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Abstract

Fasting glucose (FG) and glycated hemoglobin A1c (HbA1c) perform sub-optimally in people
of African origin, especially in individuals with sickle-cell trait (SCT). The purpose of this study
was to compare the relationships between HbA1c, FG, and fructosamine in individuals from
Senegal with and without SCT. HbA1c, FG, and fructosamine were measured in 203 adults
from Senegal (100 control: 45 with type 2 diabetes (T2D); 103 SCT: 51 with T2D). Significant,
positive correlations were observed between HbA1c and FG, fructosamine and FG, and fruc-
tosamine and HbA1c in both groups. The limits of agreement were inappropriately large in
both groups for the Bland-Altman plots of HbA1c and FG (control: -95.97 to 83.97%; SCT:
-115.9 10 91.52%), fructosamine and FG (control: -100.6 to 99.89%; SCT: -105.6 to 100.6%),
and fructosamine and HbA1c (control: -52.03 to 38.98%; SCT: -88.04 to 71.41%). In both
groups, the greatest proportion of subjects were considered above the clinical cut-point for
hyperglycemia when fructosamine was used as the criterion (control: 33%; SCT: 44.6%),

and the lowest percentage of subjects were classified as over the clinical cut-point when
HbA1c was used as the criterion (control: 21%; SCT: 27.7%).Substantial disparities between
HbA1c, FG, and fructosamine were observed in both groups, and these differences were
exaggerated in the SCT group. Therefore, these three biomarkers should not be considered
to be interchangeable measures of glycemic control. These biomarkers should be used
thoughtfully, and special care should be taken when using them in individuals with SCT.
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Introduction

Sickle-cell trait (SCT), the heterozygous form of sickle-cell disease, is highly prevalent in
Africa, especially in Central and Western Africa where between 10-30% of the population are
carriers of the hemoglobin S (HbS) gene [1]. In 2017, the International Diabetes Federation
(IDF) estimated that more than 15.9 million people in Africa had type 2 diabetes (T2D), and
the prevalence is expected to increase 162% by 2045 [2]. This data indicates that there is likely
a large, and growing, population of individuals in Africa who have both T2D and SCT.

Early diagnosis and effective monitoring of T2D are essential to decreasing the risk of devel-
oping T2D-related complications [3]. However, 70% of people in Africa who have T2D do not
know that they have the disease, a higher percentage than in any other region of the world [2].
Although this problem is often attributed to a lack of access to adequate health care, inadequate
performance of diagnostic tests may also contribute to this issue [3].

The oral glucose tolerance test (OGTT) is the gold standard for T2D diagnosis [3, 4]. How-
ever, the OGTT is expensive, requires patients to arrive in a fasted state, and demands a sub-
stantial time commitment from patients and medical professionals [3, 5]. For these reasons,
fasting glucose (FG) and hemoglobin Alc (HbA1lc) are the tests most commonly used by clini-
cians and epidemiologists around the globe to deliver patient care and generate public health
statistics [3].

Measurement of HbAlc, a glycated form of hemoglobin A, does not require an overnight
fast and reflects glucose control over a 2-3 month period [5, 6]. HbAlc has been widely used
as a standard measure of glycemic control since the 1980s, and was recently recommended for
use as a diagnostic test for diabetes by a committee of international experts [3, 5, 7]. However,
HbA1c performs sub-optimally in people with SCT, likely due to the presence of HbS in SCT
erythrocytes, thereby complicating T2D diagnosis in these individuals [8, 9]. Furthermore, FG
measurement, which requires an overnight fast, has been shown to have a sensitivity of less
than 50% in individuals of African decent [3]. The disadvantages associated with traditional
measures of glucose tolerance have lead to an increased interest in alternative markers of
hyperglycemia, like glycated proteins [6, 10].

