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Abstract
Loss of genome stability is one of the hallmarks of the enabling characteristics
of cancer development. Homologous recombination is a DNA repair process
that often breaks down as a prelude to developing cancer. Conversely,
homologous recombination can be the Achilles’ heel in common anti-cancer
therapies, which are effective by inducing irreparable DNA damage. Here, we
review recent structural and functional studies of RAD51, the protein that
catalyzes the defining step of homologous recombination: homology
recognition and DNA strand exchange. Specific mutations can be linked to
structural changes and known essential functions. Additional RAD51
interactions and functions may be revealed. The identification of viable
mutations in this essential protein may help define the range of activity and
interactions needed. All of this information provides opportunities to fine-tune
existing therapies based on homologous recombination status, guide
diagnosis, and hopefully develop new clinical tools.
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Introduction
Homologous recombination (HR) is essential for the mainte-
nance of genome stability. By taking advantage of DNA sequence 
complementarity, HR is uniquely suited to repair a variety of  
DNA lesions—such as DNA double-strand breaks (DSBs) and 
stalled or collapsed DNA replication forks—that affect both 
strands of the double helix1. A key intermediate in the complex  
choreography of the DNA strands underlying HR is single- 
stranded DNA (ssDNA), generated near the lesion, bound by 
RAD51 protein. Initial nucleation of RAD51 on the ssDNA is  
followed by binding of additional protomers, resulting in a  
dynamic nucleoprotein filament with homology search and 
DNA strand exchange capabilities2. The product of the breast  
cancer–associated gene 2 (BRCA2) acts as a molecular scaffold 
(mediator) in this process by chaperoning RAD51 onto replica-
tion protein A (RPA)-coated ssDNA3. Although HR is required 
for normal cell function, genome sequencing approaches4 and 
functional HR assays performed on viable tumor material5 reveal  
that HR deficiency is more widespread in tumors than origi-
nally anticipated. This insight is important because patients with 
HR-deficient tumors can benefit greatly from treatment with  
poly ADP-ribose polymerase (PARP) inhibitors, which selectively 
kill HR-deficient cells6. Because worldwide sequencing efforts 
of germline and tumor DNA identify more and more variants of 
RAD51, assessing the functional consequences of these amino 
acid variations is of utmost importance for prognosis, diagnosis, 
and precision therapies for patients with cancer. This review will 
provide the latest advances and insights gained on the functional 
implications of RAD51 mutations.

The biochemical and biological functions of RAD51 can be  
related to the structure of individual protomers, the filaments they 
form, and their dynamic filament properties. It has long been 
appreciated that the particular structural features of filaments 
formed by recombinase proteins like RAD51 reflect its function.  
Recombinase nucleoprotein filaments are arranged with proteins 
in a right-handed helix around DNA. Functionally important  
parameters, such as the number of monomers per turn of the  
helix, the helical pitch, and rise per monomer, define these 
nucleoprotein filaments7. More detailed structural information is  

available on the interface between monomers, which comprises 
the ATPase active site of DNA-bound recombinases8. Additional 
dynamic properties such as kinetic parameters for filament 
assembly and disassembly as well as continuity and flexibility 
have more recently been defined on the basis of single-molecule  
methods9. These all proved to be rich quantitative characteristics 
of wild-type RAD51 for comparison with any new variants and  
predicting the effect of amino acid changes.

RAD51 nucleoprotein filaments: variety in form and 
function
Bacterial RecA is the paradigm recombinase first described in  
detail to define the filament structure. Nucleoprotein filament 
structures of RecA and RAD51 have been reconstructed from  
negative stain electron microscope images. This revealed, among 
other features, that both proteins form filaments with a variety of 
conformations7. The first atomic resolution crystal structure of 
a eukaryotic nucleoprotein filament, yeast Rad51, revealed that 
the protomer–protomer interface created an ATPase active site8. 
This nucleotide-binding protomer interface was in two different  
conformations. Specifically, the movement of two amino 
acid side chains, Phe187 and His352, resulted in a rigid body  
movement of one protomer relative to the other, creating the two  
conformations8. That structure was solved for a version of Rad51 
missing 79 N-terminal amino acids. Subsequent crystal struc-
tures of full-length Rad51, including these N-terminal amino 
acids, showed only one conformation for the ATPase interface10.  
Although there were other differences in the proteins from these 
two studies, it is possible that the N-terminus constrains the  
filaments to a single conformation at the ATPase interface8,10.  
More recently, high-resolution structural models of human RAD51 
filaments have been obtained from cryo–electron microscopy 
reconstructions11,12. Here, filaments formed with human RAD51 
had only one conformation at the nucleotide-binding site. How-
ever, there is evidence that this region influences conformation 
at the dimer interface and filament dynamics. It has been shown 
that interaction of the N-terminal domain of RAD51 with the 
BRC4 peptide of BRCA2 at the protomer–protomer interface 
restricts RAD51 dynamics, locking it into a single conformation 
in the filament13. Together, the structural studies of yeast Rad51 
with and without the N-terminal 79 amino acids and the effect  
of BRC4 interaction with the N-terminus of human RAD51 
show a role for these regions in filament arrangement and 
dynamics. Control and tuning of dynamic variation at the pro-
tomer contacts in the filament are certainly important aspects 
of RAD51 catalyzed homology recognition and DNA strand  
exchange functions.

