUIAHOBYIO TIPOTpaMMy B pexkame 3 + 7. MmapyouimH Obin
CUHTE3MPOBAH KaK IMpeTiapaT BTOPOTO IIOKOJICHHMS aHTPaKIM-
HOB, OONANAIOUIMIA MEHBIIEH KapIMOTOKCMYHOCTRIO 10 CpaBHE-
HIIO ¢ JayHopyOoMuuuHOM (pyooMmiuHoM). MmapyOuiiuH B
1990 r. prumioueH skenepTamy FDA (CIIIA) B rpyrmy 1eKapCTBEH-
HEIX TIpenaparoB kiacca A mist reuenust OHJUL, . e. npapyduums
MIPU3HAH TIPErapaToM nepsoit quHun B Teparnuy OHJIL 3ameHa
JAyHOPYOMIIMHA Ha UIApyOULIMH B cxeMe 3 -+ 7 He IpuBeia K 10~
CTOBEPHOMY YBENHIEHHIO YacToThl pemuccuii mpu OHJIT (64,4%
npu payHopyoumae, 69,4% npu uoapyouuuse) [16]. Ieanocts
PEAPYOUMLUMHA COCTOUT B TOM, UTo ¥ 75% Gonmsrbix ¢ OHJIIT pevuc-
CHISI IOCTHIAETCST TTOCIE OMHOTO MHIYKIUOHHOTO Kypca ¢ Uiapyou-
LMHOM ¥ TOJIBKO Y 49% — TIPY UCIIONE30BAHKUHI JAYHOPYORLIMHA, 2
BBLLKMBAEMOCTD B TeueHue 2 JieT cocrapister 50% npotus 17% co-
otserctBeHHO [3]. O 3HAunTEeNnEHOM 3(DbeKTUBHOCTH NIAPyOHLIK-
Ha FOBOPHT M BO3MOXHOCTb TOCTYKEHHSI PEMICCHH Y OONBIITHHCT-
Ba MALHEeHTOB ¢ HeOnaronpusaTHeiMu FAB-sapranramu OHJITIL,
YTO TIPH HCITOAB30BAHUM TAKOTO OBIUETIPHHSITOrO IIpernapaTa, Kak
JAYHOPYOULIH, OBUTO GONBIIOH PEIKOCTEIO.

O6cnenopanu 38 6onsrbix OHJII B BO3pacTe oT 14 1o 62 et
(Memuana 40 yieT), MOAyYMBIINX JIEUCHUE B OTISICHUM XUMUO-
Tepary remobGnacrosos OHII PAMH 3a nepuon ¢ 1991 no
1997 r. Quargo3z OHJUI n ycraroBneHne BapuaHTa eHKo3a B
coorBeTcTBUM ¢ FAB-knaccudukanueif ocHOBBIBANIWCL Ha
CTAHIAPTHBIX MOPMOLIMTOXUMIYECKIX KPUTEpHaX. Pacmpene-
JleHre OOJBHBIX B 3aBUCHUMOCTH oT FAB-BapuanTa 3a0onepa-
Hus 6euto cenyrommm: MO — 1 (2,63%), M1 — 8 (21,05%),
M2 — 8 (21,05%), M3 — 5 (13,16%), M4dao3 — 2 (5,26%), M4
— 8(21,05%), M5A — 2 (5, 26%), M5B — 0, M6 — 2 (5, 26%),
M7 —1(2,63%), M8 (M26a3) — 1 (2,63%).

JnuTeIsHOCTE 3a00IeBAHIS K MOMEHTY Havyajia XMMHOTepa-
iy Konebanace ot 0,5 mo 4 mec (Meguana 1 Mec). Y 4 OOIBHBIX
3a200JIEBAHNE CTANI0 MCXOLOM MHENONMCIUIACTHIECKOTO CHHMI-
pomMa — pedpaKkTepHO aHEMUHK ¢ H30LITKOM ONacTORB.

