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Psoriasis is a chronic inflammatory skin disease featuring rapid proliferation of epidermal cells. Although 
elevated glycolysis flux has been reported in psoriasis, the molecular mechanisms underlying its 
pathogenesis remain unclear. We investigated the role of the integral membrane protein CD147 in psoriasis 
pathogenesis, observing its high expression in psoriatic skin lesions of humans and imiquimod (IMQ)-
induced mouse models. In mouse models, genomic deletion of epidermal CD147 markedly attenuated 
IMQ-induced psoriatic inflammation. We found that CD147 interacted with glucose transporter 1 (Glut1). 
Depletion of CD147 in the epidermis blocked glucose uptake and glycolysis in vitro and in vivo. In CD147-
knockout mice and keratinocytes, oxidative phosphorylation was increased in the epidermis, indicating 
CD147's pivotal role in glycolysis reprogramming during pathogenesis of psoriasis. Using non-targeted 
and targeted metabolic techniques, we found that epidermal deletion of CD147 significantly increased the 
production of carnitine and α-ketoglutaric acid (α-KG). Depletion of CD147 also increased transcriptional 
expression and activity of γ-butyrobetaine hydroxylase (γ-BBD/BBOX1), a crucial molecule for carnitine 
metabolism, by inhibiting histone trimethylations of H3K9. Our findings demonstrate that CD147 is critical 
in metabolic reprogramming through the α-KG–H3K9me3–BBOX1 axis in the pathogenesis of psoriasis, 
indicating that epidermal CD147 is a promising target for psoriasis treatment.

Introduction

Rapidly proliferating cells and cancer cells are characterized 
by remarkable alterations in their metabolism, particularly 
regarding their utilization of glucose. Even under sufficient 
oxygen conditions, rapidly proliferating cells catalyze glucose 
to produce lactate rather than metabolizing pyruvate for 
subsequent oxidative phosphorylation (OXPHOS) [1,2]. 
Owing to this metabolic alteration, mitochondrial-dependent 
OXPHOS is replaced by cytoplasmic anaerobic glycolysis to 
provide the necessary energy and macromolecular materials 
to meet metabolic and biosynthetic demands [2].

α-Ketoglutaric acid (α-KG) is a key metabolite in the 
mitochondrial tricarboxylic acid (TCA) cycle, serving both as 
a precursor in biosynthesis and as a co-factor in regulating 
distinct cellular effector functions [1]. For example, α-KG, 

produced by the deamination of glutamate, is a substrate of 
dioxygenases, which catalyze the removal of methyl marks 
from histones and control the activation of gene expression 
through epigenetic modifications [3,4]. α-KG is required for 
the activity of γ-butyrobetaine dioxygenase (γ-BBD or BBOX), 
which belongs to the 2-oxoglutarate (2OG/α-KG)-dependent 
dioxygenase superfamily and is encoded by the BBOX1 
gene [5]. γ-BBD catalyzes the formation of L-carnitine 
from γ-butyrobetaine (γ-BB) in the final step of the L-carnitine 
biosynthesis pathway [6]. BBOX1-mediated carnitine metab-
olism is thought to be negatively correlated with carcinogenesis, 
including hepatocellular carcinoma [7,8].

Psoriasis is a chronic inflammatory skin disease involving 
the hyperproliferation of keratinocytes (KCs), dermal cellular 
inflammatory infiltration, and angiogenesis; it is characterized 
by thickened, scaly plaques [9–11]. Metabolic alterations in the 
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pathogenesis of psoriasis have been revealed by recent studies. 
In mouse models, imiquimod (IMQ)-induced psoriasis-like 
inflammation was suppressed by either genetically or pharma-
cologically blocking the expression of glucose transporter 1 
(Glut1) or by inhibiting glycolysis by 2-deoxy-D-glucose 
(2-DG) [9,12], which indicated that highly expressed epidermal 
Glut1 elevates glycolysis activity and is critical in psoriasis.

CD147 (also known as basigin or Bsg) is an integral 
membrane protein of the immunoglobulin superfamily [13]. It 
is widely expressed in different cell types, including endothelial, 
epithelial, and immune cells [13]. CD147 exerts a variety of 
biological functions, including T-cell development, sperm 
development, and embryonic implantation [13–15]. CD147 is 
also ubiquitously expressed in circulating immune cell popu-
lations, such as activated T and B lymphocytes, dendritic 
cells, monocytes, and macrophages [16,17]. It is involved 
in inflammatory and immune diseases, including allergic 
asthma [18] and rheumatoid arthritis [19].

Our previous study showed that CD147 acts as a psoriasis 
susceptibility gene and is important in IL-22-mediated 
signaling pathways [20]. However, the role of epidermal CD147 
in psoriasis remains elusive. We conducted a preclinical study 
on the role of epidermal CD147 in the pathogenesis of psoriasis 
and found that glycolysis flux and glucose uptake were 
distinctly upregulated in IMQ-induced psoriasis-like inflam-
mation. Genomic epidermal knockout of CD147 markedly 
abrogated IMQ-triggered metabolic alterations. These results 
suggest that CD147 orchestrates metabolic alteration in KCs 
during the pathogenesis of psoriasis.

Results
Epidermal knockout of CD147 markedly attenuated 
IMQ-induced psoriasis-like dermatitis
Our previous study demonstrated that CD147 is a marker of 
high proliferation and poor differentiation in KCs and is 
believed to be a psoriasis susceptibility gene [21,22]. We 
observed remarkably increased expression of CD147 in 
non-immune cells (CD45-CD147+) and the accumulation of 
infiltrated inflammatory cells in skin lesions of patients with 
psoriasis compared with samples from healthy controls 
(Fig. S1A and B). There was a positive correlation between 
CD147 expression and the accumulation of inflammatory cells 
(Fig. S1C). We also found that CD147 was significantly highly 
expressed in IMQ-induced skin lesions (Fig. S1D).

To further investigate the function of CD147 in psoriasis, 
mice with loxP-flanked CD147 alleles (Bsgfl/fl mice) were 
crossed with keratin14-Cre mice (K14.Bsgfl/fl mice) to knock 
out CD147 in KCs (Fig. S2A). Deletion of CD147 in the 
epidermis alleviated IMQ-induced psoriasis-like skin inflam-
mation and significantly reduced epidermal thickening, 
compared with that of Bsgfl/fl mice (Fig. 1A). We also observed 
significantly elevated CD147 mRNA expression in IMQ-induced 
skin lesions, but not in K14.Bsgfl/fl mice (Fig. S2D). To further 
investigate the effect of epidermal CD147 on IMQ-induced 
inflammation, we conducted flow cytometry analysis. Deletion 
of CD147 in the epidermis led to a significant reduction in 
IMQ-induced accumulation of infiltrating CD45+CD11b+Gr-1+ 
inflammatory cells in skin lesions and the spleen (Fig. 1B). We 
examined the populations of Th17, Th1, and Treg cells in the 
spleen and skin lesions of K14.Bsgfl/fl mice after IMQ treatment. 
The population of Th17 cells was dramatically decreased in the 

spleen and skin lesions, but the populations of Th1 cells did not 
change (Fig. 1C). Specific deletion of CD147 in the epidermis 
remarkably reduced the infiltration of Treg cells in the spleen 
(Fig. S2B).

Moreover, we measured the expression levels of several 
cytokines in skin lesions of K14.Bsgfl/fl mice after treatment with 
IMQ for 48 h. The transcriptional expressions of Cxcl1, Cxcl2, 
Il-1β, Il-1α, S100A8, S100A9, Il-6, and Vegf were significantly 
decreased in skin lesions of K14.Bsgfl/fl mice (Fig. 1D), indicat-
ing the proinflammatory role of the epidermal expression of 
CD147 in psoriasis.

