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ABSTRACT

Background Chronic lymphocytic leukemia (CLL) is the most common
leukemia in adults. These malignant B-CLL cells represent over 99% of
peripheral blood mononuclear cells (PBMCs) in CLL patients. In case of
an aggressive form, the cell number may quickly double and, as a result,
the disease may be fatal within a relatively short period of time .Currently
several biomarkers are being used as CLL prognosticators, including:
elevated protein levels (e.g. TCL-1, ZAP-70, CD38), elevated RNA levels
(e.g. CLLUL, LPL, miRNAS), gene mutations (e.g.TP53, SF3B1, BIRC3,
NOTCH1) and epigenetic changes. Early reports implicated IL-6 as pro-
tumorigenic factor in various human tumors. IL-6 levels increased
significantly in serum of CLL patients and correlated with adverse clinical
features and short survival.

Aim of the work: Is to evaluate IL 6 level in patients with CLL at time of
presentation and 6 months after chemotherapy and to study its relevance
to disease prognosis.

Patients and Methods: This Study is a cross sectional study that was
conducted on 55 patients newly diagnosed with chronic lymphocytic
leukemia (CLL) in Clinical Hematology Unit in Ain-Shams University
Hospitals in Cairo, Egypt. Result: The initial serum IL 6 level in the
patient group (pre-treatment) ranged from 36-91pg/mL (median 57), and
in the control group it ranged from 1-2 pg/mL (median 1).The initial
serum IL 6 level in patient group (pre-treatment) range from 36-91 pg/mL
(median 57), and in patient group (post treatment) range from 1-32 pg/mL
(median 2).There are positive correlations between IL6 level and with
WBC, B2 microglobulin, LDH, ESR, B symptoms, Uric Acid, BM
Aspirate (% of lymphocytes)and Binet and Rai staging system.
Conclusion: Serum IL 6 is a useful poor prognostic marker in newly
diagnosed CLL patients, its prognostic value goes with the other known
prognostic markers as the lymphocytic count, ESR and LDH.

Key words: CLL; IL 6; Prognostic markers; cytogenetics

X1l



Introduction

INTRODUCTION

C/hronic lymphocytic leukemia (CLL) is the most common
\_J leukemia in adults, accounting for approximately 30 % of
all leukemia cases in European and North American countries
with an incidence of 3-5 cases per 100,000 (Talab et al., 2013).

CLL is rare under 45 years of age, and its prevalence
increases with age. The median age of patients at diagnosis is 70
years and only 10-15% of the patients are diagnosed under 50
years of age. It is characterized by accumulation of non-functional
B-cells with a high expression of CD5, CD19, CD20 and CD23
and a low expression of surface immunoglobulins IgM, 1gD and
CD79a compared to normal B-cells (Herman et al., 2010).

These malignant B-CLL cells represent over 99% of
peripheral blood mononuclear cells (PBMCs) in CLL patients.
Approximately 2-5% of CLL patients show a T-cell phenotype,
and these patients have a less favorable prognosis than patients
with a B-CLL phenotype (Shackelford et al., 2006).

CLL develops through increased proliferation of
immature lymphocytes in lymphoid organs, which results from
an increased expression of antiapoptotic BCL-2 family proteins
(Willimott et al., 2013).

As a result, CLL cells can survive for months (unlike
normal cells, which only survive for a few days), thereby
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decreasing the number of normal lymphocytes and inducing
immunodeficiency (Chen et al., 2008).

In case of an indolent form, the disease does usually not
progress to a severe form, and the patient may survive for years
without treatment. In case of an aggressive form, the cell
number may quickly double and, as a result, the disease may be
fatal within a relatively short period of time (Chiorazzi et al.,
2005; Palomba et al., 2014).

Currently several biomarkers are being used as CLL
prognosticators, including elevated protein levels (e.g. TCL-1,
ZAP-70, CD38), elevated RNA levels (e.g. CLLU1, LPL,
miRNASs), gene mutations (e.g.TP53, SF3B1, BIRCS,
NOTCHL1) and epigenetic changes (Chen et al., 2008).

Prognostic serum markers that can be used to predict the
survival and response to treatment include increased lactate
dehydrogenase (LDH) levels, which are associated with a poor
prognosis and a likelihood of progressing to Richter’s syndrome,
increased thymidine kinase (TK) levels, which are associated with
aggressive disease, and unmutated immunoglobulin heavy chain
variable region (IGHV) genes, which are associated with a high
risk for genomic aberrations (San Jose et al., 2013).

Evaluation of the IGHV mutation status and FISH are
among the most reliable molecular tools used in routine diagnostics