K moMmenTy Havana tepanuu obuiee cocrosuue y 12 (31,6%)
GONIBHBIX OBIIO YIOBACTBOPUTENBHEIM, ¥ 15 (39,5%) — cpenHeit
TkecTd, v 11 (28,9%) GONbHBIX — TSKEABIM. TSDKECTh
3a0051eBaHAS OOYCNIOBAMBANACE aHEMUEH, reMOppParuyecKuM
CUHIPOMOM M Jimxopankoit, Jluxopanka seimre 38 °C oTMevanach

disease prognosis [8,10,14]. There is much discussion of
prognostic significance of immunological markers in acute
non-lymphoblastic leukemia (ANLL).Some authors believe
that there are reliable links between expression of surface
antigens, the rate and duration of complete response,
patients’ survival. The most common antigens indicative of
poor disease prognosis in ANLL are CD7 [6,7,9,20,21],
CD34 [17,19], CD33 [12], CD13 [11], CD14 [4], CDl11b
[4], HLA-DR [11], CD9 [4], TdT [13]. Expression of anti-
gens such as CD2 [2], CD15 [18], CD56 [21] on tumor cells
is associated with a better response and survival. While other
investigators [1,5,15] found no correlation between expres-
sion of individual antigens and disease prognosis.

To assess prognostic significance of immunological char-
acteristics of blasts in ANLL we analyzed a group of patients
receiving similar cytosar-idarubicin therapy by the 3+7
schedule. Idarubicin was synthesized as a second-generation
anthracycline demonstrating a lower carditoxicity as com-
pared to daunorubicin (rubomycin). In 1990 the FDA (USA)
included idarubicin in the group of class Ia drugs for ANLL,
i.e. idarubicin was recognized a frist-line therapy for ANLL.
Substitution of idarubicin for daunorubicin in the 3+7 sched-
ule failed to increase the response rate in ANLL in a statisti-
cally significant manner (64.4% with daunoribicin vs 69.4%
with idarubicin) [16]. However, idarubicin has the advantage
of achieving a 75% response in ANLL after one injection cycle
versus 49% with daunorubicin with the 2-year survival being
50% versus 17%, respectively [3]. Besides, idarubicin therapy
results in remission of most patients with poor FAB types of
ANLL while daunorubicin was rarely effective in such cases.

The study was performed in 38 patients with ANLL aged
14 to 62 years (median 40 years) who were managed at the
Hemoblastosis Chemotherapy Department, BMCRC,
RAMS during 1991 to 1997. The diagnosis of ANLL and
laukemia type in accordance with the FAB classification was
based on standard morphocytochemical tests. Case distribu-
tion with respect to FAB type was as follows: 1 (2.63%)
patient had MO0, 8 (21.05%) had M1, 8 (21.05%) had M2, 5
(13.16%) had M3, 2 (5.26%) had Mdeos, 8 (21.05%) had
M4, 2 (5.26%) had M5A, 0 had M5B, 2 (5.26%) had M6, 1
(2.63%) had M7 and 1 (2.63%) had M8 (M2bas).

Disease duration by chemotherapy start ranged from 0.5 to
4 months (median 1 month). In 4 cases the disease was an
outcome of myelodysplastic syndrome (MDS) — refractory
anemia with excess of blasts (RAEB).

By therapy start performance status was assessed as satis-
factory in 12 (31.6%), moderately severe in 15 (39.5%) and
severe in 11 (28.9%) patients. The disease severity was due to
anemia, hemorrhagic syndrome and fever. 10 (26.3%)
patients had fever above 38°C. Hemorrhagic syndrome of
various severity was detected by therapy start in 11 (28.9%)
patients. 7 (18.4%) cases presented with both bone marrow
lesion and extramedullary events.

Severity of peripheral blood and bone marrow lesions was
different in different patients (table 2).

Hemoglobin content varied from 3.2 to 13.0 g/dl. Severe
anemia below 7.5 g/dl was found in 9 (23.7%) cases of whom 6
(15.8%) had hemoglobin levels under 6.5 g/dl. Platelet levels

31



Ravrecrue uccaedoBarus

Tad6bnwuwua 1 Table 1
Xapakrep aKcTpaMeaynnsipHbIX nposigneHuii y 6onbHbix OHJI
Extramedullary events in ANLL patients

MopaxxeHne
FAB- M
BapuaHT "HMB"T — cene- | immdo- | MUH- MArkmux
8€HKU | y3noB | ganuvH | TKaHeit
M4303 +
M4eos
M4 + +
M4 + +
M4 +
M1 + + + +
M1 +
M5A +
. lymph . soft
skin | spleen tonsils .
FAB Ginghvitis nodes tissues
type R
Lesion site

y 10 (26,3%) 6onpHBIX. TeMOpparnyecKuii CHHIPOM Pa3IHIHOM
CTETNEHH BRIPAKEHHOCTH K MOMEHTY Havuaa Teparuy HaOroman-
ca y 11 (28,9%) marmenTon. IToMUMO ITOPAasKEHUST KOCTHOrO
mo3sra, v 7 (18,4%) GonbHbIX OBITH BEISIBJICHBI SKCTPAMELYANSD-
HbIe TIPOSBICHUS 3a00meBauus (Tabs. 1). CreneHp BEPaKEHHO-
CTH TMATOJIOTHYECKUX M3MeHEeHHl B repudepryeckoil KpoBu U
KOCTHOM MO3re ObUTa pasnmyHoit (Tab. 2).

