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Abstract

Gap junctions are essential for intercellular crosstalk in blood and lymphatic vasculature. 
These clusters of intercellular channels ensure direct communication among endothelial 
cells and between endothelial and smooth muscle cells, and the synchronization of their 
behavior along the vascular tree. Gap junction channels are formed by connexins; six 
connexins form a connexon or hemichannel and the docking of two connexons result in a 
full gap junction channel allowing for the exchange of ions and small metabolites between 
neighboring cells. Recent evidence indicates that the intracellular domains of connexins 
may also function as an interaction platform (interactome) for other proteins, thereby 
regulating their function. Interestingly, fragments of Cx proteins generated by alternative 
internal translation were recently described, although their functions in the vascular wall 
remain to be uncovered. Variations in connexin expression are observed along different 
types of blood and lymphatic vessels; the most commonly found endothelial connexins are 
Cx37, Cx40, Cx43 and Cx47. Physiological studies on connexin-knockout mice demonstrated 
the essential roles of these channel-forming proteins in the coordination of vasomotor 
activity, endothelial permeability and inflammation, angiogenesis and in the maintenance 
of fluid balance in the body.

Introduction

Intercellular communication is important for vascular 
function and homeostasis. Connexins (Cxs) play an 
essential role in this crosstalk. Cxs are ubiquitous 
transmembrane proteins, which have the ability to form 
hemichannels at the plasma membrane and intercellular 
channels called gap junctions (GJs) connecting the 
cytoplasms of two neighboring cells (Fig. 1). Cxs are 
expressed in virtually all tissues and cell types (1, 2), 
including endothelial cells (ECs) and smooth muscle cells 
(SMCs) of blood and lymphatic vessels (3).

Twenty-one different Cx genes have been described 
in the human genome and 20 genes in the murine 
genome, encoding for Cx proteins with a molecular 
weight between 20 and 62 kDa. All Cxs share the same 
protein topology with four transmembrane domains 

(TM1-4), two extracellular loops (EL1-2), a cytoplasmic 
loop (CL) and N- and C-terminal domains (NT and CT). 
Cxs are synthesized in the endoplasmic reticulum (ER) 
and oligomerize in hexameric connexons in the ER/
Golgi or trans-Golgi network (1). Then, connexons travel 
by vesicular carriers along microtubules to the plasma 
membrane, where these hemichannels have a finite, very 
low, open probability under physiological conditions. 
The open probability of hemichannels is increased in 
response to specific (often pathological) stimuli, providing 
a pathway for transmembrane signaling (Fig. 1). When 
plasma membranes of two cells are in close proximity, 
connexons from one cell can dock with their equivalents 
in the adjacent cell to form GJ channels that enable a direct 
exchange of ions and metabolites between cells (Fig. 1).  
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In addition to their roles in GJs and hemichannels, 
emerging data points to channel-independent roles for 
Cx in tissue homeostasis and disease. Such non-canonical 
functions are best described for Cx43 and include, for 
instance, the regulation of gene transcription through 
transcription factor hijacking, or acting as a scaffolding 
protein to regulate the dynamics of other proteins at the 
cell membrane (2, 4). In this context, the recent discovery 
of Cx43 fragments generated by internal (alternative) 
translation is of particular interest (4). Finally, mutations 
or polymorphisms in Cx genes have been associated with 
various cardiovascular diseases such as atrial fibrillation, 
hypertension, atherosclerosis, thrombosis and lymphedema 
(5). In this brief review, we will focus on the physiological 
role of Cxs in cell-cell communication in the vasculature, 
with particular attention for EC-EC and EC-SMC crosstalk.

Cx expression in various regions of the 
vascular tree

In the vascular wall of blood vessels, four Cxs have been 
found in ECs and SMCs, specifically Cx37, Cx40, Cx43 
and Cx45. The size and abundance of GJs as well as the 
expression patterns of individual Cxs has been shown to 
vary in different regions of the vascular tree and with the 
progression of disease states such as atherosclerosis and 
hypertension.

Large elastic arteries such as the aorta distribute the 
blood from the heart into the arterial system and dampen 
the pulsatile pressure that results from the intermittent 
ejection of blood from the left ventricle. Large muscular 
arteries subsequently distribute the blood flow to specific 
territories or organs. Although large distributing arteries 

Figure 1
Synthesis and trafficking of Cxs. After translation, Cxs are inserted in the endoplasmic reticulum (ER) and then assemble into hexameric connexons in the 
ER or Golgi apparatus. Connexons travel across microtubules to the cell surface where these hemichannels remain closed or may be opened in response 
to pathological stimuli. Connexons from adjacent cells pair to form GJ channels allowing the direct exchange of ion or metabolites between both cells. 
Alternative internal translation of the GJA1 gene transcript (encoding for Cx43) produces a 20 kDa fragment representing the C-terminal 169 amino acids 
of the protein. GJA1-20 kDa has been shown to stabilize actin filaments to guide full-length Cx43 delivery to the plasma membrane, to facilitate 
microtubule-based mitochondrial transport, and it has been shown to translocate to the nucleus of cells.
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are capable of constricting and dilating, they have no 
significant role in the regulation of blood flow to organs 
or blood pressure under physiological conditions. Cx 
expression has been mostly studied in such arteries in the 
context of atherosclerosis, a slowly progressing disease 
with chronic inflammation and lipid accumulation in 
the wall of large- and medium-sized arteries at sites of 
blood flow disturbance. In general, Cx37 and Cx40 are 
abundantly expressed in ECs of large arteries, whereas 
Cx43 and Cx45 are found in their SMCs (2, 3). Detailed 
en face immunofluorescence studies revealed that Cx37 
and Cx40 are highly expressed in ECs of straight parts of 
arteries that are exposed to high laminar shear stress and 
that these Cxs are downregulated in ECs at arterial branch 
points or bifurcations subjected to a disturbed blood flow 
(6, 7, 8). In contrast, the expression of Cx43 is induced 
in ECs exposed to disturbed flow (3, 7), as illustrated in 
Fig. 2 for the carotid bifurcation. Although intercellular 
transfer of Lucifer Yellow has been demonstrated between 
ECs in large arteries (9), much of the Cx43 expressed in 
ECs exposed to disturbed flow is not located at sites of 
cell-cell contact (Fig. 2), suggesting that it may fulfill a 
non-canonical function at these sites. There is increasing 
evidence supporting GJ-independent functions of Cx43 
that only require the expression of Cx43-CT fragments (2, 
10). For instance, Cx43-CT has been shown to regulate 
cytoskeletal conformation, proliferation, migration and 
differentiation in a variety of cells. In vivo, Cx43-CT 
mediates neuroprotection during stroke (11). Although 
20 kDa immunoreactive bands have long been detected 
in Western blots of cell lysates of various origin, only 
recently was compelling evidence provided that internal 
translation of the GJA1 gene transcript (encoding for Cx43) 
produces a 20 kDa fragment, thus allowing for increased 
protein diversity from a single mRNA transcript (12, 13). 
This GJA1-20k fragment (representing the C-terminal 169 
amino acids of the protein) has been shown to stabilize 
actin filaments to guide full-length Cx43 delivery to 
cardiac intercalated discs (14), to facilitate microtubule-
based mitochondrial transport during cellular stress (15) 

