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Abstract

The human intestine harbors a dense microbial ecosystem (microbiota) that
is different between individuals, dynamic over time, and critical for aspects
of health and disease. Dietary polysaccharides directly shape the microbiota
because of a gap in human digestive physiology, which is equipped to as-
similate only proteins, lipids, simple sugars, and starch, leaving nonstarch
polysaccharides as major nutrients reaching the microbiota. A mutualistic
role of gut microbes is to digest dietary complex carbohydrates, liberating
host-absorbable energy via fermentation products. Emerging data indicate
that polysaccharides play extensive roles in host–gut microbiota symbiosis
beyond dietary polysaccharide digestion, including microbial interactions
with endogenous host glycans and the importance of microbial polysac-
charides. In this review, we consider multiple mechanisms through which
polysaccharides mediate aspects of host-microbe symbiosis in the gut, in-
cluding some affecting health. As host and microbial metabolic pathways are
intimately connected with diet, we highlight the potential to manipulate this
system for health.
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INTRODUCTION

Polysaccharides are the most chemically diverse molecules in living systems (14). This is due
partly to the fact that they are composed of more than 20 common substituent sugars when one
counts different monosaccharides plus their variable pyranose (six-atom) and furanose (five-atom)
ring forms (Figure 1). However, unlike nucleic acids and proteins, which are linked by uniform
phosphodiester and peptide bonds, polysaccharides can be extensively diversified by their linkage
patterns, which may be either α or β and can be branched at more than two positions on a
single substituent. Finally, carbohydrates can be covalently coupled to other common biological
molecules, such as proteins and lipids (i.e., glycoconjugates), adopt secondary structure similar to
proteins, and even exist in crystalline form, such as cellulose and some forms of starch.

Despite the astronomical diversity of polysaccharide combinations that may be synthesized
from common component sugars, relatively little of this theoretical diversity has been explored
by natural biological systems. A substantial portion of the known diversity exists in plants, fungi,
and marine algae, including the variable pectins, hemicelluloses, α-mannans, and α-/β-galactans
(e.g., agarose and carrageenan) that are essential for the physiology and structural integrity of
these organisms (2, 19, 52, 91). It is likely that even more diversity exists in the O- and N-linked

−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−→
Figure 1
Representative diversity of polysaccharides derived from various dietary, host, and microbial sources. Gray brackets indicate reducing
ends of polysaccharides and gray arrows indicate the possibility of extended polymer length, which may be very long in some cases (e.g.,
corn starch with up to 106 glucose units per chain). Most of the polysaccharides shown are known to be degraded by human gut
bacteria. The three major sources of polysaccharides (diet, endogenous host glycans, and microbially produced glycans indigenous to
the microbiota) are arranged in order of increasing diversity, beginning in the upper left and proceeding clockwise through indigenous
microbiota polysaccharides. For the latter, only two Escherichia coli capsule (CPS) structures are shown, which overlap with the host
glycosaminoglycans heparin and chondroitin sulfate. However, the diversity of microbiota CPS structures is likely astronomical and is
still largely unexplored. Linkage types (α or β) between sugars are indicated, and where the donor sugar is linked via carbon 1 to
another monosaccharide, this number is not indicated (e.g., β1,4 linkage between two sugars is written as β4).

350 Porter · Martens



MI71CH18-Martens ARI 7 August 2017 8:30

G
al

ac
to

m
an

na
n

]
G

lu
co

m
an

na
n

]
Fu

co
ga

la
ct

ox
yl

og
lu

ca
n

]
Ce

llu
lo

se

Pl
an

t
ce

llu
lo

se
 a

nd
he

m
ic

el
lu

lo
se

A
ra

bi
na

n

Rh
am

no
ga

la
ct

ur
on

an
 II

H
om

og
al

ac
tu

ro
na

n 

Rh
am

no
ga

la
ct

ur
on

an
 I

Pe
ct

ic
ga

la
ct

an

A
ra

bi
no

ga
la

ct
an

Pl
an

t p
ec

tin
s

La
ct

os
e 

an
d 

hu
m

an
m

ilk
 o

lig
os

ac
ch

ar
id

es
(>

30
0 

st
ru

ct
ur

es
) 

D
ie

ta
ry

 p
la

nt
s

[

α4

β4

α2
,6

β4

α2
,3

β4

α3
β4

α4
α4

2A
6M

α2 α6
α6

α6

α6

α6

[

α4
α4

α4
α4

α4
α4

α4

α4
α4

α4
α4

α4
α4

α4
α4

α4
α4 α4

α4

β2

St
ar

ch

Su
cr

os
e

In
ul

in
G

ra
m

in
anSt

ar
ch

, s
uc

ro
se

fr
uc

ta
ns

, a
nd

ga
la

ct
an

s

O
th

er
 d

ie
ta

ry
 s

ou
rc

es

A
ni

m
al

 m
us

cl
e,

 
co

nn
ec

ti
ve

 ti
ss

ue
,

an
d 

ex
tr

ac
el

lu
la

r
m

at
ri

x

Ch
on

dr
oi

tin
 s

ul
fa

te

H
ya

lu
ro

na
n

H
ep

ar
in

 s
ul

fa
te

D
er

m
at

an
 s

ul
fa

te
Ke

ra
ta

n 
su

lfa
te

G
ly

co
sa

m
in

og
ly

ca
ns

β4
β4

α3
α6

α6 α6 α2

α2

α2
α2

α2
α2

α2
α3

α3
α2

α3
α3

P

α2

α6
α6

[Ye
as

t α
-m

an
na

n

Le
va

n
D

ex
tr

an
 (b

ra
nc

he
d)

β4
β4

β4
β4

Ch
iti

n

β3
β3

β3
β3

β3
]

β3
β3

β3
β6

Ye
as

t β
-g

lu
ca

n

Fu
ng

i

A
lg

in
at

e 

Po
rp

hy
ra

n 

β4
β4

β4
6S

6S
6S

α3
α3

]
Ah

D
Ah

D
Ah

D
β4

β4
β4

4S
4S

4S
α3

α3
]

Ca
rr

ag
ee

na
n 

Ah
L

Ah
L

Ah
L

β4
β4

β4
α3

α3
]

Ag
ar

os
e

La
m

in
ar

in

M
ar

in
e 

al
ga

e

En
do

ge
no

us
 h

os
t g

ly
ca

ns

H
ep

ar
os

an
(E

. c
ol

i K
5)

]
β-

m
an

na
n

A
lte

rn
an

 In
di

ge
no

us
 m

ic
ro

bi
ot

a 
po

ly
sa

cc
ha

ri
de

s
(e

no
rm

ou
s 

di
ve

rs
ity

)