Yposens remornobuna xonedancs or 3,2 go 13,0 v/mn. I'myboxas
anemus ke 7,5 v/t Habmonanack y 9 (23,7%) O0NBHBIX, U3 HAX
y 6 (15,8%) UMeNoch CHIXEHHE reMOorIotHHa HInKe 6,5 r/m. Ko-
JINYeCTBO TPOMOOLIUTOB BaphupoBano oT 10 ;o 249 Teic. B 1 MK
TpomGonuumTonieHust Hike S0 Teic. B 1 mxn Habmomanacs y 18
(47,4%) GONBHBIX, 3 HUX Y 9 (23,7 %) TIAIIMEHTOB OTMEYATIOCh CHI-
KeHmue TpoMooumToR Hipke 30 Thic. B 1 M. I'eMopparmiaeckrtit
CYIHAPOM OTMeUasncs v 6 TALMeHToR ¢ TpoMOboumTonenueit IV cre-
nean (medee 30 Teic. B 1 Mior). I'paHuLIB! KONEOAHNS KOJIMYECTRA
JICHKOIIITOB B Tieprdeprieckoit Kpow coctaunu 0,9—173 Teic. B
1 MK, Jleikonerust Huke 3 Thic. B 1 M1 otMeueHa y 9 (23,7%)
GOTBHBLY, ¥ 3 73 HuX Oblia BRIIBIEHA JeHiKoneHms [V crenenu (Me-
Hee 1000 xrerox B 1 M), ¥ 13 (34%) 6onpHBIX 3a00NEBaHHE Xa-
PaKTePH30BANIOCE IEHKOIINTO30M BEIlIE 30 ThIC. B 1 MKJI, ¥ 3 113 HUX
KONMYECTRO NEHKOHTOB 65110 BEIIe 100 To1c. B 1 MK KomuyecTt-
BO OMACTHBIX KIIETOK Nepudepraeckoil Kposu konebdanock ot 0 no
989, G1aCTHEIX KJIETOK B KOCTHOM Mo3re — oT 41 ;o 98%.

ITonusre pemucceny (IIP) 6sutm mocTurdyTol y 60,5% mauu-
enToB (y 23 u3 38).

CornacHo TAHHBIM JIMTEPATYPBI M HAIIMM COOCTBEHHBIM Ha-
OMIONEeHMSIM, BAXKHYIO POJIb B IIPOrHO3€ B3POCIHBIX OOJNBHBIX
OHIJIT urparoT cneryiouye KIHHHKO-TeMATONOTUUECKHE TTIOKA-
3aTeNIN: BO3PACT, YPOBEHB JICHKOLIMTOB 1 OIACTHBIX KIIETOK B I1e-
pucdepryecKoil KpoBHU, BAPHMAHT JIEHKO3a B COOTBETCTBHH C
FAB-xnaccuduxaumeil, Hamuupe SKCTpaMeny/UIIPHEIX TIPOSIB-
JIEHUH, DIyOVHA TPOMOOIITOIICHIM U JIGHKOTICHHH (Tadil. 3).

He 65110 pazmumnii B yactoTe JocTinkenusa 1P, 6espermBrHoi
1 obuleit seokuBaeMoctyt (BPB 1 OB COOTBETCTBEHHO) B 3aBHCH-
MOCTH OT KITHHHKO-TeMATOJIOTHYECKIX TIOKA3aTeNEH, 3a UCKIIIoue-
HWEM BO3pacTa MarmeHToB (Tabn. 4). M3pecTHOo, YTO TOXWION
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Tabnunuya 2

Table 2

BbIpaXXeHHOCTb NaToNoruyecknx naMeHenuit B nepudepn-
Y4ecKoil KPOBU U KOCTHOM Mo3re y GonbHbix OHJ1I1
Severity of peripheral blood and bone marrow chenges in

