
The fabrication of nanometre-scale structures uses two 
different approaches, ‘top-down’ and ‘bottom-up’ meth-
ods. The top-down approach starts from large structures 
and reduces their sizes to the required dimensions and 
patterns by means of an external assembly tool. This is 
the standard strategy in manufacturing, but it becomes 
increasingly difficult to reach smaller sizes towards the 
molecular scale. By contrast, the bottom-up approach 
uses the internal information of molecules to guide their 
autonomous self-assembly into nanostructures. Compared 
with top-down methods, it presents the advantage of large  
chemical diversity and highly parallel synthesis — even a 
picomole synthesis makes 1012 copies in a single operation1. 
Molecular self-assembly has yielded numerous examples of 
symmetric or periodic structures with exquisitely organ-
ized features. However, the assembly of molecules into 
complex asymmetric patterns — which may be needed 
to create useful functionality — is far more challenging.

It is in this forum that DNA-based assembly has truly 
transformed nanoscience (FIG. 1). DNA has the most pre-
dictable and programmable interactions of any natural 
or synthetic molecule. It possesses remarkable binding 
specificity and thermodynamic stability and can be cre-
ated with a nearly infinite choice of sequences that bind 
reliably to their complementary partners. It is structurally 
well defined on the nanometre scale and has a persistence 
length of ~50 nm under conventional conditions. It can 
be rapidly synthesized and modified using automated 
methods, and a large variety of DNA-acting enzymes can 
controllably further tune and modify its structure.

The early years: DNA tile assembly
In 1980, while thinking about six-arm DNA branched 
junctions, one of the authors, Ned Seeman, realized that 
these branched junctions could be connected together 

by the base pairing of single-stranded overhangs, called 
sticky ends, into a 3D crystalline material. Thus, rather 
than relying on trial and error to crystallize biological 
macromolecules, the notion was that crystals could be 
deliberately assembled using predictable interactions 
(Watson–Crick base pairing) (FIG. 2a). Ned’s dream was 
to assemble branched junctions into a 3D crystal and to 
use this crystal as a scaffold for the 3D organization of 
proteins and other biomacromolecules, thereby solving 
the macromolecular crystallization problem2 (FIG. 2b).

However, DNA branched junctions (for example, the 
four-arm Holliday junction) had two limitations: their 
geometric flexibility and instability as a result of branch 
migration due to two-fold symmetry at their branch 
points. In 1983, Seeman reported that Holliday junc-
tions could be rendered immobile by making arms with 
unique sequences and hence lacking the detrimental 
two-fold symmetry3. During the next decade, a 3D DNA 
cube was constructed by the connection of three-arm 
junctions4, and double-crossover (DX) molecules com-
prising two DNA double helices linked together by 
two strand exchanges, rather than the single exchange 
involved in the Holliday junction, were reported5. A 
strand exchange is a process whereby a strand starts on 
one helix and switches to the next. These DX molecules 
offered the geometric rigidity and stability necessary to 
start building extended DNA structures with controlled 
geometry, connectivity and topology6. Subsequently, 
DX molecules were used to assemble 2D DNA crystals 
by design7 (FIG. 2c). These DNA building blocks — often 
called DNA tiles — are made from DX molecules con-
taining sticky ends and can grow autonomously into 
2D crystals, which can be characterized by atomic force 
microscopy (AFM). DNA hairpins placed on these tiles 
perpendicular to the plane of assembly showed that it 
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In vivo enzyme cascade mediated by RNA assembly36

Self-replication of DNA object organization214 

DNA-based walking device74

Logical computation using 1D DNA algorithmic assembly213 

Introduction of RNA nanotechnology33 

Stiff 3D motif (tensegrity triangles)17 
Algorithmic assembly of 2D 
DNA-based object (triangles)23 

Precise 2D organization of nanoparticles using DNA motifs143 

Introduction of the hybridization chain reaction72 

Metal–DNA 3D structures (cage)42

Self-assembled 3D DNA crystals64

Programmable DNA assembly line78

DNA origami box with a controllable lid47

DNA origami25 

Reconfigurable DNA cages39 

DNA origami in three dimensions44,48,50

Encapsulation and release from 3D DNA structures221

DNA origami forms 2D crystalline arrays31

Chiral plasmonic nanostructures from DNA147 

Synthetic lipid membrane channels from DNA134 

Enzyme cascades organized by DNA162

Responsive logic-gated nanorobot for targeted delivery193

Using DNA origami to visualize biological events by high-speed AFM172

DNA origami as a 'mould' to grow gold nanoparticles152,153

RNA origami32 DNA-PAINT: a new super-resolution 
fluorescence microscopy technique170

Routing conjugated polymers on DNA origami138

Demonstration of a small molecule 
changing Watson–Crick base pairing97

DNA pattern transfer 
to gold nanoparticles151

DNA origami as templates to grow liposomes137

Assembly of protein–DNA hybrid structure169

Toehold-based, sequence-dependent nanomechanical device69 

DNA origami with complex curvatures49

DNA bricks in 2D and in 3D27,53

Gene silencing in vivo using a DNA nanostructure192   

Figure 1 | A timeline of the field of DNA nanotechnology. Although not a comprehensive account, discoveries and 
major developments are listed. AFM, atomic force microscopy; DNA-PAINT, DNA points accumulation for imaging in 
nanoscale topography.

R E V I E W S

2 | ARTICLE NUMBER 17068 | VOLUME 3 www.nature.com/natrevmats

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.



was possible to predesign any periodicity in the place-
ment of these hairpins7 (FIG. 2c, left). This was the first 
time that the information in DNA had been used to grow 
predesigned crystalline arrays.

In 1999, using rigid DX molecules, the first prototype 
of a DNA nanomechanical device was unveiled8. More 
specifically, the structure comprised two DNA DX motifs 
separated by a DNA portion that is capable of being revers-
ibly switched between the normal right-handed (B-DNA) 
double helix and the left-handed (Z-DNA) double helix 

(FIG. 2d). Two fluorescent reporters were attached to the 
edges of the DX units. The structure reversibly twisted 
about the central DNA portion over multiple cycles by the 
addition and removal of [Co(NH3)6]3+ (REF. 8).

Between 1980 and 1998, many examples of the 
rational design of 2D and 3D discrete and extended 
DNA structures were reported9. Moreover, it was shown 
that DNA structures can be used as dynamic compo-
nents of molecular machines. It is important to note 
that this field could not have been possible without 

e   Assembly of Wang tiles

a   Self-assembly of a DNA four-way junction b   DNA scaffold as a template for protein crystallization

d   A DNA nanomechanical device

c   Tile motifs in DNA nanotechnology
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Figure 2 | The beginning of DNA nanotechnology. a | A DNA four-way junction with self-complementary, 
single-stranded ends (‘sticky ends’) self-assembles into a quadrilateral shape. b | A DNA scaffold that aids protein (blue) 
crystallization. c | DNA nanotechnology motifs. The top panels show tile motifs in DNA nanotechnology, and the bottom 
panels show atomic force microscopy images of their assemblies into lattices. The left panels show an example of a 
double-crossover (DX) tile7; the middle panels show an example of Y-shaped DNA motif self-assembly into hexagonal 2D 
lattices; and the right panels show an example of three-helix bundles9. d | Nanomechanical DNA device. When the middle 
(yellow) DNA section is in the B− or right-handed helical form, the fluorescent donor and acceptor are close together, and 
fluorescence resonance energy transfer (FRET) occurs. When [Co(NH3)6]3+ is added, this DNA section undergoes a 
transition to the Z− or left-handed helix form, separating the two fluorophores and reducing FRET8. e | Wang tiles are 
squares with four differently coloured sides that assemble with their neighbours only if the abutting edges are the same 
colour. In algorithmic DNA assembly, each Wang tile colour can be a specific DNA sequence, leading to the assembly of 
aperiodic patterns23. Panel c (left, bottom) is adapted with permission from REF. 7, Macmillan Publishers Limited. Panel c 
(middle, bottom and top) is adapted with permission from REF. 14, American Chemical Society. Panel c (top, right) is 
adapted with permission from REF. 9, Wiley-VCH. Panel c (bottom, right) is adapted with permission from REF. 215, 
American Chemical Society. Panel d is adapted with permission from REF. 8, Macmillan Publishers Limited. Part e is 
adapted with permission from REF. 208, Dover Press.

