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A B S T R A C T

Introduction: Cancer and its treatment using various chemotherapeutic agents can have many adverse side effects.
These side effects often result in significant changes in haematological and biochemical composition of blood. As a
result, the regular monitoring of serum biochemical and haematological changes plays an important role in
management of disease. The present study aimed to determine the relationship between haematological and
biochemical changes in neutropenic cancer patients following chemotherapy. Specifically we evaluated the as-
sociation between neutrophil count and serum proteins and electrolytes.
Methods: For this purpose we analysed retrospectively collected laboratory results from two independent patient
cohorts. Each cohort was divided into a control group consisting of patients with normal haematological pa-
rameters and a study group which included patients with reduced neutrophil counts. Neutropenic patients (study
group) were cancer patients on chemotherapy.
Results and conclusion: Blood samples of cancer patients in study group showed reduction in haemoglobin, neu-
trophils and platelets. Neutropenic group showed a significant reduction in serum albumin, total protein, calcium,
and potassium. Our results show that patients with severe neutropenia had pronounced changes in serum protein
and electrolytes and increased incidence of abnormal serum protein and electrolyte level. The changes in the
neutrophil counts showed a positive correlation with the changes in serum protein and electrolyte levels. A similar
trend was seen in both the patient cohorts: the discovery set (176 patients) and the validation set (200 patients).
Taken together our results suggest that chemotherapy-induced neutropenia is associated with dysregulation in
haemoglobin, platelets, serum proteins and electrolytes.
1. Introduction

Cancer treatment includes chemotherapy, radiation therapy, bio-
logical therapy, surgery or a combination of two or more of these
therapeutic options. All of these treatment options are aimed to eradi-
cate the cancer cells that exist in the patient's body. Chemotherapy
targets and destroys all rapidly dividing cells including cancerous and
normal cells. As a result chemotherapy affects the body's normal organs
and tissues. The undesired consequence of damage to healthy cells is a
complication of treatment, or a side effect that delays the treatment and
reduces the dose [1]. Blood has four main components: plasma,
erythrocytes (red blood cells), leucocytes (white blood cells), and
thrombocytes (platelets) [2]. Blood cells are short-lived and need to be
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replenished regularly. Haematopoietic stem cells in bone marrow
divide rapidly to give rise to new blood cells and are therefore adversely
affected by chemotherapy. Chemotherapy suppresses the growth and
maturation of stem cells in the bone marrow and reduces the production
of blood cells. Cancer chemotherapy results in the reduction in blood
cell production and reduced blood cell counts in peripheral circulation.
Reduction in all types of blood cells results in pancytopenia [3].
Chemotherapy-induced reduction in white blood cells particularly
neutrophils results in a condition known as neutropenia. Neutropenia
compromises the body's immune responses against infections and can
lead to serious life threatening systemic infections and sepsis.
Chemotherapy-induced neutropenia is considered to be an oncologic
emergency and need to be treated immediately.
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Chemotherapy can also affect the hepatic and renal function of
cancer patients which manifests itself as alteration of serum proteins
(serum albumin, total protein) and serum urea and creatinine respec-
tively. Albumin, the most abundant serum protein is produced by liver
cells up to 9–12 g/day and it represents about 50% of total proteins of
the body and the normal serum range is 3.5–5 g/L [4]. It maintains
normal plasma colloid osmotic pressure, boosts immunity, and has
anti-cancer properties [5, 6]. The absorption, synthesis, and decom-
position of proteins and albumin in the body can be evaluated by
measuring total serum protein and albumin [7]. Serum albumin levels
are used to assess the patient's liver function, nutritional status, and
renal function when analysed along with blood urea nitrogen (BUN)
and creatinine. Hypoalbuminemia occurs due to malnutrition and sig-
nificant nutrient consumption by cancer cells [5]. Cancer patients with
low levels of serum albumin have severe chemotherapy-induced tox-
icities [8, 9]. The cancer patients on chemotherapy who had serum
albumin more than 3.40 g/dl showed better overall survival. Low serum
albumin is a risk factor for higher chemotherapy-induced toxicity and
an independent prognostic factor that can predict the impact of
chemotherapy on overall survival [10, 11]. Hypoalbuminemia before
treatment was identified to be one of the five independent risk factors
for developing aspiration pneumonia in cancer patients on chemo-
therapy and radiotherapy, which deteriorated more than 20% in 191
patients post chemo- and radio-therapy [12]. A study conducted on the
nutritional status of gastric cancer patients on chemotherapy suggested
hypoalbuminemia as a sensitive predictor of chemotherapy toxicities
including neutropenia [13]. The success of treatment, length of hospital
stay, and prognosis can be predicted by the nutritional status of pa-
tients. Serum albumin is also an indicator of the nutritional status of
cancer patients on chemotherapy [14, 15, 16].