ANLL patients
panuys!
Mokagsatene Mepnana KONeGaHNA
JlekouuTbl, ThIC. B 1 MK
Leukocytes, thou per mcl 12,7 0,9—~173,0
[emornoGuH, r/on
Hemoglobin, g/di 835 8,2—13,0
TpomBoLMTHI, THIC. B 1 MKJ1
Platelets, thou per mcl 52,0 10,0—249,0
Briactb! kpoBu, %
Blood blasts, % 58,0 0—98,0
BRacThl B KOCTHOM Moare, %
Bone marrow blasts, % 78,0 41,0—98,0
KneTouHoCTb, ThiC. B 1 MKN
Cellularity, thou per mcl 90,0 7,0—615,0
Parameter Median Range
Tadbnuuya 3 Table 3
Mokazatenun, ceaaaHHkle ¢ nporiozom OHJI
Characteristics related to ANLL prognosis
Bnaro- Heb6naro-
Mokaszarens NPUATHbBIN NMPUSTHBIN
NporHoz MporHoa
FAB-Bapuant
FAB type M1 — M4szos MO, M4 — M8
Bospacrt, rogsl
Age, years <60 > 60
JekouuThl,
TeIC. BT MK
Leukocytes, <50 > 50
thou per mcl
FemornoBuH, r/gn
Hemoglobin, g/d! > 75 <75
TpombBouuTsl,
ThIC. B T MK
Platelets, >0 <50
thou per mct
Bnactel kposY, %
Blood blasts, % <50 > 50
SKCTpamMeaynnsipHole
NposABSieHnsa OtcytcTRyloT/No MmeloTes/Yes
Extrameduilary events
Characteristic Good . Poor .
prognosis prognosis

ranged from 10,000 to 249,000 per mcl. 18 (47.4%) patients
had thrombocytopenia below 50,000 per mcl of whom 9
(23.7%) presented with platelet fall below 30,000 per mcl. 6
patients with grade IV thrombopenia (under 30,000 per mcl)
also had hemorrhagic syndrome. Peripheral leukocyte con-
tents varied from 900 to 173,000 per mel. Leukopenia below
3,000 per mcl was detected in 9 (23.7%) cases of whom 3 had
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Ta6bnuua 4 Table 4
Bnusiume knnHuKo-reMartosiormyeckux nokasareneit Ha nporios OHJ1J1 / Characteristics related to ANLL prognosis
rpP OB BPB
Mokasarens Yucno 6onkHbLIX
a6c/% p mec P Mec P
FAB:
GnaronpuaATHLIA /good 24 15/62,5 0,5 5 0,819 13 0,45
HeBAaronpusITHLIA / poor 14 8/57 7 14
BoaspacrT, rogpl:
Age, years:
<60 35 23/65,7 0,054 7 0,04 — —
> 60 3 0/0 0,5
JlerKoumThI, ThiC. B 1 MKIT:
Leukocytes, thou per mcl
< 50 30 19/63 0,385 5 0,265 14 0,068
> 50 8 4/50 0,5 5
FemornobuH, r/on:
Hemoglobin, g/d}
>7,5 27 16/59 0,55 5 0,896 14 0,731
<75 11 7/63 6 17
TpomMBoUUTEl, ThiC. B 1 MKIT:
Platelets, thou per mcl
> 50 20 11/55 0,6 5 0,778 12 0,594
> 50 18 12/55 6 14
3KeTpamenyInapHble MPOSBIEHUA:
Extramedullary events:
OTCYTCTBYIOT / NO 31 18/58 0,419 5 0,635 13 0,784
uMmeloTes / yes 7 5/71 7 14
No./% p mos p mos p
Characteristics No. of cases
CR os DFS

