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Abstract
BACKGROUND: During tissue injury, high mobility group box 1 (HMGB1) is passively released from necrotic cells 
and actively secreted by inflammatory cells. Extracellular HMGB1 acts as an amplifier of toll-like receptor-dependent 
inflammation. HMGB1 serum level was reported in the literature to be a marker of severity and a significant 
contributor to the progression of the inflammatory process in different diseases. Sickle cell disease (SCD) is no 
longer considered a monogenic disease but rather considered an inflammatory condition with augmentation of sterile 
inflammation during vaso-occlusive crises (VOCs). The treatment modalities expanded, given this knowledge to 
include P-selectin monoclonal antibody (Crizanlizumab).

AIM: Other inflammatory markers are being evaluated as a target for treatment.

METHODS: We studied HMGB1 quantitative trait locus reference sequence 2249825 (rs2249825) in peripheral 
blood samples using real-time polymerase chain reaction (RT-PCR) in the thermocycler (StepOne™ Real-Time 
PCR System) and its serum level using a two-site enzyme-linked immunosorbent technique in both SCD patients 
and healthy controls. SCD patients were further subclassified into different genetic subgroups (Hb SS, Hb Sβ0, or Hb 
Sβ+, Hb SO Arab) and different classes of disease severity according to Shah et al. classification method. A paired 
comparative study was conducted between the serum level of steady-state and VOC to explore its possible role in 
the management of VOCs.

RESULTS: Both the SCD patients and the control group had comparable HMGB1 rs2249825 genotype frequencies 
(p > 0.05) using different genetic models. SCD patients at their steady-state showed statistically significantly higher 
serum HMGB1 levels than the healthy controls, a median of 0.6 ng/ml with a range of 0.1–85 ng/ml versus a median 
of 0.3 ng/ml and a range of 0.1–3 ng/ml (p < 0.001), respectively. Statistically significant skewed high serum HMGB1 
in the VOC samples in contrast to the steady-state samples was observed in the SCD patients with a median of 3.2 ng/
ml and a range of 0.3–76.4 ng/ml versus a median of 0.2 ng/ml and a range 0.2–7.4 ng/ml (p < 0.0001), respectively.

CONCLUSION: The salient increase in HMGB1 serum level, both in the steady-state and in vaso-occlusion of SCD, 
suggests it as a potential additive therapeutic target in SCD in general and in vaso-occlusions in specific.
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Introduction

In sickle cell disease (SCD), hemoglobin 
S is produced when valine replaces glutamic acid 
in the sixth amino acid of the β globin chain of the 
hemoglobin molecule due to homozygous point 
mutation (GAG > GTG) in the sixth codon of the 
beta (β) globin gene [1], [2]. At low oxygen levels, 
the abnormal hemoglobin polymerizes, making the 
red blood cells (RBCs) more rigid and deformed, 
leading to obstruction of the vessels [3]. Furthermore, 
hemolysis occurs both intra- and extravascular and 
releases free hemoglobin, which has inflammatory 
and oxidant effects, leading to endothelial dysfunction. 
Moreover, other products such as heme, reactive 
oxygen species (ROS), and reactive nitrogen species 
(RNS) are released into the circulation together with 
low nitric oxide (NO), stimulating the release of pro-
inflammatory cytokines and growth factors [4], [5]. The 

pro-inflammatory cytokines are produced by several 
cells and contribute to the pain that counteracts the 
effect of analgesics. Neutrophils, endothelial cells, 
monocytes/macrophages, fibroblasts, and T-cells 
are the main cells responsible for the release of 
interleukins such as IL-12, IL-2, IL-4, IL-5, IL-6, IL-10, 
IL-8, IL-23, TNF-α, and IFN-γ [6], [7].

Other than the vaso-occlusive crises (VOCs), 
SCD is usually a multisystemic disorder and presents 
with a wide spectrum of sequelae, including anemias, 
mostly of the hemolytic type [8], neurological [9], 
pulmonary [10], renal [11], musculoskeletal/
dermatological [12], hepatobiliary [13], and splenic 
complications [14]. There is also increased susceptibility 
to infections with Streptococcus pneumoniae and 
Haemophilus influenza as a result of splenic atrophy [15].

