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HEACHU GEBPUNTHN CbCTOAHUA

K. fiénancku’, B. MlopnaHoBsa', B. CnaBueBa u A. AHTOHOB?

TKnunmka no peemokapavonorus, 2KnuHuka no xemaronorus
BMW - MneseH

Pestome. [puyurume 3a ¢e6purumem mozam ga Bapupam — om KpamKu U He3HaYUMeAHU 3a60AsBaHUs go
XuBomo3sacmpawaBawu UHpeKuuU, MaAusHeHU UAU aBmoumyHHU 3aborsBarHus. Yecrmo nbmu Aekapsm ce
cpewa ¢ 6oAHU ¢ pebpuaumem, Kolimo npogbAkaBa noBeve om 2 cegmuuu 6e3 Buguma npuyuHa. B meau
cAyqau e BaxHo ga ce onpegeAu gaau cbujecmByBa gonbAHUMEAHA AOKaAHa cumnmomamuka. Bbnpeku ye
Hau-4yecmume NpUYUHU 3a HESICHU PeBPUAHU CbCMOSHUS ca UHPeKUUUme, MaAugHeHUme U KoAazeHoBume 3a-
6onsiBaHus,, omgeAHUme Ho30/02UYHU popMU B me3u 2pynu ca guHaMUYHU NOPagu NogobpeHUme cepoguaz-
HOCMUYHU Memogu, KyAmypaAHU MeXHUKU U PeHM2eHOAO2UYHU Memogu Ha u3cregBare. Pebpurumembm e
yecma nposiba Ha peBmamuyHume 3aboAsiBarusi. Tol Moxe ga 6bge NbpBu CUMNMOM, HO MoXe ga 6bge Geez 3a
akmubupaHe (ek3auepbayus) Ha UHPEKUUOSHO YCAOXKHEHUE, Ha BMopuYHa HEoNAa3us UAU ga 6bge SMpO2eHEH.
B masu cmamus ce npegcmaBsm Hati-yecmume U BaXkHU NPUYUHU 38 HESCHUS pe6puaumen.

K. lablanski, V. lordanova, V. Slavtsheva and A. Antonov. FEVER OF UNKNOWN ORIGIN

Summary. The causes of fever can vary from minor brief illness to lifethreatening infectious, malignant or
autoimmune diseases. The physician often has to evaluate patients with fever of yet undiagnosed cause, lasting
more than 2 weeks. In these cases it is important to determine whether additional local findings are present.
Although infection, malignancy and collagen vascular disease remain the 3 most important causes of pyrexia of
unknown origin, the relative importance of different disease entities within each of these major categories has
changed because of the improvements in serodiagnosis, culture techniques and radiologic imaging modalities.
Fever occurs frequently in several rheumatic disorders. It can be the initial symptom of a rheumatic disease, but
it can also be the expression of a disease flare, of an infectious complication, of a secondary neoplasm or it
can be of iatrogenic origin. This article describes the most important causes of fever.

Key words: fever of unknown origin/etiology, diagnosis
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MPOrHOCTUYHA CTOMHOCT HA CD38 NMPU MALUUEHTU C B-XPOHUYHA
NUMPOIEBKO3A
B. Cnasyeea’, A. AHmoHog’, A. Benkosa®, H. Ljeemkog' u L. flykanoe’
"KnuHuka no xematonorus, MEAT- MneseH
2KaTenpa couuanHa MeauLuHa v 3apaseH MeHUIKMBHT, BMU — MneseH’
®LleHTbp no umyHonorusi, MBAN EAL, Mnesex

PROGNOSTIC VALUE OF CD38 IN PATIENTS WITH B-CHRONIC LYMPHOCYTIC
LEUKEMIA
V. Slavcheva’, A. Antonov’, A. Velkova®, N. Tzvetkov' and Tz. Lukanov’
'Clinic of Hematology - MHAT Pleven,
’Department of Social Medicine and Health Management, Medical University — Pleven,
3Department of Immunology —MHAT Pleven

PesomMe. Llenma Ha Hacmoswomo npoyygaHe e da onpedenu Hanuyuemo Ha 3asucumocm Mexoy excripecu-
sima Ha CD38 npu nayueHmu ¢ B-X11/1 u 6uonozuyHume napamempu - numgboyumer bpotl, epeme Ha yo8os-
gaHe Ha numgoyumume U KOCMHOMO3bYHa uHgunmpayus. MpedcmaseHu ca pesynmamume Ha 25 6onHU ¢
duaezHosa B-XJ1/1, om koumo 20 ca ¢ Hucka eknpecus Ha mapkepa CD38 (nod 30%) u 5 — ¢ excripecus Had
30%. Mpu scuyku nayueHmu e npogedeH IoyyuUmMoMempuYeH aHanu3 Ha KocmeH MO3bK U nepugepHa Kpbe.
3a cpasHsigaHe Ha MpomeHnusume npu nuyama ¢ 8ucoka U Hucka excrnipecusi Ha CD38 e uanonssax Mann-
Whitney U test 3a HezagucumMu u3sadKu npu HenapamempuyHo pasnpedeneHue. YcmaHogsea ce criamucmu-
YecKu 3Hayuma 3agucumocm mexdy ekcnpecusima Ha CD38 u sucokus neskoyumeH 6pol (p=0.002), kakmo u
¢ epememo Ha ydsosigaHe Ha numgouyumume (p=0.002).

Summary. The aim of the present study is to determine the existence of relationship between the expression of
CD38 in patients with B-CLL and the biological parameters — lymphocyte count, lymphocyte count doubling
time and bone marrow infiltration. The results of 25 B-CLL patients are shown of which 20 are with low expres-
sion of CD38 marker (befow 30%) and 5 are above 30%. Flow cytometric analysis of bone marrow and periph-
eral blood has been carried out. To compare the variables in patients with high and low CD38 expression,
Mann-Whitney U test is used for independent extracts at non-parametric distribution. Statistically significant re-
lationship was found between the CD38 expression and the great lymphocyte count (p=0.002) as well as the
doubling time (p=0.002).

Key words: leukemia, B-cell, chronic/genetics; antigens, CD; prognosis (source: MeSH)
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Two cases of extramedullary myeloid tumor in patients with continuous remission

of acute myeloblastic leukemia

V. Slavcheval, Tz. Lukanov?, N. Tzvetkov!

1Clinic of Hematology and ’Laboratory of Immunology, University hospital, Pleven, Bulgaria

Summary

Myeloid sarcoma is described as tumor mass consisting
of myeloblasts or immature myeloid cells, involving extra-
medullary tissues. If can be initial manifestation of myelo-
proliferative disorders or relapse of previously treated acute
myeloblastic leukemia (AML).

We present two patients, one with AML-M?2 and the
other with acute promyelocytic leukemia (APL)-M3. After
remission induced by conventional chemotherapy, which con-
tinued for 3 and 10 years respectively, a myeloid sarcoma was
diagnosed. Biopsy of a refroauricular tumor formation was
made in thefirst case. The second one was diagnozed afier bi-
opsy of a supraclavicular lymph node. In both cases complete

laboratory investigation including blood smear; differential
counting and flow cytometric analysis of bone marrow were
normal. Despite this, the patients received chemotherapy.
The APL-M3 patient was freated with radiotherapy to the
involved supraclavicular lvmph node which was followed by
chemotherapy. Three months after radiotherapy bone mar-
row infiltration and blast cells in the peripheral blood were
Jfound. Tivo years after the diagnosis of myeloid sarcoma the
patient died of haemorrhagic stroke. The patient with AML-
M? continued treatment with polychemotherapy.

Key words: genetic, leukemia. myeloid tumor. relapse.
sarcoma



AHAJIU3 HA E®EKTA OT NNEYEHUETO C RITUXIMAB + CHOP INMPU HOBOOTKPUTU
BOJIHU C AN®Y3EH B-EOPOKIIETBHYEH NUM®OM B BBLJITAPUS
M. Cmaneea’, M. Amun', Bp. Cnacoe’, U. M.mu60ea’, 10. Xevee', I'. Apraydos’, B. Xpucyee',
A. Jlunoea’, I1. Maneea’, J1. Fepyeea’, P. Pauee®, Cm. Mopanoe’, E. Criacoe’, H. Ligemxoe®,
Aum. AHmoHog®, B. Cnaguesa’, E. Xadxuee®, Am. Cmanuee’, 10. Paiinos’, U. Mizoe® u Y. Hukonos®
'Haumonanta cneupuanuavpara GonHILA 3a aKTUBHO NIEYeHIUe Ha XeMaTONOMMUHITE 3860 NA5aHIs — Codpust,
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ANALYSIS OF EFFECT FROM THE TREATMENT WITH RITUXIMAB + CHOP
IN NEWLY DIAGNOSED PATIENTS WITH DIFFUSE LARGE B-CELL LYMPHOMA
IN BULGARIA

M. Staneva’, I. Amin', Br. Spasov’, I. Galabova', Ju. Jechev', G. ArnaudoV’, V. Hrischev', A. Lilova’,
P. Ganeva', L. Gercheva’, R. Rachev?, St. GoranoV’, E. Spasov’N. Tzvetcov’, Ant. Antonov’,
V. Slavcheva®, E. Hadjiev’, At. Stanchev’, Ju. RainoV’, I. Gigov® and I. Nicolov®
'National Hospital for Acute Treatment of Haematologic Diseases — Sofia,
Medical University — Varna, *Medical University — Plovdiv, *Medical University — Pleven,

*Medical University — Sofia, “Medical Military Academy — Sofia

8

Pestome. bnuso mpudecem 200uHu OCHOBHA UersT Ha KITUHUYHUME MbpceHus e da ce nodobpu rpozHo3ama 3a
nayueHmume c OugpyseH b-edpoknemuuer numeom (BEKS). Llenma na Hacmosuus aHanus e 0a oueHu

. egekmusHocmma Ha kombuHayusima Rituximab + CHOP ebpxy koHmporna Ha 6onecmma u 3HadeHuemo (I 3a
npexussemMocmma rpu Hosoomkpumu 6ontu ¢ [JBEKIT € bvneapus. Yecmomama Ha o6ujus omaoeop e 87%,
kamo nbfiHa pemucus e nocmueHama npu 70%, a yacmudHa — npu 17% om nayuenmume. [Npoepecus Ha
Gonecmma e om6enszana camo npu 13%. Habnodaea ce cmabunHOCm Ha MOCMUZHAMAMa IThiIHa PeMUCUST —
84.9% om 6GonHume npodbirkasam Oa ca 6 MbiHa pemucus Ha 5-ama e2oduwa. [lemzoduwHama obua
npexussiemocm e 68%. XemamonoaudHa MOKCUYHOC, cebp3aHa ¢ rnpunoxeHuemo Ha Rituximab, He e
HabmodasaHa. Pesynmamume om Hacmosiwusi aHanus 3a nayueHmu, fnekysanu e bbnzapus, nomewpxdagam
eghexmueHocmma om kombuHayusima Rituximab + CHOP, yumupaHa 8 numepamypama.

Kmowoeu dymu: ducbysen B-edpoknemubyen numgom, Rituximab, peMucusi, npexussemocm

Summary. The main goal of the clinical investigations in the last 30 years was to improve the outcome of the
patients with Diffuse Large B-cell Lymphoma (DLBCL). This analysis was conducted to assess the efficacy of
immunochemotherapy combination of rituximab + CHOP over the DLBCL disease management and survival in
the actual clinical practice in Bulgaria. Results: The overall response, complete response and partial response
rates were 87%, 70% and 17% respectively. Progressive disease was noticed only in 13% of the patients. The
complete remission is kept stable as almost 85% of the patients are progression free at 5 years. 5 years overall
survival is 68%. Hematological toxicity related to Rituximab application was not reported. Conclusions: The re-
sults of the present analysis of patients treated in Bulgaria confirm the efficacy of the combination of Rituximab +
CHOP and are in keeping with the results obtained from large international trials.