More globally, RAD51 nucleoprotein filaments can be described 
by helical parameters and dynamic rearrangements. Specifically, 
active filaments formed with ATP or an analog bound at 
the interface have a longer helical pitch and an “open”  
conformation12,14. Recently, RAD51 nucleoprotein filaments 
with distinct mechanical properties have been defined for the  
wild-type protein (for example, persistence length, helical pitch, 
and rise per monomer) by a combination of single-molecule force 
spectroscopy and crystallography15. One form is described as the 
“open” or “extended” conformation, which displays a helical  
pitch of 134 Å and a rise per monomer of 18.4 Å. This  

      Amendments from Version 1

In the new version we corrected a misstatement regarding the 
interpretation of the data presented by Brouwer et al., 2018. 
The sentence “Slight variation at this interface was observed 
in two different crystal forms determined by Brouwer et al., but 
the forms did not alternate in the same filament15.” has been 
deleted. As a matter of fact, RAD51-ATP filament crystallized in 
one crystal form, not two. This one crystal form contained both 
interfaces referred to in our original sentence. In the crystal, the 
two interface types alternate between successive protomer-
protomer interfaces. Figure 5C in the publication by Brouwer 
et al., 2018 represents two models of the RAD51-ATP filament, 
obtained by building a filament using only one or the other type 
of interface seen in the crystal. In our publication we do describe 
the two conformations described by the Brouwer et al., 2018 from 
the structure and single-molecule analyses in the subsequent 
paragraph. 

See referee reports
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conformation is presumed to be the active state required for  
strand exchange. The second—considered to be the “closed”,  
“condensed”, or “collapsed” conformation—displays a helical 
pitch and rise per monomer of 112 Å and 16.9 Å, respectively. 
This difference results in a change of the monomers per helical 
turn of 7.3 versus 6.6 for the “open” versus “closed” conformation,  
respectively15. These two forms differ in position of a hinge 
at the protomer interface, resulting in tilting of one protomer  
relative to the other in the “closed” conformation with respect 
to the “open” conformation. Because the measured energy  
difference between these two forms was small, they could readily 
switch between the two conformations by thermal excitation, 
independent of other energy input or ATP hydrolysis15. These 
data lead to the conclusion that RAD51 nucleoprotein filaments 
can interconvert between two different conformational states. 
The functional role of this intriguing dynamic interchange has 
yet to be defined but is consistent with larger filament dynamics  
associated with ATP hydrolysis, which has already been linked 
to function16,17. Flexible and dynamic arrangements of filament 
structure are likely to be important, even essential, to the RAD51 
catalyzed function: homology recognition and DNA strand  
exchange. Recent work has modified the ATPase active site 
to see what effect this has on filament form and function.  
Specifically, filaments formed with RAD51 mutants, K113A 
and K113R, which are located in the ATPase domain, have been  
characterized. RAD51 K131A does not bind ATP, and RAD51 
K113R can bind but not hydrolyze ATP. Both mutants form 
filaments with a “closed” conformation, as does the wild-type  
protein with the non-hydrolyzable ATP analog AMP-PNP12. It 
is suggested that these forms, with different helical pitch and 
rise, could represent intermediate steps in dynamic filament  
assembly and rearrangement important for function.

Like many other proteins, RAD51 is modified by phosphor-
ylation in response to genotoxic stress. The importance and  
biochemical effect of the several phosphorylation sites have been 
difficult to sort out (as discussed in Subramanyam et al.18). Clear 
effects of one RAD51 phosphorylation site, Y54, at the protomer 
interface were obtained by mimicking phosphorylation with a  
non-natural amino acid (p-carboxymethyl-L-phenylalanine, or 

pCMF). RAD51 with Y54 replaced by pCMF has enhanced  
DNA strand exchange activity. The enhanced activity is coupled 
to weaker DNA binding and formation of less stable/more  
dynamic filaments, emphasizing the essential role of dynamic 
interactions among RAD51 itself and DNA to perform its core  
biochemical function18. Another example illustrating the  
importance of the RAD51–RAD51 interface is demonstrated by 
using small-molecule chemical inhibitor RI-119. This inhibitor  
covalently targets C319. C319 is located at the protomer– 
protomer interface, where it serves as an ATP cap, overlaying 
the nucleotide-binding site. The inhibitor thereby disrupts the 
protomer–protomer interface19. RAD51 filaments apparently  
have a “plastic” structure, and interconvertible conformations 
are influenced by the state of nucleotide bound at their  
interface, specific amino acid interactions, post-translational  
modifications, and chemical compounds. Mutations that poten-
tially affect RAD51 filament dynamics will be discussed in the  
next section.

