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Abstract
The lung is the interface between air and blood where the exchange of oxygen and carbon dioxide occurs. The surface liquid that
is directly exposed to the gaseous compartment covers both conducting airways and respiratory zone and forms the air-liquid
interface. The barrier that separates this lining fluid of the airways and alveoli from the extracellular compartment is the
pulmonary epithelium. The volume of the lining fluid must be kept in a range that guarantees an appropriate gas exchange
and other functions, such as mucociliary clearance. It is generally accepted that this is maintained by balancing resorptive and
secretory fluid transport across the pulmonary epithelium. Whereas osmosis is considered as the exclusive principle of fluid
transport in the airways, filtration may contribute to alveolar fluid accumulation under pathologic conditions. Aquaporins (AQP)
facilitate water flux across cell membranes, and as such, they provide a transcellular route for water transport across epithelia.
However, their contribution to near-isosmolar fluid conditions in the lung still remains elusive. Herein, we discuss the role of
AQPs in the lung with regard to fluid homeostasis across the respiratory epithelium.
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Introduction

The pulmonary epithelium separates the aqueous interstitial
compartment from the lining fluid of the conductive airways,
of the respiratory airways and alveoli. This lining fluid, also
denoted airway or alveolar surface liquid (ASL), has several
functions: First, it shields the epithelial cells from gas expo-
sure and thereby protects them from damage [84]. Second, it is
the layer that contains surfactant [19], mucus [110], and a
multitude of other constituents that enable proper lung func-
tion (mechanical properties, innate host defense, mucociliary
clearance, etc.), which will not be further discussed here. The
thickness and therefore the volume of this ASL is a critical
parameter that needs to be kept in a volume range that guar-
antees an appropriate lung function [7].

ASL formation and stabilization both depend on fluid se-
cretion and resorption, as a result of active ion transport. The
sodium transport that drives water resorption in lung epithelia
is predominantly limited by the epithelial sodium channel

(ENaC) [35] whereas the Cl− transport that drives fluid secre-
tion is maintained by different anion channels, most impor-
tantly the cystic fibrosis transmembrane conductance regula-
tor (CFTR) and Ca2+-activated Cl− channels of the anoctamin
group [75, 85]. Even though the major mechanisms and path-
ways for transepithelial ion transport across pulmonary epi-
thelia are well established, the pathways for water flux
remained elusive. This review focuses on the role of aquapo-
rins in water transport across pulmonary epithelia.

The protein family of aquaporins

WhenMacey and colleagues studied osmotically driven water
flux across cell membranes of red blood cells [69], they ob-
served that the plasma membrane acts as a sieve that enables
bulk water flux. Membrane water permeability was sensitive
to organomercury compounds. From these observations, it
was concluded that water flux depends on water channels
[16]. Later studies identified a 28 kDa channel forming inte-
gral membrane proteins (CHIP28) [80] that increases osmotic-
driven water permeability in cell membranes when expressed
in Xenopus leavis oocytes [81]. At that time, the γ-tonoplast
intrinsic protein (γ-TIP) from Arabidopsis thaliana [3] and
the water channel of the collecting duct (WCH-CD) [3] were
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identified as CHIP28-related proteins that form water chan-
nels in plasmamembranes. Hence, water channels appeared to
play a pivotal role in different species, and the new protein
family was named aquaporins (AQP). They all share homol-
ogy with the membrane intrinsic protein (MIP) superfamily,
and the term aquaporin was introduced for those MIP homo-
logs that form water-conducting pores [9]. Thirteen AQPs
have been identified so far (Table 1). They share a common
signature amino acid sequence composed by asparagines-pro-
line-alanine, the so-called NPA box [43]. Recently, this pro-
tein family has been further subdivided into aquaporins that
are specifically permeable for water and those that are perme-
able for water, glycerol, and urea, the so-called aqua-glycerol-
porin glycerol facilitators [9]. AQP1 [2, 20, 116], AQP2 [116],
AQP4 [30, 116], AQP5 [62, 116], and AQP8 [40, 55, 64] are
denoted as aquaporins even though a study revealed that
AQP1 also conducts glycerol [2]. Aqua-glycerol-porins are
AQP3 [20, 116], AQP6 [33], AQP7 [40], AQP9 [41, 65],
and AQP10 [42]. The novel subgroup of superaquaporins
consists of AQP11 [37, 39, 71, 114, 115] and AQP12 [37].
AQP11 and AQP12 are distinct due to their low sequence
homologies to the groups of aquaporins and aqua-glycerol-
porins. They were formerly considered as AQPs with unusual
NPA motives [38] that may form an AQP supergene family.
Accordingly, they are named Bsuperaquaporins^ or Bgroup III
AQPs^ [43].

Most AQPs, namely AQP1–3, AQP5, and AQP7–11, are
sensitive to HgCl2 [40–42, 59, 62, 64, 65, 76, 115]. The only
mercury-insensitive AQP known so far is AQP4 [30, 52].
AQP6 was identified to be activated by mercury ions [33].
Copper inhibits AQP1 [1, 2] and AQP3 [1, 2, 121].

AQPs consist of six transmembrane spanning segments
with cytosolic N- and C-terminal regions (Fig. 1a) with the
first NPA box located in the Bintracellular^ loop region be-
tween the second and third transmembrane spanning segments
(the so called B-loop) and the second NPA box situated within
the Bextracellular^ loop between transmembrane segments 5
and 6 (named as E-loop). The water-permeable pore (Fig. 1b)
is formed by a single AQP subunit via interaction of the B-
loop and the E-loop that brings both NPA boxes in an anti-
parallel orientation close to each other according to the so-
called hourglass model [51]. This folding narrows the water
pore and mediates the channel’s permselectivity [77, 87].
Even though each monomeric subunit forms its own water
pore, AQP monomers are arranged as tetramers (Fig. 1c) in
the plasma membrane [54, 106].

AQP activity in cells is highly regulated either by gating or
by trafficking and modulation of AQP abundance in the plas-
ma membrane. Modulation of AQP gating by phosphoryla-
tion of serine residues that localize at the inner pore region has
been shown for plant AQPs [48] and AQP4 [120]. Changing
electrostatic properties of the inner pore region seems to be a

Table 1 Superfamily of
aquaporins. Subfamilies are given
as AQP = aquaporin with
selective water permeability,
GlpF = aqua-glycerol-porins and
facilitators, S-AQP =
superaquaporins. Effects of
aquaporin modulators pCMBS =
para-
cholormercuribenzenesulfonate,
phloretin, Cu2+, and Hg2+ are
assigned as − = inhibition, + =
activation and ± 0 = no effect on
permeability

AQP Subfamily [9] Permeability pCMBS Phloretin Cu2+ Hg2+

AQP1 AQP Water [1, 20, 116]

Glycerol [1]

− [1, 2] − [1, 2] − [76]

AQP2 AQP Water [116] − [2] ± 0 [2] − [59, 76]

AQP3 GlpF Water [20, 116]

Glycerol [20, 116]

Urea [20]

− [20] ± 0 [20] − [121] − [59]

AQP4 AQP Water [30, 116] ± 0 [30, 52]

AQP5 AQP Water [62, 116] − [62]

AQP6 GlpF Water [33]

Glycerol [33]

Urea [33]

+ [33]

AQP7 GlpF Water [40]

Glycerol [40]

Urea [40]

− [40]

AQP8 AQP Water [40, 55, 64] − [40, 64]

AQP9 GlpF Water [41, 65]

Urea [41, 65]

Glycerol [65]

− [41, 65]

AQP10 GlpF Water [42]

Glycerol [42]

Urea [42]

− [42] − [42]

AQP11 S-AQP [37] Water [71, 114, 115]

Glycerol [71]

− [115]

AQP12 S-AQP [37]
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shared mechanism to modulate AQP gating in response to
changes of the intracellular milieu such as cytoplasmic pH
[4, 92, 101] or cytosolic Ca2+ concentration [4]. Beside
channel gating, control of channel abundance at the plasma
membrane is another mechanism to regulate AQP activity.
This can be achieved either by changing AQP expression,
trafficking towards and incorporation into the plasma mem-
brane, or controlling the removal of AQP from the plasma
membrane via ubiquitin-mediated mechanisms (reviewed
for AQP2 in [50]).

Aquaporins in the lung

Among the members of the AQP superfamily, only AQP1,
AQP3, AQP4, and AQP5 are expressed in the lung. Their
localization within the lung seems to be quite conserved
between mice, rat, and human (summarized in Table 2).
AQP1 is unequivocally detected in plasma membranes of
endothelial cells that form the barrier of blood vessels along

the airways as well as within the respiratory and alveolar
regions [18, 21, 29, 44, 66, 72, 89, 102, 112]. AQP3 local-
izes to epithelial and basal cells of the nasal epithelium [58,
72], basal, and epithelial cells of the trachea, bronchi, and
bronchioli [58, 72, 90]. Along the conducting and respirato-
ry airways, AQP3 is incorporated into the lateral membranes
of epithelial cells [90]. Also, cuboidal alveolar epithelial
type II (ATII) cells express AQP3 [58, 90]. AQP4 was de-
tected in basal, ciliated, and glandular cells of the nasal
epithelium [18, 58, 72, 89, 118] and the trachea [72].
Along the bronchial epithelium, AQP4 localizes along the
basolateral membrane of ciliated and intermediate cells [18,
58, 72, 118]. It was also detected in alveolar type I (AT-I)
cells in the alveoli [18, 58, 89]. AQP5 was found in the
apical membranes of epithelial cells and serous cells of
gland acini of the nasal [58] bronchiolar epithelium [44,
58]. Along the more distal airways of the terminal and re-
spiratory bronchioli, AQP5 is reported to be localized in the
apical membrane of cuboidal cells [29, 44] and in AT-I cells
of the alveolar epithelium [18, 21, 58].

