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ABSTRACT

Aims/Introduction: Thrombospondin-1 (TSP-1) participates in a series of physiological
and pathological processes by binding to various receptors regulating cell proliferation,
adhesion and apoptosis. Elevated circulating TSP-1 is linked with diabetic vascular
complications (DVC). This study aimed to determine the relationship between circulating
TSP-1 levels and DVC.

Materials and Methods: A comprehensive search of PubMed, Embase, Web of
Science and CNK| databases was carried out. A meta-analysis was carried out to compare
circulating TSP-1 levels between diabetes patients without vascular complications (DNVO),
diabetes patients with DVC and non-diabetes patients. The correlation between TSP-1 and
metabolic parameters was also analyzed. Subgroup analysis was carried out according to
complication type, defined as diabetic retinopathy, diabetic nephropathy and diabetic
cardiovascular disease (DCVD).

Results: A total of eight studies were included. Compared with non-diabetes patients,
diabetic patients, including DNVC and DVC, had significantly higher circulating TSP-1 levels
(standardized mean difference [SMD] 2.660, 95% CI 1.17-4.145, P = 0.000). DNVC had
significantly higher circulating TSP-1 levels than non-diabetes patients (SMD 3.613, 95% Cl
1.607-5619, P = 0.000). DVC had significantly higher TSP-1 levels than DNVC (SMD 0.568,
95% Cl 0.100-1.036, P = 0.017). TSP-1 was significantly positively correlated with fasting
plasma glucose (overall Fisher's z = 0696, 95% Cl 0.559-0.833) and HbAlc (overall Fisher's
7z = 0849, 95% Cl 0.776-0.923).

Conclusions: Elevated circulating TSP-1 levels are closely related to DVC, especially in
diabetic nephropathy and diabetic cardiovascular disease. Circulating TSP-1 detection
might be helpful in the timely diagnosis and treatment of DVC.
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INTRODUCTION

Diabetes, a metabolic disease characterized by chronically ele-
vated blood glucose levels due to insulin deficiency, is a serious
health problem in many developed and developing countries,
and has become a major burden to human health'. During the
chronic progression of high blood glucose, persistent oxidative
stress and inflammation challenges the microenvironment of
functional cells in the eyes, kidneys and cardiovascular system,
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thereby inducing dysfunction of multiple organs®. For example,
approximately one-third of diabetes patients develop renal dys-
function, and ~15-40% of diabetes patients eventually progress
to end-stage renal failure, requiring long-term hemodialysis or
kidney transplantation’. Another major diabetic complication,
diabetic retinopathy (DR), has an incidence of >50% in diabetes
patients, and has hence been recognized as one of the leading
causes of adult visual impairment®, Diabetic cardiovascular dis-
ease (DCVD) has a mortality rate of ~70-80%’, and seriously
affects the quality of life of diabetes patients®. However, due to
the lack of biomarkers in the early stage of the disease, diabetes
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patients with vascular complications (DVC) can only be diag-
nosed as such when patients present with symptoms of compli-
cations in clinic’.

Thrombospondin-1 (TSP-1) is a multifunctional, extracellular
matrix glycoprotein found in platelets, which is secreted during
platelet activation and is closely related to the pathogenesis of
many cardiovascular diseases, such as myocardial infarction,
atherosclerosis and pulmonary hypertension® '°. TSP-1 expres-
sion is also increased in many organs in animal models of obe-
sity and diabetes, such as the kidneys'', adipose tissue'?,
heart"” and blood vessels'*. Previous research shows a close
relationship between TSP-1 and the development of DVC. For
example, TSP-1 promotes the pathological events associated
with diabetic nephropathy (DN), such as mesangial cell prolif-
eration and increased extracellular matrix production by
mesangial cells'>. By contrast, TSP-1 levels in the aqueous
humor and vitreous fluids of the eye are decreased in diabetes
patients'®. These conflicting observations have made the use of
TSP-1 in diagnosing and treating DVC difficult. The relation-
ship between TSP-1, especially circulating TSP-1 levels, and
DVC is unclear.

