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The intrinsically disordered DPF3 zinc finger 
protein: a promising new target in cancer 
therapy
Julien Mignon1,2,3,*, Tanguy Leyder1, Catherine Michaux1,2,3

Introduction

Understanding and targeting cancer are major health concerns around the world. In 2020, the 
number of new cancer cases reached 19.3 million and the number of cancer-associated deaths rose 
to 10 million on a worldwide scale. According to the latest estimations, 28.4 million of new cases 
are expected by 2040 [1]. Deregulation of proteins is notoriously recognized to be involved in cancer 
pathogenesis, development, proliferation, invasion, and survival. Amongst them, peculiar proteins are 
particularly overrepresented. These are referred to as intrinsically disordered proteins.

Intrinsically Disordered Proteins and Cancer

Towards the end of the 1990s, the “disorder-function” paradigm was introduced in the protein 
field. This paradigm defies the classical “one sequence-one structure-one function” by stating that a 
significant number of proteins are fully functional while being natively unfolded. These are referred 
to as intrinsically disordered proteins (IDPs). More precisely, IDPs typically lack a stable hydrophobic 
core, or active site, and rather exist as a dynamic ensemble of heterogeneous conformers [2,3]. Indeed, 
IDPs do not fold into a well-defined and unique tertiary structure to gain function. Their highly 
flexible nature allows them to modulate their conformation, through posttranslational modifications 
(PTMs), for example, and to promiscuously interact with a large variety of biomolecular partners 
(e.g., other proteins, nucleic acids, or lipids). Consequently, IDPs are notably known to act as hubs 
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Abstract
Cancer is a worldwide human disease of great concern, in which proteins are known to be highly involved, 
especially the group of intrinsically disordered proteins (IDPs). Due to their disorder-associated properties 
and floppy structure, IDPs remain difficult to target, requiring the design of new anticancer strategies. In that 
context, the zinc finger protein DPF3 has been identified as an amyloidogenic IDP involved in numerous 
cancer types, such as breast, brain, bone marrow, kidney, and lung cancer. Therefore, investigating DPF3 
druggability will help to elucidate its oncogenic mechanisms, as well as to pave the way towards efficient 
IDP-specific therapies. 
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in protein-protein interactions networks and to endorse numerous 
biological functions, such as cellular signaling, chromatin modelling, 
splicing, transcriptional and translational regulation [4-7].

Such multifunctionality and conformational plasticity come with 
the cost of being highly sensitive to deregulation [8]. Sequence-based 
predictions have estimated that ~79% of human cancer-associated 
proteins are IDPs or contain at least one intrinsically disordered 
region (IDR) of 30 or more successive residues [9]. Thus, IDPs have 
increasingly attracted attention in cancer targeting over the last two 
decades. Although disordered oncogenic transcription factors or 
regulators, such as p53, c-Myc, and the nuclear protein 1 (NUPR1), 
have successfully been targeted by small molecules, IDP-specific 
drug design remains very challenging [8,10-12]. Indeed, given their 
intrinsic dynamic properties, conventional structure-based strategies 
are quickly limited when applied to IDPs. Currently, three strategies 
have been proposed for targeting IDPs in cancer. The first strategy 
consists in blocking the protein-protein interaction interface of an 
IDP with its ordered partner. For instance, formation of p53/mouse 
double minute 2 (MDM2) complex was successfully prevented by 
docking molecules into the p53-related binding pocket of MDM2. 
The second one aims at disrupting the biological function of the 
IDP-partner complex by interfering with complex as a whole. In 
that purpose, a class of disassemblers, called Myc-pathway response 
agents (MYRAs), was found to inhibit the DNA binding function 
of c-Myc/Max complexes. Finally, the third strategy, the most 
challenging, seeks to shift and stabilize the conformational ensemble 
of an IDP towards another ensemble or an inactive folded state. 
In that sense, trifluoperazine was identified as a selective and high-
affinity binding agent for NUPR1 whose use was shown to stop 
tumor growth of pancreatic cancer cells [11,13,14].