E.
 co

li 
K4

Co
re

 1

Co
re

 2
Co

re
 4

Co
re

 3

FU
T2

–/
– 

(n
on

se
cr

et
or

)
Ty

pe
 H

Ty
pe

 A
Ty

pe
 B

Si
al

yl
 T

n 
an

d 
Tn

 (c
or

e 
1

an
d 

Co
sm

c 
m

ut
an

ts
)

M
uc

in
 O

-li
nk

ed
 g

ly
ca

ns
(~

10
0 

st
ru

ct
ur

es
)

EP
S 

fr
om

 fe
rm

en
te

d
fo

od
 b

ac
te

ri
a 

or
ad

di
tiv

es

Su
ga

r s
ym

bo
ls

:

G
al

ac
tu

ro
ni

c 
ac

id

Rh
Rh

am
no

se
G

al
ac

to
se

Fu
co

se

Xy
lo

se
G

lu
cu

ro
ni

c 
ac

id

A
r

A
c

A
ra

bi
no

se
G

lu
co

se

M
an

no
se

Id
ur

on
ic

 a
ci

d

M
an

nu
ro

ni
c 

ac
id

G
u

G
ul

ur
on

ic
 a

ci
d

Ac
er

os
e

3,
6-

A
nh

yd
ro

-D
-g

al
ac

to
se

Ah
D

N
-a

ce
ty

ln
eu

ra
m

in
ic

 a
ci

d
(s

ia
lic

 a
ci

d)
Fr

uc
to

se

N
-a

ce
ty

lg
al

ac
to

sa
m

in
e

N
-a

ce
ty

lg
lu

co
sa

m
in

e
K

2-
Ke

to
-3

-d
eo

xy
-D

-m
an

no
-o

ct
ul

os
on

ic
 a

ci
d

A
p

A
pi

os
e

D
h

2-
Ke

to
-3

-d
eo

xy
-D

-ly
xo

-h
ep

tu
lo

sa
ric

 a
ci

d

3,
6-

A
nh

yd
ro

-L
-g

al
ac

to
se

Ah
L

O
th

er
 m

od
ifi

ca
tio

n 
sy

m
bo

ls
:

Ac
et

yl

M
et

hy
l

Fe
ru

lic
 a

ci
d

Su
lfa

te

Ph
os

ph
at

e

AM FAS P

Py
r

Py
ru

va
te

L-
se

rin
e

L-
as

pa
ra

gi
ne

L-
th

re
on

in
e

Se
r

A
sn Th

r

N
-li

nk
ed

 g
ly

ca
ns

 (m
an

y 
st

ru
ct

ur
es

)

Xa
nt

ha
n 

gu
m

D
ex

tr
an

 (l
in

ea
r)

Ve
rb

as
co

se
α6

α6
α6

β2

Ke
fir

an

G
al

ac
to

ol
ig

os
ac

ch
ar

id
es

β2
β2

β4

β4
β4

β4

A
ra

bi
no

xy
-

lo
gl

uc
an

]

A
r

α6
α6

α6

β2
α2

β4
β4

β4 β4
β4

2A
3A

β4
β4

β4
β4

β4
β4

β4

]
α6

α6
α6

β4
β4

[

β4

β2
,3

β2
,3

β2
,3

β4
β4

β3
β3

[

α4
α4

α4
β4

β4

β4
β4

]
Ce

re
al

 β
-g

lu
ca

n

β4
β3

β3
β4

β4
β4

β4

β4 β4

β4 β4

β4 β4

β4 β4

β4 β4

]
G

lu
cu

ro
no

xy
la

n

α24M

α2
2A

α2
β4

β4
β4

β4

[

β2
,1

β2
,1

β2
,1

β2
,1

β2
,1

[

β2
,1

β2
,1

β2
,1

β2
,1

β2
,1

β2
,6

A

β2 β2 α3

β2
,3

B

A

2M
L

β5
α5

α2
,3

α4

α4
α4

α4
α4

α4

α3α2 β2
β2α4

α2
β3

α3

β4
α3

2

α3 α2
2M

A
r

A
r

A
r

A
p

D
h

Rh
K

A
c

A
pRh Rh

Rh

Rh

]

α5

α5

α3 α3
α3

α2
α5 α5 α5 α5

α3 α3

α4
α4

2A

α2
α2

β4 β4 β4
β6

β4

β3 β3 β3

α3

β3 β3
β6

β6

β6α6

α6

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

A
r

Rh
Rh

Rh

]
A

ra
bi

no
xy

la
n

α2
α2

α2FA

α3
α3

β4
β4

β4
β4

A
r

A
r

A
r

A
r

A
r

A
snβ4β4

α3
α6

α3
α6

β4β4 A
sn

α3
α6β2

β2
β4

β4
β4

β4

α2
,3 α6

α2
,3

α2
,3

α3
α3

α1
Se

r/
Th

r

α1
Se

r/
Th

r

β4 α2
β4

β6 β3
α3

α1
Se

r/
Th

r

α3 α2

β4
β6 β3

β4

β3
β3

α1
Se

r/
Th

r
β4

β3

α1
Se

r/
Th

r
β4

α3

α2

β3

α1
Se

r/
Th

r
β4

α2

β3

α1
Se

r/
Th

r
β3

β4
α2

β4β4 A
sn

α3
α6α3

β2
α6

β4α2
,3

α1
Se

r/
Th

r

α1
Se

r/
Th

r

β3

α3
α3

α4
β3

β3

β4
β4

β4
β3

β6

α2

β4
α2

β4
β4

α4
β4

α4
]

G
u

G
u

G
u

]
β3

β3
β3

β3

]