R E V I E W S

NATURE REVIEWS | MATERIALS  VOLUME 3 | ARTICLE NUMBER 17068 | 3

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.



the important discoveries in DNA solid-phase syn-
thesis, which gave ready access to DNA strands of any 
sequence10. Automated DNA synthesis has been trans-
formational in numerous fields, including molecular 
biology, synthetic biology, DNA-based computation, 
oligonucleotide therapeutics, molecular diagnostics and 
sequencing11,12.

On the basis of this groundwork, the area of struc-
tural DNA nanotechnology started taking off. DX tiles 
were followed by numerous other tile motifs in which 
DNA strands were connected via strand exchange. These 
tiles were used to create highly ordered 2D crystalline 
surfaces of deliberately designed geometries and perio-
dicities13. For example, 2D networks were created from 
other types of crossovers, such as triple-crossover and 
cross motifs, and different monomer morphologies, 
such as three-point14 and six-point15 star motifs, tenseg-
rity triangles16,17 and T-junctions18. In ‘directed nuclea-
tion assembly’, a DNA single strand was used to template 
the assembly of DX tiles around itself into well-defined 
discrete structures rather than simple 2D crystals19. 
More recently, a simple method to construct long sin-
gle-stranded DNA templates (>1,000 bases) of arbitrary 
sequences from repetitive motifs was reported20. These 
were used to direct the assembly of DX tiles into linear 
DNA structures of well-defined length and aperiodic 
patterning from a minimum number of starting units21. 
The concept of sequence symmetry at positions of DNA 
tile motifs was introduced to reduce shape distortion 
and allow the growth of large 2D arrays from a mini-
mum number of strands22. Interestingly, algorithmic self- 
assembly and principles of computer science were used to 
show that, in principle, aperiodic crystals can be grown 
from DNA. For example, ‘Wang tiles’ are squares with four 
differently coloured sides that can assemble with their  
neighbours only if the abutting edges are of the same col-
our23 (FIG. 2e). In algorithmic DNA tiles, each Wang tile 
colour is a specific DNA sequence. Using a nucleating 
strand of defined sequence, these algorithmic tiles can 
grow into aperiodic lattices. However, errors occur in the 
growth process, arising from off-template growth, and 
tile misplacement is among the errors observed. Error-
free algorithmic DNA assembly is a goal yet to be attained 
but will undoubtedly be revisited now that we have more 
robust tools24.

DNA origami and brick assembly
In 2006, a publication by Paul Rothemund25 (then a post-
doctoral fellow at the California Institute of Technology) 
transformed the landscape of DNA nanotechnology. 
In this article, a method for DNA construction was 
proposed based on a long, viral ‘scaffold’ single strand 
of DNA that folds onto itself into a desired pattern 
(FIG. 3a). This is achieved by the addition of short ‘staple 
strands’ that bring together selected parts of the DNA 
single strand (FIG. 3a, left). Accordingly, non-periodic 2D 
structures of arbitrary complexity can be made, such as a 
map of the Americas, rectangles, smiley faces, stars and 
other designed patterns25 (FIG. 3a, right). Although the 
concept of DNA origami can be attributed solely to Paul 
Rothemund, previous work, including the construction 

of an octahedron by folding a continuous DNA strand 
with the aid of short strands26 and a DNA ‘barcode’  
system19, may have provided some inspiration.

In terms of complexity, aperiodicity and ease of 
self-assembly in general, the DNA origami approach — 
in which each construct typically contains approximately 
200 addressable points in an area of 8,000–10,000 nm2 
— was unprecedented. An appealing feature of DNA ori-
gami is that staple strands that interact with the scaffold 
are usually not purified, thus simplifying the assembly. 
Now, we can conceive of any arbitrary design, and with 
the aid of a simple computer interface (freely available) 
and very robust and efficient techniques, we can create 
this design in the laboratory. Any researcher, whether a 
chemist, biologist, physicist or computer scientist, has 
access to these structures from commercially available 
strands.

More recently, an approach that gives rise to a level of 
complexity similar to that of DNA origami but without 
the need for a long scaffolding strand was reported27. 
Termed ‘single-stranded tile’ or ‘brick’ assembly, it 
involves the computer-aided design of arbitrary struc-
tures and their assembly using hundreds of DNA single 
strands that form interconnected staggered duplexes 
(FIG. 3b). The building blocks are single strands of DNA 
containing four modular domains, which are designed 
to form interconnected staggered duplexes with one 
another, resulting in DNA lattices. As the sequences are 
all unique, these motifs can be used as a molecular can-
vas for which it is possible to make any arbitrary shape 
by selecting the set of strands that defines the structure.

A distinct limitation of these two approaches is 
their need for hundreds of DNA strands of different 
sequences to produce a single nanostructure. However, 
with the continuous decrease in the cost of oligonucleo-
tide synthesis, this will become less problematic. Indeed, 
there appears to be a relative of Moore’s law in the cost 
of DNA, whereby the effective cost is halved every 
30 months28,29. With respect to scalability, an important 
first step was taken with DNA origami frames with hol-
low interiors being used as sites for the nucleation and 
growth of periodic tile arrays30. Moreover, cross-shaped 
origami molecules were shown to form 2D periodic 
arrays, as a demonstration of Wenyan Liu’s rule, that is, 
DNA arrays in N dimensions should be propagated by 
motifs whose helix axes span those dimensions31.

Recently, a powerful approach to building structures 
from single-stranded RNA has been reported32. RNA 
nanostructures were designed to form co-transcription-
ally: because transcription is slow on the timescale of 
RNA assembly, the nascent RNA strand can be folded 
into a desired shape as soon as it is synthesized using hair-
pins and RNA-based association motifs. Earlier work33–35 
resulted in rationally designed RNA nano structures, and 
the in vivo assembly of RNA nanostructures was demon-
strated36 (discussed in detail later). This addresses one 
of the objectives in synthetic biology: to fold RNA into 
complex functional shapes (like the ribosome). Synthetic 
biologists have used nucleic acid sequences to modulate 
function but not structure in two dimensions or three 
dimensions.
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b   Single-stranded tile assembly