Protein Aggregation in Cancer

Although mainly investigated in the context of 
neurodegenerative diseases, aggregation processes could also prove 
relevant in cancer pathogenesis. Indeed, over the last decade, 
various studies have suggested that cancer could be an aggregation-
related or a conformation-dependent disease. Phenotypically, 
protein aggregation in cancer is associated to uncontrolled cell 
growth and tumor maintenance in contrast to neurodegeneration 
where aggregates lead to cell death. The most documented case in 
this regard is the tumor repressor p53, which is highly sensitive 
to misfolding and is able to fibrillate in cancer tissues [15-18]. 
Misfolded p53 assemble into amyloid-like aggregates, suppressing its 
pro-apoptotic function in cancer cells. It was also demonstrated that 
p53 anticancer activity could be restored by mutating aggregation-
promoting regions in its sequence, thus preventing the formation of 
high-order oligomers or fibrillar structures [19]. Recently, another 
tumor suppressor, the phosphatase and tensin homolog (PTEN), 
which shares similar features with p53, including several IDRs and 
a high PTM sensitivity, has been identified as a potential cancer-
associated aggregating protein. Computational analyses revealed that 
PTEN and its clinically relevant mutants have a high aggregation 
propensity, which likely participates in cancer phenotypes [20].

DPF3 is a Cancer-Associated Protein

Double plant homeodomain (PHD) fingers 3 (DPF3) is 
a eukaryotic epigenetic regulator belonging to the D4 protein 
family [21]. This protein is found as a cofactor within the BRM/
BRG1-associated factors (BAF) complex [22]. In human and other 

mammals, BAF is an analogue to switch/sucrose non-fermentable 
(SWI/SNF) complex, which is responsible for chromatin 
remodeling [23]. DPF3 acts as a BAF recruiter and a histone reader 
by recognizing modifications histone tails. More specifically, the two 
PHD zinc finger (ZnF) domains bind to acetylated or methylated 
lysine residues on histones H3 and H4, regulating the transcription 
of target genes [24].

From a pathophysiological point of view, DPF3 is notably 
involved in various cancer types. It was first identified as a 
contributor in breast cancer susceptibility and severity in women 
of European ancestry [25]. Indeed, genetic polymorphisms in 
intron 1 of DPF3 on the chromosome 14q24.3-q31.1 have been 
associated to lymph node metastasis, tumor size, earlier age of 
onset, and higher risk of developing breast cancer. Variations in the 
intron size is likely to change DPF3 expression. More recently, the 
function of DPF3 in breast cancer has been unraveled, showing 
that its downregulation promotes the proliferation and motility of 
cancer cells [26]. Mechanistically, DPF3 negative regulation leads 
to the phosphorylation of the Janus kinase 2 (JAK2) and the signal 
transducer and activator of transcription 3 (STAT3), as well as to the 
hyperactivation of the JAK2/STAT3 signaling pathway, involved in 
cancer growth. It was proposed that STAT3 interacts with DPF3 and 
binds to its promoter. This hypothesis is supported by the reported 
binding ability of STAT5 to DPF3 promoter. Indeed, DPF3 was 
found to be upregulated and the STAT5 pathway activated in 
myeloid cells of patients suffering from chronic lymphocytic 
leukemia, a blood and bone marrow cancer, resulting in malignant 
cells proliferation [27].

DPF3 also plays a role in brain cancer, such as glioblastoma 
multiforme, in which it is responsible for maintaining the stemness 
of glioma initiating cells [28]. Such cells strongly contribute to the 
spread of glioblastoma and resistance mechanisms to anticancer 
drugs. Through knockdown assays, it was revealed that DPF3 along 
with another member of the D4 family, DPF1, is crucial for tumor 
growth and propagation, as well as cellular survival.