Epidermal deletion of CD147 abrogated glucose 
uptake and glycolytic capacity in IMQ-induced 
psoriatic dermatitis
Given that Glut1-mediated glucose uptake plays a key role 
in the growth of KCs in psoriasis [9], we proposed that glyco-
lysis flux would be altered during psoriasis pathogenesis. 
As expected, the extracellular acidification rate (ECAR) [23], 
glycolysis, and glycolytic capacity were remarkably increased 
in full-skin lesions of IMQ-induced psoriatic dermatitis, while 
depletion of epidermal CD147 abrogated those alterations 
(Fig. 2A and B). We measured glucose uptake in IMQ-induced 
K14.Bsgfl/fl and control mice through [18F]-fluoro-deoxyglucose 
positron emission tomography/computed tomography 
(18F-FDG PET-CT). 18F-FDG PET SUVmax was significantly 
higher in IMQ-induced mice than in controls (Fig. 2C), 
whereas epidermal knockout of CD147 remarkably reduced 
IMQ-induced 18F-FDG PET SUVmax (Fig. 2C). The value of 
18F-FDG PET SUVmax was positively correlated with CD147 
expression in skin lesions (Fig. 2D), indicating that CD147 
regulates glycolysis flux through glucose uptake. In addition, 
the transcriptional expression of key glycolysis metabolic 
enzymes was reduced in IMQ-induced K14.Bsgfl/fl mice 
compared with control mice, including hexokinases (Hk) 1, 2, 
and 3 and pyruvate kinase (Pkm) (Fig. 2E).

CD147 played a critical role in the switch from 
OXPHOS to glycolysis in KCs
To further investigate the role of epidermal CD147 in regulating 
the energy metabolism of KCs in psoriasis, we conducted 
glycolysis stress tests in the KCs of K14.Bsgfl/fl transgenic mice 
treated with IMQ or IL-17A. Consistent with our aforemen-
tioned results, the ECAR, glycolysis, and glycolytic capacity 
were significantly increased in the epidermis, while the deletion 
of epidermal CD147 inhibited this metabolic phenotype 
(Fig. 3A and B). Both ECAR of glycolysis and glycolysis capacity 
were positively correlated with relative CD147 transcriptional 
expression in the epidermis (Fig. 3C).

IL-17A is an inflammatory cytokine linked to psoriasis 
development and severity; using anti-IL-17 antibodies to block 
it is an effective existing treatment in psoriasis therapy [24]. 
IL-17A targets KC activation, which leads to dysfunction 
through the p38-MAPK and NF-κB signaling pathways [25,26]. 
We treated mouse primary KCs with IL-17A and observed that 
the glycolysis capacity was significantly elevated. Knockout of 
CD147 in KCs abrogated IL-17A-induced glycolytic activity 
(Fig. 3D and E).

CD147 has also been reported to regulate lactate production. 
In line with our previous results, knockout of CD147 in the 
epidermis remarkably reduced lactate production in the plasma 
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Fig. 1. Epidermal knockout of CD147 markedly attenuated IMQ-induced psoriasis-like dermatitis. (A) Macroscopic views of ear skin with hematoxylin and eosin staining after 
IMQ induction (from Bsgfl/fl and K14.Bsgfl/fl mice). One representative mouse from each group is presented (n = 4 to 7 mice per group). Scale bars: 100 μm. The right panel 
shows statistics of epidermal thickness analysis. (B and C) Representative flow cytometry panels for quantification of CD45+CD11b+Gr-1+ cells after IMQ induction. (B) Th17 
and Th1; (C) in spleens and skin lesions of Bsgfl/fl and K14.Bsgfl/fl mice (n = 4 to 7 mice per group). The right panel shows statistics of flow cytometric analysis. (D) Relative 
mRNA expression in the skin lesions of Bsgfl/fl and K14.Bsgfl/fl mice 2 days after IMQ induction (or without induction). The results were normalized to β-actin.
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of IMQ-induced psoriatic mice (Fig. 3F) and in the supernatant 
of IL-17A-treated KCs isolated from K14.Bsgfl/fl mice (Fig. 3G). 
Knockout of CD147 in the epidermis dramatically raised the 
basal mitochondrial oxygen consumption rate (OCR) and spare 
respiratory capacity (maximal OCR–basal OCR) in the epidermis 

of IMQ-induced psoriatic mice (Fig. 3H). The basal mitochon-
drial OCR and the OCR of adenosine triphosphate (ATP) pro-
duction were also significantly upregulated in CD147 knockout 
KCs after treatment with IL-17A (Fig. 3I). These results sug-
gest that epidermal CD147 is critical in the reprogramming 
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fl and K14.Bsgfl/fl mice after IMQ induction for 0, 1, and 4 consecutive days (n = 4 to 6 mice per group). (B) Statistical analysis of glycolysis and the glycolysis capacity level 
of KCs derived from the epidermis of IMQ-induced mice. (C) The positive correlation between glycolytic activity and relative mRNA expression of CD147. (D) Real-time 
extracellular flux analysis of ECAR of primary KCs derived from the epidermis of Bsgfl/fl and K14.Bsgfl/fl newborn mice after IL17A induction (100 ng/ml), along with mice 
not subjected to induction. (E) Statistical analysis of glycolysis and the glycolysis capacity level of IL17A-induced primary KCs. (F and G) Lactic acid production in plasma of 
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spare respiratory capacity, and ATP production.
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of the metabolism of psoriatic KCs away from OXPHOS and 
toward glycolysis.

Epidermal CD147 facilitated glucose uptake through 
Glut1 in KCs
Enhanced glucose uptake mediated by Glut1 is a key step in 
the Warburg effect, leading to an elevated rate of anaerobic gly-
colysis and a reduced rate of OXPHOS [1,27]. We co-transfected 
the plasmids CD147-Myc and SLC2A1-Flag into 293T cells and 
performed immunoprecipitation assays using anti-c-Myc or 
anti-Flag antibodies. CD147-Myc and SLC2A1-Flag were 
observed within the immunoprecipitated complex (Fig. 4A). 
Glut1 expression was detected in the anti-CD147 antibody 
immunoprecipitated complex in HaCaT cells but not in the 
immunoglobulin G (IgG) control antibody group, and vice 
versa (Fig. 4B), indicating that Glut1 is a novel interacting 
protein of CD147 in KCs. Furthermore, we also detected the 
co-localization of CD147 and GLUT1 on the cell membrane of 
psoriasis skin lesions and HaCaT cells by using laser confocal 
microscopy (Fig. S1E and F).

Moreover, the deletion of CD147 in primary KCs signifi-
cantly decreased intracellular glucose uptake in vitro, using 
the fluorescent glucose analog 2-(N-(7-nitrobenz-2-oxa-1,3-
diazol-4-yl) amino)-2-de-oxyglucose (2-NBDG) uptake assay 
(Fig. 4C). Transcriptional expression of solute carrier family 
2 member 1 (Slc2a1), pyruvate kinase (Pkm), hexokinase 2 (Hk2), 
and lactate dehydrogenase B (Ldhb) were suppressed in primary 
KCs depleted of epidermal CD147 (Fig. 4D). We confirmed 
that deletion of CD147 in KCs (Fig. 4E) and pharmacological 
inhibition of glycolysis by 2-DG (Fig. 4F) attenuated the 
expression of IL-17A-induced proinflammatory molecules, 
including Cxcl1, Cxcl2, IL-1α, and IL-1β, indicating that 
increased glycolytic activity aggravated the production of 
inflammatory factors in KCs.

Epidermal depletion of CD147 enhanced carnitine 
metabolism through a combination of metabolomics 
and transcriptomics analysis in KCs
To further investigate the effect of CD147 on metabolic profiles in 
psoriasis, we employed a non-targeted metabolomics approach to 
the epidermis of IMQ-induced psoriatic dermatitis in K14.Bsgfl/fl 
mice (Fig. S3). Compared with the control group, IMQ treatment 
dramatically reduced carnitine metabolism. In contrast, carnitine 
metabolism was dramatically increased in the epidermis of IMQ-
induced K14.Bsgfl/fl mice (Fig. 5A and B). Carnitine-targeted metab-
olomic profiling further validated that depletion of epidermal 
CD147 abrogated IMQ-induced inhibition of carnitine production 
for Dodecenoylcarnitine (C12:1), Tetradecanoylcarnitine (C14), 
Hexadecanoylcarnitine (C16), Hexadecenoylcarnitine (C16:1), 
Hydroxyhexadecenoylcarnitine (C16:1-OH), Octadecanoylcarnitine 
(C18), and Octadecenoylcarnitine (C18:1) (Fig. 5C and Fig. S4).