α4

α4
α4

α4
α4

α6

α6

[ [
[

β3

β4
β4

β4
β4

β4

β6
β6

β6
β6

β3
β3

β3

]
α3

α3

α3
α3

α3
α3

α6
α6

α6
α6

α6
α6

]
α6

α6
α6

α6
α6

α6

[

β3
α4

β4
β2

β2

[

β2
,6

β2
,6

β2
,6

β2
,6

β2
,6

β2
,6

[

4,
6P

yr
4,

6P
yr

4,
6P

yr

β4
α3β2

6A

β4

α3β2
6A

β4

α3β2
6A

β4

β4
β4

β4
β4

[

β4
β3

β4
β3

β3
β4

[

β4
β3

β4
β3

6S

4S
4S

β4

[

β4
α3

β4
α3

4S
4S

4S
2S

2S
2S

β4

[

α4
α4

α4
β4

2S
2S

N
S

2S
β4

[

6S

6S
6S

β4
β3

β4
β3

α1
Se

r/
Th

r
β4

α3

α2

β3

www.annualreviews.org • Critical Roles of Polysaccharides 351



MI71CH18-Martens ARI 7 August 2017 8:30

glycolipid and glycoprotein conjugates found in mammalian tissues and secreted products, such
as mucus and shed host cells (55, 122, 124). Finally, microbes may be the most diverse and
underexplored repositories of glycobiological content, given their ability to build not just essential
structural polysaccharides (peptidoglycan and lipopolysaccharide) but also an extensive array of
polysaccharide capsules and exopolysaccharides, many of which contain rare component sugars.
All three of the above sources of glycobiological diversity (plant, animal, and microbial) converge
in the human distal gut, where a dense and dynamic community of symbiotic microbes (mi-
crobiota) exists in homeostasis (from a microbial perspective, perhaps turbulent disequilibrium)
with the host. The gut microbiota plays many important roles in health and disease and is, in
turn, influenced by the dynamic compositional and physiological changes that are exerted in this
ecosystem by diet. As such, dietary polysaccharides are an obvious focus of rational interventions
involving the microbiota. However, other host and microbial carbohydrate-based physiological
pathways have also emerged as important factors in health and disease, and some of these are
influenced by diet. In this review, we consider the many interconnected carbohydrate-based
transactions that take place in the gut and involve the microbiota. We focus on the sources and
chemical details of the complex carbohydrates that mediate these interactions, as well as emerging
frontiers in understanding and manipulating these complex relationships to promote health.

INFLUENCE OF DIETARY POLYSACCHARIDES ON THE
MICROBIOTA-HOST SYMBIOSIS

The genomic era, coupled to reinvigorated culturing efforts for human gut microorganisms, has
accelerated mechanistic research toward understanding a mutualistic behavior that has long been
attributed to human gut microbes: the critical importance of these organisms in digesting dietary
fiber polysaccharides (47). While the human genome only encodes a handful of gastrointestinal
enzymes that mostly target starch—thereby releasing glucose for direct absorption in the small
intestine—some individual human gut bacteria produce hundreds of individual enzymes with
collective catalytic specificities ranging far beyond starch (42). For example, the gram-negative
symbiont Bacteroides thetaiotaomicron, one of the first common gut bacteria after Escherichia coli to
have its genome sequenced, encodes over 300 enzymes in the glycoside hydrolase, polysaccharide
lyase, carbohydrate esterase, and sulfatase families (11, 135). Despite this impressive armament of
degradative enzymes, the sequenced type strain of this species is still incapable of utilizing a number
of common polysaccharides as nutrient sources, most notably plant cell wall hemicelluloses that
are abundant in grains, nuts, fruits, and vegetables (75). However, systematic investigations of
a few additional Bacteroides species (B. ovatus, B. cellulosilyticus, B. xylanisolvens), each with even
larger polysaccharide-degrading enzyme repertoires than B. thetaiotaomicron’s, revealed abilities
to degrade hemicellulosic polysaccharides and, like studies of B. thetaiotaomicron, identified the
genes involved (36, 37, 75, 81). Even more intriguingly, studies focusing on the ability of human
gut bacteria to catabolize relatively rare dietary polysaccharides, such as carrageenan, agarose,
porphyran, and alginate polymers found in edible seaweed, have revealed the presence of these
abilities in geographically and culturally distinct populations (53, 54, 125).

An impressive series of follow-up studies have targeted select multiprotein catabolic systems
in some of the species noted above for in-depth biochemical and molecular genetic studies of
the enzymatic, regulatory, and transport mechanisms involved (5, 31, 66, 97, 100, 104, 114,
115). Although many of these detailed efforts have focused on members of the gram-negative
Bacteroidetes, one of the dominant phyla colonizing the gut, similar studies are emerging for mem-
bers of genera belonging to the two abundant gram-positive phyla, Firmicutes and Actinobacteria
(10, 26, 40, 41, 50, 83). The known mechanisms through which members of all three of these phyla
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degrade dietary polysaccharides, ranging from milk oligosaccharides to plant and fungal cell walls,
have recently been reviewed in detail (25) and therefore are not covered in depth here. These
mechanisms mostly involve either energy-dependent Sus-like transport systems coupled to outer
membrane–associated and periplasmic enzymes in the Bacteroidetes (48, 74) or ABC-transport
systems coupled to degradative enzymes in the Firmicutes and Actinobacteria (26, 40, 50). In
addition, a third mechanism, cellulosome-like scaffolded enzyme systems, has recently been
discovered in some human gut members of Firmicutes (namely members of the genus Ruminococcus)
that so far have been found to use these systems to target cellulose and resistant starch (10, 137).

While substantial need for mechanistic investigation remains, especially in gram-positive gut
bacteria, it has become clear that most of the known dietary fiber polysaccharide structures ex-
pected to be introduced into the gut (Figure 1), even insoluble cellulose, can be utilized by some
gut bacteria. Two open questions are, how much variation exists across individuals, and how
much redundancy exists among individual bacterial members of a microbiota? The answer to each
of these questions will be important for understanding how individual members of the micro-
biota metabolize various dietary polysaccharides, whether they do so mostly alone or as consortia,
and how resilient communities are to loss of species that conduct key digestive functions. With
respect to the latter point, it was recently shown in gnotobiotic mice colonized with a human
microbiota that prolonged dietary fiber starvation is capable of catalyzing irreversible extinction
of some microbial groups that are more consistently supported by a fiber-rich diet (118). In this
context, it has been hypothesized that the gut microbiota of modern humans—especially those
living in industrialized nations where fiber consumption has diminished in recent decades—has
lost carbohydrate-metabolizing bacteria over multiple generations (119). If this is true, we may
need to look to human populations that have retained high-fiber, unprocessed diets for reposito-
ries of microorganisms that can eventually be reintroduced (i.e., as probiotics) into humans with
low digestive diversity.

HOST GLYCOCONJUGATES SHAPE AND ARE SHAPED
BY THE MICROBIOTA

Changes in Host Intestinal Glycosylation in Response
to Symbiont Colonization

A second major source of glycans present in the gut is the pool of endogenous molecules attached
to cell surfaces, shed epithelial cells, and secreted mucus. The structures of these glycans, typically
conjugated to either lipids or proteins (O-linked to serine or threonine or N-linked to asparagine),
are distinct from those of dietary polysaccharides other than milk oligosaccharides, which are them-
selves produced by host mammals and can overlap substantially with O-linked glycans (Figure 1).
The interactions between gut microbes and host glycans are already known to be manifold and
can contribute to beneficial or detrimental outcomes for both the host and gut microbes. In-
terestingly, the glycobiology of the intestinal surface has been shown to be both temporally and
geographically dynamic and responsive to microbiological signals, leading to the idea that changes
in intestinal glycosylation occur in part to influence the microbiota. One of the first examples of
this phenomenon is α-fucosylation of ileal epithelial cells during development of the murine gut
(17). In weaned mice with a conventional microbiota, there is heavy fucosylation of the ileal sur-
face. In genetically identical mice raised germfree, this fucosylation is absent but can be restored
(even in adult germfree mice), if a single species (B. thetaiotaomicron) or a conventional microbiota
is introduced. Even more interesting, B. thetaiotaomicron mutants that cannot utilize L-fucose as
a nutrient source fail to elicit ileal fucosylation in germfree mice, suggesting the presence of a
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two-way signaling pathway by which microbial foraging of fucose from host glycans triggers in-
creased production by the host (17, 56). This phenomenon of commensal-mediated cell surface
fucosylation was subsequently recapitulated in cultured murine ileal organoids injected only with
B. thetaiotaomicron culture. As observed in vivo (17), inoculation correlates with transcriptional
activation of murine FUT2 (α−1,2-fucosyltransferase), which encodes the enzyme responsible for
building this host glycan linkage (43).