a   Scaffolded DNA origami

‘Brick-wall’ diagram

Seam

Strand diagram

1 µm

Figure 3 | DNA origami and single-stranded tile assembly. a | Scaffolded DNA origami. The left panel shows a long 
genomic DNA strand folded with the help of small staple strands to give a desired, computationally designed shape.  
The right panels show atomic force microscopy (AFM) images of DNA origami shapes. Scale bars are 100 nm unless noted 
otherwise25. b | Single-stranded tile assembly. The left panel shows single strands of DNA containing four domains that are 
computationally designed to associate into staggered duplexes, resulting in DNA lattices. The right panel shows AFM 
images of single-stranded tile assemblies27. Panel a is adapted with permission from REF. 25, Macmillan Publishers Limited. 
Panel b is adapted with permission from REF. 27, Macmillan Publishers Limited.
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Three-dimensional DNA structures
In 1991, the first discrete 3D structure was reported, as 
described earlier4 (FIG. 4a, left). These pioneering exper-
iments demonstrated the feasibility of using DNA as a 
building block for 3D structures. Shortly thereafter, a solid- 
support technique was used to build a more complex, 
truncated octahedron37. Both structures were formed in 
low yields because the gel-based structural character-
ization used at the time could detect strands in closed 
cycles only. The advent of AFM and transmission elec-
tron microscopy to analyse DNA synthesis products ena-
bled unclosed objects to be the targets of construction. 
Beginning with unclosed DX molecules, the products 
have been nearly quantitative in yield. An octahedron 
was constructed by annealing a 1.7-kilobase-long DNA 
strand with five short staple strands26 (FIG. 4a, middle). 
Four different DNA single strands were programmed to 
form tetrahedra (FIG. 4a, right), the latter two syntheses 
resulting in significantly better yields38. Subsequently, a 
modular approach to construct a large number of 3D 
DNA structures, such as triangular, square, pentagonal 
and hexagonal prisms, was introduced39 (FIG. 4b). DNA 
polyhedra, such as tetrahedra, dodecahedra, icosahedra 
and a buckyball, were assembled using a hierarchical 
approach that relies on the association of identical sym-
metrical DNA three-point-star or five-point-star tiles40,41 
(FIG. 4c). Metal–DNA cages were constructed using a 
face-centred approach42.

DNA origami has been extended into 3D structures 
using a number of approaches. A general method to roll 
DNA origami sheets into a range of discrete 3D structures 
by connecting parallel DNA duplexes by crossover junc-
tions at specific locations to ensure curvature of one helix 
with respect to the next was reported43. Subsequently, a 
stacking strategy of multiple layers of DNA helices into 
honeycomb44 and square45 lattices was shown to efficiently 
create complex and rigid 3D DNA origami. Moreover, 
twist and curvature can be introduced in multilayer DNA 
origami by targeted base insertions/deletions to adjust 
the distance between crossover junctions46 (FIG. 4d). In a 
second strategy, the scaffold strand was assembled into 
eight-connected origami square sheets, which were used 
as the faces of a cubic box (FIG. 4e). The ‘lid’ of this 3D 
structure could be selectively opened or closed with the 
aid of added DNA strands47. In a third approach, a DNA 
tetrahedron was constructed by wrapping the scaffold 
strand repeatedly around the entire structure, defining 
triangular faces separated by ‘hinges’ of unpaired nucleo-
tides48. Later, a strategy to stack concentric double-helical 
circles to match the contours of a target 3D shape was 
introduced49 (FIG. 4f). In addition, a multi-arm DNA ori-
gami method was used to prepare 2D DNA scaffolds and 
then fold them into 3D prism structures through connec-
tion strands on the 2D structures50. Finally, a method to 
create wireframe DNA origami 3D structures by convert-
ing the structure into a triangulated 3D mesh and using 
a routing algorithm to trace the contour of this struc-
ture with the DNA origami scaffold has been recently 
reported51. This method produces complex 3D structures 
with mostly double-stranded DNA as edges (FIG. 4g). In a 
distinct but related approach, complex wireframe 2D and 

3D origami structures were constructed, in which each 
edge is represented by antiparallel DNA crossover tiles 
and each vertex is represented by a multi-arm tile junc-
tion52. The single-stranded tile approach was expanded to 
design an array of 3D motifs from a ‘brick’ set53.

DNA nanotubes of increasing complexity and func-
tionality have been designed by a number of approaches, 
including DNA tile assembly54–58, DNA origami59, sin-
gle-stranded tiles60 and wireframe nanotubes61,62.The 
self-assembly of 3D crystalline arrays from DNA proved 
to be a more challenging goal than originally anticipated2. 
An unusual motif for a DNA crystalline array with large 
cavities produced by combination of parallel and antipar-
allel strands was discovered63. The first example of a 
self-assembled 3D DNA crystal was finally reported in 
2009 (REF. 64). The crystal was based on the association of 
branched, rigid DNA 3D triangular motifs tailed by very 
short sticky ends64 (FIG. 4h). The association of these sticky 
ends in directions that span 3D space generates a crystal-
line arrangement, with potential applications as templates 
for protein crystallization and as porous hosts for nano-
materials. More recently, crystals with two molecules per 
asymmetric unit were built, and the post-assembly sta-
bilization of these crystals with DNA triple helices was 
shown65. New insights into the propensity of rigid motifs 
to form self-assembled crystals are emerging66, as are new 
motifs for 3D DNA crystallization67,68.

Dynamic DNA structures
A seminal paper in 2000 introduced the concept of iso-
thermal DNA strand displacement, which became essen-
tial to the construction of many DNA machines69. In this 
concept, a DNA ‘tweezer’ (FIG. 5a) is closed by the addi-
tion of DNA ‘fuel’ strands and re-opened with a differ-
ent DNA strand, with the mechanical motion measured 
by fluorescence energy transfer between two dyes. The 
notion is that an unpaired ‘toehold’ extension to a motif 
component on the machine can bind to the complete 
complement of the strand. Upon binding, when the toe-
hold is sufficiently long (usually about eight nucleotides), 
the complement will branch and migrate to the other end 
of the strand, thereby removing the strand from the motif 
because more nucleotide pairs are formed.

Isothermal strand displacement was used to reversi-
bly rotate a series of DNA devices between cis and trans 
morphologies, converting a line of parallel DNA trape-
zoids into alternating ‘up’ and ‘down’ trapezoids70 (FIG. 5b).  
A DNA actuator that was introduced into a 2D tile lattice 
enabled switching of the entire lattice between a stretched 
and a compact conformation71.

In a different concept — hybridization chain reaction 
— hairpin DNA monomers assemble only when a trigger 
DNA strand is added. More specifically, the trigger strand 
opens the first hairpin, which can then open the second 
hairpin, which in turn opens the first, and so on (FIG. 5c). 
Thus, the DNA assembly can be triggered and amplified 
autonomously72,73.

Since the above examples were first demonstrated, 
DNA machines have significantly increased in com-
plexity. A number of DNA ‘walkers’ have been reported, 
including a DNA unit with two ‘legs’ that can walk 
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directionally and autonomously on a track74,75 (FIG. 5d). 
DNA ‘gears’ have been made to ‘roll’ against one 
another76, and a DNA ‘spider’ that can walk along a 
predesigned track on DNA origami has been demon-
strated77. These strategies were extended to an assembly 
line that involved a somersaulting walker that can trans-
port and combine cargo (for example, gold particles) 
along a predesigned track78. The same group had ear-
lier programmed a group of devices to translate specific 
DNA sequences into polymer assembly instructions79. A 
DNA walker was used to perform multistep organic syn-
thesis in a prescribed sequence80 (FIG. 5e). Further DNA 
dynamic constructions include cascades75, conditional 
assemblies81 and a ‘capture’ device82 that places various 
patterns on a DNA origami surface. We are now reach-
ing the stage where detailed biophysical measurements  
can be made on dynamic DNA systems83.