Key words: Diffuse Large B-cell Lymphoma, Rituximab, complete response, survival
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INFECTIOUS MONONUCLEOSIS - DIAGNOSTIC
POTENTIALS

Milena Karcheva, Tz. Lukanov’, S. Gecheva®, V. Slavcheva'. G. Veleva'. R

Nachev'"

Department of Epidemiology, Medical University, Pleven, Bulgaria
* Department of Immunology, University Hospital, Pleven, Bulgaria
** Clinic of Haematology, University Hospital, Pleven, Bulgaria
*** Clinic of Pathology, University Hospital, Pleven, Bulgaria

SUMMARY™

Infectious mononucleosis is a disease in children and
adolescents. It is common mainly in countries with temperate
and cold climate. Patients usually present with fever. sore
throat. lymphadenopathy. often hepatosplenomegaly.
Haematologic abnormalities include a peripheral blood
Iymphocytosis, more than 10 % of the leucocytes in blood
consisit of atypical lymphocytes. Epstein-Barr virus (EBV) 1s
an etiologic agent. In organism it leads to characteristic
immunopathogenetic process which is visualized by various
diagnostic tests. Aims: To analyze the possibilities of
flowcytometric immunophenotypization of lymphocyte
populations and subpopulations in peripheral blood in order
to differentiate the infectious mononucleosis from other
benign lymphocytoses and malignant lymphoprolific
diseases. Materials and metods: Lymphocyte subsets from
whole blood were examined in 25 acute infectious
mononucleosis patients with FACSort flow cytometer. We
used monoclonal antibodies against CD3 (T-cells). CD4 (T-
helper cells), CD8 (T-cytotoxic cells), CD19 (B cells), CD56
and CD16 (natural killer cells), CD3/HLA-DR (activated T
cells), CD2 (T-cells), CD5 (T-cells). CD7 (T—cells). Results: The
levels of CD8 T-cytotoxic cells were significantly increased
in all 25 patients. The T-cells in all cases expressed activation
antigen HLA-DR and displayed down-regulation of CD7 in
the CD8+ population. Ohree cases showed down-regulation
of CD3 in the CD8+ population. We found also that CD19 B
cells and CD4/CD8 ratio were significantly decreased in all
patients with acute infectious mononucleosis. Conclusion:
The data in the present study show that acute infectious
mononucleosis is characterized by an activated CD8+ T-cell
population with antigenic aberrancy (down-regulation) of CD7
and occasionally of CD5. in addition to a decrease in B-cells
and CD4/CD8 ratio. There is specific flow cytometric
constellation which makes possible for the patients to be
differentiated by infectious mononucleosis and other
lymphocytosis.

Key words: infectious mononucleosis. Epstein-Barr
virus, flow cytometric analysis

INTRODUCTION:

Infectious mononucleosis is a acute infectious disease.
caused by Epstein-Barr virus (EVB) that belongs to the
Herpesviridae. It is mostly common among the teenagers and
young people. The main mechanism of infection is the droplet
one, through an infected saliva. Therefore, the disease is also
known as “kissing disease”™. EBV can also be transferred
through blood transfusion. blood products and contact-
consumer way. through objects contaminated with infected
saliva. The secondary attack rates of infectious
mononucleosis are low (about 10%). Serologic researches
proved that 90% of the people in Europe had contact with
the virus and its healthy carriers. In some geographic areas
the infection with the virus is connected with a number of
malignant diseases such as nasopharyngeal carcinoma.
Burkitt lymphoma. Hodzhkin’s lymphoma and other
lymphoproliferative disorders.

The virus penetrates through the epithelium of the
oropharynx It replicates in the oropharyngeal epithelium cells
and B-lymphocytes. EBV adheses to B-lymphocytes, through
CD21-their antigen provokes their transformation and
proliferation. In the course of infection. in the peripheral blood
there appear a large number of atypical lymphocytes resulting
from the polyclonal activation of cytotoxic-suppressor CD8
cells. They limit the excessive transformation and proliferation
of B-cells. In the event of inefficacious T-cell immune
response, one can develop persistent infection and
uncontrolled B-cell proliferation that is in the basis of the EBV
oncogenic potential. The virus possesses a number of
antigens against which in the course of immunogenesis
antibodies are formed: early antigen (EA). virus capsid
antigen (VCA). nuclear antigen (NA).

Clinically. the infectious mononucleosis is
characterised with high temperature, flue, lympho-
nodylopathy. frequently hepatosplenomegaly. The process is
observed and registered when there are data about active
EBV infection for more than 6 months.

The disease diagnosis is complex:

Clinical and epidemiological - predominantly voung
patients. most often male. during cold months of the year.
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Preeclampsia and Normal Pregnancy

Tzvetan Hristoforov Lukanov, MD, PhD,
Svetla Ivanova Bojinova, MD, PhD,

Vanya Slavcheva Popova, MD, Alkan Levha Emin, MD,

Galina Lubomirova Veleva, MD,
Svetla Penkova Gecheva, MD, and

Emiliana llieva Konova, MD, PhD

Our aim was to investigate the CD40-CD40 ligand
system in preeclamptic women. We also studied CD62P
and platelet—-monocyte aggregates, which have been
closely linked to the CD40-CD40L system. Platelet
expression of CD40L and CD62P and expression of
CD40 on monocytes and platelet—monocyte aggregates
were determined by flow eytometry in whole blood from
23 preeclamptic women, 23 normotensive pregnant
women, and 23 nonpregnant women. The preeclamptic
women showed a significant increase in CD40L and
CD62P on platelets and in CD40 on monocytes
when compared with normotensive pregnant women

and nonpregnant women (all P < .001). There was a
significant increase in platelet—-monocyte aggregates in
preeclamptic women (P < .001) and normotensive preg-
nant women (P = .003) compared with nonpregnant
women. Preeclampsia is associated with activation of the
CD40-CD40L system. The activation of this system
may contribute to the development or maintenance of
the proinflammatory and prothrombotic milieu found
in preeclampsia.

Keywords: preeclampsia; CD40; CD40L; platelet—

monocyte aggregates
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CLINICAL PRESENTATION OF
IN  PATIENT WITH ACUTE

LYMPHOBLASTIC LEUKEMIA

Vanya Slavcheva!, Kalina Ignatova?, Stanislava Panayotova', Nikolai Tzvetkov',

1) Clinic of Hematology, University hospital, Pleven, Bulgaria.
2) National Specialized Hospital for Active Treatment of Hematological Diseases,

3) Clinic of Nephrology, University hospital, Pleven, Bulgaria.

OPEN ACCESS HELAPSE
Vasil Todorov?
Sofia, Bulgaria.
SUMMARY:

Acute lymphoblastic leukemia is a disease, which is
more common in children. We report a clinical case of a
patient aged 25. Thirty-two months before his last admis-
sion in Hematology clinic, acute pre- B lymphoblastic
leukemia had been diagnosed and treated till March 2012.

In September 2013 after bone marrow aspiration,
flow cytometric analysis, trepan biopsy and biopsy of the
kidney had been carried out, the patient was diagnosed with
first late relapse, involving bone marrow and Kidney. A sec-
ond remission was achieved using Berlin- Frankfurt— Mun-
ster chemotherapy [BFM] and allogenic stem cell transplan-
tation was performed.

Key words: leukemia, relapse, polycythemia, kidney,

INTRODICTION:

Acute lymphoblastic leukemia [ALL] is a malignant
hematological disease characterized by abnormal prolifera-
tion, accumulation and tissue infiltration of immature
lymphocytes [1, 2, 3]. It is more common with children aged
2 to 5, but it has bimodal distribution with second peak in
patients about 50 years of age [1]. The prognosis of disease
depends on a number of factors, some of which are the
length of first remission and site of relapse [4]. The greater
part of the cases of relapse are manifested by isolated bone
marrow involvement or in combination with the involvement
of the central nervous system and/ or testicles and much
rarely involving other extramedullary sites [5, 6].

Case Report:

We present a case of a 25- year- old man treated in
University Hospital, Pleven from May 2009 till March 2012
for pre — B- ALL with testicle involvement, proved through
a complex of laboratory tests including: bone marrow bi-
opsy, flow cytometric and cytogenetic analysis of the bone
marrow. Induction, consolidation and re- induction courses
according BFM- protocol have been carried out. The com-
plete remission was reported after prophylactic radiotherapy
of the central nervous system in dosage 24 Gray.

In August 2013 the patient was admitted to emer-
gency department on account of headache, joint and mus-

/J of IMAB. 2015, vol, 21, issue 2/
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cle pains. On admission he denied fever and weight loss.
He reported having had several episodes of arterial blood
pressure of 180/100 mmHg, treated with Chlophadon and
Enalapril on an outpatient basis. Physical examination did
not reveal enlargement of lymph nodes or pathological
changes in respiratory, digestive tract and central nervous
system. No bleeding involving mucous membranes or skin
was found. His blood pressure was 160/110 mmHg, the
heart rate was 72 bpm and the results from complete and
differential blood counts were normal. He was admitted to
the Department of Nephrology because of increased levels
of urea (20 mmol/1) and creatinine (460 umol/1), with a di-
agnosis of nonoliguric acute renal failure. Abdominal ultra-
sound revealed enlarged kidneys 190/90mm, parenchyma
32mm, preserved drainage. No enlarged paraaortic and
parailiac lymph nodes were visualized. Kidney biopsy with
cytological and immunofluorescence tests were performed,
which showed massive lymphoid infiltrates in the kidney.

In September 2013 the patient was admitted to the
Clinic of Hematology in the University Hospital in Pleven.
The results from the laboratory tests ordered were as fol-
lows: WBC- 5.5 G/I, RBC- 6.94T/1, Hb- 203g/1, Het- 0.551,
MCV-79fl, MCH- 92.2pg, MCHC-368, Plt- 168G/I, differ-
ential counting- St — 0.275G/1, Sg-4.67G/l, Mo- 0.11G/1, Ly-
0.44G/1; Urea— 12.01mmol/l, creatinine- 294.78 umol/I.
Because of the high levels of hemoglobin and haematocrit,
trephine biopsy with immunohistochemistry of bone mar-
row were performed that showed a marked erythroid hy-
perplasia. The presence of a small number of large lymphoid
cells, positive for CD 20, CD 34 and a considerable number
of Tdt positive cells, makes flow cytometric analysis obliga-
tory in order to make the presence of relapse of pre- B- ALL
more precise. Molecular analysis of bone marrow was made
and the result was: RT —PCR t (9:22) / M-BCR -ABL
(n210):/-/ negative. t (9:22) / m-BCR -ABL (w190):/-/ nega-
tive. JAK 2 V617F RFLP: /-/ negative. JAK 2 V617F allele
specific/-/ negative.

Flow cytometric analysis of the bone marrow re-
vealed the following results: blast cells - 20%: low FCS/
SSC phenotype: CD45+ low, CD 19+ , CyCD79%a + ,
nuTdT + , CD10+, CD22+, CD38+, CD81+, CD34-,

767
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Summary

Alfective disorders. including depression. are of great social
importance and lead to serious everyday life infringement
and disability. Affective disorders are one of the main causes
of suicide causes. Anxiety disorders represent a variety of
psychic disorders that often lead to disability. Anxiety and
depression syndromes together are often seen in patients.
Vitamin B12 (cobalamin) is the only vitamin containing
cobalt. Our aim was to investigate. evaluate and compare
depression and increased anxiety and serum Vitamin B12
level in patients with depression. in patients with Vitamin
B12 deficiency anemia and healthy controls. We investigated
74 subjects — 38 patients and 36 healthy controls. Serum
Vitamin B12 level was measured in all participants. It is
assumed that normal ranges of Vitamin B12 level vary. The
most recently accepted ones are 200 to 900 pe/ml. In cases of
levels below 200 pg/ml. a therapy with vitamin B12 should
be applied. On the other hand. the level necessary for normal
biochemical processes is higher — 250 pg'ml. In our study.
serum Vitamin B12 level in more than 50% of patients with
depression/anxiety was below 200 pg/ml. and in more than
60% of these patients it was below 230 pg/ml.

Key words: depression. anxiety. B12 deficiency anemia

Introduction

The terms “depression”™ and “anxiety™ are often used
nowadays. Their range of meaning varies a lot — starting
from mild and trivial. to serious and life threatening.

Affective disorders. depression included. are
diseases of great social importance that lead to serious
evervday life infringement and disability. The lifetime
prevalence of depression is 5-7% in nosological
epidemiology with no age limits [1. 2]. The onset is
in younger age. and in 33% of the patients it is chronic
[3]. Important disease features are high suicidal risk
and social functioning disturbance. Somatic diseases
are often accompanied by depression symptoms. As
far as sickness and disability are concerned. depression
represents about 11% [3]. According to the World
Health Organization (WHO) data, in only a few
years depression will take second place as a cause for
disability and a leading place in countries with high lite
standards. and will account for a great economic and
social capital loss in every society [1-6].
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A REVIEW OF RESULTS FROM CLINICAL TRIALS BASED ON CO-
VARIANTS OF THE R-CHOP REGIMEN IN UNTREATED PATIENTS
WITH DIFFUSE LARGE B-CELL LYMPHOMA

Vanya S. Popova
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Dr. Georgi Stranski University
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Summary

Since 2000, new drugs for treating lymphoproliferative
diseases have been introduced in haematology, and their
initial indications have been gradually expanded. Some of
the so-called ,target molecules have shown good efficacy
when treating some malignant non-Hodgkin lymphomas.
The possibility of achieving therapeutic disease control in
some indolent non-Hodgkin lymphomas using drugs with
a different mechanism of action from that of cytostatics
has logically raised the question of a change in therapeutic
management in other lymphoproliferative diseases. Since
2010, clinical trials have been initiated with untreated
patients with aggressive non-Hodgkin‘s lymphoma - diffuse
large B-cell lymphoma as the primary target. The key aim of
most clinical trials has been to compare the efficacy of the
so-called ,.gold standard“ - rituximab, cyclophosphamide,
doxorubicin, oncovin, prednisolone (R- CHOP) versus its
derivatives. The review discusses the results of completed
clinical trials published on the Internet. These trials covered
covariants of the R- CHOP regimen used as first-line
treatment of patients with diffuse large B-cell lymphoma. The
review also includes drugs registered in Bulgaria for the last
ten years but with a different clinical indication at present.
The results of five clinical trials in which obinotuzumab,
venetoclax, lenalidomide, bortezomib, and ibrutinib were
used are presented.

