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ABSTRACT

Objective: Lymphoid antigen expression is very
common in patients with acute myeloblastic leukemia
(AML), but the predictive value of lymphoid antigen
expression on the prognosis of AML remains unclear.
In this study we tried to find out the effect of lymphoid
antigen expression on prognosis of the patients with
acute myeloblastic leukemia.

Methods: Seventy patients with AML, admitted to
Marmara University Hospital between January 1989
and December 1995, were analyzed for blast cell
lymphoid antigen expression, and prognosis.
Lymphoid antigens examined on the myeloblasts
were CD2, CD3, CD7, CD10 and CD19.

Results: Twenty-four patients (34.2%) had one or
more positive lymphoid antigens present in their
blasts. Six patients had T lymphoid associated
antigen (8.5%), 12 patients had B lymphoid
associated antigen (17.1%) and six patients had both
B and T lymphoid antigens (8.5%). No differences
were found between lymphoid marker positive and
negative groups in terms of age, leukocyte count on
admission, serum LDH levels, complete remission
rate, relapse rate and survival. Four out of six
patients (67%) expressing both T and B lymphoid
antigens died within the first month of the diagnosis.
The early mortality rate of this group was different
from the patients whose blasts expressed T or B
lymphoid antigens alone (67% v 11% p<0.02), and
was higher than that was seen in the lymphoid
antigen negative group although not statistically
different (67% v 32% p:0.1).

Conclusion: Although the number of patients was
limited, T and B lymphoid antigen coexpression on
AML blasts may be a predictor of poor outcome and
this needs to be further investigated in a large scale
of clinical trial.
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INTRODUCTION

The success of induction therapy of acute
myeloblastic leukemia (AML) has improved over the
last ten years. Sixty to seventy per cent of the
patients now achieve a complete remission after
induction therapy with an antracyline and cytosine
arabinoside (1-3). Despite preliminary success the
five year survival rate remains low at around 10-25%.
Numerous prognostic risk factors have been
described for patients with AML, but unfortunately no
single variable can accurately predict the prognosis.

Since the mid 1980's unusual surface markers,
especially lymphoid markers on the blasts have been
reported in patients with AML(4-8). Cross et al (9),
reported a poor response to remission induction
therapy in patients with CD2 positive AML and they
speculated that those patients who failed with AML
induction therapy might respond to ALL induction
protocols. In contrast, another study reported a more
favorable prognosis in patients with AML whose
blasts were CD2 and CD19 positive without other
lymphocytic leukemia markers (10).

MATERIALS AND METHODS

We analyzed the cases of 70 AML patients who were
admitted to Marmara University Hospital In Istanbul
between January 1989 and December 1995. All
patients were adults (ages ranged from 15 to 70
years).
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The diagnosis of AML was made according to
morphologic, cytochemical and immunophenotypical
examinations.

Diagnosis of AML was based on:

i. Morphological appearance: according to the FAB
classfication (11).

i. Cytochemical stains: Positive myeloperoxidase or
Sudan black reaction.

ii. Immunophenotyping: Expression of at least two of
the following myeloid antigens; CD33, CD13, CD14
or CD11b.

Mononuclear cells were isolated by Ficoll - Hypaque
gradient centrifugation as previously described (12).
Blast cells were stained with a panel of monoclonal
antibodies (MoAb) by indirect and direct
immunofluorescence. The panel of MoAb included
CD13, CD33, CD11lb and CD14 (purified MoAb,
Behring, Germany) as myeloid ceil markers, CD19
(FITC conjugated, SEROTEC, England) and CD10
(purified SEROTEC, England) as B cell markers,
CD3, CD2 (purified SEROTEC, England) and CD7
(Becton-Dickinson USA) as T cell markers, and CD45
(purified SEROTEC, England) as a panleukocyte
marker.

Mononuclear cells were analyzed by flow cytometry
(Becton-Dickinson Company). Staining of more than
20% of the cells was considered to be positive for a
given antigen.

Treatment: Sixty-one patients with AML were treated
by standard DAT, 3-10-10, induction therapy
including Daunorubicine (DNR)(45 mg/m2/d x 3d V),
Cytosine Arabinoside (ARA-C) (200 mg/m2/dx10d
IV), Thioguanine (T) (200 mg/m2/d x 10 d po.) After
induction therapy two consolidation therapy regimens
of DAT 3-7-7 were given. Two patients were
administered a high dose of Cytosine Arabinoside (1
gr/m2 b.l.d IV x 5d) and Mitoxantrone (12 mg/m2 x
3d) as induction therapy. Nine patients were treated
with another protocol which included Idarubucin (1)
(12 mg/m2/d x 3d) and ARA-C (100 mg/m2 x 7d, V).
After the two induction courses, two consolidation re-
gimens (I); (15 mg/m2/d x 1d), ARA-C (100 mg/m2/d
X 6d) were given.