Fructosamine is a measure of total glycated serum protein that does not require an over-
night fast, is cheaper and easier to perform than HbAlc assays, and could overcome the limita-
tions of HbAlc in certain patients with conditions that affect the reliability of HbA1lc, such as
SCT [5, 6]. This biomarker has a half-life of 14-21 days, and thus measures glucose control
over a 2-3 week period [6]. Fructosamine is significantly associated with HbAlc and FG, and
has been shown to independently predict T2D incidence and microvascular complications in
populations including both black and white individuals with and without T2D [10-12]. How-
ever, the relationships between HbAlc, FG, and fructosamine have not been studied in Afri-
cans with SCT. Therefore, the objective of this study was to compare the relationships between
HbAlc, FG, and fructosamine in individuals with and without SCT (with normal glycemic
control and T2D) living in Senegal.

Materials and methods

Setting and participants

The study was conducted at the Cheikh Anta Diop University in Dakar, Senegal. A total of 203
subjects were recruited between August and October of 2017 from the Anti-Diabetic Centre
(Marc Sanakalé) at the Hospital Abass Ndao in Dakar, from the National Center of Blood
Transfusion (CNTS) of Dakar, and from the general population of Dakar. The study popula-
tion included individuals with (n = 103; SCT) and without (n = 100; control) SCT. 45% of the

PLOS ONE | https://doi.org/10.1371/journal.pone.0212552  February 15, 2019 2/13


https://doi.org/10.1371/journal.pone.0212552
mailto:comite.ethique@ucad.edu.sn
mailto:comite.ethique@ucad.edu.sn

®PLOS | one

Evaluation of agreement between biomarkers of hyperglycemia in individuals with T2D and sickle-cell trait

control group and 49.5% of the SCT group had previously been diagnosed with T2D using the
American Diabetes Association (ADA) Standards of Medical Care guidelines [4]. The large
majority of the subjects with T2D (84.4% control; 84.3% SCT) in the study were being treated
with metformin, sulfonylureas, or a combination of the two. Biological analyses were con-
ducted to confirm whether or not subjects were carriers of SCT (blood was screened using iso-
electric focusing, and results were confirmed using citrate agar electrophoresis, hemoglobin
fraction quantification using high-performance liquid chromatography, and a solubility test
confirming the presence of HbS). Hemoglobin concentrations and hematocrit were also mea-
sured in all patients. The protocol was conducted in accordance with the guidelines set by the
Declaration of Helsinki and was approved by the Ethics Committee of Cheikh Anta Diop Uni-
versity (reference: 0221/2016/CER/UCAD). All subjects gave informed, written consent.

Blood samples and glycemic markers

All biomarkers of hyperglycemia were measured using blood samples drawn at 8:00 am follow-
ing an overnight fast. Blood was drawn into fluoride tubes for glucose measurement and
EDTA tubes for HbAlc and fructosamine analyses. FG was measured using an enzymatic glu-
cosidase-peroxydase method (Urit Medical Electronic Co., Guilin, China). HbAlc was mea-
sured using capillary electrophoresis on a Capillary 3 Tera device (Sebia, France).
Fructosamine was measured in plasma using a colorimetric assay with nitrotetrazolium blue
(ABX Pentra Fructosamine kit, Horiba, Montpellier, France).

Statistical analysis

Results are presented as means + Standard Deviation (SD). Independent Samples t-tests were
performed to determine between group differences for hemoglobin concentrations, hemato-
crit, age, body mass index (BMI), HbA1c, FG, and fructosamine. A y” test was used to compare
the sex distributions. Independent Samples t-tests were used to test for significant differences
in average HbAlc, FG, and fructosamine between male and female subjects in the overall
study population, and within the control and SCT groups. Pearson correlations were used to
test the associations between HbAlc and FG, fructosamine and FG, and HbAlc and Fructosa-
mine in the control and SCT groups. Additional Pearson correlations were also conducted to
evaluate the associations between all of the measures of glycemic control in the subjects with
T2D in the control and SCT groups, independently. Differences between the correlation coeffi-
cients of the two groups were then analyzed for statistical significance using Fisher’s r to z
transformation, followed by a calculation of the observed z-test statistic.