Fig. 1 Schematic view of aquaporins. a Aquaporins contain cytosolic N-
and C-terminal domains and six transmembrane spanning segments (H1
to H6). The extracellular loops (loops A, C, and E) link H1 with H2, H3
with H4, and H5 with H6. Intracellular loops (loops B and D) connect H2
with H3 and H5 with H6. The NPA motives (see text) are located in loop
B N-terminal from the helix HB and in loop E N-terminal from the HE
helix. b Schematic model of arrangement of the transmembrane spanning
segments, the small pore helices HB and HE, as well as the NPA boxes

around the water-conducting pore (shown in light blue). The obstruction
of the center pore by the NPA motives according to the hour glass model
is depicted. c View from above the extracellular surface on the top of an
AQP tetramer. The arrangement of the transmembrane spanning seg-
ments H1 to H3 (given in orange) and H4 toH6 (given in green) is shown.
Asterisks highlight the water pore of each AQP monomer. (All models
were redrawn from [31, 56, 88, 100])
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Barriers for fluid transport in the lung

Water that covers the surface of airways and alveoli originates
in the vascular compartment, from where it travels through the
interstitial compartment into the airspace. Accordingly, the wa-
ter flux is a two-step process. First, water has to pass the endo-
thelium that separates the vascular and interstitial compartment.
This step can be described as a transendothelial water flux.
Second, it has to move across the epithelium, called
transepithelial water flux. The vascular endothelium and the
epithelium both form barriers for the transendothelial/
transepithelial water flux from the vascular compartment into
the airways. Hence, when water travels from the vascular com-
partment onto the apical side of the lung epithelium, it has to
pass two barriers in series, imposing an additive flow resistance.

The water permeability for a simple barrier can be quanti-
fied as the permeability coefficient for osmotically driven wa-
ter flux across this barrier, according to [23] Pf = vwater ×
Jwater / (Asurf ×Δosm) where Pf is the osmotic water permeabil-
ity coefficient in (cm/s), vwater as the molar volume of water in
(18 cm3/mol), Jwater the water flux across the barrier in (mol/
s), Asurf the surface area of the barrier in (cm2), and Δosm the
osmotic gradient that drives water flux (osmol/cm3).

Transendothelial/transepithelial water permeability Pf for the
respiratory airway segments [11] and the transendothelial osmot-
ic water permeability Pf,endo of alveolar endothelial barrier [13]
were quantified in perfused mouse lung models (Fig. 2a).
Comparing both investigations reveals that alveolar
transendothelial Pf,endo was twice as high as alveolar
transendothelial/transepithelial Pf indicating that transendothelial
and transepithelial water permeabilities contribute almost equally
to transendothelial/transepithelial water permeability of the respi-
ratory segments and the alveoli.

Investigations on dissected small airways [24] revealed
(Fig. 2b) a transepithelial water permeability that is approxi-
mately a magnitude smaller than the transendothelial/
transepithelial water permeability of the respiratory segments
and alveoli [11]. This demonstrates that water permeability of
the endothelial/epithelial barrier depends on its localization
along the bronchial tree. It further suggests that proximal of
the respiratory zone, the epithelium forms the limiting barrier
for transendothelial/transepithelial water flux.

Contribution of AQPs to transendothelial
and transepithelial water permeability

Analyzing osmotically driven transendothelial/transepithelial
water flux in intact sheep lung uncovered a route that depends
onmercury-sensitive water channels [23]. This observation was
the first functional proof for an AQP-mediated transendothelial/
transepithelial water flux in the lung. The availability of AQP
knockout mice enabled to identify those AQPs that limit water

permeability in lung microvascular endothelium and lung epi-
thelium. Studies in lungs of AQP knockout mice were per-
formed on whole lungs, which makes it difficult to assess the
contribution of AQPs to the osmotic water permeability of cer-
tain segments of the bronchial tree. Nonetheless, in whole lung
experiments, the measured effects of AQP knockout can be
mainly linked to the respiratory and alveolar segments simply
because they make up by far the major part of the surface area
across which the measured fluid flux occurs.

Knockout of AQP1 resulted in an approximately 10-fold
decrease of transendothelial/transepithelial water permeability
[6, 68, 95]. Dissecting transendothelial/transepithelial water
permeability and microvascular transendothelial water perme-
ability [6] revealed that AQP1 is the dominating route for
water flux across the pulmonary microvascular endothelium.

Fig. 2 Barrier models for water transport in the lung. a Model for the
respiratory segments. Endothelium and epithelium constitute barriers in
series for water flux from the vascular compartment across the
interstitium to the apical surface of the airways. Osmotic pressure-
driven transendothelial/transepithelial water permeability (Pf) depends
on transendothelial (Pf,endo) and on transepithelial (Pf,epi) water perme-
ability. Pf,endo and Pf,epi contribute equally to Pf. AQP5 limits Pf,epi, and
AQP1 limits Pf,endo. b Model of the conducting airways. Again, endo-
thelium and epithelium act in series as barriers for water flux from
the vascular compartment across the interstitium to the apical sur-
face of the airways. In the airway segments, Pf,epi depends on AQP4
and is approximately a magnitude lower than Pf,endo that is limited
by AQP1. Hence, Pf,epi dominates Pf. GA marks glandular acini.
Water permeability of the GA epithelium depends on AQP5
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Furthermore, it underscores that water passes the endothelium
predominantly via a transcellular route. This also applies to
the human lung, where AQP1 null mutations decrease micro-
vascular endothelial water permeability [53].

The transepithelial water flux along the respiratory seg-
ments is also affected by AQP5 knockout [68]. Again, the
authors studied osmotic transendothelial/transepithelial water
permeability and revealed that AQP5 knockout reduced water
permeability by a factor of 10. This was further reduced 2- to
3-fold in AQP1/AQP5 double knockout animals. Even though
transendothelial water permeability was not dissected from
transendothelial/transepithelial permeability by direct mea-
surements, they concluded that AQP5 mediates the dominat-
ing transcellular pathway across the alveolar epithelium.

AQP4 knockout reduced osmotic transendothelial/
transepithelial water permeability only slightly [95]. Even
though AQP4 is reported to be expressed in the alveolar epi-
thelium [18], it does not contribute substantially to the water
permeability of the epithelium along the respiratory segments.
Investigations on dissected small airways [24] revealed that
the osmotic transepithelial water permeability along these air-
way segments is HgCl2 insensitive [24]. Since AQP4 is
known to be HgCl2 insensitive, it is likely that it contributes
to the transepithelial water permeability of the conductive air-
way segments more than it does for the alveolar barrier and the
respiratory segments.

Taken together, all these experiments unequivocally dem-
onstrate that water travels across the lung microvascular en-
dothelium as well as across the lung epithelia via an AQP-
dependent transcellular pathway rather than along a
paracellular route across tight junctions.

AQPs and hydrostatic pressure-driven water
permeability

Beside osmotic gradients, hydrostatic pressure gradients
across endothelial/epithelial barrier can also force water to
move from the vascular lumen onto the apical surface of the
lung epithelium. Raising the hydrostatic pressure in pulmo-
nary capillaries causes lung edema by forcing the filtration of
fluid from the vascular into the interstitial compartment.When
capillary pressures exceed a certain threshold, additional fluid
movement across the epithelium into the alveolar space may
occur. An increase of the intravascular hydrostatic pressure
affects water flux across the endothelial/epithelial barrier of
the lung first by modulating endothelial permeability directly
[119]. Secondly, this facilitates transepithelial water transport
via activating active ion secretion [93]. Therefore, conclusions
about the water permeability derived from hydrostatic
pressure-driven water fluxes must be interpreted with caution.
Although AQPs contr ibute to hydrostat ic-driven

transendothelial and transepithelial water flux, their contribu-
tion may be different from osmotically driven water fluxes.

The role of AQP in hydrostatic edema formation was in-
vestigated by increasing the hydrostatic pressure in the pul-
monary artery of perfused lungs from AQP knockout mice [6,
95]. The contribution of AQP1 to hydrostatic-driven fluid
accumulation was investigated in two different experimental
setups. The first one investigated a situation in which the
intravascular hydrostatic pressure was adjusted simply by
modulating the intravascular pressure of the pulmonary artery
while keeping the hydrostatic intravascular pressure in the
pulmonary vein at 0 cm H2O. In this setting, AQP1 knockout
reduced hydrostatic-driven water accumulation more than 2-
fold [6]. In another setting, the hydrostatic intravascular pres-
sure of the pulmonary artery was adjusted while the venous
outflow pressure was kept at 5 cm H2O. In this setting, AQP1
knockout reduced pulmonary fluid accumulation by a factor
of 1.4 only [95]. This reflects the pathophysiological situation
during hydrostatic edema formation and convincingly demon-
strates the importance of venous outflow pressure on lung
edema formation. The small effect of AQP1 knockout might
be explained by the fact that venous outflow pressure in-
creases vascular endothelial water permeability in an AQP-
independent manner [95, 119].