and to restrict gap junction formation during epithelial/
mesenchymal transition (16). Whether the GJA1-20k 
isoform exists in ECs and whether it may fulfill comparable 
roles in ECs exposed to disturbed shear stress is presently 
unknown. Although it is certainly tempting to follow-up 
on such new hypotheses, it should still be kept in mind 
that dye transfer varied between straight parts and branch 
points of arteries, indicating not only functionality but 
also specificity of GJ intercellular communication (GJIC) 
in these arterial regions (8).

Small muscular arteries and arterioles regulate arterial 
blood pressure and blood flow within organs. They can 
actively alter their vessel diameter in response to autonomic 
(sympathetic) nerve activity, circulating hormones  
(e.g. catecholamines, angiotensin II) or metabolites 
produced by the tissues surrounding the vessel or by 
the vascular endothelium itself (e.g. adenosine, K+, nitric 
oxide (NO)). Myoendothelial gap junctions (MEJs) play an 
important role in the intercellular passage of EC-generated 
vasodilating signals. Although some differences in 
arteriolar Cx expression have been described depending 
on the vascular bed and the species studied, in general 
Cx40, Cx37 and Cx43 are found between ECs, Cx43 and 
Cx45 (and sometimes Cx40 or Cx37) between SMCs, and 
Cx43 and Cx40 or Cx37 likely form MEJs (17, 18).

In capillaries, the primary exchange vessels within 
the body, Cx37 and Cx43 are typically present between 
ECs. Finally, Cx43 and Cx37 have been identified in 
ECs of (non-valved) veins (19). Interestingly, ECs on 
venous valves show a particular Cx expression pattern 
with Cx43 at upstream sides, Cx37 at downstream sides 
and Cx47 being restricted to a specific subset of cells 
composing the valves (20, 21). A similar valve side-
specific expression pattern has been observed for Cxs in 
ECs covering lymphatic valves (22, 23). Lymphatic SMCs 
express Cx45 (24).

The endothelium is the unique interface between 
vascular lumen and the rest of the vessel wall. In addition 
to its role as a physical barrier, it is a major actor in 
vascular homeostasis. As already briefly mentioned above,  

Figure 2
Endothelial Cx43 expression is increased in 
arterial regions exposed to disturbed flow. (A) 
Schematic representation of arterial regions 
exposed to unidirectional and disturbed flow. (B) 
En face immunostainings of Cx43 (in green) in 
mouse arterial endothelium of the common 
carotid artery (b) and at the carotid bifurcation 
(C). Nuclei are stained with DAPI (in blue). Scare 
bar represents 30 µm.
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physical (shear stress due to blood flow) or molecular 
stimuli (neurotransmitters, circulating hormones, 
metabolites) from the blood or in the surrounding tissues 
will induce secretion of products from ECs that modulate 
vascular tone, leukocyte adhesion or angiogenesis, for 
example. Cxs are involved in these processes by allowing 
GJIC and thus coordinated signal spread through the 
vessel wall as well as by regulating other signaling 
pathways through the Cx interactome. Additionally, Cx 
fragments derived from alternative (internal) translation 
may also participate in this process.

Coordination of vasomotor reactivity by GJs

The endothelium plays an important role in the 
control of vascular tone by Ca2+-dependent production 
of vasodilatory signals such as nitric oxide (NO) and 
prostaglandins. GJs have appeared to be a key pathway 
to control blood flow distribution by resistance arteries 
by permitting radial (EC-SMC) and longitudinal  
(along the vessel length) conduction of vasomotor 
signals (25, 26, 27).

Although the internal elastic lamina mostly separates 
ECs and SMCs, these cells reach each other at discrete 
points of contact, called MEJs, which constitute highly 
specialized subcellular signaling domains. GJs located 
at MEJs critically regulate vasomotor responses through 
the radial transmission of current, Ca2+ and small 
signaling molecules like inositol triphosphate (IP3). In 
fact, a prominent component of endothelium-derived 
hyperpolarizing factor (EDHF) signaling is now thought 
to result from direct electrotonic transmission of a 
hyperpolarizing current initiated by endothelial Ca2+-
activated K+ channels via MEJs. In agreement, EDHF 
vasodilatory signaling is attenuated by Cx-mimetic 
blocking peptides directed against Cx43, Cx40 or Cx37 
(28). Furthermore, EC-specific deletion of Cx40 also 
reduces signaling via the EDHF pathway (29). Although NO 
may freely diffuse across cell membranes, GJ-mediated NO 
signaling at MEJs appeared to play a role in acetylcholine 
(ACh)-induced NO-dependent vasodilation in resistance 
arteries (30). The Cx involved in the radial transfer of 
vasodilatory signal remains however to be identified.

Longitudinal conduction of vasomotor signals 
contributes to the coordinated response and integrated 
function within an arteriolar network or between arterioles 
and feeding arteries. Conducted vasomotor responses are 
thought to result from the electrotonic spread of changes 
in membrane potential through GJs from the site of origin 

along the vessel length to upstream or downstream vessel 
segments. The contribution of each endothelial Cx to the 
conduction of vasomotor responses is not yet completely 
resolved. However, Cx40−/− mice show an irregular 
arteriolar vasomotion and a reduced spread of ACh-
induced or bradykinin-induced vasodilatory responses 
into feeding arteries (31, 32, 33). Reduced propagation 
of vasodilatory responses was also observed in mice with 
EC-specific deletion of Cx40, certifying the involvement 
of endothelial Cxs in the longitudinal conduction of 
these responses. Finally, Cx40 deficiency in mouse 
endothelium is accompanied by a reduction in Cx37 
expression (34, 35); however, the conducted vasodilatory 
response is intact in Cx37−/− mice (31, 33), thus further 
attesting to the crucial role of endothelial Cx40 in this  
physiological process.