The agreement between HbA1c and FG, fructosamine and FG, and HbAlc and fructosa-
mine for each group was determined using Bland-Altman Analyses [13]. In order to compare
HbAlc, FG, and fructosamine, we normalized the values by expressing them as percentages of
a clinical-cut point for the diagnosis of T2D. For HbAlc and FG, we used the guidelines estab-
lished by the ADA for diabetes diagnosis (HbAlc >6.5% and FG >126 mg/dL, respectively)
[4]. However, clinical guidelines for T2D diagnosis using fructosamine have yet to be estab-
lished. Nevertheless, a recent study conducted by Parrinello et al determined that a fructosa-
mine value of 260 pmol/L was equivalent to a FG value of 126 mg/dL in a population of black
adults [14]. Furthermore, a study conducted by Malstrom and colleagues concluded that it is
possible to identify subjects with T2D with reasonable sensitivity and specificity using fructo-
samine values in the range of 240-260 pmol/L [15]. Therefore, we chose to fix the clinical cut-
point for fructosamine at 260 umol/L. For each plot, the bias was calculated as the mean differ-
ence between the two measures. To test whether the bias of each plot was significantly different
from zero, a one-sample t-test was performed. The upper and lower limits of agreement
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(LOA) were defined as  1.96 SD of the mean difference. Finally a linear regression line was
drawn on the Bland-Altman plot to assess possible changes in bias with decreasing glucose
control.

The percentage of subjects in each group classified as over the clinical cut-point for each
biomarker was determined and then compared. Chi-Square Tests were conducted to test
whether the percentages of subjects classified as above the clinical cut-point for each bio-
marker were significantly different within each group. Furthermore, an additional analysis was
carried out in which subjects with borderline HbA1c values, defined using the ADA definition
of prediabetes (HbA1c between 5.7-6.4%), were identified [4]. Average HbAlc, FG, and fruc-
tosamine were then compared between the subjects identified as having prediabetes and the
subjects identified as over the cut-point when HbA1c was used as the criterion.

Significance level was defined as p<0.05. All statistical analyses were conducted using SPSS
(v.24, IBM SPSS Statistics, Chicago, IL). Bland-Altman Plots were drawn using GraphPad
Prism version 6 (GraphPad, Sand Diego, CA).

Results
Comparisons between control and SCT groups

The descriptive characteristics of the subjects are shown in Table 1. The average FG, HbAlc,
and fructosamine values for each group as well as the average percent cut-points of each value
are shown in Table 2. There were no significant differences between groups for hemoglobin
concentration, hematocrit age, body mass index, FG, HbAlc, or fructosamine. One subject
was determined to be anemic, and was therefore excluded from the analyses. The percentage
of male and female subjects did not vary significantly between the two groups. Average FG,
HbAlc, and fructosamine did not vary between the male and female subjects. Additionally,
analyses of the control and SCT groups individually showed that neither average HbAlc nor
average fructosamine varied significantly between the male and female subjects in the control
and SCT groups. Average FG was higher in the female subjects (132.61 + 68.80 mg/dL) com-
pared to the male subjects (104.36 + 35.58 mg/dL) in the control group only (p = 0.01).

Correlations

HbAlc and FG, and fructosamine and FG were weakly correlated in the control group
(r=0.32; p=0.002 and r = 0.31; p = 0.002, respectively) and moderately correlated in the SCT
group (r = 0.53; p = <0.0001 and r = 0.58; p<<0.0001, respectively). The correlations between

Table 1. Participant characteristics.

Control SCT
Total (n =) 100 103
Sex (M/F) 25/75 16/87
Hemoglobin concentration (g/dL) (M/F) 12.87 £ 1.52/12.63 + 1.83 12.42 +2.22/12.59 + 1.38
Hematocrit (%) 40.06 + 2.4 40.05 +2.4
T2D 45 (45.00%) 51 (49.51%)
Age (years) 51.90 + 7.64 50.79 + 7.60
BMI (kg/m2) 24.81 £4.27 24.65 + 4.09

T2D = Type 2 diabetes
BMI = body mass index; HbS = hemoglobin S

Results are presented as means + SD. No significant differences were found between groups.

https://doi.org/10.1371/journal.pone.0212552.t001
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Table 2. Biomarkers of hyperglycemia by group.