Keywords: diffuse large B-cell lymphoma, covariants,
first-line
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Age as a prognostic factor in naive B- chronic lymphocytic leukemia patients
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Acibadem City Clinic Tokuda Hospital, Sofia®

BrBeaeHue

XponnyHata miMpouutHa jdeBkemus (CLL) e eaHa oT Hai-4ecTHTE JIGBKEMHH IIpH
BB3DacTHH, XapaKTepU3Hpallla c€ ¢ NPOMEHJIMB KJIMHMHYEH XOJI M HapacTBalla YecToTa ¢
HalnpezBaHe Ha Bb3pacTTa. [Ipe3 nocnegnurte rogunu 6sxa NpeaioKeHH pa3IngHU MOJCIH 3a
crpaTidUKalusd Ha pHCKa H JedHHHpaHe Ha NPOTHO3aTa 32 HOBOAMATHOCTHIIMPDAHUTE
nanueHTd. Be3pacTra Ha manueHTa € eMH OT (PaKTOpPUTE, BKIIOYEH B IPOTHOCTHYHUTE
Mozenu. llenta Ha Hamero m3cienBaHe Oelne Aa ce MPOYYH 3HAYCHHETO Ha JeMOrpadCckus
(baxTop BB3pacT U BIUSHUETO MY BEPXY BPEMETO 0 3ano4Bane Ha mbpBoto jeuyenue (TTFT)
npu HejnekyBaHM naumeHTH ¢ B-CLL. B mpoyuBanero Osixa BKIIOYEHH 97 HelneKyBaHH
nauueHTd ¢ B-CLL npocnenenu 3a tpuroguimes nepuoj. M3nonzpanu 6sxa NOKyMeHTaleH
MeToJ, (QIIOYNHTOMETpHYEH aHAIN3 Ha NepHpepHaTa KpbB M CTaJupallid NMpOLEeAypH. 3a
cpaBHaBaHe Ha TTFT B pasnuynHuTe BB3pacToBM TpynH Oeme wm3mon3eaH Logrank tecT
(Kaplan-Meier). OnpeneneHara OT Hac CpelHATa BB3pacT HA HOBOJHATHOCTHLMPAHUTE
nanveHTd ¢ B-CLL 6eme 67 romguu. B 3aBHCHMMOCT OT BB3pacTra mnanueHTHTe Osxa
pa3lielieHH Ha YeTHPH BB3PAacTOBU IPYIH, KakTo ciensa: 57-67 roxunu, 68-78 roguuu, noxg
57 rogunu u Han 78 roaunu. He Gemie ycTaHOBEHO CTATUCTHYECKH 3HAYMMa pa3jidKa BB
BPEMETO J0 IIBPBO JICYEHHE B pa3IMuHH BB3pacToBH rpymd (p =0, 915).

K11090BH IyMH: BB3pacT, XPOHHYHA TAM(DOLMTHA JIEBKEMHUS, IPOrHO3a

Abstract

Chronic lymphocytic leukemia (CLL) is one of the most common leukemias in adults,
characterized by a variable clinical course and an increasing incidence with age. In recent
years, various models for risk stratification and definition of prognosis have been proposed
for newly diagnosed patients. The patient's age is one of the factors included in most
prognostic models. The objective of the our study was to investigate the demographic index
age and its importance as a factor related to the time to initiation of first treatment (TTFT) in
treatment naive B -CLL patients. 97 untreated B-CLL patients were included for a three —
year period. Documentary method, flow cytometric analysis of the peripheral blood and
staging imaging procedures were used. The Logrank test (Kaplan- Meier) was used to
compare TTFT in different age groups. The mean age of newly diagnosed patients with B-



42 Xpomo30MHH abepanyy U MPEXUBSIEMOCT Ha ...
C. Anzeaoea, A. Anmonoe u op.

XPOMO3OMHW ABEPALIN N MPEXXUBAEMOCT HA BOJTHW
B PA3JINYHU CTAOUN HA Ph+ XPOHUYHA MUEJIOTEHHA NNEBKEMUS

C. AHzenoBa’, A. AHmoHoB', M. CumeoHoBa’, K. [lo6pe8’, H. LiBemko8’,
B. CraByeBa’' u b. L{BemkoB'’

'KnuHuka no xemartonorus — "MBAI — MneseH"
*MenuKo-TeHeTUUYHa AnarHocTuHa naéopatopus — "MBAJT — MneseH"

Pesiome. Hue cvobliuaBame 3a 43-ma 6ontu ¢ Ph* XMJ1, nekyBaHu cbC CTaHOapTHU XUMUOTEparnes-
TUUM 1 NpocnefaBaHn He rno-Manko oT 4 roauHu B XemartonornyHara knuHuka npu MBAJT — MneBeH. lNa-
UMeHTUTe ca noapasfaenieHn B [ABe Bb3pacToBu rpynu: nod v Hag 60 roguHn. OT 60NHUTE B XPOHUYEH
ctaguin Ha Ph* XMJ1 nop 60-roauiiHa Bb3pacTt 50% noxueasar ao 36 Mecella, a ot 60nHuTe Han 60 roavHmn
— 50% poxueaat camo go 30 meceua. lNaumeHTuTe B XpoHUueH ctagun Ha Ph' XMJ1, nog 60-roguiuHa
Bb3pacT, umawm t(9; 22)(q34;q11) Kato eaMHCTBEHa aHoOManus B KapuoTtuna, NpeXxuBaBaT cpeaHo 42 me-
cella, a NaUMeHTUTe C AOMbJIHUTENTHU XPOMO30MHUN abepauumu OT cbluarta rpyna npexusasar cpegHo 25.3
mecela. bonHuTe B akuenepartuBeH u 6nacteH crtaguin Ha Ph' XMJ1 ¢ ponbnHUTENHU XPOMO3OMHU aHo-
Manuu B KapuoTurna umart Tpu NbTu No-Masnka cpefHa npexvesiemocT (2.9 mecela) B cpaBHEHWe C Tasu
npuv 605HWTE OT cbllaTta rpyna, Ho 6€3 OOMbIHUTENHY XPOMO30MHU aHOMasUN.

S. Angelova, A. Antonov, M. Simeonova, K. Dobrev, N. Tsvetkov, V. Slavcheva and B. Tsvetkov.
CHROMOSOMAL ABERRATIONS AND SURVIVAL OF PATIENTS IN DIFFERENT STAGES OF CML

Summary. We report for 43 patients with Ph"CML, treated and followed up for not less than 4 years
in a hematological clinic at High Medical School — Pleven. The patients are subdivided into two age
groups: under and over 60-year-old. From the patients in chronic stage of Ph*CML, under 60-year-old,
50% survive only up to 30 months and from the patients over 60 years — 50% survive only up to 30 months.
The patients in chronic stage of Ph*CML, under 60-year-old, having t(9;22)(q34;q11) as an only anomaly in
the karyotype, survive 42 months on average, and the patients with extra chromosomal aberrations from
the same group survive 25.3 months on average. The patients in an accelerative and blastic stage of
Ph'CML with extra chromosomal anomalies in the karyotype have three times below the average survival

(2.9 months) in comparison to that, where the patients are from the same group, but without extra chro-
mosomal anomalies.

Key words: chromosome aberations; leukemia, myeloid, chronic/genetics; blast crisis/genetics (source: MeSH)
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GENETIC THROMBOPHILIC DEFECTS AND RISK OF THROMBOTIC COMPLICATIONS
IN PATIENTS WITH ESSENTIAL THROMBOCYTHEMIA AND POLYCYTHEMIA VERA.
PART |I. PREVALENCE OF GENETIC THROMBOPHILIC DEFECTS IN PATIENTS
WITH ESSENTIAL THROMBOCYTHEMIA AND POLYCYTHEMIA VERA
K. Kovacheva', A. AntonoV?, P. Ivanov’, N. Tsvetkov’, R. Komsa-Penkova’, V. Slavcheva’,

L. BogdanoV?, I. Hristov?, A. Kamenova® and I. Ivanov’
'Section of Medical Genetics, “Clinic of Hematology, *Section of Biochemistry
University Hospital, MU — Pleven

Pesrome. Tpombo3zume ca edHu om Hal-Cepuo3HUMe yClIOKHEHUS 8 KITUHUYHOMO npomuyaHe Ha eceHyuanHa-
ma mpomboyumemus (ET) u nonuyumemusi eepa (I1B). C uen 0a oueHuM 3HadeHUemo Ha HacrnedcmeeHama
mpombogpunus (HT) 3a nosuwasaHe Ha pucka om mpombo3u NPOCNEKMUBHO MPOyYUXMe Yecmomama Ha Ho-
cumesicmeo Ha 2eHemuy4Hu degekmu npu 20 nayueHmu ¢ ET u 22-ma — c¢ 1B. Yecmomama Ha omdenHume
Mapkepu e uscrnedsaHama 2pyna (42-ma nayueHmu) u npu koHmponume (112-ma 30pasu uHousudu) bewe: 3a
¢gakmop V Leiden — 4.8 u 6.2%, 3a mymauyusi 8 npompombuHosusi 2zeH — PR G20210A — 9.5 u 2.7%, mymauus
2eHa Ha eH3uma memuneHmempaxudpogonam pedykmasa — MTHFR C677T — 19% u 11.6%, u nonumopgu3sm —
anen PIA2 e 2zeHa Ha mpomboyumHus anukonpomeuHos peyenmop lIb/llla — PIA2/GPllla — 28.6 u 13.4%. PR noka3a
0C0bEeHOo 8UCOKa Yecmoma Kakmo 6 rnodzpynama Ha nauueHmu ¢ ET (20%; p = 0.009; OR — 9.08), maka u npu me3u
om msx, Koumo ca ¢ mpombomuyHu nposisu (TI1) (18.2%, OR — 8.0), 8 cpasHeHue ¢ kKoHmponume (2.68%). Myma-
uuss MTHFR C677T bewe ycmaHoseHa npu 25% om 6onHume ¢ TT1, kamo deMoHcmpupa acoyuayusi ¢ mpombéosu
251asHo Koeamo e 8 kombuHayusi ¢ PIA2/GPIlla. Hali-eucoka cmeneH Ha acoyuayusi ¢ TI1 nokasa PIA2/GPllla kakmo
8 obuwama uscnedsaHa gpyna (41.7%; p — 0.004; OR — 4.62), maka u 8 yacmHocm ocobeHo 3a 1B (46.2%, p — 0.01;
OR — 5.54). []leoliHomo Hocumencmeo ce cpeuwiawle ¢ rno-eucoka yecmoma cped nayuesmu ¢ 1117 (15.3%, OR — 5.0
3allB; 27.3%, OR — 8.0 3a ET), e cpasHeHue ¢ koHmponume (4.5%). JaHHume kamo usiiio noka3axa, 4e HT ce aco-
yuupa ¢ mpombosu (p — 0.004, OR — 4.17), yecmomama Kamo HoOCUMeICMeomo Ha roHe e0uH 2eHemuy4eH deghekm
bewe 62.5% cped nayueHmu c TI1, 8 cpasHeHue ¢ 28.57% npu KOHMponume.