More recently, increased small intestinal fucosylation has also been linked to systemic signals
associated with bacterial infection (92). Intraperitoneal injection into mice of Toll-like receptor
2, 4, or 9 ligands that signal the presence of various bacterial molecules (triacylated lipoprotein,
lipopolysaccharide, or CpG DNA, respectively) triggers a rapid increase in small intestine fu-
cosylation that is also dependent on Fut2 activity. While the small intestine harbors a relatively
low-density microbial community, newly fucosylated glycoproteins are degraded as they tran-
sit to the colon in a microbiota-dependent fashion. Thus, it has been hypothesized that such a
response exists to provide endogenous sources of glycan-derived nutrients to the microbiota dur-
ing times of stress due to bacterial infection (92). Such a response may suppress the activity or
proliferation of potential microbiota-resident pathogens, either by selectively feeding nutrients
to indigenous mutualists or by altering host glycan structures to make them less accessible to
opportunistic pathogens. In the context of these studies highlighting microbiota-mediated in-
testinal glycan fucosylation, ∼20% of North Americans and Europeans exhibit the nonsecretor
blood group phenotype (64), attributed to loss of FUT2 (Figure 1); the effect of this sequence
variation has been shown to directly affect the composition and physiology of the microbiota in a
diet-dependent fashion (62).

Host- and Microbiota-Catalyzed Changes During Disease

The studies described above examined changes in fucosylation of glycans secreted in the small
intestine, a site of lower microbial colonization that may pass these nutrients to the distal gut.
Glycoconjugates in the colon, a site with high colonization density, are also critical to the diet-
microbiota-host axis. One of the most prominent sources of colonic glycans is secreted mucus,
a mixture of mucin glycoproteins (Muc2 and Muc5ac are abundant in human and mouse colon)
and other molecules, such as immunoglobulins (80). The most abundant form of glycan nutrients
attached to mucins are O-linked glycans (Figure 1), composing 50–80% of secreted mucin mass (4,
58). A number of taxonomically diverse gut bacteria have been shown to utilize mucus, including
B. thetaiotaomicron (73, 121), although clearly not all species possess this ability (57, 93).

Mucus is secreted by goblet cells as a gel-forming layer overlying colonic epithelial cells. It
functions, in part, as a physical barrier that protects the host from the dense microbiota (located just
microns away in the gut lumen), as well as from invading pathogens (80). A number of important
microbiota-mucus interactions have been revealed in recent years. Near-complete elimination of
this barrier through deletion of the murine Muc2 gene results in the microbiota living immedi-
ately adjacent to host tissue, causing inflammation and eventual colorectal cancer (59, 129). While
mutations this severe are not known to naturally exist in humans, more subtle mucin glycosylation
defects have been created in mouse models that also lead to increased susceptibility to either spon-
taneous or chemically induced inflammation resembling inflammatory bowel disease (IBD). Some
of these mutations involve elimination of core glycosyltransferase enzymes (Figure 1), which like
Fut2 mentioned above are involved in synthesizing host glycoconjugates (13, 49). Whereas Fut2
adds terminal fucose to existing chains, core 1 and core 3 glycosyltransferases build broad sets of
common base structures that are subsequently extended and diversified. Thus, eliminating these
key activities results in broad reductions in O-glycan diversity, potentially making it easier for
colonizing microbes to degrade these protective structures and erode the function of this barrier.
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While mutations in the core glycosyltransferases noted above have also not yet been directly as-
sociated with human intestinal disorders, mutations in the X chromosome–linked endoplasmic
reticulum protein Cosmc (a chaperone for core 1 glycosyltransferase) have been associated with
human IBD. A recent study found that Cosmc-deficient mice fail to synthesize normal mucin glyco-
sylations, instead decorating these important barrier molecules with truncated O-linked glycans,
such as Tn antigen and sialyl-Tn (Figure 1) (65). This defect in mucus glycosylation, in turn,
leads to alterations in the colonic microbiota and spontaneous inflammation, underscoring the
conclusion that genetic alterations in colonic glycoconjugates can predispose the host to disease.

While the examples discussed above outline paths by which gut microbes trigger host glycosyla-
tion or elicit disease in the absence of normal mucin glycan development, additional recent studies
have revealed that the microbiota can be driven to erode the colonic mucous layer in the absence
of dietary polysaccharides (35, 39). Because the dietary polysaccharides that collectively compose
fiber from plants and other sources (Figure 1) are a predominant source of nutrition for the
microbiota, the absence of these nutrients forces some members of the microbiota to rely instead
on indigenous host glycans. A shift from utilizing dietary versus host polysaccharide nutrients has
been observed in gnotobiotic mice colonized with just one bacterium, B. thetaiotaomicron (121),
which is otherwise metabolically programmed to preferentially degrade dietary fiber polysaccha-
rides before mucin glycans (72, 94, 103) and may otherwise avoid foraging on host carbohydrates
in the presence of sufficient dietary input. An important feature of the study noted above (in which
a low-fiber diet catalyzed microbiota-mediated erosion of the colonic mucous layer) is that the
wild-type mouse host remained healthy despite its diminished mucous barrier. However, when
mice fed high-fiber (thick mucus) and low-fiber (thin mucus) diets were challenged with the en-
teric pathogen Citrobacter rodentium, those with a microbiota-eroded mucous layer experienced
accelerated disease progression that resulted in lethal colitis in some animals (35).

Collectively, the studies described above underscore that both mutualistic bacteria and
pathogens may alter the glycan landscape at different regions in the intestine. Moreover, these
studies suggest the existence of a very complex system in which both dietary polysaccharides and
members of the gut microbiota influence the host’s response (Figure 2). Other emerging liter-
ature has linked Bacteroides commensals to release of sugars (e.g., sialic acid) for other bacteria,
including pathogens, and has begun to uncover polysaccharide-digesting food chains consisting
of multiple bacterial species (85, 93, 138). Even bacteriophages, some of which have the ability
to bind to mucous glycans via conserved lectin or immunoglobulin-like domains in their virion
proteins, have entered the picture and have been hypothesized to provide a layer of adaptive im-
munity to the mucous layer by retaining high populations of phages that have recently killed the
most successful colonizers (6, 7). Still, an even more complex and only lightly explored horizon
exists in the suite of polysaccharide capsules, exopolysaccharides, and cell walls that are produced
by the many different symbiotic bacteria that are indigenous to the gut microbiota or that are
present in fermented foods (Figure 1). Emerging roles for polysaccharides in this final category
are considered in the next section of this review.