RAD51 mutations associated with human disease
Because RAD51 nucleoprotein filament formation and dynamics 
are essential elements of its DNA strand exchange function, 
small changes to the protomers could cause dramatic effects. 
Mutations affecting DNA binding, filament formation or struc-
ture, ATP hydrolysis, or strand exchange would all influence 
function in HR. Here, we will specifically discuss recently 
identified mutations and what is known about their effects on  
RAD51 function (Table 1 and Figure 1). New RAD51 mutants 
have been discovered from functional HR assays on tumor  
material, genome sequencing of patients with phenotypes like  
those of Fanconi anemia (FA) (a genetic disease including 
HR defects), and large-scale cancer genome sequencing. The  
mutations causing FA-like phenotypes are perhaps the easiest to 
understand functionally. They are T131P and A293T, located at 
the ATPase active site interface, close to the amino acids F129 
and H294, equivalent to F187 and H352 in yeast Rad51. These  
amino acids are expected to influence the conformation at this 
interface and its alternating conformations, which they directly  
contributed to in yeast Rad51 filaments8,12. Mutations creat-
ing different chemical environments in close proximity of this  

Table 1. Recently identified RAD51 mutations.

Mutation Sort of 
mutation

DNA-binding 
activity

ATPase activity Strand exchange 
activity

Reference(s)

F86L Somatic Impaired Normal Impaired 20

T131P Germline Normal DNA-independent Impaired 21

D149N Somatic Impaired Normal Normal 22

R150Q Germline Impaired Impaired Normal 22

G151D Somatic Impaired Impaired Enhanced 22,23

E258A Germline Impaired DNA-independent Impaired 20

Q268P Somatic Impaired Normal Impaired 24

Q272L Somatic Impaired Normal Impaired 24

A293T Germline Impaired Impaired Impaired 25
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Figure 1. Overview of RAD51 structures and interactions. Overview of RAD51 mutations mapped onto structures based on PDB ID 5NWL15 
and 1N0W26. (a) Model based on the crystal structure of a heptameric right-handed RAD51 nucleoprotein filament. Two adjacent protomers 
are colored green and light gray; the other five protomers are shown in darker gray. ATP is highlighted by the blue areas at the interfaces of 
distinct protomers, and sites of mutation are highlighted in red. The red patch on the top of the white-colored protomer is the patch of amino 
acids 149–151 that is assumed to affect interaction of RAD51 with other binding partners. Note that Q272 is not highlighted in the figure, as 
that residue was not resolved in the crystal structure. (b) Focus on the interface between two protomers, where ATP is shown in blue and 
the discussed sites of mutation are highlighted with red spheres. Most of these mutations can be found at the direct interface between the 
two protomers and thus close to the nucleotide-binding pocket. (c) Interaction of RAD51 (light gray) with a BRCA2 BRC repeat (cyan). The 
locations of mutation discussed are highlighted in red. Here, one mutation is in close proximity of the binding region with the BRC repeat 
(E258) and therefore might impair RAD51 binding by BRCA2. 

interaction might affect conformational dynamics of human  
RAD51 nucleoprotein filaments. For example, A293T at the  
protomer–protomer interface is directly adjacent to a conserved  
loop involved in DNA binding and might explain the impaired 
filament assembly and stability25. These mutations have a  
dominant negative effect in some biochemical assays21,25.

Genome analysis of patients with cancer has revealed RAD51 
somatic mutations with interesting functional implications.  
Changes in three adjacent residues (D149, R150, and G151)  
located in the so-called Schellman loop were identified in breast 
cancer22. This region is reported to include a p53-binding site27–29. 
These three adjacent amino acids map onto RAD51 at a posi-
tion distinct from the DNA-binding or ATPase interface sites22. 
The last of these three mutations, G151D, does have altered 
DNA-binding and ATPase activity, indicating that filament  
architecture or dynamics or both are affected23. Mutations found 
in kidney and lung tumors, Q268P and Q272L, are located in 
a DNA-binding loop important for allosteric activation of ATP  
hydrolysis and DNA strand exchange24. Additional breast  
cancer–associated mutations F86L and E258A are located in the  
multimerization interface of RAD51 nucleoprotein filament. 
The DNA-binding loop and interface mutations, like the mutants 
described above, have a dominant negative effect in biochemical  
assays for RAD51 function20,24. Because RAD51 is an essen-
tial protein, these viable mutants may identify a functional range  
of activity. This aspect will be important to better define if such 
changes are to be targeted for eventual therapeutic intervention. 
Interestingly, F86L and E258A change the RAD51 protomer 
interface as well as the interaction interface with BRCA220. 
This example points out that RAD51 mutations not only impair 

nucleoprotein filament structure or stability but also can affect  
interactions with other partner proteins such as BRCA2 or pos-
sibly p53. BRCA2 is also an essential protein and its presumed  
essential role is as a RAD51 chaperone3,4. Our own work  
indicates that all diffusing nuclear RAD51 is bound to  
BRCA2, indicating that even minor changes to structure at the  
interface may have large consequences30.