DNA dynamic motion has also been implemented in 
three dimensions. Structurally dynamic DNA cages were 
induced to expand and contract to different sizes with 
the addition of specific DNA strands39, and this recon-
figuration was also shown for DNA tetrahedra84. These 
mechanisms are relevant for the application of DNA 
cages in the encapsulation and release of drugs in a bio-
logical environment. In a proof-of-concept experiment, a 
DNA nanotube that encapsulates gold nanoparticles into 
predesigned plasmonic lines was reported85. Upon addi-
tion of a DNA ‘eraser’ strand, the gold nano particle guests 
can be efficiently and rapidly released, which is of rele-
vance for both plasmonic structures and drug delivery 
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Figure 4 | Three-dimensional structures from DNA.  
a | The left panel shows a DNA cube constructed from 
connected three-arm junctions4. The middle panel shows 
an octahedron constructed from a long DNA strand and 
five connecting strands26. The right panel shows a 
tetrahedron constructed from four DNA single strands38.  
b | A face-centred approach to build prismatic cages39.  
c | Cryo-electron microscopy images of polyhedra 
assembled from DNA crossover tiles40. d | DNA origami  
can be rolled into various multilayered 3D structures216.  
e | DNA origami sheets connected into a cube47. f | The left 
panel shows a DNA ‘urn’ assembled by stacked concentric 
circles in an origami design; the right panel shows an 
electron microscopy image of this structure49.  
g | Wireframe DNA origami structures51. Scale bars are 
50 nm. h | Self-assembled DNA crystal from rigid triangles 
and two-base sticky ends64. Panel a (left) is adapted with 
permission from REF. 217, American Chemical Society. 
Panel a (middle) is adapted with permission from REF. 26, 
Macmillan Publishers Limited. Panel a (right) is adapted 
with permission from REF. 218, AAAS. Panel b is  
adapted with permission from REF. 39, American Chemical 
Society. Panel c is adapted with permission from REF. 40, 
Macmillan Publishers Limited. Panel d is adapted with 
permission from REF. 44, Macmillan Publishers Limited. 
Panel e is adapted with permission from REF. 47, Macmillan 
Publishers Limited. Panel f is adapted with permission from 
REF. 49, AAAS. Panel g is adapted with permission from 
REF. 51, Macmillan Publishers Limited. Panel h (left) is 
adapted with permission from REF. 64, Macmillan 
Publishers Limited. Panel h (right) is adapted with 
permission from REF. 219, American Chemical Society.
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a   DNA tweezer activated by strand displacement b   Structural switching via strand displacement
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(FIG. 5f). Strand displacement was used to interconvert 3D 
structures of different geometries and to access a struc-
ture that cannot be made directly86. Dynamic motion 
has also been induced in DNA origami structures. For 
example, a DNA origami Möbius strip was dynamically 
switched to a catenane87. Photoswitching of a DNA ori-
gami structure was demonstrated using photoresponsive 
azobenzene DNA88,89. Dynamic motion of DNA nano-
structures has been used to reconfigure other func-
tional materials, such as a gold nanoparticle 3D lattice90 
(FIG. 5g). Finally, DNA devices have been incorporated 
into hydrogels, thus transducing DNA recognition and 
stimuli-responsive behaviour into macroscopic changes, 
such as directed shape change, shape memory and  
electrocatalytic behaviour224.

Supramolecular DNA assembly
The field of DNA nanotechnology has mostly been 
driven by crystallographers, biochemists, biologists, 
physicists and computer scientists, with comparatively 
little contribution from chemists. However, conceptual 
advances in physical organic, macromolecular and supra-
molecular chemistry have the potential to revolutionize 
the field. In the short term, these advances provide tools 
to create novel nanostructures with heterologous compo-
nents, and they can stabilize these nanostructures to ena-
ble their use in applications in biology and medicine. In 
the long term, they could provide new DNA assembling 
paradigms that augment the unmodified DNA alpha-
bet of adenine, thymine, guanine and cytosine, thereby 
achieving structural complexity2. Blending together DNA 
building blocks and synthetic organic, inorganic and pol-
ymeric molecules can also impart functionality to DNA 
structures, which have minimally exciting chemical prop-
erties  despite the beauty of their structural diversity and 
ease of production.

Organic vertices in DNA structures. Rather than using 
crossover motifs, which are the backbone of DNA nano-
technology, synthetic chemistry offers the possibility to 
use corner units based on organic molecules or transi-
tion metals. This substantially reduces the number of 
DNA strands needed and introduces structural motifs 
unavailable to unmodified DNA.

In an early example of this strategy, a central tetra-
hedral carbon was connected to two identical, self- 
complementary DNA strands91; these structures assem-
bled into cyclic and oligomeric assemblies. To increase 
the selectivity of the assembly, a rigid organic molecule 
was inserted in the middle of a DNA strand by auto-
mated synthesis. Six of these strands with complemen-
tary sequences assembled cleanly into a DNA hexagon 
(FIG. 6a), which templated the formation of a gold nano-
particle hexagon. To introduce modularity and dynamic 
character into these assemblies, DNA polygons with 
rigid organic corner units and single-stranded sides 
were used as scaffolds with different geometries92. 
These polygons were produced by introducing multiple 
organic vertices within a strand and then cyclizing this 
strand. They could be used as reconfigurable templates 
to organize gold nanoparticles, as well as to create DNA 
prismatic cages and DNA nanotubes. Interestingly, these 
small organic corner units were found to profoundly 
influence the assembly outcome, to stabilize DNA 
hybridization and to increase its cooperativity93,94. They 
can be efficiently synthesized95 and will undoubtedly be 
increasingly used in DNA nanotechnology.

New DNA motifs. Synthetic chemistry enables the mod-
ification of the nucleobases in the interior of the DNA 
double helix. Self-complementary isoguanines have two 
hydrogen-bonding faces that are oriented at an angle 
that forms a pentameric assembly. In the presence of 
caesium ions, poly(isoguanine) results in a higher-order 
DNA pentaplex rather than the classical duplex96 (FIG. 6b). 
More recently, a small molecule with three thymine-like 
faces (cyanuric acid) was shown to reprogramme the 
assembly of unmodified poly(adenine) into triple hel-
ices with a hexameric rosette internal structure. These 
triplexes further assemble cooperatively into long fibres 
(FIG. 6c). The use of externally added small molecules to 
alter the molecular recognition of DNA is likely to result 
in a number of new DNA motifs because of its ease and 
the availability of numerous small molecules with two or 
three hydrogen-bonding faces97.

Although the field of artificial DNA bases is too wide  
to cover, it is worth mentioning that numerous struc-
tures and interactions, such as altered hydrogen-bonding  
motifs98 or molecules that do not hydrogen-bond but 
exhibit hydrophobic and π-stacking interactions, have 
been used to replace DNA Watson–Crick base pair-
ing99,100. Several different types of base modification 
have been replicated by polymerases. In one example, 
an organism (Escherichia coli) was shown to replicate 
and propagate this expanded genetic alphabet101,102. 
There has also been tremendous progress in creating 
synthetic oligo nucleotide analogues that show greater 
serum stability and lower immunogenicity than DNA 

◀ Figure 5 | Dynamic DNA nanostructures. a | A DNA tweezer. In the open form (top),  
the two fluorophores are separated. Strand F brings the blue and green strands together 
and closes the tweezer, increasing fluorescence resonance energy transfer (FRET). Strand 
F* removes F by strand displacement, restoring the open form of the tweezer69. Asterisks 
denote complementary DNA sequences. b | Strand displacement reversibly converts a 
DNA nanostructure from a line of parallel trapezoids to an alternating arrangement70.  
PX is a structure that can provide a planar conformation analogous to trans,and JX2 
provides a planar conformation analogous to cis. c | Hybridization chain reaction. Hairpin 
DNA monomers H1 and H2 stay closed until input strand A is introduced. This strand 
opens H1, revealing a region that opens H2, which in turns opens H1, and so on, until a 
polymer is formed72,220. d | A DNA walker with two legs walks autonomously along a 
double-crossover track75. The walker is on loops T1 and T2, and the two black dots denote 
the walker’s 5ʹ,5ʹ linkage. T16 represents flexible polythymidine linkers on the walker and 
fuel hairpins, F1 and F2. Two T5 regions provide flexibility at the base of the track stem 
loops. All the binding sites are labelled with lowercase letters, and complementary 
sequences are represented with an asterisk. The two fuel-grabbing sequences f and c on 
T1 and T4, respectively, (denoted with a red strikethough) do not function. nt, 
nucleotides. e | A DNA walker that performs multistep organic synthesis80. f | A DNA 
nanotube encapsulates gold nanoparticles and releases them by strand displacement221. 
g | Reconfiguring a gold nanoparticle lattice90. Panel a is adapted with permission from 
REF. 69, Macmillan Publishers Limited. Panel b is adapted with permission from REF. 70, 
Macmillan Publishers Limited. Panel c is adapted with permission from REF. 220, 
Macmillan Publishers Limited. Panel d is adapted with permission from REF. 75, AAAS. 
Panel e is adapted with permission from REF. 80, Macmillan Publishers Limited. Panel f is 
adapted with permission from REF. 221, Macmillan Publishers Limited. Panel g is adapted 
with permission from REF. 90, Macmillan Publishers Limited.
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c   Small-molecule-templated DNA assemblya   DNA hexagon with organic corner units

f   Metallobase pairs

d   Metal–DNA nanostructure assembly
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or RNA. These include peptide nucleic acids103, locked 
nucleic acids104, mirror-image DNA105, 2′-fluoro106 and 
2′-methoxy derivatives107. These will be increasingly 
used in DNA nanotechnology, particularly for biologi-
cal applications, but they are currently too expensive to 
adopt as standard oligonucleotides.

