
INTRODUCTION:
Acute leukemia is a heterogeneous group of leukemia with 
diverse clinical, morphological and molecular features. ALL 
was the most common childhood cancer comprising 
approximately 25% of cancers and 80% of overall leukemia ''–  
(1). WHO, 2008 classication combined the importance of 
morphological, immunophenotyping and genetic studies for 
diagnosis of acute lymphoblastic leukemia. Although for 
subtyping of ALL, molecular and genetic features are 
important, but morphological study and immunophenotyping 
are main modality for initial lineage denition which is the rst 
step of therapy initiation. At present ow cytometry is most 
widely accepted method of diagnosing and immuno 
phenotyping of acute lymphoblastic leukemia. In ow 
cytometry monoclonal antibodies directed against surface or 
cytoplasmic antigens of specic cells are used for diagnosis 
or deciding therapy against a particular disease. It is also 
important in prognosis and as well as for the disease 
monitoring during the treatment. The Europian group for 
immunological classication (EGIL) has proposed 

importance of atleast 20% positivity of blast cell for specic 
monoclonal antibodies or CD markers except for MPO, CD3 
and CD79a for which the criteria is 10%.(2) The present study 
was done to establish ow cytometry in our department for 
diagnosis of acute leukemia and to evaluate the use of 
immunophenotyping for subtyping of ALL .Also comparison 
between different subtypes of ALL was done in the present 
study.

In order to understand the mechanism of disruption of 
hematopoiesis in hematological malignancies many 
researches are going on to investigate role of cytokines. 
Among all IL-6 and IL-10 is most widely studied by different 
groups and regarded as prominent target for clinical 
intervention.(3)(4) –(5) Interleukin 6 (IL-6) is a pleiotropic 
cytokine, secreted by all stromal cells and cells of the immune 
system in response to several types of stimuli such as acute 
phase response, hematopoiesis, and immune reaction (6). Its 
gene is situated on chromosome 7p21.(7) Two types of 
signaling mechanisms by IL-6 –membrane bound IL-6 
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receptor (mbIL6R) and IL6-soluble IL-6 receptor (sIL6R) are 
known as classic and trans-signaling pathways respectively. 
IL-6 classic signaling is responsible for the synthesis of acute-
phase proteins which contribute to anti-inammatory 
properties whereas trans-signaling pathways are found to be 
involved in a proinammatory activity such as in 
inammation, cancer, and autoimmune disorders. (8) Several 
studies had suggested that an abnormal level of IL-6 serum 
level is associated with the pathogenesis of leukemia and a 
low level is associated with a favorable prognosis, but still, it is 
hard to understand. Further investigation is needed to 
evaluate the exact role of IL-6 in signaling pathways of 
leukemia. (9)

Interleukin 10 (IL-10) is an anti-inammatory cytokine that 
plays a central role in limiting immune response against 
infection, hence the host cell damage is prevented and tissue 
homeostasis is restored (10). It is encoded by the IL-10 gene 
present on chromosome 1, at 1q31-32. IL-10 was rst 
described as a cytokine derived by T-helper2 cells, But it is 
produced by almost all leukocyte cells mainly T-helper cells, 
monocytes, macrophages, dendritic cells, and in some 
conditions B-cell, cytotoxic T-cell, NK cells, Mast cells, and 
granulocyte cells. (11) IL-10 activates JAK1 and tyrosine 
kinase2 which induce activation of STAT1, STAT3, and in some 
cases STAT5 which nally leads to anti-inammatory and 
proliferative response of IL-10. (12) One study showed that low 
birth level of IL-10 are associated with twenty ve percent 
increased risc of developing B-ALL and IL-10 play an 
important role in neonatal immune response to infection.(13) 

The present study is designed to evaluate clinical and 
hematological features in ALL and their subtypes and to 
investigate correlation of serum level of IL-6 and IL-10.

MATERIAL AND METHOD:
This case control study was conducted in the Department of 
Pathology. All cases were newly diagnosed including 68 ALL 
cases and 20 healthy control cases. All ALL cases were 
collected from Medicine OPD and Pediatric OPD.  Median age 
for ALL patients was 7 years (Range: 0.5 yrs – 18 yrs) including 
42 male (61.8%) and 26 female patients (38.2%). Healthy 
control group included 9 male (45%), 11 female (55%) and 
median age was 8 years (Range: 4 yrs - 12 yrs). Detailed 
clinical history as age, sex, peripheral blood count, bone 
marrow aspiration studies, presence of hepatomegaly and 
splenomegaly studies were recorded. 

Sample size was determined on the basis of feasibility and 
availability of the samples during the period of 2015-2017. 

