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Main Outcomes Conditions

Digoxin There was not enough data to analyze HIF-1alpha expression Breast Cancer 11 Interventional =~ Completed = NCT01763931
because of the limited tumor samples

Bevacizumab, The rate of serious adverse events is about 18.06% and the rate of Breast Cancer 11 Interventional =~ Completed = NCT00559754

docetaxel other adverse events is 98.61% in total

Paclitaxel There was no significant difference between HIF-1alpha Metastatic 1 Observational ~ Completed = NCT01935102

plus polymorphism and longer PFS in patients Breast Cancer

bevacizumab treated with paclitaxel and bevacizumab

Vinorelbine Metronomic dosing of oral vinorelbine in HR+/HER2- MBC as Metastatic s Interventional ~ Completed = NCT03007992
first-line CT after failure of endocrine therapies showed only Breast Cancer

limited benefit in patients
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BC Breast cancer

EMT Epithelial-mesenchymal transition

HIF Hypoxia-inducible factor

HIF-1o. Hypoxia-inducible factor-1o

HIF-20 Hypoxia-inducible factor-20.

HIF-3a Hypoxia-inducible factor-30

HIF-1B Hypoxia-inducible factor-13

bHLH- PAS Basic helix-loop-helix/Per-ARNT-Sim
TADs Transactivation domains

C-TAD C-terminal transactivation domain
N-TAD N-terminal transactivation domain
CBP/p300 cAMP response element-binding protein and p300 protein
ODDD Oxygen-dependent degradation domain
NLS Nuclear localization signals

PHDs Prolyl hydroxylase domain-containing proteins
FIH Factor inhibiting HIF-1o

VHL Von Hippel-Lindau protein

Ub Ubiquitin

HRE Hypoxia response element

TNBC Triple negative breast cancer

NEF-xB Nuclear factor-kB

IKK Inhibitor of NF-kB kinase

TNF Tumor necrosis factor

L1 Interleukin 1

VEGF Vascular endothelial growth factor
VEGFR Vascular endothelial growth factor receptor
HGF Hepatocyte growth factor

VCAM1 Vascular cell adhesion molecule 1

BRK Breast tumor kinase

C1QBP Complement Clq binding protein
BDNF Brain-derived neurotrophic factor

ROS Reactive oxygen species

ANGPTL4 Angiopoetin-like 4

OXPHOS Oxidative phosphorylation

GLUT Glucose transporter

HK2 Hexokinase 2

PFK1 6-phosphofructokinasel

ALD Aldolase

ENO Enolase

GAPD Glyceraldehyde-3-phosphate dehydrogenase
PGK Phosphoglycerate kinase

PK Pyruvate kinase

LDHA Lactate Dehydrogenase A

PKM2 Pyruvate kinase isozymes M2

PDK1 Pyruvate dehydrogenase kinase 1

PDH Pyruvate dehydrogenase kinase

MCT Monocarboxy latetransporter

TCA Tricar boxylic acid

Twistl Twist-related protein 1

STAT3 Signal transducer and activator of transcription 3
ZEB Zinc finger E-box binding homeobox
TGE-B Transforming growth factor-§

CSE-1 Colony-stimulating factor 1

MMP Matrix metalloproteinase

CXCR4 C-X-C chemokine receptor type4
CXCR3 C-X-C chemokine receptor type3

BNIP BCL2/adenovirus E1B 19 kDa interacting protein
Bid BH3 interacting domain death agonist
BAX Bcl-2-associated X protein

BAK BCL2 antagonist/killer

Bad BCL2 associated agonist of cell death
BNIP3 B cell lymphoma 2 interacting protein 3
NIX NIP3-like protein X

BCL2 B-cell lymphoma 2

Bcl-XL B-cell lymphoma 2-extra-large protein
BNIP3L BNIP3-like protein

PI3K Phosphoinositide 3-kinase

AKT Protein kinase B

mTOR Mechanistic target of rapamycin

BIM BCL2 like 11

Tregs Regulatory T cells

PDL1 Programmed cell death ligand 1

ERO1 Endoplasmic reticulum oxidoreductin 1
FOXP3 Forkhead box protein 3

IL10 Interleukin 10

GM-CSF Granulocyte-macrophage colony-stimulating factor
NF45 Nuclear factor 45

NF90 Nuclear factor 90

LOX Lysyl oxidase

ITGAS Integrin alpha 5

MDRI1 Multidrug resistance gene 1

MRP1 Recombinant multidrug resistance associated protein 1
BCRP Breast cancer resistance protein

