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Atf6o impacts cell number by influencing
survival, death and proliferation

Rohit B. Sharma, Jarin T. Snyder, Laura C. Alonso”

ABSTRACT

Background: A growing body of literature suggests the cell—intrinsic activity of Atféa during ER stress responses has implications for tissue cell
number during growth and development, as well as in adult biology and tumorigenesis [1]. This concept is important, linking the cellular
processes of secretory protein synthesis and endoplasmic reticulum stress response with functional tissue capacity and organ size. However, the
field contains conflicting observations, especially notable in secretory cell types like the pancreatic beta cell.

Scope of review: Here we summarize current knowledge of the basic biology of Atf6a., along with the pleiotropic roles Atf6o: plays in cell life and
death decisions and possible explanations for conflicting observations. We include studies investigating the roles of Atf6o in cell survival, death
and proliferation using well-controlled methodology and specific validated outcome measures, with a focus on endocrine and metabolic tissues
when information was available.

Major conclusions: The net outcome of Atf6e on cell survival and cell death depends on cell type and growth conditions, the presence and
degree of ER stress, and the duration and intensity of Atf6a. activation. It is unquestioned that Atf6or activity influences the cell fate decision
between survival and death, although opposite directions of this outcome are reported in different contexts. Atf6or can also trigger cell cycle
activity to expand tissue cell number through proliferation. Much work remains to be done to clarify the many gaps in understanding in this

important emerging field.

© 2019 Published by Elsevier GmbH. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Keywords Activating transcription factor 6; Pancreatic beta cell; Cell survival; Apoptosis; Replication

1. INTRODUCTION

The mammalian unfolded protein response (UPR) is an elegant cellular
process originating in the endoplasmic reticulum (ER) which adapts ER
protein folding capacity to meet protein folding load [2,3]. The ER is a
critical multifunctional cellular organelle with roles including secretory
protein synthesis, folding, quality control and targeting; calcium ho-
meostasis; and glucose and lipid metabolism. Like many other bio-
logical systems, ER mass and function are actively determined by the
relative rates of catabolic destruction and de novo synthesis [2,3].

The UPR, triggered by ER stressors such as excess unfolded pro-
teins, redox imbalance, or calcium depletion, is the principal
regulator of ER expansion. The biology of the UPR, which is
conserved across phyla, has been extensively reviewed [2—6].
Three ER transmembrane proteins, Perk, Ire1 and Atf6co, respond to
ER stress and activate a coordinated translational and transcrip-
tional program to slow new peptide entry into the ER, enhance ER
associated degradation of misfolded protein, and increase biosyn-
thesis of ER components to expand ER capacity. If the adaptation is
successful, the cell resumes function at a new higher capacity.

However, if adaptation fails, unresolvable ER stress and chronic
UPR activation lead to cell death [7].

The original understanding of the UPR was as a cell-autonomous
mechanism by which a cell adapts secretory-pathway protein pro-
duction capacity to demand. However, emerging evidence suggests
important roles for the UPR at the level of complex tissues and even
whole organism health and metabolism, by influencing tissue function
and cell number through death, survival, and proliferation decisions
[5,6]. Of the three ER transmembrane proteins sensing stress and
initiating the UPR, Atf6éoc may be the least well understood. Roles of
Atf6o in organogenesis and development have been reviewed [1]. Here
we summarize current understanding of the roles played by Atf6a in
influencing cell proliferation and death, with attention paid to con-
flicting conclusions and possible explanations. When possible, we
focus on data generated in primary tissues and cancers.

2. OVERVIEW OF ATF60o. BIOLOGY

Atf6o was identified as an ER stress response mediator in 1998 in the
laboratory of Kazutoshi Mori in Kyoto, Japan, using a yeast-one-hybrid
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screen with a promoter element found to be common to genes
upregulated by the UPR [8]. Initially found to be an activating tran-
scription factor (ATF) family member that weakly bound a cAMP
response element [9] and an SRF-binding protein [10], Atf6ot is now
known to be a member of a family of stress-responsive bZip tran-
scription factors called OASIS factors [11]. The pace of Atf6a.-related
discovery has accelerated recently; most papers on the function of this
important factor have been published in the past 5 years.

2.1. ATF6a gene structure

The human ATF6« gene, conserved across plants and metazoans [12],
is located on chromosome 1. ATF6a contains only a single protein-
coding transcript, with 16 exons and no known splice isoforms,
which codes for the 670aa ATF6q. protein (Figure 1). The mouse Atf6u
gene is also encoded on chromosome 1, also contains 16 exons with
no known splice variants, and encodes a 656aa protein.

2.2. Atf6a. protein size and intracellular localization

In unstressed human cells, ATF6¢. protein is detected at a 90 kDa size,
larger than the calculated molecular weight of 74.6 kDa [8]. However,
during ER stress conditions, such as exposure to the glycosylation
inhibitor tunicamycin or SERCA inhibitor thapsigargin, Atf6a-directed
antibodies detect an additional 50 kDa band [8,13]. Indirect immu-
nofluorescence, cellular fractionation and tryptic digestion studies
determined that p90Atf6o. is a type Il transmembrane ER resident
glycoprotein with a single-pass hydrophobic transmembrane domain
of 21aa near the middle of the protein [13,14]. In contrast, p50Atf6a is
a soluble, short-lived nuclear protein that is most easily detected in the
presence of the ALLN protease inhibitor [13—16]. Studies with mutant
constructs suggest that the presence or absence of the trans-
membrane region determines the localization of the N-terminal
(p50Atf6ar, aa 1—373) domain, suggesting a model in which a
cleavage event releases the cytosolic domain from the transmembrane
and luminal domains, resulting in nuclear localization [13]. The
structural elements of Atf6a, are summarized in Figure 1.

2.3. p90Atf6a. transit to Golgi during ER stress

Although full length p90Atf6o. contains two Golgi localization signals
[17], during normal conditions it is found in the ER [13,14]. The 272aa
ER Iluminal domain is sufficient to sense stress, relocate the protein to

nATF6 domain (1-373)

the Golgi, and allow cleavage [18]. Stress sensing occurs through
interaction with the Grp78 (also called BiP, Hspa5) chaperone [17]. In
unstressed conditions Atf6a. is retained in the ER by interaction with
Grp78, but during stress Grp78 is titrated away, releasing Atf6o. to
proceed to the Golgi in a COPII dependent mechanism [19]. Transport
is regulated; even with excess unfolded proteins in the ER, Atf6a. is
selectively allowed to move to the Golgi while unfolded proteins are
retained in the ER [20]. In a pancreatic beta cell line, Atf6o. trans-
location to Golgi required Sar1A, a small GTPase involved in COPII
vesicle formation [21].

2.4. Mechanism of p90Atf6a. cleavage in the Golgi

The mechanism of the Atf6a. cleavage event was clarified by Brown
and Goldstein [15]. Similarly to SREBP, p90Atf6o undergoes regulated
intramembrane proteolysis, in which S1P first cleaves the peptide on
the luminal side of the transmembrane domain, and then S2P cleaves
the peptide within the transmembrane domain, liberating the cyto-
plasmic soluble domain [15]. In support of this model, a serine pro-
tease inhibitor had no impact on transit of p90Atf6c. to the Golgi, but
prevented Atf6a cleavage and target activation [22]. A novel feedback
loop has been described, in which Atf6a. transcriptional target and key
Golgi calcium regulator Nucleobindin 1 inhibits S1P Atf6o. cleavage,
without impacting transit to Golgi [23]. In neurons, Calsenilin, encoded
by the KCNIP3 gene, regulates ATF6o. processing and mediates pro-
tection by repaglinide on Huntington’s disease [24].

2.5. Protein modifications impact Atf6o. behavior

Post-translational modifications also impact Atf6o transport and acti-
vation by ER stress. Under unstressed conditions Atf6a. is found in
monomeric, dimeric and multimeric complexes due to intra- and inter-
molecular disulfide bonds [25]. Only reduced monomeric Atf6o transits
to Golgi, but reduction was not sufficient to induce activation [25]. An
SiRNA screen for Atf6o. activators in cancer cells identified a novel
mechanism in which the protein disulfide isomerase Pdia5 promotes a
disulfide bond rearrangement in the luminal domain of Atf6a, leading
to Atf6or packaging in Copll vesicles [26]. Intriguingly, the Atf6o
luminal domain has three conserved N-linked glycosylation sites, and
glycosylation provides a negative signal, restricting Atf6o. respon-
siveness to stress [27]. Under-glycosylated forms of Atf6o. achieved by
mutation of the glycosylation sites leads to reduced interaction with ER
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Figure 1: Schematic of the Atf6o protein, with known domain structures and functional elements. nAtf6, nuclear Atf6. S1P, site 1 protease. S2P, site 2 protease. VP16,
herpes simplex virus protein vmw65 activating domain. Data contributing to this figure are from [13,15—17,25,51].
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chaperone calreticulin and increased transit to Golgi, cleavage, and
transactivation of target genes [27]. The role of stress kinases is
controversial; one study found that p38-Mapk phosphorylated Atf6o at
Thr-166, preventing cleavage and nuclear translocation [28]; in other
conditions p38-Mapk phosphorylation of the N-terminal cytoplasmic
domain was found to enhance Atf6o. transcriptional activation of tar-
gets such as Grp78 [29,30].

2.6. Atf6o. abundance is also regulated at the RNA level

In addition to the well-known protein-level activation by ER stress
described above, Atf6a is also itself increased at the RNA level by ER
stress. In MEFs, Atféo. mRNA was increased by tunicamycin exposure
in sXbp dependent fashion [31]. On the other hand, thapsigargin was
observed to increase Atf6o. mRNA in a feed-forward autoregulation
loop via Atf6or binding elements in the Atf6oc promoter [32]. The
proteasome-regulating transcription factor Nrf1, and ERRy, also
positively regulate Atf6o. gene transcription through direct enhancer
binding [33,34].

2.7. Nuclear p50Atf6a regulates gene transcription through direct
DNA binding

Cleavage of Atf6o. in the Golgi releases p50Atf6o, a 373aa cytoplasmic
fragment which contains a basic leucine zipper DNA binding domain and
several putative nuclear localization signals, and localizes to the nucleus
[8,13—15]. As such, ER stress-induced transit and cleavage of Atf6o
activates an ER-to-nucleus transcriptional regulatory program. The first
identified DNA regulatory sequence bound by Atf6a. was a 19 nucleotide
motif, CCAATNgCCACG, called the ER stress response element (ERSE)
[8]. This bipartite motif contains a CCAAT box, bound by general factors,
and a CCACG box, bound by Atf6a [8,35,36]. Subsequently, Atf6o was
found to also bind to TGACGTG(G), now called the UPRE, which contains
a partial complement of the ERSE sequence [36]; however, the UPRE is
now considered to be more responsive to sXbp1 than Atf6e. [37]. A third
ER stress response element, ERSE-Il, ATTGG-N-CCACG, contains the
Atféa-binding CCACG box next to an inverted CCAAT box with a much
shorter spacer of only one base pair [37].

ERSE motifs are found in known ER stress responsive genes Grp78,
Grp94 and calreticulin, and mediate stress-responsive transcription of
a luciferase construct [8]. Base-by-base mutation mapped the ERSE
critical nucleotides [8]. The bipartite ERSE motif engages general
transcription factors YY1 and NF-Y/CBP at the CCAAT box; Atf6o. binds
at the CCACG box [8,35,36]. Atf6o. interacts with the C-subunit of NF-Y
[38]; co-binding of NF-Y and YY1 added selectivity and strength to the
Atféa transcriptional response [14]. In addition to SRF, NF-Y and YY1,
Atf6o. may regulate gene transcription by interacting with PGC1alpha
[34]. Mutation of the bZip DNA binding domain eliminated trans-
activation of a Grp78-ERSE luciferase reporter [16]. Atf6o. (1—373)
transcription transactivating activity is mostly contained in a VP16-like
domain at aa 1—38 and 52—93 [16].