BO3PACT DONBHBIX ARIAETCS HEONATONPHUSTHEIM NPOTHOCTHYECKIM
¢haxTopom. ITpy OLICHKE PE3YIBTATOB COBPEMEHHBIX MPOrpaMM Te-
parmu GONbHBIX crapiie 60 JieT IIPOLIEHT HMONYYEHUsS] PEMUCCHH
3HAYUTEIBHO HIKE, yeM y CONBHBIX 60JIee MOJIOHOTO BO3PACTa: 10
JAHHBIM JTUTEPATYDLI, PEMUCCHH UHAYLMPYIOTCS ¥ 95% GONBHBIX
mostoxe 30 ser, y 65% — B Bospacre 30—50 yet, v 55% — B BO3pac-
Te 50—60 Jtet v Toneko y 35—40% GonbHpIX crapie 60 ner [22, 23].
TaxuM 06pazoM, NIpy IPOBEACHUN CTAHIAPTHON NONMUXUMUO-
Teparuy 1o nporpamMme 3 + 7 ¢ uoapyouLIMHOM KIHHUKO-TeMa-
TOJIOTMUECKHUE TTOKA3ATENN HE MO3BOJISTIOT C BHICOKOM IOJIeH JT0-
CTOBEPHOCTU BBISIBUTBH TPYIIIIEI OONBHBIX, PA3IMYAIOIMXCA TI0
MPOTHO3Y ¥ HYXIAIOLIMXCS B BO3MOXHONM WHIMBHMAYATU3ALIMU
NpOBORAMMOI xuMuoTepanuy. [1o 3Toi nprYruHE MBI TIpoAHANH-
3YPOBATH 3HAYEHNE MMMYHOIOTHHYECKMX MAapKepoB, OTpaXKaro-
HIMX TRHERHYIO TIPWHAIEKHOCTD M CTENCHD 3PETOCTH ONACTHBIX
wneTok 6onpHbx OHJIIJI, B pordose 3aboneranms.
NMMyHONIOTHYECKHUE MapKephl HCCIEeNOBaNM IIyTeM HC-
T0JIb30BAHVST MOHOKJIOHANBHBIX AHTUTEI METONOM IIPOTOYHOMN

grade I'V leukopenia (under 1,000 cells per mcl). 13 (34%) pre-
sented with leukocytosis above 30,000 per mcl, in 3 of them
leukocyte count was above 100,000 per mcl. Blast rate in
peripheral blood ranged from 0 to 98%, blasts in bone marrow
were 41 to 98%.

Complete response (CR) was achieved in 60.5% (23/38)
of the patients.

According to the published data and our findings the follow-
ing clinical hematological characteristics play a significant role
in prognosis of ANLL inadults: age, peripheral leukocyte and
blast counts, leukemia FAB type, the presence of extramedullary
events, thrombopenia and leukopenia severity (table 3).

There were no differences in the rates of CR, disease-free
(DFS) and overall survival (OS) with respect to the clinical
hematological characteristics except patient’s age (table 4):
advanced age was a poor prognostic factor. Rate of response to
conventional therapy in patients above 60 years of age is much
lower than in younger ones, cf. 95% of response in patients
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pWTOMETpuH. B KayecTse IONOXUTENb-
HOIl peakiiyl YYUTHIBAJIACH SKCIPECCHS
ponee 20% aHTHIreHIIONOXKUTETBHBIX KITe-
TOK. YacTOTA SKCIPECCHHT PATMYHBIX AM-
MYHOJIOTHMUECKIX MapKepoB (Tabi. 5) Obl-
na cnenyromeit: HLA-DR — 22/36
(61,1%), CD38 — 23/34 (67,65%), T-xie-
Touynsle anrarensr (CD7, CD35, CD4) —
11/37 (29,7%), MuelOWmTHbIE AHTATCHBI
(CD11b, CD15 —20/37 (54,05%), B-x1e-
ToyHbIe anTurensl (CD19, CD22) — 5/35
(14,3%), sputpoumseie aHTureHsl (HAE-
9, rmuxodopua-A — 7/35 (20%), CD10 —
5/37 (13,5%), CD34 — 6/34 (17,6%).

TIpn cTaTcTIYeCKOM aHANN3E BHISB-
JIEHO, YTO SKCIIPECCHST HY ONHOTrO U3 HC-
CIIEIOBAHHBIX AHTUTCHOB HE BIHSIA Ha
yactory IIP (p > 0,05). OmgHaxo 1pHn
BKCTIpecCHy GIACTHBIMA  KJIETKaMH
CDI10-anturena IIP GbUTH HHAYIMPO-
BaHbl B 100% cnyyaeB, XOTS HOCTOBEP-
Hoit pasunier ¢ CD10—rpynmoi (TIP
53%) ne nonyyero (p = 0,06) B cBa3u ¢
mMasioyncnenaocTrio CD10+-rpyms!.

B nporHo3se 3a6oieBaHIs HMETTH 3Ha-
yeHme 3 13 8 MCClemoBaHHbIX MAPKEPOB:
CD38, muenoupHele U B-xnerouysbie
AHTUTeHb! (GM3KY K JOCTOBEPHOCTH).

Axenpeccust CD38-apTUreHa momuo-
XKNTeNpHO ckaspiBaack Ha OB. Taxk, y
6onbubix B CD38+-rpynmne Menuana OB
coctapuna 10 mec, mpm CD38- — 1,5
Mmec (p = 0,046) (puc. 1).