Several chemotherapy drugs cause renal dysfunction due to which
kidneys are unable to excrete nitrogenous waste and creatinine that
result in imbalance in fluid and electrolyte homeostasis [17, 18, 19].
Glomerular filtration rate (GFR) is commonly used to evaluate kidney
function [18]. GFR is usually estimated by serum creatinine, age, weight,
and gender of the person [19]. Although variation in serum creatinine
could be due to an altered rate of endogenous production regulated by
creatinine kinase in cancer patients [18]. But high serum creatinine
levels in cancer patients on chemotherapy have been reported in different
studies. Several studies have shown that chemotherapeutic drugs have
nephrotoxic effects such as bleomycin [20] Cisplatin [21], and Intra-
vesical Bacilli Calmette-Guerin (IVBCG) therapy, commonly used to treat
for non-muscle invasive bladder cancer (NMIBC) is also considered to be
nephrotoxic drug [22]. A study conducted on patients having testicular
cancer showed elevated serum creatinine during bleomycin treatment
and was considered a significant risk factor for developing pulmonary
toxicities [20]. Another study suggested acute renal failure showing high
blood urea and creatinine with hypokalaemia after pemetrexed treat-
ment [23]. Electrolyte disorders or imbalances are also frequently pre-
sent in cancer patients [24, 25]. In most cases, these disorders are due to
combination of physiologic or metabolic changes (Hallmarks of cancer)
that are commonly seen in cancer patients and chemotherapeutic regi-
mens used for treatment [26]. These chemotherapy-induced electrolyte
disorders can often be associated with other adverse conditions and
result in poor response to treatment and other life threatening compli-
cations [27].

Serum electrolytes include sodium, potassium, chloride calcium, and
magnesium. Electrolyte imbalance is commonly seen in cancer patients
due to malignancies or adverse effects of antineoplastic drugs such as
diarrhoea, vomiting, and renal disorders [24, 25]. Thus, evaluation of
these disorders in patients and understanding their correlation with other
haematological abnormalities such as neutropenia is important in the
overall care of the cancer patients. This study aimed to determine the
effects of chemotherapy on serum electrolytes and proteins in cancer
patients and to establish an association with chemotherapy-induced
neutropenia.
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2. Methods

2.1. Study design

A retrospective cohort study was conducted from February 2018 to
March 2021 to analyse the haematological and biochemical profile
changes in blood samples obtained from cancer patients on chemo-
therapy treatments, collected at the Haematology unit of University
hospital, Galway (UHG). We analysed retrospectively collected labora-
tory results from two independent patient cohorts - the discovery set
(total 176 patients- 46% male and 42% female, 12% was unspecified)
and the validation set (total 200 patients- 56.5% male and 43.5% fe-
male). Each cohort was further divided into a control group consisting of
patients with normal haematological parameters and a study group
which included patients with abnormal neutrophil counts.

2.2. Patients and biochemistry reports

Following approved ethical guidelines from the local ethics review
committee complete blood count and biochemical assessment results
were obtained from the Haematology Laboratory at UHG. The data set
received in 2018–2019 (discovery data set) was considered as discovery
data set while the data set received in 2020–2021 (validation data set)
was used to validate the results. The samples were analysed to deter-
mine changes in biochemical parameters such as serum Urea, Creati-
nine, Albumin, Total Protein, and serum electrolytes (Sodium,
Potassium, Chloride, Phosphate, and Calcium) and haematological
parameters or blood cell counts. Using the Advia 212i system, blood
counts were done and biochemistry measurements were performed on
serum by the Cobas 8000 modular analyser series from Roche Di-
agnostics. The reports of these tests were compiled for each patient and
analysed for normal and abnormal absolute neutrophil counts (ANC).
Each patient data obtained was further classified based on ANC into
normal and moderate (0.5–1.0 � 109/L ANC) or severe (<0.5 � 109/L
ANC) neutropenia. The patient data was then analysed to determine
changes in biochemical parameters such as serum Urea, Creatinine,
Albumin, Total Protein, and serum electrolytes (Sodium, Potassium,
Chloride, Phosphate, and Calcium) which were correlated with changes
in neutrophil counts.

3. Ethics statement

The analysis of patient blood biochemistry reports in this study was
approved by the Clinical Research Ethics Committee, Merlin Park Hos-
pital, Galway at the meeting held on 13th December 2017 (Ref: C.A 1888
Management of Chemotherapy-induced Neutropenia in Cancer Patients).

3.1. Statistical analysis

The Data analysis was done using Microsoft Excel Windows 10. Re-
sults were expressed as mean � SD. Significance was determined using a
paired T-test. For correlation analysis Pearson's coefficient was calculated
using excel. Differences were considered to be significant at P < 0.05.