Control SCT
Original value % Cut-point (%) Original value % Cut-point (%)
FG 125.69 + 62.86 mg/dL 99.75 + 49.89 139.73 + 77.79 mg/dL 110.9 + 61.73
HbAlc 6.03 = 1.55% 89.15 £ 29.72 6.54 +2.31% 95.81 + 40.92
Fructosamine 259.38 + 86.80 pmol/L 96.76 + 37.05 283.09 + 128.05 umol/L 107.00 + 51.24

Average values of each biomarker are expressed as whole values and as normalized values, which were calculated as percentages of a clinical cut-point. Clinical cut-

points were set at 126 mg/dL for FG, 6.5% for HbAlc, and 260 umol for fructosamine.
FG = Fasting Glucose; HbAlc = Glycated Hemoglobin A
Results are presented as means + SD. No significant differences were found between groups.

https://doi.org/10.1371/journal.pone.0212552.t1002

fructosamine and HbA1c were fairly strong in both the control and SCT groups (r = 0.71;
p<0.0001 and r = 0.61; p<0.0001, respectively) (Fig 1). The correlation between fructosamine
and FG was significantly stronger in the SCT group compared to the control group (p<0.05).
The strength of the correlations did not differ between the groups for the correlations between
HbAlc and FG (p = 0.07) or fructosamine and HbAlc (p = 0.21).

When subjects with T2D in the control and SCT groups were considered independently,
HbAIc and fructosamine were significantly correlated in the subjects with T2D in the control
and SCT groups (r = 0. 68; p<0.0001 and r = 0.48; p<0.0001, respectively). Fructosamine and
FG were significantly correlated in the subjects with T2D in the SCT group (r = 0.39; p<0.01),
but not in the control group. HbAlc and FG were not significantly correlated in the subjects
with T2D in the control or SCT groups.

Bland-Altman analyses

The results of the Bland-Altman analyses are displayed in Fig 2.

HbAlcand FG. The mean biases revealed that the FG values were on average
5.54 + 45.67% (95% LOA from -95.97 to 83.97%) and 12.21 + 52.92% (95% LOA from -115.9
to 91.52%) greater than the HbA1c values in the control and SCT groups, respectively. One-
sample t-tests showed that the bias was significantly different from zero in the SCT group
(p =0.02), but not in the control group (p = 0.24). The percentage of dots outside the LOA was
relatively low in both groups (control: 6.2%; SCT: 6.1%). However, the LOA were unacceptably
large for both groups. Thus, the two measures cannot be considered to be interchangeable.
Furthermore, both plots show a moderate tendency for the bias to become negative, and more
variable, with increasing glycemia in both groups (Control: r = -0.61; R” = 0.37; p<0.0001 and
SCT: r = -0.57; R® = 0.33; p<0.0001).

Fructosamine and FG. The mean biases showed that the FG values were on average
0.37 £ 51.16% (95% LOA from -100.6 to 99.89%) and 2.50 + 52.59% (95% LOA from -105.6 to
100.6%) greater than the fructosamine values for the control and SCT groups, respectively.
One-sample t-tests revealed that these biases were not significantly different from zero for
either group (control: p = 0.94; SCT: p = 0.63). A relatively small percentage of the dots (5.1%
of the control group and 6.8% of the SCT group) were outside of the LOA for both groups.
However, the LOA were unacceptably large for both groups, indicating that the two measures
are not interchangeable. Finally, the significant negative linear regressions show a moderate
tendency for the bias to decrease with increasing glycemia in the control (r = -0.41; R* = 0.169;
p<0.0001) and SCT (r = -0.24; R® = 0.061; p = 0.012) groups. Both plots showed that variability
tended to increase in both groups as glycemia increased.
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Fig 1. Scatterplots of glycated hemoglobin Alc (HbAlc) versus fasting glucose (FG), fructosamine versus FG, and HbAlc
versus fructosamine for control and SCT groups. The best-fit model (solid line) is shown for each plot along with the coefficient
of determination (R?), the Pearson correlation coefficient, and the p-value of the correlation.