Given this context, we carried out a meta-analysis based on
circulating TSP-1 levels in DVC, DNVC and NDM to system-
atically investigate the association between circulating TSP-1
levels and DVC, and determine the utility of TSP-1 as a novel
clinical target for the diagnosis and treatment of DVC.

MATERIALS AND METHODS

The present study was registered on the International Prospec-
tive Register of Systematic Reviews (PROSPERO); the registra-
tion number is CRD42023402960.

Search strategy

We used the following keywords “diabetes,” “diabetes mellitus,”
“DM,” “thrombospondin-1,” “TSP-1” and “THBS-1” to search
four electronic databases (CNKI, PubMed, EMBASE and Web
of Science) up to 20 February 2023. There were no language
restrictions.

» «

Inclusion and exclusion criteria

Eligible studies were required to meet the following criteria: (1)
the study should report circulating TSP-1 levels in patients with
diabetic complications, simple diabetes without complications
and healthy individuals; (2) the diagnosis of diabetes and dia-
betic complications should be clearly stated; (3) the study
design should be observational; and (4) the study data should
be reported as mean * standard deviation or provide informa-
tion from which these measures could be derived.

The following criteria were used to exclude studies: (1) dupli-
cate studies from different databases; (2) animal studies, reviews
and individual case reports; (3) studies that used previously
published research data; and (4) literature with incomplete
information or insufficient data to calculate the statistics for the
present study.

http://wileyonlinelibrary.com/journal/jdi

Data extraction and quality assessment

We had two researchers independently search and screen the lit-
erature, and collect and cross-check relevant data. If the results
were inconsistent, these researchers would discuss the paper to
reach a conclusion or it would be judged by a third, senior
researcher. Standardized data extraction tables were used to
extract data from the included literature and were summarized
independently. In addition to screening the literature and extract-
ing data, the two researchers used the Newcastle-Ottawa Scale to
assess the quality of the included studies. The Newcastle-Ottawa
Scale includes three levels of study quality: low = 0-3;
medium = 4-6; and high = 7-9. The final score was calculated
based on the average score given by the two researchers.

The following data were collected: (1) first author’s name; (2)
year of publication; (3) country; (4) sample size; (5) age; (6) sex
of participants; (7) sample size of case group and control group;
(8) circulating TSP-1 levels in the case group and control group
(represented by mean * standard deviation); (9) measurement
method and assay range of circulating TSP-1; and (10) Pear-
son’s correlation coefficients between TSP-1 and metabolic
parameters.

Statistical analysis

We carefully sorted and checked the data according to the
requirements of a meta-analysis. Stata/SE15.0 software (Stata-
Corp, College Station, TX, USA) was used for statistical analysis.
Standardized mean differences (SMDs) and 95% confidence
intervals (Cls) were used for quantitative analysis of selected stud-
ies. Correlation coefficient values were converted by Fisher’s r-
to-z transformation to obtain approximately normally distributed

’T Studies identified through database searching (n =495)
o Pubmed (n=104)
B Embase (n = 186)
% Web of science (n=151)
3 CNKI (n =54)
= Additional records identified through other sources (n=0)
()
Records after duplicates Records excluded after title and
removal (n=2360) abstract (n=271)
2
=
[
g Reports excluded:
(7] Animal studies (n =52 )
Full-text articles d Case report (n=7)
for eligibility (n=89) Reviews(n = 22)
Control group
——
3
E Studies included in review (n = 8)
©
[

Figure 1 | Literature screening process and results.