The possible effects of RAD51 mutations on the 
interaction with BRCA2 
The recent analysis of RAD51 we have reviewed focused 
mainly on the effects on filament formation and function.  
Nucleoprotein filament dynamics and activities, essentially  
RAD51–RAD51 and RAD51–DNA interactions, are not the only 
interactions needed in normal HR function. Interaction partners,  
such as BRCA2, are obviously also needed for proper HR. 
BRCA2 is a large protein (3,418 amino acids) that includes a 
central region with eight BRC repeats that bind RAD51 and at 
least one additional RAD51-binding motif at the C-terminus.  
BRCA2–RAD51 interaction is needed to transfer RAD51 to 
replace RPA on ssDNA originating from the DSBs31,32. Partial 
structures of a complex including one BRC repeat and RAD51 are  
available26,33. The interface between RAD51 and BRCA2–BRC 
repeats overlaps with the RAD51–RAD51 interaction. Thus, 
changes in RAD51–RAD51 interface may also affect its  
interaction with BRCA2 (Figure 1C). Additional binding sites of 
RAD51 are present in BRCA2, such as the C-terminal domain 
of BRCA2, which is suggested to bind across a RAD51–RAD51 
interface in the nucleoprotein filament34. The importance of 
interaction between RAD51 and BRCA2 is demonstrated by  
observations that mutated BRC repeats conferred DNA-damage  
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sensitivity in vivo35 and altered RAD51 nucleoprotein filament 
formation in vitro36–38. The importance of RAD51 mutations 
on its interaction with additional partners and mediators, such  
as the RAD51 paralogs PALB2, MMS22L-TONSL, RADX, 
RAD54, RAD51AP1, and others39,40, awaits structural infor-
mation on their relevant interfaces. The RAD51 mutations  
we have reviewed may indicate important additional interac-
tions or identify the dynamic range of interaction strengths  
tolerated for RAD51 function in cell viability. Altered RAD51 is  
linked to cancer and other diseases affected by impaired genome 
stability. A detailed definition of RAD51 mutations linked  
to functions, emerging from the work we review here, is needed  
to guide personalized anti-cancer therapies and guide diagnosis 
based on variants of currently unknown significance.

Abbreviations
BRCA2, breast cancer–associated gene 2; DSB, double-strand 
break; FA, Fanconi anemia; HR, homologous recombination; 

pCMF, p-carboxymethyl-L-phenylalanine; RPA, replication  
protein A; ssDNA, single-stranded DNA.

Grant information
Work in the RK laboratory is supported by the gravitation  
program CancerGenomiCs.nl from the Netherlands Organisa-
tion for Scientific Research (NWO) and is part of the Oncode  
Institute, which is partly financed by the Dutch Cancer Society.  
Work in the CW laboratory is supported by NWO Exact and  
Natural Sciences Project grant 680-91-102.  

The funders had no role in study design, data collection and  
analysis, decision to publish, or preparation of the manuscript.

Acknowledgments
We thanks the reviewers of our manuscript for their valuable 
insights and comments.

References F1000 recommended

1.  Piazza A, Heyer WD: Multi-Invasion-Induced Rearrangements as a Pathway 
for Physiological and Pathological Recombination. BioEssays. 2018; 40(5): 
e1700249.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

2.  Ranjha L, Howard SM, Cejka P: Main steps in DNA double-strand break 
repair: an introduction to homologous recombination and related processes. 
Chromosoma. 2018; 127(2): 187–214.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

3.  Bell JC, Kowalczykowski SC: Mechanics and Single-Molecule Interrogation 
of DNA Recombination. Annu Rev Biochem. 2016; 85: 193–226.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

4.  Davies H, Glodzik D, Morganella S, et al.: HRDetect is a predictor of BRCA1 
and BRCA2 deficiency based on mutational signatures. Nat Med. 2017; 23(4): 
517–25.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

5. Naipal KA, Verkaik NS, Ameziane N, et al.: Functional ex vivo assay to select 
homologous recombination-deficient breast tumors for PARP inhibitor 
treatment. Clin Cancer Res. 2014; 20(18): 4816–26.  
PubMed Abstract | Publisher Full Text 

6.  O'Connor MJ: Targeting the DNA Damage Response in Cancer. Mol Cell. 
2015; 60(4): 547–60.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

7.  Yu X, Jacobs SA, West SC, et al.: Domain structure and dynamics in the 
helical filaments formed by RecA and Rad51 on DNA. Proc Natl Acad Sci U S A. 
2001; 98(15): 8419–24.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