2.8. Cross-talk between Atf6o. and other UPR pathways

Teasing out the role of Atf6ar in the UPR transcriptional response is
complicated by overlapping functions of other UPR nuclear effectors,
especially sXbp1 [39]. In general, the UPRE motif is activated by sXbp1,
whereas ERSE and ERSE-Il are activated by both sXbp1 and Atf6a. [37].
In the presence of NF-Y, sXbp1 can replace Atféa at the ERSE, but with
lower binding efficiency [37]. Complicating matters, Atf6ow transcrip-
tionally induces Xbp1 [40], but may suppress Ire1 mRNA levels [41].
Further confounding separation of roles, Atf6o heterodimerizes with
sXbp1, binding the UPRE with 8-fold higher affinity than sXbp1
homodimer [42].
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Atf6o, has a homologue, Atf6p, that shares similar biology: full length
Atf6f3 is ER membrane localized and upon ER stress transits to Golgi,
undergoes cleavage by S1P/S2P and releases an N-terminal tran-
scription factor [43]. Atf63 exhibits some degree of functional redun-
dancy with Atf6a, since gene deletion of either Atf6a, or Atf6 has
minimal biological impact but deletion of both Atféo. and Atf6p is
embryonic lethal [42]. However, in vitro studies show important dif-
ferences. Atf6a. is solely responsible for the classical UPR-dependent
gene regulation [42,44]; in fact, Atf6p3 has been reported to antago-
nize some Atf6a. actions, such as transcriptional induction of Grp78
[45,46].

Atféo also has a complex relationship with UPR death effector Chop.
Atfeor transcriptionally induces Chop mRNA [47,48]. However, over-
expression of Chop suppressed Atf6o. activation of target gene Grp78
in dose-dependent manner. Chop is also a bZip transcription factor and
may heterodimerize with Atf6o. to suppress its activity [49]. On the
other hand, CHIP assay showed that Chop binds to the Grp78 promoter,
and a mutant Chop defective in DNA binding failed to suppress Atf6a.
mediated Grp78 induction, favoring a model in which Chop inhibits
Atféo gene regulation by competing for the regulatory motifs [49].

2.9. Canonical function of Atf6o

The principal outcome of Atf6a, activation during ER stress is the
expansion of functional ER capacity. Atf6or transcriptionally upregu-
lates many genes involved in protein folding, including ER-resident
chaperones, foldases, calcium transport proteins, and oxidation/
reduction regulators [1,39,42]. Atf6éo. is also required for optimal
clearance of misfolded proteins via Endoplasmic Reticulum-Associated
Degradation (ERAD) genes and for expansion of the ER through in-
duction of membrane synthesis [1,50]. Atf6éa. promotes ER expansion
via heavily redundant and overlapping roles with the other UPR path-
ways, such that disentangling one from the others is challenging
[2,4,39].

2.10. Mechanisms turning the Atf6o. signal off

Full length p90Atf6e. is subject to ubiquitination and proteasomal
degradation, more pronounced after ER stress induction [51]. WFS1,
an ER transmembrane protein mutated in Wolfram syndrome, was
found to suppress Atf6ow activation by inducing proteasome-mediated
degradation of full-length Atf6o [52]. Supporting a role for chronic
activation of Atféa. in Wolfram syndrome, Atf6o levels were increased
in both Wfs1-deleted mice and Wolfram patient samples [52]. In
addition, p90Atf6o. was identified as a transmembrane target of ERAD,
requiring both ERAD E3 ligase Selll and mannose trimming [50].
Nuclear Atf6o. is short-lived, requiring protease inhibition to detect,
suggesting a rapid degradation mechanism [13—16]. Observing that
protein stability of N-terminal Atf6o. mutants was correlated with
transcriptional activity, the VP16-homologous domain identified by
Christopher Glembotski’s group was found to confer both trans-
activation and degradation capacity [16]. Intriguingly, the unspliced
form of Xbp1 mRNA is also translated to a protein product, which
accumulates in later stages of UPR recovery and may be responsible
for targeting sXbp1 and nAtf6a. for proteasome mediated degradation,
implicating an Ire1-derived off-signal in shutting down the sXbp1 and
nAtf6a. transcriptional programs [53].

3. CONFLICTING ROLES: ATF60. CAN PROMOTE BOTH CELL
SURVIVAL AND CELL DEATH

Atféo. has been reported to play numerous, disparate roles in pro-
cesses regulating cell number (Figure 2). In its canonical role, Atf6a.
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activation drives a multi-pronged and robust effort by the cell to restore
protein folding capacity, export misfolded protein from the ER for
degradation by the proteasome, and ultimately, promote cell survival in
response to diverse insults to the ER folding environment [44]. This
pro-survival function may drive the pathology of achromatopsia, a
genetic human retinal disease resulting from ATF6cc mutations [54].
Mutations that impair ATF6ow activation by disrupting ER-Golgi traf-
ficking, regulated intramembrane proteolytic cleavage or transcrip-
tional activity were found to increase cell death in patient-derived
fibroblasts, although a role for cell death in achromatopsia patho-
genesis remains uncertain [54].

On the other hand, Atf6a. has also been found to increase cell death,
through direct and indirect mechanisms, supporting a pro-apoptotic
role for Atf6o. under some conditions. Atf6o. induces expression of
Chop, which drives apoptosis through various mechanisms. A tissue
highlighting the complicated coexisting pro- and anti-apoptotic func-
tions of Atf6at is the pancreatic beta cell. For example, pathogenesis of
Wolfram Syndrome, a progressive neurological syndrome character-
ized by hearing loss, optic atrophy and diabetes, may be due to ATF6o
toxicity [52]. WFS1 provides feedback inhibition on ATF6a signaling,
via targeting full length ER ATF6a. for proteasomal degradation by
recruiting the HRD1 E3 ligase [52]. Loss of function of WFS1 in
Wolfram Syndrome causes pancreatic beta cell dysfunction, apoptosis
and diabetes through dysregulated excess ATF6a. activity [52]. ATF6q.
was also implicated in the transcriptional response to lipotoxicity
leading to human beta cell death [55]. On the other hand, loss of Atf6o
was reported to cause beta cell death in a type 1 diabetes model, and
cell death was decreased by restoration of Atf6or expression [56].
Known mechanisms of pleiotropic pro-survival and/or pro-cell death
Atf6o. functions are reviewed below.

.

Decompensated UPR

Golgi transit

/ S1P, S2P
/ l Protease inhibitors

Atf

4. ATF60. PROMOTES CELL SURVIVAL

4.1. Atf6o. promotes cell survival by adapting protein folding
capacity during ER stress

As noted above, the primary function of Atf6a. is as an ER membrane
sensor, detecting misfolded proteins in the ER lumen and activating a
transcriptional response to restore protein folding homeostasis. Effi-
cient ER function requires the activity of many genes that Atf6a. con-
trols, including protein folding chaperones, foldases, [Ca”]-regulatory
and -regulated ER proteins, redox regulators, as well as other
miscellaneous genes with unclear roles in the UPR [2,4,13,14,57,58].
One of the earliest studies of Atf6o. revealed that ER Ca®*-ATPase
inhibitor thapsigargin activates cleavage of Atf6o. to induce protein
folding chaperones [13]. Overexpressed ATF6a. cooperates with gen-
eral transcription factors NF-Y or YY1 to bind the ERSE and induce
expression of ER chaperones GRP78, GRP94, and calreticulin, among
many other genes later identified [14,47]. Conversely, deletion of Atf6o.
in MEFs severely reduced the ER-stress dependent induction of a suite
of ER chaperone genes: Grp78, Grp94, Grp170, p58IPK, and Erdj3 [57].
In addition to chaperones, Atf6a also increases membrane phospha-
tidylcholine synthesis which may help to increase folding capacity by
increasing ER volume [59].

Some Atf6a-dependent chaperones are critically important for cell
survival; chaperone deletion may induce apoptosis despite activation of
UPR [60—62]. In addition to chaperone, calcium and UPR-inhibitory
actions, Grp78 directly binds and inhibits ER-resident Bik pro-
apoptotic activity, preventing binding of Bcl2 [63,64]. Homozygous
loss of chaperone expression can cause embryonic lethality or severe
developmental defects. For example, deletion of Grp78 is lethal very
early in development, around the time of embryo implantation into the

-
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Figure 2: Summary of Atf6o-regulated pathways regulating cell fate decisions leading to cell death, cell survival or proliferation. S1P, site 1 protease. S2P, site 2
protease. Chop, C/EBP homologous protein. Jnk, c-Jun N-terminal kinase. Runx2, Runt-related transcription factor 2. Bcl-2, B-cell lymphoma 2. Vegf, Vascular endothelial growth
factor. cFos, human homolog of Finkel—Biskis—Jinkins murine osteogenic sarcoma virus oncogene. Rheb, Ras homolog, mTor binding. ERAD, ER associated degradation. mTor,

mammalian target of rapamycin. Please see the text for citations.
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uterine wall, with excess apoptosis in the inner cell mass [60]. Loss of
function in chaperone p58IPK causes diabetes and neurodegenerative
disorders in mice and is linked to a similar syndrome in rare familial
cases [65]. Intriguingly, in addition to ER-resident chaperone expres-
sion, Atféa. may also control extracellular protein folding via increased
transcription and secretion of chaperone ERdj3, which functions both
intracellularly and extracellularly to prevent aggregation of unfolded
proteins [66]. Overexpressed ERdj3 reduced extracellular amyloid beta
aggregation, and secreted ERdj3 in conditioned media prevented
vacuolization in a neuroblastoma line treated with toxic prion protein.
As such, Atf6ca-mediated induction of chaperones may be important
for both intracellular and extracellular proteostasis.

4.2. Atf6o. influences ER redox status

Atf6o. pro-survival functions also include maintenance of healthy ER
redox status. Atféo controls the expression of several ER-resident
proteins that catalyze the formation and breakage of disulfide bonds
during protein folding [67], such as Erp72, p5, & Erolbeta [42,57].
These oxidoreductases are oxygen-dependent enzymes that that may
link hypoxia to UPR activation [68]. Atf6a has a well-supported role in
promoting adaptation to hypoxic stress. Atf6a. knock-in reduced ne-
crosis and apoptosis and improved heart function after ischemia/
reperfusion injury [69]. Conversely DN-Atf6o or siAtf6o. increased
apoptosis in response to ischemia/reperfusion in cardiac myocytes
[70]. Pdia6 is an Atféa target that promotes chemotherapeutic resis-
tance in cancer and protects against ischemia/reperfusion injury in
cardiomyocytes when overexpressed [71,72]. Atf6o.-dependent in-
duction of antioxidant genes has also been reported to be protective in
cardiac ischemic/reperfusion injury [73] but an antioxidant function of
Atf6o. has not been confirmed in other studies. Besides the heart,
Atf6o. also appears protective against ischemia/reperfusion injury in
the brain. In a surgically-induced murine stroke model, overexpressed
Atféa reduced infarct size and improved cognition, associated with
upregulated Bcl2 and accelerated induction of autophagy [74]. Inter-
estingly, the usually pro-apoptotic Atf6a. target Chop may actually be
protective in hypoxic neurons [75].

4.3. Atf6o. targets improve clearance of ER misfolded proteins
Atf6o. also promotes cell survival by transcriptionally activating ER-
associated degradation pathways (ERAD) that clear misfolded pro-
teins from the ER. Atféo and Xbp1 knockout MEFs show an inability to
induce canonical ERAD genes HerpUD1, Edem, and Hrd1 in response
to ER stress, along with a decrease in viability compared to wild type
cells [42]. ATF6a. also induces Derlin-3, an important ERAD component
that facilitates extrusion of misfolded proteins into the cytosol for
proteasomal degradation [76,77]. Derlin-3 improved clearance of
misfolded protein from the ER and was necessary and sufficient to
reduce apoptosis in rat cardiomyocytes that underwent simulated
ischemia/reperfusion injury [76].