BIOLOGICAL EFFECTS OF MICROBIALLY PRODUCED GLYCANS

An Underexplored Repository of Polysaccharide Diversity and Function

In addition to facilitating dietary polysaccharide degradation, many gut microbes also possess
the ability to synthesize a wide variety of glycan structures. These include exopolysaccharides
(EPS), microbial glycans that are loosely associated with the cell surface and may easily slough
off into the extracellular environment; and capsular polysaccharides (CPS), glycans that are more
firmly attached to the cell surface. However, whether a glycan is attached to the cell surface or
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Figure 2
Examples of how polysaccharides mediate interactions between the gut microbiota and host. (a) On a high-fiber diet fewer bacteria
access the colonic mucous glycoprotein layer for nutrients, but when dietary fiber is low, this barrier can be eroded by mucin-degrading
bacteria, facilitating pathogen access to the host epithelium. (b) When germfree mice are colonized with a conventional microbiota or a
single species such as Bacteroides thetaiotaomicron or when conventional mice are challenged with a systemic infection signal (bacterial
TLR ligands), the small intestine epithelium increases the amount of surface and secreted fucosylated glycans (pink triangles). (c) The
metabolic activity of some commensal bacteria (including Bacteroides spp.) may release free sugars (purple diamonds, pink triangles) that
are accessible by pathogens (Clostridium difficile or Salmonella spp.; 85) or other members of the microbiota, such as Escherichia coli (92),
that lack their own enzymes to liberate these sugars. (d) Bacteriophages that have been released from recently killed bacteria can remain
bound in the colonic mucous layer, potentially functionalizing it with phage-based adaptive immunity that is specific for bacterial
populations that have recently been killed by these viruses.

not is unclear in many gut microbes; thus, these terms are often used interchangeably. For the
purposes of this review, we use the term microbially produced glycans (MPGs) to encompass
both CPS and EPS. MPGs have been studied in many pathogenic microorganisms or their close
symbiotic relatives, revealing extensive complexity, but unfortunately they have been studied far
less in nonpathogenic microbes that compose most of the gut microbiota. Much of this research
has focused on models like Escherichia coli, and inferences to symbiotic capsules are drawn from
these systems and from studies on other pathogens. There is enormous diversity of capsule types
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Figure 3
Multiple roles of microbially produced glycans (MPGs) in symbiotic bacterial fitness in the gut. Various mechanisms by which MPGs
enhance bacterial fitness are shown. No single model system has demonstrated all of these mechanisms, indicating that the MPG
structure and/or bacterial niche dictates the role of each polysaccharide.

displayed just by various E. coli strains (∼80 known K antigens; 133), and emerging data from
genomic sequencing efforts have revealed that polysaccharide synthesis genes are both highly
abundant and overrepresented in gut bacteria relative to environmental samples (24, 38). Thus, gut
bacterial MPGs are likely the most diverse group of polysaccharides relevant to host-microbiota
interactions in the gut. Based on studies of just a handful of MPGs discussed below, it is likely
that their biological effects are also broad (Figure 3), influencing host immunological responses,
bacterial fitness, and other important aspects of the host-microbe relationship.

Synthesis

Multiple mechanisms exist for MPG synthesis, with the best-studied systems being in E. coli (133).
These include the Wzy-dependent mechanism, where assembly of repeat unit oligosaccharides
occurs via glycosyltransferases in the cytoplasm; these oligosaccharides are then polymerized
into longer chains on the cell surface (gram-positive bacteria) or the periplasm, with subsequent
export to the cell surface (gram-negative bacteria). This contrasts with other mechanisms such
as ABC transporter–dependent synthesis, where the entire glycan chain is polymerized in the
cytoplasm. Synthase-dependent and glucansucrase/fructansucrase-dependent pathways produce
relatively less complex glycans, with one or two monosaccharides incorporated into the glycan.
All four of these pathways have been reviewed extensively elsewhere (130, 133, 136).

Diversity

Extensive genetic diversity of MPG biosynthetic loci in individual species of several common
and abundant gram-negative and gram-positive genera of gut bacteria is well known, including
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Escherichia (133), Lactobacillus (1, 12, 82, 96), Bifidobacterium (45), and Bacteroides (29, 90). Many
gut bacteria encode only a single genomic locus for MPG synthesis, which may be variable among
related strains or species. However, lactic acid bacteria often possess both a glucansucrase (or
fructansucrase) for synthesizing a homopolysaccharide and a locus encoding a heteropolysaccha-
ride, and E. coli strains often have a CPS biosynthetic locus as well as a locus for synthesis of the
EPS colanic acid. Alternatively, members of some bacterial groups encode multiple gene clusters
that enable them to produce larger numbers of MPGs (44, 130). Notably, some gut-associated
Bacteroidales (Bacteroides and Parabacteroides genera) can encode as many as a dozen distinct CPS
synthesis loci per genome, with expression of these factors being regulated in some species by a
complex network of phase-variable promoters and transcription factors (21, 22, 30). These latter
observations imply additional benefits, at least for some species, for producing multiple, diverse
CPS types in the gut environment and consistently varying their expression (28).

Contributions to the Diet-Microbiota-Host Axis During
Intestinal Colonization

To persist in competitive gut ecosystems, intestinal microbes must either adhere to the mucosal
surface or grow faster than the rate at which they are killed or excreted from the gut. While produc-
tion of MPGs could be viewed as a waste of resources that would otherwise be devoted to microbial
growth, based on their presence in widely divergent gut bacteria these structures apparently offer
substantial benefits. Many probiotic strains that produce EPS benefit by longer gut persistence
times or higher titers in mice, at least when competed against isogenic EPS-deficient (EPS−)
strains (44, 67, 69, 117). However, this is not always the case. One study compared two Lactobacil-
lus strains that differed in their ability to persist in the mouse gut and identified an EPS synthesis
locus in the persisting strain that was also transcriptionally upregulated in the mouse gut. However,
deletion of this locus did not affect gut persistence times (33). Additionally, strain-to-strain varia-
tion exists in the benefits conferred by producing MPGs. Although Sims and colleagues found an
EPS-producing (EPS+) strain of Lactobacillus reuteri to be more competitive than an isogenic EPS−

strain (117), this was not the case in a different strain of L. reuteri (131). However, the addition
of L. johnsonii as another competitor gave an increased advantage to the wild type, indicating that
capsules may provide an advantage against a broad range of microbial competitors beyond close
relatives (131). Similar variability has been seen for Bacteroides spp., for which individual strains typ-
ically express multiple capsules. Whereas a Bacteroides fragilis mutant expressing just one of its eight
CPS (PSH) outcompetes an acapsular mutant in vivo, the PSH-expressing strain competes equally
with wild-type B. fragilis capable of expressing different capsules (individual capsules in this species
are alphabetically named PSA through PSH) (27). However, other mutants expressing just PSA,
PSB, or PSC are all outcompeted against wild type in vivo (70). Differences in competition in
these studies likely point to mechanistic differences in capsules as fitness factors and underscore
the need to better understand the precise roles these capsules play in symbiotic organisms.