Involvement of Cxs in endothelial 
permeability and inflammation

Disruption of the endothelial barrier function resulting 
in increased vascular permeability is a key event in 
pathological conditions associated with edema and 
inflammation. Although the endothelial barrier is 
principally regulated by tight junctions (TJs) sealing the 
intercellular space and adherens junctions (AJs) providing 
mechanical anchorage (36), recent evidence suggests that 
GJs and/or Cxs may play a role in the regulation of the 
endothelial barrier function as well (37).

Cx40 is abundantly expressed in the lung 
vasculature and has been demonstrated to play critical 
roles in endothelial homeostasis and the regulation 
of endothelial barrier function, albeit with different 
effects on inflammation and edema (34, 38). On the 
one hand, lung edema and injury were attenuated in 
Cx40−/− mice after induction of acute lung injury (ALI) 
by acid or lipopolysaccharides (LPS) instillation. In fact, 
Cx40 appeared to play a role in the regulation of Rho-
associated protein kinase 1 (ROCK1) and myosin light 
chain 20 (MLC20), a pathway that contributes critically to 
lung endothelial permeability (38). On the other hand, 
endothelial-specific ablation of Cx40-mediated GJIC 
enhanced neutrophil recruitment in a murine model 
of ALI by perturbing the propagation of adenosine-
evoked anti-inflammatory signals between ECs (34). This 
mechanism seems to regulate neutrophil recruitment in 
cardiac ischemia/reperfusion injury (39) and monocyte 
recruitment in the context of atherosclerosis as well (34). 
Interestingly, another endothelial GJ protein, namely 
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Cx43, seems to regulate the spread on pro-inflammatory 
signals in the lung capillary bed (40). Indeed, endothelial 
Cx43 mediates acid-induced increases in pulmonary 
microvascular permeability (40) and it modulates 
neutrophil recruitment to the lung after LPS instillation 
(41). Furthermore, it has been suggested that osteopontin 
(OPN) participates in the regulation of vascular permeability 
by Cx43 after sepsis (42). The authors described that 
Cx43 upregulates OPN via the transcription factor 4 (Tcf-
4)/β-catenin transcription pathway. OPN subsequently 
increases vascular permeability by downregulating the 
expression of the TJ proteins zonula occludens-1 (ZO-1) 
and claudin-5 (42). In addition, inhibition of endothelial 
Cx43 has been shown to blunt vascular hyperpermeability 
during recovery from lung injury via effects on the 
expression of the AJ protein VE cadherin (43). Whether 
Cx43 also acts as a critical regulator of TJ or AJ proteins 
in arteries or in other microvascular beds remains to 
be investigated. Of particular interest in this context is 
a recent study demonstrating that Cx43 gap junctions 
contribute to brain endothelial barrier hyperpermeability 
in familial cerebral cavernous malformations type III 
(fCCM3) by modulating the structure of TJs (44).

Cytokine-induced opening of Cx43 hemichannels 
has been implicated in multiple inflammatory diseases 
(45). Mechanistically, hemichannels appeared to regulate 
the amplification and perpetuation of inflammation 
by mediating an ATP autocrine feedback loop in the 
inflammasome/inflammation cycle (46). In consequence, 
targeting Cx43 hemichannels may offer an attractive 
therapeutic strategy for acute and chronic inflammatory 
diseases, and a variety of Cx43-based channel blockers 
have been developed in recent years. Unfortunately, 
most of these blockers display either poor Cx isoform 
specificity or they inhibit GJ channels and hemichannels 
at the same time (2). More promising specific Cx43 
hemichannel blockers include the peptide Gap19 (47) 
and Peptide5 (48). However, the increased expression 
and cytokine-induced opening of Pannexin1 channels, 
a distinct family of ATP release channels (49), during 
inflammation closely resembles the ones of Cx43 
hemichannels (45). Future research should aim to better 
discriminate between the functions of these protein 
families in inflammatory disease.

Connexins in angiogenesis

Angiogenesis is a primordial process for remediating local 
hypoxia during wound healing or tissue regeneration. 

During angiogenesis, new capillaries sprout from pre-
existing blood vessels to expand the vascular plexus. 
The primary stimuli are a lack of oxygen and nutrients 
in the surrounding tissues, which induce the production 
of proangiogenic factors, such as vascular endothelial 
growth factor (VEGF) and fibroblast growth factor (FGF), 
by non-vascular cells. This will activate the normally 
quiescent ECs to start proliferating and migrating (50). 
The implication of GJs in the proliferation of tumor cells 
in cancer has been intensely studied in the past 50 years 
(51); however, much less is known about the role of Cxs 
in postnatal angiogenesis. Knockdown of endothelial 
Cx43, Cx40 or Cx37 in 3D Matrigel in vitro angiogenesis 
assays induces a pronounced effect on capillary network 
formation with a reduced number of branches and 
branches to capillary–length ratio (52). Adult Cx37−/− 
mice show improved recovery of hindlimb ischemia, 
likely due to a growth-suppressive action of Cx37 in 
ECs, and thereby limiting angiogenic and arteriogenic 
responses to ischemic injury in the adult animals (53, 54). 
Interestingly, Cx37 appeared critical in the formation of 
vascular networks as a component of a mechano-chemical 
pathway in which arterial shear stress activates a NOTCH-
Cx37-CDKN1B signaling axis that promotes EC cycle arrest 
and enables arterial specification (55). Targeting Cx40 in 
vivo reduces angiogenesis in the developing mouse retina 
(56) and inhibits tumor growth by reducing angiogenesis 
(57). In an unbiased transcriptomics approach, cell cycle 
progression was identified as an important downstream 
target of Cx40 under arterial level of wall shear stress 
(58), illustrating that the regulation of proliferation by 
Cx40 may well extend beyond capillary ECs. Moreover, 
zebrafish embryos knockout for the Cx40 orthologues 
Cx41.8 and Cx45.6 displayed faster intersegmental vessel 
growth and branching into the dorsal longitudinal 
anastomotic vessels, an effect that was associated with 
increased EC proliferation (58). This suggests that the close 
relation between Cx40 and EC proliferation in sprouting 
angiogenesis is probably well conserved during evolution.