4.4. Atf6a. influences autophagy

ATF60. may also improve cell survival by inducing autophagy, clearing
misfolded proteins and damaged organelles. As noted in 4.2, over-
expression of nuclear Atf6o. protected mice against stroke, with early
induction of autophagy [74]. Ormld3 knockout splenic B cells had
decreased Atféoc and Beclin1 expression, with reduced survival;
overexpression of ATF6a. rescued Beclin1 expression, autophagy, and
survival [78]. Atf6or can also interact with C/EBP-beta to trigger
autophagy through induction of Dapk1 in response to bacterial insult or
IFN'y. In support of the importance of this observation, Atf6aKO mice
are susceptible to death from bacterial infection [79]. Phosphorylation
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of Atf6a. by Ask1/Mkk3-p38Mapk pathway was necessary for its
activation and subsequent interaction with C/EBP-beta to mediate IFN'y
induced Dapk1 [28]. Similarly, in the mouse neuroblastoma line
Neuro2, Japanese encephalitis virus infection induced Atf6a. and
Xbp1-dependent autophagy, preventing apoptosis [80]. In this model
system Xbp1, but not Atf6a,, was necessary for Beclin-1 induction,
while Atg3 was Atf6o-dependent. An intriguing hypothesis is that
Atf6a. could have evolved in part as a defense mechanism against
pathogen-induced ER stress. On the other hand, ER-stress induced
autophagy was unaffected by knockdown of Atf6e in the human
neuroblastoma line SK-N-SH but was instead dependent on the Ire1-
Jnk pathway [81], and siAtféoe. had no effect on Dengue-virus
induced autophagy [82].

4.5. Atf6a. may affect survival through activation of mTor

Atfeo was required for mTor activation in a Drosophila cell line [83].
Atféo. promoted chemotherapeutic resistance of dormant squamous
carcinoma through Akt-independent mTor activation via transcrip-
tionally inducing mTor-activator Rheb [84]. Furthermore, in endothelial
cells, Vegf induced Atf6a. was required for pro-survival Akt phos-
phorylation by mTor [85].

4.6. Atf6o. has a limited role under unstressed conditions
Surprisingly, considering the implied importance of this supposedly
critical UPR component, under unstressed conditions Atf6a-null mice
are remarkably normal. Individual Atf6o. or Atf6B-null mice appear
viable and healthy, but deletion of both genes results in embryonic
lethality, suggesting that Atf6o. and Atf63 have redundant functions
such that Atf6[ can replace Atf6o. under basal conditions [42,44]. One
cell type that may require Atf6o. under unstressed conditions is the
pancreatic beta cell; in normoglycemic conditions, anti-Atf6a. SiRNA-
treated insulinoma cells had a JNK-dependent increase in apoptosis
[86]. Although Atf6o. knockdown in these cells reduced Atf6a. protein
by only around 60%, this reduction was sufficient to reduce Grp78
mRNA and protein expression under basal conditions. Other Atf6o
targets Grp94 and ERAD component Herp were only blunted during
induction of ER stress. On the other hand, whole body Atf6o-null mice
had no discernible impairment in glucose metabolism except under
insulin-demand stress conditions [87].

4.7. Atf6a. is required for resilience in the face of stress

When exposed to stress conditions, Atféa-null cells have impaired
stress resistance. Although Atf6or knockout MEFs had no significant
difference in chaperone expression or viability when cultured in normal
growth medium, induction of chaperones was blunted after treatment
with ER stress-inducing drugs, and viability was decreased [44]. Atf6o.
is also critical for the acute adaptive response to ER stress in vivo.
Challenging Atf6o.-null mice with intraperitoneal tunicamycin resulted
in macroscopic liver damage and a dramatic 80% mortality (compared
to 0% in wild type mice), along with reduced and delayed induction of
ER-chaperone and ERAD genes. Pancreatic beta cells in Atféo-null
mice also showed impaired function under insulin demand stress [87].
Taken together, it seems the impact of Atféaw depletion requires acute
stress to be revealed [44].

In contrast, it has been reported that Atf6e. is not required for induction
of UPR genes by ER stress in stable anti-Atf6o. siRNA-expressing MEFs
[31]. The authors postulated that transcription factors related to Atféo
(Atf6 or other family members) may compensate for Atf6o. loss.
Although the authors reported that residual Atféa activity was unlikely,
due to undetectable Atf6a. expression in the Atf6o. knockdown cells,
nuclear Atf6o. is a potent and short-lived transcription factor [16].
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Therefore, it is possible that some Atféac may have been present but
not detected. This is consistent with another study using Atf6o. SiRNA
in liver Kupffer cells that showed Tm-induced upregulation of Xbp1,
Chop, and Grp78 was unaffected by Atf6a. KD in which p50-Atf6a, was
decreased but still detectable after knockdown [88].

5. IN OTHER CONTEXTS, ATF6o. INCREASES APOPTOSIS

Contradictory to its reported pro-survival role, in certain contexts Atf6o
has been shown to activate the intrinsic mitochondrial apoptosis
pathway, possibly related to supra-physiological Atf6a. activation.
Ectopically expressed Atf6o. directly bound an ERSE in the Bcl-2
promoter to repress its expression [89]. Overexpressed Atf6o
decreased viability of vascular endothelial cells exposed to thapsi-
gargin [90]. Atf6éor may also regulate intrinsic apoptosis through
downregulation of E2f1 expression, the loss of which was sufficient to
increase expression of Puma and Noxa [91]. In mouse granulosa cells,
knockdown of Atf6o decreased p53 and apoptosis [92]. In contrast,
knockdown of Xbp1 increased apoptosis [93]. Overexpression of nu-
clear Atf6o in differentiating myoblasts upregulated a WW-domain
binding protein (Wbp1) and downregulated anti-apoptotic Mcl-1,
which was sufficient to increase apoptosis [94].

5.1. Atf6a. increases expression of Chop

The most widely supported pro-death signal downstream of Atf6a. is
the transcription factor Chop (Ddit3, Gadd153). Atf6a. cooperates with
the Perk/Atf4 pathway to induce maximal expression of Chop in
response to ER stress [95]. Chop knockout MEFs have delayed
apoptosis after exposure to tunicamycin [96]. Similarly, tunicamycin-
induced apoptosis was reduced, but not eliminated, in the kidney
proximal tubular epithelium of Chop-null mice. Chop loss of function is
protective in models of diabetes [97—100], neurodegenerative disease
[101,102], renal injury [103—107], and sepsis [108].

Chop induces cell death through several mechanisms. Like Atf6a,
Chop directly controls expression of components of the intrinsic
apoptosis pathway. It is reported to downregulate pro-survival Bcl2
[109] and increase expression of pro-apoptotic Puma and Bim [110].
Via induction of Gadd34, Chop antagonizes the p-elF2a-mediated
translation block to increase protein synthesis even though the protein
folding capacity may not have been adequately restored [103,111].
Furthermore, Ero1a is activated by Chop and contributes to oxidative
stress in the ER which sensitizes cells to undergo apoptosis [103,111].
The Atf4/Chop pathway could define a switch from anti-apoptotic to
pro-apoptotic signaling with longer stress duration, with the short half-
life of pro-apoptotic mRNAs providing protection against cell death
early during adaptive UPR [112].

5.2. Atf6a-induced autophagy promotes cell death

As described above, Atf6a-dependent autophagy can be protective in
some cases but leads to autophagic cell death in other contexts. In
MCF7 cells, siRNA silencing of ATF6c, IRE1, or dnPERK, inhibited
doxorubicin-induced autophagy and apoptosis [113]. Knockdown of
ATF6q. also prevented berberine-induced elevation of GRP78 in cancer
cell lines, which was required for induction of autophagy and cell death
[114].

5.3. Atf6a leads to inflammation

In addition to the well-studied effects on Chop and intrinsic apoptosis
pathways, Atf6a. also modulates inflammatory and immunogenic cell
death. Atféo. promoted NF-kB activation and pro-inflammatory cyto-
kine expression in liver Kupffer cells to promote liver damage during
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ischemia/reperfusion injury [88]. On the other hand, Atf6o-induced
sXbp1 prevents Tnf-a induced apoptosis in osteoarthritic cartilage
[115], and Atf6c. was necessary for suppression of Tnfa-induced NF-
kB activation via upregulation of C/EBPJ and activation of mTor, which
prevented Akt phosphorylation [116].

5.4. How can Atf6a. be both pro- and anti-cell survival?

The many seemingly contradictory findings with regard to the down-
stream effects of Atféoc may have multiple explanations. Hetero-
dimerization with other transcription factors could provide cell-type
specificity for Atféo target genes, leading to different results in
different cell types. Post-translational modifications may also provide
context-specificity of Atf6a. activity. Cell-type specific epigenetic
landscapes could prime or block activation of Atf6o target genes. In
addition, the ability of Atf63 to compensate for Atf6a, loss may vary by
cell type. Secretory cells such as pancreatic beta cells may be espe-
cially dependent on Atf6o. to cope with the high basal ER function
requirement inherent in synthesizing proteins for systemic use. The
duration and intensity of Atf6ot activation may clearly play a role in the
switch between pro-survival and pro-apoptotic UPR signaling, and
some differences in results may be due to excess overexpression.
Specific underlying mechanisms explaining divergent effects of Atf6a.
require further study.

6. ATF60o. ALSO MODULATES CELL PROLIFERATION

In addition to the canonical Atf6éo. downstream response leading to
expanded ER proteosynthetic capacity, and the extensive evidence that
Atf6or modulates cell survival, some studies have found that Atf6éo
action also influences the decision to enter the cell cycle. Some of the
work implicating Atf6at in proliferation has been performed in cancer or
cancer cell lines [117—122]; other observations are in primary tissues
such as pancreatic beta cells, ovarian cells, chondrocytes and car-
diomyocytes [46,92,123—125]. In most cases, Atf6o. activation
increased cell cycle entry, whether as part of healthy tissue growth and
adaptation or as a maladaptive response to disease. Some data show a
role for Atf6at in tissue hypertrophy without hyperplasia [125—127]. An
anti-proliferative effect has been described as well [128]. Since pro-
liferation of normal tissues may be part of healthy adaptation or
maladaptation, and proliferation of cancer cells leads to disease, Atf6o
roles in proliferation defy categorization as uniformly beneficial or
harmful. What little is known of the mechanisms by which Atf6o
activation influences cell proliferation is summarized below.

6.1. Decreasing Atf6ow signaling inhibits cancer cell proliferation

Endoplasmic reticulum stress, and the UPR, are well-established
features of cancer biology related to insults such as hypoxia, poor
nutrient availability relative to metabolic demand, and oxidative stress
[129]. Although the majority of studies investigating ATF6¢. in cancer
cells have focused on oncogenic cell survival in the face of ER stress,
there is evidence that ATF6o. promotes proliferation as well. ATF6o,
known to be a tumorigenic factor in hepatocellular carcinoma [130],
drives proliferation and BrdU incorporation in hepatoma cells in a
proteostasis-stress dependent manner [118]. Treating cells with a
proteasome inhibitor oprozomib decreased proliferation by inhibiting
regulated intramembrane proteolysis, thus reducing ATF6a. cleavage
and decreasing ATF6a. target gene activation [118]. Similarly, the
antiretroviral protease inhibitor nelfinavir was found to have anti-
proliferative effects in prostate cancer and liposarcoma through an
off-target inhibition of S1P/S2P activation of ATF6c [121,122]. In
addition, knockdown of ATF6x« in glioblastoma cells reduced
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proliferation, although the observation was weakened by use of a
nonspecific viability assay to quantify proliferation [120]. These studies
suggest that decreasing ATF6o. expression or activation reduced
proliferation, supporting a pro-proliferative role for ATF6¢. in human
cancers, although downstream mechanisms were not tested.