198 J Diabetes Investig Vol. 15 No. 2 February 2024

© 2023 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd



w
-
v
-
-4
<
-
<
4
[U)
-5
o

v
>
o
T
c
(]
-
s
a
i)
&
-
=]
=
=
i
3
=
v

BT}
-IJ}90D UOIBJ21I0D S,U0SIER U {pauodal 10U YN 2sodn|b ewseid Bupse) ‘Dd4 uinsul bunses ‘SNI4 ‘“Ayredounal snageip ‘4g Ayredoiydau dpageip ‘NQ ‘@sessip 1ejndseaoipied dnagelp ‘gAdd

199

J Diabetes Investig Vol. 15 No. 2 February 2024

LO'LL F 25801 daN - €€/ 08 dH
cley F L1'/8¢ AN 4N 86 DANd |0AU0d
L dN dN dN dN VSl C00L F ¢96¢e N UN 66 AADd ano —o5eD) LLC eulyDd  0coe v
0891 F 008lS LILF0€9 9¢/ts.  80L dH
08'€Cl F 00¢CeS L6 F1¥9  0£/91L 9%  DAND [[i(¥len}
9 dN dN dN Jw/bu 00587 VSIT3 0190l + 00645 L6 F859 1p/c9 <ol anod ano —o5eD) LSC BIIOY  CLOC  IOYD
8CLL F €81l 986 F9105 ¥¢/9C 0§ dH
8Y9¢ F65C9C 6/1L F090s +¢/8C ¢S DANd |0AU0d
L 99/L0 SSC0  1LO u/Bu 05-8£0 VSIM3  C9Sy + ¢80le  C60L +88€5  0e/9C 99 Nd Nd —o5eD) 8Sl BUYD /lOC  ueld
SCOL F /¥20l 96 ¥0€S  Sb/SS 001 dH
6C'SY F €96/C 6S F9¢5 eV 6 Ad |0AU0d
L dN dN dN w/bu 05-8/0 VSIM3 CL'0L F 9¢She 85 FCeS W/OS  ¥6 Nd Nd —o5eD) 98¢ eulyd  9l0c /0
LIOL F ¥890L  ¥l'6 F €05 €y /8 dH
¢0S0 68y F¥SL8C €CLL F1CCS  SW/Ly <6 DANd |0AU0d
- w/Bu 001-€95 L 0C69 F vleee ClOL F¥EES  vv/or 06 Nd —o5eD) 69¢ euIyD oDUIN
Y9'€8 F 956vC oS¢ L8 Sl dH
89/S F ¥S¥9l [90F cl/cl ¥ DANd |0AU0d
L9CC F /99 0y €¢/SC 8y dd —o5eD) /8 eulyD .0uem
8/0lL F091Cl 96 FS¥0S ¥L/SL 6C dH
LIge F¢l'loc 911 FL66F SLAOL L€ DANA
VL8 F99¥8C 8Ll F8YC¢S L/l le  HAAN |OAUGS
Jw/bu 05-8/0 18/€ ¥ 9c6ce 8lOL F 556 Sl 6C ddd —o%e) 0cl euIyD 5 Uelg
00LL F9580lL 88/ F 100S 8¢/ce 09 dH
7150 e F0U'/8C [T/ F6SS1S  Lg/€e ¥9  DAND |OAUGS
= L €90 - 1090  TW/Bu 00L—€95'L VSM3  l00Z F 1962 968 F L0%S  €U/lE +§ dd dd —o%e) 8/ euys> 9loc -, uen
m (ebues Jo
2 2100 o) o) o) poylsw (@S Fueaw) QS F ueaw) ublsap  (U) azIs joyine
SON  2LVIH SNH  5dAd abues Aessy JUSWIINSEI| 1-dS1 by 4N u dnoioy swodinQ  Apnig  oidwies  Auno)  Jeap 15J14

SalpMs pPapnpul 9yl JO soislieloeiey) _ L 9|qel

brary.com/j

ine

//wileyonli

http:

© 2023 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd



ORIGINAL ARTICLE

Guo et al. http://wileyonlinelibrary.com/journal/jdi

Study %
ID SMD (95% ClI) Weight

Lian Lian (2016) —*— 3.82(3.32,4.33) 1249

Zhiying Bian1 (2017) —%— 408 (3.41,4.75) 12.36

Yunfeng Wang (2017) — -2.30 (-2.96, —1.65) 12.37
Ma Ning (2015) ——  3.72(3.31,412) 1256
Xiaoyue Qi (2016) —»—  374(3354.14) 1257

Zhiying Bian2 (2017) —%— 4.13(3.56,4.70) 1245

Kyu-Young Choi (2012) - 0.39 (0.14, 0.64)  12.63

Tingting Ma (2020) —— 3.68 (3.27,4.08) 12.56

Overall (I-squared = 98.9%, P = 0.000) <> 2,66 (1.17,4.15)  100.00

NOTE: Weights are from random effects analysis

| |
-4.75 0 475

Figure 2 | Forest plot of circulating thrombospondin-1 levels in patients containing diabetic vascular complications and diabetes patients without
vascular complications compared with non-diabetes patients. Cl, confidence interval; SMD, standardized mean difference.