Among the most frequent presentations of 
VOC are painful crises occurring in the musculoskeletal 
system, abdominal pain, and priapism, usually requiring 
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emergency intervention and hospitalization [16]. Shah 
et al. [17] included VOC in their classification of SCD 
patients according to severity. They included other 
criteria: (i) End-organ damage was defined as either 
severe damage to organs fed by the circulatory system 
(e.g., congestive heart failure, ≥ Stage 3 kidney disease, 
overt stroke); mild/moderate damage (e.g., hypoxia, 
Stage 1 or 2 kidney disease, transient ischemic attack 
in the absence of stroke). (ii) Chronic pain was defined 
as ongoing pain on most days over the past 6 months. 
(iii) Number of VOCs requiring emergency room visits in 
the last year. All three criteria were combined to generate 
three classes of varying severity, with class III being the 
most severe. Much of the emerging treatments utilized 
in VOC management were originally explored based on 
research on similar inflammatory diseases [17].

The HMGB family of proteins plays a critical 
role in the recognition and maintenance of DNA in 
DNA-dependent cellular processes, and the human 
high mobility group box 1 (HMGB1) gene is encoded 
on human chromosome 13q12-13 [18]. The name 
HMGB was derived from its ability to move fast on 
polyacrylamide gels by electrophoresis, which was later 
adopted due to the fact that it crosses the nucleus of 
the cell in a short time interval [19]. More than 30,000 
variants in HMGB1 were reported, of which only a few 
have been validated by the HapMap project and 1000 
Genome project. The variants showed all forms ranging 
from deletions, deletion-insertion, insertions, and 
multi-nucleotide variants to single nucleotide variants 
(SNP) [20]. The rs2249825 SNP is located at intron 1 of 
the HMGB1 gene with the homozygous C genotype as 
the wild-type. The G variant (GG + GC) at rs2249825 
showed a trend for reduced expression of HMGB1 in 
whole blood [21], [22]. It is well established that HMGB1 
plays a major role as a damage-associated molecular 
pattern molecule in the pathogenesis of different 
inflammatory diseases [23]. However, to the author’s 
knowledge, only Xu et al. [23] investigated HMGB1 
in SCD.

Materials and Methods

The study included 100 steady-state SCD 
patients and 100 age- and sex-matched control subjects, 
acting as volunteer blood donors and attendees of the 
pediatric cosmetic outpatient clinics for the management 
of bat ears. Each participant and/or their guardian 
provided consent. Steady-state sickle cell patients were 
defined by all of the following: (1) Absence of acute 
episodes/crises (infection, VOC, ACS, stroke, priapism, 
acute splenic sequestration) at least one month before 
inclusion in the study (2) Patients who were receiving 
concomitant Hydroxyurea (HU) capsules as well as 
those who were not receiving HU (3) Absence of blood 

transfusions in the previous three weeks. Exclusion 
criteria included those who received a blood transfusion 
in the last month before sampling.

The SCD patients’ were genetically 
subclassified into Hb SS, Hb Sβ0, Hb Sβ+, and Hb SO 
Arab based on their hemoglobin separation techniques 
(HPLC and alkaline electrophoresis) results. The study 
included a paired VOC sample for 26 patients of the 
100 patients. Sickle cell-related pain crises were defined 
according to the Cooperative Study of SCD as “acute 
episodes of pain in the abdomen, back, extremities, 
chest, or head, with no medically determined cause 
other than a VOC event, that might have had resulted 
in a medical facility visit and treatment with oral or 
parenteral narcotic agents, or with a parenteral non-
steroidal anti-inflammatory drug.” Pain episodes within 
14 days were treated as a single episode [24]. The 
steady-state laboratory parameters were based on 
measurements obtained during a median of two visits 
without a change in the HU dose. The annual rate of 
sickle cell-related VOC crises and disease SCD severity 
classes were calculated according to Shah et al. [17], 
with class III being the most severe. 