6.2. Increasing Atf6o. signaling drives cancer cell proliferation
ATF6a is implicated in the pathogenesis of hepatocellular carcinoma,
and overexpression of nATF6a. in an HCC cell line increased gene
expression of cell cycle associated genes [131]. In two colorectal
cancer tumor banks, increased ATF6a expression was associated with
reduced disease-free survival [117]. To explore the mechanism, a
mouse model was generated with tissue specific overexpression of
active nuclear nAtféa. in intestinal epithelial cells. These mice devel-
oped spontaneous colon cancer by 12 weeks of age, with increased
proliferation of epithelial cells [117]. The mechanism was determined
to be through an increase in gut permeability leading to inflammatory
bacterial penetration into the gut wall, which activated Stat3 and led to
cancer [117]. In endothelial cells, ATF6o was found to activate a novel
target, aB-crystallin, which was pro-proliferative via a mechanism
involving VEGF [119].

6.3. Atf6a influences cell cycle entry in non-transformed cells
Emerging evidence suggests that UPR pathways in general, and Atf6a.
specifically, have previously unrecognized roles in normal organ
development and function [1]. Deletion of both Atf6o. and Atf6f is
embryonic lethal [42]. To date, most evidence implicating Atf6c. in
proliferation in normal tissues comes from neuro-endocrine type cells
such as neurons, ovarian granulosa cells and pancreatic beta cells, or
mesenchymal cells such as cartilage, vascular smooth muscle and
cardiomyocytes. The involvement of Atf6a in expansion of tissue cell
number in response to tissue load stress is an interesting paradigm
linking organ structure with function [123]. In each case, tissue growth
may be beneficial or maladaptive.

6.4. Atf6o. promotes proliferation in endocrine cells and neurons

Unresolved ER stress contributes to diabetic decompensation, both
through tissue insulin resistance in type 2 diabetes [132] and
impaired beta cell insulin secretory capacity in type 1 and type 2
diabetes [2]. ER stress negatively impacts insulin production capacity
through both impaired insulin synthesis and increased beta cell death
[2]. However, modest physiological levels of ER stress may play a role
in the adaptive increase in beta cell number that occurs in response
to insulin demand [123,133]. During increased insulin demand in
various physiological conditions (misfolding of pro-insulin, high fat
feeding, hyperglycemia) beta cells showing activation of the UPR
were more likely to enter the cell cycle [123]. Stress-associated beta
cell proliferation was lost if ER stress was reduced using molecular
chaperones, or by chemical inactivation or gene knockdown of Atf6a.
[123]. Conversely, overexpression of Atféor was sufficient to drive
proliferation in glucose-permissive conditions [123]. The mechanism
by which Atf6o. promotes proliferation in beta cells is not yet known,
but a proliferative role for Atf6a. has been observed in other endo-
crine cells as well. In ovarian granulosa cells, knockdown of Atf6a.
arrested cells in S-phase, and caused a reduction in mRNA of cell
cycle drivers cyclin A1, cyclin B1 and cyclin D2 [92]. Atf6a. may also
play an intriguing toxic-proliferation role in the Huntington’s neuro-
degenerative disorder. Neurons are post-mitotic and cannot
tolerate cell cycle entry. In both mouse models and human disease,
Atf6a. processing was found to be altered, leading to accumulation of
full length Atf6a., loss of the small GTPase Rheb, and inappropriate
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accumulation of cell cycle drivers which resulted in neuronal cell
death [124].

6.5. Atf6a. promotes proliferation in mesenchymal cells such as
cartilage and smooth muscle

Atf6o. and Atf63 are expressed throughout the proliferating and hy-
pertrophic zones of cartilage development [125]. Metaphyseal chon-
drodysplasia type Schmid (MCDS) is an ER stress-associated dwarfism
syndrome caused by mutations in type X collagen [46]. Overexpression
of mutant collagen increased both Atf6o. and Atf63 activation in HeLa
cells. Ablation of Atf6e in vitro diminished cellular transcriptional
response to stress, and ablation of Atf6o. in vivo in MCDS mice
worsened the disease phenotype, with expansion of the growth plate
hypertrophic zone, decreased bone growth and increased Ire1 and
Perk signaling [46]. On the other hand, ablation of Atf6[3 in MCDS mice
decreased ER stress markers and decreased the proliferation rate of
growth plate chondrocytes [46]. Runx2, a transcription factor important
for cartilage development, transcriptionally activates the Atféa. gene
[127]. Atféor was found to physically interact with Runx2, and Atféo
overexpression promoted bone length increase in a long term hMSC
culture model [125,127]. On the other hand, in two cell transformed
chondrocyte cell lines, overexpression of Atféa decreased cell cycle
entry as determined by a flow cytometry assay [128]. In human
mesenchymal stem cells, CRISPR-mediated deletion of ATF6c
decreased population doubling, Ki67 levels, and percent of cells in S-
phase, while increasing senescence markers [61]. RNAseq demon-
strated loss of a number of cell-cycle promoting genes, including the
protooncogene FOS [61]. Surprisingly, knockdown of FOS recapitu-
lated many of the effects of ATF6a deletion in hMSCs [61].
Maladaptive smooth muscle proliferation in pulmonary arterial hyper-
tension was found to be mediated by Atf6e. [134]. Mild hypoxic stress
activated Atf6a; interventions that decreased Atf6o. cleavage and
target activation suppressed proliferation in smooth muscle cells both
in vitro and in vivo [134]. In addition, ER stressors that increased
nuclear Atf6o, in pulmonary artery smooth muscle cells increased
proliferation as measured by nucleoside analog or Ki67, an effect that
might be due to increased accumulation of intracellular iron [135].

6.6. Atf6a. can also drive tissue growth through cellular
hypertrophy

Beyond increase in cell number, Atf6o. may also increase tissue mass
by inducing cellular hypertrophy in chondrocytes and cardiomyocytes.
In mice, Atf6o. deletion in the chondrodysplasia model described above
resulted in reduced bone growth related, in part, to loss of cell height in
the hypertrophic chondrocytes [46]. Atf6a. signaling was found to be
markedly induced in two different cardiac hypertrophy models: pres-
sure overload, by transverse aortic constriction, and hypertrophy in
response to free-wheel exercise [126]. Conditional deletion of Atf6c. in
cardiac myocytes decreased the hypertrophic response and caused
cardiac dysfunction in both models; the mechanism was found to be
through Atf6a. induction of mTor activator Rheb [126].

7. SUMMARY AND CONCLUSIONS

Atfeor is an important stress response protein, sensing luminal ER
stress and transmitting a nuclear signal that has many cellular effects.
Canonically, in concert with other UPR pathways, Atf6o. activates gene
expression of numerous ER resident proteins, resulting in enhanced
protein folding capacity, resilience to oxidative/reductive stress, and
degradation of ER luminal misfolded proteins. Activation of Atf6a. can
have both pro-survival and pro-death outcomes, depending on the cell
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type and other contextual cues that largely remain to be clarified. Atf6o.
is also implicated in driving tissue growth, through both proliferative
and hypertrophic responses, which can be beneficial or maladaptive
depending on the context. The literature contains numerous conflicting
conclusions and unanswered questions that require further experi-
mental investigation.

FUNDING

This article is part of a supplement entitled ‘Biomarkers of Beta-
Cell Health and Dysfunction: Towards Personalised Diabetes Care.
Proceedings of the 20th Servier-IGIS Symposium’. The Symposium
and the publication of the Supplement have been made possible by
an unrestricted educational grant from Institut la Conférence Hip-
pocrate — Servier Group.

ACKNOWLEDGMENTS

LCA, JTS and RBS wrote the manuscript, edited and approved the manuscript. The
authors have no conflicts of interest with the work contained in this manuscript. This
work was supported by NIH/NIDDK: R01DK114686 (LCA), R01 DK113300 (LCA), NIH/
NIGMS: R25GM113686 (JTS), the American Diabetes Association grant #1-18-IBS-
233 (LCA) in collaboration with the Order of the Amaranth, and the George F. and
Sybil H. Fuller Foundation. The funding sources had no involvement in the analysis of
the literature, the writing of this review, or in the decision to submit the article for
publication.

CONFLICT OF INTEREST

None declared.

REFERENCES

[1] Hillary, R.F., FitzGerald, U., 2018. A lifetime of stress: ATF6 in development
and homeostasis. Journal of Biomedical Science 25(1):48—57.

[2] Back, S.H., Kaufman, R.J., 2012. Endoplasmic reticulum stress and type 2

diabetes. Annual Review of Biochemistry 81:767—793.

Ron, D., Harding, H.P., 2012. Protein-folding homeostasis in the endoplasmic

reticulum and nutritional regulation. Cold Spring Harbor Perspectives in

Biology 4(12):1—13.

Hetz, C., Chevet, E., Oakes, S.A., 2015. Proteostasis control by the unfolded

protein response. Nature Cell Biology 17(7):829—838.

Hetz, C., Papa, F.R., 2018. The unfolded protein response and cell fate

control. Molecular Cell 69(2):169—181.

Hetz, C., 2012. The unfolded protein response: controlling cell fate decisions

under ER stress and beyond. Nature Reviews Molecular Cell Biology 13(2):

89—102.

Galluzzi, L., Vitale, I., Aaronson, S.A., Abrams, J.M., Adam, D., Agostinis, P.,

et al., 2018. Molecular mechanisms of cell death: recommendations of the

nomenclature committee on cell death 2018. Cell Death and Differentiation

25(3):486—541.

Yoshida, H., Haze, K., Yanagi, H., Yura, T., Mori, K., 1998. Identification of the

cis-acting endoplasmic reticulum stress response element responsible for

transcriptional induction of mammalian glucose-regulated proteins. Involve-

ment of basic leucine zipper transcription factors. The Journal of Biological

Chemistry 273(50):33741—33749.

Hai, T.W., Liu, F., Coukos, W.J., Green, M.R., 1989. Transcription factor

ATF cDNA clones: an extensive family of leucine zipper proteins able to

selectively form DNA-binding heterodimers. Genes and Development

3(12B):2083—2090.

[3

[4

[5

[6

7

[8

[9

[10] Zhu, C., Johansen, F.E., Prywes, R., 1997. Interaction of ATF6 and serum
response factor. Molecular and Cellular Biology 17(9):4957—4966.

[11] Kondo, S., Saito, A., Asada, R., Kanemoto, S., Imaizumi, K., 2011. Physio-
logical unfolded protein response regulated by OASIS family members,
transmembrane bZIP transcription factors. IUBMB Life 63(4):233—239.

[12] Hollien, J., 2013. Evolution of the unfolded protein response. Biochimica et
Biophysica Acta (BBA) - Molecular Cell Research 1833(11):2458—2463.

[13] Haze, K., Yoshida, H., Yanagi, H., Yura, T., Mori, K., 1999. Mammalian
transcription factor ATF6 is synthesized as a transmembrane protein and
activated by proteolysis in response to endoplasmic reticulum stress. Mo-
lecular Biology of the Cell 10(11):3787—3799.

[14] Li, M., Baumeister, P., Roy, B., Phan, T., Foti, D., Luo, S., et al., 2000. ATF6
as a transcription activator of the endoplasmic reticulum stress element:
thapsigargin stress-induced changes and synergistic interactions with NF-Y
and YY1. Molecular and Cellular Biology 20(14):5096—5106.

[15] Ye, J., Rawson, R.B., Komuro, R., Chen, X., Davé, U.P., Prywes, R., et al.,
2000. ER stress induces cleavage of membrane-bound ATF6 by the same
proteases that process SREBPs. Molecular Cell 6(6):1355—1364.

[16] Thuerauf, D.J., Morrison, L.E., Hoover, H., Glembotski, C.C., 2002. Coordi-
nation of ATF6-mediated transcription and ATF6 degradation by a domain
that is shared with the viral transcription factor, VP16. The Journal of Bio-
logical Chemistry 277(23):20734—20739.