8.  Conway AB, Lynch TW, Zhang Y, et al.: Crystal structure of a Rad51 
filament. Nat Struct Mol Biol. 2004; 11(8): 791–6.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

9.  Candelli A, Modesti M, Peterman EJ, et al.: Single-molecule views on 
homologous recombination. Q Rev Biophys. 2013; 46(4): 323–48.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

10. Chen J, Villanueva N, Rould MA, et al.: Insights into the mechanism of Rad51 
recombinase from the structure and properties of a filament interface mutant. 
Nucleic Acids Res. 2010; 38(14): 4889–906.  
PubMed Abstract | Publisher Full Text | Free Full Text 

11.  Short JM, Liu Y, Chen S, et al.: High-resolution structure of the presynaptic 
RAD51 filament on single-stranded DNA by electron cryo-microscopy. Nucleic 
Acids Res. 2016; 44(19): 9017–30.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

12.  Špírek M, Mlcoušková J, Belán O, et al.: Human RAD51 rapidly forms 
intrinsically dynamic nucleoprotein filaments modulated by nucleotide binding 
state. Nucleic Acids Res. 2018; 46(8): 3967–80.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

13.  Subramanyam S, Jones WT, Spies M, et al.: Contributions of the RAD51  
N-terminal domain to BRCA2-RAD51 interaction. Nucleic Acids Res. 2013; 
41(19): 9020–32.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

14. Yu X, Egelman EH: Structural data suggest that the active and inactive forms 
of the RecA filament are not simply interconvertible. J Mol Biol. 1992; 227(1): 
334–46.  
PubMed Abstract | Publisher Full Text 

15.  Brouwer I, Moschetti T, Candelli A, et al.: Two distinct conformational states 
define the interaction of human RAD51-ATP with single-stranded DNA. EMBO J. 
2018; 37(7): pii: e98162.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation

16. Ristic D, Modesti M, van der Heijden T, et al.: Human Rad51 filaments on 
double- and single-stranded DNA: correlating regular and irregular forms with 
recombination function. Nucleic Acids Res. 2005; 33(10): 3292–302.  
PubMed Abstract | Publisher Full Text | Free Full Text 

17. van der Heijden T, Seidel R, Modesti M, et al.: Real-time assembly and 
disassembly of human RAD51 filaments on individual DNA molecules. Nucleic 
Acids Res. 2007; 35(17): 5646–57.  
PubMed Abstract | Publisher Full Text | Free Full Text 

18.  Subramanyam S, Ismail M, Bhattacharya I, et al.: Tyrosine phosphorylation 
stimulates activity of human RAD51 recombinase through altered 
nucleoprotein filament dynamics. Proc Natl Acad Sci U S A. 2016; 113(41): 
E6045–E6054.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

19. Budke B, Logan HL, Kalin JH, et al.: RI-1: a chemical inhibitor of RAD51 that 
disrupts homologous recombination in human cells. Nucleic Acids Res. 2012; 
40(15): 7347–57.  
PubMed Abstract | Publisher Full Text | Free Full Text 

20.  Silva MC, Bryan KE, Morrical MD, et al.: Defects in recombination activity 
caused by somatic and germline mutations in the multimerization/BRCA2 
binding region of human RAD51 protein. DNA Repair (Amst). 2017; 60: 64–76.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation

21.  Wang AT, Kim T, Wagner JE, et al.: A Dominant Mutation in Human RAD51 
Reveals Its Function in DNA Interstrand Crosslink Repair Independent of 
Homologous Recombination. Mol Cell. 2015; 59(3): 478–90.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

22.  Chen J, Morrical MD, Donigan KA, et al.: Tumor-associated mutations in a 
conserved structural motif alter physical and biochemical properties of human 
RAD51 recombinase. Nucleic Acids Res. 2015; 43(2): 1098–111.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

23.  Marsden CG, Jensen RB, Zagelbaum J, et al.: The Tumor-Associated Variant 
RAD51 G151D Induces a Hyper-Recombination Phenotype. PLoS Genet. 2016; 
12(8): e1006208.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