Contrary to AQP1 knockout, knockout of AQP5 had no
effect on hydrostatic pressure-driven fluid accumulation in the
lung [68]. AQP5 is localized in the epithelium [18, 29, 102]
where it mediates a transcellular water permeability [68].
Hence, AQP5 is not involved in transendothelial water flux
that is driven by increases in intravascular hydrostatic pressure
and causes lung fluid accumulation in the interstitium.

All these experiments unequivocally revealed that AQP
knockout has a considerably lower effect on hydrostatic
pressure-driven transendothelial water flux than it has on the
osmotic-driven one. AQPs form pores that selectively allow
the solvent (water) to permeate endothelial and epithelial bar-
riers but not osmotically active solutes. Hence, the hydrostatic
pressure-driven water flux establishes an osmotic gradient
across the barriers that counteracts the hydrostatic pressure
gradient. This is essentially a Bsafety mechanism^ that effec-
tively prevents edema formation.

AQP5 in submucosal glands

Beside its effect on Pf in the alveolar epithelium, AQP5 plays
a pivotal role in mucus secretion of submucosal glands (Fig.
2b), where it is localized in the apical membrane of serous
acinar cells [58]. Active sodium chloride secretion drives the
water transport into the gland’s lumen. The gland’s acini and
serous tubules harbor mucous cells, which produce and secret
glycoproteins via exocytosis. Once secreted into the glands’
lumen, the glycoproteins form a viscous hydrogel that is
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transported along the glandular duct onto the airway surface.
Knockout of AQP5 reduces fluid secretion by approximately
60% [94]. Furthermore, AQP5 knockout impairs the solute
composition of the exudate since it results in elevated protein
and Cl− concentrations [94]. This underscores that ion and
protein secretion remains unaffected by AQP5 knockout,
whereas the water secretion into glands’ acini and serous tu-
bules was reduced.

Transepithelial transport models, AQP
knockout, and lung fluid homeostasis

Despite their impact on osmotically driven water permeability
of endothelial and epithelial barrier in the lung, AQPs seem to
affect lung fluid homeostasis only barely. Single knockout for
AQP1 [95, 97], AQP3 [125], AQP4 [95, 96], and AQP5 [68,
94, 96] as well as double knockout for AQP1/AQP4 [95],
AQP1/AQP5 [96, 97], and AQP3/AQP4 [97] were intensely
investigated. However, these experiments did not uncover any
impairment of ASL volume homeostasis, ionic ASL compo-
sition, and humidification of inhaled air at normal, quasi-phys-
iological, conditions. The most surprising observation was
that none of the AQP knockouts impaired near-isotonic fluid
transport across the pulmonary epithelium, at least not inmice.
There is no evidence that this lack of effect could be due to
compensating changes in ion transport across the epithelium,
such as altered ion channel and/or Na+/K+ ATPase activity in
AQP knockout. Even though such compensating mechanisms
of AQP knockout on water transport cannot be completely
excluded, changes of ion transport-driven water transport in
AQP knockout vs wild type animals were not detected, neither
after maximal activation of ion transport [6, 68, 96] nor due to
changes in ion composition of ASL [97].

One of the earliest models of transepithelial electrolyte and
water transport is the Bosmotic coupling model^ [14]. This
model assumes that ions are pumped across the epithelium
and hence establish an osmotic gradient, and water follows
subsequently by osmosis. Near-isotonicity of water transport
is achieved simply by osmotic water permeability that is suf-
ficiently high to achieve quasi-isotonic fluid transport
(Fig. 3a). This model was refined by the so-called standing
gradient osmotic flow model (Fig. 3b) that considers the lat-
eral interstitial or lateral intercellular space as an additional
and independent coupling compartment into which solutes
and water are transported [108]. The transport into the lateral
interstitial space establishes an osmotic gradient, which drops
from the closed side (the apical mouth of the lateral space that
is sealed by tight junctions,Posm,lis-ap) towards the openmouth
at the basal side (Posm,lis-ser). According to this model, the
gradient and hence the osmolality of the emergent fluid de-
pend on (i) the length of the lateral space, (ii) the amount of
transported ions, and (iii) the osmotic water permeability of

the lateral membranes. Another refinement of the osmotic
coupling model is the so-called Na+ recirculation model
(Fig. 3c) [60, 104]. It also takes the lateral intercellular space
as a coupling compartment for water and solute transport into
account. In addition to the abovementioned models, the BNa+

recirculation model^ considers also solutes and solvent that
enters the lateral intercellular space from the apical side via the
tight junctions. The Na+ that escapes from the lateral intercel-
lular space at its basal side is partly guided back into the cell.
This Brecirculation^ of Na+ across the basal membrane re-
duces the osmolality of resorbed fluid to reach near-isotonic-
ity. [60]. The Na+ recirculation model considers the lateral
intercellular space as a coupling compartment of homogenous
composition. Again the lateral water flux needs water pores
that provide an osmotic water permeability to the membranes
[60, 61]. Within their limitations, all these models are appli-
cable to near-isotonic water transport across cellular barriers.
However, they all contradict the observation that the lack of
AQPs does not affect transepithelial water transport in mouse
lung.

Former hypotheses focused on the fact that lung epithelia
have a considerably low resorption rate that presumably does
not need a high osmotic water permeability of adjacent mem-
branes [68]. MacLaren and colleagues introduced what they
called a Bbasic compartment model^ [70]. This model con-
siders a transcellular-only transport and a coupling compart-
ment that presumes the lateral intercellular space and the se-
rous compartment as one compartment with a homogenous
composition. This simple model reflects the AQP knockout
effects surprisingly well. It revealed a non-linear dependence
betweenwater transport and osmotic permeability and thereby
predicts that epithelial water transport becomes independent
from AQPs when its overall water permeability is at least two
magnitudes higher than its solute transport rate (The authors
assumed that AQP knockout reduces water permeability by
approximately 90% [70]). This estimation agrees with mea-
sured reductions of osmotic water permeability in AQP−/−
mice [6, 68, 94–96]. Furthermore, this model features that
the osmotic gradient between apical and coupling compart-
ment decreases when osmotic pressure-driven water perme-
ability increases, a feature that is shared also by the Bstanding
gradient osmotic flow model^ [73]. Apparently, the large os-
motic pressure-driven water permeability in conjunction with
almost isosmolar conditions explains the independence of wa-
ter transport from AQPs in lung epithelia.

We recently found that human bronchial epithelia cultivat-
ed at air liquid interface conditions switch from a low resorp-
tive state into a high resorptive state, when epithelia were
overlaid with isotonic liquid. This switch happened several
hours after increasing the apical surface liquid volume and
coincided with the incorporation of AQP3 into the lateral cell
membranes and a resulting increase in osmotic pressure-
driven water permeability [90]. Obviously, lung epithelia
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adjust their water permeability to compensate for sustained
increases in apical surface liquid volumes. This gives rise to
the hypothesis that under conditions of an apical volume load,
AQP3 is needed to increase water resorption and that AQPs
are indeed important for fluid transport. This conclusion ap-
pears somehow contradictory to the results obtained from the
experiments on AQP knockout mice. However, a direct trans-
fer of results from mice to human lung epithelia is difficult for
a couple of reasons:

1. Human bronchial epithelia and mouse lung epithelia dif-
fer strongly in their cellular composition. Compared to
humans, mice show a reduced fraction of basal cells and
an enlarged fraction of club cells in epithelia along trachea
and main bronchi [36]. Possibly these differences in cel-
lular composition may explain the contradictory results on
AQP dependency of water transport in human and mouse
lung epithelia.

2. The only model that explains the independence of water
transport across airway epithelia from AQP expression
and osmotic-drivenwater permeability, the basic compart-
ment model [70], is based on the assumption that the
lateral intercellular space and the basal compartment form
one compartment of homogenous composition. This re-
quires a non-limited exchange of water and solutes be-
tween these compartments. In pseudo-stratified epithelia,
basal cells modify the lateral intercellular space at its basal

mouth and may form a barrier that limits molecule ex-
change between lateral intercellular space and basal com-
partment. In this respect, namely in the amount of basal
cells, human and mouse epithelia differ from each other.
Therefore, the simple compartment model likely does not
apply to the human epithelium as well as it does to murine
one.

3. The geometry of epithelial cells differs between human and
mouse lung [36]. The epithelia in mice comprise epithelial
cells with a more isoprismatic shape, whereas human upper
airway epithelia are formed by high prismatic cells. Hence,
the geometry of the lateral intercellular space in mice lung
epithelia meets more the criteria for the coupling compart-
ment as presumed by the basic compartment model [70].
The geometry of the lateral intercellular compartment of
the human upper airway epithelia corresponds more to
the one described by the standing gradient model [108].
According to the standing gradient model, the lateral inter-
cellular space does not form an isotonic but a hypertonic
coupling compartment, especially when ion transport into
this space is elevated, e.g., when apical surface liquid vol-
umes are expanded. Under these conditions, the water
transport rate would become dependent from AQPs.