[17] Shen, J., Chen, X., Hendershot, L., Prywes, R., 2002. ER stress regulation of
ATF6 localization by dissociation of BiP/GRP78 binding and unmasking of
Golgi localization signals. Developmental Cell 3(1):99—111.

[18] Chen, X., Shen, J., Prywes, R., 2002. The luminal domain of ATF6 senses
endoplasmic reticulum (ER) stress and causes translocation of ATF6 from
the ER to the Golgi. The Journal of Biological Chemistry 277(15):13045—
13052.

[19] Schindler, A.J., Schekman, R., 2009. In vitro reconstitution of ER-stress induced
ATF6 transport in COPII vesicles. Proceedings of the National Academy of Sci-
ences of the United States of America 106(42):17775—17780.

[20] Nadanaka, S., Yoshida, H., Kano, F., Murata, M., Mori, K., 2004. Activation of
mammalian unfolded protein response is compatible with the quality control
system operating in the endoplasmic reticulum. Molecular Biology of the Cell
15(6):2537—2548.

[21] Fang, J., Liu, M., Zhang, X., Sakamoto, T., Taatjes, D.J., Jena, B.P., et al.,
2015. COPII-dependent ER export: a critical component of insulin biogenesis
and B-cell ER homeostasis. Molecular Endocrinology (Baltimore, Md.) 29(8):
1156—1169.

[22] Okada, T., Haze, K., Nadanaka, S., Yoshida, H., Seidah, N.G., Hirano, Y., et al.,
2003. A serine protease inhibitor prevents endoplasmic reticulum stress-
induced cleavage but not transport of the membrane-bound transcription
factor ATF6. The Journal of Biological Chemistry 278(33):31024—31032.

[23] Tsukumo, Y., Tomida, A., Kitahara, 0., Nakamura, Y., Asada, S., Mori, K.,
et al., 2007. Nucleobindin 1 controls the unfolded protein response by
inhibiting ATF6 activation. The Journal of Biological Chemistry 282(40):
29264—29272.

[24] Naranjo, J.R., Zhang, H., Villar, D., Gonzalez, P., Dopazo, X.M., Mor6n-
Oset, J., et al., 2016. Activating transcription factor 6 derepression mediates
neuroprotection in Huntington disease. The Journal of Clinical Investigation
126(2):627—638.

[25] Nadanaka, S., Okada, T., Yoshida, H., Mori, K., 2007. Role of disulfide
bridges formed in the luminal domain of ATF6 in sensing endoplasmic re-
ticulum stress. Molecular and Cellular Biology 27(3):1027—1043.

[26] Higa, A., Taouji, S., Lhomond, S., Jensen, D., Fernandez-Zapico, M.E.,
Simpson, J.C., et al., 2014. Endoplasmic reticulum stress-activated tran-
scription factor ATF6¢. requires the disulfide isomerase PDIA5 to modulate
chemoresistance. Molecular and Cellular Biology 34(10):1839—1849.

[27] Hong, M., Luo, S., Baumeister, P., Huang, J.-M., Gogia, RK., Li, M., et al.,
2004. Underglycosylation of ATF6 as a novel sensing mechanism for

S76 MOLECULAR METABOLISM 27 (2019) S69—S80 © 2019 Published by Elsevier GmbH. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

www.molecularmetabolism.com


http://refhub.elsevier.com/S2212-8778(19)30566-6/sref1
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref1
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref1
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref2
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref2
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref2
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref3
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref3
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref3
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref3
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref4
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref4
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref4
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref5
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref5
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref5
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref6
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref6
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref6
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref6
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref7
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref7
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref7
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref7
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref7
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref8
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref8
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref8
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref8
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref8
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref8
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref9
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref9
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref9
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref9
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref9
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref10
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref10
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref10
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref11
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref11
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref11
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref11
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref12
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref12
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref12
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref13
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref13
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref13
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref13
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref13
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref14
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref14
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref14
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref14
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref14
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref15
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref15
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref15
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref15
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref16
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref16
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref16
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref16
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref16
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref17
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref17
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref17
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref17
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref18
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref18
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref18
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref18
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref19
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref19
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref19
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref19
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref20
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref20
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref20
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref20
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref20
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref21
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref21
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref21
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref21
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref21
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref22
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref22
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref22
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref22
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref22
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref23
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref23
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref23
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref23
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref23
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref24
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref24
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref24
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref24
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref24
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref25
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref25
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref25
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref25
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref26
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref26
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref26
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref26
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref26
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref27
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref27
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://www.molecularmetabolism.com

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[39]

[36]

[37]

[38]

[39]

[40]

[41]

[42]

MOLECULAR METABOLISM 27 (2019) S69—S80 © 2019 Published by Elsevier GmbH. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

activation of the unfolded protein response. The Journal of Biological
Chemistry 279(12):11354—11363.

Gade, P., Manjegowda, S.B., Nallar, S.C., Maachani, U.B., Cross, A.S.,
Kalvakolanu, D.V., 2014. Regulation of the death-associated protein kinase 1
expression and autophagy via ATF6 requires apoptosis signal-regulating ki-
nase 1. Molecular and Cellular Biology 34(21):4033—4048.

Luo, S., Lee, A.S., 2002. Requirement of the p38 mitogen-activated protein
kinase signalling pathway for the induction of the 78 kDa glucose-regulated
protein/immunoglobulin heavy-chain binding protein by azetidine stress:
activating transcription factor 6 as a target for stress-induced phosphoryla-
tion. The Biochemical Journal 366(Pt 3):787—795.

Thuerauf, D.J., Arnold, N.D., Zechner, D., Hanford, D.S., DeMartin, K.M.,
McDonough, P.M., et al., 1998. p38 Mitogen-activated protein kinase me-
diates the transcriptional induction of the atrial natriuretic factor gene through
a serum response element. A potential role for the transcription factor ATF6.
The Journal of Biological Chemistry 273(32):20636—20643.

Lee, A.-H., Iwakoshi, N.N., Glimcher, L.H., 2003. XBP-1 regulates a subset of
endoplasmic reticulum resident chaperone genes in the unfolded protein
response. Molecular and Cellular Biology 23(21):7448—7459.

Namba, T., Ishihara, T., Tanaka, K., Hoshino, T., Mizushima, T., 2007.
Transcriptional activation of ATF6 by endoplasmic reticulum stressors.
Biochemical and Biophysical Research Communications 355(2):543—548.
Baird, L., Tsujita, T., Kobayashi, E.H., Funayama, R., Nagashima, T.,
Nakayama, K., et al., 2017. A homeostatic shift facilitates endoplasmic re-
ticulum proteostasis through transcriptional integration of proteostatic stress
response pathways. Molecular and Cellular Biology 37(4) e00439-16.
Misra, J., Kim, D.-K., Choi, W., Koo, S.-H., Lee, C.-H., Back, S.-H., et al.,
2013. Transcriptional cross talk between orphan nuclear receptor ERRy and
transmembrane transcription factor ATF6a. coordinates endoplasmic reticu-
lum stress response. Nucleic Acids Research 41(14):6960—6974.

Li, W.W., Hsiung, Y., Zhou, Y., Roy, B., Lee, A.S., 1997. Induction of the
mammalian GRP78/BiP gene by Ca2+ depletion and formation of aberrant
proteins: activation of the conserved stress-inducible grp core promoter
element by the human nuclear factor YY1. Molecular and Cellular Biology
17(1):54—60.

Wang, Y., Shen, J., Arenzana, N., Tirasophon, W., Kaufman, R.J., Prywes, R.,
2000. Activation of ATF6 and an ATF6 DNA binding site by the endoplasmic
reticulum stress response. The Journal of Biological Chemistry 275(35):
27013—27020.

Yamamoto, K., Yoshida, H., Kokame, K., Kaufman, R.J., Mori, K., 2004.
Differential contributions of ATF6 and XBP1 to the activation of endoplasmic
reticulum stress-responsive cis-acting elements ERSE, UPRE and ERSE-II.
Journal of Biochemistry 136(3):343—350.

Yoshida, H., Okada, T., Haze, K., Yanagi, H., Yura, T., Negishi, M., et al.,
2001. Endoplasmic reticulum stress-induced formation of transcription factor
complex ERSF including NF-Y (CBF) and activating transcription factors
6alpha and 6beta that activates the mammalian unfolded protein response.
Molecular and Cellular Biology 21(4):1239—1248.

Shoulders, M.D., Ryno, L.M., Genereux, J.C., Moresco, J.J., Tu, P.G., Wu, C.,
et al., 2013. Stress-independent activation of XBP1s and/or ATF6 reveals
three functionally diverse ER proteostasis environments. Cell Reports 3(4):
1279—1292.

Yoshida, H., Matsui, T., Yamamoto, A., Okada, T., Mori, K., 2001. XBP1
mRNA is induced by ATF6 and spliced by IRE1 in response to ER stress to
produce a highly active transcription factor. Cell 107(7):881—891.

Walter, F., 0’Brien, A., Concannon, C.G., Diissmann, H., Prehn, J.H.M.,
2018. ER stress signaling has an activating transcription factor 6a. (ATF6)-
dependent “off-switch”. The Journal of Biological Chemistry 293(47):
18270—18284.

Yamamoto, K., Sato, T., Matsui, T., Sato, M., Okada, T., Yoshida, H., et al.,
2007. Transcriptional induction of mammalian ER quality control proteins is

www.molecularmetabolism.com

[43]

[44]

[49]

[46]

[47]

[48]

[49]

[50]

[51]

[52]

[53]

[54]

[55]

[56]

[57]

I

MOLECULAR
METABOLISM

mediated by single or combined action of ATF6alpha and XBP1. Devel-
opmental Cell 13(3):365—376.

Haze, K., Okada, T., Yoshida, H., Yanagi, H., Yura, T., Negishi, M., et al.,
2001. Identification of the G13 (CAMP-response-element-binding protein-
related protein) gene product related to activating transcription factor 6 as
a transcriptional activator of the mammalian unfolded protein response. The
Biochemical Journal 355(Pt 1):19—28.

Wu, J., Rutkowski, D.T., Dubois, M., Swathirajan, J., Saunders, T., Wang, J.,
et al., 2007. ATF6a. optimizes long-term endoplasmic reticulum function to
protect cells from chronic stress. Developmental Cell 13(3):351—364.
Thuerauf, D.J., Morrison, L., Glembotski, C.C., 2004. Opposing roles for
ATF6alpha and ATF6beta in endoplasmic reticulum stress response gene
induction. The Journal of Biological Chemistry 279(20):21078—21084.
Forouhan, M., Mori, K., Boot-Handford, R.P., 2018. Paradoxical roles of
ATF60. and ATF6f in modulating disease severity caused by mutations in
collagen X. Matrix Biology Journal of the International Society for Matrix
Biology 70:50—71.

Yoshida, H., Okada, T., Haze, K., Yanagi, H., Yura, T., Negishi, M., et al.,
2000. ATF6 activated by proteolysis binds in the presence of NF-Y (CBF)
directly to the cis-acting element responsible for the mammalian unfolded
protein response. Molecular and Cellular Biology 20(18):6755—6767.
Okada, T., Yoshida, H., Akazawa, R., Negishi, M., Mori, K., 2002. Distinct
roles of activating transcription factor 6 (ATF6) and double-stranded RNA-
activated protein kinase-like endoplasmic reticulum kinase (PERK) in tran-
scription during the mammalian unfolded protein response. The Biochemical
Journal 366(Pt 2):585—594.

Matsuda, T., Kido, Y., Asahara, S., Kaisho, T., Tanaka, T., Hashimoto, N.,
et al., 2010. Ablation of C/EBPf3 alleviates ER stress and pancreatic 3 cell
failure through the GRP78 chaperone in mice. The Journal of Clinical
Investigation 120(1):115—126.