3.2. Statistical power calculation

For power calculations we used web-based algorithm (pow
erandsamplesize.com) and selected parameters to calculate sample size
needed to compare whether the means of two groups are different (2
Means: 2-Sample, 2-Sided Equality). We used the s-standard deviation
and d-expected difference between two means values from the published
similar study (Wang, et al., Changes of serum albumin level and SIR in
NSCLC. Journal of Cancer Research and Therapeutics - October–De-
cember 2014 - Volume 10 - Issue 4. DOI: 10.4103/0973–1482.137953).
On the basis of above assumptions, the sample size of 30 per group is
deemed sufficient to have 90% power to detect differences between the

http://powerandsamplesize.com
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Table 1. Biochemistry profile of blood samples in discovery set

Parameters Total numbers Out of Normal of range n (%)

OPD
patients

Neutropenic
patients

OPD
patients

Neutropenic
patients

Sodium (Naþ) 84 84 8 (9.52) 12 (14.3)

Mild - 34 - 4 (11.8)

Moderate - 20 - 3 (15.0)

Severe - 30 - 5 (16.7)

Potassium (Kþ) 80 82 6 (7.5) 12 (14.6)

Mild - 32 - 2 (6.3)

Moderate - 20 - 0

Severe - 30 - 10 (33.3)

Chloride (Cl-) 83 84 10 (12.05) 18 (21.4)

Mild - 34 - 5 (14.7)

Moderate - 20 - 6 (30)

Severe - 30 - 7 (23.3)

Calcium
(Ca2þ)

76 84 1 (1.32) 26 (31)

Mild - 34 - 5 (14.7)

Moderate - 20 - 4 (20)

Severe - 30 - 17 (56.7)

Phosphate 74 83 48 (64.86) 55 (66.3)

Mild - 33 - 19 (57.6)

Moderate - 20 - 13 (65)

Severe - 30 - 23 (76.7)

Albumin 81 84 5 (6.17) 39 (46.4)

Mild - 34 - 6 (17.6)

Moderate - 20 - 10 (50)

Severe - 30 - 23 (76.7)

Total Protein 81 84 8 (9.88) 36 (42.9)

Mild - 34 - 8 (23.5)

Moderate - 20 - 7 (35)

Severe - 30 - 21 (70)

Blood Urea 83 84 18 (21.69) 19 (22.6)

Mild - 34 - 9 (26.5)

Moderate - 20 - 4 (20)

Severe - 30 - 6 (20)

Creatinine
Female

35 31 7 (20) 4 (12.9)

Mild - 13 - 1 (7.7)

Moderate - 8 - 1 (12.5)

Severe - 10 - 2 (20)

Creatinine
Male

40 40 3 (7.5) 17 (42.5)

Mild - 15 - 8 (53.3)

Moderate - 10 - 3 (30)

Severe - 15 - 6 (40)

For all the parameters patient numbers (males, females and unidentified) were
pooled. As the normal range of creatinine for males and females is different they
are shown separately. Patients with unidentified sex were excluded. All the pa-
tients were divided in to three groups, mild, moderate and severe on basis of
neutrophil count. Mild 1.0-2.0 x 109/L; Moderate 1.0-0.5 � 109/L; and severe
<0.5 � 109/L. a no. of cases for which data is available.

Table 2. Biochemistry profile of blood samples in the validation set.

Parameters Total numbers Out of Normal of range n (%)

OPD
patients

Neutropenic
patients

OPD
patients

Neutropenic
patients

Sodium (Naþ) 92 99 5(5.43) 30(30.3)

Mild - 13 - 4(30.8)

Moderate - 23 - 8(34.8)

Severe - 63 - 18(28.6)

Potassium (Kþ) 86 99 2(2.33) 22(22.2)

Mild - 13 - 1(7.7)

Moderate - 23 - 2(8.7)

Severe - 63 - 19(30.2)

Chloride (Cl-) 92 98 13(14.13) 24(24.5)

Mild - 13 - 3(23.1)

Moderate - 23 - 3(13.0)

Severe - 62 - 18(29.0)

Calcium
(Ca2þ)

80 99 6(7.50) 22(22.2)

Mild - 13 - 2(15.4)

Moderate - 23 - 4(17.4)

Severe - 63 - 16(25.4)

Phosphate 77 99 48(62.34) 64(64.6)

Mild - 13 - 7(53.8)

Moderate - 23 - 17(73.9)

Severe - 63 - 40(63.5)

Albumin 84 99 7(8.33) 46(46.5)

Mild - 13 - 4(30.8)

Moderate - 23 - 10(43.5)

Severe - 63 - 32(50.8)

Total Protein 83 99 4(4.82) 57(57.6)

Mild - 13 - 8(61.5)

Moderate - 23 - 13(56.5)

Severe - 63 - 36(57.1)

Blood Urea 92 99 25(27.17) 20(20.2)

Mild - 13 - 3(23.1)

Moderate - 23 - 2(8.7)

Severe - 63 - 15(23.8)

Creatinine
Female

37 42 7(18.92) 12(28.6)

Mild - 6 - 3(50.0)

Moderate - 15 - 6(40.0)

Severe - 21 - 3(14.3)

Creatinine
Male

54 57 12(22.22) 11(19.3)

Mild - 7 - Nil

Moderate - 8 - 1(12.5)

Severe - 42 - 10(23.8)

For all the parameters patient numbers (males, females and unidentified) were
pooled. As the normal range of creatinine for males and females is different they
are shown separately. Patients with unidentified sex were excluded. All the pa-
tients were divided in to three groups, mild, moderate and severe on basis of
neutrophil count. Mild 1.0-2.0 x 109/L; Moderate 1.0-0.5 � 109/L; and severe
<0.5 � 109/L. a no. of cases for which data is available.
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treatments at p < 0.001. The required sample size according to the sta-
tistical power calculation was 60 for each discovery and validation set
and the study cohort included in this study was 176 in discovery set and
200 in validation set.