I'pynia OONBHBIX ¢ HAMHMYeM aHTH-
reHa CD38 Ha MOBEepXHOCTH GIACTHBIX
KJIETOK XaPaKTepPU30BaNach CTATHCTHYIE-
CKH JIOCTOBEPHON Goiee IIMHHON Npo-
JomkuTensHOoCcTRIo [TP.

B CD38+-rpyrme 60TbHEIX MeIHaHa
npoxokurenbHocTH IIP cocrapuna 14
mec, B CD38—rpynne — 5 mec, JlaHHbIe
craTucTHyecKr 3HauYuMsl (p = 0,0182)
(puc. 2).

Bonpiias npomomkurensHocts OB
KOPPENMIPOBana ¢ SKCIPECCHEH MUETOMI-

WIHBIX AHTHIEHOB HA NIOBEPXHOCTH GIIACTHRIX KIETOK (20 GONBHEIX)
Mesipiana 6rnta pasHa 10 Mec, 25% GONsHEIX IpoXuny dosee 43 Mec
C MOMeHTa Havuaya Teparvi. TIpy OTCYTCTBIY SKCIIPECCHH MUETO-
WNHBIX AHTUTCHOB MeIpiaHa INTUTENTEHOCTHI 3a007ISBAHIS COCTABIIIA
4 wvec, larHele cratrctiviecky xoctoBepHs! (p = 0,05) (puc. 3).
AHUIOTHYHAS KAapTUHA HaGMIONANach W TIPHW 3KCHPECCHU
ONACTHBIMH KJIETKAMH B-KiteTouHbIX aHTUTeHOB. Menmnana OB
NPH HANHIUY W3YYeHHBIX B-aHTHIeHOB Ha TIOBEPXHOCTH OJia-
CTHBIX KJIETOK COCTABHIIA 46 Mec, ITPH UX OTCYTCTBHM — 5 Mec

(p = 0,06) (puc. 4.).

TaxkuMm 06pa30M, Ha OCHOBAHHWH NPOBCACHHOTO HCCIEOOBA-
HUST MOXXHO TOBOPHUTHL O CAMOCTOSITEJIBHOM INPOTHOCTHYECCKOM
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Tadbnuya 5

VUMMYHONOrn4ecKnx mapkepos

Table 5
VYpoeH1 sHauMmocT pagnuunii no yacrote MNP, OB u BPB B 3aBMCMMOCTHY OT aKCnpeccum

Significance of differences in CR, OS and DFS with respect to expression of immunologi-

cal markers

np BEPB OB
Mapkepsi
yucno (%) p* menMmaHa, Mec p** MeanaHa, Mec p**
HLA-DR:
- 8/14(57) 0,48 13 0,9 5 0,94
+ 14/22(64) 14 5
CD38:
- 4/11(36) 0,1 5 0,0182 1,5 0,046
+ 15/23(65) 14 10
T/ N-cell:
_ 15/26(58) 0,5 14 0,687 5 0,6
+ 7/11(64) 0,5 11 5
MuenowngHole:
Myeloid
- 9/17(53) | 0,34 11 0,49 4 0,05.
+ 13/20(60) 14 10
B/ B-cell :
- 16/30(53) 0,27 13 0,99 5 0,06
+ 4/5(80) 14 43
OpUTPOMOHLIE:
Erythroid
- 16/28(57) 0,67 13 0,38 5 0,82
+ 4/7(57) 5 5
CD10:
- 17/32(53) | 0,06 14 0,44 4 0,5
+ 5/5(100) 13 18
CD34:
- 17/28(61) 0,48 14 0,93 5 0,86
+ 3/6(50) 12 4
No. (%) p* median, mos pr* median, mos p**
Markers
CR DFS os

TIpuMeuanue OnHa 3se3n0uka — TecT Puiepa, a8e — JIor-paHK-TecT. B uncanTene — aucno GONBHBIX ©

TIP, B 3HaMenaresre — ofiee YACnO GOBHBIX.

Note. * Fisher exact test; **, log-rank test. Numbers in the numerator are cases with CR, numbers in the denom-
HBIX aHTEreHOB. TTpH SKCIIpeccny Muejto-  inator are total number of cases.

under 30, 65% in patients aged 30 to 50, 55% in patients aged 50
to 60 and only 35-40% in patients above 60 years of age [22,23].

Since clinical and hematological characteristics fail to strat-
ify patients with respect to prognosis after standard poly-
chemotherapy by 3+7 schedule and to select those requiring
individual approach we analyzed prognostic significance of
mmunological markers of blast lineage and maturity in ANLL.