Connexins in lymphatic edema

Lymphedema is a condition with localized extracellular 
fluid retention and tissue swelling due to a compromised 
lymphatic system. Lymphedema may be acquired after 
cancer treatment or parasitic infections for example 
(secondary lymphedema), but it may also be caused 
by gene mutations (primary lymphedema). Mutations 
in Cx47 (GJC2), Cx43 (GJA1) and more recently Cx37 
(GJA4) genes cause human lymphedema (5, 59, 60). 
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Cx37, Cx43 and Cx47 are all expressed in lymphatic 
ECs (22, 23). Cx37−/− mice show perturbed lymphatic 
valve formation resulting in virtual absence of valves 
and significant lymphedema in adults (22, 23). Mice 
with a lymphatic EC-specific ablation of Cx43 show a 
delayed initiation, reduced frequency and incomplete 
maturation of lymphatic valves and altered lymphatic 
capillary patterning, resulting in leaky valves, insufficient 
lymphatic transport and a high incidence of lethal 
chylothorax, a milky effusion around the heart and lungs, 
in the first 6 months of life (61). Although mutations in 
the GJC2 gene predispose for human lymphedema, Cx47 
expression is only sporadically detected in lymphatic ECs 
of the embryonic and adult mouse (22, 62). Moreover, 
Cx47 deficiency did not affect lymphatic contractility 
or morphology nor interstitial fluid drainage in adult 
mice (62). It has recently been reported that human 
venous valve disease may be caused by mutations in the 
GJC2 gene. Patients with such mutation show reduced 
number and length of venous valves (20). Interestingly, 
Cx47−/− mice display disrupted organization and reduced 
proliferation of venous valve-forming ECs, which may 
underlie the venous valve defects seen in patients with 
GJC2 mutations (20). Comparable changes in venous 
valve-forming ECs were observed in Cx37−/− and Cx43−/− 
mouse embryos, suggesting that it might be relevant to 
search for mutations in GJA4 and GJA1 genes in venous 
valve disease patients.

Conclusions

Research on Cx-deficient mice in the past two decades 
has demonstrated an essential role for these proteins in 
vascular pathophysiology. As described in the previous 
sections, coordination of vasomotor activity, endothelial 
permeability and inflammation, angiogenesis and the 
maintenance of fluid balance in the body critically depend 
on the presence of Cxs, either in GJs or as connexons 
at the cell membrane. Future challenges now include 
the development of specific Cx-targeting therapies for 
treatment of cardiovascular disease. Major obstacles that 
are currently encountered are the specificity of small 
molecules, peptides or antibodies for individual Cxs or for 
GJ- vs hemi-channels.

It is becoming increasingly clear that Cxs regulate 
vascular pathophysiology not only through their 
channel-forming abilities, but can also control vascular 
function through their interaction with other proteins. 
In the endothelium, Cx37 binds to the endothelial nitric 

oxide synthase (eNOS) and the interaction between these 
proteins seems to affect both Cx37 channel gating as well 
as eNOS enzymatic activity (63). Moreover, Cx40 has been 
shown to interact with IκBα. Their binding dampens NFκB 
nuclear translocation and, in consequence, endothelial 
activation (6). Many more players of the endothelial Cx 
interactome remain to be identified in the years to come. 
Finally, naturally occurring C-terminal isoforms generated 
via alternative internal translation of Cx43 have recently 
been discovered and regulate critical aspects of cardiac 
physiology (14). The function of this Cx43-20k isoform 
has not yet been explored in the context of vascular 
physiology and disease and leaves the research field with 
much new and exciting work ahead.

Declaration of interest
The authors declare that there is no conflict of interest that could be 
perceived as prejudicing the impartiality of this review.

Funding
The research of B R K is supported by the Swiss National Science Foundation 
(grant numbers 310030_182573 and 310030E_176050).

Acknowledgements
 apologize to all colleagues whose work could not be cited due to space 
limitations.

References
 1 Laird DW & Lampe PD. Therapeutic strategies targeting connexins. 

Nature Reviews: Drug Discovery 2018 17 905–921. (https://doi.
org/10.1038/nrd.2018.138)

 2 Leybaert L, Lampe PD, Dhein S, Kwak BR, Ferdinandy P, 
Beyer EC, Laird DW, Naus CC, Green CR & Schulz R. Connexins 
in cardiovascular and neurovascular health and disease: 
pharmacological implications. Pharmacological Reviews 2017 69 
396–478. (https://doi.org/10.1124/pr.115.012062)

 3 Molica F, Figueroa XF, Kwak BR, Isakson BE & Gibbins JM. Connexins 
and pannexins in vascular function and disease. International Journal 
of Molecular Sciences 2018 19 E1663. (https://doi.org/10.3390/
ijms19061663)

 4 Martins-Marques T, Ribeiro-Rodrigues T, Batista-Almeida D, Aasen T, 
Kwak BR & Girao H. Biological functions of connexin43 beyond 
intercellular communication. Trends in Cell Biology 2019 29 835–847. 
(https://doi.org/10.1016/j.tcb.2019.07.001)

 5 Molica F, Meens MJP, Morel S & Kwak BR. Mutations in 
cardiovascular connexin genes. Biology of the Cell 2014 106 269–293. 
(https://doi.org/10.1111/boc.201400038)

 6 Denis JF, Scheckenbach KEL, Pfenniger A, Meens MJ, Krams R, 
Miquerol L, Taffet S, Chanson M, Delmar M & Kwak BR. Connexin40 
controls endothelial activation by dampening NFκB activation. 
Oncotarget 2017 8 50972–50986. (https://doi.org/10.18632/
oncotarget.16438)

 7 Gabriels JE & Paul DL. Connexin43 is highly localized to sites 
of disturbed flow in rat aortic endothelium but connexin37 and 

This work is licensed under a Creative Commons 
Attribution-NonCommercial-NoDerivatives 4.0 
International License.

https://doi.org/10.1530/VB-19-0015

Downloaded from Bioscientifica.com at 05/24/2023 12:48:55AM
via free access

https://doi.org/10.1038/nrd.2018.138
https://doi.org/10.1038/nrd.2018.138
https://doi.org/10.1124/pr.115.012062
https://doi.org/10.3390/ijms19061663
https://doi.org/10.3390/ijms19061663
https://doi.org/10.1016/j.tcb.2019.07.001
https://doi.org/10.1111/boc.201400038
https://doi.org/10.18632/oncotarget.16438
https://doi.org/10.18632/oncotarget.16438
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1530/VB-19-0015