Deregulation of DPF3 expression, in the 14q24 renal cell 
carcinoma (RCC) susceptibility risk locus, has recently been 
related to higher renal cancer risk [29,30]. It was found that DPF3 
overexpression leads to the activation of oncogenic pathways by 
expressing cancer-associated proteins, such as the cell migration-
inducing and hyaluronan-binding protein (CEMIP) and the 
interleukin-23 receptor (IL-23R). CEMIP acts as an apoptosis 
inhibitor, while IL-23R is an activator of STAT3 pathway, which is 
essential to RCC oncogenesis. Reduction of apoptosis and STAT3 
activation all together promote tumor growth. Regarding RCC, it 
has also been highlighted that the hypoxia-inducible transcription 
factor (HIF) is able to mediate DPF3 regulation by binding on a 
RCC risk locus in chromosome 14q24.2. This suggests that, through 
DPF3, HIF signaling impacts chromatin remodeling, enhancing 
cell growth and increasing the risk of developing RCC [30]. Most 
recently, the function of one of the two isoforms of DPF3, known as 
DPF3a, in clear cell RCC has been further explored. It was unveiled 
that upregulated DPF3a promotes RCC metastasis through the 
activation of the transforming growth factor beta (TGF-β) signaling 
pathway [31]. From a mechanistic point of view, DPF3a is able to 
bind to the SMAD nuclear-interacting protein 1 (SNIP1), leading to 
the formation of a complex with the mothers against decapentaplegic 
homolog 4 (SMAD4) and the p300 histone acetyltransferase (HAT). 
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SNIP1, which is an IDP, serves as a bridge in the complex and 
interacts with DPF3a C-terminal domain via its N-terminal IDR. 
Activation of p300 HAT, the main transcriptional regulator of 
the TGF-β pathway, increases histone acetylation, resulting in the 
expression of genes related to cell migration.

Finally, through gene expression and network approaches, 
DPF3 has been identified as a prognostic marker for lung cancer and 
chronic obstructive pulmonary disease [32]. Notably, DPF3 appears 
to improve the survival duration of lung cancer patients. 

DPF3 is a Prone-to-Aggregate Intrinsically Disordered 
Protein

Although DPF3 has already been detected in cancer and 
other pathological contexts, such as heart hypertrophy [33,34], 
male infertility [35,36], and Hirschsprung’s disease [37], the 
structural data available for this protein are very limited. As briefly 
aforementioned, DPF3 actually exists into two isoforms referred to 
as DPF3b and DPF3a, respectively. Their sequence composition and 
length differ at the C-terminus. Where DPF3b has the typical D4 
family PHD tandem, DPF3a displays a truncated one, resulting in 
an incomplete first PHD ZnF and a C-terminal domain of unknown 
function. Nevertheless, the latter was shown to bind to SNIP1 in 
clear cell RCC [31]. 

In our two latest works, we have succeeded in unraveling 
the structural properties and in vitro behavior of each DPF3 
isoform [38,39]. By combining sequence-based prediction tools 
and biophysical techniques (light scattering, spectroscopy, and 
microscopy), we have revealed that DPF3b and DPF3a are both 
IDPs. They are rich in disorder-promoting residues, adopt expanded 
and collapsed conformations, lack a hydrophobic core, and have 
few secondary structure elements (α-helix or β-sheet). Though the 
two isoforms share similar features, DPF3a has shown to exhibit 
a higher content in intrinsic disorder than DPF3b thanks to its 
floppy C-terminal IDR. Interestingly, DPF3 isoforms are also very 
prone to self-aggregate into fibrillar structures. Indeed, similar 
to other neurodegeneration-associated IDPs, such as α-synuclein 
and the protein tau, DPF3 possesses amyloidogenic properties. 
Over a period of a few days, the two isoforms transition into more 
compact β-sheet-rich conformers, leading to the emergence of 
unique aggregation-specific spectral fingerprints. We found out that 
DPF3 first assembles into spherical oligomers, which then cluster 
and elongate to form straight and twisted fibrils. Such fibrils were 
positive to amyloid-specific dyes, such as thioflavin T or Congo red.