Page 6 of 8

F1000Research 2018, 7(F1000 Faculty Rev):1453 Last updated: 05 DEC 2018

https://f1000.com/prime/732904570
http://www.ncbi.nlm.nih.gov/pubmed/29578583
http://dx.doi.org/10.1002/bies.201700249
http://www.ncbi.nlm.nih.gov/pmc/articles/6072258
https://f1000.com/prime/732904570
https://f1000.com/prime/732454908
http://www.ncbi.nlm.nih.gov/pubmed/29327130
http://dx.doi.org/10.1007/s00412-017-0658-1
https://f1000.com/prime/732454908
https://f1000.com/prime/726294045
http://www.ncbi.nlm.nih.gov/pubmed/27088880
http://dx.doi.org/10.1146/annurev-biochem-060614-034352
https://f1000.com/prime/726294045
https://f1000.com/prime/727392893
http://www.ncbi.nlm.nih.gov/pubmed/28288110
http://dx.doi.org/10.1038/nm.4292
http://www.ncbi.nlm.nih.gov/pmc/articles/5833945
https://f1000.com/prime/727392893
http://www.ncbi.nlm.nih.gov/pubmed/24963051
http://dx.doi.org/10.1158/1078-0432.CCR-14-0571
https://f1000.com/prime/725943510
http://www.ncbi.nlm.nih.gov/pubmed/26590714
http://dx.doi.org/10.1016/j.molcel.2015.10.040
https://f1000.com/prime/725943510
https://f1000.com/prime/1001724
http://www.ncbi.nlm.nih.gov/pubmed/11459984
http://dx.doi.org/10.1073/pnas.111005398
http://www.ncbi.nlm.nih.gov/pmc/articles/37452
https://f1000.com/prime/1001724
https://f1000.com/prime/1020042
http://www.ncbi.nlm.nih.gov/pubmed/15235592
http://dx.doi.org/10.1038/nsmb795
https://f1000.com/prime/1020042
https://f1000.com/prime/718441134
http://www.ncbi.nlm.nih.gov/pubmed/24016421
http://dx.doi.org/10.1017/S0033583513000073
https://f1000.com/prime/718441134
http://www.ncbi.nlm.nih.gov/pubmed/20371520
http://dx.doi.org/10.1093/nar/gkq209
http://www.ncbi.nlm.nih.gov/pmc/articles/2919713
https://f1000.com/prime/726713633
http://www.ncbi.nlm.nih.gov/pubmed/27596592
http://dx.doi.org/10.1093/nar/gkw783
http://www.ncbi.nlm.nih.gov/pmc/articles/5100573
https://f1000.com/prime/726713633
https://f1000.com/prime/732755286
http://www.ncbi.nlm.nih.gov/pubmed/29481689
http://dx.doi.org/10.1093/nar/gky111
http://www.ncbi.nlm.nih.gov/pmc/articles/5934667
https://f1000.com/prime/732755286
https://f1000.com/prime/718071529
http://www.ncbi.nlm.nih.gov/pubmed/23935068
http://dx.doi.org/10.1093/nar/gkt691
http://www.ncbi.nlm.nih.gov/pmc/articles/3799448
https://f1000.com/prime/718071529
http://www.ncbi.nlm.nih.gov/pubmed/1522597
http://dx.doi.org/10.1016/0022-2836(92)90702-L
https://f1000.com/prime/732803593
http://www.ncbi.nlm.nih.gov/pubmed/29507080
http://dx.doi.org/10.15252/embj.201798162
http://www.ncbi.nlm.nih.gov/pmc/articles/5881629
https://f1000.com/prime/732803593
http://www.ncbi.nlm.nih.gov/pubmed/15944450
http://dx.doi.org/10.1093/nar/gki640
http://www.ncbi.nlm.nih.gov/pmc/articles/1145190
http://www.ncbi.nlm.nih.gov/pubmed/17709342
http://dx.doi.org/10.1093/nar/gkm629
http://www.ncbi.nlm.nih.gov/pmc/articles/2034483
https://f1000.com/prime/726780765
http://www.ncbi.nlm.nih.gov/pubmed/27671650
http://dx.doi.org/10.1073/pnas.1604807113
http://www.ncbi.nlm.nih.gov/pmc/articles/5068273
https://f1000.com/prime/726780765
http://www.ncbi.nlm.nih.gov/pubmed/22573178
http://dx.doi.org/10.1093/nar/gks353
http://www.ncbi.nlm.nih.gov/pmc/articles/3424541
https://f1000.com/prime/732070832
http://www.ncbi.nlm.nih.gov/pubmed/29100040
http://dx.doi.org/10.1016/j.dnarep.2017.10.008
http://www.ncbi.nlm.nih.gov/pmc/articles/5699509
https://f1000.com/prime/732070832
https://f1000.com/prime/725705405
http://www.ncbi.nlm.nih.gov/pubmed/26253028
http://dx.doi.org/10.1016/j.molcel.2015.07.009
http://www.ncbi.nlm.nih.gov/pmc/articles/4529964
https://f1000.com/prime/725705405
https://f1000.com/prime/725290075
http://www.ncbi.nlm.nih.gov/pubmed/25539919
http://dx.doi.org/10.1093/nar/gku1337
http://www.ncbi.nlm.nih.gov/pmc/articles/4333388
https://f1000.com/prime/725290075
https://f1000.com/prime/726629475
http://www.ncbi.nlm.nih.gov/pubmed/27513445
http://dx.doi.org/10.1371/journal.pgen.1006208
http://www.ncbi.nlm.nih.gov/pmc/articles/4981402
https://f1000.com/prime/726629475