About 4 mL blood samples were collected from the subject, 2 
mL in plain vials for serum marker study and 2 mL in EDTA vial 
for immunophenotyping. Written informed consents were 
collected from each patient as per approval of the institutional 
ethical committee of the Institute of Medical sciences, Banaras 

oHindu University. Serum was separated and stored at -80 C 
until needed. All patients who satised WHO criteria for acute 
lymphoblastic leukemia, conrmed by peripheral blood 
examination and or bone marrow examination were included 
in the study. All treated cases of ALL in rst instance were 
excluded. 

Morphological studies
In ALL cases peripheral blood smear and bone marrow 
aspiration studies were done after staining with Leishman 
stain and Sudan black B stain.

Flow cytometry
All CD markers in the form of mononuclear antibody were 
obtained from Becton Dickinson (San José, California, United 
States). Six tubes were prepared for immunophenotyping. In 
each tube, 100 µl of whole blood (around one million cells) and 
a combination of four different uorochrome conjugated CD 

markers were added and staining protocol as per the 
instruction manual was followed. 

After the staining procedure acquisition of the samples was 
done with BD Accuri C6 (Becton Dickinson, San Josè, CA). 
Analysis was performed with specic BD Accuri C6 software. 
Samples were acquired at a low sample rate (14 ฀l min-1) to 
ensure that the event rate was lower than 2,000 events s-1. For 
each sample, a minimum of 20,000 cells was acquired. Light-
scatter and uorescence signals were resulted from 20 mW 
laser illumination at 488 nm and 640nm. BD Accuri C6 
Software is set to a primary threshold of channel 80,000 on 
FSC-H.. Cells were visualized at rst in a FSC-A versus FSC-H 
morphological dot plot, and a gate (R1) was set to exclude 
Doublet cells. R1 cells were then visualized based on SSC and 
CD45 expression. Further analyses were performed including 
only R1 CD45- dim positive cells i.e. possible blast cells. The 
lineage detection was achieved according to the markers 
expressed by the blast cells and EGIL guideline. The positivity 
of the markers was determined on the basis of internal 
controls. But nal decision was made possible only after 
incorporating morphological studies i.e. gross blood picture 
and bone marrow aspiration studies.

Serum Studies:          
However the serum studies were done only in 43 ALL cases. 
Level of IL6 and IL-10 was determined in all cases using ELISA 
Kit (DIAsource immunoassay SA Belgium) which was a 
quantitative sandwich ELISA kit. Test was done according to 
the manual instruction.

Statistical Analysis:
Data of present study were analysed using Statistical 
Package for Social Sciences (SPSS, Chicago, Illinos, USA), 
trial version 16. Chi-square test has been used to compare 
differences between the frequencies as per the requirement.  
Kruskal Wallis and Mann Whitney tests were done to compare 
the mean values of serum markers in different patient groups 
because the data were not distributed normally. p-values less 
than 0.05 was taken as signicant at two tailed test for all 
analysis.

RESULT
All the ALL cases was reported according to WHO 
classication (>20%) blast in peripheral smear and Bone 
marrow smears. Blast range was 22-95% in ALL patients. Blast 
were large with high N:C ratio, opened up nuclear chromatin, 
2-3 prominent nucleoli and scant to moderate amount of 
cytoplasm.

Figure 1: Photomicrograph of peripheral blood smear of ALL 
patients showing blast with few smudge cells. A.  Leishman 
stain, 40X, B. Leishman stain, 100X

Tube1 Tube2 Tube3 Tube4 Tube5 Tube6 (cyto)
FITC - CD 3 CD34 CD7 Cd5 CD3 cyto
PE - CD8 CD10 CD117 CD13 MPO cyto

PerCP CD45 CD45 CD45 CD45 CD45 CD45 surface
APC - CD4 CD19 HLA DR CD33 CD 79a cyto

A B
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Figure 2: Photomicrograph of peripheral blood smear of ALL 
patients showing Sudan B Black negative stained blast 
(Sudan B Black stain, 100X).

Table1: Showing Blast percentage in ALL and subtypes of 
ALL based on morphology

Tube 1: Unstained Tube for B-ALL case

Tube 2 for B-ALL stained with CD3 FITC, CD8 PE, CD45 
PerCP, and CD4 APC

Tube 3 For T-ALL stained with CD34 FITC, CD10 PE, CD45 
PerCP, and CD19APC

Tube 4  For B-ALL stained with CD7 FITC, CD117 PE, CD45 
PerCP, and HLA-DR APC

Tube 5  For B-ALL stained with CD5 FITC, CD13 PE, CD45 
PerCP, and CD33 APC

Tube 6 for B-ALL  stained with cytoCD3 FITC, cytoMPO PE, 
CD45 PerCP, and cytoCD79a APC

Groups with 
total no. of cases

No. of 
Patients (%)

Blast percent 
(Mean ± SD)

Range 
of Blast

Median

ALL 68 (100%) 76.24± 19.36 22-95 88
B-ALL 52(76.5%) 78.08±19.40 22-95 90
T-ALL 16(23.5%) 70.25±18.55 77 35-92
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Figure 3: Results of immunophenotyping for B-ALL case 
showing dot plots for six stained tubes along with unstained 
tubes. 