Organizing transition metals with DNA. The introduc-
tion of metals into DNA can impart this molecule with 
important properties, such as increased stability, redox 
activity and photochemical, catalytic and magnetic prop-
erties. In turn, the use of DNA can result in the organiza-
tion of transition metal complexes into any deliberately 
designed structure, either periodic or aperiodic. This is 
currently difficult to achieve using conventional supra-
molecular chemistry. This programmed organization of 
transition metals will lead to the application of these mol-
ecules as sequence-defined metal–organic frameworks 
in nanoelectronics, nano-optics, data storage, molecular 
magnetic behaviour, light harvesting and catalysis.

In 2001, the first metal–DNA branched structure 
was reported108. This structure comprises a luminescent 
ruthenium bipyridine centre with two DNA strands 
as appendages. If two complementary complexes are 
brought together, they assemble into a cyclic metal–
DNA nanostructure108–110 (FIG. 6d). Transition metal cor-
ner units resulted in remarkable stabilization of DNA 
hybridization (for example, the melting temperature 
jumps from 40 to 80 °C upon introduction of a single 
metal complex into the DNA duplex), as well as chiral-
ity transfer from DNA to the metal and improved DNA 
charge transport111,112 (FIG. 6e). These strategies were used 
to build a metal–nucleic acid 3D cage42 with site-specific 
incorporation of transition metals in the vertices of the 
structure. Chiral metal–DNA four-way junctions113 were 
constructed and used to make metal–DNA nanotubes.

The real power of DNA is the ability to organize differ-
ent transition metals within a nanostructure. For example, 
the DNA-templated creation of three different ligand envi-
ronments was demonstrated, whereby each environment 
was selective for a specific transition metal ion (FIG. 6e). 
When the ‘incorrect’ metal ion is added, ‘error correction’ 
occurs111. DNA hybridization has been used to template 
the construction of metal–salen complexes and nano-
structures114,115, and these were enzymatically replicated114. 

In an important approach, the DNA bases were replaced 
with metal-binding ligands, and metal-mediated base 
pairs were created by DNA hybridization116–118 (FIG. 6f). Up 
to five copper-mediated base pairs could be arranged into 
a short oligonucleotide with the metals coupled ferromag-
netically116. In this system, the metal centre was found to 
mediate charge transport within DNA119. Subsequently, 
different metals were incorporated into these artificial 
base pairs120. Finally, metal–DNA structures were used 
to change the curvature of a DNA nanostructure. In this 
example, a porphyrin molecule was linked to four DNA 
strands, and it induced the rolling of DNA tiles into  
tubular structures121,122 (FIG. 6g).

Organizing polymers and lipids with DNA. Block co -
polymer self-assembly is an important area of research 
that has resulted in predictable morphologies with long-
range order, such as spherical micelles, rods, vesicles and 
bilayers, and with numerous applications in materials 
science and biomedicine123. Object-oriented DNA nano-
technology, however, offers unique programmability and 
gives rise to assemblies with relatively short-range order. 
Polymers assemble using a large number of interactions, 
including but not limited to hydrophobic, electrostatic, 
π–π stacking and fluorophilic interactions, as opposed 
to the simple A–T, G–C assembly ‘language’ of DNA. 
Combining the two materials can result in long-range 
organization of DNA into new structures through a 
number of orthogonal interactions and is an area of great 
promise.

DNA block copolymers were induced to switch 
between different long-range morphologies with exter-
nally added DNA strands or enzymes124,125 (FIG. 7a). In 
addition, a simple and high-yielding synthesis of DNA–
polymer conjugates has been reported in which the 
polymeric block is monodisperse and fully sequence-con-
trolled126. By attaching these polymers to 3D DNA 
prisms, self-assembly via hydrophobic interactions was 
shown127,128 (FIG. 7b). When the polymers are on a single 
prism face, the DNA cages assemble via hydrophobic 
interactions. Interestingly, the hydrophobic polymer 
length dictates the aggregation number of these quan-
tized assemblies (FIG. 7b, top left). With a relatively long 
polymer, monodisperse spherical micelles with a hydro-
phobic core and DNA prisms on their exterior are seen. 
The prisms can be ‘peeled off ’ from the micelle by strand 
displacement, and the cage micelles can also be used as 
light-harvesting antennas (FIG. 7b, right). By contrast, 
when polymers are arranged on both sides of the DNA 
cages, they can undergo an intramolecular ‘handshake’ 
to give a micelle structure inside a DNA cage129 (FIG. 7b, 
bottom left). In this case, the internal hydrophobic 
association can encapsulate small molecules and works 
synergistically with DNA base pairing to increase DNA 
assembly cooperativity.

Lipid chains and cholesterol units have also been 
attached to DNA scaffolds to modulate their assembly 
behaviour. DNA origami sheets could be hydro phobically 
induced to fold on themselves if their surfaces were 
modified with cholesterol units130 (FIG. 7c). Cholesterol-
substituted DNA cages can associate, show dynamic 

Figure 6 | Supramolecular DNA assembly. a | Directed assembly of a DNA hexagon with 
rigid organic corner units92. b | Isoguanine nucleobases form a pentameric assembly96. 
c | Cyanuric acid chaperones the formation of hexameric rosettes from poly(adenine) 
strands, which assemble into extended, triple-helical fibres97. d | Branched DNA strands 
with transition metal corner units assemble into metal–DNA nanostructures109. e | DNA 
double helices template the formation of metal-coordinating environments that are 
selective for their complementary transition metals111. f | DNA bases are replaced with 
ligands and bring together five copper-mediated base pairs116. g | Porphyrin units join 
four vertical DNA strands together and introduce curvature into DNA tiles, causing them 
to form nanotubes121. Panel a is adapted with permission from REF. 92, Wiley-VCH. Panel 
b is adapted with permission from REF. 96, National Academy of Sciences. Panel c is 
adapted with permission from REF. 97, Macmillan Publishers Limited. Panel d is adapted 
with permission from REF. 222, Elsevier. Panel e is adapted with permission from REF. 111, 
Wiley-VCH. Panel f is adapted with permission from REF. 116, AAAS. Panel g (top) is 
adapted with permission from REF. 122, American Chemical Society. Panel g (bottom) is 
adapted with permission from REF. 121, Wiley-VCH.

◀

R E V I E W S

NATURE REVIEWS | MATERIALS  VOLUME 3 | ARTICLE NUMBER 17068 | 11

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.