A Hautefort et al. Connexins in the endothelium H1231:1

connexin40 are more uniformly distributed. Circulation Research 1998 
83 636–643. (https://doi.org/10.1161/01.res.83.6.636)

 8 Pfenniger A, Wong C, Sutter E, Cuhlmann S, Dunoyer-Geindre S, 
Mach F, Horrevoets AJ, Evans PC, Krams R & Kwak BR. Shear stress 
modulates the expression of the atheroprotective protein Cx37 in 
endothelial cells. Journal of Molecular and Cellular Cardiology 2012 53 
299–309. (https://doi.org/10.1016/j.yjmcc.2012.05.011)

 9 Simon AM & McWhorter AR. Decreased intercellular dye-transfer 
and downregulation of non-ablated connexins in aortic endothelium 
deficient in connexin37 or connexin40. Journal of Cell Science 2003 
116 2223–2236. (https://doi.org/10.1242/jcs.00429)

 10 Leithe E, Mesnil M & Aasen T. The connexin 43 C-terminus: a tail of 
many tales. Biochimica et Biophysica Acta: Biomembranes 2018 1860 
48–64. (https://doi.org/10.1016/j.bbamem.2017.05.008)

 11 Kozoriz MG, Bechberger JF, Bechberger GR, Suen MWH, Moreno AP, 
Maass K, Willecke K & Naus CC. The connexin43 C-terminal region 
mediates neuroprotection during stroke. Journal of Neuropathology and 
Experimental Neurology 2010 69 196–206. (https://doi.org/10.1097/
NEN.0b013e3181cd44df)

 12 Salat-Canela C, Sesé M, Peula C, Cajal S & Aasen T. Internal 
translation of the connexin 43 transcript. Cell Communication and 
Signaling 2014 12 31. (https://doi.org/10.1186/1478-811X-12-31)

 13 Smyth JW & Shaw RM. Autoregulation of connexin43 gap junction 
formation by internally translated isoforms. Cell Reports 2013 5 
611–618. (https://doi.org/10.1016/j.celrep.2013.10.009)

 14 Basheer WA, Xiao S, Epifantseva I, Fu Y, Kleber AG, Hong T & 
Shaw RM. GJA1-20k arranges actin to guide Cx43 delivery to cardiac 
intercalated discs. Circulation Research 2017 121 1069–1080. (https://
doi.org/10.1161/CIRCRESAHA.117.311955)

 15 Fu Y, Zhang SS, Xiao S, Basheer WA, Baum R, Epifantseva I, Hong T & 
Shaw RM. Cx43 isoform GJA1-20k promotes microtubule dependent 
mitochondrial transport. Frontiers in Physiology 2017 8 905. (https://
doi.org/10.3389/fphys.2017.00905)

 16 James CC, Zeitz MJ, Calhoun PJ, Lamouille S & Smyth JW. Altered 
translation initiation of Gja1 limits gap junction formation during 
epithelial-mesenchymal transition. Molecular Biology of the Cell 2018 
29 797–808. (https://doi.org/10.1091/mbc.E17-06-0406)

 17 Looft-Wilson RC, Billaud M, Johnstone SR, Straub AC & Isakson BE. 
Interaction between nitric oxide signaling and gap junctions: effects 
on vascular function. Biochimica et Biophysica Acta 2012 1818 
1895–1902. (https://doi.org/10.1016/j.bbamem.2011.07.031)

 18 de Wit C & Griffith TM. Connexins and gap junctions in the EDHF 
phenomenon and conducted vasomotor responses. Pflugers Archiv 
2010 459 897–914. (https://doi.org/10.1007/s00424-010-0830-4)

 19 Chang CJ, Wu LS, Hsu LA, Chang GJ, Chen CF, Yeh HI & Ko YS. 
Differential endothelial gap junction expression in venous vessels 
exposed to different hemodynamics. Journal of Histochemistry 
and Cytochemistry 2010 58 1083–1092. (https://doi.org/10.1369/
jhc.2010.956425)

 20 Lyons O, Saha P, Seet C, Kuchta A, Arnold A, Grover S, Rashbrook V, 
Sabine A, Vizcay-Barrena G, Patel A, et al. Human venous valve disease 
caused by mutations in FOXC2 and GJC2. Journal of Experimental 
Medicine 2017 241 2437–2452. (https://doi.org/10.1084/jem.20160875)

 21 Munger SJ, Geng X, Srinivasan RS, Witte MH, Paul DL & Simon AM. 
Segregated Foxc2, NFATc1 and connexin expression at normal 
developing venous valves, and connexin-specific differences in 
the valve phenotypes of Cx37, Cx43, and Cx47 knockout mice. 
Developmental Biology 2016 412 173–190. (https://doi.org/10.1016/j.
ydbio.2016.02.033)

 22 Kanady JD, Dellinger MT, Munger SJ, Witte MH & Simon AM. 
Connexin37 and connexin43 deficiencies in mice disrupt lymphatic 
valve development and result in lymphatic disorders including 
lymphedema and chylothorax. Developmental Biology 2011 354 
253–266. (https://doi.org/10.1016/j.ydbio.2011.04.004)

 23 Sabine A, Agalarov Y, Maby-El Hajjami H, Jaquet M, Hagerling R, 
Pollmann C, Bebber D, Pfenniger A, Miura N, Dormond O, et al. 

Mechanotransduction, PROX1, and FOXC2 cooperate to control 
connexin37 and calcineurin during lymphatic-valve formation. 
Developmental Cell 2012 22 430–445. (https://doi.org/10.1016/j.
devcel.2011.12.020)

 24 Castorena-Gonzalez JA, Zawieja SD, Li M, Srinivasan RS, 
Simon AM, Wit C, De la Torre R, Martinez-Lemus LA, Hennig GW 
& Davis MJ. Mechanisms of connexin-related lymphedema. 
Circulation Research 2018 123 964–985. (https://doi.org/10.1161/
CIRCRESAHA.117.312576)

 25 Segal SS. Regulation of blood flow in the microcirculation. 
Microcirculation 2005 12 33–45. (https://doi.
org/10.1080/10739680590895028)

 26 Schmidt VJ, Wölfle SE, Boettcher M & de Wit C. Gap junctions 
synchronize vascular tone within the microcirculation. 
Pharmacological Reports 2008 60 68–74.