Tube 1: Unstained Tube for T-ALL

Tube 2  for T-ALL stained with CD3 FITC, CD8 PE, CD45 
PerCP, and CD4 APC

Tube 3 for T-ALL stained with CD34 FITC, CD10 PE, CD45 
PerCP, and CD19APC

Tube 4 For T-ALL stained with CD7 FITC, CD117 PE, CD45 
PerCP, and HLA-DR APC

Tube 5 For T-ALL stained with CD5 FITC, CD13 PE, CD45 
PerCP, and CD33 APC

Tube 6 for T-ALLstained with cytoCD3 FITC, cytoMPO PE, 
CD45 PerCP, and cytoCD79a APC

Figure 4: Results of immunophenotyping for T-ALL case 
showing dot plots for six stained tubes along with unstained 
tubes. 

Immunophenotyping showed, the blast cells in B-ALL were 
negative to dim positive for CD45, showing occasional 
positivity for CD34. These blast cells showed positivity for B 
cell markers i.e. CD10, CD19, HLA DR, and cytoplasmic 
CD79a sometimes showing occasional positivity for CD13 and 
CD33. The blast cells in T-ALL showed positivity for T cell 
markers i.e surface CD3, CD4, CD8, CD5, CD7, and 
cytoplasmic CD3 with occasional positivity for CD10 and 
CD117. Immunophenotypic analysis showed 52 cases (76.5%) 
of B-ALL and 16 cases (23.5%) of T-ALL. The patient 
characteristics are summarised in the Table 2.

Table 2: Characteristics of ALL Patients

VOLUME - 10, ISSUE - 05, MAY - 2021 • PRINT ISSN No. 2277 - 8160 • DOI : 10.36106/gjra

Features All 
patients 
(N=68)

B-ALL 
(N=52)

T-ALL
(N=16)

 (Chisquare 
test)

p-value
Age

mean 7.9±4.2 7.1±3.7 10.3±4.9 0.03*
median 7 7 11
Range 0.5-18 1.5-15 0.5-18
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(Note: *signicant = p-value <0.05)

There was a signicant difference between the ages of 
different subgroups of acute lymphoblastic leukemia. The 
mean age was found 7.13 years and 10.25 years in B-ALL and 
T-ALL respectively. ALL was found mostly in children groups 
but in B-ALL, it was limited to the lower aged children (0-9 
years) and T-ALL was found in children of higher age and 
adolescent (10-19 years). This difference was found 
signicant when compared statistically.. Sexwise distribution 
showed male predominance in all subtypes of ALL and there 
were no specic pattern found in different subtypes of ALL 
(Table: 2)

Table 3: Hematological features in patients

(Note: *signicant = p-value <0.05)

The mean Hb was found 6.87±2.24 gm/dl in B-ALL (median 6.8 
gm/dl, range 2.7-12.4gm/dl) and 7.46±2.2 gm /dl in T-ALL 
(median 7.8 gm/dl, range 2.7-11.7gm/dl). Hb less than 5% was 
seen in 23% of B-ALL followed by 10% of T-ALL. Hb ranging 5-
10 gm/dl was observed in 75% of T-ALL and 65% of B-ALL. 
However more than10 gm/dl was seen only in 6 cases of B-ALL 
(12%) and 1 case of T-ALL (6%). There were no signicant 
differences found between subtypes of ALL for Hb distribution. 
(Table: 3)

The mean and median platelet  count  was found 
50980.8±50643.5 cells/µL and 30000cells/µL  (range 4000-
201000 cells/µL) in B-ALL, higher than T-ALL, where it was 
found 31368.8±20861.61cells/µL and 25000 (range: 13000-
95000 cells/µL) (Table3), although this difference was not 
signicant. The platelet count distribution showed that all 16 
cases of T-ALL (100%) whereas 48 cases of B-ALL (92.3 %), 
were suffering from thrombocytopenia (<150000/µL). 
Although the difference for platelet count were not signicant 

between B-ALL and T-ALL. No subtypes of ALL were found to 
be associated with higher platelet count. (Table 3)

No signicant difference for leukocyte count was found 
between B-ALL and T-ALL, although leucocytosis was more 
common in T-ALL than B-ALL. Our study had demonstrated a 
higher mean and median TLC in T-ALL (110885±120400/µL, 
59000µL) than B-ALL (40637.7±57549.3/µLµL, 19100µL). A 
WBC counts more than 50000/µL was more frequently 
recorded in T-ALL than in B-ALL patients (56.2% vs 23.1). 
Leucocytopenia (<4000/µL) was recorded more in B-ALL than 
T-ALL (13.5% vs 6.2).
 