Nature Reviews | Materials

b   Hydrophobically induced assembly of DNA cages

c   Hydrophobically induced folding of 
 DNA origami

d   Assembly of DNA origami cross motifs anchored on lipid bilayers 
 via π-stacking 

a   Stimuli-responsive polymer–DNA assemblies
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Figure 7 | Interaction of DNA structures with polymers and lipids. a | The assembly of DNA–polymer conjugates into 
spherical micelles. Upon DNA degradation with a DNA enzyme, the morphology becomes rod-like because of the size 
match between the core and exterior. Upon re-hybridization with DNA strands, the spherical morphology is recovered124.  
b | DNA cages are combined with sequence-controlled hydrophobic polymers. When four polymers are on a single face 
of the cage, hydrophobic interactions bring the DNA cages together into quantized assemblies (cage dimer, trimer, and 
so on) defined by the length of the hydrophobic polymers (n is the number of C12 chains in the polymer). When eight 
polymers are on the cage, they undergo an intramolecular ‘handshake’ to form a hydrophobic core within the cage127,128. 
c | Decorating a DNA origami rectangle with cholesterol units causes it to fold on itself via hydrophobic contact of these 
units130. d | DNA origami cross-shaped motifs with blunt ends on each edge self-assemble owing to π‑stacking 
interactions between the blunt ends to form a lattice (left). Atomic force microscopy images of a DNA lattice made from 
cross-shaped DNA origami (right, top). The profile of the lattice along the A-B line in the AFM image above (right, 
bottom)132. Panel a is adapted with permission from REF. 124, Wiley-VCH. Panel b is adapted with permission from 
REF. 127, American Chemical Society. Panel c is adapted with permission from REF. 130, Wiley-VCH. Panel d is adapted 
with permission from REF. 132, Macmillan Publishers Limited.
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behaviour and then be lifted-off from spherically sup-
ported lipid bilayers on silica beads131. Origami structures 
electrostatically anchored on supported lipid bilayers 
were reported to assemble into highly ordered 2D lattices 
through blunt-end interactions132 (FIG. 7d). Additionally, 
2D origami structures were photo chemically switched 
from bound to unbound; interestingly, these processes 
were monitored in real time by high-speed AFM133. DNA 
barrel-shaped nanostructures with hydrophobic anchors 
have been used as membrane nano pores, with evidence 
of molecule translocation across the pore134,135 and of cell 
toxicity136.

In addition to the use of lipids to modulate DNA 
assembly, DNA nanostructures have been used as tem-
plates to form size-defined liposomes137 and to orient 
conjugated polymer chains138. DNA origami rings and 
cages were decorated with lipids on their interior and 
were used to encapsulate and ‘sculpt’ liposome formation, 
providing a fundamental understanding of how lipid 
environments grow137. In another unique application, 
DNA nanostructures aligned a conjugated polymer chain 
along a well-defined path. A polyphenylene vinylene 
substituted with short DNA strands was hybridized to 
complementary positions on an origami structure, which 
oriented this structure into prescribed ‘routes’ with the 
potential to organize optical or electronic molecular wires 
into arbitrary geometries138. Thus, lipids and polymers 
can introduce new assembly motifs into DNA nanotech-
nology, with protein-like folding as an emergent property. 
In turn, DNA nanotechnology provides a unique oppor-
tunity to arrange polymers or lipids into anisotropic and 
size-controlled structures.

Applications of DNA nanotechnology
Assembling inorganic nanostructures with DNA. 
Inorganic nanostructures, such as metals and semi-
conductor nanoparticles, nanowires and nanorods, have 
emerged as a promising class of materials for optical, 
electronic, catalytic and sensing applications. They will 
undoubtedly have an essential role in future devices, 
such as solar cells, light-emitting diodes, electronic and 
photonic circuits and tools for medical diagnostics and 
therapeutics139. Notably, plasmonic materials, such as gold 
and silver particles, can be used to manipulate the interac-
tion of light with matter precisely140. Many of the optical 
and electronic properties of inorganic nano materials arise 
directly from the geometric arrangement of the particles 
within an assembly. In addition, applications in optical 
routing and switching at subwavelength scales will depend 
on our ability to organize nanoparticle circuits140. DNA 
nanotechnology has played an important part in guiding 
this geometric arrangement.

In 1996, the first DNA-mediated assembly of gold  
nano particles to give 1D discrete structures was 
reported141. This was achieved by monofunctionalizing a 
gold nanoparticle with a single DNA strand. At the same 
time, gold nanoparticles that were polyfunctionalized 
with DNA were assembled into aggregates with distinct 
spectral changes142. These changes in optical properties 
upon DNA recognition are the basis for some of the 
more sensitive detection techniques for DNA (in some 

cases rivalling amplification techniques by the poly merase 
chain reaction). After these two seminal contributions, 
DNA nanotechnology was used to create more complex 
nanoparticle patterns. Gold nanoparticles of different 
sizes (5 and 10 nm) were organized using DNA tile assem-
bly into an extended checkerboard pattern143. To create 
discrete 2D patterns, gold nanoparticles were labelled with 
a single DNA strand, and they were hybridized to their 
complementary positions on DNA polygon templates (for 
example, triangles, squares and pentagons). Using strand 
displacement, these gold nanoparticle assemblies were 
switched between different geometries, and writing and 
erasing of different particles was demonstrated144 (FIG. 8a). 
In a subsequent study, a 3D gold nanoparticle tetrahedral 
assembly was created145, and nanoparticles were regu-
larly organized around a DNA nanotube146. Gold nano-
particles were also organized into size-defined linear ‘wire’  
structures by encapsulating them inside DNA nanotubes85.

DNA origami has been successfully used to precisely 
pattern gold nanoparticles and nanorods into arbitrary 
designs. For example, a helical and chiral arrange-
ment of gold nanoparticles was created (FIG. 8b). It was 
demonstrated that one can predesign a particular cir-
cular dichroism spectrum and obtain it experimentally 
from the nanoparticle plasmon excitation with visible 
light147,148. In another example, two particles were placed 
on a DNA origami nanotube, which was precisely ori-
ented with respect to incident light. Finely controlled 
plasmonic coupling between the particles significantly 
enhanced and focused light into a zeptolitre volume 
between the two particles, which was able to increase the 
fluorescence of a dye molecule 117-fold149 (FIG. 8c). DNA 
origami was also used to hierarchically assemble a hybrid 
structure composed of a multichromophoric virus capsid 
and a gold nanoparticle with controlled spacing between 
the two functional units150.

Current methods of nanoparticle assembly rely on 
generating a complex DNA scaffold and using it to posi-
tion the particles into the desired functional structure. 
Recently, DNA nanostructures were used not as perma-
nent scaffolds but as transient, re-usable templates: a pro-
grammed pattern of DNA strands contained in the parent 
template is molecularly ‘printed’ onto the inorganic mat-
erial itself 151. The method produces highly stable par-
ticles that are anisotropically labelled with a controlled 
number, geometry and anisotropic placement of different 
DNA sequences (FIG. 8d). These nanoparticles can auton-
omously assemble without the use of DNA scaffolds, 
and the DNA template nanostructure can be re-used151.  
In two separate studies, DNA origami 3D objects have 
been used as ‘nanocontainers’ (REFS 152,153), which tem-
plate the growth of gold nanoparticles within their inte-
rior (FIG. 8e). Using these strategies, particles with arbitrary 
shapes and monodisperse sizes were obtained, which is 
an important advance in nanomaterials synthesis.

Ordered 3D plasmonic crystals have been formed 
by self-assembly of multifunctional gold nanoparti-
cles154,155, whereby the geometry and flexibility of the 
spacer DNA modulate the 3D plasmonic structure. In 
one of these studies, gold nanoparticles were organized 
into a diamond lattice, which is a difficult structure to 
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obtain. This strategy relies on encapsulating a DNA nano-
particle within DNA origami tetrahedra and subsequently 
assembling these host–guest structures with isotropically 
substituted gold nanoparticles to form the crystalline  
diamond-like array156.