Candidates, both patients and controls, 
were subjected to clinical assessment, radiological 
investigations, basic laboratory investigation, The 
HMGB1 rs2249825 genotyping as well as the 
measurement of HMGB1 serum level. A volume of 
6 ml of venous blood was withdrawn under complete 
aseptic conditions and distributed as follows:(1) In a 
sterile vacutainer containing K3-EDTA, 2 ml of blood 
were delivered to perform the routine automated 
hemogram. This included Hb estimation, RBCs 
count, hematocrit value, mean cell volume, mean 
corpuscular hemoglobin, platelet count, and total 
and differential leucocytic count. These parameters 
were obtained electronically using Sysmex XS-800i. 
Furthermore, the examination of Leishman-stained 
peripheral blood smears for verification of differential 
leukocyte count was done. Reticulocyte count and 
ESR measurement were determined. Finally, both 
alkaline Hb electrophoresis and HPLC were done 
(2) In a sterile vacutainer containing K3-EDTA, 2 ml 
of blood were delivered to and stored at –20ºC to 
be used for the genotyping technique. (3) In a sterile 
serum vacutainer, 2 ml of blood were delivered and 
immediately centrifuged at 2000-3000 round per 
minute (RPM) for approximately 20 minutes, to perform 
high sensitivity CRP, liver function test (LFT), kidney 
function test (KFT), biochemical hemolytic profile (LDH, 
total and direct bilirubin) and then stored at –20ºC to be 
used for HMGB1 protein quantification.

High-mobility group box 1 (rs2249825) 
genotyping

The data from the GTEx database were 
used to identify correlations between SNPs and 
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levels of HMGB1 expression. An investigation into 
the expression of quantitative trait loci (eQTLs) 
was conducted to determine the functional role 
of phenotype-associated SNPs, which revealed 
rs2249825 (3814G/C; genomic number 31,037,903) 
near the exon as a down regulator of the gene. The 
dominant allele was G, while the recessive allele was 
C. DNA was extracted according to the instruction of 
the ready-made extraction Kit (QIAamp DNA Mini Kit), 
Catalog number: 51304, QIAGEN (Hulsterweg 82 5912 
PL Venlo, The Netherlands). Samples’ quality (quantity 
of DNA and purity) was assessed using a NanoDrop 
Q5000 UV-Vis Spectrophotometer. The measurement 
of DNA quantity was determined to be accepted in the 
range of 20–40 ng/ul. DNA concentration is estimated 
by measuring the absorbance (A) at 260 nanometer 
(nm), and at 320 nm, multiplying by the dilution factor, 
and using the relationship that an A260 of 1.0=50µg/ml 
pure dsDNA.

DNA concentration (µg/ml) = (A260 reading – 
A320 reading) × dilution factor × 50µg/ml. The total DNA 
yield is obtained by multiplying the DNA concentration 
by the final total purified sample volume. DNA yield 
(µg) = DNA concentration × total sample volume (ml). 
The measurement of DNA purity was determined by 
the optical density (OD) at 260 and 280nm. DNA purity 
(A260/A280) = (A260 reading – A320 reading) ÷ (A280 reading 
– A320 reading). Good-quality DNA was considered to 
have an A260/A280 ratio of 1.7–1.9 and A260/A230 greater 
than 1.5.

The 20 µl total volume of each component 
needed for the assay was calculated as follows: (1)10µl 
TaqMan Universal polymerase chain reaction (PCR) 
Master Mix. (2) 1µl HMGB1 TaqMan SNP Genotyping 
Assay (20x). (3) 4 µl DNAase free water (adjusted 
according to the DNA concentration of each sample). 
(4) DNA template. The rs2249825 genotype was 
assayed by RT-PCR using a thermocycler (StepOne™ 
Real-Time PCR System, Catalog number: 4376357) to 
amplify the specific DNA fragment of the HMGB1 gene 
using TaqMan™ SNP Genotyping Assay, (Catalog 
number: 4351379, Applied Biosystems: Campus 
(Foster City, California). The PCR amplification program 
used was an initial denaturation at 95°C for 10 min, 
followed by 40 cycles of 92°C for 15 s, followed by a 
final annealing/extension step at 60°C for 60 s. The 
PCR-amplified product was detected using the VIC-dye 
fluorescence (G variant) and the FAM-dye fluorescence 
(C variant). The presence of both alleles together 
indicated a heterozygous genotype carrying both 
the dominant (G) allele and the recessive (C) allele. 
Different genetic models were constructed with the 
GC genotype being appreciated as a separate entity 
in the additive model, added to the GG genotype in the 
dominant model, or added to the CC genotype in the 
recessive model. Allelic discrimination plot showing the 
sickle cell patients’ distribution regarding the HMGB1 

genotype, an additive model was created using the 
thermal cycler [Figure 1].

