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Abstract: Cellular homeostasis importantly relies on the correct nucleoplasmic distribution of a large number of 
RNA molecules and proteins, which are shuttled by specialized transport receptors. The nuclear import receptor 
importin-5, also called IPO5, RanBP5 or karyopherin β3, mediates the translocation of proteins to the nucleus, 
and thus regulates critical signaling pathways and cellular functions. The normal function of IPO5 appears to 
be disrupted in cancer cells due to aberrant overexpression. IPO5 also demonstrated a pivotal role in viral rep-
lication. The constant increasing number of publications shows an interest within the scientific community as a 
therapeutic target due to its pivotal role in protein trafficking.
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1. Introduction
In 1997, a 124 kDa protein was identified and characterized as 

a novel Ran binding protein and named RanBP5.[1] This protein 
is related to importin β family, which is a part of the karyopherin 
superfamily.[2] Thus, RanBP5 can be called IPO5, importin-5, 
importin β-3, karyopherin β3 or KPNB3. In these initial reports, 
IPO5/RanBP5 (hereafter referred to as IPO5) was found to bind 
short amino acid sequences called nuclear localization sequences 
(NLSs) in proteins that were actively imported to the nucleus from 
the cytosol. IPO5 has been shown to mediate the nuclear import of 
not only cellular proteins, but also viral proteins.[3] In fact, crucial 
signaling pathways, such as RAS pathway and viral replication 
processes, involve IPO5-dependent nuclear import steps.[4] The 
constant increasing number of publications (Fig. 1) demonstrates 
an interest as a therapeutic target due its crucial role in protein 
trafficking.

2. The Biological/Physiological Roles of IPO5

2.1 Overview of Nucleocytoplasmic Transport of 
Proteins

The nuclear envelope, in eukaryotic cells, provides a physical 
separation between the nucleus and the cytoplasm. Continuous 
communication is required between these compartments through 
the bidirectional trafficking of molecules.[5] While these trans-
portations occur by diffusion in the case of small molecules, 
the vast majority of proteins can only enter and exit the nucleus 
through nuclear pore complexes (NPCs).[6] Nucleocytoplasmic 
transport is an active process and, for most proteins, requires 
three crucial components: a family of transportin receptors that 
recognize and bind specific transport signals in the cargo pro-
teins; the NPCs; a gradient of the small GTPase Ran (GTP or 
GDP) across the nuclear envelope, which confers directionality 
to the transport.[7]
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Fig. 1. Number of publications per year in which IPO5 is mentioned. 
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tion in cancer and its role in virology, it has been shown that IPO5 
translocate various cargos in which the implication remains to be 
defined. IPO5 facilitates nuclear import of ribosomal proteins in 
an in vitro translocation assay system.[14] It has also been reported 
to translocate p35, a Cdk5 activator which plays a pivotal role in 
a multitude of nervous system activities ranging from neuronal 
differentiation to degeneration.[15] IPO5 also physically interacts 
with apoliprotein A-1 (apo A-1) and FLIL33.[16]

2.3 Alteration of IPO5 in Cancer
Normal cell function relies on the correct subcellular proteins 

distribution of thousands of proteins. The presence of a criti-
cal protein in the wrong cellular compartment may have severe 
pathological consequences.[17] For instance, aberrant cytoplasmic 
localization of a physiologically nuclear tumor suppressor protein 
may inactivate this protein, and thus contribute to tumorogenesis. 
In fact, mislocalization of cancer-related proteins has often been 
demonstrated in human tumors.