https://doi.org/10.1371/journal.pone.0212552.9001

Fructosamine and HbAlc. The mean biases showed that the fructosamine values were on
average 6.52 + 23.22% (95% LOA from -52.03 to 38.98%) and 8.31 + 40.68% (95% LOA from
-88.04 to 71.41%) larger than the HbA1c values for the control and SCT groups, respectively.
The one-sample t-tests demonstrated that the biases for the two groups were significantly dif-
ferent from zero (control: p = 0.008; SCT: p = 0.046). The percentage of dots outside of the
LOA was fairly small and similar between the two groups (7.5% of the control group and 8.2%
of the SCT group). The LOA were unacceptably large for both groups, but they were much
larger in the SCT than in the control group. This suggests that HbA1lc and fructosamine are
not interchangeable, especially not for carriers of SCT. Additionally, the negative linear
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Fig 2. Bland-Altman plots showing the agreement between glycated hemoglobin Alc (HbA1c) and fasting glucose (FG) (plots A
and B), fructosamine and FG (plots C and D), and HbA1c and fructosamine (plots E and F) for the control (plots A, C, and E)
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mean difference between the two methods (bias) is shown, as are the Upper (UL) and Lower limits (LL) of agreement. %CP

HbA1c = percent of the clinical cut-point of HbAlc. %CP FG = percent of the clinical cut-point of fasting glucose. %CP
Fructosamine = percent of the clinical cut-point of fructosamine.

https://doi.org/10.1371/journal.pone.0212552.9002

regressions show a moderate tendency for the bias to become more negative and more variable
as glycemia increases in both groups (Control: r = -0.48; R* = 0.23; p<0.0001 and SCT: r =
-0.42; R” = 0.18; p<0.0001).

Classification as over the clinical cut-point and chi-square analyses

10% more control subjects (four with T2D) and 12.1% more SCT subjects (eleven with T2D)
were considered over the clinical cut-point when classified using FG as the criterion versus
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HbAlc. The chi-square analyses showed that the number of subjects classified as over the clini-
cal cut-point was significantly greater when using FG as compared to HbAlc in both the con-
trol (p = 0.016) and SCT (p<0.0001) groups.

2% more control (neither diagnosed with T2D) and 4.8% more SCT (none with T2D) sub-
jects were classified as above the clinical cut-point when using fructosamine rather than FG as
the glycemic parameter. The chi-square analyses showed that the proportion of subjects classi-
fied as above the clinical cut-point when using fructosamine as the criterion was significantly
greater than when using FG in both the control (p = 0.003) and SCT (p<0.0001) groups.

12% more control (four with T2D) and 16.9% more SCT subjects (eight with T2D) were
considered above the clinical cut-point when classified using fructosamine versus HbAlc. The
results of the chi-square analyses indicated that these differences were significantly different in
both the control (p<0.0001) and SCT (p<0.0001) groups (Table 3).

Average HbAlc and fructosamine values were significantly lower in individuals classified
as having prediabetes compared to those classified as over the cut-point in both the control
and SCT groups. Fasting glucose tended to be lower (p = 0.06) in individuals with prediabetes
compared to those classified as over the cut-point in the control group, and was significantly
lower in individuals with prediabetes compared to those above the clinical cut-point in the
SCT group (Table 4).

Discussion

The primary finding of the study is that although HbAlc, FG, and fructosamine were signifi-
cantly and positively correlated in both the control and SCT groups, analyses of agreement
revealed considerable disparity between the three biomarkers of hyperglycemia. Furthermore,
these differences were particularly evident in the SCT group. These results suggest that these
biomarkers are not interchangeable, and should be interpreted carefully, especially in individ-
uals with SCT.