The study of the immunological markers was involved flow
cytometry with monoclonal antibodies. Expression of more than
20% of antigen-positive cells was considered positive. The
immunological markers had the following expression frequen-
cies: HLA-DR 22/36 (61.1%), CD38 23/34 (67.65%), N-cell
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Puc. 1. O61nas bdkuBaemMocTb GonbHbIx OHJI B 3asucumocTu ot
akcripeccuu CB38-anTureHa Ha NOBEPXHOCTH BJIaCTHBIX KJIETOK,
3aech 1 Ha pyuc. 2—4: CANOLHaa JIMHWUA — HaMYME COOTBETCTBYIO-
LWEro aHTUreHa, NyHKTUpHas nnHus — ero oTCyTCTBUE.

o ocuw abeumce: agecs v Ha puc. 3, 4 — ob1Las BEBKMBAEMOCTb, MEC;
Ha puc. 2 — 6e3peunanBHas BbHKMBAEMOCTb, MEC; MO OCK OpAMHAT:
30ECH Y Ha pUc. 3, 4 — KyMyNaTUBHAaR BEPOATHOCTb BEDKMBAHWA Unv
{puc. 2) oTCyTCTBUA peumamBea.

Fig.1. Overall survival of ANLL patients with respect to CD38
expression on blasts.

Here and in figs.2-4 solid line shows antigen expression, dotted line
shows no antigen expression.

Numbers on the x axis are months of overall survival here and in figs.3,
4; months of disease-free survival in fig.2; numbers on the y axis are
cumulative probabilities of survival in figs.3, 4 and of no relapse in fig.2.
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Puc. 3. OGwaa BeDkviBaeMocTb 60nbHbIX OHJIT B 3aBMCMMOCTY
OT 3KCMPeccun MMenouaHbIX aHTUIeHOB.

Fig.3. Overall survival in ANLL with respect to expression of
myeloid antigens.

3HAYEHUY OTHEJILHBIX IIOBEPXHOCTHBIX AHTHICHOB Ha 6IACTHEIX
xietkax 6oneubx OHIUL. Ha ocHOBaHMM 3TOTO aHANH3a MOXK-
HO CHENAaTh BRIBOL, YTO [PV IIPUMEHEHHY ITUTO3ap-UaapyOUIII-
HOBOIT TIPOrpaMMEl, He Biussl Ha dacToTy IIP, skcmpeccus
CD38, B-xJIeTOYHBIX M MUEAOUMIHEIX aHTHUIEeHOB O3HAYAET
BONBLWIYIO HX INPONOIIKMTENBHOCTh. Ilo Beell BeposrTHOCTH,
KAETKY, DKCUPECCUPYIOLIAE TAHHBIE aHTUICHBI, OKA3BLIBAIOTCS
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Puc. 2. BeapeuuaveBHas BbDKMBAEMOCTb (B Mec; OGb
abcuucc) npu OHJIT y mapocnbix B 3aBMCMMOCTU OT
akcnpeccun CD38-aHTurena.

Fig.2. Disease-free survival (mos, x axis) of adult ANLL
patients with respect to CD38 expression.

antigens (CD7, CD5, CD4) 11/37 (29.7%), myeloid antigens
(CD11b, CDI15) 20/37 (54.05%), B-cell antigens (CD19,
CD22) 5/35 (14.3%), erythroid antigens (HAE-9, glycophorin-
AY7/35(20%), CD10 5/37 (13.5%), CD34 6/34 (17.6%).

Statistical analysis of differences demonstrated that expres-
sion of none of the antigens had effect on CR (p<0.05). While a
100% CR was achieved in cases with CD10 expression on blasts.
though the difference in comparison with CD10-negative cases
(CR 53%) was not statistically significant (p=0.06) because
there were too few CDI10-positive cases. Three of 8 markers
tested were significant for disease prognosis: CD38, myeloid
and B-cell antigens (approaching statistical significance).

CD38 expression was a positive OS factor. Median OS in
CD38-positive cases was 10 months against 1.5 months in
CD38-negative patients (p=0.046) (fig.1).

1,0
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0,4 1
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0 10 20 30 40 50 60 70

Puc. 4. OO6was BbKMBaeMocTb GoneHbix OHJIN B
ZABUCMMOCTU OT 3KCNpeccumn B-KneToYHbIX aHTUTeHOB.