Links between diet and MPG expression. There are multiple mechanisms by which MPGs
may enhance bacterial survival in the gut (Figure 3). Since commensal gut microbes provide a
critical capacity to digest dietary polysaccharides, capsules with specific structures or properties
may provide optimal access to certain nutrients or facilitate the most efficient use of the bacterial
cell’s resources. When lactic acid bacteria are cultured on sucrose, for example, they can hydrolyze
sucrose into its monosaccharide constituents, glucose and fructose, and utilize a portion of this en-
ergy pool to directly synthesize extracellular glucans or fructans (see EPS derived from fermented
food bacteria in Figure 1) (130). The amount of EPS produced varies with carbohydrate growth
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source (96). Moreover, in Bacteroides thetaiotaomicron, changes in the host diet alter expression of
this species’ eight CPS synthetic loci when it is the sole colonizer in vivo. Specifically, in low
dietary fiber conditions in the mouse gut, where B. thetaiotaomicron can access only host-derived
glycans as a main nutrient source, it shifts capsule expression away from CPS4 (the most pre-
ferred on a high-fiber diet) toward CPS5 and CPS6 (in this species capsules are named CPS1
through CPS8) (15, 121). Additionally, molecular genetics studies that either inappropriately ac-
tivated polysaccharide-degrading systems in vitro or impaired their function in vitro and in vivo
(76, 120) suggest that particular capsules equip this species to proliferate optimally in conditions
where different dietary or host-derived nutrients are available. However, direct evidence connect-
ing expression of any particular CPS to optimal use of a specific polysaccharide nutrient is still
lacking.

Interactions with the immune system. The capsules produced by pathogenic microbes pro-
tect them in various ways from the host immune response (102), including from innate immune
mechanisms, such as complement-mediated killing or phagocytosis. Although MPGs in symbiotic
microbes do not generally appear to provide resistance to prominent environmental challenges
like bile acids (although bile can increase EPS expression in one strain; 106), they may provide
increased resistance to complement and/or antimicrobial peptides in certain bacteria (27, 67).

Nonpathogenic microbes can also avoid host recognition via MPG production. EPS+ variants
of one Bifidobacterium breve strain with two EPS loci elicit lower levels of inflammatory cytokines
and inflammatory cell types than their EPS− counterparts (which lack both EPS loci) (44). Higher
levels of plasma cells, higher titers of fecal IgA, and increased levels of T cells producing inflamma-
tory cytokines were seen in mice exposed to EPS− strains. Additionally, the EPS+ wild-type strain
is able to persist longer than EPS− strains in wild-type mice, but this difference is abolished in
B cell–deficient mice, indicating a role for the EPS in evading adaptive immune responses. Serum
against the EPS+ wild-type strain was able to agglutinate wild-type cells but poorly agglutinated
EPS− cells and vice versa, indicating that the presence of EPS protects underlying cell surface
antigens from detection (44). This is supported by work in L. johnsonii where antibodies to an
EPS+ strain bound to an EPS− strain at higher titers than to wild type, suggesting that EPS in
part acts to block antibody recognition. A mutant overexpressing EPS had similar levels of bound
antibody compared to wild type, indicating that the EPS itself is a poor immunogen (34).

While MPGs may conceal the microbe from the host immune system, some MPGs can directly
modulate its effects. The best studied of these are termed zwitterionic polysaccharides (ZPS) and
are capable of manipulating both the innate and adaptive immune systems (3, 78). ZPS contain
alternating positive and negative charges, which are essential to their modulatory functions. The
prototypical ZPS, PSA from B. fragilis, was first studied in a rodent model of anaerobic abscess
formation. Treatment with sterile cecal contents along with B. fragilis or purified PSA (but not a
PSA-deficient mutant) elicits disease in this model, whereas CPS from other pathogenic organisms
were not capable of this effect (29, 89, 127). Chemically modifying PSA and other ZPS to neutralize
their positive or negative charges reduced their ability to induce abscesses. Moreover, modification
of a non-abscess-inducing capsule to contain both positively and negatively charged residues
enabled it to elicit disease (abscess formation), indicating that it is the zwitterionic nature of the
polysaccharides that allows them to induce this process (127).

Interestingly, without sterile cecal contents, prophylactic administration of purified PSA re-
duced abscess formation instigated by diverse pathogens, apparently working in a nonspecific
fashion to suppress disease progression. Injection of naive mice with T cells from PSA-treated
mice was sufficient to reduce abscess formation, pointing to a direct effect on the host immune
system (126). PSA was later studied in the context of its role as a mutualistic factor influencing the
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adaptive immune system, including CD4+ T helper cells. PSA is capable of increasing CD4+ T
cell populations in germfree mice and altering the balance of Th1 and Th2 (subtypes of T helper
cells that promote different immune responses to diverse pathogens) immune responses to levels
that are similar to those in conventionally raised animals (77). Additionally, PSA stimulates Tregs
(T helper cells that act to dampen or halt the immune response) to produce more anti-inflammatory
IL-10 and reduce levels of inflammatory Th17 cells (T helper cells that instigate a proinflamma-
tory immune response). Reducing levels of Th17 cells allows B. fragilis to reside in close association
with the host epithelium, a niche preferred by this bacterium (105). Neff and colleagues (84) used
the genes necessary for creating PSA’s positively charged motif to probe genomes of phyloge-
netically diverse bacteria for potential ZPS synthesis loci. This motif is found widely throughout
divergent bacterial isolates, and ZPS-encoding bacteria induce greater expression of IL-10 and
Treg induction in human cells than those without a similar motif. Deletion of one ZPS synthe-
sis locus from Bacteroides cellulosilyticus resulted in less IL-10 expression and fewer Tregs (84).
These data support the idea that ZPS from diverse taxa can directly alter the host immune
response.