 27 Figueroa XF & Duling BR. Gap junctions in the control of vascular 
function. Antioxidants and Redox Signaling 2009 11 251–266. (https://
doi.org/10.1089/ars.2008.2117)

 28 Matchkov VV, Rahman A, Bakker LM, Griffith TM, Nilsson H & 
Aalkjaer C. Analysis of effects of connexin-mimetic peptides in 
rat mesenteric small arteries. American Journal of Physiology: Heart 
and Circulatory Physiology 2006 291 H357–H367. (https://doi.
org/10.1152/ajpheart.00681.2005)

 29 Boettcher M & de Wit C. Distinct endothelium-derived 
hyperpolarizing factors emerge in vitro and in vivo and are 
mediated in part via connexin 40-dependent myoendothelial 
coupling. Hypertension 2011 57 802–808. (https://doi.org/10.1161/
HYPERTENSIONAHA.110.165894)

 30 Figueroa XF, Lillo MA, Gaete PS, Riquelme MA & Saez JC. Diffusion 
of nitric oxide across cell membranes of the vascular wall requires 
specific connexin-based channels. Neuropharmacology 2013 75 
471–478. (https://doi.org/10.1016/j.neuropharm.2013.02.022)

 31 Figueroa XF & Duling BR. Dissection of two Cx37-independent 
conducted vasodilator mechanisms by deletion of Cx40: electrotonic 
versus regenerative conduction. American Journal of Physiology: Heart 
and Circulatory Physiology 2008 295 H2001–H2007. (https://doi.
org/10.1152/ajpheart.00063.2008)

 32 de Wit C, Roos F, Bolz SS, Kirchhoff S, Krüger O, Willecke K & 
Pohl U. Impaired conduction of vasodilation along arterioles in 
connexin40-deficient mice. Circulation Research 2000 86 649–655. 
(https://doi.org/10.1161/01.res.86.6.649)

 33 Jobs A, Schmidt K, Schmidt VJ, Lübkemeier I, Van Veen TAB, Kurtz A, 
Willecke K & De Wit C. Defective Cx40 maintains Cx37 expression 
but intact Cx40 is crucial for conducted dilations irrespective 
of hypertension. Hypertension 2012 60 1422–1429. (https://doi.
org/10.1161/HYPERTENSIONAHA.112.201194)

 34 Chadjichristos CE, Scheckenbach KE, van Veen TA, Richani 
Sarieddine MZ, de Wit C, Yang Z, Roth I, Bacchetta M, 
Viswambharan H, Foglia B, et al. Endothelial-specific deletion of 
connexin40 promotes atherosclerosis by increasing CD73-dependent 
leukocyte adhesion. Circulation 2010 121 123–131. (https://doi.
org/10.1161/CIRCULATIONAHA.109.867176)

 35 Meens MJ, Alonso F, Le Gal L, Kwak BR & Haefliger JA. Endothelial 
connexin37 and connexin40 participate in basal but not agonist-
induced NO release. Cell Communication and Signaling 2015 13 34. 
(https://doi.org/10.1186/s12964-015-0110-1)

 36 Chistiakov DA, Orekhov AN & Bobryshev YV. Endothelial barrier 
and its abnormalities in cardiovascular disease. Frontiers in Physiology 
2015 6 365. (https://doi.org/10.3389/fphys.2015.00365)

 37 Soon ASC, Chua JW & Becker DL. Connexins in endothelial 
barrier function – novel therapeutic targets countering vascular 
hyperpermeability. Thrombosis and Haemostasis 2016 116 852–867. 
(https://doi.org/10.1160/TH16-03-0210)

 38 Yin J, Lv L, Zhai P, Long T, Zhou Q, Pan H, Botwe G, Wang L, 
Wang Q, Tan L, et al. Connexin 40 regulates lung endothelial 
permeability in acute lung injury via the ROCK1-MYPT1-

This work is licensed under a Creative Commons 
Attribution-NonCommercial-NoDerivatives 4.0 
International License.

https://doi.org/10.1530/VB-19-0015
https://vb.bioscientifica.com� ©�2019�The�authors

Published�by�Bioscientifica�Ltd

Downloaded from Bioscientifica.com at 05/24/2023 12:48:55AM
via free access

https://doi.org/10.1161/01.res.83.6.636
https://doi.org/10.1016/j.yjmcc.2012.05.011
https://doi.org/10.1242/jcs.00429
https://doi.org/10.1016/j.bbamem.2017.05.008
https://doi.org/10.1097/NEN.0b013e3181cd44df
https://doi.org/10.1097/NEN.0b013e3181cd44df
https://doi.org/10.1186/1478-811X-12-31
https://doi.org/10.1016/j.celrep.2013.10.009
https://doi.org/10.1161/CIRCRESAHA.117.311955
https://doi.org/10.1161/CIRCRESAHA.117.311955
https://doi.org/10.3389/fphys.2017.00905
https://doi.org/10.3389/fphys.2017.00905
https://doi.org/10.1091/mbc.E17-06-0406
https://doi.org/10.1016/j.bbamem.2011.07.031
https://doi.org/10.1007/s00424-010-0830-4
https://doi.org/10.1369/jhc.2010.956425
https://doi.org/10.1369/jhc.2010.956425
https://doi.org/10.1084/jem.20160875
https://doi.org/10.1016/j.ydbio.2016.02.033
https://doi.org/10.1016/j.ydbio.2016.02.033
https://doi.org/10.1016/j.ydbio.2011.04.004
https://doi.org/10.1016/j.devcel.2011.12.020
https://doi.org/10.1016/j.devcel.2011.12.020
https://doi.org/10.1161/CIRCRESAHA.117.312576
https://doi.org/10.1161/CIRCRESAHA.117.312576
https://doi.org/10.1080/10739680590895028
https://doi.org/10.1080/10739680590895028
https://doi.org/10.1089/ars.2008.2117
https://doi.org/10.1089/ars.2008.2117
https://doi.org/10.1152/ajpheart.00681.2005
https://doi.org/10.1152/ajpheart.00681.2005
https://doi.org/10.1161/HYPERTENSIONAHA.110.165894
https://doi.org/10.1161/HYPERTENSIONAHA.110.165894
https://doi.org/10.1016/j.neuropharm.2013.02.022
https://doi.org/10.1152/ajpheart.00063.2008
https://doi.org/10.1152/ajpheart.00063.2008
https://doi.org/10.1161/01.res.86.6.649
https://doi.org/10.1161/HYPERTENSIONAHA.112.201194
https://doi.org/10.1161/HYPERTENSIONAHA.112.201194
https://doi.org/10.1161/CIRCULATIONAHA.109.867176
https://doi.org/10.1161/CIRCULATIONAHA.109.867176
https://doi.org/10.1186/s12964-015-0110-1
https://doi.org/10.3389/fphys.2015.00365
https://doi.org/10.1160/TH16-03-0210
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1530/VB-19-0015