Figure 1: Allelic discrimination plot showing the whole sickle 
cell patients’ distribution regarding the high mobility group box 1 
genotype, additive model

High mobility group box 1 serum level

Measurement of HMGB1 serum level, both 
the steady-state and the VOC samples, was done by 
sandwich enzyme-linked immunosorbent technique 
(ELISA) (Catalog number: E1635Hu, China), then 
absorbance at 450 nm was measured using an ELISA 
reader (R and D Systems, Inc, Minneapolis, MN).

Statistical analysis of data

The required sample size for the VOC/steady-
state paired samples was calculated utilizing the data 
obtained by Xu et al. [23]. The paired sample part of the 
study was planned. The calculation revealed a minimum 
sample size of 16 (number of pairs) to achieve a power 
of 95% at an alpha level of 0.05 (two-sided) for detecting 
a serum HMGB1 mean of the differences of 7 ng/ml 
between pairs, assuming the standard deviation of the 
differences to be 7. The data were coded and analyzed 
using SPSS (Statistical Package for the Social Science; 
SPSS Inc., Chicago, IL, USA) version 21. Chi-square 
(v2) test was utilized to validate the true genetic nature 
of controls by evaluating the deviation from Hardy–
Weinberg equilibrium (HWE). Qualitative data were 
depicted as frequency and percentage. Parametric 
numerical data were expressed as mean, standard 
deviation, and range, while nonparametric data were 
expressed as median and range. For analyzing the 
difference between frequencies of variables, the Chi-
square test was selected. The Kruskal–Wallis and 
Mann–Whitney tests were conducted to compare 
nonparametric numerical data. P-values less than 0.05 
were considered statistically significant. For Kruskal-
Wallis statistically significant results, a post hoc test was 
employed. For a comparison of paired measurements 
within each patient, the non-parametric Wilcoxon 
signed-rank test was used. Bar charts were used for 
the additive model visualization across the genetic 
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subtypes of SCD as well as different classes of SCD. 
For the plotting of paired data, an online gg plot creator 
(available at https://www.graphpad.com) was utilized. 
Correlations between quantitative variables were done 
using the Spearman correlation coefficient.

Results

Patients’ median age was 11 years with a 
range of 1.7 – 36. There were 58 males and 42 females. 
Concerning the high prevalence of the SCD in Egyptian 
subjects, the history of current study patients revealed 
the majority were a result of consanguineous marriage 
(61 % of cases), with 51 % of cases having an 
affected sibling. Concerning the clinical examination 
of the SCD group, the majority had hepatomegaly and 
splenomegaly (71% and 64 % of cases, respectively) 
and did not have calcular disease (80 % of cases). 
Regarding the complication experienced by SCD 
patients, all of the patients and their guardians failed 
to report transient ischemic attacks, none experienced 
growth retardation, osteomyelitis, or anemic heart 
failure. As regards the treatment modalities used by 
SCD patients, the majority used HU and chelation 
(84% and 81 % of cases, respectively). During the time 
of data collection, SCD patients were on a range of 
13–25mg/kg (median 18.6 mg/kg/d) of HU.

High mobility group box 1 rs2249825 
genotyping

Regarding the analysis of the HMGB1 
rs2249825 genotypes distribution, the genotypic 
distribution of the studied controls was in accordance 
with the Hardy–Weinberg equilibrium (p > 0.05). Using 
different genetic models (additive, dominant, recessive, 
and allele model) in SCD whole cases [Figure 1 and 
Table 1], within the SCD genetic subtypes (Hb SS, Hb 
Sβ0, Hb Sβ+) [Figure 2 and Table 1] and the SCD Shah 
et al. [17] severity classes [Figure 2 and Table 2], no 

statistically significant difference from the controls was 
detected.

High mobility group box 1 steady-state 
serum level

The HMGB1 serum level in the healthy 
controls compared to steady-state SCD whole study 
patients was statistically significantly higher value 
(p < 0.001). Similarly, the HMGB1 serum level was 
higher in the steady-state Hb SS subjects compared 
to controls (p = 0.043) [Figure 3 and Table 1]. 
Further characterization of the SCD group revealed 
class III severe cases to show higher serum HMGB1 
levels than controls, class I and class II (p < 0.0001, 
p = 0.023, p = 0.015, respectively), [Figure 3 and Table 2].