Meta-analysis estimates, given named study is omitted

| Lower ClI limit OEstimate | Upper ClI limit
Lian Lian (2016) || ©
Zhiying Bian1 (2017) || © 1
Yunfeng Wang (2017) } © i
Ma Ning (2015) ©
Xiaoyue Qi (2016) ©
Zhiying Bian2 (2017) © |
Kyu-Young Choi (2012) l © |
Tingting Ma (2020) © |
0.83 1.17 2.66 4.15 4!73

Figure 3 | Results of the sensitivity analysis of the eight studies. Cl, confidence interval.
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z-values to further calculate 95% Cls. The I-test was used to
assess heterogeneity between studies. When I < 50%, heteroge-
neity was considered statistically insignificant, and a fixed effects
model was used for analysis. Otherwise, a random effects model
was used for analysis. Egger’s test was used to evaluate publica-
tion bias, with P < 0.05 defining significant publication bias. Sen-
sitivity analysis was used to evaluate robustness of the results.

RESULTS

Characteristics of included studies

Our search identified 495 records. These included 135 duplicate
articles that were removed, leaving 360 articles to be screened
by title and abstract. Out of the 360 articles screened, 271 arti-
cles were excluded, because they were not related to the con-
tent of our meta-analysis. Of the remaining 89 articles, 52 were
carried out in animal or cell culture models involving the
mechanism of TSP-1 involvement in diabetes, seven were case
reports and 22 were reviews or conference abstracts where the
full text could not be found. All of these articles were excluded,
and eight studies'” ** finally met the inclusion criteria of meta-
analysis. All eight studies were case—control studies. The flow-
chart of the article selection process is shown in Figure 1.
These studies were published between 2012 and 2020, and
included a total of 604 DVC, 499 DNVC and 529 NDM. The

Study
ID

Lian Lian (2016)
Zhiying Bian1 (2017)
Yunfeng Wang (2017)
Ma Ning (2015)
Xiaoyue Qi (2016)
Zhiying Bian2 (2017)
Kyu-YoungChoi (2012)
Tingting Ma (2020)

Overall (/-squared = 98.8%, P = 0.000)

NOTE: Weights are from random effects analysis
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basic characteristics of the studies are shown in Table 1. One
study assigned DR into proliferative and non-proliferative
stages; this data was merged. The included articles were rated
as moderate or high quality according to the Newcastle-Ottawa
Scale.

Circulating TSP-1 concentrations in DVC and DNVC compared
with NDM

We pooled patients with DVC and DNVC from eight studies,
and compared circulating TSP-1 concentrations with NDM. As
there was significant heterogeneity between the studies
(P = 98.9%, P = 0.000), a random effects model was used. As
shown in Figure 2, compared with NDM, DVC and DNVC
had significantly higher circulating TSP-1 levels (SMD 2.660,
95% CI 1.174-4.145, P = 0.000). Egger’s test showed no publi-
cation bias (P = 0.348). Sensitivity analysis showed that exclud-
ing any individual study did not significantly affect the overall
results (Figure 3).