Horimoto, S., Ninagawa, S., Okada, T., Koba, H., Sugimoto, T., Kamiya, Y.,
et al., 2013. The unfolded protein response transducer ATF6 represents a
novel transmembrane-type endoplasmic reticulum-associated degradation
substrate requiring both mannose trimming and SEL1L protein. The Journal
of Biological Chemistry 288(44):31517—31527.

Hong, M., Li, M., Mao, C., Lee, A.S., 2004. Endoplasmic reticulum stress
triggers an acute proteasome-dependent degradation of ATF6. Journal of
Cellular Biochemistry 92(4):723—732.

Fonseca, S.G., Ishigaki, S., Oslowski, C.M., Lu, S., Lipson, K.L., Ghosh, R.,
et al, 2010. Wolfram syndrome 1 gene negatively regulates ER stress
signaling in rodent and human cells. The Journal of Clinical Investigation
120(3):744—755.

Yoshida, H., Uemura, A., Mori, K., 2009. pXBP1(U), a negative regulator of the
unfolded protein response activator pXBP1(S), targets ATF6 but not ATF4 in
proteasome-mediated degradation. Cell Structure and Function 34(1):1—10.
Chiang, W.-C., Chan, P., Wissinger, B., Vincent, A., Skorczyk-Werner, A.,
Krawczynski, M.R., et al., 2017. Achromatopsia mutations target sequential
steps of ATF6 activation. Proceedings of the National Academy of Sciences of
the United States of America 114(2):400—405.

Cnop, M., Abdulkarim, B., Bottu, G., Cunha, D.A., Igoillo-Esteve, M.,
Masini, M., et al., 2014. RNA sequencing identifies dysregulation of the
human pancreatic islet transcriptome by the saturated fatty acid palmitate.
Diabetes 63(6):1978—1993.

Engin, F., Yermalovich, A., Nguyen, T., Ngyuen, T., Hummasti, S., Fu, W.,
et al., 2013. Restoration of the unfolded protein response in pancreatic 3
cells protects mice against type 1 diabetes. Science Translational Medicine
5(211):211ra156.

Adachi, Y., Yamamoto, K., Okada, T., Yoshida, H., Harada, A., Mori, K.,
2008. ATF6 is a transcription factor specializing in the regulation of quality
control proteins in the endoplasmic reticulum. Cell Structure and Function
33(1):75—89.

S77


http://refhub.elsevier.com/S2212-8778(19)30566-6/sref27
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref27
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref27
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref28
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref28
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref28
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref28
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref28
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref29
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref29
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref29
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref29
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref29
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref29
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref30
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref30
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref30
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref30
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref30
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref30
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref31
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref31
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref31
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref31
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref32
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref32
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref32
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref32
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref33
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref33
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref33
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref33
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref34
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref34
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref34
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref34
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref34
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref35
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref35
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref35
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref35
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref35
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref35
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref35
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref36
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref36
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref36
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref36
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref36
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref37
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref37
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref37
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref37
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref37
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref38
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref38
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref38
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref38
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref38
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref38
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref39
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref39
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref39
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref39
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref39
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref40
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref40
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref40
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref40
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref41
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref41
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref41
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref41
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref41
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref42
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref42
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref42
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref42
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref42
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref43
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref43
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref43
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref43
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref43
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref43
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref44
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref44
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref44
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref44
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref45
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref45
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref45
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref45
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref46
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref46
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref46
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref46
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref46
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref47
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref47
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref47
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref47
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref47
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref48
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref48
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref48
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref48
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref48
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref48
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref49
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref49
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref49
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref49
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref49
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref50
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref50
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref50
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref50
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref50
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref50
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref51
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref51
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref51
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref51
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref52
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref52
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref52
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref52
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref52
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref53
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref53
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref53
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref53
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref54
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref54
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref54
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref54
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref54
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref54
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref55
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref55
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref55
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref55
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref55
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref56
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref56
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref56
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref56
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref57
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref57
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref57
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref57
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref57
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://www.molecularmetabolism.com

Review

[58]

[59]

[60]

[61]

[62]

[63]

[64]

65]

[66]

[67]

[68]

[69]

[70]

[71]

[72]

[73]

S78

Belmont, P.J., Tadimalla, A., Chen, W.J., Martindale, J.J., Thuerauf, D.J.,
Marcinko, M., et al., 2008. Coordination of growth and endoplasmic re-
ticulum stress signaling by regulator of calcineurin 1 (RCAN1), a novel
ATF6-inducible gene. The Journal of Biological Chemistry 283(20):14012—
14021,

Maiuolo, J., Bulotta, S., Verderio, C., Benfante, R., Borgese, N., 2011. Se-
lective activation of the transcription factor ATF6 mediates endoplasmic re-
ticulum proliferation triggered by a membrane protein. Proceedings of the
National Academy of Sciences of the United States of America 108(19):
7832—7837.

Luo, S., Mao, C., Lee, B., Lee, A.S., 2006. GRP78/BiP is required for cell
proliferation and protecting the inner cell mass from apoptosis during early
mouse embryonic development. Molecular and Cellular Biology 26(15):
5688—5697.

Wang, S., Hu, B., Ding, Z., Dang, Y., Wu, J., Li, D., et al., 2018. ATF6
safeguards organelle homeostasis and cellular aging in human mesenchymal
stem cells. Cell Discovery 4:2.

Pan, Z., Erkan, M., Streit, S., Friess, H., Kleeff, J., 2009. Silencing of GRP94
expression promotes apoptosis in pancreatic cancer cells. International
Journal of Oncology 35(4):823—828.

Fu, Y., Li, J., Lee, A.S., 2007. GRP78/BiP inhibits endoplasmic reticulum BIK
and protects human breast cancer cells against estrogen starvation-induced
apoptosis. Cancer Research 67(8):3734—3740.

Zhou, H., Zhang, Y., Fu, Y., Chan, L., Lee, A.S., 2011. Novel mechanism of
anti-apoptotic function of 78-kDa glucose-regulated protein (GRP78): endo-
crine resistance factor in breast cancer, through release of B-cell lymphoma
2 (BCL-2) from BCL-2-interacting killer (BIK). The Journal of Biological
Chemistry 286(29):25687—25696.

Synofzik, M., Haack, T.B., Kopajtich, R., Gorza, M., Rapaport, D., Greiner, M.,
et al., 2014. Absence of BiP co-chaperone DNAJC3 causes diabetes mellitus
and multisystemic neurodegeneration. American Journal of Human Genetics
95(6):689—697.

Genereux, J.C., Qu, S., Zhou, M., Ryno, L.M., Wang, S., Shoulders, M.D.,
et al., 2015. Unfolded protein response-induced ERdj3 secretion links ER
stress to extracellular proteostasis. The European Molecular Biology Orga-
nization Journal 34(1):4—19.

Eligaard, L., Sevier, C.S., Bulleid, N.J., 2018. How are proteins reduced in the
endoplasmic reticulum? Trends in Biochemical Sciences 43(1):32—43.
Koritzinsky, M., Levitin, F., van den Beucken, T., Rumantir, R.A.,
Harding, N.J., Chu, K.C., et al., 2013. Two phases of disulfide bond formation
have differing requirements for oxygen. The Journal of Cell Biology 203(4):
615—627.

Martindale, J.J., Fernandez, R., Thuerauf, D., Whittaker, R., Gude, N.,
Sussman, M.A., et al., 2006. Endoplasmic reticulum stress gene induction
and protection from ischemia/reperfusion injury in the hearts of transgenic
mice with a tamoxifen-regulated form of ATF6. Circulation Research 98(9):
1186—1193.

Doroudgar, S., Thuerauf, D.J., Marcinko, M.C., Belmont, P.J.,
Glembotski, C.C., 2009. Ischemia activates the ATF6 branch of the endo-
plasmic reticulum stress response. The Journal of Biological Chemistry
284(43):29735—29745.

Tufo, G., Jones, A.W.E., Wang, Z., Hamelin, J., Tajeddine, N., Esposti, D.D.,
et al.,, 2014. The protein disulfide isomerases PDIA4 and PDIA6 mediate
resistance to cisplatin-induced cell death in lung adenocarcinoma. Cell Death
and Differentiation 21(5):685—695.

Vekich, J.A., Belmont, P.J., Thuerauf, D.J., Glembotski, C.C., 2012. Protein
disulfide isomerase-associated 6 is an ATF6-inducible ER stress response
protein that protects cardiac myocytes from ischemia/reperfusion-mediated
cell death. Journal of Molecular and Cellular Cardiology 53(2):259—267.
Jin, J.-K., Blackwood, E.A., Azizi, K., Thuerauf, D.J., Fahem, A.G.,
Hofmann, C., et al., 2017. ATF6 decreases myocardial ischemia/reperfusion

[74]

[73]

[76]

[77

[78]

[79]

(80]

(81]

(82]

[83]

[84]

[83]

[86]

[87]

(88]

damage and links ER stress and oxidative stress signaling pathways in the
heart. Circulation Research 120(5):862—875.

Yu, Z., Sheng, H., Liu, S., Zhao, S., Glembotski, C.C., Warner, D.S., et al,,
2017. Activation of the ATF6 branch of the unfolded protein response in
neurons improves stroke outcome. Journal of Cerebral Blood Flow and
Metabolism — Official Journal of the International Society of Cerebral Blood
Flow and Metabolism 37(3):1069—1079.

Halterman, M.W., Gill, M., DeJesus, C., Ogihara, M., Schor, N.F.,
Federoff, H.J., 2010. The endoplasmic reticulum stress response factor
CHOP-10 protects against hypoxia-induced neuronal death. The Journal of
Biological Chemistry 285(28):21329—21340.

Belmont, P.J., Chen, W.J., San Pedro, M.N., Thuerauf, D.J., Gellings
Lowe, N., Gude, N., et al., 2010. Roles for endoplasmic reticulum-associated
degradation and the novel endoplasmic reticulum stress response gene
Derlin-3 in the ischemic heart. Circulation Research 106(2):307—316.

Oda, Y., Okada, T., Yoshida, H., Kaufman, R.J., Nagata, K., Mori, K., 2006.
Derlin-2 and Derlin-3 are regulated by the mammalian unfolded protein
response and are required for ER-associated degradation. The Journal of Cell
Biology 172(3):383—393.

Dang, J., Bian, X., Ma, X, Li, J., Long, F., Shan, S., et al., 2017. ORMDL3
facilitates the survival of splenic B cells via an ATF6c.-endoplasmic reticulum
stress-beclin1 autophagy regulatory pathway. Journal of Immunology (Bal-
timore, Md.: 1950) 199(5):1647—1659.

Gade, P., Ramachandran, G., Maachani, U.B., Rizzo, M.A., Okada, T.,
Prywes, R., et al., 2012. An IFN-y-stimulated ATF6-C/EBP-[-signaling
pathway critical for the expression of Death Associated Protein Kinase 1 and
induction of autophagy. Proceedings of the National Academy of Sciences of
the United States of America 109(26):10316—10321.

Sharma, M., Bhattacharyya, S., Sharma, K.B., Chauhan, S., Asthana, S.,
Abdin, M.Z., et al., 2017. Japanese encephalitis virus activates autophagy
through XBP1 and ATF6 ER stress sensors in neuronal cells. The Journal of
General Virology 98(5):1027—1039.