Table 4: Showing clinical features in different subtypes of 
ALL

(Note: *signicant = p-value <0.05)

Table 4 is showing clinical features in B-ALL and T-ALL. Only 
Bleeding manifestation was found signicantly higher in T-
ALL than B-ALL i.e 31.2% and 11.5% respectively. 

Table 5: Comparison for serum level of IL-6

Note: *signicant = p-value <0.05)

Our study had shown that all cases of the control group were 
associated with the normal level of IL-6, whereas 76.74 % of 
ALL patient's serum were found to be associated with an 
elevated level of IL-6 (>11.0 pg/mL). There was a signicantly 
elevation in IL-6 level in leukemia patients shown in Table 4. (p 
value= 0.000). Different subgroups of ALL were compared for 
IL-6 levels have shown in Table-4. Although a high number of 
B-ALL patients showed a positive value of IL-6 (79.4%) than T-
ALL (66.7%). It was not statistically signicant.

Table 6: Comparison of mean serum level of IL-6

0-9 45 38 (73.1%) 7 (43.75%)
10-19 23 14 (26.92%)9 (56.25%)

Gender
M 42 32 10 0.945
F 26 20 6

Sex Ratio (M:F) 1.6:1 1.6:1 1.7:1

Features ALL 
patients 
(N=68)

B-ALL 
(N=52)

T-ALL
(N=16)

p-
value
(฀2 test)

Hemoglobin
(gm/dl)
mean 7.0±2.2 6.9±2.3 7.5±2.2 0.74
median 7 6.8 7.8
Range 2.7-12.4 2.7-12.4 2.7-11.9
<5 15 (22.1%) 12 (23.1%) 3 (18.8%)
5-10 46 (67.7%) 34 (65.4%) 12 (75%)
>10 7 (10.3%) 6 (11.5%) 1 (6.2%)
Platelet 
(cells/µL)
mean 46366.2±

46043
50980.8±
50643.5

31368.8±
20861.6

0.566

median 30000 30000 25000
Range 4000-201000 4000-201000 13000-95000
≤150000 64 (94.1%) 48 (92.3%) 16 (100%)
151000-
450000

4 (5.88%) 4 (7.7%) 0

TLC 
(cells/µL)
mean 57166.5±

81655.4
463769.0±
57549.3

110885±
120400

0.027*

median 23040 19100 59000
Range 1630-400000 1630-315600 3300-400000
≤50000 47 (69.1%) 40 (76.9%) 7 (43.8%)
>50000 21 (30.9%) 12 (23.1%) 9 (56.2%)

Clinical sign B-ALL 
(N=52)

T-ALL 
(N=16)

Comparison b/n 
groups

No. % No. % Pearson Chi 
square

P- 
value

Fever 24 46.2 5 31.5 1.159 0.56
Pallor 20 38.5 4 25 1.405 0.495

Petechiae 6 11.5 5 31.2 9.405 0.009*
Joint Swelling 5 9.6 1 6.2 1.405 0.495

Lymphadenopathy 23 44.2 5 31.2 1.736 0.42
Hepatomegaly 19 36.5 5 31.2 0.999 0.607
Spleenomegaly 18 34.6 6 37.5 2.851 0.24

Groups Total 
no. of 
cases

≤ 11 pg/mL >11 
pg/mL

Comparison 
Between Groups(Value 

of IL6)
(Value 
of IL6)

No. %  No % Groups χ2 
Value

p-
value

Control 20 20 100% 0 0.00
%

Control 
vs. ALL

32.2330.000*

ALL 43 10 23.26
%

33 76.
74%

B-ALL 34 7 20.6 27 79.4 B-ALL 
vs.T-
ALL

0.648 0.421

T-ALL 9 3 33.3 6 66.7

Groups No. 
of 

Patients

Range
(pg/
mL)

Median
(pg/
mL)

Mean 
± SD
(pg/
mL)

Mann -Whitney test

Groups Z 
value

P 
value

 Control 20 2.42 - 
10.0

6.86 6.51 ± 
2.27

Control 
vs ALL

5.044 0.000*

 ALL 43 3.53 - 
1196.92

48.65 167.86 
306.46

B-ALL 34 5.01-
1196.92

77.78 195.50 
337.79

B-ALL 
vs T-
ALL

1.269 0.208
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(Note: *signicant = p-value <0.05)