ELP3 Elongator complex protein 3

PAK1 P21-activated protein kinase

AMPK AMP-activated protein kinase

ATG5 Autophagy-related gene 5

CSC Cancer stem cell

Oct4 Octamer transcription factor 4

SOX2 SRY-box transcription factor 2
NANOG Nanog homeobox

KLF4 Kruppel-like transcription factor 4.
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Expression

under Function Reference
hypoxia

GLUT1 Up Glycolysis (62)
LDHA Up Glycolysis (62)
PKM2 Up Glycolysis (62)
LOX Up Invasion (63)
o | o s
A2BR Up Invasion, and metastasis (65)
MDRL | Up e ©
VEGF Up Angiogenesis (66)
Bcl-2 Up Apoptosis (67)
GLUT Up Glycolysis (68)
NANOG Up Invasion (69)
PDK 1 Up Glycolysis (68)
1L-6 Up Invasion ‘ (70)
1L-8 Up Invasion (71)
MMPs Up Invasion (71)
NF-«B, Up Invasion (72)
HK2 Up Glycolysis (73)
C1QBP Up Angiogenesis (74)
P4HA2 Up Invasion and metastasis. (75)

Plays a key role in the
SLUG Up control of epithelial to (76)

mesenchymal transition

Plays a key role in the
TWIST Up control of epithelial to (77)

mesenchymal transition
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Compound

Mechanism

Model

References

KC7F2 Decrease HIF-1a protein accumulation In vitro MCEF-7 (231)
Quercetin Inhibiting HIF-1a protein accumulation In vitro SkBr3 (232)
LXY6006 Inhibit HIF-1a nuclear accumulation In vitro T47D, (233)
MDMBA-
231,
MX-1
Aminoflavone AF inhibits HIF-10. expression In vitro Mouse (234)
model
(MCF-7)
7-Hydroxyneolamellarin A | Inhibit HIF-1a protein accumulation Invivo | Mouse (235)
model
(aT1)
Methylalpinumisoflavone Inhibits HIF-1 activation by blocking the induction of nuclear HIF-1o. protein In vitro T47D, (236)
MDAMB-
231
Cardenolides Inhibited HIF-1 transcriptional activity dose-dependentl In vivo MCF-7 (237)
PX-478 Suppresses HIF-1a levels In vitro Mouse (238)
model
(MCE-7)
DJ12 Decrease HIF-1a transactivation and DNA binding In vitro MDA- (239)
468, ZR-
75,
MD435
Isoliquiritigenin Isoliquiritigenin inhibits the expression of HIF-1a. by inhibiting the PI3K/Akt and NF- Invitro | MDA- (240)
KB signaling pathways, thereby inhibiting the expression of VEGF and the metastasis MB-
of TNBC 231 cells
Cardamonin Cardamonin inhibits the transcriptional level of HIF-10. by inhibiting the mTOR/p70S6K In vitro MDA- (241)
pathway, reducing the level of MB-
HIF-1a. protein, thereby enhancing 231 cells
‘mitochondrial oxidative phosphorylation and reducing glucose uptake and lactate
production.
Nanoliposomalechinomycin | The activity of HIF-1 can be inhibited by directly inhibiting the transcriptional activity of Invivo | MDA- (242)
HIF-10; and effectively blocking the binding between HIF-1 and HRE. MB-231
breast
cancer
mice
and
SUM-159
breast
cancer
mice
Melittin Melitin inhibits HIF-10. expression at the transcriptional level mainly by inhibiting NE- Invitro | MDA- (243)
KB expression MB-
231 cells
Asdsd As4$4 nanoparticles reduce the Invivo | 4T1 (244)
nanoparticles transcription level of HIF-1a: by breast
scavenging ROS and inhibit the metastasis of TNBC. cancer
mice
Sanguinarine Sanguinarine promotes proteasomal degradation of HIF-1a. by inactivating STAT3 under Invitro | MDA- (245)
hypoxia and hinders breast MB-
cancer growth in vivo 231 cells
Ganetespib Ganetespib promotes the degradation of HIF-10. protein, reduces the levels of HIF- Invitro | MDA- (246)
1ot protein and target gene proteins and controls angiogenesis, metabolism, invasion and MB-
metastasis in TNBC mice. 231 cells
Acriflavine Inhibition of TNBC premetastatic niche formation by targeting HIF-10. In vitro MDA- (247)
MB-
232 cells
Diallyl Trisulfides DATS inhibits the synthesis of HIF-10. protein by inhibiting the translation level of HIF-1a, Invitro | MDA- (248)
thereby reducing the transcriptional activation of downstream target genes LICAM, snail, MB-
slug, VEGF and MMP-2, thereby inhibiting the metastasis of TNBC. 233 cells
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