4. Results

Two Patient groups were included in this study, non-cancer patients
attending Haematology/Out Patients Department (OPD), considered as
3

control group, having normal haematological parameters and cancer
patients post-chemotherapy having neutropenia (study group). Neu-
tropenic patients were identified on basis of neutrophil count and defined
as patients having neutrophils less than <2.0 �109/L. First, each
biochemical parameter in both the groups (control group versus neu-
tropenic group) was compared. The percentage of patients in both groups
having out of normal range values were analysed. It was observed that
the percentage of patients showing abnormal levels of calcium, sodium,
potassium, chloride, albumin, and total protein was higher in



Figure 1. Reduced haemoglobin, neutrophils and
platelets in cancer patients post-chemotherapy.
Comparison of serum haemoglobin in (A) female
patients control group (n ¼ 40) and Cancer patients
post-chemotherapy (n ¼ 41); (B) male patients con-
trol group (n ¼ 42) and Cancer patients post-
chemotherapy (n ¼ 32) from discovery set is
shown. Comparison of (C) Neutrophils and (D)
Platelets in control group (n ¼ 90) and Cancer pa-
tients post-chemotherapy (n ¼ 86) from discovery set
is shown. Comparison of serum haemoglobin in (E)
female patients control group (n ¼ 45) and Cancer
patients post-chemotherapy (n ¼ 42); (F) male pa-
tients control group (n ¼ 55) and Cancer patients
post-chemotherapy (n ¼ 58) from validation set is
shown. Comparison of (G) Neutrophils and (H)
Platelets in control group (n ¼ 100) and Cancer pa-
tients post-chemotherapy (n ¼ 100) from validation
set is shown.
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Figure 2. Reduced serum albumin and total protein in neutropenic patients. Comparison of (A) serum albumin in control group (n ¼ 81) and neutropenic group
(n ¼ 84); (B) total protein in control group (n ¼ 81) and neutropenic group (n ¼ 84) from discovery set is shown. Comparison of (C) serum albumin in control group (n
¼ 84) and neutropenic group (n ¼ 100); (D) total protein in control group (n ¼ 84) and neutropenic group (n ¼ 100) from validation set is shown.
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neutropenic group as compared to control group (Table 1). Phosphate
and urea did not showmuch difference in both groups. The percentage of
neutropenic male patients showing abnormal creatinine levels was
higher than in patients in the control group having abnormal levels
whereas the percentage of the neutropenic females having abnormal
creatinine levels was lower than creatinine levels observed in patients
control group (Table 1) in the discovery set. Similar haematological and
biochemical parameters were observed for validation set as shown in
Table 2.

Further we sub-divided the neutropenic group into three subgroups
based on their neutrophil count (Mild 1.0–2.0 � 109/L; Moderate
1.0–0.5� 109/L; and severe <0.5� 109/L) to assess if changes in above
mentioned biochemical parameters correlate with the severity of neu-
tropenia (Table 1). It was observed that a higher percentage of patients
in the severely neutropenic patient group showed abnormal levels of
calcium, albumin, potassium and total protein whereas the percentage
of severely neutropenic patients having abnormal sodium and chloride
was not very high as compared to control group. Blood urea and
creatinine levels for female patients did not show much variation in
both groups while the higher percentage of male patients with severe
neutropenia showed abnormal creatinine levels than in patients in
control group (Table 1). Similar trend was observed in the validation set
except for creatinine in male patients which did not show much dif-
ference when compared to creatinine level of male patients in control
group (Table 2).
5

4.1. Loss of cellular components of blood in cancer patients on
chemotherapy

In this study, blood cells data of cancer patients on chemotherapy was
analysed and compared with control group patients’ data to confirm the
effects of chemotherapy on the cellular component of blood. A highly
significant reduction was noticed in haemoglobin (male and female),
neutrophils and platelets of cancer patients on chemotherapy (Figure 1A-
D) suggestive of pancytopenia. Similar results were observed in the
validation set (Figure 1E-H). The blood samples from cancer patients on
chemotherapy showing reduced levels of neutrophils will be referred to
as neutropenic group in the paper.