DPF3 as a New Target in Cancer Therapy

In conclusion, IDPs are unique and cell-essential proteins, whose 
prevalence in cancer and other human diseases have led to great 
interest in elucidating their biophysical and druggable properties. In 
that context and thanks to its disordered character, DPF3 appears as 
a new promising drug target to design IDP-specific therapies against 
cancer, whether through blocking its protein-protein interactions 
or “freezing” its conformational distribution. Targeting DPF3 will 
enhance the knowledge around cancer-associated proteins and will 
help to rationalize IDPs druggability. Furthermore, investigating 
DPF3 (non-)aggregated state in cancer cells could open new ways 
to abrogate its oncogenic functions either by preventing or inducing 
its aggregation.

Declaration of Conflicts of Interest

Authors declare that they do not have any conflict of interest.

Acknowledgements

J. Mignon thanks the Belgian National Fund for Scientific 
Research (FNRS) for his Research Fellow position. C. Michaux also 
thanks the FNRS for her Research Associate position. All authors 
are appreciative to the Chemistry Department of the University of 
Namur (UNamur).

References
1. Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I, Jemal 

A, Bray F. Global cancer statistics 2020: GLOBOCAN estimates of 
incidence and mortality worldwide for 36 cancers in 185 countries. 
CA: A Cancer Journal for Clinicians. 2021 May;71(3):209-49.

2. Uversky VN, Kulkarni P. Intrinsically disordered proteins: Chronology 
of a discovery. Biophysical Chemistry. 2021 Dec 1;279:106694.

3. Piersimoni L, Abd el Malek M, Bhatia T, Bender J, Brankatschk C, 
Calvo Sánchez J, et al. Lighting up Nobel Prize-winning studies with 
protein intrinsic disorder. Cellular and Molecular Life Sciences. 2022 
Aug;79(8):1-30.

4. Kulkarni P, Bhattacharya S, Achuthan S, Behal A, Jolly MK, Kotnala S, 
et al. Intrinsically Disordered Proteins: Critical Components of the 
Wetware. Chemical Reviews. 2022 Feb 16;122(6):6614-33.

5. Hong S, Choi S, Kim R, Koh J. Mechanisms of macromolecular 
interactions mediated by protein intrinsic disorder. Molecules and 
Cells. 2020 Nov 30;43(11):899.

6. Shukla S, Agarwal P, Kumar A. Disordered regions tune order in 
chromatin organization and function. Biophysical Chemistry. 2022 
Feb 1;281:106716.

7. Kulkarni P, Leite VB, Roy S, Bhattacharyya S, Mohanty A, Achuthan 
S, et al. Intrinsically disordered proteins: Ensembles at the limits of 
Anfinsen’s dogma. Biophysics Reviews. 2022 Mar 17;3(1):011306.

8. Chen J, Liu X, Chen J. Targeting intrinsically disordered proteins 
through dynamic interactions. Biomolecules. 2020 May;10(5):743.

9. Iakoucheva LM, Brown CJ, Lawson JD, Obradović Z, Dunker AK. 
Intrinsic disorder in cell-signaling and cancer-associated proteins. 
Journal of Molecular Biology. 2002 Oct 25;323(3):573-84.

10. Santofimia-Castaño P, Rizzuti B, Xia Y, Abian O, Peng L, Velázquez-
Campoy A, et al. Targeting intrinsically disordered proteins 
involved in cancer. Cellular and Molecular Life Sciences. 2020 
May;77(9):1695-707.

11. Santofimia-Castaño P, Rizzuti B, Xia Y, Abian O, Peng L, Velázquez-
Campoy A, et al. Designing and repurposing drugs to target 
intrinsically disordered proteins for cancer treatment: Using 
NUPR1 as a paradigm. Molecular & Cellular Oncology. 2019 Sep 
3;6(5):e1612678.

12. Martinelli AH, Lopes FC, John EB, Carlini CR, Ligabue-
Braun R. Modulation of disordered proteins with a focus on 
neurodegenerative diseases and other pathologies. International 
Journal of Molecular Sciences. 2019 Mar 15;20(6):1322.