The mean IL-6 values were found signicantly elevated in ALL 
than control group (p-value: 0.000). No signicant differences 
were found between different subtypes of ALL in serum IL-6 
level. Serum mean values were found 195.50 ± 337.79 pg/ml 
and 63.43±306.46 pg/mL in B-ALL and T-ALL respectively. 
(Table 6)

Table 7: Comparison of serum level of IL-10

(Note: *signicant = p-value <0.05)

The cut-off of IL-10 value was decided based on the control 
group mean±2SD. One case of the control group was found 
positive for IL-10 (3.1%), whereas 51.2% of ALL patient's serum 
IL-10 levels were found signicantly elevated than.(p value= 
0.000). Our results showed that a high number of B-ALL 
patients showed a positive value of IL-10 (52.9 %) than T-ALL 
(44.4 %) but it was not found statistically signicant as shown 
in the Table 7.

Table 8: Comparison of mean serum level of IL-10

(Note: *signicant = p-value <0.05)

Mean serum IL-10 value also showed signicantly higher level 
In ALL patients than control group. But no signicant 
difference in mean IL-10 serum values was found between B-
ALL and T-ALL (77.1± 124.4 vs 45.5± 23.34 pg/ml).

DISCUSSION:
At present Immunophenotyping is the essential technique for 
accurate and conrmational diagnosis and prognosis of 
acute leukemias and, also for the subtyping of acute 
leukemias. In the current study, a total of 68 cases of acute 
lymphoblastic leukemia were successfully diagnosed and 
further subclassied into B-ALL and T-ALL, although further 
subtyping of T-ALL and B-ALL in pre, pro, and mature T or B 
ALL could not be done due to limited CD marker availability. 
The immunophenotypic study revealed 52 cases (76.47%) of B 
lineage and 16 cases were of (23.53%) of T lineage. Similar to 
our study previous reports had also shown B-ALL 
preponderance i.e. 21-50%. (14) (15) Contrary to it 
Mukhopadhyay et al., 2013 had reported high T-ALL 
proportion than B-ALL. (16) Rajalekshmy et al., 2011 had 
reported a decrease in the trend of T-ALL in twenty years. Their 

study elucidated that socioeconomic and environmental 
factors play a major role in the determination of 
immunophenotype in pediatric ALL. Also, developing 
countries have a relatively higher proportion of T-ALL than 
developed countries.(17)

Table 9: Showing proportion of subtypes of ALL reported by 
different studies

A signicant age difference was found between both subtypes 
of ALL. T-ALL was found in children of higher age and 
adolescent people. In our study in B-ALL mean age was found 
7.13±3.73 years and in T-ALL, 10.25±4.95 years. Study by 
Arya et al., 2011 (18), Rajalekshmy et al., 2011 (17), Bachir et 
al., 2009(21) also supported our study. Similar to our study, 
other studies also found male preponderance in leukemia 
patients.(22)(18)(21). However, the reason behind the higher 
male predominance and occurrence of T-ALL in older children 
is still unknown, which might be attributed by genetic factors 
as T-ALL is a more complex disease than B-ALL. One study 
enlightened the mechanism of leukemia development and 
showed an association of inactivating somatic mutation and 
deletion of X-linked PHF6 gene (plant homeodomain (PHD) 
nger protein 6 gene) with the development of T-ALL. So it 
affects more in male patients as they have only a single copy 
of this gene (23). However it is clearly not understood but one 
more explanation can be more susceptibility of males to 
infectious diseases such as relative immunodeciency (24). 
Previous studies had shown that T-ALL is more commonly 
linked to the low socioeconomic status which may be 
associated with an increased frequency of viral infections.(18)
The mean Hb was found to be 6.87±2.24 gm/dl in B-ALL and 
7.46±2.2 gm /dl in T-ALL. Similar to our study Noronha et al., 
2011 had also reported no signicant difference in Hb level 
between subtypes of leukemia.(25) Contrary to this Chiaretti et 
al., 2013 had found a signicant difference. (19) Our study had 
demonstrated a higher mean TLC in T-ALL (110885±120400 
cells/µL) than B-ALL (40637.7±57549.3 cells/µL, 19100 cells/µL). 
A WBC count more than 50000 cells/µL was more frequently 
recorded in T-ALL than in B-ALL patients (56.2% vs 23.1%). Other 
reports supported our study.(21)(18)(19) Similar to our study, 
Noronha et al., 2011 had reported that all subtypes of ALL were 
associated with thrombocytopenia with a median value less 
than 50000 cells/µL.(25) Contrary to our study Chiaretti et al., 
2013 had reported a higher percentage of B-ALL patients having 
less than 100000 cells/µL platelet count than T-ALL. (70.12% vs 
64.94%). (19) One of the studies had shown T- ALL  have a higher 
platelet count than B-ALL. (23).