4.2. Serum albumin and total protein was significantly reduced in
neutropenic patients

Next we analysed the serum protein profile (albumin and total pro-
tein) in control and neutropenic group. We observed a statistically sig-
nificant decrease in serum albumin and total protein in the neutropenic
group (mean value serum albumin 36.30 g/L and total protein 61.30 g/L)
as compared to the control group (mean value serum albumin 42.91 g/L
and total protein 68.39 g/L) (Figure 2A-B). Similarly, serum albumin and
total protein were also statistically reduced in validation set (Figure 2C-
D). These results show a significant reduction of serum albumin and total
protein in patients having chemotherapy-induced neutropenia.



Figure 3. Altered serum urea and creatinine in neutropenic patients. Comparison of (A) serum urea in control group (n ¼ 83) and neutropenic group (n ¼ 84); (B)
serum Creatinine in male patients control group (n ¼ 40) and neutropenic group (n ¼ 40); (C) serum creatine in female control group (n ¼ 35) and neutropenic group
(n ¼ 31) from discovery set is shown. Comparison of (A) serum urea in control group (n ¼ 92) and neutropenic group (n ¼ 99); (B) serum Creatinine in male patients
control group (n ¼ 54) and neutropenic group (n ¼ 57); (C) serum creatine in female control group (n ¼ 37) and neutropenic group (n ¼ 42) from validation set
is shown.
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4.3. No change in serum urea and creatinine in neutropenic patients

Changes in serum urea level was noticed in neutropenic group when
compared to control group but the reduction was not significant
(Figure 3A), similarly serum creatinine levels in neutropenic male and
female patients were slightly raised as compared to control group
(Figure 3B-C) but was not statistically significant. In agreement with
these results validation set did not show any statistically significant
change in serum urea and creatinine levels of neutropenic patients
(Figure 3D-F).

4.4. Hypokalemia and hypocalcemia in neutropenic patients

Major serum electrolytes include sodium, potassium, phosphate,
calcium, magnesium, and chloride. The regulation of electrolytes is
primarily done by kidneys. The physiological balance of serum elec-
trolytes is essential for the body to function properly. Electrolyte
imbalance, whether acute or chronic, due to the renal or non-renal
cause has various adverse effects on the body. It is important to
monitor the electrolytes of the cancer patient on chemotherapy [33,
34]. We found that neutropenic group showed a statistically significant
decrease in serum potassium and calcium level (mean value serum
potassium 4.01 mMol/L and calcium 2.25 mMol/L) than control group
(mean value serum potassium 4.34 mMol/L and calcium 2.37 mMol/L)
(Figure 4A-B). There was no significant change in serum phosphate,
chloride and sodium levels in neutropenic group (Figure 4C-E). In
keeping with these results validation set also showed significant
decrease in serum potassium and calcium levels while no change in
serum phosphate, chloride and sodium levels (Figure 4F-J) was
observed.
6

4.5. Serum protein and electrolytes in severely neutropenic patients

Since we did not find any significant change in the serum level of
phosphate, chloride, sodium, urea and creatinine between control group
and neutropenic group, we decided to perform in-depth analysis by sub-
dividing neutropenic group into three categories (Mild 1.0–2.0 � 109/L;
Moderate 1.0–0.5 � 109/L; and severe <0.5 � 109/L) on the basis of
neutrophil counts. Serum albumin, total protein, urea, creatinine, and
serum electrolyte levels were analyzed (Table 1) in three categories of
neutropenia. In line with our results on serum albumin and total protein
(Figure 2), we found robust drop in serum albumin and total protein in
patients having severe neutropenia as compared to control group
(Figure 5A-B). Further, the reduction in serum albumin and total protein
in patients having severe neutropenia was more pronounced than
observed for all the patients in neutropenic group. Similarly, serum al-
bumin and total protein were also robustly reduced in severe neutropenic
group of validation set (Figure 5C-D).

Next we analysed the serum electrolytes such as sodium, potassium,
phosphate, calcium, and chloride in control group and severe neu-
tropenic patients. In agreement with our results on serum potassium and
calcium (Figure 4A-B), we found marked decrease in serum potassium
and calcium in patients having severe neutropenia as compared to pa-
tients in control group (Figure 6A-B). Furthermore, the reduction in
serum potassium and calcium in patients having severe neutropenia was
more noticeable than observed neutropenic group. Similarly, serum po-
tassium and calcium were robustly reduced in severe neutropenic pa-
tients of validation set (Figure 6F-G).