Canonical Wnt pathway activity is involved in the develop-
ment of benign and malignant various cancer.[18] Nuclear trans-
location of β-catenin is a key step in canonical Wnt signaling. [19] 
Goto et al. has observed that IPO5 interacts with IQGAP1, a 
regulator of β-catenin, and depletion of IPO5 reduced expres-
sion of Wnt target genes during early embryogenesis.[20] Zhang et 
al. observed that IPO5 was highly expressed and positively cor-
related with the clinicopathological characteristics of colorectal 
cancer (CRC) tissues.[4c] Functional experiments indicated that 
IPO5 could promote the development of CRC. They screened 
RASAL2, one cargo of IPO5, and confirmed that IPO5 bound 
to the NLS sequence of RASAL2, mediating nuclear transloca-
tion and inducing RAS signal activation, thereby promoting the 
progression of CRC. These results indicate that IPO5 is an onco-
gene and may play a crucial role in CRC. It is known that c-Jun 
plays a role in cellular proliferation and was the first oncogenic 
transcription factor discovered.[21] Waldmann et al. indicated that 
IPO5 and IPO13 specifically interact with c-Jun and demonstrat-
ed the high level of promiscuity of c-Jun with respect to nuclear 
import receptors.[22] More recently, Li et al. observed that IPO5 
expression in tumor tissues of oesophageal cancer patients was 
significantly higher than in adjacent normal ones.[4b] Compared 
with control group, the proliferation ability of oesophageal cancer 
cells in IPO5 knockdown group was significantly decreased. Dual 
luciferase reporter assay results suggested that IPO5 specifically 
binds MMP7 and propose that IPO5 may promote tumor progres-
sion of oesophageal cancer through MMP7 regulation.

These investigations show that IPO5 is expected to be a prom-
ising oncologic target.

2.4 Role of IPO5 in Virology
Viruses have been significant tools for discovering key path-

ways of nucleocytoplasmic transport.[23] Also, because the en-
trance and exit of molecules are controlled by the nuclear trans-
port machinery with key biological functions, targeting of several 
nuclear transport pathways has been shown to be crucial for the 
viruses’ life cycle.

Influenza A must import several polymerase proteins to rep-
licate, and Deng et al. showed that IPO5 interacts with the viral 
protein PB1 and the heterodimer PA-PB1.[4a] They also observed 
that a knockdown of IPO5 inhibits the nuclear accumulation of 
the PA-PB1 dimer. In 2011, Hutchinson et al. characterized and 
located the binding site in the N-terminal aa of PB1 and demon-
strated that mutating the binding site reduced the ability of PB1 
to localize to the nucleus.[3b] Moreover, Swale et al. demonstrated 
that the viral heterodimer PA-PB1 forms a stable and stoichio-
metric complex with IPO5.[24] In 2019, Mohl et al. designed the 
first inhibitors targeting PB1 to disrupt interaction with IPO5.[25] 
Their results suggests that their compound destabilizes the viral 

NPCs are large complexes formed by the assembly of approxi-
mately 30 different proteins called nucleoporins (NUPs). NUPs, 
in the inner channel of the pore, contain disordered domains 
rich in phenylalanine-glycine (FG) repeats. These so-called FG-
nucleoporins are a barrier that prevents proteins above a certain 
size from freely diffusing across the NPC.[8] Large proteins (and 
even very large nucleoprotein complexes) can overcome the selec-
tive barrier of the NPC through binding to karyopherins.[9]

The human genome codes for more than twenty different 
transportins/karyopherins.[10] While some of these receptors can 
mediate bidirectional transport of cargos, most of them function 
exclusively as either export receptors (exportins) or import recep-
tors (importins), such as IPO5. Karyopherins can recognize and 
bind specific peptide sequences in the cargo protein, and can be 
broadly classified as nuclear localization signals (NLSs, recog-
nized by importins) or nuclear export signals (NESs, recognized 
by exportins).[11] Members of importin β typically bind to adapter 
proteins importin β, which are responsible for binding to NLS-
containing cargo.[12] In the case of IPO5, it can bind cargos di-
rectly without the involvement of an adapter. It is interesting to 
note that some proteins bear both NLS and NES and can undergo 
cyclic shuttling between the nucleus and the cytosol. 