We found only one study evaluating serum IL-6 levels in ALL 
cases at the time of diagnosis. Pérez-Figueroa et al., 2016 had 
reported higher serum IL-6 levels in ALL i.e 8.79 pg/ml (range, 
0.00-615 pg/ml) than control group i.e. 3.20 pg/ml (range, 0.00-
87.85 pg/ml). They also found no signicant difference in IL-6 
levels in ALL subgroups i. with fever and without fever at the 
time of presentation and suggested IL-6 to be an important 
pro-inammatory markers in patients with ALL at diagnosis in 
the absence of clinically apparent infection. (26) One study 
had reported a signicantly higher intracellular level of IL-6 
detected by owcytometry in ALL children at the time of 
disease presentation than the control group. (81.74±9.31vs 
5.67 ± 0.96)(P < 0.01) and suggested role of IL-6 in ALL 
patients for monitoring response. (27)

Drabko et al., 2008  had reported a signicantly higher serum 
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T-ALL 9 3.53-
235.77

13.88 63.43 
82.90

Groups Total 
no. of 
cases

≤ 39pg/mL >39pg/
mL

Comparison 
Between Groups(Value 

of IL10)
(Value 
of IL10)

No. %   No. % Groups χ2 
Value

p-
value

Control 20 19 95.0 1 5.0 Control 
vs ALL

12.55 0.000*

 ALL 43 21 48.8 22 51.2
B-ALL 34 16 47.1 18 52.9 B-ALL 

vs T-
ALL

0.206 0.65

T-ALL 9 5 55.6 4 44.4

Groups No. of 
Patie
nts

Range
(pg/
mL)

Median
(pg/mL)

Mean 
± SD

(pg/mL)

Mann -Whitney test
Groups Z 

value
P 

value
Control 20  22.55– 

39.71 
30.09 29.39 ± 

4.272
Control 
vs. ALL

3.45 0.001*

 ALL 43  21.69– 
620.61 

40.53 70.56± 
111.48

B-ALL 34 21.69 -
620.6

41.42 77.10± 
124.4

B-ALL vs.      
T-ALL

0.642 0.527

T-ALL 9 26.84 -
88.62

33.7 45.5± 
23.34

Author B-ALL % T-ALL %
Arya et al., 2011 (18) 69.8 30.2

Mukhopadhyay et al., 2013 (16) 47.6 50.4
Chiaretti et al.,2013 (19) 85.8 14.2
Siddaiahgari, 2015 (14) 84.5 15.5
Arora & Arora, 2016 (15) 79-50 21-50
Gupta et al., 2019 (20) 81.7 18.3

Our study 76.5 23.5
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IL-10 level in Childhood ALL cases at the time of diagnosis 
(28.16 pg/ml) than control cases (11.32 pg/ml) and ALL 
patients during remission phase (16.67 pg/ml). They had also 
showed a signicant positive correlation of IL-10 with total 
antioxidant status and malonyldialdehyde (MDA) at the time 
of diagnosis.(28) Bien et al., 2009 had also reported a higher 
serum IL-10 level in ALL patients than control group (18.3±9.6 
vs 6.33±2.60 pg/mL). The pretreatment signicant higher level 
of IL-10 was associated with poor response to therapy and 
relapse due to disease progression.(29) Similar to our study 
one report found plasma IL-10 level was signicantly elevated 
at the time of diagnosis of ALL patients than control group. 
(9.71±3.7 vs 6.1±1.85 pg/mL). Also the level was found 
signicant higher in diagnosis group (9.71 ± 3.7) than 
treatment group (3.48 pg/mL ± 1.3; p = 0.01) and remission 
group (0.12 pg/mL ± 0.1; p = 0.0001). The authors had also 
shown no association between IL-10 polymorphism and 
plasma level in childhood ALL patients. (30) Similar to our 
study Pérez-Figueroa et al., 2016 had found a higher 
circulating IL-10 levels  in ALL patients (median 91.81 pg/mL) 
than the control group (Median 5.15 pg/ml ).(26)  Mohammed, 
2020 had reported a signicant decrease in total serum IL-10 
level after chemotherapy in childhood ALL cases and 
suggested the role of serum IL-10 as a marker for response to 
therapy.(31) Liu et al., 2020 had found the gene polymorphism 
rs3024489 and rs3024493 of IL-10 were signicantly correlated 
with susceptibility and pathogenesis of childhood ALL.(32)

In conclusion IL-6 and IL-10 were found elevated in ALL 
patients which may play a signicant role in prognosis and 
disease monitoring in ALL patients. But further study is 
needed to elucidate exact role in ALL.