Unlike the results of serum phosphate and chloride for all neutropenic
patients which were not significantly different then control group
(Figure 4), serum phosphate and chloride level in severely neutropenic



Figure 4. Altered serum electrolytes in neutropenic patients. Comparison of (A) serum potassium in control group (n ¼ 80) and neutropenic group (n ¼ 82) (B)
serum calcium in control group (n ¼ 76) and neutropenic group (n ¼ 84); (C) serum phosphate in control group (n ¼ 74) and neutropenic group (n ¼ 83); (D) serum
chloride in control group (n ¼ 83) and neutropenic group (n ¼ 84) and (E) serum sodium in control group (n ¼ 84) and neutropenic group (n ¼ 84) from discovery set
is shown. Comparison of (F) serum potassium in control group (n ¼ 86) and neutropenic group (n ¼ 99); (G) serum calcium in control group (n ¼ 80) and neutropenic
group (n ¼ 99); (H) serum phosphate in control group (n ¼ 77) and neutropenic group (n ¼ 99); (I) serum chloride in control group (n ¼ 92) and neutropenic group (n
¼ 98) and (J) serum sodium in control group (n ¼ 92) and neutropenic group (n ¼ 99) from validation set is shown.
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Figure 5. Reduced serum albumin and total protein in severe neutropenic patients. Comparison of (A) serum albumin in control group (n ¼ 81) and severe
neutropenic group (n ¼ 30) and (B) total Protein in control group (n ¼ 81) and severe neutropenic group (n ¼ 30) from discovery set is shown. Comparison of (C)
serum albumin in control group (n ¼ 84) and severe neutropenic group (n ¼ 63) and (D) total Protein in control group (n ¼ 84) and severe neutropenic group (n ¼ 63)
from validation set is shown.
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patients were markedly altered than control group. The level of serum
phosphate was significantly reduced (Figure 6C) while serum chloride
levels were increased (Figure 6D) in severe neutropenic patients group
and serum sodium did not show any difference between in either group,
severe neuropenic or control group (Figure 6E). However, validation set
did not show similar changes in serum phosphate, chloride and sodium
levels in severe neutropenic patients (Figure 6H-J). In agreement with
results in Figure 3, serum creatinine and urea level did not show any
significant change in the severely neutropenic patients as compared to
control group (Figure 7).

4.6. Association between serum protein and electrolyte imbalances and
severity of neutropenia

We determined the incidence of altered haemoglobin, platelets,
serum albumin, total protein and serum electrolyte levels in neutropenic
group. We found that percentage of patients showing out of normal
ranges values for haemoglobin, platelets, serum albumin, total protein
and serum electrolyte increased steadily with the severity of neutropenia
in discovery set (Figure 8A) as well as validation set (Figure 8F). A small
percentage of patients in control group showed out of normal range
values for haemoglobin, platelets, serum albumin, total protein and
serum electrolyte (Figure 8A) and validation set (Figure 8F). We found a
positive correlation between serum albumin, total protein and serum
8

electrolytes (potassium and calcium) and neutrophils in the
chemotherapy-induced neutropenia patients (Figure 8B-E). Furthermore,
similar association between serum protein and electrolyte imbalances
and severity of neutropenia was observed in validation set (Figure 8G-J).

5. Discussion

This study was conducted to evaluate the effects of chemotherapy on
haematological and biochemical components of blood of cancer patients.
Chemotherapy is one the most successful treatment option for cancer pa-
tients but has various adverse side effects. Vomiting, diarrhoea and
anorexia being the most common side effects of almost all chemothera-
peutic agents, but a certain chemotherapeutic agents can be hepatotoxic
and nephrotoxic as well. In this study, we report that neutropenic cancer
patients experienced pancytopenia along with significant reduction in
serum albumin, total protein and electrolyte (potassium and calcium)
imbalance. Pancytopenia refers to a deficiency in all three major types of
blood cells namely, erythrocytes (red blood cells), leucocytes (white blood
cells), and thrombocytes (platelets). There are a number of different con-
ditions that can cause pancytopenia, including bone marrow diseases,
some cancers, and some infections; chemotherapy treatment can also cause
pancytopenia. Since our study group included cancer patients on chemo-
therapy with reduced neutrophils counts the most likely reason for
pancytopenia observed in this study is chemotherapy treatment.