Large osmotic gradients between adjacent compartments
depend on active transepithelial ion transport, first to establish
the gradient and second to maintain it by counteracting the

Fig. 3 Comparison of osmotic coupling, standing gradient osmotic flow,
and sodium recirculation models for near-isotonic water transport. Colors
of extracellular compartments encode for their osmolality: red > blue. a
Osmotic couplingmodel:Water and solutes travel via a transcellular route
only. Apical osmolality (Posm,ap) almost equals basal osmolality (Posm,ba).
The model distinguishes the apical, the basolateral, and the intracellular
compartment. b Standing gradient osmotic flowmodel: Solutes and water
travel via a transcellular route. Solutes that enter the lateral intercellular
space establish an osmotic gradient. Within this gradient, osmolality
drops from the apical pole of the lateral intercellular space (Posm,lis-ap)
towards its basal pole (Posm,lis-ba). Posm,lis-ba is almost equal to the

osmolality of the basal compartment (Posm,ba). This model distinguishes
the lateral interstitial space from the apical, the basal, and the intracellular
compartment. c Sodium recirculation model: Water and solutes travel via
a transcellular and via a paracellular route. Solutes that enter the lateral
interstitial space increase its osmolality (Posm,lis). Osmolality of the re-
sorbed fluid that exits the lateral intercellular space is adjusted to osmo-
lality of the basal compartment (Posm,ba) by Na+ uptake across the basal
cell membrane (Na+ recirculation). Posm,ap is almost equal to Posm,ba.
Posm,lis is larger than Posm,ap and Posm,ba. This model distinguishes the
apical, the basal, the intracellular compartment, and the lateral intercellu-
lar space

526 Pflugers Arch - Eur J Physiol (2019) 471:519–532



back leak of ions. This active transport is energy consuming
and increases in proportion to the osmotic gradient [8, 49].
Near-isosmolal transport that is guaranteed by a sufficiently
high AQP water permeability minimizes the energy consump-
tion that is needed for appropriate water transport. This aspect
is of importance especially in the lung, where a constant water
transport across a large surface area is needed to maintain air-
liquid interface conditions.

Role of AQPs in the lung under special
conditions and disease

The results from AQP knockout animals led to the conclusion
that AQPs do not play a major role in lung fluid homeostasis.
Neither a significant lung phenotype nor an impaired lung
growth during fetal and/or perinatal stages could be detected
in the knockout animals. The reason for this lack still remains
unclear. However, there is emerging evidence from studies on
lung diseases that AQPs are involved especially in those lung
diseases that are caused or at least accompanied by perturbed
airway surface liquid volume homeostasis like asthma, chron-
ic obstructive pulmonary disease (COPD), and acute lung in-
jury. AQPs appear also to be important during late embryonic
and perinatal stages of lung development and maturation as
well as lung aging.

AQP during lung development and aging

Fluid movement across the pulmonary epithelium is develop-
mentally regulated. During fetal life, water secretion into pre-
mature alveolar spaces and airways is needed for lung growth
[10, 15]. At birth, water transport has to switch from a more
secretory to more resorptive transport phenotype. This switch
establishes the organo-specific air-liquid interface and triggers
the change form placental to alveolar gas exchange. Indeed,
early studies already identified changes in AQP expression
levels during perinatal stages. In the rat lung, AQP1 is already
expressed during early stages in fetal life. Its expression levels
rise shortly before birth and the first weeks after birth and
adulthood [103, 117, 124]. AQP4 expression is fairly low
during prenatal stages and increases transiently within first
days after birth [103, 117, 124]. Finally, AQP5 expression
rises perinatally and then steadily increases until adulthood
[103, 117, 124]. The perinatal change in AQP expression pat-
terns is paralleled by an increase in epithelial osmotic-driven
water permeability that depends on increased water channel
activity [12]. Glucocorticoids and catecholamines (β-
receptors) are both proposed factors that facilitate perinatal
water clearance in the lung and accelerate specifically AQP4
upregulation at birth [118]. Another factor that triggers AQP4
upregulation seems to be the elevation of the O2-partial pres-
sure when airways are filled with air [86]. During aging,

AQP1 and AQP5 expression levels decrease again, and as a
consequence also the osmotic-driven water transport between
capillary and airways [122].

These results underscore that AQP expression renders wa-
ter permeability and therefore play an important role in
adjusting water transport and airway liquid homeostasis to
specific needs at certain developmental and age-dependent
stages in the lung.

AQP and acute lung injury

Characteristic clinical features of an acute lung injury are
a diffuse bilateral alveolar damage and an acute exudative
phase. Alveolar edema formation occurs especially during
the exudative phase and goes along with an increase in
alveolar fluid and airway surface liquid volume accumu-
lation. The volume increase of water in the air-filled com-
partment has to be counteracted by increased fluid resorp-
tion that is considered to be supported by an increase of
AQP-mediated osmotic permeability of the epithelium
[79]. As outlined above, an apical surface liquid volume
load triggers AQP3 to incorporate into lateral membranes
of primary cultivated human bronchial epithelia [90].
Thereby, the osmotic water permeability of the epithelium
increases, and it switches into a high resorptive state, dur-
ing which the excessed fluid is resorbed [90]. This could
be another possible safety mechanism that counteracts al-
veolar edema formation and clearly indicates possible
roles of AQPs in lung injury. Indeed, patients with acute
lung injury and diffuse alveolar damage exhibit increased
expression levels for AQP1 and AQP5 but not for AQP1
[79].

Possible roles of AQP in lung injury, acute respiratory dis-
tress syndrome, lung edema formation, and clearance were
intensively investigated in animal models. In these models,
several agents were used to introduce lung injury, and one
should consider that they target different lung structures and
thereby could variably influence the course of lung injury.
Agents like oleic acid and bacterial exotoxins bind to plasma
proteins when given intravenously, and hence, they were con-
sidered to target primarily the vascular endothelium [74].
They can be distinguished from those that act primarily on
the epithelium and that were usually instilled intratracheal-
like acid (aspiration) or bleomycin [74]. Mechanical ventila-
tion and hyperoxia are also considered to act predominantly
on the epithelium [74]. In addition, treatments like ischemia/
reperfusion or sepsis caused by intravenous administration of
bacteria or cecal ligation and puncture target both the epithe-
lium and the endothelium [74].

Even though eachmodel causes lung injury in different and
model-specific ways, studies that systematically address
model-specific effects on lung AQPs are rare. In mice, it
seems that changes in lung AQP expression depend on the
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agent used to induce lung injury [105]. Intratracheal adminis-
tration of LPS causes AQP5 downregulation whereas
ventilator-induced lung injury and intratracheal HCl instilla-
tion decrease AQP4 expression levels [105]. Even though the
authors of this study discriminated between effects on the
endothelium or epithelium, respectively, one should consider
that all compounds were given intratracheally, and hence, all
compounds targeted the epithelium first before they accessed
the endothelium. In rat models, LPS reduced expression levels
for AQP5 as well as AQP1 [27, 29, 34, 44, 45, 47, 91, 99,
111], while AQP3 and AQP4 seemed to remain unaffected
[91]. There was no difference between intratracheal versus
intravenous LPS administration obvious from these studies.

Ventilator-induced lung injury (VILI) targets predominant-
ly the epithelium, and it was recognized that HgCl2 worsened
VILI-induced water accumulation in lungs. This effect was
attributed to the blockage of AQP1 and AQP5 [26]. In rat
lungs, VILI reduced expression levels of AQP1 [22, 46],
whereas AQP5 expression remained unaffected [22]. A more
recent study revealed that AQP5 expression increases gradu-
ally with the duration of mechanical ventilation with low tidal
volumes [21]. In these experiments, no edema formation was
measured. These observations can be considered as evidence
for a protective role of AQPs against VILI.

Expression of AQPs changes also in other less
frequent elaborated lung injury models

Hypoxia downregulates AQP1 expression [63, 112]. Ischemia
reperfusion of lung tissue increased AQP1 expression, and
AQP1 knockout severs lung injury and impairs its resolution
after ischemia reperfusion [25]. Another study showed that
ischemia-reperfusion of the lung reduces AQP5 expression
[113]. Acute kidney injury often precedes and/or causes lung
injury [17]. Indeed, ischemia reperfusion of the kidneys re-
sults in lung injury in rat that is also accompanied by reduced
AQP5 expression in lung tissue [82]. A latter study revealed
also changes in AQP1 expression levels in rat lung after kid-
ney injury-induced lung injury [67].

These studies clearly show that lung injury changes pulmo-
nary AQP expression regardless of its cause, most frequently
the expression of AQP1 and AQP5. However, it is not yet
clear if the observed changes play a causal role for the gener-
ation and course of lung injury. A protective role of AQPs
against lung injury during the resolving phase seems likely.