Knroyoeu dymu: HacnedcmeeHa mpomboghunus, eeHemuyHu 0eghekmu 3a mpomboghunusi, mpombo3u, eceH-
yuanHa mpomboyumemusi, noauyumemus eepa

Summary. Thromboses (T) are the most serious complications in clinical course of essential thrombocythemia
(ET) and polycythemia vera (PV). To evaluate the role of inherited thrombophilia (IT) in determining the risk of
thrombotic complications, we investigated the prevalence of genetic thrombophilic defects in a prospective study
of 20 patients with ET and 22 patients with PV. The prevalence of examined markers in study group (42
patients) compared with controls (112 healthy individuals) was: for factor V Leiden — 4.8 u 6.2%, for prothrombin
(PR) G20210A — 9.5 u 2.7%, for MTHFR C677T — 19 u 11.6% and for PIA2/GPllla — 28.6 u 13.4%. The mutation
PR G20210A presented a higher prevalence in patients with ET (20%, p = 0.009; OR — 9.08) as well as in
patients of ET who had T (18.2%, OR — 8.0), compared with controls (2.68%). The mutation MTHFR C677T
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Pestome. Tpombosume ca edHu om Hall-cepuo3HUMeE YCIOXHEHUS 8 KITUHUYHOMO npomuyaHe Ha eceHyuasnHa-
ma mpombouyumemus (ET) u nonuyumemus eepa (B). 3a 0a oueHuM 3HaYeHUEMO Ha HacrnedcmeeHama
mpombogpunusi (HT) 3a nosuwasaHe Ha MPOMBEOMUYHUS PUCK, NPOCHEKMUBHO u3credeaxme Yecmomama Ha
Hocumerncmeo Ha seHemu4HU Oegpekmu npu 42-ma nayueHmu ¢ ET u 1B u pasnuyHu KMUHUYHU rnposieu u yc-
NOXHeHUs. MacriedeaHume zeHemuyHu Mapkepu 6sixa: cpakmop V Leiden, mymauusi e pompomMbUHOBUS 2eH —
PR G20210A, Mymauyus 6 2eHa Ha eH3uma memuneHmempaxudpoghonam pedykmasa — MTHFR C677T, u no-
numopgpusbm — anen PIA2 e 2eHa Ha MPOMBOYUMHUS 2/IUKOMPOMEUHO8 peuenmop lIb/llla— PIA2/GPllla. PR noka3a
8ucoka Yecmoma cped nayuenmu ¢ ET (20%), om msx 50% umaxa mpom6omuyHU rposieu (Tr1). Mymauusima
MTHFR C677T demoHcmpupa acoyuayusi ¢ mpoMb0o3u 2iagHo & kombuHayus ¢ PIA2/GPIlla. Yecmomama Ha TI1
cped Hocumenume Ha MTHFR C677T e 75%, & cpasHeHue ¢ 41% npu HeHocumesnume (OR — 4.33). Hocumencm-
8omo Ha PIA2/GPllla e 6 nbmu no-yecmo npu nayueHmume ¢ TIl, @ CpagHEHUE C acuMMOMHU (p — 0.06; OR —
5.71). Kamo usirio mo e cebp3aHo CbC 7 Mbmu Mo-8UCOK PUCK OM mMpoM603u (p— 0.04;, OR — 7.22), ocobeHo u3spaseH
npu [1B (OR — 8.40). []soliHomo Hocumesicmeo ce cpeuwa ¢ Mo-8ucoka yecmoma cped nayueHmume ¢ TI1 (20.8%,
OR — 4.47), omkonkomo rpu acumnmomHume nayueHmu (5. 6%) u e cebp3aHo ¢ 00 7 MbMU MO-8UCOK PUCK OM pas-
sumue Ha mpombo3u (83% om msix umam TI1 cpewly 41% npu nayueHMume HeHocumenu Ha Odegpekmu; OR —
7.22), ocobeHo npu ET. [JaHHume kamo usno noka3axa, ye HT ce acoyuupa ¢ mpombo3su (p — 0.004 OR — 4.17),
Kamo Hanu4uemo Ha roHe eOuH zeHemuyeH deghekm e CebpP3aHO C OKOJO 4 MbMU MO-6UCOK PUCK OM MPOMB03U
npu nayuesmu Hocumenu (75%, p — 0.05, OR — 4.33), 8 cpasHeHue ¢ HeHocumenume (41%).

Knro4oeu dymu: nacnedcmeeHa mpom6ogunus, zeHemuyHu degpekmu 3a mpombogpunusi, mpombo3u, eceH-
YuanHa mpomboyumemusi, mofuyumemus eepa
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BbBEJEHUE

MbpBusm knuHuyeH cnyyal Ha Amakcus-meneaHzauek-
ma3usi (A-T) e onucax om Sullaba u Henner npes 1926 2. Te
HabnogaBam npozpecuBHa xopeamemosa u koHioHkmuBanHu
meneaHauekmasuu B mpuma om uneHoBeme Ha egHo cemelc-
mBo. 15 2oguHu no-kbCHO, Npe3 1941 2., Louis-Bar onucBa
cnyyau Ha 6enzulicko geme ¢ npozpecupawa uepe6enapHa
amakcus u kokHu meneaHzuekma3uu. Mo-kbcHo cuHgpoma
npuema umemo Louis-Bar. KnuHu4HOmMo onucaxue Ha 3a60-
nsBaxemo e HanpaBeHo npe3 1957 2. om E. Boder.

A-T e pagko 3a6onsBaHe yHacnegaBauwio ce no aBmo3om-
Ho-peuecuBeH nbm ¢ xapakmepHu knuHUYHU 0COBEHHOCMU:
npozpecupawa mankomosbyHa amakcusi, ouegBuzamesnHa an-
pakcus, xopeamemo3a, meneaHauekmasuu, 4ecmu uHgpekuuu,
umyHeH geduuum u noBuweH puck om pasBumue Ha Manue-
HeHu 3a6on1s8aHus, oco6eHo neBkemus u numdom [12].

Yecmomama Ha 3a6oneBaemocm e om 1:40 000 go 1:100
000 >kuBopogeHu, Bapupawa npu pasnuyHume emHudecku
2pynu [12].

HayanHume cumnmomu Ha amakcusma ce nposBsBam
HaU-4ecmo 8 nepuoga om 9 MmeceyHa go 1 2oguwiHa Bb3pacm,
pagko cneg 3 ., kamo peaynmam om HamansBaHe Ha 6posi
Ha knemkume Ha MypkuHue u 3bpHecmume knemku 8 mankus
mo3bk. TeneaHzuekma3susima no 6ynéapHume koHioHkmuBu u
8 nocnegcmBue Bbpxy koxkama ce nposBsBa B8 Bb3pacmma
mexgy 4 u 8 2oguHu. C uspacmBaHemo Ha nayueHmume ce
nosBsBa gonbnHumenHa HeBponozauyHa cumnmomamuka,
BknouBawa: amakmuyra noxogka, ouegBuzamenHa anpak-
Cusi, gucapmpus, ekcmpanupamugHa cumnmomamuka ¢
nposiBu Ha gucmoHusa u xopeamemos3a [5] (dua. 1).

KnembueH u xymopaneH umyHeH gedpuuum npu A-T,
knuHuuHo ce nposBsBa ¢ peuuguBupawu CUHONYNIMOHANHU
UHekyuu, npomuyauiu NPoMpPaxupaHo cbe CKAOHHOCM KbM
XpoHuduuupaHe [12].

B xoga Ha 3a6onsiBaHemo om cmpaHa Ha eHgokpuHHama
cucmema ce HaéntogaBa mecmukynapHa u oBapuanHa xunon-
nasus, obycnaBsawa 3a6aBeHomo pa3Bumue Ha BmopuyHume
nonoBu 6enesu, kakmo u HapyweH 2niokodeH monepaHc.
XapakmepeH e Bucok npoueHm Ha npegucno3auyus Ha mesu
nauueHmu kbm ManuzHeHu 3a6onsBaHus, kamo numdpomu,
neBkemuu u enumenHo-knembuHu kapuyuHomu.

MauueHmume ¢ A-T ca usknioyumenHo yyBcmBumenHu Ha
UoHu3upawa paguauus, cbomBemcmBawo Ha abHopmanHa
2eHemuyHa pekom6uHayus u penapauusi Ha AHK [7].

XapakmepHa na6opamopHa koHcmenauus 3a 60nHU ¢ A-T e:

- Bucok cepymeH anda-pemonpomeut - Hag 10 ng/ml,

npu noBevye om 90% om nauuesmume [12];

- cenekmuBeH IgA gedpuuyum npu 40% om nayueHmume,
kakmo u HamaneHu go nuncBauiu CepymHU UMYHO2/10-
6ynuHu om knac IgE u IgG2 [4, 12];

- nepudepHa numdoneHus ¢ T-numdouumHa Hego-
cmambyHocm npu 30% om 6onHUMe, 3agbnboyabawa
ce ¢ HanpegBaHe Ha Bb3pacmma;

- Xpomo3omMHa mpaHcnokauus (7, 14) 8 5 go 15 % om
nepudepHume knemku cbc cnabu mecma 14qi1, 14932,
7935, 1p14, 2p11 u 2g11 - mo2zam ga 6bgam 3acezHa-
mu 2eHume 3a T-knembyHus peuenmop u 2eHume 3a
umyHoznobynuHu [16].

ATM (Ataxia-Telangiectasia Mutated)-2eHa e eguHcmBeHu-
AM NO3Ham 2eH, acouuupaH ¢ A-T [2]. Tou e nokanuaupaH 8
xpomo3oma 11g22-23 u kogupa cuHmesama Ha 20M1sM $oc-
¢$onpomeuH, yyacmBauwy, 8 koHmpona Ha knembyuHus uukbn,
uHmMpauenynapHusi npomeuHeH mpaHcNopm, noggbpykaHe Ha
gb/hkuHama Ha menomepa u penapauusma Ha [OHK [12, 15,
19]. OnucaHu ca noBeye om 270 yHukanHu Mymauuu, 201SM
npoueHm om koumo ca geneuuu unu cnnadc-cBbp3aHu (43%),
Bogewu go cnnalicuHe aHomanuu. MoBeyemo nayueHmu
Ca xemepo3ugomu NO OMHOWeEHUEe Ha HocumencmBomo.
HYecmomama Ha xemepo3uzomHOmMo HocumencmBo Ha
MymaHmeH anen 8 4oBewkama nonynauusi e om 1.4 go 2%
[8]. Pogumenume Ha 3aceeHamume geua ca 3agbmkumenHu
Hocumenu Ha Mymauus 8 ATM-2eHa. ATM xemepo3uzomume
(Hocumenu) umam yemupu nbmu no-Bucok puck om pasBu-
mue Ha pak, (Hau-yecmo Ha ebpgama), 601ecmu Ha CbpgeyHo
CcbgoBama cucmema u guaéem [8, 11].

Arakcnn
- MaIKOMO3IBYHA 2TPO(HA
- PEXYKINA HA KNETKHTE Ha

OmHKooriyHa np eTHCH0I A
- TuMOOMH, NEBKEMHH
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Typxurne HaTBEpAATA
C b
- Hwynonedunur nalgG, AT TloBuurena YyBCTBHT &IHOCT
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- Hepopassnt Tumyc
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Our. 1. Atakcus-Teneatruektaaus (A-T) - rnaBHU XapaKTEPUCTAKA.
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Abstract

Klinefelter's syndrome is characterized by
abnormal karyotype 47, XXY and a phenotype
associated with hypogonadism and gyneco-
mastia. Often the disease can be diagnosed
accidentally, when carrying out cylogenelic
analysis in cases of a malignant blood disease.
We present the clinical case of a patient diag-
nosed with acute myelomonoblastic leukemia-
M4 Eo (AML~ M4), where by means of classic
cytogenetics & karyotype was found corre-
sponding to Klinefelter's syndrome, Three
induction courses of polychemotherapy wer-
made, which led 1o remission of the disease,
documented both floweytometrically and cylo=

genetically.