Figure 6. Altered serum electrolytes in severe neutropenic patient group. Comparison of (A) serum potassium in control group (n ¼ 80) and severe neutropenic
patient group (n ¼ 30); (B) serum calcium in control group (n ¼ 76) and severe neutropenic patient group (n ¼ 30); (C) serum phosphate in control group (n ¼ 74) and
neutropenic group (n ¼ 30); (D) serum chloride in control group (n ¼ 83) and severe neutropenic group (n ¼ 30) and (E) serum sodium in control group (n ¼ 84) and
severe neutropenic patient group (n ¼ 30) from discovery set is shown. Comparison of (F) serum potassium in control group (n ¼ 86) and severe neutropenic patient
group (n ¼ 63); (G) serum calcium in control group (n ¼ 80) and severe neutropenic patient group (n ¼ 63); (H) serum phosphate in control group (n ¼ 77) and severe
neutropenic group (n ¼ 63); (I) serum chloride in control group (n ¼ 92) and severe neutropenic group (n ¼ 62) and (J) serum sodium in control group (n ¼ 92) and
severe neutropenic patient group (n ¼ 63) from validation set is shown.
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Figure 7. Altered serum urea and creatinine in severe neutropenic patients. Comparison of (A) serum urea in control group (n ¼ 83) and severe neutropenic
group (n ¼ 30); (B) serum Creatinine in male patients control group (n ¼ 40) and severe neutropenic group (n ¼ 15); (C) serum creatine in female control group (n ¼
35) and severe neutropenic group (n ¼ 10) from discovery set is shown. Comparison of (D) serum urea in control group (n ¼ 92) and severe neutropenic group (n ¼
63); (E) serum Creatinine in male patients control group (n ¼ 54) and severe neutropenic group (n ¼ 42); (F) serum creatine in female control group (n ¼ 37) and
severe neutropenic group (n ¼ 21) from validation set is shown.
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In this study, we found that cancer patients on chemotherapy showed
a significant reduction in serum albumin and total protein levels. There
could be various possible reasons for the reduction of serum albumin and
total protein in cancer patients on chemotherapy. Cancer patients face
issues such as indigestion and insufficient diet along with nutrient con-
sumption by cancer cells which is one of the reasons, these patients
develop hypoalbuminemia [5]. Although, albumin is not a specific
marker to detect liver damage as the chemotherapy causes liver cell
damage and about 20–30% albumin is produced by liver cells, therefore,
it could be a possible cause of hypoalbuminemia and hypoproteinemia
along with other possible reason such as malnutrition in cancer patients.
Malnutrition can also occur due to the common side effects of chemo-
therapy such as vomiting, diarrhoea, and anorexia. The nutritional status
of patients can be assessed by serum albumin and total protein [28, 29].
Depending on the type, stage, and chemotherapy regime given to the
cancer patients, 28–87% of patients experience poor nutritional status
leading to decreased serum albumin and total protein [30, 31]. Thus,
hypoalbuminemia and hypoproteinemia found in this study could be
either because of liver damage and/or poor nutritional status of the
cancer patients on chemotherapy. A strong relationship is noticed be-
tween hypoalbuminemia and increasing age but does not show any
correlation with gender, treatment, or BMI of the cancer patient [5]. In
this study, no significant difference in male and female albumin and total
protein levels was seen, therefore, male and female data was pooled
together and analysed. Certain chemotherapeutic agents are solely
metabolized by the liver and can deteriorate liver function in patients
with pre-existing liver diseases and should be used with caution. These
drugs can cause an asymptomatic rise of liver enzymes, acute hepatic
failure, or fibrosis leading to end-stage liver diseases [32]. Hypo-
albuminemia was an important risk factor along with proteinuria,
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decreased performance status, and creatinine clearance for changing
chemotherapy regime [33]. Reduced serum albumin and total protein is a
common finding in many malignancies and considered to be a negative
prognostic factor for survival [34, 35]. Hypoalbuminemia is a predictor
of the overall survival of cancer patients [36]. A study conducted to
identify risk factors for early termination of chemotherapy in cancer
patients within the first 21 days of treatment reported hypoalbuminemia
to be one of the factors to stop treatment at an early stage [37]. Further
due to lack of information such as age, type of cancer, and type of
treatment it is difficult to identify the main cause of hypoalbuminemia
and hypoproteinaemia.

The physiological balance of serum electrolytes is essential for the
body to function properly. Electrolyte imbalance, whether acute or
chronic, due to the renal or non-renal cause has various adverse effects on
the body. It is important to monitor the electrolytes of the cancer patient
on chemotherapy [38, 39]. We observed a decrease in serum potassium
and calcium in patients having neutropenia as compared to control group
patients. Usually electrolyte imbalances are asymptomatic however,
sometimes they are associated with clinical manifestations that can
hinder patient's management leading to serious life-threatening condi-
tions. Furthermore, several clinical studies have shown that electrolyte
imbalance correlates with a poor quality of life and performance status,
reduced probability of response to anti-cancer treatment and poor out-
comes and reduced survival. Here, it is difficult to pinpoint whether these
changes were drug-induced or disease-induced as for most of the patients'
blood biochemistry data, pre and post chemotherapy, was not available
and this is main limitation of this study. Electrolyte disorders in cancer
patients are dependent on several factors: physiopathology of cancer,
anti-cancer treatments and clinical comorbidities. Further analysis is
required using large data set to generalize the key finding of this study.