Table I. Aberrant Marker Expression in Patients with AML

T CELL MARKERS (+)
B CELL MARKERS (#)

T AND B CELL MARKERS (+)
TOTAL
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Statistical Analysis : Leukocyte count and LDH
levels were analyzed using the Wilcoxon rank sum
test. Student's t-test was used in comparing ages
between the two groups. The Chi-square test was
used for comparing early death rates, complete
remission rates, and relapse rates. Ficsher's exact
test was used to coanalyse the patient's distribution
according to the FAB classification and to compare
early death rates, complete remission and relapse
rates between lymphocyte antigen positive groups.
Survival analysis was based on the log-rank test.

RESULTS

Lymphoid Antigen Expression: 34 2 per cent (24
patients) of patients expressed one or more lymphoid
associated antigen on their blasts. T lymphocyte
associated antigen expression alone was found in 6
patients (8.5%) and B lymphocyte associated
antigens were expressed in 12 patients (17.1%).
Coexpression of T and B associated antigens were
defined in 6 patients (8.5 %) (Table 1) Expression
rates of CD2, CD3, CD7, CD10 and CD19 were
found to be 14%(7/50), 4.2% (3/70), 16%(3/18),
14%(10/70) and 17%(12/70) respectively. The
distribution of lymphoid marker positivity did not vary
with the AML subgroup type.

Clinical Features: Patient ages, leukocyte counts
and LDH levels did not statistically differ between
lymphoid antigen positive (LyAg+) and negative (Ly
Ag-) groups (Table II). Early death, complete
remission, survival and relapse rates were also
similar in both groups (Table Il and Fig 1). However,
induction therapy failure frequency in patients
expressing both T and B lymphocyte associated
antigens was higher (67%) than in those expressing
only one type of Imyphoid lineage marker group (11 %
p<0.02) and also higher than in the lymphoid antigen
negative group although not statistically significant
(67 % v 32% p:0.1) (Table lll). Complete remission
rate in this group was lower than that in the Ly Ag (-)
group being 33% as compared to 63% but was not
siginificant (p>0.05). However, when only one type of
lymphoid marker (T or B lineage) was expressed,
higher complete remission rates were seen. Yet,
these rates were not significant when compared to Ly
Ag (-) group, (66% for T and 75% for B lineage
versus 63% p:0.2).

6/70 (8.5%)
12/70 (17%)
6/70 (8.5%)
24/70 (34.2%)
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Table II. Clinical Features of the Lymphoid Antigen Positive and Negative Groups

Volume 10 No:l January 1997

Lymphoid Antigen (+) Lymphoid Antigen (-)

COMPLETE REMISSION 15/24 (62.5)* 29/46 (63) NS
EARLY MORTALITY** 6/24 (25) 15/46 (32) NS
RELAPSE 6/15 (40) 16/29 (55%) NS
SURVIVAL# 29.8% 29.4% NS

LDH U/dI 669+457 789+531 NS
AGE-years 35.8+15.7 40.2+17.8 NS
LEUKOCYTE COUNT/mm3 62225+85296 49220+50245 NS

* ; Percentage of the population
** - Died within two months

# ;2 years estimated probability
NS ; Not significant

Table Ill. Prognostic Significance of T or B Lymphoid Associated Antigen Expression

LYMPHOID ANTIGEN n COMPLETE EARLY
EXPRESSION REMISSION% MORTALITY%
. T-CELL ANTIGEN (+) AML 6 66 o)
II. B-CELL ANTIGEN (+) AML 12 75 17
ll. COEXPRESSION OF T AND

B ANTIGENS IN AML 6 33 67*
LYMPHOID ANTIGEN () 46 63 (29/46) 32.6 (15/46)
LYMPHOID ANTIGEN (+) 24 62 (15/24) 25  (6/24)
WHOLE GROUP 70 63 (44/70) 30 (21/70)

*:p<0.05 (comparison between Il and I+l)

SURVIVAL CURVES OF GROUPS

RELAPSE
%

25
33

100
55 (16/29)
40 (6/15)

50 (22/44)

Fig. i:

Survival curves of the
lymphoid antigen
positive and negative
groups. Ly (-);
lymphoid antigen
negative group, Ly(+);
lymphoid antigen
positive group.