Introduction

Klinefelter's syndrome was first described in

LT L T N e | B

phoma and one was with acute myeloblastic
leukemia. The fact that a cytogenetic analysis
is routinely carried out in patients with
leukemia and lymphoma by means of which
constitutional abnormalities of the karyotype
may be detected and should not be related with
a connection between Kline felter's syndrome
and malignant hematologic  diseases.t
According to one retrospective study in
Denmark in 696 patients with Klinefelter's
syndrome not a single case of leukemia or lym-
phoma was established

Clinical Presentation

KEK- 34-year-old man diagnosed with acute
myelomonoblastic leukemia (AML~ M4), dete-
rmined for the first time during his stay in the
clinic in July 2006, when he entered with come
plaints of weakness, fatigue at normal physical
exercise and fever to 38°C. The physical exam=
ination did not show any pathological abnor=
malities. The conducted laboratory tests —
complete blood count and differential count
showed: Hb 76.0 g/dl, RBC 22x10%1, PLT 46
1091, WBC 3,5x10%L, band 2%, segmented
neutrophils 3%, eosinephils 1%, lymphocytes
76%, monoblasts 18%. The flow cytometric
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analysis of bone marrow during diagnostica-
tion showed: myeloblasts expressing: CD13,
CD33, CD34, CD117 and monoblasts with
immuno-phenofype CD11b, CDIlc, CDI3,
CD14, €D33, CD64, HLA- DR. Conclusion: the
described flow cytometric finding is character-
istic oo AML -M4 (Figure 1). Cytogenetic
analysis was performed of I8 metaphase plates
of bone marrow which showed: 46, XX (7)-
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Summary

Hodgkin's discase is one of the most common lpmphomas in peung people, In such cases, long-lasting hematalogical
remissicns are achievable using thesapeutic regimens, including combined radiotherapy and chematherapy. This
publication aims to presemt clinical cases fram our practics in patients with Hodgkin's disease in whom the pecurrence
of second neoplasia is probably causally related o the treatment of Hodgkin's lvmphoma, We prasent two clinical
cases of women with established secondary neoplasia (breast carcinoma, diffuse large B cell lymphoma) 20 years after
treatment for Hodghkin's disease had boen completed. The probability of developing another neoplastic discase, [sading
o increased mortality in these patients, requires updating the recommerdations for secondany prevention in oncology,

Kevwords: Hodgkin's disease, secomdary tumars, radistherspy

NOVANTRONE® MPI OCTPI IEBKEMUN
U MANUTHEHI HEXOIKKIHOBI NIMMOMI

b. LIBETKOB, H. UBETKOB, KP. JOBPEB, A. AHTOHOB, B. CJIABYEBA
KNNHAKA NO XEMATONOrNS, BUCLL MELULNHCKW WHCTUTYT, MNEBEH

Novantrone e cunmemuuen anmpauenguo, 3a koimo ekcnepumenmanno
e ycmanoBeo, ue e Hecneyudpuien no omHowenue Ha knembunus yukwa. Toi
ce cBvp3sBa c AHK nezaBucumo om chazama na knemburomo geaeHue u om Ha-
Auvyuemo uau omcbemBuemo Ha akmuBen memaboausbm. Mo omHoweHue Ha
xemamonozuuHume 3aboanBaHus Hail-gobpe e npoyuen epekmbm My npu Ae-
4eHue Ha ocmpu aeBkemuu u manuzHenu HexogrkkuroBu Aumcomu.,

Llen wa nawama paboma e ga npoyuum mepaneBmuuHun edekm Ha
Novantrone npu 6oaHu ¢ ocmpa muenobaacmma neBkemus (OMA) u manuznenu
HexogkkunoBu aumdomu (HXA) kamo moHomepanus u B komBunayus c gpy-
2u yumocmamuuyu.



( KITUHUYHA XEMATONOIUS
CLINICAL HAEMATOLOGY

TUMUYHA N ATUMYHN XPOMO30MHWN ABEPALIA MNMPU BONHN
C PA3ITNYHN NOATUINOBE HA AML

CB. AHzenoBa, A. AHmoHoB, Xp. AHgpeeBa, B. CaraBueBa, H. LiBemkoB,
M. CumeoHoBa, Kp. JobpeB u b. LiBemkoB

Bucw meguumnHcKn WHCTUTYT - [neBeH

S. Angelova, A. Antonov, C. Andreeva, V. Slavcheva, N. Tzvetkov, M. Simeonova, K. Dobrev

and B. Tzvetkov. TYPICAL AND ATYPICAL CHROMOSOME ABERRATIONS IN PATIENTS WITH DIFFRENT
AML SUBTYPES

Summary. Successful cytogenic investigations of 47 AML adult patients, divided in two groups of
age (under and above 60 years) have been carried out for a period of 8 years in Medical Genetics Depart-
ment at University of Medicine - Pleven. Numerical, structural and complex chromosome aberrations have
been found out in 27 of them. In the group under 60 years of age chromosome aberrations have been
determined in 80% of the patients (men/women ratio 1:1) and, in the group above 60 years of age - only in
32% of them (men/women ratio 2:1). Chromosome aberrations existed in 46.1% (6 out of 13) of the AML-
M1 patients and half of them are typical for AML-M4 with corresponding immunophenotype. There is a
correspondence between the typical chromosome aberrations, morphology and immunophenotype in
AML-M2 patients. Typical t(15; 17) that disappears in clinical remission has been found out in 100% of
AML-M3 patients in the initial investigations. Cytogenetic abnormalities have been determined in 44.5% (4
out of 9) of the AML-M4 patients, but only in one of them it was typical for M4 subtype. The high
percentage of the chromosome aberrations is impressive despite the low number of AML-M5 patients.

Key words: leukemia, myelocytic, acute; chromosome aberrations

LluToreHeTnyHUTE U3CnNeaBaHUs B OHKOXeMaronorusta 3aemaT CblUecTBEeHO
MSICTO NPW U3SICHABAHE Ha TOYHATa AMarHosa, NporHo3ara 3a NpeXxuBsemMocT, edek-
Ta OT TepanuaTa 1 NpocneasBaHeTo Ha XPOHWYHO 6onHuTe. Mo nuTepaTypHu aaHHW
[1, 2, 4, 6] okono 50% ot 6onHuTe ¢ AML umat xpoMo3omHu npeycTtponcTaa. lNo-ro-
nAMarta 4yacT OT TAX ca TUMWYHW U ce CBbp3BaT C onpeaeneHn nogrunose Ha AML:
t(15;17) - ¢ M3-nogrun, t(8;21) - ¢ M2-nogtun, t/inv (16) - ¢ M4-noaTun, n T.H. 3Have-
HWETO Ha aTUNNYHUTE XPOMO30MHU abepaunn ce nNpoyysa.

Llenta Ha n3cnensaHeTo 6elle TbpCeHe Ha CbOTBETCTBUE MeXAY LMTOreHeTny-
HWTE HaxodKu, UMYHONOrMYHUTE Mapkepu 1 mopdonornyHute 6enesu npu 6onHuTe ¢
pa3nuyHu noaTunose Ha AML.
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KNETbYEH LUNKbJ1, OHKOTEH, MPOTOOHKOINEHU
B. CaaBueBa*, A. AHmoHoB* u K. sl6aaHcku**

*  XemaTonoruyHa knuHuka - BMU - MNMneseH

** PeBmokapavonornyHa knuHuka - BMU - MNneseH

Pesiome. Ha 6asara Ha peavua npoyysaHua B 06nactra Ha UMTOreHeTUYHUA aHanua, Monekynsap-
HaTa 6uonorusa u U3NonN3BaHeTo Ha nonumepasHara sepwxHa peakuus (PCR), BHUMaHueTo 6e cbcpeno-
TOYEHO BbPXY Y4aCTUETO Ha BUPYCHU OHKOrEHW, MPOTOOHKOTEHW W TYMOP-CYNPEeCOPHU FeHW B pasnuyHu
eTanu oT KNeTbyHUA LUMKbA. EKcnpecusta Ha HAKOM NMPOTOOHKOreHU e Heo6XoanMOo ycnosue 3a npexoaa
oT efHa dasa Ha KNeTbYHUS LWKbA KbM Apyra. B pesyntar Ha amnandukauus, Mytaums unm CTpykTypHa
anTepaums, aHraxmpatim NpoTOOHKOreHWUTe, Ce UHAyLMpa Cb3aaBaHeTo Ha ManurHed GpeHotun. AGHOpM-
HaTa eKCnpecus Ha reHu W TexHWTe MPOAYKTW. BOAW A0 HapyllaBaHe Ha KeTbYHUA LUMKbA, KneTbyHata
nponudepaumna n audepeHunaums.

V. Slavcheva, A. Antonov and K. lablanski. CELL CYCLE, ONKOGENES, PROTROONKOGENES

Summary. On the ground of many researches in the field of cytogenetic analysis, molecular biology
and the use of polymerase chain reaction (PCR), the attention was focused on the participation of viral on-
cogenes, cellular protooncogenes and tumor suppressor genes in different stages of cell cycle. The ex-
pression of some protooncogenes is necessary for the transition from one phase of the cell cycle to anot-
her. As a result from amplification, mutation or structural alteration of oncogenes, the production of malig-
nant phenotype is induced. Abnormal expression of genes and their products leads to disturbance of the
cell cycle, cell proliferation and differentiation.

Key words: cytogenetics; oncogenes; proto-oncogenes; ligands; transduction, genetic.



OAUOEPEHUMAAHO- ANATHOCTUYHU TTPOB-
AEMW MPU T- KAETBYHEHU HEXOYKUHOBW

AUMOOMMN

B. CaaBueBa, A. /AnToHOB, H. IIBETKOB
Kaunuka no Xemamoso2ust
Bucw mequyurcku uncmumym - [LieBen

PROBLEMS WITH THE DIFFERENTIAL DIAGNO-
SIS OF T- CELL NON- HODKIN‘S LYMPHOMS

V. Slavcheva, A. Antonov, N. Zvetkov
Clinic of Haematology
Medical University, Pleven

ABSTRACT

T- cell lymphoms are a relatively small part of the
group of non- Hodjkin lymphoms. With the aim of de-
termining a therapeutic attitude it is often necessary to
differentiate between T- cell chronic lymphocytic leuke-
mia, Hodjkin's disease (2) and T- cell lymphom/ leuke-
mia (1).

There are reports about the instructive value and
the stimulating of the differential diagnosis by modern
techniques such as molecular analysis (1) and flowcyto-
metry of a sammple of biopsy from a lymph node mak-
ing in this way the therapeutic attitude towards patients
with T- cell non- Hodjkin lymphomas more precise.

Key words: leukemia, lymphoma, Hodjkin

AHTUMUKOTUYHA MPOOUAAKTUKA U TEPA-

- penTrenorpadus Ha MaAKu CTABU Ha PbUE U XO-
TuAa:; JAHRU 33 NEpuapTuKysapHa OCTEOnopo3a

- HUBO Ha peBMaTouneH GakToOp: B pePepeHTHU
rparuuu <

- uMyrOdEHOTUNU3UPANE Ha NepuPpepHa KPbe U
KOCTEH MO3bK: IPOBEJEHUSAT aHAaAU3 NOKA3a KOHCTEAd-
uus, XapaKTepHa 32 AUMGOM C roaeMu rpaHysupanu
sumdouutu /CD 2+, CD 3+, CD 8+, CD 16+, CD
57+/ (4). Taxa npu ONUCAHUAT BOAEH UMYHODEHOTU-
NU3UPAHETO HU NO3BOAU 1d PEBU3UPAME NBPBOHANAA-
HaTa [QUarHosa. '

TTpu nocoderusAT naquenT No 2, OT QUIUKAAKUAT
CTAaTyC U NpOBeNeruTEe O0pa3HU UCASOBAHUA, CHUECTBY-
Baxa JaHHU 33 TEHEPAAU3UPana AUMPAIEeHOMETaAUs, Xe-
NaTOMETaAus U MeHunroaeBkemus. OT xemorpama u
AymBasen nyHkTaT- 51% 0T KaeTkute 6axa aumpouu-
Tu ¢ MOPGOAOTUMHU GEAE3U HA ATUNU3HM.

JIONbARUTEAHO NPOBEIEHUSAT GAOYUUTOMETPUUCH
aHAAU3 Ha NepudepHa KPbB U AUKBOP yCTAHOBU KAOH €K-
cnpecupawl anturennu mapkepu /CD3+, CD 4+, CD
5+, CD 45+/. OnucanaTa KOHCTeAauust du MOrad 1a ce
ycTanoBu npu T- npoAuMpouuTHA ACBKEMUs (3).

nua nPU NALMEHTU C OCTPA AEBKEMUA

B. CnmaBuesa, A. AsToHOB, P. Benxos *, H. L{petkon
Knunuxa no Xemamonozus

*Mukpoouono2uuna aabopamopus
MPEBAJI - ITheeen

ANTIMYCOTIC PREVENTION AND THERAPY IN

PATIENS WITH ACUTE LEUKEMIA

* VBpeIeH KIIeTHUHO-MEMHPaH HMYHHTET
* IPOALIIKITEHA HEYTP OTICHISI

V. Slavcheva, A. Antonov, R. Velkov*, N. Tzvetkov
Clinic of Hematology
*Microbiology - Pleven

ABSTRACT

Heavy mycotic infection very often can be fatal for
patients treated with immunosuppressive and antineoplas-
tic therapy. Fluconazol /Diflukan/ is an acceptable and
good antimycotic agent against Candida, Aspergillus and
Fusarium and has a relative lack of toxicity /5/. Based on
the data and recommendations accepted at the Interna-
tional Conference for treatment and prevention of severe
candidous infection, which took place in Harbor in April
1995, we used fluconazol prevently on patients with acute
leukemia in the period of neutropenia and on patients with
symptoms of cadida.