To further study the effect of CD147 on psoriasis, we 
performed RNA-seq analysis of transcriptional alteration in 
KCs isolated from K14.Bsgfl/fl mice after IMQ treatment for 3 
consecutive days. Specifically, Kyoto Encyclopedia of Genes 
and Genomes pathway analysis determined that the most 
important differential expressions of enriched pathways 
included biosynthesis of unsaturated fatty acids, fatty acid 
elongation, and fatty acid metabolism (Fig. S5A). We sub-
sequently performed gene set enrichment analysis, which 
showed that the differentially expressed genes were enriched 

in cytokine–cytokine receptor interaction, chemokine IL-17, 
and tumor necrosis factor (TNF) signaling pathways (Fig. 
S5B). The expression of the carnitine metabolism-related 
gene Bbox1 was significantly elevated in the epidermis of IMQ-
induced K14.Bsgfl/fl mice (Fig. S5C and D). BBOX1 encodes 
γ-BBD, which synthesizes endogenous carnitine by the 
hydroxylation of γ-BB [5,6]. We also found that BBOX1 was 
downregulated in skin lesions of patients with psoriasis, 
based on the analysis of a public database, and BBOX1 was 
negatively related to CD147 expression in psoriasis skin lesions 
(Fig. 5D), indicating that CD147 has an essential role in car-
nitine biosynthesis in psoriasis.

We observed that the transcriptional expression of Bbox1 
was downregulated in IL-17A-stimulated mouse primary KCs, 
while either depletion of CD147 or treatment with 2-DG 
revived the expression of Bbox1 (Fig. 5E and F). Depletion of 
CD147 markedly increases TCA activity, as described in our 
previous results. Therefore, we tested the key metabolites in 
the TCA cycle and found that the production of α-KG was 
upregulated in IL-17A-treated primary KCs with CD147 
deletion and in the epidermis of IMQ-induced K14.Bsgfl/fl 
mice (Fig. 5G). Given that γ-BBD is an α-KG/Fe2+-dependent 
dioxygenase, with α-KG acting as a co-factor in their enzy-
matic activities, we further examined whether the deletion of 
epidermal CD147 affects γ-BBD activity. As shown in Fig. 5H, 
genomic deletion of CD147 significantly elevated γ-BBD 
activity in IL-17A-treated primary KCs as well as in the 
epidermis of IMQ-induced psoriatic mice.

CD147 regulated BBOX1 expression through 
H3K9me3 in KCs
α-KG is a well-known critical co-factor for the Jumonji 
domain-containing histone demethylases that catalyze the 
removal of methyl marks from histones [3,4]. Given that the 
level of α-KG was elevated in CD147-knockout KCs and in mice 
with psoriatic dermatitis, we proposed that CD147 regulates 
histone modifications. Therefore, we further examined the 
histone methylation expressions of H3K9me3, H3K4me3, 
H3K27me3, and H3K36me3, which have been documented to 
be induced by α-KG for histone modification. We found that 
depletion of CD147 blocked H3K9me3 expression in primary 
KCs derived from Bsgfl/fl or K14.Bsgfl/fl mice (Fig. 6A), as well as 
in epidermis isolated from IMQ-treated Bsgfl/fl or K14.Bsgfl/fl 
mice (Fig. 6B). γ-BBD belongs to the 2OG/α-KG-dependent 
dioxygenase superfamily of enzymes and is encoded by the 
BBOX1 gene [5]. It catalyzes the last step of the L-carnitine bio-
synthesis pathway [6]. As reported in the above result (Fig. 5E), 
we found that CD147 knockout remarkably increased the tran-
scriptional expression of Bbox1. Therefore, we speculated that 
CD147 regulates Bbox1 expression through H3K9me3. We used 
a public database to analyze the H3K9me3 expression profile in 
the Bbox1 promoter area, and then we designed the primers for 
chromatin immunoprecipitation (ChIP) assays (Table S3). As 
expected, the expression of H3K9me3 in the Bbox1 promoter 
area was markedly enhanced in KCs isolated from K14.Bsgfl/fl 
mice (Fig. 6C). This indicated that epidermal CD147 regulates 
Bbox1 expression through H3K9me3. Our findings revealed that 
CD147 has a critical role in metabolic reprogramming through 
the α-KG–H3K9me3–BBOX1 axis in the pathogenesis of 
psoriasis, indicating that epidermal CD147 is a potentially 
promising target molecule for psoriasis treatment (Fig. 6D).
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Discussion

Elevated glucose uptake (regulated by Glut1) is believed to be 
critical in the metabolic reprogramming of rapidly proliferating 
cells [9,27,28]. A high expression level of Glut1 is well 
documented in most malignant tumor cells. Glut1 promotes 
the ability of cells to utilize and accelerate the catabolism of 
glucose, which increases the supply of energy and biomacro-
molecules for maintaining the malignant phenotype [2,28–31]. 
Accumulating evidence shows that Glut1 is overexpressed in 
psoriatic skin lesions [9,12]. Furthermore, PET/CT imaging 
reveals that cutaneous 18FDG uptake corresponds to clinically 
apparent psoriatic lesions [32]. Our results also reveal that 
glycolytic capacity was dramatically increased in both the 
epidermis and full skin of IMQ-induced psoriatic skin lesions. 
Most importantly, the rate of 18FDG uptake was upregu-
lated in skin lesions of IMQ-induced psoriasis-like mouse 
models,  suggesting high consumption of glucose in the 
process of psoriasis.

CD147 is a member of the immunoglobulin superfamily, 
which has a variety of biological functions, including spermat-
ogenesis, T-cell maturation, and carcinogenesis [13–15,33,34]. 
Particularly, CD147 is critical in tumor glycolysis [28,35]. It 
has been reported that CD147 partners with either monocar-
boxylate transporter (MCT)1 or MCT4 for the transmembrane 
transport of lactate [14,36]. Deletion or disruption of CD147 
is associated with a break in MCT-mediated lactate trans-
port in tumor cells [37–39]. In this study, we showed that 
CD147 is a novel partner with Glut1 in KCs. The deletion of 
epidermal CD147 alleviated IMQ-induced glucose uptake, lac-
tate production, and psoriasis-like dermatitis. The mitochon-
drial OCR was distinctly increased in CD147 epidermal 
knockout mice, which suggests that the depletion of CD147 
reverses TCA capacity. Our results also show that IL-17A 
(a critical proinflammatory cytokine in the pathogenesis of 
psoriasis) induced increased glycolysis, lactate production, 
and psoriasis-related factors, including the expression of 
CXCL1/2 and IL-1α/β, in mouse primary KCs. Depletion of 
CD147 or blocking glycolysis with a pharmacological inhibitor 
markedly suppressed the expression of those IL-17A-induced 
factors, indicating that elevation of glycolysis flux is required 
for KCs to produce proinflammatory factors in psoriasis.

CD147 is also known to be involved in the regulation of 
amino acid and fatty acid metabolism [28,35,40,41]. 
Unexpectedly, we found that depletion of CD147 in the epi-
dermis elevated acyl-carnitine metabolism, including C12, C14, 
C16, and C18, which were suppressed in IMQ-induced 
psoriasis-like inflammation. We previously found 14 significantly 
downregulated carnitines, including C16, in the plasma of 
patients with psoriasis, suggesting a depressed state of fatty acid 
β-oxidation [42]. We also found that carnitine supplementation 
markedly reduced IMQ-induced epidermal thickening and 
infiltration of Th17 cells in skin lesions [42]. Carnitine has an 
essential metabolic role in transporting fatty acids into the 
mitochondria for β-oxidation [43,44]. The endogenous car-
nitine pool is composed of carnitine and various acylcarnitines, 
and the inhibition of carnitine metabolism reduces fatty acid 
oxidation [44]. In humans, 75% of carnitine is obtained from 
the diet, while 25% relies on autologous biosynthesis [45]. A 
prospective cohort study among UK Biobank participants of 
European ancestry indicated that the effect of diet was with 
smaller effect sizes [46]. Due to the complexity of carnitine and 

fatty acid metabolism in vivo, the relationship between 
psoriasis and carnitine and fatty acid metabolism still needs 
further studies to be confirmed. In this study, we found 
that the expression of the carnitine metabolism-related 
gene BBOX1 was significantly elevated in the epidermis of 
IMQ-induced K14.Bsgfl/fl mice (Fig. S5). BBOX1 was neg-
atively related to CD147 expression in psoriasis skin lesions 
(Fig. 5D), indicating that CD147 has an essential role in 
carnitine biosynthesis in psoriasis.