A Hautefort et al. Connexins in the endothelium H1241:1

https://vb.bioscientifica.com� ©�2019�The�authors
� Published�by�Bioscientifica�Ltd

MLC20 pathway. American Journal of Physiology: Lung Cellular and 
Molecular Physiology 2019 316 L35–L44. (https://doi.org/10.1152/
ajplung.00012.2018)

 39 Morel S, Braunersreuther V, Chanson M, Bouis D, Rochemont V, 
Foglia B, Pelli G, Sutter E, Pinsky DJ, Mach F, et al. Endothelial 
Cx40 limits myocardial ischaemia/reperfusion injury in mice. 
Cardiovascular Research 2014 102 329–337. (https://doi.org/10.1093/
cvr/cvu063)

 40 Parthasarathi K, Ichimura H, Monma E, Lindert J, Quadri S, 
Issekutz A & Bhattacharya J. Connexin 43 mediates spread of Ca2+-
dependent proinflammatory responses in lung capillaries. Journal of 
Clinical Investigation 2006 116 2193–2200. (https://doi.org/10.1172/
JCI26605)

 41 Sarieddine MZ, Scheckenbach KE, Foglia B, Maass K, Garcia I, 
Kwak BR & Chanson M. Connexin43 modulates neutrophil 
recruitment to the lung. Journal of Cellular and Molecular 
Medicine 2009 13 4560–4570. (https://doi.org/10.1111/j.1582-
4934.2008.00654.x)

 42 Zhang J, Yang G, Zhu Y, Peng X, Li T & Liu L. Relationship of Cx43 
regulation of vascular permeability to osteopontin-tight junction 
protein pathway after sepsis in rats. American Journal of Physiology: 
Regulatory, Integrative and Comparative Physiology 2018 314 R1–R11. 
(https://doi.org/10.1152/ajpregu.00443.2016)

 43 Kandasamy K, Escue R, Manna J, Adebiyi A & Parthasarathi K. 
Changes in endothelial connexin 43 expression inversely correlate 
with microvessel permeability and VE-cadherin expression in 
endotoxin-challenged lungs. American Journal of Physiology: Lung 
Cellular and Molecular Physiology 2015 309 L584–L592. (https://doi.
org/10.1152/ajplung.00211.2014)

 44 Johnson AM, Roach JP, Hu A, Stamatovic SM, Zochowski MR, 
Keep RF & Andjelkovic AV. Connexin 43 gap junctions contribute 
to brain endothelial barrier hyperpermeability in familial cerebral 
cavernous malformations type III by modulating tight junction 
structure. FASEB Journal 2018 32 2615–2629. (https://doi.
org/10.1096/fj.201700699R)

 45 Willebrords J, Crespo Yanguas S, Maes M, Decrock E, Wang N, 
Leybaert L, Kwak BR, Green CR, Cogliati B & Vinken M. Connexins 
and their channels in inflammation. Critical Reviews in Biochemistry 
and Molecular Biology 2016 51 413–439. (https://doi.org/10.1080/104
09238.2016.1204980)

 46 Mugisho OO, Green CR, Kho DT, Zhang J, Graham ES, 
Acosta ML & Rupenthal ID. The inflammasome pathway is 
amplified and perpetuated in an autocrine manner through 
connexin43 hemichannel mediated ATP release. Biochimica et 
Biophysica Acta  2018 1862 385–393. (https://doi.org/10.1016/j.
bbagen.2017.11.015)

 47 Abudara V, Bechberger J, Freitas-Andrade M, De Bock M, Wang N, 
Bultynck G, Naus CC, Leybaert L & Giaume C. The connexin43 
mimetic peptide Gap19 inhibits hemichannels without 
altering gap junctional communication in astrocytes. Frontiers 
in Cellular Neuroscience 2014 8 306. (https://doi.org/10.3389/
fncel.2014.00306)

 48 O’Carroll SJ, Gorrie CA, Velamoor S, Green CR & Nicholson LFB. 
Connexin43 mimetic peptide is neuroprotective and improves 
function following spinal cord injury. Neuroscience Research 2013 75 
256–267. (https://doi.org/10.1016/j.neures.2013.01.004)

 49 Sosinsky GE, Boassa D, Dermietzel R, Duffy HS, Laird DW, 
MacVicar B, Naus CC, Penuela S, Scemes E, Spray DC, et al. Pannexin 
channels are not gap junction hemichannels. Channels 2011 5 
193–197. (https://doi.org/10.4161/chan.5.3.15765)

 50 Phng LK & Gerhardt H. Angiogenesis: a team effort coordinated 
by notch. Developmental Cell 2009 16 196–208. (https://doi.
org/10.1016/j.devcel.2009.01.015)

 51 Aasen T, Mesnil M, Naus CC, Lampe PD & Laird DW. Gap junctions 
and cancer: communicating for 50 years. Nature Reviews Cancer 2016 
16 775–788. (https://doi.org/10.1038/nrc.2016.105)

 52 Gärtner C, Ziegelhöffer B, Kostelka M, Stephan H, Mohr FW & 
Dhein S. Knock-down of endothelial connexins impairs angiogenesis. 
Pharmacological Research 2012 65 347–357. (https://doi.org/10.1016/j.
phrs.2011.11.012)

 53 Fang JS, Angelov SN, Simon AM & Burt JM. Cx37 deletion enhances 
vascular growth and facilitates ischemic limb recovery. American 
Journal of Physiology: Heart and Circulatory Physiology 2011 301 
H1872–H1881. (https://doi.org/10.1152/ajpheart.00683.2011)

 54 Fang JS, Angelov SN, Simon AM & Burt JM. Cx40 is required for, 
and Cx37 limits, postischemic hindlimb perfusion, survival and 
recovery. Journal of Vascular Research 2012 49 2–12. (https://doi.
org/10.1159/000329616)