AQP in COPD

COPD is one of the leading causes of death worldwide. Its
hallmarks are an increased resistance of the small airways and
emphysematous remodeling of lung tissues. Remodeling of
lung tissues is associated with a chronic innate and adaptive
immune response that is paralleled by mucus hypersecretion

and impaired mucus hydration [32]. There is a correlation of
decreased AQP5 expression and protein levels with COPD
severity [107, 124]. In addition, polymorphisms in the
AQP5 gen are associated with a decline of lung function in
COPD patients [28, 78]. AQP5 localizes in the apical mem-
brane of serous cells at bronchial gland acini [58], where it
facilitates fluid secretion [94]. Submocosal glands of AQP5
knockout mice still produce an exudate. However, the pro-
duced exudate is enriched for proteins, reflecting an reduced
mucus hydration in AQP5−/− animals [94]. One has to con-
sider that AQP5−/−mice do not suffer from impaired alveolar
fluid clearance [96], and hence, it is unlikely that an impaired
transepithelial fluid transport causes reduced mucus hydration
in AQP5−/− mice. The reason for the observed mucus
hypohydration might be the impaired exocrine function of
the mucus producing glands that results in enriched mucus
content of the exudate . In combinat ion with an
inflammation-induced mucus hypersecretion, this may lead
to mucus enrichment with increased viscosity and facilitate
mucus plaque formation and finally airway obstruction.

AQP and asthma

Asthma is an inflammatory process of the airways. On the
basis of the underlying innate and adaptive immune reactions,
asthma can be subdivided into two major endotypes: T-helper
type 2 cells high (TH2-high) and T-helper type 2 cells low
(TH2-low) endotype [98]. The TH2-high endotype is charac-
terized by eosinophil accumulation whereas TH2-low
endotype can be identified by elevated levels of neutrophils.

In a recent study, increases in AQP1 and AQP5 content in
the sputum were proposed as possible diagnostic markers for
mild asthma [123]. Although AQP levels in BALF are not
used as diagnostic markers so far, this study points to a poten-
tial role of AQPs in asthma.

In mouse models, asthma—and especially allergic
asthma—are induced by two different treatments: ovalbumin
and IL-13 treatment. Both ovalbumin and intratracheal instil-
lations of IL-13 [109] induce an intense allergic airway in-
flammation in mouse lungs [5]. Both treatments result in asth-
ma symptoms. However, asthma induced by IL-13 is closely
related to the TH2-high asthma endotype that is driven by
elevated IL-13 levels.

Asthma models based on ovalbumin instillation exhibit
changes in expression levels of AQP1, AQP3, AQP4, and
AQP5. However, AQP protein abundance does not mirror
mRNA expression. AQP1, AQP4, and AQP5 mRNA levels
were reduced in ovalbumin-challenged mouse lungs, whereas
AQP3 mRNA remained unaffected [57]. The same study re-
vealed reduced protein abundance for AQP1, AQP3, and
AQP5 with strongest reduction for AQP3 protein abundance.
AQP4 protein levels were observed to be elevated [57].
Another study on ovalbumin-induced asthma models also
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reported reduced mRNA levels for AQP1, AQP4, and AQP5
but elevated AQP3 mRNA levels [18]. IL-13-induced asthma
resulted in changes of lung AQP expression pattern that dif-
fered from the one obtained after ovalbumin treatment. IL-13
transiently upregulated AQP3 and downregulated AQP5
mRNA levels. The strongest change in mRNA levels was
observed on the first day after intertracheal IL-13 instillation
for both AQP3 and AQP5 mRNA. In these experiments,
changes in protein abundance mirror the change in mRNA
levels [57]. Interestingly, anti-asthmatic agents alleviate
ovalbumin-induced changes in AQP1 and AQP5 mRNA ex-
pression and protein abundance [18, 83]. These results un-
equivocally underscore that AQP function is affected in lung
tissue of asthma patients. Nevertheless, it is not yet elaborated
to which extent these changes contribute to the course of the
disease.

Conclusion and future perspective

There is a huge body of evidence that AQPs play a pivotal role
for water transport in the lung. AQP expression changes dur-
ing perinatal stages of lung maturation when the epithelium
switches from a secretory to a resorptive phenotype. AQP
expression is also disturbed in several lung diseases that are
accompanied by impaired water transport function such as
lung injury, asthma, or COPD. Contrary to that, AQP knock-
out did not reduce the water resorption rate in the lung, al-
though AQP knockout reduced osmotic water permeability by
roughly 90%. The results from the AQP knockout experi-
ments were explained by two conditions that are specific for
the pulmonary epithelium: (i) near-isotonic conditions and (ii)
high osmotic water permeability in relation to a fairly low ion
transport rate. As long as these conditions apply to the pulmo-
nary epithelium, water transport remains almost independent
from AQP activity. When the transport conditions deviate
from near-isotonicity, as it is the case for fluid secretion in
submucosal glands, or when the ion transport rate increases
over longer time periods, as it is observed in primary cultivat-
ed human bronchial epithelia after an apical volume load,
osmotic water permeability matters. This would explain the
observed changes in AQP expression and activity during peri-
natal stages of lung maturation as well as during lung diseases
with impaired pulmonary fluid clearance. In these cases, the
change in AQP expression adjusts water resorption to match
the need or to counteract non-adequate airway surface liquid
volumes. Beside these compensatory or protective functions, a
change in AQP expression might also sever or even cause
lung fluid accumulation.

To further understand the roles of AQPs in the lung, we
need a more detailed analysis of lung epithelial transport.
From a mere investigation of ion transport rates, it is not pos-
sible to conclude fluid transport rates when near-isosmotic

conditions do not apply any more. In this case, water transport
needs to be measured directly. Furthermore, the contribution
of the tight junction for water and electrolyte transport is far
from completely understood. Finally, the coupling compart-
ment, which is doubtlessly important for water transport, re-
quires further investigation, despite its difficult experimental
and technical accessibility.

Even when these basic issues are better understood, it will
still be a great challenge to elucidate the principles involved in
the regulation of AQP expression and function in the lung.

Funding information The study was supported by Ministry of Science,
Research and Arts of Baden-Württemberg grant Az 32-7533-6-10 and by
the DFG, Pulmosens GRK 2203.

Open Access This article is distributed under the terms of the Creative
Commons At t r ibut ion 4 .0 In te rna t ional License (h t tp : / /
creativecommons.org/licenses/by/4.0/), which permits unrestricted use,
distribution, and reproduction in any medium, provided you give appro-
priate credit to the original author(s) and the source, provide a link to the
Creative Commons license, and indicate if changes were made.

References

1. Abrami L, Tacnet F, Ripoche P (1995) Evidence for a glycerol
pathway through aquaporin 1 (CHIP28) channels. Pflugers Arch
430:447–458

2. Abrami L, Berthonaud V, Rousselet G, Tacnet F, Ripoche P, Deen
PMT (1996) Glycerol permeability of mutant aquaporin 1 and
other AQP-MIP proteins: inhibition studies. Pflügers Arch Eur J
Physiol 431:408–414

3. Agre P, Sasaki S, Chrispeels MJ (1993) Aquaporins: a family of
water channel proteins. Am J Phys 265:F461

4. Alleva K, Niemietz CM, Sutka M, Maurel C, Parisi M, Tyerman
SD, Amodeo G (2006) Plasma membrane of beta vulgaris storage
root shows high water channel activity regulated by cytoplasmic
pH and a dual range of calcium concentrations. J Exp Bot 57:609–
621

5. Aun M, Bonamichi-Santos R, Arantes-Costa FM, Kalil J,
Giavina-Bianchi P (2017) Animal models of asthma: utility and
limitations. J Asthma Allergy 10:293–301

6. Bai C, Fukuda N, Song Y, Ma T, Matthay MA, Verkman AS
(1999) Lung fluid transport in aquaporin-1 and aquaporin-4
knockout mice. J Clin Invest 103:555–561

7. Bartoszewski R, Matalon S, Collawn JF (2017) Ion channels of
the lung and their role in disease pathogenesis. Am J Phys Lung
Cell Mol Phys 313:L859–L872

8. Saumon G, Basset G (1993) Electrolyte and fluid transport across
the mature alveolar epithelium. J Appl Physiol 74:1–15

9. Benga G (2012) On the definition, nomenclature and classification
of water channel proteins (aquaporins and relatives). Mol Asp
Med 33:514–517

10. Carmel JA, Friedman F, Adams FH (1965) Fetal tracheal ligation
and lung development. Am J Dis Child 109:452–456

11. Carter EP, Matthay MA, Farinas J, Verkman AS (1996)
Transalveolar osmotic and diffusional water permeability in intact
mouse lung measured by a novel surface fluorescence method. J
Gen Physiol 108:133–142

Pflugers Arch - Eur J Physiol (2019) 471:519–532 529



12. Carter EP, Umenishi F, Matthay MA, Verkman AS (1997)
Developmental changes in water permeability across the alveolar
barrier in perinatal rabbit lung. J Clin Invest 100:1071–1078

13. Carter EP, Ölveczky BP, Matthay MA, Verkman AS (1998) High
microvascular endothelial water permeability in mouse lung mea-
sured by a pleural surface fluorescence method. Biophys J 74:
2121–2128