Epidermal knockout of CD147 increased the capacity of 
TCAs and the abundance of α-KG. The TCA cycle is a central 
metabolic pathway within mitochondria; the TCA cycle flux 
promotes biosynthesis and regulates chronic inflammatory 
diseases. For example, a perturbed TCA cycle metabolism 
enhances the production of mitochondrial reactive oxygen 
species in dendritic cells and promotes IL-23 expression 
and skin inflammation [47]. Upregulation of the TCA cycle 
enhances oxidative stress responses that aggravate inflamma-
tory reactions in atopic dermatitis [48]. Increased succinate in 
the synovial fluid of patients with rheumatoid arthritis induces 
macrophages to release IL-1β, promoting inflammation [49]. 
α-KG is an important intermediate in the TCA cycle, classified 
as an anti-inflammatory phenotype in adipose tissue, throm-
bosis inflammation, and colitis [50–52]. Mechanistically, α-KG 
promotes DNA demethylation in adipocytes, mediated by 
ten-eleven translocation enzymes, and attenuates STAT3/NF-κB 
signaling by its receptor, oxoglutarate receptor 1 [50]. α-KG 
inhibits the inflammation of thrombosis through phospho-Akt 
inactivation mediated by prolyl hydroxylase-2 [51]. α-KG 
alleviates colitis by regulating stem cell proliferation through 
Wnt–Hippo signaling [52].

Histone modifications have been reported in the pathogen-
esis of psoriasis [53]. The downregulation of H3K9 dimethyla-
tion was shown to be clinically relevant to IL-23 expression in 
psoriatic skin lesions [54], while H3K27me3 and EZH2 (a 
histone methyltransferase) were substantially enriched in 
psoriatic lesions [55]. In psoriatic peripheral blood mononu-
clear cells, there were reduced levels of acetylated H3 and H4, 
and increased levels of methylated H3K4, which were associated 
with a biological drug response [56]. H3K9me3 is a well-known 
epigenetic hallmark of heterochromatin status (compacted, 
transcriptionally repressed chromatin), which represses gene 
expression in pathological and physiological processes [57,58]. 
H3K9me3 has been reported to be involved in glycolysis and 
the expression of proinflammatory factors. Increased levels of 
H3K9me3 have been observed to repress the expression of 
glucose-6-phosphate dehydrogenase promoter, reducing the 
level of tumor-reactive cytotoxic T lymphocytes [59], and 
facilitating the growth of human mesothelioma cells [60]. 
Furthermore, decreased H3K9me3 level increased the levels 
of Hk2, TNF-α, IL-6, and PFKP, which benefited glycolysis 
activity and the expression of proinflammatory factors during 
Bacillus Calmette–Guérin vaccine-induced trained immunity 
[61]. Furthermore, evidence demonstrates that other proin-
flammatory factors are mediated by H3K9me3, including 
IL-17A [62], IL-1β [63,64], and CXCL1 [65]. Our study 
detected H3K9me3 in the promoter sites of BBOX1, an essential 
molecule for endogenous carnitine biosynthesis. This indicates 
that H3K9me3 may exert functions in carnitine metabolism; 
however, detailed future investigations are required.

In conclusion, we found that genomic deletion of CD147 in 
the epidermis suppressed the glycolytic rate via Glut1-mediated 
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glucose uptake, resulting in increased TCA activity and a 
subsequent increase in a-KG production, observed in the 
epidermis of CD147-knockout mice and in mouse primary 
KCs. Increased γ-BBD activity and its transcriptional 
expression through H3K9me3 indicate that epidermal CD147 
is a novel target for psoriasis therapy.

Materials and Methods

Study design
Mice with loxP-flanked CD147 alleles (Bsgfl/fl mice) were 
crossed with keratin14-Cre mice (K14.Bsgfl/fl mice) to knock 
out CD147 in KCs. The resulting skin phenotype was induced 
by IMQ and characterized by measuring the thickness of 
the epidermis and flow cytometric evaluation of infiltrating 
immune cells. For the in vivo experiments, 18F-FDG PET-CT was 
used to evaluate glucose uptake, RNA-seq technique was used 
to screen for differential genes and pathways, and non-targeted 
and targeted metabolic techniques were used to screen for 
differential metabolites. All experiments used newborn or 7- to 
9-week-old male and female mice. For the in vitro experiments, 
KCs were isolated from newborn mice, cultured, and stimu-
lated with IL-17A, and gene expression analysis and glucose 
uptake determination were performed.

Human skin samples
This study was reviewed and approved by the local ethics 
Institutional Review Board (IRB; Xiangya Hospital, Central 
South University, IRB-201512526). All experiments were 
conducted in accordance with the principles of the Declaration 
of Helsinki. We collected skin samples from 45 individuals 
(18 patients with psoriasis vulgaris and 27 healthy controls). 
Table S1 summarizes the demographic characteristics of the 
subjects. Inclusion criteria included newly diagnosed and 
untreated patients with psoriasis and without any other 
inflammatory skin diseases. Patients with psoriasis and 
healthy control subjects were older than 18 years, gave written 
informed consent, and provided skin samples. Exclusion 
criteria included the use of subcutaneous and intravenous 
systemic immunosuppressive drugs. Clinical evaluation of 
the psoriasis subtype and Psoriasis Area and Severity Index 
(PASI) score was performed.

Mice and treatments
Transgenic mice with a specific epidermis CD147 knockout 
(K14.Bsgfl/fl mice) were generated by Shanghai Biomodel Organism 
Science and Technology Development Co. (Shanghai, China). 
The specific construction and genotyping methods have been 
previously reported [66].

CD147 transgenic mice did not show any pathogenic skin 
phenotype for at least 6 months. Mice were reproduced and 
maintained under specific pathogen-free conditions and 
provided with adequate food and water. According to the 
National Institutes of Health Guide for the Care and Use 
of Laboratory Animals, the grouping of experimental 
mice fol lowed the principles of age and gender match-
ing. The animal study protocol was approved by the Ethics 
Committee of Xiangya Hospital (Central South University, 
China, #2015110134).

The transgenic mice aged 6 to 8 weeks were smeared with 
either 62.5 mg of 5% IMQ cream (MedShine, cat.120503, China) 

on their backs or 20 mg of 5% IMQ cream on each ear once 
per day, and their skin lesions were observed and recorded once 
daily. A scoring system based on the clinical PASI was used to 
evaluate the skin inflammation on the skin lesions of mice. The 
mouse skin samples were collected and immediately fixed in a 
4% paraformaldehyde solution (Servicebio, cat. G1101, China) 
for hematoxylin and eosin staining.

Primary KC culture
Mouse primary KCs were isolated from K14.Bsgfl/fl newborn 
mice. The isolated skin was digested in either 1 ml of DPBS 
containing 5 mg/ml dispase II (Sigma-Aldrich, cat. D4693, 
USA) at 37 °C for 60 min or 2 mg/ml dispase II at 4 °C for 18 
h. A 2- to 5-mm-long tail piece from each mouse was col-
lected for genotyping. Then, the epidermis was torn off using 
tweezers. Next, the epidermis was digested in 1 ml of 0.25% 
Trypsin-EDTA Solution (Beyotime, cat. C0201) at 37 °C for 5 
to 10 min. After this, 1 to 2 ml of Dulbecco's Modified Eagle 
Medium (DMEM) containing 10% fetal bovine serum was 
added to each dish. The KCs were obtained by centrifugation 
(400 × g at room temperature for 3 min) and cultured using 
Keratinocyte Growth Medium 2 (cat. C-20011; PromoCell, St. 
Louis, MO, USA).