Key words: neutropenia, diflukan, candida

OyHrammre HHQEKIHH ce H3sBABAT KaTo JIOKaIHa
H JICCHMPHMpPaHa (popMa 1 MOraT Ja MpPOoTeKaT 0CTPO WIH
XPOHIYHO /2/.
Kiiuna 13g8a Ha MUKOTHYHHTC HH(OEKIIT pH
NaIeHTH ¢ 0CTpa JeBKeMMS /4/.
Kauniann deaesn
Heeneinguynn
(eOpHIHTET, HenmoBANABALL
ce OT aHTHOHOTHIH

TNpuautnren

BesIKa I'boa (Haii-yecto
necumuinpana Candida
umu Aspergillus )

B 00J2CTTA HA [IABATA I IWHATA
JHNEBH GOJIKI AHOCTPAHHO -
Aspergillus

OTOK Ha JIHLETO
nponTosa Fusarium
CHHYHT Mucoralli

CMIICTaKCHC

medoHus Candida, Aspergillus
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JIMM®OMH CbC CTOMAIITHA JTOKAJIU3AIIUS, B IPAKTUKATA
HA XEMATOJIOTTYHA KJIMHUKA- ILTEBEH

B. Caapuesa', A. AnToHOB', A. Beatkosa?, H. I[BeTkos!, T. Heausickn?®, P. Crosanos?, 1.
MeTtoanes?

Kinnnxka no Xematonorus' — MBAJI- EAJL, [Tneses, Kareapa conuanna Meanuusa u
3apaseonassane’ - BMIU, ITneser, Onxoxupypruusa kiuanka® MBAJT- EATL Tliesen

PE3IOME
[Tpes nocneHITe FOIHHM C& BE3INPHEXA TPOMEHH 110 OTHOLICHHE Ha TEPANeBTHYHOTO TOBEICHIE H K THHIUKO- TONOrPadCKUT

s
{T¢

cTalipauy cuctemu (Ann Arbor 1 Musshoff), npu Gontn ¢ numbomu cue croMaruna nokamaaims (MALT, Large cell - B iymphoma).

g lc

[lesra Ha MPOY4BAHLTO ¢ CPABHABAHE MPEKHBASMOCTTA Ha NALMEHTHUTE ¢ THArHO3a IHMAOM ChC CTOMALIHA TOKATHIALIA
[pOBETH XHMHOTEPAMKA € NPEIWECTBYBaMIa cToMAlIHA pesexuua (Billroth T wanm Billroth 1) cnpsso rpvnata Soms npose.m
CaMOCTOATEIHA XMMIOTEPAnHA. .

[TpeacTaseit ca pe3yaTaTHTE OT 1e4eHHETO Ha 20 GOsHM C 1HArH032 AuMAOM CbC CTOMALIHA !
onepupary, u § neonepupans. Benuxu 06X8aHaTH mauuesTy ca nposenn xuvuotepanud. it
OCHILECTSEHH B3 0CHOBA H2 QiOPOraCTPOCKONHA € SHOMCHA, HMYHOXHCTOXHMMA, SHIOCKONCKA Vi1
KOMTXOTBPHA TOMOrpadua. 32 Ofpelensie Ha eIHOTOIUIIHATA NPSKHBASMOCT € NPIIOKEH 2T
De3yITATHTE ca cpasHexn 4pe3 Log Rank test,

Pe3yITaTH: BepOATHOCTTA 34 NPE/KH3ABAHE HA IHPBATA FOMHA ClIe] IOCTABAXE Ha IWarHo3aTa
rpynata onepupasyu 60aKM. 1 11,29 =0, 66 Mecela 3a NaLHEHTH NPOSETA CAMOCTORTEIHA XAMIOTE;
CHUISCTBEHHM PA3IUYHA 3 IPSAKHBASMOCTTA Ha IBETe Mpynu 5011M

Karouosu Oymu: aunhos, Suoncus, npexcusaesrocm.

TH3ALMA. OT KoxTo 12
3aTa u ».aw"ph {2TO ca

Ay
L 2XOrpagit

SUMMARY
In recent years, changss in the attitude towards the therapeutical behaviour and the clinic and topographi
sterns (Ann Arbor and Musshoff) with patients with lymphomas localizad in the stomach (MALT T, Large cell
ha\e been conceived.

- B lvmphoma),

The aim of study is to compare the survival ratio of the patients with the diagnosis of gastric 'vrnphorm who have un :rgone
chemotherapy after gastric resection (Billroth I or Billroth II) to the group of patients who hav 3

The results of the treatment of twenty patients with the diagnosis gastric lvmp 10'*1

erated and 8 have not. All the patients have undergone chemotherapy. The diagnosi i sandt!

e chemotherapy only

ented of 12 have bean

nd ried out
5y means of fibrogastroscopy with biopsy, immunohystochemistry, endoscopic uit'ﬂ:onog deter-
mine the survival ratio the .<nph n-Meier method is applied and the re >u1.> are compared-by Log
Results: probability during the first year after the di jagnosis had been madeis 11, 25 =

.02 i the patiznts wh
e undergone an operation, and 11, 29 = 0, 66 months for patients wlm have undergone chemotherapy only. Significant
r" rence in the survival ratio berween the two groups have not bezn determinad.
Key words: lvmphoma, survival,

= _}‘




HTPABEHO3EH MVHOFAOBYAN

EQEKT HA UHTPABEHO3EH UMYHOTAOBYAHH BBPXY
CEPYM HA NALMEHTH C UMYHHA TPOMBOLIMTONEHUYHA
NYPNYPA - QAOYLIUTOMETPUUEH AHAAM3

L. AyxkaHoB8’, B. CaraB4eB8a? I. BeaeBa',
C. le4eBa’, E. KoHoBa'

Pestome

MmynHama mpombouyumoneHuuHa nypnypa (ATT) e
aBmoumyHHO 3aborABaHe, Koemo ce xapakmepuaupa ¢
noHusKeH 6pol Ha mpombouumu (Tp) 8 KpvBma u Hop-
MaAeH UAU yBeauyer Bpol Ha meeakapuouyumu 8 Kocm-
HuA Mo3bK. T ce npuyuHAaBa om aHmMumpomMbouum-
HuU aBmoaHmumeaa (aTpAm), Koumo ce cBbpaBam upea
cBoAa Fab dpasmeHm KbM pasAuydHU MPOMOOUUMHU
aHmue2eHu, Hau-vyecmo eaukonpomeuHume llib-Illa u Ib-
IX, kamo nognomazam ghasouumosama Ha Tp.

Llen Ha npoyuBaHemo Gewe ga ce ycmaHoBu eder-
ma Ha uHmpaBeHoseH umyHoza06uAuH (M1BU2) Bopxy
cepym Ha nayueHmu ¢ AT, cogopaw aTpAm.

Mamepuaau u memogu: HuBomo Ha aTpAm 8 cepym
om 24 nayueHmMu € KAUHUYHU U AabBopamopHuU gaHHU
3a ocmpa WTT Bewe uscaegBaH ¢ UHgUPEKMEH dAO-
yyumomempuyeH Memog, npegu U cAeg UHKYbauua c
BWe.

Pesyamamu: HuBama Ha aTpAm, uspaseHu Kamo
npoueHm MAOYYUMOMEMPUYHO NOAOMKUMEAHU MPOM-
Bouumu, 6axa cueHUUKAHMHO NOHUMKEHU B cepymu-
me Ha 17 (71 %) om 24-me nauueHmu cAaeg UHKYba-
yua c BKe.

3aKkaoueHue: AeyeHuemo Ha WUTT e chokycupaHo
BbpXy gUPEKMHOMO MOGYAUPaHe Ha XUMOPaAHUA UMY-
HeH omzoBop. Kozamo mpomboyumHuam 6poli ce noHu-
*»aBa sHauumenHo (06urHoBeHo < 20 000/ul) u e HaAu-
ue nepcucmupawo KepBeHe, npuaazademo Ha VB8Uz e
Heobxoguma mepanua. EgQuH om paHHume mepaneB-
muYyHU eekmu Ha UBWz npu aBmoumyHHUmMe 3aboAAa-
BaHuAa e HeympaAuaupaHe Ha namoz2eHHuU aBmoaHmu-
meAa Ypea UgUoOMUNHU U aHMUUguUoOmunHU aHmumeAa.
Hawemo npoyuBaHe nomBuprkgaBa mosu eerm Ha
MBUa.

KatouoBu gymu: umyHHa mpombouumoneHuYHa nyp-
nypa, daoyuumomempun, UHMpPaBEHO3eH UMYHO2AO0-
BUAUH.

MO ca HacoYeHu cpewy 2auronpomeuHume (GP) Ilb-
Illa u Ib-1X3.

TpombBouumHama yHKUUA 0BUKHOBEHO € Hopman-
Ha uAu yBeauyeHa npu nauuermu ¢ UTT], kamo yecmo
Bpememo Ha KbpBeHe e no-kpamko om ouakBaHomo
3a cmeneHma Ha mpombouumoneHuama®. Mpu HAKou
nauueHmu obadve ce ycmaroBaBa HapyweHa mpomobo-
uumsa dyHKuua. AHmumena cpewy GP Ib/llla u GP Ib/
IX mozam ga npuyuHAmM (YHKUUOHAAHO mpomMbouum-
HO 3abonnBaHe, HepasAuYUMO Oom mpombacmeHua Ha
Glanzmann u cungpoma Ha Bernard-Soulier'#. OnucaHu
ca HapyweHua 8 aepezayuama UAU nomucHama mpom-
HouumHa agxesua KbM CYBEHgOMEAHUA MampuKc nog
gelicmBuemo Ha aTpAm'. Om gpysa cmpaHa, cBbp3-
BaHemo Ha aBmoaHmumeaama KoM HAKOU 2AUKONpPO-
meuHu, Hanpumep GP VI, GP IV uau CD9, moxke ga e
NpUYuUHa 3a NAmMOAOZUYHO arkmuBupaHe UAU gecmpyk-
uuA Ha Tp*®.

HesaBucumo om obuama namogeHemuyHa npuyuHa,
HAKOU KAUHUYHU xapakmepucmuku Ha WTI1 ca pasauy-
HU npu geua u BvapacmHu. Aemcrkama WUTI o6urHoBe-
HO UMa OCMPO HayaAo U npemuHaBa cnoHmaHHo go 6
meceua, gokamo npu 8b3pacmHu HauyaAomo e nocme-
NeHHo, Yecmo ce ycmaHoBaBa npu pymuHHU U3CAEg-
BaHuA, HO pAgKO NpemuHata cnoHMaHHo U B no-2oAAM
npoueHm xpoHuguuupa'*.

KAuHuuHo 3aboanBaHemo Hal-yecmo ce usABaBa
camo C nypnypa, HO npu Tp no-maako om 10000/l
MOMKe ga ce pas3Buam: MeHopa2us, enucmakcuc, Kbp-
BeHe om BeHuume, 2acmpouHmMEecMUHaAHO KbpBeHe,
XemMamypua U MHO20 pAgKO — UHMpauepebpasHa xemo-
pazua’.

CbenacHO ansopumbma 3a guasHo3a U AeyveHue Ha
WTTI, cb3gageH om AMEPUKAHCKOMO XEMamOAQ2UYHO
gpurkecmBo®, uHmpaBeHoseH umyHozaobyauH (BUz)
MOME ga ce NpuAaza 3a AedeHue npu:

1. Aeua u BvapacmHu:

— npu mpombouyumeH 6pol < 10000/ul, He3aBucumo



MEAHH®O

OnoyuutomeTpnuHO U3CnenBaHe Ha TPOMOOLWTH
NP1 NaLMeHTN ¢ MyHHa TPOMOOLIMTONEHNYHA Nyprypa

A-p UseraH JlykaHoB, a.'%, o-p Bans Cnasuesa?, g-p lanuna Benesa', gou. A-p Anxxenuka Benkosa, a.°,
nou. a-p Hukonan LiBeTkoB, A.2, gou. a-p EMununaxa KoHoBa, a.*

"Menauko-amarHocTuuHa na6oparopusi no Vimyronorus, YMBAI - rp. Mnesex, 2KnuHuka no Xematonorus, YMBAI - rp. MNneBeH

3Karenpa Coumanta meauumta, MeauuuHcku Yuusepcuter - rp. MneseH, "LleHpr 3a pernpoaykTueBHoO 3apase, MeauumHckn YHusepeuter - rp. MNneseH

TpomGounTHaTa $yHKLMS OGMKHOBEHO € HopMarnHa Ui yBennueHa npy NaumeHT C MMyHHa TPOMGOLMTONEHUYHA Myp-
nypa. lNpeanonara ce, Ye UMPKyIMpawmMTe TPOMGOLMTY MPU TakmMBa 6OMHU UMAT yBENMUYEeHa XeMOCTATUUYHA aKTUBHOCT. C
$rnoyuMTomMeTpuYHa TEXHNKA MOXeE fia Ce N3Mepy eKCPecusiTa Ha TPOMGOLMTHI aKTUBALMOHHM PELIENTOPHI MOMIEKYNU, Ka-
TO HABOTO UM € nokKasaTen 3a CTeneH Ha aKTUBHOCT Ha TPOMGBOLMTUTE.