Assembling proteins with DNA. Another promising  
area of application for DNA nanotechnology is the 
assembly of proteins. In fact, solving protein structures 
was the original driving force for DNA nano technology, 
and it remains a sought-after goal. Protein–protein 
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d   'Printing' DNA strand patterns on a gold nanoparticle

e   DNA origami used as a mould to grow gold nanoparticles
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Figure 8 | Nanoparticle assembly with DNA. a | DNA polygons with rigid organic vertices template the assembly of gold 
nanoparticle triangles and squares, which can be reconfigured into trapezoids or rectangles. Strand displacement 
removes one particle, which can be replaced with a smaller one in the assembly144. b | A DNA origami nanotube templates 
the formation of helical gold nanoparticle arrays of opposite chiralities147. c | Two gold particles positioned on DNA 
origami can plasmonically focus light into zeptolitre volumes to increase fluorescence149. d | A DNA cube transfers a 
square pattern of different DNA strands to a gold nanoparticle. This cube ‘printing press’ can be re-used, and the particle 
displays anisotropic binding motifs151. e | A DNA origami 3D structure is used as a ‘mould’ to grow gold nanoparticles of 
precisely programmed shapes152,153. Panel a is adapted with permission from REF. 144, American Chemical Society. Panel 
b is adapted with permission from REF. 147, Macmillan Publishers Limited. Panel c is adapted with permission from 
REF. 149, AAAS. Panel d is adapted with permission from REF. 151, Macmillan Publishers Limited. Panel e is adapted with 
permission from REF. 153, AAAS.
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interactions are fundamental in many aspects of bio logy. 
Understanding and controlling these phenomena will 
be essential for moving forward in both fundamental 
biology and synthetic biology. Small molecules can be 
used to bring together proteins; however, to control the 
physical arrangement of multiple proteins and to create 
complex enzyme cascades or cell signalling events, such 
as small-molecule organic synthesis, will be prohibitively 
difficult. DNA nanotechnology is uniquely poised to 
overcome this problem because of the matched nano-
metre-scale size of proteins and DNA, the unique pro-
grammability of DNA and the compatibility of many 
nucleic acids with proteins. For example, DNA nano-
structures have been used as templates for protein assem-
bly. Nanotubes nucleated the growth of amyloid fibrils, 
which were then organized on a DNA origami surface157.

DNA structures have also been used to organize pro-
teins into well-defined patterns. A 2D crystalline network 
of DNA was created158, and proteins were attached at reg-
ular positions on the lattice. This produced an ordered 
protein array (FIG. 9a), the structure of which was resolved 
by cryo-electron microscopy. Moreover, the same group 
was also able to encapsulate a protein inside a DNA 
cage159 (FIG. 9b). DNA structures allowed the assembly of 
membrane protein dimers and trimers on lipid bilayer 
nanodiscs, a process that would be low yielding without 
the DNA template; this is useful to develop an under-
standing of protein–protein interactions160. In addition 
to cryo-electron microscopy, DNA structures were used 
to elucidate membrane protein structure by NMR spec-
troscopy. This was achieved by using a DNA nanotube as 
a liquid crystalline medium to weakly align them59.

DNA nanotechnology has started to be used to create 
enzyme cascades by organizing a number of metabolic 
proteins on DNA tiles or origami scaffolds. In 1994, the 
co-assembly of two proteins on a linear DNA scaffold 
was demonstrated161. Then, in a subsequent study, two 
enzymes were organized on a DNA network into a ‘cas-
cade’, in which the first enzyme product was the substrate 
for the second enzyme; enzymatic activity is more effi-
cient the closer together the two enzymes are162. Enzyme 
structures were attached within the internal space of 
DNA origami structures163. In addition, instead of rely-
ing on passive diffusion to transport the molecule from 
one enzyme to the next, a two-enzyme reaction cascade 
that is mediated by a DNA ‘swinging arm’ was intro-
duced. A single-stranded DNA carries the substrate and 
transfers it from one enzyme to the next, thus increas-
ing the enzymatic activity164. Importantly, an enzyme 
cascade was demonstrated in  vivo. RNA modules 
were designed to carry binding units for the enzymes  
(Fe–Fe) hydrogenase and ferredoxin and to spontane-
ously polymerize into a nanotube upon its formation 
transcriptionally. The hydrogen output in vivo was 
found to increase when the structures were self-assem-
bled36 (FIG. 9c). Researchers have also studied the behav-
iour of motor proteins using DNA nanotechnology. For 
example, the proteins dynein and kinesin have been 
organized on a DNA origami structure, and their num-
bers, distances and locations have been systematically 
changed. This created a ‘molecular tug of war’, providing 

a better understanding of motor proteins and biological 
motion165 (FIG. 9d). A photosynthetic mimic was also cre-
ated by attaching a DNA three-way junction that carries 
light-harvesting dyes to a photosynthetic reaction centre 
protein; this extended the absorbance cross section of 
the reaction centre into a new spectral range166.

DNA nanotechnology also presents the opportu-
nity to control the spatial organization of ligands that 
co  operatively bind to proteins. For example, a DNA 
pentaplex structure was used to spatially organize 
phospho choline molecules into a pentavalent array, 
thus enabling them to cooperatively bind to human 
C-reactive protein167 (FIG. 9e). In another example, rigid 
DNA tiles were able to control the presentation of 
aptamers for the protein thrombin. It was shown that 
thrombin prefers to bind two aptamers simultaneously, 
and the optimal distance between the aptamers was 
determined168. Recently, a novel method for creating 
protein–DNA hybrid nanostructures was reported169. 
The principle involves folding long double-stranded 
DNA into desired structures by selectively bringing 
together DNA double-helix portions using transcrip-
tion activator-like (TAL) effector protein dimers. Thus, 
it is protein–DNA interactions that form DNA into the 
desired structure. This contribution is a departure from 
traditional Watson–Crick mediated DNA assembly, as 
well as a potential method for protein organization by 
fusing the proteins to the TAL effector units.

Biophysical and biomedical applications. DNA nano-
technology has already contributed important bio-
physical techniques that facilitate single-molecule 
observations in biology. Here, we discuss these tech-
niques as well as two promising biomedical applications: 
drug delivery and tissue engineering.

DNA nanotechnology is starting to yield powerful 
biophysical techniques, such as DNA points accumu-
lation for imaging in nanoscale topography (PAINT), 
which is a super-resolution fluorescence technique. This 
method relies on the transient binding and unbinding 
of oligonucleotide strands to specific positions of an 
origami scaffold. These strands are labelled with fluoro-
phores, thus resulting in ‘blinking’ events on the ori-
gami scaffold, which is the basis for super-resolution 
fluorescence imaging. This has led to the simultaneous 
imaging of microtubules, mitochondria, the Golgi appa-
ratus and peroxisomes inside fixed cells170. Fluorophores 
can be placed on DNA origami nanotubes in different 
geometric patterns and, combined with DNA-PAINT, 
can be used as efficient tools for multiplexed detection171 
(FIG. 10a). A more recent development is qPAINT — a 
procedure for quantifying the number of fluorophores 
(and thus the biological components linked to them). 
In a separate approach, a DNA origami structure with a 
small rectangular inner space has been created to serve 
as a nanoreactor. This nanoreactor enables the direct 
observation of single-molecule DNA and DNA–protein 
dynamic events using high-speed AFM172,173 (FIG. 10b). 
Importantly, DNA switches based on the i-motif struc-
ture have been used to measure intracellular pH within 
the endosomal pathway174.
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An ideal drug delivery vehicle would be biocompat-
ible, safe, stable in vivo and capable of targeting a dis-
eased environment and delivering a high level of drug 
cargo to this environment175. In addition, recent studies 
have shown that the size and shape of the drug carrier 
and the placement of ligands on the carrier are strong 
determinants of its biological fate in organisms176. DNA 
nanostructures are unprecedented in their ability to be 
programmed to any size, shape and ligand patterning, 
and are compatible with numerous chemistries for sta-
bilization and biological compatibility. They are also 
dynamic, enabling us to programme their drug release 
to respond to specific biological cues. Thus, DNA nano-
structures are uniquely positioned to advance the area 
of drug delivery.