Tissue processing and flow cytometry
Mice tissue processing and flow cytometry were performed 
according to previously described methods [42]. Human 
skin samples were collected from Outpatient Clinic 
(about 3*3 mm/samples). Skin samples were cut into small 
pieces and digested in 3 ml of DMEM containing 2 mg/ml 
collagenase type IV (Sigma-Aldrich, cat. V900893, USA) and 
100 μg/ml DNase I (Sigma-Aldrich, DN25, USA) while shaking 
at 37 °C for 60 to 90 min. Enzyme activity was stopped using 
10% fetal bovine serum DMEM medium. The tissue was further 
homogenized with a syringe and filtered through a 70-μm cell 
strainer. The cell strainer was washed with 20 ml of PBS 
followed by centrifugation (500 × g at 4 °C for 5 min). Single 
cells were then stained with fluorescence antibodies (CD45, 
CD11b, CD33, and CD147) for flow cytometry. All antibodies 
used for flow cytometry are summarized in Table S4.

IMQ-induced mice models and micro-PET/CT
The right ear of each Bsgfl/fl mouse and K14.Bsgfl/fl mouse was 
treated with 20 mg IMQ per day for 6 consecutive days, while 
the left ear was treated with vehicle control. After the establish-
ment of IMQ-induced mouse models, 0.2 ml of 18F-FDG 
(200 μ Ci) was injected into the tail vein. Then, the mice were 
scanned using a Siemens Inveon micro-PET/CT. The images 
were analyzed using Inveon Acquisition Workplace [67], and 
the region of interest was obtained. Finally, the standard uptake 
value (SUV) of the region of interest (18F-FDG PET SUVmax) 
was calculated.

Glucose uptake and lactate production assay
Glucose absorption was analyzed using a BD Fortessa 
multi-dimensional high-definition flow cytometer and a 
Glucose Uptake Cell-Based Assay Kit (No. 600470; Cayman 
Chemical Company, Ann Arbor, MI, USA). Lactate produc-
tion was determined using a lactate concentration deter-
mination kit (Jiancheng, Nanjing, China) according to the 
manufacturer's protocol.
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Seahorse analytics
Mouse primary KCs were exposed to IL-17A for 36 h in vitro in 
a culture medium containing a physiological glucose concentra-
tion (6 mM) measured by the Seahorse XF Glycolysis and Cell 
Mito Stress Test Kit. The ECAR and the OCR were determined 
using a Seahorse XF96 Bioanalyzer (Seahorse Bioscience, North 
Billerica, MA, USA) according to the manufacturer's protocol.

Untargeted metabolomics
The specific procedures for untargeted metabolomics were in 
accordance with a previously published study [68]. Briefly, 
50 mg of mouse skin was collected and ground in a 2-ml centri-
fuge tube. An extract (methanol:water = 4:1 (v:v); 400 μl) con-
taining 0.02 mg/ml internal standard (L-2-chlorophenylalanine) 
was added for the extraction of metabolites. The sample solution 
was ground in a frozen tissue grinder for 6 min (−10 °C, 50 Hz) 
and extracted by ultrasound at a low temperature for 30 min 
(5 °C, 40 kHz). The sample was then placed at −20 °C for 30 min 
and centrifuged for 15 min (4 °C, 13,000 × g), after which 
the supernatant was transferred to an injection vial with 
an endotracheal tube for computer analysis. All the metabolites 
were leveled to the same sample volume to prepare quality (QC) 
control samples. During instrument analysis, one QC sample 
was inserted for every 10 samples to check the repeatability of 
the entire analysis process. The instrument platform used for 
LC-MS analysis was the ultra-high performance liquid chro-
matography-tandem Fourier transform mass spectrometry 
UHPLC-Q Executive system from Thermo Fisher Scientific 
(Waltham, MA, USA). The data were analyzed using the software 
Majorbio Cloud Platform (www.majorbio.com).

Acyl-carnitine quantification
The carnitine and acyl-carnitine in the mouse epidermis were meas-
ured using ultra-performance liquid chromatography-tandem 
mass spectrometry (UPLC-MS/MS). Each mouse epidermis 
sample was weighed (25 mg), 1 ml of ultrapure water was used 
for ultrasonic homogenization, and 2 μl was collected for the 
pretreatment experiment. Samples were analyzed using an 
AB SCIEX 3200MD QTRAP LC/MS/MS System (AB Sciex, USA) 
equipped with a Waters UPLC (Waters, Milford, MA, USA).

Co-immunoprecipitation
The whole cell protein extract was lysed in NP40 buffer on ice 
for 30 min, and the lysate was centrifuged at 12,000 rpm for 
10 min. The protein concentration was measured using the BCA 
protein assay kit (BioTeke Corporation). Protein (1 mg) and 
agarose beads (20 μl) were incubated at 4 °C for 1 h and centri-
fuged at 3,000 rpm for 3 min to collect the supernatant. Then, 
1.5 μg of a specific antibody (#12939, Cell Signaling Technology 
[CST]; sc-21746, Santa Cruz) was added to the test tube and it 
was incubated overnight. Next, 40 μl of protein A/G agarose 
beads (Beyotime Biotechnology) were rotated at 4 °C for 2 h and 
then centrifuged at 3,000 rpm for 3 min to collect the agarose 
beads. All beads were then recycled and washed 3 times with 
1 ml of NP40 buffer solution. Then, the columns were collected 
for protein denaturation and immunoblotting.

α-KG level and γ-BBD activity evaluation
Intracellular αKG levels and intracellular γ-BBD activity in KCs 
and the epidermis were measured by using an α-KG assay 
kit (MAK054, Sigma-Aldrich) and mouse γ-BBD ELISA kit 

(LY30951-A, LVYE BIOTECHNOLOGY), respectively, accord-
ing to the manufacturer's instructions.

ChIP assay
The ChIP assay was performed using a SimpleChIP® Enzymatic 
Chromatin IP Kit (Magnetic Beads) (#9003, Cell Signaling 
Technology [CST]) following the manufacturer's protocol. The 
antibodies for the ChIP assay were H3K9me3 (#13969, CST, 
2 μg/test) and IgG (supplied in the kit, 2 μg/test). The quan-
titative real-time PCR (qRT-PCR) primers of the Bbox1 
promoter used in the ChIP assay are listed in Table S3.

Protein preparation and immunoblotting
Histones were extracted from KCs and the epidermis using a 
histone extraction kit (No. 40028, Active Motif) according to 
the manufacturer's instructions. Proteins were loaded on 
10% SDS-polyacrylamide gel electrophoresis (PAGE) gels, 
transferred to polyvinylidene fluoride membranes (Millipore, 
USA), and visualized by Western blotting using the following 
specific antibodies: anti-H3K9me3 (1:1,000; #13969, CST), 
anti-H3K4me3 (1:1,000; #9751, CST), anti-H3K27me3 
(1:1,000; #9733, CST), anti-H3K36me3 (1:1,000; #9763, CST), 
and anti-histone H3 (1:1,000; #4499, CST). The blots were 
imaged using a gel image analysis system (Bio-Rad, Hercules, 
CA, USA).

qRT-PCR
Total RNA was extracted using MagZol reagent (Magen, 
#R4801-01), and cDNA was synthesized via reverse tran-
scription using a HiScript Q RT Kit (Yeasen, #11141ES60). 
Then, qRT-PCR was performed using a 2× SYBR Green Qpcr 
Master mix with low ROX (Bimake, China) according to 
the manufacturer’s instructions on a QuantStudio 3 RT-PCR 
instrument (Thermo Fisher Scientific). The reaction mixture 
contained 0.5 ml of forward and reverse mouse primers, as 
described in Table S2. Values were normalized to β-actin.

RNA-Seq
The cDNA library construction, library purification, and 
transcriptome sequencing were implemented according to 
BGI-Shenzhen Company's instructions.