Fig.4. Overall survival in ANLL with respect to expression of
B-cell antigens.
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RKaurenwecxue wuccaedobarus

Goee YYBCTBUTEIBHBIMMY K COYETAHMIO HUTO3apa ¢ HIapyOHIm-
HOM, YTO [IO3BOJISIET TUMUHIPOBATE 60JIee 3HAUUTENBHYIO J0-
JH0 JIEHKO3HOH TONYIALHAN 0 CPABHEHHIO ¢ GIACTHBIMHU KIIET-
KAMH, HE HECYILIMMH Ha CBOEH TTOBEPXHOCTH STHX MapKepoB.
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HE®POYPOJIOTMYECKMN CKPUHUHI 1
MOHUTOPUHT HA BA3SE KOMIJIEKCHOW
PEHOCHUHTUTPACHU ITPU JEYEHIN
3JTOKAYECTBEHHBIX HOBOOBPA3OBAHIIA

HHH rkaunuueckoil onxonozuu

HspecTHO, 4TO HANWYMEe B AHAMHE3€ Y OHKOJOTHMYECKHX
GONBHBIX BPOXIESHHBIX U TPHOOPETEHHEIX 3a60NneBaHMit Move-
BrigenuTensaoi cucremel (MBC), aTporeHHBIX 3a00eBaHmi
MOYEK, IMAPAHEOTIIACTHYECKIX HeEDPOITATHH JaCTO MOXKET NPU-
BOJHUTH K OCIOKHEHMSIM B IIPOLECCe MHTESHCHBHOTO JICYSHUS U B
PeabHIATAIIMOHHOM TIepHoIe. TaK KaK CKOPOCTh HAPACTAHMUS H3-
MEHEHMI QYHKLUHHM MOUEK, TIPOTSKAIOIINX B TEUSHIIE ITHTELHO~
IO IEPUOIa, B PSIIE CYIAeB KITMHHNYECKM HE TIPOSIBISIETCS, TO IIPU
TAKOM Pa3BUTHHA TIOUSUHOH MUCGYHKUMM NabOpaToOpHEIA KOH-
TPOJIb OKA3BIBAETCS CMaGOYyBCTBMTENBHEM [3, 9, 10]. B oHKONIO-
THYECKOH KIIHHIKE TIPH OTCYTCTBIH CBOEBPEMEHHOM aIeKBATHOM
OLIEHKH ¥ KOPPEKLIMK BRISIBJIEHHBIX OTKIOHEeHUH (hyrkumyu MBC
PE3KO OTPAHMYHBAETCS CHEKTP M3BECTHBIX METOXOB JICYEHIISL.
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Patients with CD38 expression on blasts had a statistically
longer CR: median CR duration in CD38-positive cases was
14 months against 5 months in CD38-negative ones. The dif-
ferences are statistically signficiant (p=0.0182) (fig.2).

Longer OS correlated with expression of myeloid antigens.
Median OS was 10 months in 20 cases with expression of
myeloid antigens on blasts, 25% survived 43 months from
therapy start. Median OS in cases with no myeloid antigen
expression was 4 months. The differences are statistically sig-
nificant (p=0.05) (fig.3).

A similar situation was observed with expression of B-cell
antigens on blasts. Median OS in cases with B-cell antigen
expression on blasts was 46 months against 5 months without
the expression (p=0.06) (fig.4).

In conclusion, our findings suggest that expression of some
surface antigens on blasts has prognostic value in ANLL.
Expression of CD38, B-cell and myeloid antigens had no
effect on the rate of CR but correlated with Jonger CR in
patients on cytosar-idarubicin therapy. It seems that cells
expressing these antigens are more sensitive to cytosar-idaru-~
bicin treatment which eliminates a greater portion of leukemic
population as compared to blasts not expressing these markers.
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COMPLEX RENOSCINTIGRAPHY-BASED
NEPHROUROLOGICAL SCREENING AND
MONITORING IN CANCER TREATMENT

Institute of Clinical Oncology

Inherited or acquired urinary lesions, iatrogenic renal dis-
ease, paraneoplastic nephropathy contribute to intra- or
post-therapy complications in cancer patients. Laboratory
control may be low-sensitive since the increase in renal dys-
function may not be clinically detectable [3,9,10]. Failure to
correct the urinary system dysfunction due to its late detec-
tion limits the choice of treatment strategies.

Available radionuclide urinary system investigation tech-
niques and gamma-radiation control software are based on a
downward diagnosis, i.e. (1) renal blood flow; (2) effective
renal plasma flow, (3) glomerular filtration or tubular extrac-
tion rate depending upon target specificity of the label. These
tests measure renal hemodynamical asymmetry and serious