M Llen

Llenta Ha npoy4yBaHETO € C MPUIOXXEHMETO HAa MOHOKJIO-
HasHu aHTUTEna 1 GnoyLMTOMETPUYHA TEXHMKA Aa ce onpefe-
N HANIMYMETO Ha aKTUBUPAHW LWIPKYAMpaL TPOMGoLUTI Npu
NMauMeHTn ¢ UMyHHa TPOMGOLIMTONEHNYHA Myprypa, Ypes us-
MepBaHe Ha NOBbPXHOCTHATa EKCMNpecus Ha TPOMGOLMTHU
IMUKOMNPOTENHMN.

B Marepuanu u metoau

M3ebplum ce ¢noyuMtoMeTpuyHO u3criegBaHe Ha usna
KpbB OT 30 nNaumeHTn ¢ ocTpa MMyHHa TPOMGOLIMTOMEHUYHA
nypnypa n 40 KIMHUYHO 3apaBu nuua. Ype3 OMpekTHO AByLL-
BETHO NMYHOG}ITYOPECLIEHTHO OLIBETSIBAHE CE U3MEpPU NPOLIEHT-
Hata n/unu ¢nyopecueHTHa eKcrpecusi Ha TPOMBOLUTHUTE
rukonpoTenHn CDgy, CD4q4, CDgop, CDgz 1 CDy54.

B Pesynratu

CUrHMUKaHTHO MOBULLEHA MPOLEHTHA U (ryopecLieHTHa
ekcnpecus (p<0.05) peructpupaxme npu 60HUTE C UMyHHA
TPOM6OUMTONEHNYHA Nyprypa CrpsiMO KOHTPOSIMTE 3@ BCUYKU
mapkepy - CDgpp,, CDgg, CDy54. CTATUCTUUECKM MOHWKEHA (rTyO-
pecueHTHa ekcrnpecus yCTaHOBUXME Ha TPOMGOLUUTHO Crieuu-
¢duurute CDg; (Npy ocem ot GonHuTe - pz=0.001) 1 CDyy, (MpU
neT ot 6onHuTe - pz=0.001). Peructpupaxme 3Haumma o6part-
Ha Kopenauus Ha npoueHTHaTa u ¢piyopecLeHTHa ekcripecus
Ha CDgpp, CDgg 1 CD;54 CNPAMO TPOMGOLMTHUS BPOWA.

B 3aknwuenune

YcTtaHoBuxme 6e3CrnopHM Aokasartesncrsa 3a Hanuuue Ha
LuvpKynvpatia aktusrpaHa cyénonynaums ot TPOM6OUMTY Npu
60/M1HUTE C UMYHHa TPOMGOLMTONEHUYHA Nyprypa. Cneunduny-

HUAT GNIOYyUMTOMETPUYEH aHanua Ha rMuKonpoTeMHosarta
eKCrpecus Mo)ke Aa NOMOrHe 3a naeHTueuumpaHe Ha cneuu-
UYHN aHTUTPOMBOLIMTHU aHTUTENa.

KniouoBn aymu: ¢pnoyumMtoMeTpus, MyHHa TPOMBOLIMTO-
neHuyHa nypnypa, CDgy, CD414, CDgpp, CDgg, CDjs,4.

VimyHHaTa (navonaTtuyHa) TPOMGOLMTOMNEHWYHA nyprypa
(1TM) e aBTOMMYHHO 3a60rsiBaHe, KOETO Ce XapakTepuaupa ¢
MoHWKeH 6pon TpomGouuTtn (Tp) B KPbBTA M HOPMasieH a0
yBefiMyeH 6pon MerakapuouuTi B KOCTHUsi Mo3bk!. UTM ce
NMPpUYMHABa OT aHTUTPOMGOLMTHN aBToaHTuTena (aTpAT), Kou-
TO ce cBbp3BaT ype3 cBosi Fab ¢dparMeHT KbM pasnuyuHun
TPOMBOUMTHIN aHTUreHn u nopgnomarat darouutosara Ha Tpt.
MatoreHeTnuHuTe aTpAT HaN-4YeCTO ca HAacCOYeHU cpeLly -
konpoteuHute (GP) lib/llla n Ib/IXE.

TpomeouuTHaTa GyHKLVS OBUKHOBEHO € HOpMasiHa U yBe-
nuuyeHa npu nauveHTn ¢ UTT, kato 4ecTo BpemMeTo Ha KbpBEHe
€ MOo-KParko OT OYAKBAHOTO 3a CTEeMeHTa Ha TPOMBOLIMTOMNEHMS -
Ta. MNpu HsKOM nauveHTV obaye, ce ycTaHOBsBA HapylueHa
TpomGoLuwmTHA PyHKUMS. AHTuTena cpetuy GP lIb/llla (CD44/CDg)
1 GP Ib/IX morat Aa NnpuunHAT GYHKUMOHAIHO TPOMBOLIMTHO 3a-
6onaBaHe, HepasnNMUMMO OT TpombacTeHus Ha Glanzmann u
cuHapoma Ha Bernard-Soulier#. OnucaHu ca HapyleHus B ar-
perauusTa unv noarucHata TpOMGOLMTHA aaxe3usi KbM Cy6eH-
AOTenHWs MaTpurke noa aevncreuneto Ha aTpAT'l. Ot gpyra cTpa-
Ha, CBbpP3BaHETO Ha aBToOAHTUTENarTa KbM HAKOW IMMKOMNpPOTEeu-
HY, Hanpumep GP VI, GP IV unn CDg, MOXxe Aa e npuyvHa 3a na-
TOJIOMMYHO aKTUBMpaHe Uy OecTpyKumst Ha Tpte.

BaxxHo e pga oT6eneXxum no-ieKoTo KAMHUYHO MpoTuyaHe
Ha UTT1, nopuv npu No-HUCBK TPOMG0LMTEH 6O, B CpaBHeHue
C apyrv TpoméoumToneHnn!'?. ToBa 06CTOATENCTBO NMpearona-
ra, ye umpkynupatwure Tp npu ATI umat yBenuueHa xemocTa-
TuyHa aktuBHocT. OT gpyra cTpaHa, HAKOW aBTopu ca Ha
MHEHUe, ye e CMOPHO TBbPAEHNETO OTHOCHO MOBULLEHUS aKTU-
BaUMOHEH cTatyc Ha uupkynupawwmte Tp npu naumeHTuTe c



PEAYKUMATA HA

OCTPA MUEAOBAACTHA AEBKEMMUS

BAACTHH KAETKW B KOCTHMA MO3bK CAEQ

WHAYKLUMOHHA XHMHOTEPANMA KATO NPOTHOCTHYEH DAKTOP
MPH NALUERTH C OCTPA MMEAOBAACTHA AEBKEMMS

CB. ChaBuyeBa’, Li. AykaHoB2, A. AHMOHOB!, )

A. BenkoBa’, H. LiBemkoB’, C. AHzeno08a*

PE3SIOME

CowecmByBam peguua cwobuwijeHua 3a BAuAHUE-
MO Ha HebAazonpuAmMHUME NPOZHOCMUYHU ¢harkmopu
Bvpxy nperkuBaemocmma Ha nayueHmu ¢ guagHo3a-
ocmpa mueaobracmHa AeBremua (OMA).

Lleama Ha npoyyBaHemo Gewe ga ce onpegeaam
OCHOBHUME npozHoCMUYHU tharkmopu, Bausewu Bobp-
Xy npexuBaemocmma Ha 6oaHume ¢ OMA, Bb3 ocHOBA
Ha AuUmepamypHUA aHaAu3 u ga ce cpaBHu npeskuBa-
emocmma, kamo 3aBucuma npomeHauBa BeauyuHa om
npoueHma Ha 6AaCMHU KAeMKU B KOCMHUA MO3bK Ha
“4emupuHagecemua geH caeg npoBegeH:nbpBu UHGYK-
UUOHeH KYpC ¢ noAuxumMuomepanus.

lMpegcmaBeHu ca pesyamamume om AeyeHuemo

Ha 31 nauueHma ¢ pasauyHu BapuaHmu Ha OMA.
AuazHosama e uszpageHa 8b3 ocHOBa Ha UuUmoxumu-
YeH, PAOYUUMOMEMPUYEH U LUMOZEHEMUYEH aHAAUS
Ha KoCmeH MO3bK. 3a onpegeaaHe Ha cpegHama npe-
*KuBaemocm e npuAosKeH memogbm Ha Kaplan-Meier,
pesyamamume ca cpaBHeHu ypes Log Rank test.
- CpegHama npeskuBaemocm Ha 2pynama 60AHU ¢ no-
MaAKO om 5% BAaCMHU KAEMKU B8 KOCMHUA MO3bK
Ha 14-mua geH om nwbpBua UHGUKUUOHEH Kypc e
19,4+7,66 meceua, 3a zpynama ¢ 6aacmu om 5 gol15 %
e 18,5+2.4 meceua u 9,15+1,13 Meceua — 3a nauueH-
mume ¢ noBeye om 15 % Bracmu B KOCMHUA MO3bK.
YcmanoBuxa ce couiecmBeHu pasaudua 8 npexkuBa-
emocmma Ha 6oaHume, B 3aBucumocm om paHHuA
omeoBop Ha npoBegeHama Xumuomepanua.

KarouoBu gymu: aeBremus, pemucua, npesuBae-
MOCm, XuMuomepanus.

OAECT HA-

NEMOTPAMCKMN U KAMHWYHH DAKTOPH

yumoaozudHa (MIC) kaacupuKkayus. Ta gonbaBa coa-
gageHama npes 1976 soguHa (DpeHCKo-Amepuuchuo-
BpumaHeka (FAB) KAacuduKauua u BkaouBa cybmuno-
Beme Ha OAA: paHeH npe-B npekypcop, npe-B Kaembu-
Ha OAA, B-kaemovyna OAA, T-kaembura OAA u cybmu-
noBe Ha OMA om MO0 go M7, 6ucheHomunHa u Hegude-
peHuyupaHa2.

lNpes3 nocaegHume 2oguHu ce omgeas Bce no-20AA-
Mo BHUMaHuUe Ha hakmopume, cBbpaaHu ¢ 6orecmma,
MeKgy Koumo ca: gonbAHUMEAHama eKCNpecus Ha
AUMdOUgHU Mapkepu npu OMAS® u abHopmeHuAm Kapu-
omun. AKueHmupa ce BHumaHuemo Bopxy: Hebaazo-
NPUAMHOMO NPOZHOCMUYHO 3HauYeHUe Ha mymauuu B8
FLT3 2eHa, acoyuupaHu ¢ Bucok npoueHm 6aacmu 8
ROCMHUA MO3bK, NOBULEH PUCK OM peAanc u HamaaeHa
npexxuBaemocm*®. PaHHuAm omeoBop Ha npoBegeHun
NbPBU UHGYKUUOHEH KYPC NOAUXUMUOMEPENUA Ce aHa-
AU3Upa om HAKou aBmopu Kamo He3aBucum camocmo-
AMEeAeH npoeHocmuYeH hakmop, onpegeAaw, HEO6Xo-
gumocmma om UHMeH3UpUKAUUA Ha UHGYKUUOHHUME
U NOCMPEMUCUOHHU XuMuomepaneBmuyHu peskumu®,

Lleama Ha Hacmoawomo npoyuBare Geuwe ga ce
cpaBHu npemuBaemocmma Ha nayueHmume ¢ gua-
2Hoza OMA, 8 saBucumocm om npoueHma Ha 6aacm-
HU KAemKu 8 KocmuAa Mo3bK Ha 14-mu geH cAaeg nbp-
Ba uHgyKYUOHHa XUMUOMepanua U ga ce onpegeaam
ocHoBHUMe npozHocMuUYHU hakmopu, Bb3 ocHoBa Ha
AUMEepamypHUA aHaAua no npobaema.