Figure 8. Association of Serum proteins and electrolytes with neutrophil count. (A) The percentage of patients (control group, mild, moderate and severe)
having out of normal range values for the indicated parameters from discovery set is shown. (B-D) The dot plot of neutrophil counts in the neutropenic patient group
and (B) serum albumin, (C) serum total protein, (D) serum potassium ans (E) serum calcium from discovery set is shown. The best fit line and R2 value is shown. (F)
The percentage of patients (control group, mild, moderate and severe) having out of normal range values for the indicated parameters from validation set is shown. (G-
J) The dot plot of neutrophil counts in the neutropenic patient group and (G) serum albumin, (H) serum total protein, (I) serum potassium ans (J) serum calcium from
validation set is shown. The best fit line and R2 value is shown.
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Calcium is a mineral found in different places in the body, including
blood. It helps form bones and teeth, and it is required for muscles,
nerves, and brain to work correctly. Most of the calcium in human body is
present in bones and blood contains only a small amount. There are
various causes of low levels of serum calcium, such as inadequate dietary
intake, vitamin D deficiency, low or abnormal serum magnesium, and
phosphate levels, and PTH deficiency [40]. Hypercalcemia is more
common in many cancers while hypocalcemia occurs in patients with
renal failure and osteosclerotic bone metastases. Hyopcalcemia is seen in
some malignancies due to the release of osteoblastic factors or the
adverse effects of some neoplastic drugs [41]. A study reported that
cancer patients treated with platinum-based chemotherapy had signifi-
cant hypocalcemia which was related to hypomagnesemia as magnesium
is essential for PTH release [42]. Hypocalcemia in chemotherapy patients
also occurs in tumour lysis syndrome [43, 44]. In hypocalcemic patients,
it is essential to consider vitamin D deficiency, low magnesium, and
chronic renal disease [45]. Hypocalcemia in patients can manifest itself
as fatigue, irritability, anxiety, and depression. Further, the typical
manifestations of hypocalcemia include muscular irritability with tetany,
perioral numbness, distal paraesthesia and muscle cramps. If severe,
hypocalcemia may cause bronchospasm and/or laryngospasm, seizures,
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and at the cardiac level, hypocalcemia may prolong QT and ST intervals
in the electrocardiogram. In this study we report robust reduction of
serum calcium in severe neutropenic patients suggesting that some of the
cardiotoxic effects seen in cancer patient could be due to hypoclacemia.

Potassiummaintains intracellular and extracellular charge difference,
which is responsible for muscle and nerve excitability and for main-
taining normal pH. Regulation of serum potassium is through combina-
tion of oral intake, renal elimination, and balance between intracellular
and extracellular concentration [42, 46]. Antineoplastic drugs can cause
hypokalemia either by its side effects of anorexia/low nutritional status,
vomiting, diarrhoea or renal loss. Chemotherapeutic agents such as
ifosfamide, cause potassium excretion through the proximal tubule and
leads to proximal tubulopathy or Fanconi syndrome, and continue even
after completion of chemotherapy regime [47]. Another study reported
platinum-based chemotherapeutic agents to be responsible for inducing
potassium excretion due to their adverse effects such as vomiting, diar-
rhoea, and nephrotoxicity [48]. Cancers such as small cell lung carci-
noma (SCLC), thymus, and bronchial malignancies thyroid cancer secrete
ectopic adrenocorticotropin hormone (ACTH) causing potassium
wastage through kidneys by activating mineralocorticoid pathway due to
increased cortisol secretion [49, 50, 51]. Studies have reported acute
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myeloid leukaemia (AML), specifically the M4 and M5 subtype, to cause
renal potassium wasting by increasing blood lysozyme and inducing
lysozymuria that ultimately results in tubular injury and excessive po-
tassium excretion in urine. Another possible mechanism believed to
cause hypokalemia is an activation of the mineralocorticoid pathway by
the renin-like activity of AML blast cells [52, 53, 54]. In this study, it was
found that cancer patients on chemotherapy suffering from severe neu-
tropenia, had significantly reduced serum potassium levels. Clinical
presentation depends on severity of hypokalemia. Patients with mild
hypokalemia are often asymptomatic, but patients with severe hypoka-
lemia can present with neurological and psychiatric symptoms and/or
cardiac signs (bradycardia) until acute respiratory failure with cardio-
vascular collapse, secondary to muscle paralysis, might occur.

One of the main limitation is retrospective nature of the study and
lack of sufficient data regarding cancer type, chemotherapy treatment
and other demographic data. Nonetheless our results show that changes
in serum proteins and electrolytes among the cancer patients increase
with the severity of chemotherapy-induced neutropenia. Our results
show that patients with severe neutropenia had pronounced changes in
serum protein and electrolytes and increased incidence of abnormal
serum protein and electrolyte level. The changes in the neutrophil counts
showed a positive correlation with the changes in serum protein and
electrolyte levels. Future studies are required along with data on
chemotherapy regimen, cancer type and patients' demographic features.

6. Conclusion

The use of chemotherapy drugs has a crucial role in treatment of
cancer patients but is usually associated with numerous undesired effects
which could manifest as a life-threatening conditions. Cancer patients on
chemotherapy with reduced neutrophils counts showed a reduction in
haemoglobin, platelets, serum albumin, total protein, calcium, and po-
tassium. Serum proteins and electrolytes showed a positive correlation
with neutrophils counts among cancer patients on chemotherapy. Clini-
cians and oncologists should be aware of the side effects of chemotherapy
reported in the manuscript, especially escalating changes in serum pro-
tein and electrolytes and increased incidence of abnormal serum protein
and electrolyte level in patients with increasing severity of
chemotherapy-induced neutropenia, in order include preventive mea-
sures and appropriate interventions to mitigate them and achieve better
outcomes for their patients.
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