Ogata, M., Hino, S., Saito, A., Morikawa, K., Kondo, S., Kanemoto, S., et al.,
2006. Autophagy is activated for cell survival after endoplasmic reticulum
stress. Molecular and Cellular Biology 26(24):9220—9231.

Lee, Y.-R., Kuo, S.-H., Lin, C.-Y., Fu, P.-J., Lin, Y.-S., Yeh, T.-M., et al., 2018.
Dengue virus-induced ER stress is required for autophagy activation, viral
replication, and pathogenesis both in vitro and in vivo. Scientific Reports 8(1):
489.

Allen, D., Seo, J., 2018. ER stress activates the TOR pathway through Atf6.
Journal of Molecular Signaling 13:1—9.

Schewe, D.M., Aguirre-Ghiso, J.A., 2008. ATF6alpha-Rheb-mTOR signaling
promotes survival of dormant tumor cells in vivo. Proceedings of the Na-
tional Academy of Sciences of the United States of America 105(30):
10519—10524.

Karali, E., Bellou, S., Stellas, D., Klinakis, A., Murphy, C., Fotsis, T., 2014.
VEGF Signals through ATF6 and PERK to promote endothelial cell survival and
angiogenesis in the absence of ER stress. Molecular Cell 54(4):559—572.
Teodoro, T., Odisho, T., Sidorova, E., Volchuk, A., 2012. Pancreatic (3-cells
depend on basal expression of active ATF6a.-p50 for cell survival even under
nonstress conditions. American Journal of Physiology Cell Physiology 302(7):
€992—C1003.

Usui, M., Yamaguchi, S., Tanji, Y., Tominaga, R., Ishigaki, Y., Fukumoto, M.,
et al., 2012. Atf6éo-null mice are glucose intolerant due to pancreatic 3-cell
failure on a high-fat diet but partially resistant to diet-induced insulin
resistance. Metabolism 61(8):1118—1128.

Rao, J., Yue, S., Fu, Y., Zhu, J., Wang, X., Busuttil, R.W., et al., 2014. ATF6
mediates a pro-inflammatory synergy between ER stress and TLR activation
in the pathogenesis of liver ischemia-reperfusion injury. American Journal of
Transplantation — Official Journal of the American Society of Transplantation
and the American Society of Transplant Surgeons 14(7):1552—1561.

MOLECULAR METABOLISM 27 (2019) S69—S80 © 2019 Published by Elsevier GmbH. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

www.molecularmetabolism.com


http://refhub.elsevier.com/S2212-8778(19)30566-6/sref58
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref58
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref58
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref58
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref58
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref59
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref59
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref59
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref59
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref59
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref59
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref60
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref60
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref60
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref60
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref60
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref61
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref61
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref61
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref62
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref62
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref62
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref62
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref63
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref63
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref63
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref63
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref64
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref64
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref64
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref64
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref64
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref64
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref65
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref65
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref65
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref65
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref65
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref66
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref66
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref66
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref66
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref66
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref67
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref67
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref67
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref68
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref68
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref68
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref68
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref68
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref69
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref69
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref69
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref69
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref69
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref69
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref70
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref70
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref70
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref70
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref70
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref71
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref71
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref71
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref71
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref71
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref72
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref72
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref72
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref72
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref72
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref73
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref73
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref73
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref73
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref73
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref74
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref74
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref74
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref74
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref74
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref74
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref74
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref75
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref75
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref75
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref75
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref75
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref76
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref76
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref76
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref76
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref76
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref77
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref77
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref77
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref77
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref77
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref78
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref78
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref78
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref78
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref78
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref79
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref79
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref79
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref79
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref79
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref79
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref80
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref80
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref80
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref80
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref80
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref81
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref81
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref81
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref81
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref82
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref82
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref82
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref82
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref83
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref83
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref83
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref84
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref84
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref84
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref84
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref84
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref85
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref85
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref85
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref85
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref86
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref86
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref86
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref86
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref86
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref87
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref87
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref87
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref87
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref87
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref88
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref88
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref88
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref88
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref88
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref88
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref88
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://www.molecularmetabolism.com

[89] Zhang, Z., Wu, S., Muhammad, S., Ren, Q., Sun, C., 2018. miR-103/107
promote ER stress-mediated apoptosis via targeting the Wnt3a/B-catenin/
ATF6 pathway in preadipocytes. Journal of Lipid Research 59(5):843—853.

[90] Huang, J., Wan, L., Lu, H., Li, X., 2018. High expression of active ATF6
aggravates endoplasmic reticulum stress-induced vascular endothelial cell
apoptosis through the mitochondrial apoptotic pathway. Molecular Medicine
Reports 17(5):6483—6489.

[91] Pagliarini, V., Giglio, P., Bernardoni, P., De Zio, D., Fimia, G.M., Piacentini, M.,
et al., 2015. Downregulation of E2F1 during ER stress is required to induce
apoptosis. Journal of Cell Science 128(6):1166—1179.

[92] Xiong, Y., Chen, H., Lin, P., Wang, A., Wang, L., Jin, Y., 2017. ATF6
knockdown decreases apoptosis, arrests the S phase of the cell cycle, and
increases steroid hormone production in mouse granulosa cells. American
Journal of Physiology Cell Physiology 312(3):C341—C353.

[93] Wang, N., Zhao, F., Lin, P., Zhang, G., Tang, K., Wang, A., et al., 2017.
Knockdown of XBP1 by RNAi in mouse granulosa cells promotes apoptosis,
inhibits cell cycle, and decreases estradiol synthesis. International Journal of
Molecular Sciences 18(6):1—13.

[94] Morishima, N., Nakanishi, K., Nakano, A., 2011. Activating transcription
factor-6 (ATF6) mediates apoptosis with reduction of myeloid cell leukemia
sequence 1 (Mcl-1) protein via induction of WW domain binding protein 1.
The Journal of Biological Chemistry 286(40):35227—35235.

[95] Ma, Y., Brewer, J.W., Diehl, J.A., Hendershot, L.M., 2002. Two distinct
stress signaling pathways converge upon the CHOP promoter during the
mammalian unfolded protein response. Journal of Molecular Biology
318(5):1351—1365.

[96] Zinszner, H., Kuroda, M., Wang, X., Batchvarova, N., Lightfoot, R.T.,
Remotti, H., et al., 1998. CHOP is implicated in programmed cell death in
response to impaired function of the endoplasmic reticulum. Genes and
Development 12(7):982—995.

[97] Oyadomari, S., Koizumi, A., Takeda, K., Gotoh, T., Akira, S., Araki, E., et al.,
2002. Targeted disruption of the Chop gene delays endoplasmic reticulum
stress-mediated diabetes. The Journal of Clinical Investigation 109(4):
525—532.

[98] Song, B., Scheuner, D., Ron, D., Pennathur, S., Kaufman, R.J., 2008. Chop
deletion reduces oxidative stress, improves beta cell function, and promotes
cell survival in multiple mouse models of diabetes. The Journal of Clinical
Investigation 118(10):3378—3389.

[99] Kaufman, R.J., Back, S.H., Song, B., Han, J., Hassler, J., 2010. The unfolded
protein response is required to maintain the integrity of the endoplasmic
reticulum, prevent oxidative stress and preserve differentiation in [-cells.
Diabetes Obesity and Metabolism 12(Suppl. 2):99—107.

[100] Gurlo, T., Rivera, J.F., Butler, A.E., Cory, M., Hoang, J., Costes, S., et al.,
2016. CHOP contributes to, but is not the only mediator of, IAPP induced [3-
cell apoptosis. Molecular Endocrinology (Baltimore, Md.) 30(4):446—454.

[101] Silva, R.M., Ries, V., Oo, T.F., Yarygina, O., Jackson-Lewis, V., Ryu, E.J.,
et al., 2005. CHOP/GADD153 is a mediator of apoptotic death in substantia
nigra dopamine neurons in an in vivo neurotoxin model of parkinsonism.
Journal of Neurochemistry 95(4):974—986.

[102] Prasanthi, J.R.P., Larson, T., Schommer, J., Ghribi, 0., 2011. Silencing
GADD153/CHOP gene expression protects against Alzheimer’s disease-like
pathology induced by 27-hydroxycholesterol in rabbit hippocampus. Public
Library of Science one 6(10):626420.

[103] Marciniak, S.J., Yun, C.Y., Oyadomari, S., Novoa, I., Zhang, Y., Jungreis, R.,
et al., 2004. CHOP induces death by promoting protein synthesis and
oxidation in the stressed endoplasmic reticulum. Genes and Development
18(24):3066—3077.

[104] Dong, B., Zhou, H., Han, C., Yao, J., Xu, L., Zhang, M., et al., 2014. Ischemia/
reperfusion-induced CHOP expression promotes apoptosis and impairs renal
function recovery: the role of acidosis and GPR4. Public Library of Science
one 9(10):e110944.

MOLECULAR METABOLISM 27 (2019) S69—S80 © 2019 Published by Elsevier GmbH. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

www.molecularmetabolism.com

I

MOLECULAR
METABOLISM

[105] Shao, D., Ni, J., Shen, Y., Liu, J., Zhou, L., Xue, H., et al., 2015. CHOP
mediates XBP1S-induced renal mesangial cell necrosis following high
glucose treatment. European Journal of Pharmacology 758:89—96.

[106] Noh, M.R., Woo, C.-H., Park, M.-J., Kim, J., Park, K.M., 2018. Ablation of C/
EBP homologous protein attenuates renal fibrosis after ureteral obstruction by
reducing autophagy and microtubule disruption. Biochimica et Biophysica
Acta — Molecular Basis of Disease 1864(5 Pt A):1634—1641.

[107] Yang, J.-R., Yao, F.-H., Zhang, J.-G., Ji, Z.-Y., Li, K.-L., Zhan, J., et al.,
2014. Ischemia-reperfusion induces renal tubule pyroptosis via the CHOP-
caspase-11 pathway. American Journal of Physiology Renal Physiology
306(1):F75—F84.

[108] Ferlito, M., Wang, Q., Fulton, W.B., Colombani, P.M., Marchionni, L., Fox-
Talbot, K., et al., 2014. Hydrogen sulfide [corrected] increases survival during
sepsis: protective effect of CHOP inhibition. Journal of Immunology (Balti-
more, Md.: 1950) 192(4):1806—1814.

[109] McCullough, K.D., Martindale, J.L., Klotz, L.0., Aw, T.Y., Holbrook, N.J.,
2001. Gadd153 sensitizes cells to endoplasmic reticulum stress by down-
regulating Bcl2 and perturbing the cellular redox state. Molecular and
Cellular Biology 21(4):1249—1259.

[110] Ghosh, A.P., Klocke, B.J., Ballestas, M.E., Roth, K.A., 2012. CHOP potentially
co-operates with FOX03a in neuronal cells to regulate PUMA and BIM
expression in response to ER stress. Public Library of Science one 7(6):
€39586.

[111] Han, J., Murthy, R., Wood, B., Song, B., Wang, S., Sun, B., et al., 2013. ER
stress signalling through elF2o. and CHOP, but not IRE1c., attenuates adi-
pogenesis in mice. Diabetologia 56(4):911—924.

[112] Rutkowski, D.T., Arnold, S.M., Miller, C.N., Wu, J., Li, J., Gunnison, K.M.,
et al., 2006. Adaptation to ER stress is mediated by differential stabilities of
pro-survival and pro-apoptotic mRNAs and proteins. Public Library of Science
Biology 4(11):e374.