Circulating TSP-1 concentrations in DNVC compared with
NDM

A random effects model was used to merge study data
(PP = 98.8%, P =0.000). Circulating TSP-1 was significantly
higher in DNVC than NDM (SMD 3.613, 95% CI 1.607-5.619,

%
SMD (95% Cl) Weight
—+— 494 (4.23, 5.66) 12.49
———— 4.91(3.88,5.94) 12.28
-1.24 (-1.94,-053) 12,50

.
| —s—  4.88(4.30,5.47) 12.55

|
| —e— 5.38(4.77,5.99) 1254

.
| —e— 5.17(4.36, 5.99) 12.43
0.11(-0.23,0.46) 1264
| —e—  480(4.22,538) 1256
<> 3.61(1.61,5.62) 100.00

|
-5.99 0

I
599

Figure 4 | Forest plot of circulating thrombospondin-1 levels in patients with diabetes patients without vascular complications compared with
non-diabetes patients. Cl, confidence interval; SMD, standardized mean difference.
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P = 0.000; Figure 4). Egger’s test showed no publication bias
(P = 0.109).

Circulating TSP-1 concentrations in DR, DN and DCVD
compared with DNVC

Circulating TSP-1 was significantly higher in DVC than
DNVC (SMD 0.568, 95% CI 0.100-1.036, P = 0.017; Figure 5).
There was no publication bias (P = 0.131), but significant het-
erogeneity (I’ = 92.4%, P = 0.000). Subgroup analysis accord-
ing to the type of diabetes complications was carried out;
although there was no difference between patients with DR
and DNVC (SMD 0.009, 95% CI —1.531 to 1.550, P = 0.991),
circulating TSP-1 in patients with DN (SMD 1.051, 95% CI
0.840-1.263, P = 0.000) and DCVD (SMD 0.580, 95% CI
0.306-0.854, P = 0.000) were significantly higher than in
DNVC (Figure 6).

The correlation between TSP-1 and FPG

Four studies reported associations between TSP-1 and glycemic
parameters. Pooled results from these studies showed a positive
correlation between TSP-1 and FPG (overall Fisher’s z = 0.696,

95% CI 0.559-0.833). Heterogeneity was significant between
included studies (I* = 70.2%, P = 0.018; Figure 7).

Study

ID

Lian Lian (2016)
Zhiying Bian1 (2017)
Yunfeng Wang (2017) —_—
Ma Ning (2015)

Xiaoyue Qi (2016)

Zhiying Bian2 (2017)

Kyu-YoungChoi (2012)

Tingting Ma (2020)

Overall (/-squared = 92.4%, P = 0.000)

NOTE: Weights are from random effects analysis

RY

http://wileyonlinelibrary.com/journal/jdi

The correlation between TSP-1 and fasting insulin

Four studies showed that no correlation was observed between
circulating TSP-1 and fasting insulin (overall Fishers z = —
0.143, 95% CI —0.610 to 0.323). There was significant heteroge-
neity between studies (I = 97.4%, P = 0.000; Figure 8).

The correlation between TSP-1 and glycated hemoglobin

Data from four studies showed a significant positive correlation
between TSP-1 and glycated hemoglobin (overall Fisher’s
z =0.849, 95% CI 0.776-0.923; Figure 9). Between-study het-
erogeneity was not significant (I = 26.4%, P = 0.253).

DISCUSSION

In the present study, we assessed the association between TSP-
1 and DVC. A meta-analysis was carried out to compare circu-
lating TSP-1 levels between DNVC, DVC and NDM. Circulat-
ing TSP-1 levels in distinct DVCs, and the correlation between
TSP-1 and metabolic parameters was also investigated.

We observed that circulating TSP-1 was significantly posi-
tively correlated with FPG and glycated hemoglobin, which is
in line with the effect of glucose on stimulating TSP-1
production”. In vitro research using blood vessel cells
(fibroblasts®®, vascular smooth muscle cells”” and mesangial

%

SMD (95% CI) Weight
—;-o— 0.71(034,1.09) 1259
I
—_— 107 (061,153 1208
I
i -179(-2.36,-1.22)  11.36
1
—— 0.86(056,1.17) 1294
I
L —— 118 (0.87,1.49) 1291
1
| —— 1.16 (0.75, 1.57) 12.40
I
' 0.42(007,0.77) 1271
0.70(0.41,099) 1301
0.57(0.10,1.04) 100.00

I
—2.36 0

I
236

Figure 5 | Forest plot of circulating thrombospondin-1 levels in patients with diabetic vascular complications compared with diabetes patients

without vascular complications.
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Subtotal (/-squared = 97.0%, P = 0.000)