14. Curran PF, Macintosh JR (1962) A model system for biological
water transport. Nature 193:347–348

15. De Paepe ME, Johnson BD, Papadakis K, Sueishi K, Luks FI
(1998) Temporal pattern of accelerated lung growth after tracheal
occlusion in the fetal rabbit. Am J Pathol 152:179–190

16. Dix JA, Solomon AK (1984) Role of membrane proteins and
lipids in water diffusion across red cell membranes. Biochim
Biophys Acta 773:219–230

17. Doi K, Ishizu T, Fujita T, Noiri E (2011) Lung injury following
acute kidney injury: kidney-lung crosstalk. Clin Exp Nephrol 15:
464–470

18. Dong C, Wang G, Li B, Xiao K, Ma Z, Huang H, Wang X, Bai C
(2012) Anti-asthmatic agents alleviate pulmonary edema by up-
regulating AQP1 and AQP5 expression in the lungs of mice with
OVA-induced asthma. Respir Physiol Neurobiol 181:21–28

19. Echaide M, Autilio C, Arroyo R, Perez-Gil J (2017) Restoring
pulmonary surfactant membranes and films at the respiratory sur-
face. Biochim Biophys Acta 1859:1725–1739

20. Echevarría M, Windhager EE, Frindt G (1996) Selectivity of the
renal collecting duct water channel aquaporin-3. J Biol Chem 271:
25079–25082

21. Fabregat G, García-De-La-Asunción J, Sarriá B, Cortijo J, De
Andrés J, Mata M, Pastor E, Javier Belda F (2014) Increased
expression of AQP 1 and AQP 5 in rat lungs ventilated with low
tidal volume is time dependent. PLoS One 9:1–18

22. Fabregat G, García-de-la-Asunción J, Sarriá B, Mata M, Cortijo J,
de Andrés J, Gallego L, Belda FJ (2016) Expression of aquaporins
1 and 5 in a model of ventilator-induced lung injury and its relation
to tidal volume. Exp Physiol 101:1418–1431

23. Folkesson HG, Matthay MA, Hasegawa H, Kheradmand F,
Verkman AS (1994) Transcellular water transport in lung alveolar
epithelium through mercury-sensitive water channels. Proc Natl
Acad Sci U S A 91:4970–4974

24. Folkesson HG, Matthay MA, Frigeri A, Verkman AS (1996)
Transepithelial water permeability in microperfused distal air-
ways: evidence for channel-mediated water transport. J Clin
Invest 97:664–671

25. Ge H, Zhu H, Xu N, Zhang D, Ou J, Wang G, Fang X, Zhou J,
Song Y, Bai C (2016) Increased lung ischemia-reperfusion injury
in aquaporin 1 null mice is mediated via decreased HIF-2α stabil-
ity. Am J Respir Cell Mol Biol 54:882–891

26. Hales CA, Du HK, Volokhov A, Mourfarrej R, Quinn DA (2001)
Aquaporin channels may modulate ventilator-induced lung injury.
Respir Physiol 124:159–166

27. HanG,Ma L, GuoY, Li L, Li D, Liu H (2015) Hyperbaric oxygen
therapy palliates lipopolysaccharide-induced acute lung injury in
rats by upregulating AQP1 and AQP5 expression. Exp Lung Res
41:444–449

28. Hansel NN, Sidhaye V, Rafaels NM, Gao L, Gao P, Williams R,
Connett JE, Beaty TH, Mathias RA, Wise RA, King LS, Barnes
KC (2010) Aquaporin 5 polymorphisms and rate of lung function
decline in chronic obstructive pulmonary disease. PLoS One 5:1–
8

29. Hasan B, sen LF, Siyit A, Tuyghun E, hua LJ, Upur H, Ablimit A
(2014) Expression of aquaporins in the lungs of mice with acute
injury caused by LPS treatment. Respir Physiol Neurobiol 200:
40–45

30. Hasegawa H, Ma T, Skach W, Matthay MA, Verkman AS (1994)
Molecular cloning of a mercurial insensitive water channel

expressed in selected water-trasnporting tissues. J Biol Chem
269:5497–5500

31. Hiroaki Y, Tani K, Kamegawa A, Gyobu N, Nishikawa K, Suzuki
H, Walz T, Sasaki S, Mitsuoka K, Kimura K, Mizoguchi A,
Fujiyoshi Y (2006) Implications of the aquaporin-4 structure on
array formation and cell adhesion. J Mol Biol 355:628–639

32. Hogg JC Pathophysiology of airflow limitation in chronic obstruc-
tive pulmonary disease. Lancet 364:709–721

33. Holm LM, Klaerke DA, Zeuthen T (2004) Aquaporin 6 is perme-
able to glycerol and urea. Pflugers Arch - Eur J Physiol 448:181–
186

34. Hong-min F, Chun-Rong H, Rui Z, Li-na S, Ya-Jun W, Li L
(2016) CGRP 8-37 enhances lipopolysaccharide-induced acute
lung injury and regulating aquaporin 1 and 5 expressions in rats.
J Physiol Biochem 73:381–386

35. Hummler E, Barker P, Gatzy J, Beermann F, Verdumo C, Schmidt
A, Boucher R, Rossier BC (1996) Early death due to defective
neonatal lung liquid clearance in alpha-ENaC-deficient mice. Nat
Genet 12:325–328

36. Hyde DM, Miller LA, Schelegle ES, Fanucchi MV, Van Winkle
LS, Tyler NK,AvdalovicMV, EvansMJ, Kajekar R, Buckpitt AR,
Pinkerton KE, Joad JP, Gershwine LJ, Wu R, Plopper CG (2006)
Asthma: a comparison of animal models using stereological
methods. Eur Respir Rev 15:122–135

37. Ishibashi K (2006) Aquaporin superfamily with unusual npa box-
es: S-aquaporins (superfamily, sip-like and subcellular-aquapo-
rins). Cell Mol Biol (Noisy-le-Grand) 52:20–27

38. Ishibashi K (2006) Aquaporin subfamily with unusual NPA box-
es. Biochim Biophys Acta 1758:989–993

39. Ishibashi K (2009) New members of mammalian aquaporins:
AQP11-AQP12. Handb Exp Pharmacol 190:251–262

40. Ishibashi K, Kuwahara M, Kageyama Y, Tohsaka A, Marumo F,
Sasaki S (1997) Cloning and functional expression of a second
new aquaporin abundantly expressed in testis. Biochem Biophys
Res Commun 237:714–718

41. Ishibashi K, Kuwahara M, Gu Y, Tanaka Y, Marumo F, Sasaki S
(1998) Cloning and functional expression of a new aquaporin
(AQP9) abundantly expressed in the peripheral leukocytes perme-
able to water and urea, but not to glycerol. Biochem Biophys Res
Commun 244:268–274

42. Ishibashi K, Morinaga T, Kuwahara M, Sasaki S, Imai M (2002)
Cloning and identification of a new member of water channel
(AQP10) as an aquaglyceroporin. Biochim Biophys Acta Gene
Struct Expr 1576:335–340

43. Ishibashi K, Koike S, Kondo S, Hara S, Tanaka Y (2009) The role
of a group III AQP, AQP11 in intracellular organ- elle homeosta-
sis. J Med Invest 56:312–317

44. Jiang YX, Dai ZL, Zhang XP, Zhao W, Huang Q, Gao LK (2015)
Dexmedetomidine alleviates pulmonary edema by upregulating
AQP1 and AQP5 expression in rats with acute lung injury induced
by lipopolysaccharide. J Huazhong Univ Sci Technolog Med Sci
35:684–688

45. Jiao G, Li E, Yu R (2002) Decreased expression of AQP1 and
AQP5 in acute injured lungs in rats. Chin Med J 115:963–967

46. Jin L,Wang L,Wu L, Shan Y, ZhaoX,Xiong X, Zhou J, Lin L, Jin
L (2013) Effects of COX-2 inhibitor on ventilator-induced lung
injury in rats. Int Immunopharmacol 16:288–295

47. Jin Y, Yu G, Peng P, Zhang Y, Xin X (2013) Down-regulated
expression of AQP5 on lung in rat DIC model induced by LPS
and its effect on the development of pulmonary edema. Pulm
Pharmacol Ther 26:661–665

48. Johansson I, Karlsson M, Shukla VK, Chrispeels MJ, Larsson C,
Kjellbom P (1998) Water transport activity of the plasma mem-
brane aquaporin PM28A is regulated by phosphorylation. Plant
Cell 10:451–459

530 Pflugers Arch - Eur J Physiol (2019) 471:519–532



49. Jørgensen PL (1980) Sodium and potassium ion pump in kidney
tubules. Physiol Rev 60:864–917

50. Jung HJ, Kwon T-H (2016) Molecular mechanisms regulating
aquaporin-2 in kidney collecting duct. Am J Physiol Ren
Physiol 311:F1318–F1328

51. Jung JS, Preston GM, Smith BL, Guggino WB, Agre P (1994)
Molecular structure of the water channel through aquaporin CHIP.
The hourglass model. J Biol Chem 269:14648–14654