[113] Lépine, S., Allegood, J.C., Edmonds, Y., Milstien, S., Spiegel, S., 2011.
Autophagy induced by deficiency of sphingosine-1-phosphate phospho-
hydrolase 1 is switched to apoptosis by calpain-mediated autophagy-
related gene 5 (Atg5) cleavage. The Journal of Biological Chemistry
286(52):44380—44390.

[114] La, X., Zhang, L., Li, Z., Yang, P., Wang, Y., 2017. Berberine-induced
autophagic cell death by elevating GRP78 levels in cancer cells. Oncotarget
8(13):20909—20924.

[115] Guo, F.-J., Xiong, Z., Lu, X., Ye, M., Han, X., Jiang, R., 2014. ATF6 upre-
gulates XBP1S and inhibits ER stress-mediated apoptosis in osteoarthritis
cartilage. Cellular Signalling 26(2):332—342.

[116] Nakajima, S., Hiramatsu, N., Hayakawa, K., Saito, Y., Kato, H., Huang, T.,
et al., 2011. Selective abrogation of BiP/GRP78 blunts activation of NF-kB
through the ATF6 branch of the UPR: involvement of C/EBPJ and mTOR-
dependent dephosphorylation of Akt. Molecular and Cellular Biology 31(8):
1710—1718.

[117] Coleman, O.l., Lobner, E.M., Bierwirth, S., Sorbie, A., Waldschmitt, N.,
Rath, E., et al., 2018. Activated ATF6 induces intestinal dysbiosis and
innate immune response to promote colorectal tumorigenesis. Gastroen-
terology 155(5):1539—1552.e12.

[118] Vandewynckel, Y.-P., Coucke, C., Laukens, D., Devisscher, L., Paridaens, A.,
Bogaerts, E., et al., 2016. Next-generation proteasome inhibitor oprozomib
synergizes with modulators of the unfolded protein response to suppress
hepatocellular carcinoma. Oncotarget 7(23):34988—35000.

[119] Ruan, Q., Han, S., Jiang, W.G., Boulton, M.E., Chen, Z.J., Law, B.K,, et al.,
2011. aB-crystallin, an effector of unfolded protein response, confers anti-
VEGF resistance to breast cancer via maintenance of intracrine VEGF in
endothelial cells. Molecular Cancer Research MCR 9(12):1632—1643.

[120] Dadey, D.Y.A., Kapoor, V., Khudanyan, A., Urano, F., Kim, A.H., Thotala, D.,
et al., 2016. The ATF6 pathway of the ER stress response contributes to
enhanced viability in glioblastoma. Oncotarget 7(2):2080—2092.

S79


http://refhub.elsevier.com/S2212-8778(19)30566-6/sref89
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref89
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref89
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref89
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref90
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref90
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref90
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref90
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref90
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref91
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref91
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref91
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref91
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref92
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref92
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref92
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref92
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref92
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref93
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref93
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref93
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref93
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref93
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref94
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref94
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref94
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref94
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref94
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref95
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref95
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref95
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref95
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref95
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref96
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref96
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref96
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref96
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref96
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref97
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref97
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref97
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref97
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref97
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref98
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref98
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref98
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref98
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref98
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref99
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref99
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref99
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref99
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref99
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref100
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref100
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref100
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref100
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref101
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref101
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref101
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref101
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref101
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref102
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref102
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref102
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref102
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref103
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref103
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref103
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref103
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref103
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref104
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref104
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref104
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref104
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref105
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref105
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref105
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref105
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref106
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref106
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref106
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref106
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref106
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref106
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref107
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref107
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref107
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref107
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref107
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref108
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref108
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref108
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref108
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref108
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref109
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref109
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref109
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref109
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref109
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref110
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref110
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref110
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref110
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref111
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref111
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref111
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref111
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref112
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref112
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref112
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref112
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref113
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref113
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref113
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref113
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref113
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref113
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref114
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref114
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref114
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref114
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref115
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref115
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref115
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref115
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref116
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref116
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref116
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref116
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref116
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref116
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref117
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref117
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref117
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref117
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref117
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref118
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref118
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref118
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref118
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref118
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref119
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref119
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref119
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref119
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref119
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref120
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref120
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref120
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref120
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://www.molecularmetabolism.com

Review

[121] Guan, M., Fousek, K., Jiang, C., Guo, S., Synold, T., Xi, B., et al., 2011.
Nelfinavir induces liposarcoma apoptosis through inhibition of regulated
intramembrane proteolysis of SREBP-1 and ATF6. Clinical Cancer
Research — An Official Journal of the American Association for Cancer
Research 17(7):1796—1806.

[122] Guan, M., Fousek, K., Chow, W.A., 2012. Nelfinavir inhibits regulated
intramembrane proteolysis of sterol regulatory element binding protein-1 and
activating transcription factor 6 in castration-resistant prostate cancer. The
FEBS Journal 279(13):2399—2411.

[123] Sharma, R.B., 0’Donnell, A.C., Stamateris, R.E., Ha, B., McCloskey, K.M.,
Reynolds, P.R., et al., 2015. Insulin demand regulates {3 cell number via the
unfolded protein response. The Journal of Clinical Investigation 125(10):
3831—3846.

[124] Fernandez-Fernandez, M.R., Ferrer, I., Lucas, J.J., 2011. Impaired ATF6a
processing, decreased Rheb and neuronal cell cycle re-entry in Huntington’s
disease. Neurobiology of Disease 41(1):23—32.

[125] Xiong, Z., Jiang, R., Zhang, P., Han, X., Guo, F.-J., 2015. Transmission of ER
stress response by ATF6 promotes endochondral bone growth. Journal of
Orthopaedic Surgery and Research 10(141):1—12.

[126] Blackwood, E.A., Hofmann, C., Santo Domingo, M., Bilal, A.S., Sarakki, A.,
Stauffer, W., et al., 2019. ATF6 regulates cardiac hypertrophy by transcrip-
tional induction of the mTORC1 activator, Rheb. Circulation Research 124(1):
79—93.

[127] Guo, F., Han, X., Wu, Z., Cheng, Z., Hu, Q., Zhao, Y., et al., 2016. ATF6a, a
Runx2-activable transcription factor, is a new regulator of chondrocyte hy-
pertrophy. Journal of Cell Science 129(4):717—728.

S80

[128] Han, X., Zhang, P., Jiang, R., Xia, F., Li, M., Guo, F.-J., 2014. Explore on the
effect of ATF6 on cell growth and apoptosis in cartilage development. His-
tochemistry and Cell Biology 142(5):497—509.

[129] Cubillos-Ruiz, J.R., Bettigole, S.E., Glimcher, L.H., 2017. Tumorigenic and
immunosuppressive effects of endoplasmic reticulum stress in cancer. Cell
168(4):692—706.

[130] Wu, H., Wei, L., Fan, F., Ji, S., Zhang, S., Geng, J., et al., 2015. Integration of
Hippo signalling and the unfolded protein response to restrain liver over-
growth and tumorigenesis. Nature Communications 6:6239—6254.

[131] Arai, M., Kondoh, N., Imazeki, N., Hada, A., Hatsuse, K., Kimura, F., et al.,
2006. Transformation-associated gene regulation by ATF6alpha during
hepatocarcinogenesis. FEBS Letters 580(1):184—190.

[132] Ozcan, U., Cao, Q., Yilmaz, E., Lee, A.-H., Iwakoshi, N.N., Ozdelen, E., et al.,
2004. Endoplasmic reticulum stress links obesity, insulin action, and type 2
diabetes. Science (New York, N.Y.) 306(5695):457—461.

[133] Eizirik, D.L., Cnop, M., 2010. ER stress in pancreatic beta cells: the thin red
line between adaptation and failure. Science Signaling 3(110):pe7.

[134] Dromparis, P., Paulin, R., Stenson, T.H., Haromy, A., Sutendra, G.,
Michelakis, E.D., 2013. Attenuating endoplasmic reticulum stress as a
novel therapeutic strategy in pulmonary hypertension. Circulation 127(1):
115—125.

[135] Wang, G., Liu, S., Wang, L., Meng, L., Cui, C., Zhang, H., et al., 2017.
Lipocalin-2 promotes endoplasmic reticulum stress and proliferation by
augmenting intracellular iron in human pulmonary arterial smooth muscle
cells. International Journal of Biological Sciences 13(2):135—144.

MOLECULAR METABOLISM 27 (2019) S69—S80 © 2019 Published by Elsevier GmbH. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

www.molecularmetabolism.com


http://refhub.elsevier.com/S2212-8778(19)30566-6/sref121
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref121
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref121
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref121
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref121
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref121
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref121
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref122
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref122
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref122
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref122
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref122
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref123
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref123
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref123
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref123
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref123
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref124
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref124
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref124
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref124
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref125
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref125
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref125
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref125
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref126
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref126
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref126
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref126
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref126
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref127
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref127
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref127
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref127
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref128
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref128
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref128
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref128
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref129
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref129
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref129
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref129
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref130
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref130
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref130
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref130
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref131
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref131
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref131
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref131
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref132
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref132
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref132
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref132
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref133
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref133
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref134
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref134
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref134
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref134
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref134
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref135
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref135
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref135
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref135
http://refhub.elsevier.com/S2212-8778(19)30566-6/sref135
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://www.molecularmetabolism.com

	Atf6alpha impacts cell number by influencing survival, death and proliferation
	Let us know how access to this document benefits you.
	Repository Citation

	Atf6α impacts cell number by influencing survival, death and proliferation
	1. Introduction
	2. Overview of Atf6α biology
	2.1. ATF6α gene structure
	2.2. Atf6α protein size and intracellular localization
	2.3. p90Atf6α transit to Golgi during ER stress
	2.4. Mechanism of p90Atf6α cleavage in the Golgi
	2.5. Protein modifications impact Atf6α behavior
	2.6. Atf6α abundance is also regulated at the RNA level
	2.7. Nuclear p50Atf6α regulates gene transcription through direct DNA binding
	2.8. Cross-talk between Atf6α and other UPR pathways
	2.9. Canonical function of Atf6α
	2.10. Mechanisms turning the Atf6α signal off

	3. Conflicting roles: Atf6α can promote both cell survival and cell death
	4. Atf6α promotes cell survival
	4.1. Atf6α promotes cell survival by adapting protein folding capacity during ER stress
	4.2. Atf6α influences ER redox status
	4.3. Atf6α targets improve clearance of ER misfolded proteins
	4.4. Atf6α influences autophagy
	4.5. Atf6α may affect survival through activation of mTor
	4.6. Atf6α has a limited role under unstressed conditions
	4.7. Atf6α is required for resilience in the face of stress

	5. In other contexts, Atf6α increases apoptosis
	5.1. Atf6α increases expression of Chop
	5.2. Atf6α-induced autophagy promotes cell death
	5.3. Atf6α leads to inflammation
	5.4. How can Atf6α be both pro- and anti-cell survival?

	6. Atf6α also modulates cell proliferation
	6.1. Decreasing Atf6α signaling inhibits cancer cell proliferation
	6.2. Increasing Atf6α signaling drives cancer cell proliferation
	6.3. Atf6α influences cell cycle entry in non-transformed cells
	6.4. Atf6α promotes proliferation in endocrine cells and neurons
	6.5. Atf6α promotes proliferation in mesenchymal cells such as cartilage and smooth muscle
	6.6. Atf6α can also drive tissue growth through cellular hypertrophy

	7. Summary and conclusions
	FUNDING
	Acknowledgments
	Conflict of interest
	References