13. Fuertes G, Nevola L, Esteban-Martín S. Perspectives on drug 
discovery strategies based on IDPs. InIntrinsically disordered 
proteins 2019 Jan 1 (pp. 275-327).

14. Michaux C, Mignon J, Perpète EA. Promising Drug Design Strategies: 
Intrinsically Disordered Proteins. Annals of Advanced Biomedical 
Sciences. 2020 Sep 15;3(2):1-4.

Citation: Mignon J, Leyder T, Michaux C. The intrinsically disordered DPF3 zinc finger protein: a promising new target in cancer therapy. J Cancer Biol. 
2022;3(2):79-82.



82J Cancer Biol. 2022;3(2):79-82.

15. Silva JL, Rangel LP, Costa DC, Cordeiro Y, De Moura Gallo CV. 
Expanding the prion concept to cancer biology: dominant-negative 
effect of aggregates of mutant p53 tumour suppressor. Bioscience 
Reports. 2013 Aug 1;33(4).

16. Silva JL, Gallo CV, Costa DC, Rangel LP. Prion-like aggregation of 
mutant p53 in cancer. Trends in Biochemical Sciences. 2014 Jun 
1;39(6):260-7.

17. Palanikumar L, Karpauskaite L, Al-Sayegh M, Chehade I, Alam 
M, Hassan S, et al. Protein mimetic amyloid inhibitor potently 
abrogates cancer-associated mutant p53 aggregation and restores 
tumor suppressor function. Nature Communications. 2021 Jun 
25;12(1):1-24.

18. Li J, Guo M, Chen L, Chen Z, Fu Y, Chen Y. p53 amyloid aggregation 
in cancer: function, mechanism, and therapy. Experimental 
Hematology & Oncology. 2022 Dec;11(1):1-3.

19. Xu J, Reumers J, Couceiro JR, De Smet F, Gallardo R, Rudyak S, et 
al. Gain of function of mutant p53 by coaggregation with multiple 
tumor suppressors. Nature Chemical Biology. 2011 May;7(5):285-
95.

20. Palumbo E, Zhao B, Xue B, Uversky VN, Davé V. Analyzing 
aggregation propensities of clinically relevant PTEN mutants: a new 
culprit in pathogenesis of cancer and other PTENopathies. Journal 
of Biomolecular Structure and Dynamics. 2020 May 23;38(8):2253-
66.

21. Kulikova DA, Mertsalov IB, Simonova OB. d4 family genes: Genomic 
organization and expression. Russian Journal of Developmental 
Biology. 2013 Jan; 44(1):1-6.

22. Soshnikova NV, Sheynov AA, Georgieva SG. The DPF domain as a 
unique structural unit participating in transcriptional activation, 
cell differentiation, and malignant transformation. Acta Naturae 
(англоязычная версия). 2020;12(4 (47)):57-65.

23. Son EY, Crabtree GR. The role of BAF (mSWI/SNF) complexes in 
mammalian neural development. InAmerican Journal of Medical 
Genetics Part C: Seminars in Medical Genetics 2014 Sep (Vol. 166, 
No. 3, pp. 333-349).

24. Zeng L, Zhang Q, Li S, Plotnikov AN, Walsh MJ, Zhou MM. Mechanism 
and regulation of acetylated histone binding by the tandem PHD 
finger of DPF3b. Nature. 2010 Jul;466(7303):258-62.

25. Hoyal CR, Kammerer S, Roth RB, Reneland R, Marnellos G, Kiechle M, 
et al. Genetic polymorphisms in DPF3 associated with risk of breast 
cancer and lymph node metastases. Journal of Carcinogenesis. 
2005 Aug 19;4:13.

26. Lin WH, Dai WG, Xu XD, Yu QH, Zhang B, Li J, et al. Downregulation 
of DPF3 promotes the proliferation and motility of breast cancer 
cells through activating JAK2/STAT3 signaling. Biochemical and 
Biophysical Research Communications. 2019 Jun 30;514(3):639-44.