Other MPGs may play similar roles as the ZPS previously described. For example, an EPS−

strain of Bifidobacterium longum elicits greater levels of proinflammatory cytokines than an isogenic
EPS+ strain. Addition of purified EPS can at least partially rescue wild-type levels of some of these
cytokines, and EPS+ (but not EPS−) strains reduce inflammation in a mouse model of colitis (111).
As this EPS does not contain zwitterionic charges, it may act through a different mechanism
than the ZPS described above. In another model, intraperitoneal injection of purified Bacillus
subtilis EPS reduces disease in a C. rodentium model of bacterial enteric infection and hyperplasia.
Injection of naive mice with peritoneal cells isolated from the mice treated with EPS was sufficient
to reduce disease, indicating a direct effect on host cells (61). Differences in induced immune cell
and cytokine profiles exist for isogenic EPS+ and EPS− strains of other bacteria. For instance,
treatment of macrophages with EPS+ Pediococcus parvulus elicited lower inflammatory cytokine
levels (and more anti-inflammatory IL-10) than treatment with an EPS− strain (32). Moreover,
mice colonized with EPS+ L. reuteri had higher levels of Treg cells in the spleen compared to mice
not colonized by Lactobacillus or colonized with an EPS− strain (117). As with PSA and B. subtilis
EPS, treatment of cultured cells or animal models with purified MPGs in these systems could
isolate the effects of the bacterium from the direct effects of the capsule and establish whether
these and other glycans directly affect the host immune response.

Exclusion of pathogens. While there is evidence that bacterial pathogens take advantage of
indigenous microbes to establish infection via mechanisms that either directly involve carbohydrate
metabolism or fermentative end products (20, 46, 85), mutualistic microbes may likewise influence
pathogens via MPG-based mechanisms. For example, a recent study showed that treatment of mice
with an EPS-producing B. breve strain (but not an isogenic EPS-deficient strain) prior to infection
with the pathogen C. rodentium reduced pathogen levels in stool (44). One mechanism by which
mutualistic bacteria may exclude intestinal pathogens is by inhibiting their attachment to host cells.
Individual additions of several different L. reuteri EPS (including the starch-like polysaccharide
reuteran; Figure 1) reduces hemagglutination of enterotoxigenic E. coli (ETEC) with red blood
cells (a proxy assay for binding to mucus and other glycan-based host receptors) (132). Moreover,
treatment of pig small intestine with reuteran in an ex vivo model reduces attachment of ETEC
to host cells (23). Interestingly, not all EPS influence pathogen toxicity by reducing pathogen
abundance and may therefore work via other mechanisms. For instance, in another model system,
while treatment with EPS-producing B. subtilis did not reduce C. rodentium titers, treatment with
either the EPS+ strain or its purified EPS (but not with an isogenic EPS− strain) did alleviate
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disease symptoms (60, 61). As discussed above, such mechanisms could involve alterations to the
host’s immune or inflammatory state.

Degradation by other microbes. Several studies have identified changes in complex gut-derived
communities upon treatment with MPGs. These studies typically involve the addition of various
purified polysaccharides to a fecal slurry of bacteria followed by identification of changes in com-
munity structure, including increases in Bifidobacterium, Bacteroides, and other taxa (9, 107–109).
However, these studies either suffer from low-throughput identification of individual taxa or rely
on characterization of higher-order taxonomic groups via PCR-based techniques. Recent advances
in sequencing technology have enabled higher-throughput assays to determine the microbial taxa
most affected by MPG treatment and may point to mechanisms of community changes across in-
dividuals. Additionally, although effects on community structure may be due to MPG utilization
as a nutrient source in some cases, not all MPGs are degraded by the gut microbiota. Degrada-
tion of several purified MPGs (but not many others) was demonstrated in a fecal slurry–based
culture from one individual (107). Additionally, EPS from Lactococcus lactis that was fed to rats was
recovered undigested from the stool (71). B. thetaiotaomicron illustrates both of these scenarios
as it can degrade levan from L. reuteri but poorly degrades other glycans from L. reuteri (128).
From the viewpoint of the microorganism producing the glycan, providing MPGs as a nutrient for
neighboring bacteria may be one mechanism underlying a mutualistic relationship. For instance,
cross-feeding of diet-based oligosaccharides has been established between strains of B. ovatus and
Bacteroides vulgatus. Additional unidentified growth-promoting factors exist in this relationship
and could be MPGs (98, 99). However, MPG degradation may also be detrimental to the pro-
ducing organism, and this may be one way in which bacteria undermine competitors to increase
their own gut fitness.

Protection from bacteriophages. Bacteriophages are ubiquitous on the planet, and the gut is
no exception. While studies focused on the taxonomic assembly of the human gut microbiome
(the collection of organisms living in the gut), usually centered on bacteria, now abound thanks to
next-generation sequencing, little is known about intestinal viruses, including bacteriophages (88).
Bacteriophages isolated from human stool samples can target bacteria in model gut communities
in mice, but few phage receptors on gut bacteria have been identified (101). MPGs provide one way
for bacteria to shield cell surface receptors from phage recognition and adsorption. For instance,
one group compared the formation of spontaneous phage-resistant mutants in isogenic CPS+

and CPS− E. coli strains (95). Whereas the wild-type CPS+ strain produced mucoid (indicating
increased capsule production) phage-resistant mutants, abolishing CPS production eliminated
generation of phage-resistant mutants, implicating capsules as a key factor in mediating phage
resistance (95). Moreover, experimental production of K1 CPS in a hybrid E. coli strain renders
the cell resistant to infection by T7 phage (112).

Unfortunately for the bacterium, phages have at least two mechanisms to circumvent this
protective layer. First, the MPG itself may provide a receptor for the phage, as has been well
described for various E. coli capsules (51, 86, 134). Second, phages often encode depolymerases
(hydrolases or lyases) capable of degrading the capsule, allowing the phage to tunnel through the
thick CPS layer and bind to receptors on the bacterial surface (8, 86). At least some phages are
able to infect strains of more than one capsule type—these produce two or more depolymerases
(86, 113, 116).

The great diversity in CPS types in E. coli and in other species may be, at least in part, an arms
race between phage and bacterium, as bacteria gradually develop new surface capsules and phage
adapt to bind to or depolymerize these layers. Interestingly, phages with depolymerases acting
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on the same CPS substrate may be genomically divergent from each other (and most similar to
other phages that do not encode these same depolymerases) (123). Additionally, adaptor proteins
can connect various depolymerases to the outer surface of the phage virion, allowing a more
facile acquisition and incorporation of new, diverse degradative enzymes and likely explaining the
tropism of coliphages discussed above (68, 123). These data indicate a role for horizontal gene
transfer in tailoring a phage to its host capsule type.

While CPS-binding phages are relatively well studied in E. coli, little is known about phage-
MPG dynamics in other commensal organisms. EPS may play a role in blocking phage infection
of L. lactis, as an EPS− strain was less sensitive to phage infection, although the difference was
marginal (71). Additionally, one study noted the inability of a phage to infect encapsulated strains
of L. lactis while the phage was still able to degrade their EPS (110). Finally, one group identified
unique EPS structures produced by different subtypes of an EPS synthesis locus containing variable
glycosyltransferases (1). Altering a locus to change its subtype (and EPS structure) also yielded a
corresponding change in phage specificity from one subtype to the other, providing direct evidence
for phage susceptibility and EPS type (1). Whereas phages for many bacteria would only have to
target a single capsule on an individual cell, switching between synthesis of multiple capsule types
provides a potential mechanism for Bacteroides to evade its viral predators. Previously one group
noted an unstable CPS phenotype in a B. thetaiotaomicron strain (in hindsight, likely due to capsule
switching) that correlated with productive phage infection (18). Others noted similar phenotypes
in other Bacteroides strains that correlated with differences in susceptibility to phage infection (16,
63). Experiments controlling for MPG expression are needed to better isolate the role of MPG
in blocking/facilitating phage infection in symbiotic organisms other than E. coli.