DN

Ma Ning (2015)

Xiaoyue Qi (2016)

Zhiying Bian2 (2017)

Subtotal (/-squared = 16.3%, P = 0.303)

DCVD

Kyu-YoungChoi (2012)

Tingting Ma (2020)

Subtotal (/-squared = 32.5%, P = 0.223)

Overall (/-squared = 92.4%, P = 0.000)

NOTE: Weights are from random effects analysis

%
SMD (95% Cl)  Weight
|
—i—o— 0.71 (0.34,1.09) 12,59
— 1.07 (0.61,1.53) 12.08
: —1.79 (-2.36, —1.22) 11.36
]
: 0.01 (-1.53, 1.55) 36.03
1
:
— 0.86 (0.56,1.17) 12.94
L —— 1.18 (0.87,1.49) 1291
| —— 1.16 (0.75,1.57)  12.40
1
: < 1.05 (0.84,1.26)  38.24
1
|
1
— 0.42 (0.07,0.77)  12.71
. 0.70 (0.41,0.99)  13.01
<> 0.58 (0.31,0.85) 25.72
:
<> 0.57 (0.10,1.04)  100.00
1
|

1
-2.36

0

I
2.36

Figure 6 | Subgroup analysis forest plots of circulating thrombospondin-1 levels in patients with diabetic retinopathy, diabetic nephropathy and
diabetic cardiovascular disease compared with diabetes patients without vascular complications. Cl, confidence interval; SMD, standardized mean

difference.

cells™) consistently shows upregulated TSP-1 expression in the
presence of glucose. Together, results suggest that TSP-1 might
link hyperglycemia and accelerated vascular complications in
diabetes.

Long-term diabetes results in structural and functional
abnormalities of blood vessels, characterized by microvascular
and macrovascular diabetic complications®. Previous studies
describe abnormal extracellular matrix accumulation as a
marker for morphological changes of target organs in diabetic
complications® >, As a widely expressed glycoprotein, TSP-1
mediates cell communication, as well as complex interactions
between cells and the surrounding extracellular matrix’*, Due
to the lack of indicators, it is difficult to diagnose and treat
DVC in time. Some previous in vitro studies based on cells
and animals have found that TSP-1 is closely related to the
pathogenesis of vascular complications. The present study
results suggested that the level of circulating TSP-1 were

elevated in patients with diabetes, and were further elevated in
diabetes patients with vascular complications. This change trend
of TSP-1 indicates that the level of circulating TSP-1 increases
with the progression of diabetes. We conclude that it might be
possible to use circulating TSP-1 levels to help diagnose and
treat in the occurrence of vascular complications of diabetes in
clinical practice.

To further determine the association between TSP-1 and dis-
tinct DCV, we analyzed circulating TSP-1 levels in different
subgroups. Significantly higher circulating TSP-1 levels were
observed in the DN and DCVD groups compared with the
DNCYV group. DN is a common diabetic complication charac-
terized by increased extracellular matrix accumulation, which is
stimulated by the production and activation of transforming
growth factor (TGF)-beta®**”. In vitro studies showed that
TSP-1 is an activator of TGF-beta in DN*>**, Immunohistolo-
gical evaluation shows that, in the glomeruli of TSP-1-deficient

© 2023 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd
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Study %
ID ES (95% CI) Weight
Lian Lian (2016) — 0.69 (0.55, 0.84) 25.33
Zhiying Bian1 (2017) —_—— 0.65 (0.47, 0.83) 22.09
Ma Ning (2015) —O—E 0.57 (0.45, 0.69) 28.18
Zhiying Bian2 (2017) | ——— 0.89 (0.73, 1.04) 24.40
Overall (/-squared =70.2%, P =0.018) <> 0.70 (0.56, 0.83) 100.00
NOTE: Weights are from random effects analysis ‘

T * T

~1.04 o 104

Figure 7 | Forest plot of the correlation between thrombospondin-1 and fasting plasma glucose. Cl, confidence interval; ES, Fisher's z.