KAuHu4eH mamepuan u memogu

Mayuenmu
lMpoBegeH 6e pempocnekmuBeH aHaAus Ha 31 GoAHU

YKIH

NPW NALMERTHU C BOAECT HA XOYKHH

B. CaaBueBa’, L. AykaHoB*, A. BearkoBa?,
A. AHmoHoB8', P. Haue8?, H. Li8emko8’

m Me
Pesrome: Llen Ha HacmoAwemo npoyuBare e ga ce onpegeAu cowecmByBaHemo Ha 3a§:c§2‘n§; Cmaggg
gemozpadcKume nokazameAu — NoA, Bvapacm u KAUHUYHUME cpaumopun— xucmgléc;ti]qig pezg/\mar,nume o
. Mpegecm

auueHmu ¢ 6oaecm Ha XouKuH. Mp >

Ha 3aboaaBanemo no Ann Arbor, npu n L

- KUH. AuaszHo3ama u cmagupaHemo
47 BOAHU C guazHo3a — Hoaecm Ha Xou s
U3UKaAeH cmamyc, peHmeaeHozpad ;
0AO2UYHO U3caegBare Ha AuMdeH Bb3en, ® sl
[(nommompra momozpadua, mpenarobuoncua. Haauvuemo Ha 3a8ucu2nocm Mergy ;ouaze;}nleggs = Exgcr
geAeHo C NomMowma Ha aHaAus3 Ha 4ecmomHuU mabauyu. MpUAOHKeH e ¥* — mecm. Héa (-:-arfn Liaee
Test. YemaHoBuxMe cmamucmuyecku 3Hayuma Bpubaka Memgsg nouaea(me/augnzi) ::Eri% L
' = noA U xucmoaozuyeH BapuaHm (p=0, .
BapuaHm Ha 3aboanBaHemo (p=0,004), e
U 03a e No-4ecmo cpew, o}
mma (p=0,01). HogyaapHama crAep
2uvHuA BapuaHm u cmagul Ha 6oaec e
NUYHO 3a Auuama Hag
umcgoyumHomo uayepnBare e mu

ma Ha Bb3pacm go 40 20guHu, goKkamo A et

Bv3pacm ﬁ!oggf\apHama CKAEpO3a e No-4ecma Npu *keHume. CMeceHUAM KAembyeH ueayrapume (19}

me 3acAzam MbrKeme.
mHomo usyepnBaxe 8 3/4 om cayyau —
l‘t;J(mouoBu gy:;u- Boaecm Ha XOUYKUH, AumgoyumHo npeobragaBaHe, HOgYAapHa CKAepo3sa, cMeceH

yeH UyeAyrapumem, AUMBOYUMHO uayepnBate.
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A CASE OF ANGIOIMMUNOBLASTIC T-CELL NON - HODGKIN‘ S LYMPHOMA
V. Slavcheva, M. Guenova, M. Nikolova, N. Tzvetkov, S. Panayotova
Hematology Clinic, University hospital for active treatment - Pleven
Patologoanatomy department, University hospital for active treatment - Pleven
Laboratory for Hematopathology and immunology, National Hospital of Active Treatment of
Hematological Diseases, Sofia

Pestome. AHeuoumyHobnacmuusa T-knemwvyen numgom (AlTL) e onucar 3a nepsu nem npe3 1970
¢ Kamo KfuHu4eH CuHOpOM, KoUmo Ce XApakmepusupa C 2eHepanusupaHa numpadeHonamus,
Xenamocn/ieHomMe2anus, aHemMua u xunepzamaznobynunemus (Frizzera et An, 1974 2,; Lukes & Tindle 1975 e.;
Lennert, 1979) (1,3,4). MepsoHayanto e cyumaro 3a do6poxadecmaeHo, npemanuzHeHo cecmosHue (1).
Cnoped CesemosHama 30pasHa Opzarusayus, npes 20082 e 8kntoyeH 8 Knacugukayuama Ha TUM@oudHume
Heonnasuu, kamo omaoenex 8ud Ha nepucepHus T- knemwyen numgom (1, 3, 5, 6).

Hue npedcmasame knuruden ciyyall Ha nNayueHMKa ¢ NBPBOHAYANHA pabomHa OuazHO3d eupyceH
numpadeHum, 6a3upaHa Ha UMYHOXUCMOXUMUYHU, CEPOMO2UYHU U KAUHUKO1a60pamopHuU u3cnedsaxus. B
pamkume Ha nem meceya, c1ed NOBMOPHA eKCYU3UOHHA WUUHA 6UONCUS, UMYHOXUCTMOXUMUS U NO8MOPHA
mpenarobuoncus, 6e npuemo ye ce kacae 3a aHauoumyHobnacmer T- Knemsyex numgpom.

Knioyosu dymu: numepom, numepaderum, xunepzamaznobynuxemus

Summary. Angioimmunoblastic T-cell lymphoma was firstdescribedin 1970asaclinicalsyndromecharacterized
by generalized lymphadenopathy, hepatosplenomegaly, anaemia and hyper-gammaglobulinaemia (1,3,4).
Atfirstit was considered to be benign, premalignant condition (1). According to the World Health Organisation, in
2008 it was included in the classification of lymphoid neoplasms as a separate type of periferal T- cell lymphoma
(1,3,5,6).

We introduce a clinical case of a patient with initial working diagnosis viral lymphadenitis, on the basis
of immunohistochemistry, serological and clinical researches. Within five months, after a second excision
biopsy, immunohistochemistry and repeated for the second time trephine biopsy it was accepted to be
angioimmunoblastic T-cell lymphoma.

Key words: lymphoma, lymphadenitis, hypergammaglobulinemia




124 “Fundantental and Applx':eﬁ Studfe}»":in; ﬂlw{ demf}’orld”

Slavcheva Vanya, Bulgaria,

Medical University-Pleven,

University Hospital-Pleven, MD,

Karcheva Milena, Bulgaria, Medical University-
Pleven, Assoc. Professor, MD, PhD,

Tsvetkova Silvia, Bulgaria, Medical University-
Pleven, Assoc. Professor, PhD,

Mihaylova Sashka, Bulgaria, Medical University-
Pleven, University Hospital-Pleven, MD, PhD,
Penkova Daniela, Bulgaria,

University Hospital-Pleven, MD

Health and psychosocial challenges among adult
hemophilia patients with co-morbid conditions

Introduction. Haemophilia is an X-linked (Figure 1) bleeding disorder caused
by a partial or complete lack of clotting activity factor VIII (haemophilia A) or factor IX
(haemophilia B). Advances in care and treatment have led to increases in the life
expectancy among hemophiliacs. As a result, persons with hemophilia are reaching
an older age and experiencing various age-related health conditions never before
encountered in this population [1, 2]. While a variety of age-related co-morbidities
have been reported among males in the general population, only a modest amount of
information exists regarding causes of morbidity and mortality among individuals with
hemophilia.

Whan the talher has bacmophitia Whion tho mottier carrigs ths hagemophilia
and the mather 6 unalfectad gene and it father is unalincted
Iasthar

Fainar LRI Founger

XY X
',\.
Hane &l the sons will keve hasmophiia, There is a 50% chance Al each bith
A o the caughters will carry the haemophilia gent that a san will hava hacgmophika,

Thens is o 50% chancs at each binth that
a daughier wilt cany the haemophilia gene.

Figure 1: X-linked recessive inheritance of haemophilia
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Onmumu3supaHe Ha Ae4eHuUemo npu nauueHmu
¢ HeaekyBana xpoHuuna aumdouumsa aeBkemus

B. CnaBueBa
KnuHuka no xematonorua, YMEAN ,A-p I. CTpaHcku®, MaeseH

XpOHUYHATa MMMPOLUTHA NEBKEMUA € BAPUAHT Ha UHAONEHTEH HEXOAMKUHOB numéom ¢ BaprabuaHo KAMHUYKO
npoTuyaHe. Ta e egHa oT Hali-pasnpocTpaHeHUTe NEBKeMUM Cpes, Bb3PAcTHM, YecToTaTa i HapacTea C Hanpeasakxe
Ha Bb3pacTTa. [1pes nocneaHUTe rOAUHM Ce HaTpynaxa HOBU NO3HaHWA, CBbP3aHM C NaToreHesaTa Ha 3abonasaHeTo,
MPEANOKEHM Ca HOBM MOAENN 33 OL@HKa Ha PUCKa M CbOTBETHO HOBYM TePaneBTUYHM CTpaTerku.

Kntouosu ABYMMU: XpoHUYHG numtﬁouumna 1E€BKEeMUA, TPOeHO34a, NeYeHue

Optimization of Treatment in Naive B-CLL Patients

V. Slavcheva
Clinic of Hematology, University Hospital "Dr. G. Stranski", Pleven

Chronic lymphocytic leukemia is a variant of indolent non-Hodgkin's lymphoma with a variable clinical course. One
of the most common leukemias in adults, with increasing incidence of the disease with age. In recent years, new
knowledge has been gained related to the pathogenesis of the disease, the complex processes of interaction between
malignant cells and the surrounding microenvironment. New models for stratification of the newly diagnosed patients

have been proposed, as well as new therapeutic algorithms for treatment.

Keywaords: chronic lymphocytic leukemia, prognosis, treatment

pOHU4HaTa aumdountHa neskemua (CLL) e kna-

CUYECKM TIPUMEP Ha MbBPBUYHO XemaToreHHa

$opma Ha HexomgkkuMHOB numdom. (1) Bbnpeku
MOpONOrMYHaTa W GEHOTUNHATa XOMOFeHHOCT Ha
ManurHeHute CLL KNBTKUM KAMHWYHOTO NpOTMYaHe Ha
3360/1ABaHETO € XeTeporeHHo, Bapupalio OT 6bp30
NporpecvMpalwlo, M3WCKBAWO paHHO  fieyeHue, Ao
AECETUNETUA MpexusaemocT 6e3 HeobxoaumocT ot
Tepanua. (2) lMpe3 nocnegHuTe rognHW KaTo KAKOHYOBU
$akTopu B NaToreHesata Ha 3ab0nABaHETO Ce OBCHKAAT
B-knetbyHuAT peuentop (BCR), nosuweHoTo perynupane
Ha aHTMaNONTO3HM NPOTEUHU N B3aUMOALINCTBUETO MESK-
Ay CLL kneTkuTe ¢ oBKpbkaBalaTta rm mukpocpeaa. (3)
AKUEHTBT 33 CTpaTUGUKALMA Ha PUCKa B NPeA/IOKEHUTE
cnep 2011 r. NPOrHOCTMYHKM MOAENN e MOCTaBeH BbPXY
BuonornyHma npodun Ha 3a6onABaHETO. B MUHANOTO M3-
CEABAHETO Ha MONEKYNAPHUTE U reHETUYHM PaKTopU HA-
M3We 33Ab/KNTENEH XapaKTep 3a KAWHUYHATA NPaKTUKa.
n 2018 r. cvrnacHo npenopwkuTe Ha IWCLL ropecno-
we=2TuTe BUOMapKepPU Ca BKAKOUYEHU KaTo YacT OT NoKa-
3 #72, H206X0AMMU Npeawn cTapTUpaHe Ha AeyeHue u

Npy CMAHa Ha BCAKA CfegBalla AMHUA Ha Tepanua (T25-
nmua 1). (4) Nocneasanute npomeHu 6axa NPOANKTYEz=w
OT NPeACTaBeHUTE Pe3yNTaTh OT KAUHUYHW U3NUTBEHMS
oueHABaWM eGeKTUBHOCTTA Ha KOHBEHLMOHANHATA My
HoxumuoTepanua (CIT) Npy NauMeHTU ¢ pUCKOBM baxTo-
pu: del(17p) u/mnu TP53 mytaumm, del(11q), HeMyTvpz"
IGHV cratyc. leHeTuyHUTe abepaunu, AbAKaLM Ce Ha A=
neuus 17p u/unu myraumm 8 TP53 reHa, ce acoummpaT -
PE3UCTEHTHOCT KbM UMYHOXMMUOTEPANWUA U HeBnaronps-
ATEH KAMHWYeH musxoa. (5) Tosa nokassart u AaHHUTE o=
KAUHW4HOTO M3nuteaHe CLL4 Ha Hemckata rpyna no CLL
Pesyatatute oT aHanu3a AEMOHCTPUpAT CTaTUCTUYEC=s
3HaYMMa passiuka B cpeaHata obwa npexusaemoct (O
Ha nauueHTUTe C HenekysaHa CLL npu usnonssawne ==
¢nypapabun-6asupaH pewum. Onpegenenara OS 3z n=
unenTtute ¢ del(17p) e cbotBeTHO 19,2 meceua u 30,2 me
Cela 3a nayneHTUTe ¢ MyTauma TPS3. B rpynarta, npum xo=-
TO He ca ycTaHoseHu del(17p)/ TP53 myTaumu, meanas=z==
He e gocTurHara. (6)

AaHHuTe 33 yecToTata Ha MyTauMuTE, 3acArawm TP3
npu CLL, sBapupat mexay 4 1 37% B 3aBUCMMOCT OT =

]