A statistically significant association between 
higher serum levels of HMGB1 and thrombotic events 
and seizure was detected (p = 0.049, p = 0.03, 
respectively). There was no statistically significant 
correlation between the HMGB1 rs2249825 genotype 
and any of the studied clinical parameters (data not 
shown).

High mobility group box 1 vaso-occlusive 
crises serum level

The 26 patients with paired samples resulted in 
a 98.5 % power of the study for detection of a difference 
between HMGB1 steady-state and VOC.

A statistically significant association was 
found between the serum level of HMGB1 in the VOC 
samples and the length of the hospital visit, the greater 
the HMGB1 serum level, the longer the length of the 
hospital stay (p < 0.001). In contrast, the study did not 
reveal a statistically significant correlation between the 
serum level of HMGB1 in the VOC samples and any 
of the laboratory parameters (free plasma hemoglobin 
and serum haptoglobin) known to affect the HMGB1 
serum levels, p = 0.699 and p = 0.033 (r = 0.419), 
respectively. A comparison of paired steady-state and 
VOC crisis samples revealed the serum HMGB1 was 
further increased during the crisis (VOC state with a 

Table 1: The distribution of high mobility group box protein 1 reference sequence 2249825 genotype and serum level of high 
mobility group box protein 1 in controls and sickle cell disease subjects of different genetic types
HMGB1 rs2249825 genotype Normal control 

(n = 100), n (%)
Whole cases (n = 100), 
n (%)

Hb SS (n = 52), 
n (%)

Hb Sβ0 (n = 16), 
n (%)

Hb Sβ+ (n = 31), 
n (%)

Hb SO Arab† 
(n = 1), n (%)

p

Additive model
CC 5 (5) 3 (3) 3 (5.8) - - - 0.2
GC 25 (25) 18 (18) 13 (25) - 5 (16.1) -
GG 70 (70) 79 (79) 36 (69.2) 16 (100) 26 (83.9) 1 (100)

Allele model
Allele C 35 (17.5) 24 (12) 19 (18.3) - 5 (8.1) - 0.6
Allele G 165 (82.5) 176 (88) 85 (81.7) 32 (100) 57 (91.9) 2 (100)

Recessive model
CC + GC 30 (30) 21 (21) 16 (30.8) - 5 (16.1) - 0.059
GG 70 (70) 79 (79) 36 (69.2) 16 (100) 26 (83.9) 1 (100)

Dominant model 
CC 5 (5) 3 (3) 3 (5.8) - - - 0.6
GC + GG 95 (95) 97 (97) 49 (94.2) 16 (100) 31 (100) 1 (100)

HMGB1 steady-state serum 
level (ng/ml), median (range)

0.3 (0.1–3) 0.6 (0.1–85) 0.8 (0.2–52) 1 (0.2–66) 0.3 (0.1–85) 1.1 < 0.05*

*Post hoc test results were: control versus whole sickle cell case (p < 0.001), control versus Hb SS cases (p = 0.043), †Patient diagnosed as Hb SO Arab data were not included in any of the comparative studies. 
HMGB1: High mobility group box protein 1, rs: Reference sequence, Hb: Hemoglobin.
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median of 3.2 ng/ml and a range of 0.3 to 76.4 ng/ml 
compared to the steady-state level with a median of 
0.2 ng/ml and a range of 0.2 to 7.4 ng/ml, p < 0.0001) 
(Figure 4).

Discussion

Regarding the rs2249825 genotype, the 
current study reported control frequencies agreed with 
frequencies reported in the 1000 genome project [25] 
and with Qiu et al. [26], who investigated the rs2249825 
frequency distribution in sepsis patients. On the other 
hand, the frequencies were in clear contrast to those 
reported by Wang et al. [27] in Chinese newly diagnosed 
histologically confirmed colorectal carcinoma and their 
genetic match control. They reported additive genotype 
(GG, GC, and CC) as 3.75 %, 20.42%, and 75.83 %, 
respectively, in the control group. The discrepancy 
between the current study and the 1000 genome project 
reported frequency on the one hand and on the other 
hand, the study of Wang et al. [27] might be attributed 
to their relatively small sample size. They also failed to 
report the ethnic subgroup within their Chinese subjects, 
which were later proven in the literature to be of a 
significant contribution to the genetic polymorphisms. 
The current study rs2249825 reported frequencies in 
SCD are the first work, to the authors’ knowledge.