Statistical analysis
All statistical analyses were performed using GraphPad Prism 
9 (GraphPad Software, San Diego, CA, USA). When the sample 
was not normally distributed, the statistical significance 
between the values was determined using either a 2-tailed 
unpaired Student's t-test or one-way ANOVA with Dunnett's 
post hoc test. The correlation between the measured variables 
was tested by Spearman rank correlation analysis. All data are 
presented as the mean ± SD. *P < 0.05; **P < 0.01; ***P < 
0.001; ****P < 0.0001; ns, not significant.

Acknowledgments
Funding: This work was supported by National Natural Science 
Grant Nos. 82073458, 82221002, 82130090, 81830096, 81974476, 
and 82173424; the Science and Technology Innovation 
Program of Hunan Province (2021RC4013); and the Program 
of Introducing Talents of Discipline to Universities (111 
Project, No. B20017). Author contributions: C.C. performed 

https://doi.org/10.34133/research.0167
http://www.majorbio.com


Chen et al. 2023 | https://doi.org/10.34133/research.0167 13

experiments on mouse and human samples, analyzed the data, 
and wrote the original draft. X.C., C.P. and W.Z. supervised the 
research, designed the study, and edited the paper. X.Y and 
P.L. assisted in mouse skin flow cytometry. B.Y. and D.Z helped 
with seahorse analytics. L.Z., P.Y., and L.L. participated in 
co-immunoprecipitation and WB. J.Z. conducted GSEA 
analysis and helped with IF and ICC experiments. J.L. and 
Y.K. supervised the clinical data analysis. S.Z. conducted the 
surgery of human skin samples. All authors contributed to the 
revision of the manuscript and approved the submitted version. 
Competing interes ts: The authors declare that they have no 
competing interests.

Data Availability

The data that support the findings of this study have been 
deposited into the CNGB Sequence Archive (CNSA) [69] 
of the China National GeneBank DataBase (CNGBdb) with 
accession number CNP0004096.

Supplementary Materials

Fig. S1. The abundance of epidermal CD147 in skin lesions of 
patients with psoriasis is related to inflammatory cell infiltration.
Fig. S2. Depleting CD147 attenuates IMQ-induced psoriasis-like 
skin inflammation and down-regulates inflammatory cell 
infiltration.
Fig. S3. Non-targeted metabolomics profiling analysis for 
epidermis of Bsgfl/fl and K14.Bsgfl/fl mice.
Fig. S4. Carnitine-targeted metabolomics profiling analysis 
for epidermis of Bsgfl/fl and K14.Bsgfl/fl mice.
Fig. S5. The effect of depletion of CD147 on gene expression 
profiles for epidermis of Bsgfl/fl and K14.Bsgfl/fl mice treated 
with IMQ.
Table S1. Demographics of patients with psoriasis and healthy 
control subjects.
Table S2. A list of primers used for qPCR.
Table S3. A list of primers for used ChIP-qPCR.
Table S4. A list of antibodies used for flow cytometry.

References

 1. Pålsson-McDermott EM, O’Neill LAJ. Targeting 
immunometabolism as an anti-inflammatory strategy. Cell Res. 
2020;30(4):300–314.

 2. Ward PS, Thompson CB. Metabolic reprogramming: A 
cancer hallmark even Warburg did not anticipate. Cancer 
Cell. 2012;21(3):297–308.

 3. Chen Z, Zang J, Whetstine J, Hong X, Davrazou F, 
Kutateladze TG, Simpson M, Mao Q, Pan C-H, Dai S, et al. 
Structural insights into histone demethylation by JMJD2 
family members. Cell. 2006;125(4):691–702.

 4. Cloos PAC, Christensen J, Agger K, Maiolica A, Rappsilber J, 
Antal T, Hansen KH, Helin K. The putative oncogene GASC1 
demethylates tri- and dimethylated lysine 9 on histone H3. 
Nature. 2006;442(7100):307–311.

 5. Vaz FM, van Gool S, Ofman R, Ijlst L, Wanders RJ. Carnitine 
biosynthesis: Identification of the cDNA encoding human 
gamma-butyrobetaine hydroxylase. Biochem Biophys Res 
Commun. 1998;250(2):506–510.

 6. Paul HS, Sekas G, Adibi SA. Carnitine biosynthesis in hepatic 
peroxisomes. Demonstration of gamma-butyrobetaine 
hydroxylase activity. Eur J Biochem. 1992;203(3):599–605.

 7. Wang J, Zhou Y, Zhang D, Zhao W, Lu Y, Liu C, Lin W, Zhang Y, 
Chen K, Wang H, et al. CRIP1 suppresses BBOX1-mediated 
carnitine metabolism to promote stemness in hepatocellular 
carcinoma. EMBO J. 2022;41(15):Article e110218.

 8. Chang B, Nishikawa M, Nishiguchi S, Inoue M. L-carnitine 
inhibits hepatocarcinogenesis via protection of mitochondria. 
Int J Cancer. 2005;113(5):719–729.

 9. Zhang Z, Zi Z, Lee EE, Zhao J, Contreras DC, South AP, Abel ED, 
Chong BF, Vandergriff T, Hosler GA, et al. Differential glucose 
requirement in skin homeostasis and injury identifies a 
therapeutic target for psoriasis. Nat Med. 2018;24(5):617–627.

 10. Boehncke W-H, Schön MP. Psoriasis. Lancet. 
2015;386(9997): 983–994.

 11. Perera GK, Di Meglio P, Nestle FO. Psoriasis. Annu Rev Pathol. 
2012;7:385–422.

 12. Huang X, Chen J, Zeng W, Wu X, Chen M, Chen X. 
Membrane-enriched solute carrier family 2 member 1 
(SLC2A1/GLUT1) in psoriatic keratinocytes confers sensitivity 
to 2-deoxy-D-glucose (2-DG) treatment. Exp Dermatol. 
2019;28(2):198–201.

 13. Miyauchi T, Kanekura T, Yamaoka A, Ozawa M, Miyazawa S, 
Muramatsu T. Basigin, a new, broadly distributed member of 
the immunoglobulin superfamily, has strong homology with 
both the immunoglobulin V domain and the beta-chain of 
major histocompatibility complex class II antigen. J Biochem. 
1990;107(2):316–323.

 14. Chen H, Fok KL, Yu S, Jiang J, Chen Z, Gui Y, Cai Z, Chan HC. 
CD147 is required for matrix metalloproteinases-2 production 
and germ cell migration during spermatogenesis. Mol Hum 
Reprod. 2011;17(7):405–414.

 15. Chen H, Lam Fok K, Jiang X, Chan HC. New insights into 
germ cell migration and survival/apoptosis in spermatogenesis: 
Lessons from CD147. Spermatogenesis. 2012;2:264–272.

 16. Kosugi T, Maeda K, Sato W, Maruyama S, Kadomatsu K. 
CD147 (EMMPRIN/Basigin) in kidney diseases: From an 
inflammation and immune system viewpoint. Newphrol Dial 
Transplant. 2015;30(7):1097–1103.

 17. Zhu X, Song Z, Zhang S, Nanda A, Li G. CD147: A novel 
modulator of inflammatory and immune disorders. Curr Med 
Chem. 2014;21(19):2138–2145.

 18. Gwinn WM, Damsker JM, Falahati R, Okwumabua I, 
Kelly-Welch A, Keegan AD, Vanpouille C, Lee JJ, Dent LA, 
Leitenberg D, et al. Novel approach to inhibit asthma-mediated 
lung inflammation using anti-CD147 intervention. J Immunol. 
2006;177(7):4870–4879.

 19. Guo N, Ye S, Zhang K, Yu X, Cui H, Yang X, lin P, Lv M, 
Miao J, Zhang Y, et al. A critical epitope in CD147 facilitates 
memory CD4(+) T-cell hyper-activation in rheumatoid 
arthritis. Cell Mol Immunol. 2019;16(6):568–579.

 20. Peng C, Zhang S, Lei L, Zhang X, Jia X, Luo Z, Huang X, 
Kuang Y, Zeng W, Su J, et al. Epidermal CD147 expression 
plays a key role in IL-22-induced psoriatic dermatitis. Sci Rep. 
2017;7:Article 44172.