Study %
ID ES (95% Cl) Weight
Lian Lian (2016) —_— -0.57 (-0.72, —0.42) 25.04

Zhiying Bian1 (2017) —_— 0.30(0.12,0.48)  24.73

Ma Ning (2015) —_— -0.55 (-0.67, —0.43) 25.26

Zhiying Bian2 (2017) —_— 0.26 (0.10, 0.42) 24.96

1
1
[
1
1
1
1
1
1
[
1
1
[
|
1
1
[
[
1
1
1
1
1
[
1
[
[

Overall (/-squared = 97.4%, P = 0.000) <:> -0.14 (-0.61,0.32)  100.00

NOTE: Weights are from random effects analysis

~7e 0 e

Figure 8 | Forest plots of the correlation between thrombospondin-1 and fasting insulin. Cl, confidence interval; ES, Fisher's z.

mice, the active form of TGF-beta is significantly reduced®. In ~ found significantly higher circulating TSP-1 levels in patients
addition, TSP-1 activates latent TGF-beta in mesangial cells cul- ~ with DN, which further confirms the association between TSP-
tured with high glucose concentrations®’. The present study 1 and DN. We also observed significantly higher circulating
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Figure 9 | Forest plots of the correlation between thrombospondin-1 and glycated hemoglobin (HbA1c). Cl, confidence interval; ES, Fisher's z.

TSP-1 levels in DCVD compared with DNVC. Previous
in vitro studies suggest that TSP-1 is a potent proatherogenic
and antiangiogenic protein. As a multifunctional protein, TSP-1
stimulates vascular smooth muscle cells proliferation'**' and
triggers the development of atherosclerotic lesions',

Unlike the elevated TSP-1 levels in patients with DN and
DCVD, there were conflicting observations in patients with
DR. Among the three datasets that included patients with
DR, two showed significantly higher circulating TSP-1
levels in patients with DR compared with DNVC, whereas the
other dataset reported significantly lower circulating TSP-1
levels in patients with DR than DNVC. Interestingly, there are
similar observations in animal models of DR. Sheibani et al.'®
reported decreased TSP-1 in the vitreous fluid of diabetic mice,
and found that a high-glucose environment suppresses TSP-1
secretion from vascular endothelial cells in a time-dependent
manner. By contrast, Xu et al*> observed elevated TSP-1
expression in the retina of diabetic rats, whereas retinal endo-
thelial cells showed significantly increased TSP-1 after culturing
in high glucose for 48 h. No exact mechanism has been found
to explain these inconsistent results; however, they might be
related to the complex and delicate structure of eyes. Further
efforts are needed to comprehensively interpret the cell- and
tissue-specific effects of TSP-1 in the pathogenesis of DR.

The present meta-analysis investigated the association
between circulating TSP-1 levels and DVC. Although the asso-
ciation between TSP-1 and DR was undetermined due to the
cell type and tissue-specific, TSP-1 appears to have diagnostic

and therapeutic significance in DVC, especially in patients with
DN and DCVD. Further efforts are required to clarify the role
of TSP-1 in the pathogenesis of DR.

The present study was not without limitations. First, factors,
such as treatment status and blood lipid levels, might have an
impact on TSP-1; second, although we did not observe a signif-
icant difference across different laboratories, the effect of differ-
ent TSP-1 measurement methods is still unknown. Third, the
severity of complications was not graded in the original data
we included in the study; therefore, we were unable to deter-
mine the relationship between TSP-1 and different degrees of
diabetic complications. Fourth, most of participants included in
this study were from China, and our results might be more
applicable to the Chinese population. Finally, as all the studies
analyzed in this article were cross-sectional studies, whether
perturbed TSP-1 occurred before DVC cannot be concluded.
Further follow-up design in a larger cohort is warranted to
determine the causal relationship between TSP-1 and DVC.

Overall, we found that elevated circulating TSP-1 levels were
associated with an increased risk of DN and DCVD. In clinical
practice, detection of circulating TSP-1 in diabetes patients
might be helpful in the timely diagnosis and treatment
of DVC.
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