The direction of its transport is defined by the binding and 
release of a protein in the cytosol or the nucleus. The key fac-
tor that regulates cargo binding and release is the GTPase Ran, 
which can be bound to either GDP (RanGDP) or GTP (RanGTP), 
depending on the gradient across the nuclear envelope.[7a,13] This 
gradient is maintained by the Ran cofactors RanGAP1 (a cy-
toplasmic GTPase activating protein) and RCC1 (a chromatin-
bound nucleotide exchange factor). In the case of IPO5 (Fig. 2), 
RanGTP promotes disassembly of the IPO5/cargo complex, lead-
ing to release of import cargo in the nucleus. The complex IPO5/
RanGTP is disassembled upon GTP hydrolysis in the cytosolic 
side of the NPC.

2.2 IPO5-mediated Protein Nuclear Import. Cargos, 
Mechanisms and Roles

A dozen characterized cargos has been identified for IPO5 so 
far, including not only cellular proteins, but also viral proteins. 
Identification of IPO5 cargos remains a challenge as IPO5 has 
still no identified modulator. While we will develop IPO5 altera-

Fig. 2. Illustrative overview of the IPO5 nuclear import. Nuclear import of 
a cargo protein bearing a NLS mediated by IPO5. Adapted from ‘TRPS1 
Transport into the nucleus’, by BioRender.com (2021). Retrieved from 
https://app.biorender.com/biorender-templates
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PB1-PA heterodimer interaction or the PB1-PA-IPO5 heterotri-
mer. Another prominent example of IPO5 viral cargo is the Rev 
protein of the human immunodeficiency virus type 1 (HIV-1). 
HIV Rev is a shuttling protein that is required for nuclear export of 
unspliced viral mRNAs.[26] Arnold et al. demonstrated that IPO5 
interacts with HIV-Rev by pulldown of IPO5 with immobilized 
GST-Rev. [3a] In 2014, Levin et al. synthesized the NLS sequence 
of HIV-Rev and observed a binding with IPO5 in a nanomolar 
range.[27] The same research group showed interactions between 
hepatitis C virus (HCV) viral NLSs of Core, NS3, NS5A and 
IPO5. Finally, IPO5 is one of the importins recruited by the high 
risk human papillomavirus type 16 (HPV16).[28] Darshan et al. 
showed that the viral L2 protein of HPV16 interacts with IPO5 to 
form a complex, and deletion of the principal NLS of L2 protein 
disrupts the interaction and the transport with IPO5.[29] In 2008, 
Krawczyk et al. identified the oncoprotein 16E5 of HPV16 as a 
cargo of IPO5 and demonstrated that the interaction is primarily 
mediated by 10 amino acids at the C-terminus of 16E5, since the 
deletion mutant is largely defective for binding to IPO5.[3c]

Collectively, all these investigations show that IPO5 plays a 
significant role in infectious disease.

3. Conclusion
After its identification as a receptor that mediates the nuclear 

import of proteins, there is multiple evidence that IPO5 represents 
a promising target in cancer and in virology. To the best of our 
knowledge, there is still no modulator described in the scientific 
literature and thus, further development has suffered. Only few 
examples of small molecules are described to modulate protein 
trafficking within the cell. One example is leptomycin (Fig. 3), 
through covalent modification of Cys529 of exportin-1 (XPO1), a 
protein which transport cargos from the nucleus to the cytosol. [30] 
Significant efforts in medicinal chemistry led to the development 
of Selinexor, a covalent inhibitor which is FDA approved for 
multiple myeloma and diffuse large B-cell lymphoma. Several 
examples described the crucial role of IPO5 and a significant bio-
logical effect when silencing IPO5. For instance, subcutaneous 
injection of RKO-shNC cells versus RKO-shIPO5 into nude mice 
showed that IPO5 down-regulation dramatically reduced the tu-
mor volume and points the potential clinical significance of IPO5 
in CRC.[4c]

Very recently, the X-ray structure of two distinct isoforms of 
IPO5 has been described and revealed important new insight in 
the structure, mechanism and dynamics of IPO5.[31] In conclu-
sion, the discovery of IPO5 inhibitors is highly needed to facilitate 
investigations and evaluate the therapeutic impact by modulating 
IPO5 transport cargo trafficking.
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Fig. 3. Structures of leptomycin and selinexor.
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