52. Jung JS, Bhat RV, Preston GM, Guggino WB, Baraban JM, Agre
P (1994) Molecular characterization of an aquaporin cDNA from
brain: candidate osmoreceptor and regulator of water balance.
Proc Natl Acad Sci 91:13052–13056

53. King LS, Nielsen S, Agre P, Brown RH (2002) Decreased pulmo-
nary vascular permeability in aquaporin-1-null humans. Proc Natl
Acad Sci U S A 99:1059–1063

54. Kitchen P, Conner MT, Bill RM, Conner AC (2016) Structural
determinants of oligomerization of the aquaporin-4 channel. J
Biol Chem 291:6858–6871

55. Koyama N, Ishibashi K, KuwaharaM, Inase N, IchiokaM, Sasaki
S, Marumo F (1998) Cloning and functional expression of human
aquaporin8 cDNA and analysis of its gene. Genomics 54:169–172

56. Kozono D, Yasui M, King LS, Agre P (2002) Critical review
aquaporinwater channels : atomic structure andmolecular dynam-
ics meet clinical medicine. J Clin Invest 109:1395–1399

57. Krane CM, Deng B, Mutyam V, McDonald CA, Pazdziorko S,
Mason L, Goldman S, Kasaian M, Chaudhary D, Williams C, Ho
MWY (2009) Altered regulation of aquaporin gene expression in
allergen and IL-13-induced mouse models of asthma. Cytokine
46:111–118

58. Kreda SM, Gynn MC, Fenstermacher DA, Boucher RC, Gabriel
SE (2001) Expression and localization of epithelial aquaporins in
the adult human lung. Am J Respir Cell Mol Biol 24:224–234

59. Kuwahara M, Gu Y, Ishibashi K, Marumo F, Sasaki S (1997)
Mercury-sensitive residues and pore site in AQP3 water channel.
Biochemistry 36:13973–13978

60. Larsen EH, Sørensen JB, Sørensen JN (2000) A mathematical
model of solute coupled water transport in toad intestine incorpo-
rating recirculation of the actively transported solute. J Gen
Physiol 116:101–124

61. Larsen EH, Willumsen NJ, Møbjerg N, Sørensen JN (2009) The
lateral intercellular space as osmotic coupling compartment in
isotonic transport. Acta Physiol (Oxford) 195:171–186

62. Lee MD, Bhakta KY, Raina S, Yonescu R, Griffin CA, Copeland
NG, Gilbert DJ, Jenkins NA, Preston GM, Agre P (1996) The
human aquaporin-5 gene. Molecular characterization and chromo-
somal localization. J Biol Chem 271:8599–8604

63. Lin F, Pan LH, Ruan L, Qian W, Liang R, Ge WY, Huang B
(2015) Differential expression of HIF-1α, AQP-1, and VEGF un-
der acute hypoxic conditions in the non-ventilated lung of a one-
lung ventilation rat model. Life Sci 124:50–55

64. Liu K, Nagase H, Huang CG, Calamita G, Agre P (2006)
Purification and functional characterization of aquaporin-8. Biol
Cell 98:153–161

65. Liu Y, Promeneur D, Rojek A, Kumar N, Frokiaer J, Nielsen S,
King LS, Agre P, Carbrey JM (2007) Aquaporin 9 is the major
pathway for glycerol uptake by mouse erythrocytes, with implica-
tions for malarial virulence. Proc Natl Acad Sci 104:12560–12564

66. Liu L, Wu X, Tao B, Wang N, Zhang J (2016) Protective effect
and mechanism of hydrogen treatment on lung epithelial barrier
dysfunction in rats with. Sepsis 15:1–9

67. Ma T, Liu Z (2013) Functions of aquaporin 1 and α-epithelial Na+

channel in rat acute lung injury induced by acute ischemic kidney
injury. Int Urol Nephrol 45:1187–1196

68. Ma T, FukudaN, Song Y,MatthayMA,VerkmanAS (2000) Lung
fluid transport in aquaporin-5 knockout mice. J Clin Invest 105:
93–100

69. Macey RI, Karan DM, Farmer RE (1972) Properties of water
channels in human red cells. Biomembranes 3:331–340

70. Maclaren OJ, Sneyd J, Crampin EJ (2013) What do aquaporin
knockout studies tell us about fluid transport in epithelia? J
Membr Biol 246:297–305

71. Madeira A, Fernández-Veledo S, Camps M, Zorzano A, Moura
TF, Ceperuelo-Mallafré V, Vendrell J, Soveral G (2014) Human
aquaporin-11 is a water and glycerol channel and localizes in the
vicinity of lipid droplets in human adipocytes. Obesity 22:2010–
2017

72. Maeda S, Ito H, Tanaka K, Hayakawa T, Seki M (2005)
Localization of aquaporin water channels in the airway of the
musk shrew (Suncus murinus) and the rat. J Vet Med Sci 67:
975–984

73. Mathias RT, Wang H (2005) Local osmosis and isotonic transport.
J Membr Biol 208:39–53

74. Matute-Bello G, Frevert CW,Martin TR (2008) Animal models of
acute lung injury. Am J Phys:379–399

75. McCray PB, Bettencourt JD, Bastacky J, Denning GM,Welsh MJ
(1993) Expression of CFTR and a cAMP-stimulated chloride se-
cretory current in cultured human fetal alveolar epithelial cells.
Am J Respir Cell Mol Biol 9:578–585

76. Mulders SM, Rijss JP, Hartog a, Bindels RJ, van Os CH, Deen PM
(1997) Importance of the mercury-sensitive cysteine on function
and routing of AQP1 and AQP2 in oocytes. Am J Phys 273:F451–
F456

77. Murata K, Mitsuoka K, Hirai T, Walz T, Agre P, Heymann JB,
Engel A, Fujiyoshi Y (2000) Structural determinants of water
permeation through aquaporin-1. Nature 407:599–605

78. Ning Y, Ying B, Han S, Wang B, Wang X, Wen F (2008)
Polymorphisms of aquaporin5 gene in chronic obstructive pulmo-
nary disease in a Chinese population. Swiss Med Wkly 138:573–
578

79. Pires-Neto RC, Bernardi FDC, De Araujo PA, Mauad T,
Dolhnikoff M (2016) The expression of water and ion channels
in diffuse alveolar damage is not dependent on DAD etiology.
PLoS One 11:1–12

80. Preston GM, Agre P (1991) Isolation of the cDNA for erythrocyte
integral membrane protein of 28 kilodaltons: member of an an-
cient channel family. Proc Natl Acad Sci 88:11110–11114

81. Preston GM, Carroll TP, GugginoWB, Agre P (1992) Appearance
of water channels in Xenopus oocytes expressing red cell CHIP28
protein. Science 256:385–387. https://doi.org/10.1152/ajprenal.
1993.265.3.F461

82. Rabb H, Wang Z, Nemoto T, Hotchkiss J, Yokota N, Soleimani M
(2003) Acute renal failure leads to dysregulation of lung salt and
water channels. Kidney Int 63:600–606

83. Rana S, Shahzad M, Shabbir A (2016) Pistacia integerrima ame-
liorates airway inflammation by attenuation of TNF-α, IL-4, and
IL-5 expression levels, and pulmonary edema by elevation of
AQP1 and AQP5 expression levels in mouse model of
ovalbumin-induced allergic asthma. Phytomedicine 23:838–845

84. Ravasio A, Hobi N, Bertocchi C, Jesacher A, Dietl P, Haller T
(2011) Interfacial sensing by alveolar type II cells: a new concept
in lung physiology? Am J Phys Cell Phys 300:C1456–C1465

85. Riordan JR, Rommens JM, Kerem B, Alon N, Rozmahel R,
Grzelczak Z, Zielenski J, Lok S, Plavsic N, Chou JL (1989)
Identification of the cystic fibrosis gene: cloning and characteri-
zation of complementary DNA. Science 245:1066–1073

86. RuddyMK,Drazen JM, PitkanenOM, Rafii B, O’BrodovichHM,
Harris HW (1998) Modulation of aquaporin 4 and the amiloride-
inhibitable sodium channel in perinatal rat lung epithelial cells.
Am J Phys 274:L1066–L1072

87. Ruiz Carrillo D, To Yiu Ying J, Darwis D, Soon CH, Cornvik T,
Torres J, Lescar J (2014) Crystallization and preliminary

Pflugers Arch - Eur J Physiol (2019) 471:519–532 531

https://doi.org/10.1152/ajprenal.1993.265.3.F461
https://doi.org/10.1152/ajprenal.1993.265.3.F461


crystallographic analysis of human aquaporin 1 at a resolution of
3.28Å. Acta Crystallogr F Struct Biol Commun 70:1657–1663

88. Sachdeva R, Singh B (2014) Insights into structural mechanisms
of gating induced regulation of aquaporins. Prog Biophys Mol
Biol 114:69–79

89. Sato K, Kobayashi K, Aida S, Tamai S (2004) Bronchiolar expres-
sion of aquaporin-3 (AQP3) in rat lung and its dynamics in pul-
monary oedema. Pflugers Arch 449:106–114