The correlational analyses showed moderate associations between HbAlc and FG and
between fructosamine and FG, as well as fairly strong associations between HbAIc and fructo-
samine in both groups. Additional analyses showed that HbAlc and fructosamine were signifi-
cantly associated in individuals with diabetes in both groups. These findings correspond with
multiple studies that have found significant, positive associations between HbA ¢, fructosa-
mine, and FG in individuals with and without diabetes [5, 15-18]. However, our findings that
fructosamine and FG were associated in people with diabetes in the SCT group only, while
HbA1c and FG were not associated in subjects with diabetes in either group, conflict with
these previous findings [5, 15-18].

Furthermore, our results coincide with the findings of a study by Jurascheck et al, which
also observed a stronger correlation between fructosamine and HbA1c than fructosamine and
FG or HbA1lc and FG [12]. In addition, as has been observed in other studies, none of the bio-
markers of glycemia were very strongly correlated in the current study [5]. This could be due
to the physiological differences between the three biomarkers (such as the differences in half

Table 3. Number of subjects classified as over the clinical cut-point for each biomarker of hyperglycemia.

FG HbAlc Fructosamine
Control 31 (31.0%) 21 (21.0%) 33 (33%)
SCT 41 (39.8%) 28 (27.7%) 46 (44.6%)

Clinical cut-points were set at 126 mg/dL for FG, 6.5% for HbAlc, and 260 pumol for fructosamine.
FG = Fasting Glucose; HbAlc = Glycated Hemoglobin

https://doi.org/10.1371/journal.pone.0212552.t1003
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Table 4. Average fasting glucose, HbAlc, and fructosamine in subjects classified as having prediabetes and subjects classified as over the clinical cut point in the

control and SCT groups.
Control SCT
Prediabetes Over the cut-point Prediabetes Over the cut-point
n= 22 21 23 28
FG mg/dL 125.55 + 56.86 163.20 + 70.40 141.43 + 67.88 204.30 + 92.43*
HbAlc % 5.90 £0.19 8.21 + 1.58* 6.07 £0.25 9.33 +2.12%
Fructosamine pmol/L 223.76 + 55.64 355.21 + 114.84* 263.35 + 83.81 375.92 + 152.12*

Prediabetes defined as a HbAlc between 5.7-6.4%. The clinical cut-point for HbAlc (6.5%) was used.
FG = Fasting Glucose; HbAlc = Glycated Hemoglobin A

Results are presented as means + SD

*Significantly different from prediabetes (p<0.05)

https://doi.org/10.1371/journal.pone.0212552.t1004

life of HbAlc and fructosamine), as well as other sources of biological and analytical variability
(5, 6].

Correlation analysis evaluates the linear correlation between two measures, and does not
automatically imply good agreement. For this reason, Bland-Altman plots were used to inter-
pret the bias, data scatter, and agreement between HbA1lc and FG, fructosamine and FG, and
HbAlc and fructosamine for both groups. The Bland-Altman analyses revealed that the LOA
between all of the measures were unacceptably large in both groups. Interestingly, the LOA
tended to be larger in the SCT group compared to the control group. This phenomenon was
particularly evident in the comparisons of HbAlc and fructosamine. Overall, the analyses of
agreement revealed considerable disparities between the three biomarkers of hyperglycemia,
and these differences were heightened in the SCT group. These disparities suggest that these
biomarkers should not be considered to be interchangeable measures of hyperglycemia. Use of
only one of these biomarkers could possibly result in an erroneous assessment of blood glucose
control, potentially leading to missed diagnoses or inappropriate follow-up of T2D. Further-
more, there was a moderate tendency for the bias to become more negative, and more variable,
as glycemic control became worse. These results indicate that the disparities between the three
measures may be the most pronounced in the patients who have the poorest glycemic control.

Variability between HbAlc and other markers of glycemia has been widely reported, espe-
cially in populations of African decent [19-21]. For example, a study conducted by Bergenstal
and colleagues in 2017 concluded that HbAlc overestimates average glucose in black individu-
als versus white individuals, likely because of racial differences in hemoglobin glycation [19].
However, accumulating evidence suggests that hemoglobin glycation could be more heavily
influenced by inter-individual variability than by race or ethnicity, due to a variety of factors
like differences in extra- and intra-cellular glucose balance, non-glycemic genetic determinants
of hemoglobin glycation, and red blood cell survival [20, 22]. Additionally, evidence shows
that HbAlc can be affected by sex, however no differences in average HbAlc were observed
between the male and female subjects in the control or SCT groups in this study [23].