 21. Wu L-S, Li F-F, Sun L-D, Li D, Su J, Kuang Y-H, Chen G, 
Chen X-P, Chen X. A miRNA-492 binding-site polymorphism 
in BSG (basigin) confers risk to psoriasis in central south 
Chinese population. Hum Genet. 2011;130(6):749–757.

 22. Lu H, Kuang Y-H, Su J, Chang J, Wu L-S, Kanekura T, Li D, 
Chen M-L, Chen X. CD147 is highly expressed on peripheral 

https://doi.org/10.34133/research.0167


Chen et al. 2023 | https://doi.org/10.34133/research.0167 14

blood neutrophils from patients with psoriasis and induces 
neutrophil chemotaxis. J Dermatol. 2010;37(12):1053–1056.

 23. Mavila N, Trecartin A, Spurrier R, Xiao Y, Hou X, James D, 
Fu X, Truong B, Wang C, Lipshutz GS, et al. Functional 
human and murine tissue-engineered liver is generated 
from adult stem/progenitor cells. Stem Cells Transl Med. 
2017;6(1):238–248.

 24. Ahmed M, Huh JR. Cutting edge: Interleukin-17a prompts 
HIF1α for wound healing. Trends Immunol. 2022;43(11):861–863.

 25. Chiricozzi A, Guttman-Yassky E, Suárez-Fariñas M, Nograles KE, 
Tian S, Cardinale I, Chimenti S, Krueger JG. Integrative 
responses to IL-17 and TNF-α in human keratinocytes 
account for key inflammatory pathogenic circuits in 
psoriasis. J Invest Dermatol. 2011;131(3):677–687.

 26. Xia P, Pasquali L, Gao C, Srivastava A, Khera N, 
Freisenhausen JC, Luo L, Rosén E, van Lierop A, Homey B, 
et al. miR-378a regulates keratinocyte responsiveness to 
interleukin-17A in psoriasis. Br J Dermatol. 
2022;187(2):211–222.

 27. Freemerman AJ, Johnson AR, Sacks GN, Milner JJ, Kirk EL, 
Troester MA, Macintyre AN, Goraksha-Hicks P, Rathmell JC, 
Makowski L. Metabolic reprogramming of macrophages: 
Glucose transporter 1 (GLUT1)-mediated glucose 
metabolism drives a proinflammatory phenotype. J Biol 
Chem. 2014;289(11):7884–7896.

 28. Huang Q, Li J, Xing J, Li W, Li H, Ke X, Zhang J, Ren T, 
Shang Y, Yang H, et al. CD147 promotes reprogramming of 
glucose metabolism and cell proliferation in HCC cells by 
inhibiting the p53-dependent signaling pathway. J Hepatol. 
2014;61(4):859–866.

 29. Ju H-Q, Zhan G, Huang A, Sun Y, Wen S, Yang J, Lu W-H, 
 Xu R-H, Li J, Li Y, et al. ITD mutation in FLT3 
tyrosine kinase promotes Warburg effect and renders 
therapeutic sensitivity to glycolytic inhibition. Leukemia. 
2017;31(10):2143–2150.

 30. Vander Heiden MG, Cantley LC, Thompson CB. 
Understanding the Warburg effect: The metabolic 
requirements of cell proliferation. Science. 
2009;324(5930):1029–1033.

 31. Luo Y, Li Y, Huang Z, Li X, Wang Y, Hou J, Zhou S. A 
nanounit strategy disrupts energy metabolism and alleviates 
immunosuppression for cancer therapy. Nano Lett. 
2022;22(22):6418–6427.

 32. Bruna-Muraille C, Pochart J-M, Papathanassiou D,  
Guedec-Ghelfi R, Cuif-Job A, Liehn J-C. Incidental finding of 
F-18 FDG skin uptake in a patient with psoriasis during the 
evaluation of a recurrent papillary thyroid carcinoma. Clin Nucl 
Med. 2011;36(1):34–35.

 33. Landskron J, Tasken K. CD147 in regulatory T cells. Cell 
Immunol. 2013;2802(1):17–20.

 34. Zhao S, Wu L, Kuang Y, Su J, Luo Z, Wang Y, Li J, Zhang J, 
 Chen W, Li F, et al. Downregulation of CD147 induces 
malignant melanoma cell apoptosis via the regulation of 
IGFBP2 expression. Int J Oncol. 2018;53(6):2397–2408.

 35. Li J, Huang Q, Long X, Zhang J, Huang X, Aa J, Yang H, 
Chen Z, Xing J. CD147 reprograms fatty acid metabolism in 
hepatocellular carcinoma cells through Akt/mTOR/SREBP1c 
and P38/PPARα pathways. J Hepatol. 2015;63(6):1378–1389.

 36. Cura AJ, Carruthers A. Role of monosaccharide transport 
proteins in carbohydrate assimilation, distribution, 
metabolism, and homeostasis. Compr Physiol. 
 2012;2(2):863–914.

 37. Kirk P, Wilson MC, Heddle C, Brown MH, Barclay AN, 
Halestrap AP. CD147 is tightly associated with lactate 
transporters MCT1 and MCT4 and facilitates their cell surface 
expression. EMBO J. 2000;19(15):3896–3904.

 38. Marchiq I, Le Floch R, Roux D, Simon M-P, Pouyssegur J. 
Genetic disruption of lactate/H+ symporters (MCTs) and their 
subunit CD147/BASIGIN sensitizes glycolytic tumor cells to 
phenformin. Cancer Res. 2015;75(1):171–180.

 39. Schneiderhan W, Scheler M, Holzmann K-H, Marx M, 
Gschwend JE, Bucholz M, Gress TM, Seufferlein T, Adler G, 
Oswald F. CD147 silencing inhibits lactate transport and 
reduces malignant potential of pancreatic cancer cells in 
in vivo and in vitro models. Gut. 2009;58(10):1391–1398.

 40. Xu D, Hemler ME. Metabolic activation-related CD147-CD98 
complex. Mol Cell Proteomics. 2005;4(8):1061–1071.

 41. Kaira K, Arakawa K, Shimizu K, Oriuchi N, Nagamori S, 
Kanai Y, Oyama T, Takeyoshi I. Relationship between CD147 
and expression of amino acid transporters (LAT1 and 
ASCT2) in patients with pancreatic cancer. Am J Transl Res. 
2015;7(2):356–363.

 42. Chen C, Hou G, Zeng C, Ren Y, Chen X, Peng C. Metabolomic 
profiling reveals amino acid and carnitine alterations as 
metabolic signatures in psoriasis. Theranostics. 
 2021;11(2):754–767.

 43. Vaz FM, Wanders RJA. Carnitine biosynthesis in mammals. 
Biochem J. 2002;361(Pt 3):417–429.

 44. Rose NR, McDonough MA, King ONF, Kawamura A, 
Schofield CJ. Inhibition of 2-oxoglutarate dependent 
oxygenases. Chem Soc Rev. 2011;40(8):4364–4397.

 45. Flanagan JL, Simmons PA, Vehige J, Willcox MD, Garrett Q. 
Role of carnitine in disease. Nutr Metab (Lond). 2010;7:30.

 46. Shen M, Xiao Y, Jing D, Zhang G, Su J, Lin S, Chen X, Liu H. 
Associations of combined lifestyle and genetic risks with 
incident psoriasis: A prospective cohort study among UK 
biobank participants of European ancestry. J Am Acad 
Dermatol. 2022;87(2):343–350.

 47. Mogilenko DA, Haas JT, L'Homme L, Fleury S, Quemener S, 
Levavasseur M, Becquart C, Wartelle J, Bogomolova A, 
Pineau L, et al. Metabolic and innate immune cues merge 
into a specific inflammatory response via the UPR. Cell. 
2019;177(5):1201–16.e19.