REFERENCES:
1.  Katz AJ, Chia VM, Schoonen WM, Kelsh MA. Acute lymphoblastic leukemia: 

an assessment of international incidence, survival, and disease burden. 
Cancer Causes Control. 2015 Nov 1;26(11):1627–42. 

2.  MC B, T N, P B, B B, H B, W K, et al. Immunophenotyping of acute leukemia and 
lymphoproliferative disorders: a consensus proposal of the European 
LeukemiaNet Work Package 10. Leukemia. 2011;25(4):567–74. 

3.  Anand M, Chodda SK, Parikh PM, Nadkarni JS. Abnormal levels of 
proinammatory cytokines in serum and monocyte cultures from patients with 
chronic myeloid leukemia in different stages, and their role in prognosis. 
Hematol Oncol. 1998;16(4):143–54. 

4.  Burger R. Impact of Interleukin-6 in Hematological Malignancies. Transfus 
Med Hemotherapy. 2013 Oct;40(5):336. 

5.  Drabko K, Bojarska-Junak A, Kowalczyk JR. Clinical immunology <BR> 
Serum concentration of IL-2, IL-4, IL-10 and TNF-฀ in children with acute 
lymphoblastic leukemia – possible role of oxidative stress. Cent Eur J of 
Immunology. 2008;33(3):146–9. 

6.  Hunter CA, Jones SA. IL-6 as a keystone cytokine in health and disease. Vol. 
16, Nature Immunology. Nature Publishing Group; 2015. p. 448–57. 

7.  Hirano T, Akira S, Taga T, Kishimoto T. Biological and clinical aspects of 
interleukin 6. Vol. 11, Immunology Today. Immunol Today; 1990. p. 443–9. 

8.  Su H, Lei CT, Zhang C. Interleukin-6 signaling pathway and its role in kidney 
disease: An update. Vol. 8, Frontiers in Immunology. Frontiers Research 
Foundation; 2017. 

9.  Allahbakhshian Farsani M, Kamel M, Mehrpouri M, Heris RS, Hamidpour M, 
Salari S, et al. The Expression of Interferon Gamma (IFN-฀) and Interleukin 6 
(IL6) in Patients with Acute Lymphoblastic Leukemia (ALL). Pathol Oncol Res. 
2020 Jan 1;26(1):461–6. 

10.  Saraiva M, O'Garra A. The regulation of IL-10 production by immune cells. 
Vol. 10, Nature Reviews Immunology. Nature Publishing Group; 2010. p. 
170–81. 

11.  Borish L. IL-10: Evolving concepts. J Allergy Clin Immunol. 1998 Mar 
1;101(3):293–7. 

12.  Walter MR. The molecular basis of IL-10 function: From receptor structure to 
the onset of signaling. Vol. 380, Current Topics in Microbiology and 
Immunology. Springer Verlag; 2014. p. 191–212. 

13.  Fitch B, Hermiston ML, Wiemels JL, Kogan SC. Mechanism of IL-10 Protective 
Effect in Development of Childhood B Cell Acute Lymphoblastic Leukemia. 
Blood. 2016 Dec 2;128(22):4075–4075. 

14.  Siddaiahgari S, Awaghad M, Latha M. Clinical, immunophenotype and 
cytogenetic prole of acute lymphoblastic leukemia in children at tertiary 
health care centre in India. Muller J Med Sci Res. 2015;6(2):112. 

15.  Arora RS, Arora B. Acute leukemia in children: A review of the current Indian 
data. South Asian J Cancer. 2016 Jul;05(03):155–60. 

16.  Mukhopadhyay A, Gangopadhyay S, Dasgupta S, Paul S, Mukhopadhyay S, 
Ray UK. Surveillance and expected outcome of acute lymphoblastic leukemia 
in children and adolescents: An experience from Eastern India. Indian J Med 
Paediatr Oncol. 2013;34(4):280–2. 

17.  Rajalekshmy KR, Abitha AR, Anuratha N, Sagar TG. Time trend in frequency 
of occurrence of major immunophenotypes in paediatric acute lymphoblastic 
leukemia cases as experienced by Cancer Institute, Chennai, south India 
during the period 1989-2009. Indian J Cancer. 2011 Jul;48(3):310–5. 