CONCLUSION AND PROSPECTUS

It is clear that polysaccharides play many central roles in the human-microbe symbiosis that occurs
in the distal gut. The accessibility of dietary polysaccharides to the distal gut microbiota—due to
limitations of host enzymatic potential—has been known for a long time. Still, the precise impacts
of dietary polysaccharides on microbiota physiology and subsequent effects on host health are just
now being unraveled in molecular mechanistic detail. The landscape of host-derived glycans, such
as those attached to mucin glycoproteins and other glycoconjugates, may be even more complex
than those of dietary glycans. These molecules change dynamically due to host status (microbial
colonization or infection) and vary in composition along the length of the gastrointestinal tract.
Moreover, because lack of dietary fiber forces some members of the microbiota to utilize host-
derived glycans as a nutrient source, the status of host glycan pools, such as the mucous layer,
is directly coupled to diet. Finally, the vast array of different MPGs that are either produced by
microbes used in food production/fermentation or indigenous to our gut microbiota play several
roles, some of which (e.g., immune modulation by some bacterial MPGs) directly affect human
health. While gut bacteria arguably produce most MPGs for their own immediate benefit, such as
surviving attacks from the host immune system, phages, or environmental challenges, it is perhaps
not surprising that the large number of glycobiological configurations that have been explored by
gut bacteria have produced other biological effects.

MPGs could be harnessed to benefit human health in several ways. First, purified immunomod-
ulatory glycans, such as B. fragilis PSA, could be used to directly treat inflammatory disease. Such
approaches have been successful in the treatment of diseases of the nervous system and colon
in mouse models (79, 87). An alternative approach might be to introduce species that naturally
produce, or are engineered to produce, biologically active MPGs as probiotics, perhaps even cou-
pled to feeding of dietary polysaccharides that are specifically chosen to support the producing
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strain. Given the potentially enormous, yet still mostly unexplored, number of connections be-
tween dietary, host, and microbial polysaccharides, it is likely that these molecules share more
than a chemical lexicon. Indeed, the effects of polysaccharides from each of these three sources
are intrinsically linked, raising the possibility that with better understanding of these manifold in-
teractions we will be able to easily manipulate the effects of these molecules (for example, through
changes in diet or microbiota) to improve human health.
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40. Ejby M, Fredslund F, Andersen JM, Vujičić Žagar A, Henriksen JR, et al. 2016. An ATP binding
cassette transporter mediates the uptake of α-(1,6)-linked dietary oligosaccharides in Bifidobacterium and
correlates with competitive growth on these substrates. J. Biol. Chem. 291(38):20220–31

41. Ejby M, Fredslund F, Vujicic-Zagar A, Svensson B, Slotboom DJ, Abou Hachem M. 2013. Structural
basis for arabinoxylo-oligosaccharide capture by the probiotic Bifidobacterium animalis subsp. lactis Bl-04.
Mol. Microbiol. 90(5):1100–12

42. El Kaoutari A, Armougom F, Gordon JI, Raoult D, Henrissat B. 2013. The abundance and variety of
carbohydrate-active enzymes in the human gut microbiota. Nat. Rev. Microbiol. 11(7):497–504

43. Engevik MA, Aihara E, Montrose MH, Shull GE, Hassett DJ, Worrell RT. 2013. Loss of NHE3 alters
gut microbiota composition and influences Bacteroides thetaiotaomicron growth. Am. J. Physiol. Gastrointest.
Liver Physiol. 305(10):G697–711

44. Fanning S, Hall LJ, Cronin M, Zomer A, MacSharry J, et al. 2012. Bifidobacterial surface-
exopolysaccharide facilitates commensal-host interaction through immune modulation and pathogen
protection. PNAS 109(6):2108–13

45. Ferrario C, Milani C, Mancabelli L, Lugli GA, Duranti S, et al. 2016. Modulation of the eps-ome
transcription of bifidobacteria through simulation of human intestinal environment. FEMS Microbiol.
Ecol. 92(4):1–12

46. Ferreyra JA, Wu KJ, Hryckowian AJ, Bouley DM, Weimer BC, Sonnenburg JL. 2014. Gut microbiota-
produced succinate promotes C. difficile infection after antibiotic treatment or motility disturbance. Cell
Host Microbe. 16(6):770–77

47. Flint HJ, Scott KP, Duncan SH, Louis P, Forano E. 2012. Microbial degradation of complex carbohy-
drates in the gut. Gut Microbes 3(4):289–306

48. Foley MH, Cockburn DW, Koropatkin NM. 2016. The Sus operon: a model system for starch uptake
by the human gut Bacteroidetes. Cell. Mol. Life Sci. 73(14):2603–17

49. Fu J, Wei B, Wen T, Johansson MEV, Liu X, et al. 2011. Loss of intestinal core 1-derived O-glycans
causes spontaneous colitis in mice. J. Clin. Investig. 121(4):1657–66

50. Garrido D, Kim JH, German JB, Raybould HE, Mills DA. 2011. Oligosaccharide binding proteins from
Bifidobacterium longum subsp. infantis reveal a preference for host glycans. PLOS ONE 6(3):e17315

51. Gupta DS, Jann B, Schmidt G, Golecki JR, Orskov I, et al. 1982. Coliphage K5, specific for E. coli
exhibiting the capsular K5 antigen. FEMS Microbiol. Lett. 14:75–78

52. Hehemann J-H, Boraston AB, Czjzek M. 2014. A sweet new wave: Structures and mechanisms of enzymes
that digest polysaccharides from marine algae. Curr. Opin. Struct. Biol. 28:77–86

53. Hehemann J-H, Correc G, Barbeyron T, Helbert W, Czjzek M, Michel G. 2010. Transfer of
carbohydrate-active enzymes from marine bacteria to Japanese gut microbiota. Nature 464(7290):908–12

54. Hehemann J-H, Kelly AG, Pudlo NA, Martens EC, Boraston AB. 2012. Bacteria of the human gut
microbiome catabolize red seaweed glycans with carbohydrate-active enzyme updates from extrinsic
microbes. PNAS 109(48):19786–91

55. Holmén Larsson JM, Thomsson KA, Rodrı́guez-Piñeiro AM, Karlsson H, Hansson GC. 2013. Studies
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