MONTHS
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DISCUSSION

The aim of this study was to evaluate the prognostic
significance of lymphoid surface markers in patients
with AML. While lymphoid marker positivity was
compatible (33.8%) with previously reported groups
(9,10,13-16), B cell marker expression appeared to
be higher in our study group.

Patients expressing both T and B lineage associated
markers had a poor response to induction therapy
(33%) and had high early death rates (67%).
However, patients expressing only T or B lineage
antigen might have a better prognosis and higher
complete remission rates (68% n:18).

Previous studies on the effect of Ly Ag positivity on
survival in patients with AML have been inconclusive.
CD2 positive patients had shorter survival (9), whilst
a recent pediatric report has shown that Ly Ag
positivity was not associated with an adverse
prognosis (14). On the other hand Ball et al,(10) had
reported longer survival and a higher response to
remission induction therapy in CD2 and CD19
positive AML. These findings have not been
confirmed by others(15).

These incompatible results may be attributed to a
number of reasons including lack of consistent
diagnostic criteria and use of different antibody
panels (16-18). Hanson et al,(18) have proposed that
the majority of the light scatter populations of blasts
must be either uniform or easily distinguishable from
nonblast population, since mixtures of blasts and
mature lymphoid or myeloid elements may result in
misinterpretation. The blast populations in our six
patients expressing both T and B cell associated
antigens were uniform in having more than 95%
myeloid blasts in their mononuclear cell populations.

Drexler et al,(15) reviewed lymphoid marker positivity
and prognostic significance in patients with AML.
They suggested that most lymphoid-associated
antigens (CD1, CD2, CD3, CD5, CD8, CD10, CD19,
CD20) were expressed in less than 10% of AML
cases but CD4 and CD7 antigens also found on
normal monocytic and immature myeloid progenitor
cells had been detected in 24% and 15% of AML
cases and they concluded that LY(+) AML did not
represent a biologically distinct form of leukemia as
those cases had similar clinical fetures and
responded to therapy (15). Our results are compatible
with those reported in Drexler's review especially the
clinical features, response to induction therapy and
estimated a two year survival although our B
associated marker positivity was higher than the
marker in their study. Although we have a small
number of cases, it has been shown that the
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lymphoid marker positive group was not homogenous
for prognosis of the disease. T+ AML, B+ AML, T and
B+ AML may have different clinical and biological
appearance. Recently Tien et al (19), suggested that
T+AML and B+AML might have different biologic
features in cell cultures but no prognostic difference
could be detected between the two groups. Although
limited number of cases was reported, T and B
lymphoid marker coexpressing in patients with AML
has been evaluated with some chromosomal
abnormality (20).

In our study the prognostic value of lymphoid marker
expression in patients with AML has been evaluated
considering a distinct lymphoid lineage associated
marker expression and coexpression of T and B
associated markers in AML which appeared to have a
poorer prognosis.
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sonra, yoldan hizla absorbe edilir. 2501 mg 1ik mut /aklasik % 50'dir. Oral antibiyotik tedavisi gerekiren pediatrik hastalarda elde edilen profile paralel vermlgm it
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metaboliti 1¢OH Klaritromisin viicut dokularina ve sivilarina kolayca dagjilr. MIKROBIYOLOJISI: Kiaritromisin, duyarl baktennln 508 ribozomal alt initelerine baglanarak antibakteriyel etkisini gosterir ve protein sentezini inhibe eder. Klaritromisin in-vitro olarak birgok aerob
kars: etklcir. Ayrica 14-OH Kiartromisin metabolii de Kiinik agidan aniami antimikroblyel aktiviteye sahiptr Beta-laktamez drefiminin Klaritomisinin akiviesi tzerine bir etkisi yokiur. ENDIKASYONLARI: KLACID duyarli organizmalari sebep oldugu Ust ve Alt Solunum Yolu Enfeksyonian vo Deri ve Vumugak Doku
endilkedir. KONTRENDIKASYONLARI: KLACID makroldiere karsi bilinen asin hassasligi olan kisilerde kontrendikedir. Klaritromisin; aritmi, bradlkard, QT araligi genislemesi, Iskemik kalp hastali, konjesti kalp yetmezIigi