 55 Fang JS, Coon BG, Gillis N, Chen Z, Qiu J, Chittenden TW, Burt JM, 
Schwartz MA & Hirschi KK. Shear-induced Notch-Cx37-p27 axis 
arrests endothelial cell cycle to enable arterial specification. Nature 
Communications 2017 8 2149. (https://doi.org/10.1038/s41467-017-
01742-7)

 56 Haefliger JA, Allagnat F, Hamard L, Le Gal L, Meda P, Nardelli-
Haefliger D, Génot E & Alonso F. Targeting Cx40 (connexin40) 
expression or function reduces angiogenesis in the developing mouse 
retina. Arteriosclerosis, Thrombosis, and Vascular Biology 2017 37 
2136–2146. (https://doi.org/10.1161/ATVBAHA.117.310072)

 57 Alonso F, Domingos-Pereira S, Le Gal L, Derré L, Meda P, Jichlinski P, 
Nardelli-Haefliger D & Haefliger JA. Targeting endothelial 
connexin40 inhibits tumor growth by reducing angiogenesis and 
improving vessel perfusion. Oncotarget 2016 7 14015–14028. (https://
doi.org/10.18632/oncotarget.7370)

 58 Denis JF, Diagbouga MR, Molica F, Hautefort A, Linnerz T, 
Watanabe M, Lemeille S, Bertrand JY & Kwak BR. KLF4-induced 
connexin40 expression contributes to arterial endothelial quiescence. 
Frontiers in Physiology 2019 10 80. (https://doi.org/10.3389/
fphys.2019.00080)

 59 Hadizadeh M, Mohaddes Ardebili SM, Salehi M, Young C, 
Mokarian F, McClellan J, Xu Q, Kazemi M, Moazam E, Mahaki B, 
et al. GJA4/connexin 37 mutations correlate with secondary 
lymphedema following surgery in breast cancer patients. Biomedicines 
2018 6 23. (https://doi.org/10.3390/biomedicines6010023)

 60 Brouillard P, Boon L & Vikkula M. Genetics of lymphatic anomalies. 
Journal of Clinical Investigation 2014 124 898–904. (https://doi.
org/10.1172/JCI71614)

 61 Munger SJ, Davis MJ & Simon AM. Defective lymphatic valve 
development and chylothorax in mice with a lymphatic-specific 
deletion of connexin43. Developmental Biology 2017 421 204–218. 
(https://doi.org/10.1016/j.ydbio.2016.11.017)

 62 Meens MJ, Kutkut I, Rochemont V, Dubrot J, Kaladji FR, Sabine A, 
Lyons O, Hendrikx S, Bernier-Latmani J, Kiefer F, et al. Cx47 fine-
tunes the handling of serum lipids but is dispensable for lymphatic 
vascular function. PLoS ONE 2017 12 e0181476. (https://doi.
org/10.1371/journal.pone.0181476)

 63 Pfenniger A, Derouette JP, Verma V, Lin X, Foglia B, Coombs W, 
Roth I, Satta N, Dunoyer-Geindre S, Sorgen P, et al. Gap junction 
protein Cx37 interacts with endothelial nitric oxide synthase in 
endothelial cells. Arteriosclerosis, Thrombosis, and Vascular Biology 
2010 30 827–834. (https://doi.org/10.1161/ATVBAHA.109.200816)

Received in final form 28 October 2019
Accepted 7 November 2019
Accepted Preprint published online 8 November 2019

This work is licensed under a Creative Commons 
Attribution-NonCommercial-NoDerivatives 4.0 
International License.

https://doi.org/10.1530/VB-19-0015

Downloaded from Bioscientifica.com at 05/24/2023 12:48:55AM
via free access

https://doi.org/10.1152/ajplung.00012.2018
https://doi.org/10.1152/ajplung.00012.2018
https://doi.org/10.1093/cvr/cvu063
https://doi.org/10.1093/cvr/cvu063
https://doi.org/10.1172/JCI26605
https://doi.org/10.1172/JCI26605
https://doi.org/10.1111/j.1582-4934.2008.00654.x
https://doi.org/10.1111/j.1582-4934.2008.00654.x
https://doi.org/10.1152/ajpregu.00443.2016
https://doi.org/10.1152/ajplung.00211.2014
https://doi.org/10.1152/ajplung.00211.2014
https://doi.org/10.1096/fj.201700699R
https://doi.org/10.1096/fj.201700699R
https://doi.org/10.1080/10409238.2016.1204980
https://doi.org/10.1080/10409238.2016.1204980
https://doi.org/10.1016/j.bbagen.2017.11.015
https://doi.org/10.1016/j.bbagen.2017.11.015
https://doi.org/10.3389/fncel.2014.00306
https://doi.org/10.3389/fncel.2014.00306
https://doi.org/10.1016/j.neures.2013.01.004
https://doi.org/10.4161/chan.5.3.15765
https://doi.org/10.1016/j.devcel.2009.01.015
https://doi.org/10.1016/j.devcel.2009.01.015
https://doi.org/10.1038/nrc.2016.105
https://doi.org/10.1016/j.phrs.2011.11.012
https://doi.org/10.1016/j.phrs.2011.11.012
https://doi.org/10.1152/ajpheart.00683.2011
https://doi.org/10.1159/000329616
https://doi.org/10.1159/000329616
https://doi.org/10.1038/s41467-017-01742-7
https://doi.org/10.1038/s41467-017-01742-7
https://doi.org/10.1161/ATVBAHA.117.310072
https://doi.org/10.18632/oncotarget.7370
https://doi.org/10.18632/oncotarget.7370
https://doi.org/10.3389/fphys.2019.00080
https://doi.org/10.3389/fphys.2019.00080
https://doi.org/10.3390/biomedicines6010023
https://doi.org/10.1172/JCI71614
https://doi.org/10.1172/JCI71614
https://doi.org/10.1016/j.ydbio.2016.11.017
https://doi.org/10.1371/journal.pone.0181476
https://doi.org/10.1371/journal.pone.0181476
https://doi.org/10.1161/ATVBAHA.109.200816
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1530/VB-19-0015

	Abstract
	Introduction
	Cx expression in various regions of the vascular tree
	Coordination of vasomotor reactivity by GJs
	Involvement of Cxs in endothelial permeability and inflammation
	Connexins in angiogenesis
	Connexins in lymphatic edema
	Conclusions
	Declaration of interest
	Funding
	Acknowledgements
	References