18.  Arya LS, Padmanjali KS, Sazawal S, Saxena R, Bhargava M, Kulkarni KP, et 
al. Childhood T-lineage acute lymphoblastic leukemia: Management and 
outcome at a tertiary care center in North India. Indian Pediatr. 
2011;48(10):785–90. 

19.  Chiaretti S, Vitale A, Cazzaniga G, Orlando SM, Silvestri D, Fazi P, et al. 
Clinico-biological features of 5202 patients with acute lymphoblastic 
leukemia enrolled in the Italian AIEOP and GIMEMA protocols and stratied 
in age cohorts. Haematologica. 2013;98(11):1702–10. 

20.  Gupta N, Pawar R, Banerjee S, Brahma S, Rath A, Shewale S, et al. Spectrum 
and immunophenotypic prole of acute leukemia: A tertiary center ow 
cytometry experience. Mediterr J Hematol Infect Dis. 2019;11. 

21.  Bachir F, Bennani S, Lahjouji A, Cherkaoui S, Harif M, Khattab M, et al. 
Characterization of Acute Lymphoblastic Leukemia Subtypes in Moroccan 
Children. Int J Pediatr. 2009;2009(May 2007):1–7. 

22.  Passweg JR, Tiberghien P, Cahn JY, Vowels MR, Camitta BM, Gale RP, et al. 
Graft-versus-leukemia effects in T lineage and B lineage acute lymphoblastic 
leukemia. Bone Marrow Transplant. 1998;21(2):153–8. 

23.  Teachey DT, Pui CH. Comparative features and outcomes between paediatric 
T-cell and B-cell acute lymphoblastic leukaemia. Lancet Oncol. 
2019;20(3):e142–54. 

24.  Green MS. The male predominance in the incidence of infectious diseases in 
children: A postulated explanation for disparities in the literature. Int J 
Epidemiol. 1992 Apr 1;21(2):381–6. 

25.  Noronha EP, Marinho HT, Thomaz EBAF, Silva CA, Veras GLR, Oliveira RAG. 
Caracterização imunofenotípica das leucemias agudas em um centro 
oncológico de referência público no Maranhão, Nordeste do Brasil. Sao 
Paulo Med J. 2011;129(6):392–401. 

26.  Pérez-Figueroa E, Sánchez-Cuaxospa M, Martínez-Soto KA, Sánchez-Zauco 
N, Medina-Sansón A, Jiménez-Hernández E, et al. Strong inammatory 
response and Th1-polarization prole in children with acute lymphoblastic 
leukemia without apparent infection. Oncol Rep. 2016 May 1;35(5):2699–706. 

27.  Zachwieja J, Bobkowski W, Dobrowolska-Zachwieja A, Lewandowska-
Stachowiak M, Zaniew M, Maciejewski J. Intracellular cytokines of peripheral 
blood lymphocytes in nephrotic syndrome. Pediatr Nephrol. 2002; 17(9): 733– 40.

28.  Drabko K, Bojarska-Junak A, Kowalczyk JR. Serum concentration of IL-2, IL-4, 
IL-10 and TNF- in children with acute lymphoblastic leukemia - Possible role of 
oxidative stress. Cent J Immunol. 2008;33(3):146–9. 

29.  Bien E, Balcerska A, Adamkiewicz-drozynska E, Rapala M. Pre-treatment 
serum levels of interleukin-10 , interleukin-12 and their ratio predict response 
to therapy and probability of event-free and overall survival in childhood soft 
tissue sarcomas , Hodgkin ' s lymphomas and acute lymphoblastic 
leukemias. Clin Biochem. 2009;42(10–11):1144–57. 

30.  Hiroki CH, Amarante MK, Petenuci DL, Sakaguchi AY, Trigo FC, Watanabe 
MAE, et al. IL-10 gene polymorphism and inuence of chemotherapy on 
cytokine plasma levels in childhood acute lymphoblastic leukemia patients 
IL-10 polymorphism and plasma levels in leukemia patients. Blood Cells, Mol 
Dis. 2015;55(2):168–72. 

31.  Fatima Mallalah Mohammed1 MAFNAJ. Levels of Interleukin-10 in Iraqi 
Childhood Acute Lymphoblastic Leukemia after Chemotherapy. Indian J 
Forensic Med Toxicol. 2020 Apr 29;14(2):1251–6. 

32.  Liu R, Wang X, Sun J, Gao N, Yu W. Correlations of IL-6 and IL-10 gene 
polymorphisms with childhood acute lymphoblastic leukemia. 2020;8048–56.

12 X GJRA - GLOBAL JOURNAL FOR RESEARCH ANALYSIS

VOLUME - 10, ISSUE - 12, DECEMBER - 2021 • PRINT ISSN No. 2277 - 8160 • DOI : 10.36106/gjra