HMGB1 steady-state serum level results 
were concomitant with the results reported by Xu 
et al. [23], who examined pediatric SCD (Hb SS and 

Table 2: The distribution of high mobility group box protein 1 reference sequence 2249825 genotype and serum level of high 
mobility group box protein 1 in controls and sickle cell disease subjects of different classes of Shah et al.[17] severity
HMGB1 rs2249825 genotype Normal control (n = 100), n (%) Class I cases (n = 50), n (%) Class II cases (n = 26), n (%) Class III cases (n = 24), n (%) p
Additive model

CC 5 (5) 1 (2) 1 (3.8) 1 (4.2) 0.7
GC 25 (25) 10 (20) 3 (11.5) 5 (20.8)
GG 70 (70) 39 (78) 22 (84.6) 18 (75)

Allele model
Allele C 35 (17.5) 12 (12) 5 (9.6) 7 (14.6) 0.8
Allele G 165 (82.5) 88 (88) 47 (90.4) 41 (85.4)

Recessive model
CC + GC 30 (30) 11 (22) 4 (15.4) 6 (25) 0.4
GG 70 (70) 39 (78) 22 (84.6) 18 (75)

Dominant model 
CC 5 (5) 1 (2) 1 (3.8) 1 (0.04) 0.8
GC + GG 95 (95) 49 (98) 25 (96.2) 23 (95.6)

HMGB1 steady state serum 
level (ng/ml), median (range)

0.3 (0.1–3) 0.3 (0.2–31.3) 0.35 (0.1–11.8) 16.2 (0.2–84.7) < 0.05*

*Post hoc test results were: Control versus Class III cases (p < 0.0001), Class I versus Class III cases (p = 0.023), Class II versus Class III cases (p = 0.015). HMGB1: High mobility group box protein 1, rs: Reference 
sequence.

Figure 2: Distribution of high mobility group box 1 rs2249825 
genotype, additive model in different entities studied. Abbreviations: 
high mobility group box 1: high mobility group box protein 1, 
HU: hydroxyurea, rs: reference sequence

Figure 3: Bar chart showing comparative study of high mobility group 
box 1 protein level among the studied groups. Brackets signify the 
statistically significant comparison

Figure 4: GG plot showing paired HMGB1 serum levels, steady-state 
versus VOC sample of the same patient
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Hb Sβ0 thalassemia) human patients. They detected a 
statistically increased steady-state serum HMGB1 in 
SCD human patients in comparison to their respective 
controls (p = 0.047). They did not analyze HMGB1 
steady-state serum levels across the disease severity 
classes of Shah et al. [17].

The serum level of HMGB1 samples from 
patients with VOC in our study was in concordance 
with results detected by Xu et al. [23]. They detected 
a difference between the human SCD patients in 
their VOC state and their steady-state condition in 
regard to HMGB1 serum level, with higher VOC 
sample results (p = 0.036). This finding was also 
similar to that reported by Kalinina et al. [28] where 
they studied the intima of atherosclerotic plaques and 
compared it to the surrounding healthy intima, using 
immunohistochemistry, in postmortem samples from 
thoracic and abdominal aortas, not later than 6 hours 
after death, from 20 males and females, at the Russian 
Cardiology Research Complex, Moscow.

Although the paired steady-state and VOC 
samples of the SCD patients exhibited a 98.5% 
power of the study, paired sepsis samples, paired 
acute osteomyelitis, as well as paired venous 
thromboembolism samples, were not available 
during the study period. The current study elucidated 
the change in total HMGB1 protein level, while a 
more comprehensive study characterizing different 
HMGB1 isoforms by Electrospray Ionization– Liquid 
Chromatography-Tandem Mass Spectrometry (ESI-
LC-MS/MS) would be more informative in terms of the 
possibility of fabrication of isoform-specific drug (i.e., 
a drug targeting the disulfide HMGB1 but not the fully 
reduced nor the fully oxidized isoforms).

Based on higher serum HMGB1 levels in the 
SCD patient group compared to the control group, 
higher levels in the Hb SS patient group compared to 
the control group, in addition to higher serum HMGB1 
levels found during VOC compared to steady-state 
levels, we conclude that serum HMGB1 could be a 
potential therapeutic target in the management of SCD 
and its VOC state.