90. Schmidt H, Michel C, Braubach P, Fauler M, Neubauer D,
Thompson KE, Frick M, Mizaikoff B, Dietl P, Wittekindt OH
(2017) Water permeability adjusts resorption in lung epithelia to
increased apical surface liquid volumes. Am J Respir Cell Mol
Biol 56:372–382

91. Shen Y, Wang XX, Wang Y, Wang XX, Chen Z, Jin M, Bai C
(2012) Lipopolysaccharide decreases aquaporin 5, but not aqua-
porin 3 or aquaporin 4, expression in human primary bronchial
epithelial cells. Respirology 17:1144–1149

92. Shin L, Basi N, Jeremic A, Lee J-S, Cho WJ, Chen Z, Abu-
Hamdah R, Oupicky D, Jena BP (2010) Involvement of vH+-
ATPase in synaptic vesicle swelling. J Neurosci Res 88:95–101

93. Solymosi EA, Kaestle-gembardt SM, Vadász I, Wang L, Neye N
(2013) Chloride transport-driven alveolar fluid secretion is a major
contributor to cardiogenic lung edema. PNAS 110:E2308–E2316

94. Song Y, Verkman AS (2001) Aquaporin-5 dependent fluid secre-
tion in airway submucosal glands. J Biol Chem 276:41288–41292

95. Song Y, Ma T, Matthay MA, Verkman AS (2000) Role of
aquaporin-4 in airspace-to-capillary water permeability in intact
mouse lung measured by a novel gravimetric method. J Gen
Physiol 115:17–27

96. Song Y, Fukuda N, Bai C, Ma T, Matthay MA, Verkman AS
(2000) Role of aquaporins in alveolar fluid clearance in neonatal
and adult lung, and in oedema formation following acute lung
injury: studies in transgenic aquaporin null mice. J Physiol 525:
771–779

97. Song Y, Jayaraman S, Yang B, Matthay MA, Verkman AS (2001)
Role of aquaporin water channels in airway fluid transport, hu-
midification, and surface liquid hydration. J Gen Physiol 117:573–
582

98. Stokes JR, Casale TB (2016) Characterization of asthma
endotypes: implications for therapy. Ann Allergy Asthma
Immunol 117:121–125

99. Tao B, Liu L,WangN,WangW, Jiang J, Zhang J (2016) Effects of
hydrogen-rich saline on aquaporin 1, 5 in septic rat lungs. J Surg
Res 202:291–298

100. Törnroth-Horsefield S, Hedfalk K, Fischer G, Lindkvist-Petersson
K, Neutze R (2010) Structural insights into eukaryotic aquaporin
regulation. FEBS Lett 584:2580–2588

101. Tournaire-Roux C, SutkaM, Javot H, Gout E, Gerbeau P, Luu DT,
Bligny R, Maurel C (2003) Cytosolic pH regulates root water
transport during anoxic stress through gating of aquaporins.
Nature 425:393–397

102. Towne JE, Harrod KS, Krane CM, Menon AG (2000) Decreased
expression of aquaporin (AQP)1 and AQP5 in mouse lung after
acute viral infection. Am J Respir Cell Mol Biol 22:34–44

103. Umenishi F, Carter EP, Yang B, Oliver B, Matthay MA, Verkman
AS (1996) Sharp increase in rat lung water channel expression in
the perinatal period. Am J Respir Cell Mol Biol 15:673–679

104. Ussing HH, Lind F, Larsen EH (1996) Ion secretion and isotonic
transport in frog skin glands. J Membr Biol 152:101–110

105. Vassiliou AG, Manitsopoulos N, Kardara M, Maniatis NA,
Orfanos SE, Kotanidou A (2017) Differential expression of aqua-
porins in experimental models of acute lung injury. In: In Vivo,
vol 31, pp 885–894

106. Walz T, Smith BL, Agre P, Engel A (1994) The three-dimensional
structure of human erythrocyte aquaporin CHIP. EMBO J 13:
2985–2993

107. Wang K, Feng Y, Wen F, Chen X, Ou X, Xu D, Yang J, Deng Z
(2007) Decreased expression of human aquaporin-5 correlated
with mucus overproduction in airways of chronic obstructive pul-
monary disease. Acta Pharmacol Sin 28:1166–1174

108. Weinstein AM, Stephenson JL (1981) Coupled water transport in
standing gradient models of the lateral intercellular space. Biophys
J 35:167–191

109. Wills-Karp M, Luyimbazi J, Xu X, Schofield B, Neben TY, Karp
CL, Donaldson DD (1998) Interleukin-13: central mediator of
allergic asthma. Science 282:2258–2261

110. Wine JJ, Hansson GC, König P, Joo NS, Ermund A, Pieper M
(2018) Progress in understanding mucus abnormalities in cystic
fibrosis airways. J Cyst Fibros 17:S35–S39

111. Wu X-M, Wang H-Y, Li G-F, Zang B, Chen W-M (2009)
Dobutamine enhances alveolar fluid clearance in a rat model of
acute lung injury. Lung 187:225–231

112. Wu Y, Pan CY, Guo CZ, Dong ZJ, Wu Q, Dong HM, Zhang W
(2015) Expression of aquaporin 1 and 4 in rats with acute hypoxic
lung injury and its significance. Genet Mol Res 14:12756–12764

113. Wu ZY, Yao Y, Hu R, Dai FF, Zhang H, Mao ZF (2016) Cyclic
adenosine monophosphate-protein kinase a signal pathway may
be involved in pulmonary aquaporin-5 expression in ischemia/
reperfusion rats following deep hypothermia cardiac arrest.
Genet Mol Res 15. https://doi.org/10.4238/gmr.15017377

114. Yakata K, Hiroaki Y, Ishibashi K, Sohara E, Sasaki S, Mitsuoka K,
Fujiyoshi Y (2007) Aquaporin-11 containing a divergent NPA
motif has normal water channel activity. Biochim Biophys Acta
Biomembr 1768:688–693

115. Yakata K, Tani K, Fujiyoshi Y (2011) Water permeability and
characterization of aquaporin-11. J Struct Biol 174:315–320

116. Yang B, Verkman AS (1997)Water and Glycerol Permeabilities of
Aquaporins 1–5 and MIP Determined Quantitatively by
Expression of Epitope-tagged Constructs in Xenopus Oocytes. J
Biol Chem 272:16140–16146

117. Yasui M (2004) Molecular mechanisms and drug development in
aquaporin water channel diseases: structure and function of aqua-
porins. J Pharmacol Sci 96:260–263

118. Yasui M, Serlachius E, Löfgren M, Belusa R, Nielsen S, Aperia A
(1997) Perinatal changes in expression of aquaporin-4 and other
water and ion transporters in rat lung. J Physiol 505:3–11

119. Yin J, Hoffmann J, Kaestle SM, Neye N, Wang L, Baeurle J,
Liedtke W, Wu S, Kuppe H, Pries AR, Kuebler WM (2008)
Negative-feedback loop attenuates hydrostatic lung edema via a
cGMP-dependent regulation of transient receptor potential
Vanilloid 4. Circ Res 102:966–974

120. Zelenina M, Zelenin S, A a B, Brismar H, Aperia A (2002) Water
permeability of aquaporin-4 is decreased by protein kinase C and
dopamine. Am J Physiol Ren Physiol 283:F309–F318

121. Zelenina M, Tritto S, Bondar AA, Zelenin S, Aperia A (2004)
Copper inhibits the water and glycerol permeability of aquapo-
rin-3. J Biol Chem 279:51939–51943

122. Zhang YW, Bi LT, Hou SP, Zhao XL, Song YL, Ma TH (2009)
Reduced lung water transport rate associated with downregulation
of aquaporin-1 and aquaporin-5 in aged mice. Clin Exp Pharmacol
Physiol 36:734–738

123. Zhang J, Gong L, Hasan B,Wang J, Luo J, Ma H, Li F (2015) Use
of aquaporins 1 and 5 levels as a diagnostic marker in mild-to-
moderate adult-onset asthma. Int J Clin Exp Pathol 8:14206–
14213

124. Zhao R, Liang X, Zhao M, Liu SL, Huang Y, Idell S, Li X, Ji HL
(2014) Correlation of apical fluid-regulating channel proteins with
lung function in human COPD lungs. PLoS One 9:1–10

125. Zhu HX, Zhou JB, Zhu XD, Zhou J, Li J, Song YL, Bai CX
(2016) Impaired self-healing capacity in airway epithelia lacking
aquaporin-3. Respir Physiol Neurobiol 233:66–72

532 Pflugers Arch - Eur J Physiol (2019) 471:519–532

https://doi.org/10.4238/gmr.15017377

	Aquaporins in the lung
	Abstract
	Introduction
	The protein family of aquaporins
	Aquaporins in the lung
	Barriers for fluid transport in the lung
	Contribution of AQPs to transendothelial and transepithelial water permeability
	AQPs and hydrostatic pressure-driven water permeability
	AQP5 in submucosal glands
	Transepithelial transport models, AQP knockout, and lung fluid homeostasis
	Role of AQPs in the lung under special conditions and disease
	AQP during lung development and aging
	AQP and acute lung injury
	Expression of AQPs changes also in other less frequent elaborated lung injury models
	AQP in COPD
	AQP and asthma

	Conclusion and future perspective
	References