Disparities between HbAlc and fructosamine have been observed in several other studies
[16-18, 24]. Indeed, Macdonald et al compared measured HbAIc to estimated HbAlc from
fructosamine values in 1744 patients and found a substantial difference between the two mea-
sures, leading to the conclusion that HbAlc may not accurately reflect glucose control [24].
Similarly, Narbonne et al found that estimating HbA1c from fructosamine values did not pro-
vide an accurate enough measure of glucose control to evaluate the efficacy of diabetic treat-
ments [17]. Furthermore, studies conducted by Nayak et al and Cohen et al have shown that
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the discordance between HbAlc and fructosamine, referred to as the glycation gap, remains
consistent within subjects and is positively associated with nephropathy, a common diabetes-
related complication [18]. These studies suggest that the consistent disparities between HbAlc
(a measure of intracellular glycation) and fructosamine (a measure of extra-cellular glycemic
control) could be relevant to the pathophysiology of diabetes-related vascular complications
[16, 18]. A growing body of research shows that SCT increases the risk of chronic kidney dis-
ease and end stage renal disease [25, 26]. Additionally, a recent study by Diaw et al found that
subjects with SCT and T2D had a higher frequency of microalbuminuria compared to control
subjects and subjects with SCT or T2D [27]. More studies should be done to determine
whether the exaggerated discrepancies between HbAlc and fructosamine observed in the SCT
group could be linked to an increased risk of nephropathy.

The lack of agreement between the three biomarkers of hyperglycemia, which was more
pronounced in the SCT group, was reflected by the inconsistency in the number of subjects
classified as above the clinical cut-point depending on the criterion used. For example, when
HbA1c was used as the criterion, fewer subjects were classified as above the clinical cut-point
than when FG or fructosamine were used, and the differences were larger in the SCT group.
These results are in accordance with a study by Guo et al, which concluded that the accuracy
of HbAlc varied among subjects, resulting in many missed diagnoses when used as a sole
diagnostic criterion [21]. Multiple studies have suggested that using multiple biomarkers of
hyperglycemia may be the best way to improve the accuracy of blood glucose monitoring
and T2D diagnosis [5, 6, 22, 28, 29]. More research should be performed to understand the
potential benefits of using multiple biomarkers to measure glycemic control in people with
SCT.

The inclusion of individuals with T2D was a strength of the present study as it enabled
us to evaluate the relationships between the three biomarkers over a large range of glucose
control. Another strength of the study was that HbAlc was measured using the Sebia Capil-
larys 3 Tera device, a method that shows no interference from HbS, or other common
hemoglobin variants according to the National Glycohemoglobin Standardization Program
(NGSP) [30]. However, it is worth recognizing that the findings of Lacy et al suggest that
HbA1c may consistently underestimate glycemic control in black individuals with SCT
[31]. Additionally, a recent study reported that the number of functional alpha-genes in
individuals with alpha-thalassemia could affect HbAlc values [32]. In this study, subjects
were not tested for alpha-thalassemia. Therefore, future studies could be conducted to study
the performance of HbAlc, fructosamine, and FG in individuals with SCT and alpha-
thalassemia.

Conclusions

Opverall, this study showed that HbAlc, FG, and fructosamine were positively correlated in
Senegalese individuals with and without SCT. However, the disparities between the three bio-
markers were substantial, and were especially pronounced in the SCT group. These results
suggest that the three biomarkers should not be used interchangeably to measure glycemic
control, especially not in individuals with SCT. Future studies should be conducted in African
individuals with and without SCT to compare the prognostic sensitivity of these biomarkers
against the gold standard for diabetes diagnosis, the OGTT. Additionally, more research
should be done to determine whether using multiple biomarkers could help provide comple-
mentary information about the risk of developing T2D complications, or improve the accuracy
of assessments of glycemic control, thereby enabling better patient care in Africans with and
without SCT.
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