References

1. Williams TN, Thein SL. Sickle cell anemia and its phenotypes. 
Annu Rev Genomics Hum Genet. 2018;19:113-47. https://doi.
org/10.1146/annurev-genom-083117-021320

 PMid:29641911
2. Bakr S, Khorshied M, Talha N, Jaffer KY, Soliman N, Eid K, 

et al. Implication of HMOX1 and CCR5 genotypes on clinical 
phenotype of Egyptian patients with sickle cell anemia. 
Ann Hematol. 2019;98(8):1805-12. https://doi.org/10.1007/
s00277-019-03697-9

 PMid:31030250
3. Matte A, Zorzi F, Mazzi F, Federti E, Olivieri O, De Franceschi L. 

New therapeutic options for the treatment of sickle cell disease. 
Mediterr J Hematol Infect Dis. 2019;11(1):e2019002.

4. Steinberg MH. Genetic etiologies for phenotypic diversity in 
sickle cell anemia. ScientificWorldJournal. 2009;9:46-67. https://
doi.org/10.1100/tsw.2009.10

 PMid:19151898
5. Sundd P, Gladwin MT, Novelli EM. Pathophysiology of sickle 

cell disease. Annu Rev Pathol. 2019;14:263-92. https://doi.
org/10.1146/annurev-pathmechdis-012418-012838

 PMid:30332562
6. Keikhaei B, Mohseni AR, Norouzirad R, Alinejadi M, Ghanbari S, 

Shiravi F, et al. Altered levels of pro-inflammatory cytokines in 
sickle cell disease patients during vaso-occlusive crises and the 
steady-state condition. Eur Cytokine Netw. 2013;24(1):45-52. 
https://doi.org/10.1684/ecn.2013.0328

 PMid:23608554
7. Pitanga TN, Vilas-Boas W, Cerqueira BA, Seixas MO, 

Barbosa CG, Adorno EV, et al. Cytokine profiles in sickle cell 
anemia: Pathways to be unraveled. Adv Biosci Biotechnol. 
2013;4(7A1):34625. https://doi.org/10.4236/abb.2013.47A1002

8. Ware RE, de Montalembert M, Tshilolo L, Abboud MR. Sickle 
cell disease. Lancet. 2017;390(10091):311-23. https://doi.
org/10.1016/S0140-6736(17)30193-9

 PMid:28159390
9. Carpenter JL, Hulbert ML. Neurological manifestations of sickle 

cell disease and their impact on allogeneic hematopoietic stem 
cell transplantation. In: Sickle Cell Disease and Hematopoietic 
Stem Cell Transplantation. Cham: Springer; 2018. p. 137-59.

10. Carstens GR, Paulino BB, Katayama EH, Amato‐Lourenço LF, 
Fonseca GH, Souza R, et al. Clinical relevance of pulmonary 
vasculature involvement in sickle cell disease. Br J Haematol. 
2019;185(2):317-26. https://doi.org/10.1111/bjh.15795

 PMid:30739309
11. Baptista RB, Almeida E. The emerging challenge of sickle cell 

nephropathy. Nephrol Dial Transplant. 2021;36(5):779-81. 
https://doi.org/10.1093/ndt/gfz197

 PMid:31580444
12. Martí Carvajal AJ, Solà I, Agreda‐Pérez LH. Treatment for 

avascular necrosis of bone in people with sickle cell disease. 
Cochrane Database Syst Rev. 2016;(8):CD004344. https://doi.
org/10.1002/14651858.CD004344.pub6

 PMid:27502327
13. Ballas SK. Sickle cell disease: Classification of clinical 

complications and approaches to preventive and therapeutic 
management. Clin Hemorheol Microcirc. 2018;68(2-3):105-28. 
https://doi.org/10.3233/CH-189002

 PMid:29614627
14. El Hoss S, Brousse V. Considering the spleen in sickle cell 

disease. Expert Rev Hematol. 2019;12(7):563-73. https://doi.
org/10.1080/17474086.2019.1627192

 PMid:31195851
15. Vanderhave KL, Perkins CA, Scannell B, Brighton BK. 