Enfeksiyonlarinin tedavisinde endikedir. Klaritromisin asit arliginda H. pylorl
gibi kardiak veya elektrolit salhip, terfenadin kuilanan kisierde kontrendikedir. UYARILARIONLEMLER: Klaritromisin diger alternalif tedavilerden higbirinin uygun olmacgi Kinik durumiar harig hamilelerde kuilanimamalidir. Egev bu ilag alims esnasinda hamilelik olusursa, hasta, (otusun ugrayacag
potansiyel zararlar konusunda bir yan etki ADVERS ETKILER/ YAN ETKILER: Klinik calismalarda gozlenen yan etkilerin goguniugu hafif ve gegici tiirde olup, Klasik yan etkilere daha az Yan etkilerin

cogunlugu gastrointestinal sistemle alakali olup diyare, kusma, abdominal agr, dispepsi ve bulantidir. Diger makrolidierle oldugu gibi Klaritromisin ile seyrek olarak karaciger enzimierinde artis ve sariikla veya saniliksiz seyreden hepatoselliler ve/veya Yootk hepatik disfonksiyon rapor edilmistir. ILAG ETKILESMELERI:
Diger makrolid antibiyotiklerle oldugu gibi, hastalarda sitokrom P450 sistemi ile metabolize edilen ilaglarla birlikte Klaritromisin kullanimasi bu diger ilalarin serum seviyelerindeki artss le alakali olabilir. Klaritromisin ve digoksinf birlikte kullanan hastalarda yiikselmis digoksin serum konsantrasyonlari rapor edilmistir.

Makrolidlerin terfenadin metabolizmasina etki ettikleri rapor edilmistir. KULLANIM SEKLI VE DOZU: Enfeksiyonun siddetine gdre tavsiye edilen doz yetiskinlerde 7 ila 14 giin siire ile giinde iki kere 250 ila 500 mg, ocuklarda giinde 2 defa 7,5 mg/kg'dir. Gocuklarda maksimum doz giinde ki defa 500 mg'dir. Streptokokal
infeksiyonlarda tedavi siiresi en az 10 giindir. KLACID ag veya tok karnina alinabilir. DOZ ASIMI: Klaritromisin'n asin miktarlarda alimi gastro-intestinal semptomiar verebuur Asin doza esfik eden allerjik reaksiyonlar, absorbe edilmemis lacin uygun eliminasyonu ve destekleyici tedavi ile kontrol altina alinmalidir. SAKLAMA
KOSULLARI: Oda isisinda ve kutusunda muhafaza edili. Isiktan koruyunuz. TICARI TAKDIM SEKILLERI: KLACID 250 mg Filmtablet: Beher tablette 250 mg blister KLACID 500 mg Filmtablet: Beher tablette 500 mg iceren 14 bllster

KLACID 125 mg/5 mL Siispansiyon: 1750 mg Klaritromisin iceren granilller olarak 70 mL'lk siselerde 5 mLlk digekle beraber, KLACID 250 mg/5 mL Siispansiyon: 2500 mg Klaritromisin igeren graniiller olarak 50 rLTik siselerde 5 mL'lik dlgekle beraber, KLACID IV (50 mg/mL): 30 mL ik flakonlarda 500 mg Kiaritromisin ve
laktobionik asit Igeren llyofillze toz olarak piyasaya sunulmustur. Kasim 1996 KDV dahil Par. Sat. Flati: KLACID 500 mg Filmtablet 4.156.000.-TL, KLACID 250 mg Filmtablet 2.425.000.-TL, KLACID 125 mg/5 mL Siispansiyon 1.813.000.-TL, KLACID 250 mg/5 mL Siispansiyon 1.914.000.-TL, KLACID IV 1.063.000.-TL.

RUHSAT SAHiBi: ABBOTT Laboratuartari Ith. Ihr. ve Tic. AS. RUHSAT TARIH VE NO: KLACID 500 mg Filmiablet 26.09.1995 -175/25; KLACID 250 mg Filmiablet 14.10.1992 - 162/10; KLACID 125 mg/5 mL Siispansiyon 9.6.1993 - 164/71; KLACID 250 mg/5 mL Siispansiyon 17. 7.1995 - 174/29, KLACID IV6.12.1995
-98/37 Recete ile satilir. Aynintili bilgi Igin ABBOTT Laboratuarlari ith. Ihr. ve Tlc. A.S. Dr. F. Kerim Gokay Cad. No: 31/2 Altunizade/lstanbul adresine miiracaat ediniz - %

Akliniz Hastanizda Kalmasin!