24.  Silva MC, Morrical MD, Bryan KE, et al.: RAD51 variant proteins from human 
lung and kidney tumors exhibit DNA strand exchange defects. DNA Repair 
(Amst). 2016; 42: 44–55.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation

25. Ameziane N, May P, Haitjema A, et al.: A novel Fanconi anaemia subtype 
associated with a dominant-negative mutation in RAD51. Nat Commun. 2015; 6: 
8829.  
PubMed Abstract | Publisher Full Text | Free Full Text

26.  Pellegrini L, Yu DS, Lo T, et al.: Insights into DNA recombination from the 
structure of a RAD51-BRCA2 complex. Nature. 2002; 420(6913): 287–93.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation

27.  Friedler A, Veprintsev DB, Rutherford T, et al.: Binding of Rad51 and other 
peptide sequences to a promiscuous, highly electrostatic binding site in p53.  
J Biol Chem. 2005; 280(9): 8051–9.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

28. Yoon D, Wang Y, Stapleford K, et al.: P53 inhibits strand exchange and 
replication fork regression promoted by human Rad51. J Mol Biol. 2004; 336(3): 
639–54.  
PubMed Abstract | Publisher Full Text 

29. Buchhop S, Gibson MK, Wang XW, et al.: Interaction of p53 with the human 
Rad51 protein. Nucleic Acids Res. 1997; 25(19): 3868–74.  
PubMed Abstract | Publisher Full Text | Free Full Text 

30. Reuter M, Zelensky A, Smal I, et al.: BRCA2 diffuses as oligomeric clusters with 
RAD51 and changes mobility after DNA damage in live cells. J Cell Biol. 2014; 
207(5): 599–613.  
PubMed Abstract | Publisher Full Text | Free Full Text 

31. Shahid T, Soroka J, Kong E, et al.: Structure and mechanism of action of the 
BRCA2 breast cancer tumor suppressor. Nat Struct Mol Biol. 2014; 21(11): 
962–8.  
PubMed Abstract | Publisher Full Text | Free Full Text 

32. Sánchez H, Paul MW, Grosbart M, et al.: Architectural plasticity of human 
BRCA2-RAD51 complexes in DNA break repair. Nucleic Acids Res. 2017; 45(8): 

4507–18.  
PubMed Abstract | Publisher Full Text | Free Full Text 

33. Galkin VE, Esashi F, Yu X, et al.: BRCA2 BRC motifs bind RAD51-DNA 
filaments. Proc Natl Acad Sci U S A. 2005; 102(24): 8537–42.  
PubMed Abstract | Publisher Full Text | Free Full Text 

34.  Esashi F, Galkin VE, Yu X, et al.: Stabilization of RAD51 nucleoprotein 
filaments by the C-terminal region of BRCA2. Nat Struct Mol Biol. 2007; 14(6): 
468–74.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

35. Tal A, Arbel-Goren R, Stavans J: Cancer-associated mutations in BRC domains 
of BRCA2 affect homologous recombination induced by Rad51. J Mol Biol. 
2009; 393(5): 1007–12.  
PubMed Abstract | Publisher Full Text 

36. Thorslund T, McIlwraith MJ, Compton SA, et al.: The breast cancer tumor 
suppressor BRCA2 promotes the specific targeting of RAD51 to single-
stranded DNA. Nat Struct Mol Biol. 2010; 17(10): 1263–5.  
PubMed Abstract | Publisher Full Text | Free Full Text 

37. Jensen RB, Carreira A, Kowalczykowski SC: Purified human BRCA2 stimulates 
RAD51-mediated recombination. Nature. 2010; 467(7316): 678–83.  
PubMed Abstract | Publisher Full Text | Free Full Text 

38. Liu J, Doty T, Gibson B, et al.: Human BRCA2 protein promotes RAD51 filament 
formation on RPA-covered single-stranded DNA. Nat Struct Mol Biol. 2010; 
17(10): 1260–2.  
PubMed Abstract | Publisher Full Text | Free Full Text 

39. Dray E, Etchin J, Wiese C, et al.: Enhancement of RAD51 recombinase activity 
by the tumor suppressor PALB2. Nat Struct Mol Biol. 2010; 17(10): 1255–9.  
PubMed Abstract | Publisher Full Text | Free Full Text 

40.  Godin SK, Sullivan MR, Bernstein KA: Novel insights into RAD51 activity and 
regulation during homologous recombination and DNA replication. Biochem 
Cell Biol. 2016; 94(5): 407–18.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation

Page 7 of 8

F1000Research 2018, 7(F1000 Faculty Rev):1453 Last updated: 05 DEC 2018

https://f1000.com/prime/726338244
http://www.ncbi.nlm.nih.gov/pubmed/27153211
http://dx.doi.org/10.1016/j.dnarep.2016.02.008
http://www.ncbi.nlm.nih.gov/pmc/articles/4884548
https://f1000.com/prime/726338244
http://www.ncbi.nlm.nih.gov/pubmed/26681308
http://dx.doi.org/10.1038/ncomms9829
http://www.ncbi.nlm.nih.gov/pmc/articles/4703882
https://f1000.com/prime/1000399
http://www.ncbi.nlm.nih.gov/pubmed/12442171
http://dx.doi.org/10.1038/nature01230
https://f1000.com/prime/1000399
https://f1000.com/prime/1023090
http://www.ncbi.nlm.nih.gov/pubmed/15611070
http://dx.doi.org/10.1074/jbc.M411176200
https://f1000.com/prime/1023090
http://www.ncbi.nlm.nih.gov/pubmed/15095978
http://dx.doi.org/10.1016/j.jmb.2003.12.050
http://www.ncbi.nlm.nih.gov/pubmed/9380510
http://dx.doi.org/10.1093/nar/25.19.3868
http://www.ncbi.nlm.nih.gov/pmc/articles/146972
http://www.ncbi.nlm.nih.gov/pubmed/25488918
http://dx.doi.org/10.1083/jcb.201405014
http://www.ncbi.nlm.nih.gov/pmc/articles/4259808
http://www.ncbi.nlm.nih.gov/pubmed/25282148
http://dx.doi.org/10.1038/nsmb.2899
http://www.ncbi.nlm.nih.gov/pmc/articles/4222816
http://www.ncbi.nlm.nih.gov/pubmed/28168276
http://dx.doi.org/10.1093/nar/gkx084
http://www.ncbi.nlm.nih.gov/pmc/articles/5416905
http://www.ncbi.nlm.nih.gov/pubmed/15937124
http://dx.doi.org/10.1073/pnas.0407266102
http://www.ncbi.nlm.nih.gov/pmc/articles/1150802
https://f1000.com/prime/1088146
http://www.ncbi.nlm.nih.gov/pubmed/17515904
http://dx.doi.org/10.1038/nsmb1245
https://f1000.com/prime/1088146
http://www.ncbi.nlm.nih.gov/pubmed/19747923
http://dx.doi.org/10.1016/j.jmb.2009.09.011
http://www.ncbi.nlm.nih.gov/pubmed/20729858
http://dx.doi.org/10.1038/nsmb.1905
http://www.ncbi.nlm.nih.gov/pmc/articles/4041013
http://www.ncbi.nlm.nih.gov/pubmed/20729832
http://dx.doi.org/10.1038/nature09399
http://www.ncbi.nlm.nih.gov/pmc/articles/2952063
http://www.ncbi.nlm.nih.gov/pubmed/20729859
http://dx.doi.org/10.1038/nsmb.1904
http://www.ncbi.nlm.nih.gov/pmc/articles/2952495
http://www.ncbi.nlm.nih.gov/pubmed/20871616
http://dx.doi.org/10.1038/nsmb.1916
http://www.ncbi.nlm.nih.gov/pmc/articles/2950913
https://f1000.com/prime/726379828
http://www.ncbi.nlm.nih.gov/pubmed/27224545
http://dx.doi.org/10.1139/bcb-2016-0012
http://www.ncbi.nlm.nih.gov/pmc/articles/5045787
https://f1000.com/prime/726379828


 

Open Peer Review

    Current Referee Status:

Editorial Note on the Review Process
 are commissioned from members of the prestigious   and are edited as aF1000 Faculty Reviews F1000 Faculty

service to readers. In order to make these reviews as comprehensive and accessible as possible, the referees
provide input before publication and only the final, revised version is published. The referees who approved the
final version are listed with their names and affiliations but without their reports on earlier versions (any comments
will already have been addressed in the published version).

The referees who approved this article are:
Version 1

The benefits of publishing with F1000Research:

Your article is published within days, with no editorial bias

You can publish traditional articles, null/negative results, case reports, data notes and more

The peer review process is transparent and collaborative

Your article is indexed in PubMed after passing peer review

Dedicated customer support at every stage

For pre-submission enquiries, contact   research@f1000.com

 Department of Genetics and Biochemistry, Clemson University, Clemson, USA Michael G Sehorn
 No competing interests were disclosed.Competing Interests:

1

 Cancer Research Center of Marseille, Marseille, France Mauro Modesti
 No competing interests were disclosed.Competing Interests:

2

 Department of Biochemistry, University of Iowa, Iowa City, USA Maria Spies
 No competing interests were disclosed.Competing Interests:

3

 Department of Biochemistry, University of Vermont College of Medicine, Vermont, USA Scott W Morrical
 No competing interests were disclosed.Competing Interests:

4

Page 8 of 8

F1000Research 2018, 7(F1000 Faculty Rev):1453 Last updated: 05 DEC 2018

http://f1000research.com/collections/f1000-faculty-reviews/about-this-channel
http://f1000.com/prime/thefaculty