Orthopaedic manifestations of sickle cell disease. J Am Acad 
Orthop Surg. 2018;26(3):94-101. https://doi.org/10.5435/
JAAOS-D-16-00255

 PMid:29309293
16. Savage WJ, Buchanan GR, Yawn BP, Afenyi‐Annan AN, 

Ballas SK, Goldsmith JC, et al. Evidence gaps in the management 
of sickle cell disease: A summary of needed research. Am J 
Hematol. 2015;90(4):273-5. https://doi.org/10.1002/ajh.23945

 PMid:25639238
17. Shah N, Beenhouwer D, Broder MS, Bronte-Hall L, De 

Castro L, Gibbs SN, et al. Severity classification for sickle 
cell disease: A RAND/UCLA modified Delphi panel. Blood. 



B - Clinical Sciences Hematology

1078 https://oamjms.eu/index.php/mjms/index

2019;134 Suppl 1:415.
18. Guo ZS, Liu Z, Bartlett DL, Tang D, Lotze MT. Life after death: 

targeting high mobility group box 1 in emergent cancer therapies. 
Am J Cancer Res. 2013;3(1):1-20.

 PMid:23359863
19. Goodwin GH, Sanders C, Johns EW. A new group of chromatin‐

associated proteins with a high content of acidic and basic 
amino acids. Eur J Biochem. 1973;38(1):14-9. https://doi.
org/10.1111/j.1432-1033.1973.tb03026.x

 PMid:4774120
20. Kornblit B, Munthe‐Fog L, Petersen SL, Madsen HO, 

Vindeløv L, Garred P. The genetic variation of the human 
HMGB1 gene. Tissue Antigens. 2007;70(2):151-6. https://doi.
org/10.1111/j.1399-0039.2007.00854.x

 PMid:17610420
21. Jin H, Wu J, Yang Q, Cai Y, He W, Liu C. High mobility group 

box 1 protein polymorphism affects susceptibility to recurrent 
pregnancy loss by up-regulating gene expression in chorionic 
villi. J Assist Reprod Genet. 2015;32(7):1123-8.

22. Wang LH, Wu MH, Chen PC, Su CM, Xu G, Huang CC, et al. 
Prognostic significance of high-mobility group box protein 1 
genetic polymorphisms in rheumatoid arthritis disease outcome. 
Int J Med Sci. 2017;14(13):1382-8. https://doi.org/10.7150/
ijms.21773

 PMid:29200952
23. Xu H, Wandersee NJ, Guo Y, Jones DW, Holzhauer SL, 

Hanson MS, et al. Sickle cell disease increases high 
mobility group box 1: A novel mechanism of inflammation. 
Blood. 2014;124(26):3978-81. https://doi.org/10.1182/

blood-2014-04-560813
 PMid:25339362
24. Galarneau G, Coady S, Garrett ME, Jeffries N, Puggal M, 

Paltoo D, et al. Gene-centric association study of acute 
chest syndrome and painful crisis in sickle cell disease 
patients. Blood. 2013;122(3):434-42. https://doi.org/10.1182/
blood-2013-01-478776

 PMid:23719301
25. Ensembl; 2020. rs2249825. Available from: http://

w w w . e n s e m b l . o r g / H o m o _ s a p i e n s / V a r i a t i o n /
Population?r=13:30463266-30464266;v=rs2249825;vdb=variatio
n;vf=35673113.

26. Qiu P, Wang L, Ni J, Zhang Y. Associations between HMGB1 
gene polymorphisms and susceptibility and clinical outcomes in 
Chinese Han sepsis patients. Gene. 2019;687:23-9. https://doi.
org/10.1016/j.gene.2018.11.027

 PMid:30423384
27. Wang JX, Yu HL, Bei SS, Cui ZH, Li ZW, Liu ZJ, et al. Association 

of HMGB1 gene polymorphisms with risk of colorectal cancer in 
a Chinese population. Med Sci Monit. 2016;22:3419-25. https://
doi.org/10.12659/msm.896693

 PMid:27665685
28. Kalinina N, Agrotis A, Antropova Y, DiVitto G, Kanellakis P, 

Kostolias G, et al. Increased expression of the DNA-binding 
cytokine HMGB1 in human atherosclerotic lesions: Role of 
activated macrophages and cytokines. Arterioscler Thromb 
Vasc Biol. 2004;24(12):2320-5. https://doi.org/10.1161/01.
ATV.0000145573.36113.8a

 PMid:15374849

https://oamjms.eu/index.php/mjms/index