~ Postmenopozda
kesintisiz. kombine, kanamasiz HRT

Uriin Bilgisi
Kllogast*
Kombine Ostrojen/Progestogen preparat
Bile;im i: Aktif madde: Birtablet icinde; 2.0 mg 6stradiol (I ), 1.0mg Asetat. Ef : Kliogest*; Gstrojen eksikligi kirik olusmasi riski artmis postmenopozal kadinlarda; kemikteki
mineral kaybini 5nlemek icin kullanilir. Kontrandikasyonlari: « icerdigi maddelere karsi bilinen asin duyarlilik + Bilinen, siiphelenilen meme kanseri ya da gegmisinde meme kanseri dykiisii olmasi « Bilinen ya da stiphelenilen; éstrojene bagimii neoplazi
6megin endometrium kanser) « Portira Uyanlar Koruyucu olarak progestogen kullaniimaksizin yapilan 6strojen tedavisinin endometrial hiperplazi ve kanser riskini artirdigi gosterilmistir, 6strojen ile tedavi gormiis kadinlarda meme kanseri riski olasiligina
yonelik goruisler mevcuttur. Ancak yapilan calismalann cogunda artmig meme kanseri insidansi gésterilememistir, 6nlem ler: Herhangi bir 6strojen tedavisine baglamadan 6nce hastanin fizik muayenesinin yanisira medikal ve ailesel dykiistiniin detayl
b*C'mde alinmasi gerekir. Akut veya kronik bir karadgv hastaligi gecimekte olan ya da daha 6nce bu tip hastalik gegirmis olan kadinlarda karaciger fonksiyon testleri normale donmemisse, Kliogest* ile tedavi sirasinda diizenli olarak karaciger fonksiyon
testleri takip edimelidir. Ven6z trombolik bceukiugu olanveyagecm§nde 6strojenlere bagh olarak buna benzer bir bozukluk gegirmis olan kadinlarda tedavi sirasinda diizenli olarak plazma pihtilasma testleri yapiimalidir Antih'pertansif tedavi goren,
epilepsi, migren, diyabet, astma ve kalp yetmaMigibi ola sik kontrol altinda tedavi edilmelidir Tedavinin ilk birkag ayr srasinda kanama veya lekelenme olusabilir Ancak bunlar genellikle gegicidir ve diyagnostik aspirasyon biyopsisi
ve kuretaj Tedavinin hemen santar durumlar. « Vend: « Sanlik baglamasi + Migren tipi bag agnlannin baslamasi « Ani gérme bozukluklan « Kan basincinda bariz artis G ebelik ve laktasyon
sirasinda énlem ler Kliogest*in gebelii Anieyio etkisi yoktur. Biinen veya stiphelenien gebelik durumunda Kliogest* kullanimi kontrendikedir Yan etkiler/Advers etkiler Kliogest* tedavisi sirasinda gorilen en 6nemli yan etki diizensiz kanamalardir
W sikiikla tedavinin M§\mglclndallk birkac gtinicinde gartitr. 34 ey icinde kanamanin siiii giderek azalir, Vajinal kanama diginda. %20 oraninda memelerde hassasiyet ve %10 oraninda da siskinlik, basagnsi, migren bildiriimistir Bu gibi belirtiler normalde
ibi uyaran ilaglarla etkilestigi

mMtecKkr ilag etkilesim leri: Karaciger enzimlerini uyaran ilaglar dstrojenlerin metaboizmasini artinr Bu 6strpjemn etkisinin azalmasina yol agabilir. Barbitiratlar, femtom. nfampism ve
gostfiplrmstir Kutanim seklive donu Kiliogest*oral yolla, her giin bir tabiet alinacak sekilde ara verilmeksizin kullanilir Tedaviye tercihen menopoza girdikten bir yil sonra baglanmalidir Tedaviye uygun olan herhangi bir giinde baslanabilir Ancak daha
Bu aralikii hormon replasman tedavi ajaninin yem tedavi siklusunun baslatilmasinin planianacagi giin olabilir Kliogest*. sireki kullanilacak,

yanisira,

o=

£

dubittikle-', sonra
Ticari takdim seKii ve ambalaj muhtevasi: Kliogest*

once aralikli hormon repiasman tedaviajani (ulanmakta Olan bir kadinda kar
kombine Ostrojervprogestogen preparatxk. Hergin ahnan tabletin icindeki strojene diisiik dozda p/ogesuxien ek'erimisin Hu tedaviyle aylik adet
takvimli w _cevrimi: piasnk kutusu ¢mde '8 tablet cem Ruhsat sahibi: NovoNordW pwkUrunlen Tic Ltd St Buyukdere Cad Yapi Kredi Plaza B 8lok Kat 9 80620 levent-Istanbul Ruhsat tarihi ve no: 1208 1996 99/77 Uretim yerive adresi

NovoNordisk A/S DK-2880 Bagsvaerd - Danimarka KDV dahil P.SF. 1.102 143.-TL(04707/1996) Recete ile satilir. Daha genis bilgi igin frmamza basvurunuz

Novo Nordisk, 54 ulkede, 13.200 calisaniyla, hormonbllimin 6nde gelen firmasidir.
Internet Home Page: http: //www.novo.dk
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