27. Theodorou M, Speletas M, Mamara A, Papachristopoulou G, Lazou 
V, Scorilas A, et al. Identification of a STAT5 target gene, Dpf3, 
provides novel insights in chronic lymphocytic leukemia. PLoS One. 
2013 Oct 14;8(10):e76155.

28. Hiramatsu H, Kobayashi K, Kobayashi K, Haraguchi T, Ino Y, Todo 
T, et al. The role of the SWI/SNF chromatin remodeling complex 
in maintaining the stemness of glioma initiating cells. Scientific 
Reports. 2017 Apr 18;7(1):1-3.

29. Colli LM, Jessop L, Myers TA, Camp SY, Machiela MJ, Choi J, et al. 
Altered regulation of DPF3, a member of the SWI/SNF complexes, 
underlies the 14q24 renal cancer susceptibility locus. The American 
Journal of Human Genetics. 2021 Sep 2;108(9):1590-610.

30. Protze J, Naas S, Krüger R, Stöhr C, Kraus A, Grampp S, et al. The renal 
cancer risk allele at 14q24. 2 activates a novel hypoxia-inducible 
transcription factor-binding enhancer of DPF3 expression. Journal 
of Biological Chemistry. 2022 Mar;298(3):101699.

31. Cui H, Yi H, Bao H, Tan Y, Tian C, Shi X, et al. The SWI/SNF chromatin 
remodeling factor DPF3 regulates metastasis of ccRCC by 
modulating TGF-β signaling. Nature Communications. 2022 Aug 
9;13(1):1-6.

32. Banaganapalli B, Mallah B, Alghamdi KS, Albaqami WF, Alshaer 
DS, Alrayes N, Elango R, Shaik NA. Integrative weighted molecular 
network construction from transcriptomics and genome wide 
association data to identify shared genetic biomarkers for COPD 
and lung cancer. PloS One. 2022 Oct 4;17(10):e0274629.

33. Cui H, Schlesinger J, Schoenhals S, Tönjes M, Dunkel I, Meierhofer D, 
et al. Phosphorylation of the chromatin remodeling factor DPF3a 
induces cardiac hypertrophy through releasing HEY repressors 
from DNA. Nucleic Acids Research. 2016 Apr 7;44(6):2538-53.

34. Wang G, Wang B, Yang P. Epigenetics in Congenital Heart 
Disease. Journal of the American Heart Association. 2022 Apr 
5;11(7):e025163.

35. Liu SY, Zhang CJ, Peng HY, Sun H, Lin KQ, Huang XQ, et al. Strong 
association of SLC1A1 and DPF3 gene variants with idiopathic 
male infertility in Han Chinese. Asian Journal of Andrology. 2017 
Jul;19(4):486.

36. Sato Y, Hasegawa C, Tajima A, Nozawa S, Yoshiike M, Koh E, et al. 
Association of TUSC1 and DPF3 gene polymorphisms with male 
infertility. Journal of Assisted Reproduction and Genetics. 2018 
Feb;35(2):257-63.

37. Liu H, Luo Y, Li S, Wang S, Wang N, Jin X. Expression profiles of 
HA117 and its neighboring gene DPF3 in different colon segments 
of Hirschsprung’s disease. International Journal of Clinical and 
Experimental Pathology. 2014;7(7):3966.

38. Mignon J, Mottet D, Verrillo G, Matagne A, Perpète EA, Michaux 
C. Revealing Intrinsic Disorder and Aggregation Properties of the 
DPF3a Zinc Finger Protein. ACS Omega. 2021 Jul 13;6(29):18793-
801.

39. Mignon J, Mottet D, Leyder T, Uversky VN, Perpète EA, Michaux 
C. Structural characterisation of amyloidogenic intrinsically 
disordered zinc finger protein isoforms DPF3b and DPF3a. 
International Journal of Biological Macromolecules. 2022 Oct 
1;218:57-71.

Citation: Mignon J, Leyder T, Michaux C. The intrinsically disordered DPF3 zinc finger protein: a promising new target in cancer therapy. J Cancer Biol. 
2022;3(2):79-82.