 48. Leman G, Pavel P, Hermann M, Crumrine D, Elias PM, 
Minzaghi D, Goudounèche D, Roshardt Prieto NM, Cavinato M, 
Wanner A, et al. Mitochondrial activity is upregulated in 
nonlesional atopic dermatitis and amenable to therapeutic 
intervention. J Invest Dermatol. 2022;142(10):2623–2634.e12.

 49. Littlewood-Evans A, Sarret S, Apfel V, Loesle P, Dawson J, 
Zhang J, Muller A, Tigani B, Kneuer R, Patel S, et al. GPR91 
senses extracellular succinate released from inflammatory 
macrophages and exacerbates rheumatoid arthritis. J Exp Med. 
2016;213(9):1655–1662.

 50. Liu Z, Gan L, Zhang T, Ren Q, Sun C. Melatonin alleviates 
adipose inflammation through elevating α-ketoglutarate and 
diverting adipose-derived exosomes to macrophages in mice. 
 J Pineal Res. 2018;64(1).

 51. Shrimali NM, Agarwal S, Kaur S, Bhattacharya S, 
Bhattacharyya S, Prchal JT, Guchhait P. α-Ketoglutarate 
inhibits thrombosis and inflammation by prolyl hydroxylase-2 
mediated inactivation of phospho-Akt. EBioMedicine. 
2021;73:Article 103672.

 52. Si X, Jia H, Liu N, Li J, Pan L, Wang J, Wu Z. Alpha-ketoglutarate 
attenuates colitis in mice by increasing lactobacillus abundance 

https://doi.org/10.34133/research.0167


Chen et al. 2023 | https://doi.org/10.34133/research.0167 15

and regulating stem cell proliferation via Wnt-hippo signaling. 
Mol Nutr Food Res. 2022;66(10):Article e2100955.

 53. Dopytalska K, Ciechanowicz P, Wiszniewski K, Szymańska E, 
Walecka I. The role of epigenetic factors in psoriasis. Int J Mol 
Sci. 2021;22(17):Article 9294.

 54. Li H, Yao Q, Mariscal AG, Wu X, Hülse J, Pedersen E, Helin K, 
Waisman A, Vinkel C, Thomsen SF, et al. Epigenetic control of 
IL-23 expression in keratinocytes is important for chronic skin 
inflammation. Nat Commun. 2018;9(1):Article 1420.

 55. Zhang T, Yang L, Ke Y, Lei J, Shen S, Shao S, Zhang C, Zhu Z, 
Dang E, Wang G. EZH2-dependent epigenetic modulation of 
histone H3 lysine-27 contributes to psoriasis by promoting 
keratinocyte proliferation. Cell Death Dis. 2020;11(10):826.

 56. Ovejero-Benito MC, Reolid A, Sánchez-Jiménez P,  
Saiz-Rodríguez M, Muñoz-Aceituno E, Llamas-Velasco M, 
Martín-Vilchez S, Cabaleiro T, Román M, Ochoa D, et al. Histone 
modifications associated with biological drug response in moderate-
to-severe psoriasis. Exp Dermatol. 2018;27(12):1361–1371.

 57. Nicetto D, Zaret KS. Role of H3K9me3 heterochromatin in cell 
identity establishment and maintenance. Curr Opin Genet Dev. 
2019;55:1–10.

 58. Padeken J, Methot SP, Gasser SM. Establishment of H3K9-
methylated heterochromatin and its functions in tissue 
differentiation and maintenance. Nat Rev Mol Cell Biol. 
2022;23(9):623–640.

 59. Lu C, Yang D, Klement JD, Colson YL, Oberlies NH, Pearce CJ, 
Colby AH, Grinstaff MW, Ding H-F, Shi H, et al. G6PD 
functions as a metabolic checkpoint to regulate granzyme B 
expression in tumor-specific cytotoxic T lymphocytes.  
J Immunother Cancer. 2022;10(1):Article e003543.

 60. Lu C, Yang D, Klement JD, Colson YL, Oberlies NH, Pearce CJ, 
Colby AH, Grinstaff MW, Liu Z, Shi H, et al. H3K9me3 
represses G6PD expression to suppress the pentose 
phosphate pathway and ROS production to promote human 
mesothelioma growth. Oncogene. 2022;41(18):2651–2662.

 61. Arts RJW, Carvalho A, La Rocca C, Palma C, Rodrigues F, 
Silvestre R, Kleinnijenhuis J, Lachmandas E, Gonçalves LG, 
Belinha A, et al. Immunometabolic pathways in BCG-induced 
trained immunity. Cell Rep. 2016;17(10):2562–2571.

 62. Takada I. DGCR14 induces Il17a gene expression through the 
RORγ/BAZ1B/RSKS2 complex. Mol Cell Biol.2015;35(2):344–355.

 63. Das ND, Choi MR, Jung KH, Park JH, Lee HT, Das A, Kim SH, 
Chai YG. Functional analysis of histone demethylase Jmjd2b 
on lipopolysaccharide-treated murine neural stem cells 
(NSCs). Neurotox Res. 2013;23(2):154–165.

 64. Li M-F, Zhang R, Li T-T, Chen M-Y, Li L-X, Lu J-X, Jia W-P. 
High glucose increases the expression of inflammatory 
cytokine genes in macrophages through H3K9 
methyltransferase mechanism. J Interferon Cytokine Res. 
 2016;36(1):48–61.

 65. Schliehe C, Flynn EK, Vilagos B, Richson U, Swaminanthan S,  
Bosnjak B, Bauer L, Kandasamy RK, Griesshammer IM, Kosack L, 
 et al. The methyltransferase Setdb2 mediates virus-induced 
susceptibility to bacterial superinfection. Nat Immunol. 
2015;16(1):67–74.

 66. Zhang X, Guo Y, Xiao T, Li J, Guo A, Lei L, Jin C, Long Q, 
Su J, Yin M, et al. CD147 mediates epidermal malignant 
transformation through the RSK2/AP-1 pathway. J Exp Clin 
Cancer Res. 2022;41(1):246.

 67. Hosiawa KA, Wang H, DeVries ME, Garcia B, Liu W, Zhou D, 
Akram A, Jiang J, Sun H, Cameron MJ, et al. CD80/CD86 
costimulation regulates acute vascular rejection. J Immunol. 
2005;175(9):6197–6204.

 68. Ren Y, Yu G, Shi C, Liu L, Guo Q, Han C, Zhang D, 
Zhang L, Liu B, Gao H, et al. Majorbio Cloud: A one-stop, 
comprehensive bioinformatic platform for multiomics 
analyses. iMeta Sci. 2022;1(2):Article e12.

 69. Guo X, Chen F, Gao F, Li L, Liu K, You L, Hua C, Yang F, Liu W, 
Peng C, et al. CNSA: A data repository for archiving omics 
data. Database (Oxford). 2020;2020:Article baaa055.

https://doi.org/10.34133/research.0167

	CD147 Facilitates the Pathogenesis of Psoriasis through Glycolysis and H3K9me3 Modification in Keratinocytes
	Introduction
	Results
	Epidermal knockout of CD147 markedly attenuated IMQ-induced psoriasis-like dermatitis
	Epidermal deletion of CD147 abrogated glucose uptake and glycolytic capacity in IMQ-induced psoriatic dermatitis
	CD147 played a critical role in the switch from OXPHOS to glycolysis in KCs
	Epidermal CD147 facilitated glucose uptake through Glut1 in KCs
	Epidermal depletion of CD147 enhanced carnitine metabolism through a combination of metabolomics and transcriptomics analysis in KCs
	CD147 regulated BBOX1 expression through H3K9me3 in KCs

	Discussion
	Materials and Methods
	Study design
	Human skin samples
	Mice and treatments
	Primary KC culture
	Tissue processing and flow cytometry
	IMQ-induced mice models and micro-PET/CT
	Glucose uptake and lactate production assay
	Seahorse analytics
	Untargeted metabolomics
	Acyl-carnitine quantification
	Co-immunoprecipitation
	α-KG level and γ-BBD activity evaluation
	ChIP assay
	Protein preparation and immunoblotting
	qRT-PCR
	RNA-Seq
	Statistical analysis

	Acknowledgments
	Data Availability
	Supplementary Materials
	References