Cellular uptake and gene silencing with DNA nano-
structures have been examined. DNA wireframe cages 
are able to penetrate cells without the aid of transfec-
tion agents, at greater efficiency than single-stranded 
or double-stranded DNA177,178. This intriguing finding 
parallels recent work, in which spherical nucleic acids  
(gold nano particles with a dense shell of thiolated DNA 
strands) were shown to enter unaided into cells179. It 
raises interesting questions about the mechanisms of 
cellular entry of DNA nanostructures; answers to these 
questions will provide us with new methods of deliv-
ering oligonucleotide therapeutics. Live-cell imaging 
techniques were used to show that DNA tetrahedra 
in which a component strand was end-modified with 
a cyanine chromophore (Cy3) enter HeLa cells by a 
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Figure 9 | Protein assembly with DNA. a | A DNA lattice with a periodic arrangement of binding sites is used to organize a 
neuropeptide-binding G protein-coupled membrane receptor into a 2D crystalline array158. b | A DNA tetrahedron 
encapsulates the protein cytochrome C159. c | RNA modules with protein binding sites can autonomously assemble into 1D 
and 2D assemblies on which proteins A (ferredoxin) and B (hydrogenase) are scaffolded. These structures are generated 
in vivo and are used to control the spatial organization of a hydrogen-producing pathway36. d | DNA origami is used to attach 
two motors of opposite polarity, dynein (green) and kinesin (orange), and its motion is slowed or stalled as a result of this ‘tug 
of war’. When dynein is photochemically cleaved (inset), motility is restored165. e | A self-assembled pentameric DNA structure 
organizes five protein substrates (phosphocholine, PC) to bind cooperatively with a pentavalent protein (human C-reactive 
protein, CRP)167. Panel a is adapted with permission from REF. 158, American Chemical Society. Panel b is adapted with 
permission from REF. 159, Wiley-VCH. Panel c is adapted with permission from REF. 36, AAAS. Panel d is adapted with 
permission from REF. 165, AAAS. Panel e is adapted with permission from REF. 167, American Chemical Society.

R E V I E W S

16 | ARTICLE NUMBER 17068 | VOLUME 3 www.nature.com/natrevmats

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.



e   Aptamer-gated molecular 'nanorobot' for targeted 
 cellular delivery 
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a   'Barcode' fluorophores on 
 DNA origami

c   Intramolecular 'handshake' of hydrophobic chains in DNA cage for small-molecule encapsulation and release

f   A DNA 'nanosuitcase' for conditional delivery of siRNA
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by siRNA release
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d   In vivo delivery of siRNA with a   
 folate-labelled DNA tetrahedron

b   High-speed AFM observation of DNA recombination with DNA origami
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Figure 10 | Biological applications of DNA nanotechnology. a | Fluorophores are placed on DNA origami nanotubes in 
different patterns; combined with super-resolution microscopy, they can be used for the simultaneous detection of multiple 
analytes171. b | A DNA origami structure with a small rectangular inner space enables the direct observation of DNA 
recombination events using high-speed atomic force microscopy (AFM)172. c | When eight dendritic lipid chains are 
organized on a DNA cube, they undergo an intramolecular ‘handshake’ to form scaffolded micelles within the DNA cage; 
these are capable of encapsulating small molecules and releasing them in the presence of a specific DNA sequence129.  
d | A DNA tetrahedron with four small interfering RNA (siRNA) strands terminated with folate groups shows in vivo targeting 
of cancer cells and gene silencing192. e | A DNA origami cage structure encapsulates antibodies and is closed by two 
aptamer switches; it opens upon recognition of a protein on leukaemia cells, revealing encapsulated cargo that 
manipulates cell signalling193. f | A DNA ‘nanosuitcase’ selectively delivers its siRNA cargo upon recognition of a specific 
microRNA (miRNA) sequence195. Panel a is adapted with permission from REF. 171, Macmillan Publishers Limited. Panel b is 
adapted with permission from REF. 172, American Chemical Society. Panel c is adapted with permission from REF. 129, 
Macmillan Publishers Limited. Panel d is adapted with permission from REF. 192, Macmillan Publishers Limited. Panel e is 
adapted with permission from REF. 193, AAAS. Panel f is adapted with permission from REF. 195, American Chemical Society.
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caveolin-mediated endocytic pathway; most of these 
localize in lysozomes, pointing to the need for endosomal 
escape for these molecules180. However, the effect of dye- 
induced cellular uptake, or fluorescence changes of the 
dye in different cellular environments, will still need to 
be examined. More recently, octahedral DNA cages were 
shown to selectively enter cells via recognition by a scav-
enger receptor associated with cardiovascular disease181. 
Furthermore, DNA cages182 and micelles183 were found to 
be effective for the delivery of antisense oligonucleotides, 
with a greater ability to silence gene expression than the 
single-stranded antisense oligonucleotides.

In addition, both wireframe DNA cages184 and ori-
gami structures185 are remarkably nuclease resistant, with 
small synthetic modifications greatly increasing this sta-
bility184. However, DNA origami structures dissociate in 
low-concentration magnesium environments, and their 
stability in vivo as drug carriers may need to be opti-
mized186. Recently, a contribution showed the construc-
tion of DNA origami structures that were stable to low 
salt conditions by increasing the thermal denaturation 
temperature of their component parts187, and DNA ori-
gami structures were coated with oligolysine polymers to 
increase their stability and cellular uptake188.

DNA nanostructures have been used as carriers for 
intercalating antitumour drugs, such as doxorubicin, 
and were cytotoxic to doxorubicin-resistant cancer 
cells189. Moreover, the encapsulation capacity and release 
profiles could be controlled using DNA nanotubes with 
programmed helical twists190. Doxorubicin-loaded DNA 
cages can also be used for targeted therapy. Labelling 
these cages with MUC-1 aptamers allowed selective 
targeting to MUC-1 positive cancer cells191. Finally, 
DNA nano structure delivery has been demonstrated 
in vivo (FIG. 10c). A DNA tetrahedron with four small 
interfering RNA (siRNA) strands terminated with 
folate groups was constructed and showed in vivo tar-
geting of cancer cells and gene silencing; this behaviour 
was dependent on the spatial organization of the RNA 
strands and was optimal with a minimum of three folate 
ligands per tetrahedron192 (FIG. 10d).

Owing to their large pore sizes, DNA cage structures 
are not normally able to capture small-molecule drugs 
non-covalently, unless these are direct DNA binders 
(this class of drugs is normally cytotoxic)190. A DNA cage 
structure has been designed that circumvents this prob-
lem129. The cage is formed by attaching eight hydropho-
bic dendritic units on a DNA cube, and because these 
units prefer to point inside the cube, a cohesive encapsu-
lated hydrophobic environment is created. This structure 
is capable of carrying many classes of small-molecule 
drugs, and when specific DNA strands are added, the 
drugs are selectively released. The hydrophobic environ-
ment can be increased in size by changing the geometry 
of the 3D structure128.

An exciting promise of DNA nanostructures is their 
ability to release their therapeutic cargo selectively in 
response to a specific molecule overexpressed in the dis-
ease environment. A DNA origami cage structure that 
encapsulates antibodies and that is closed by two aptamer 
switches was reported193 (FIG. 10e). Upon recognition of 

an antigen protein expressed on the surface of leukaemia 
cells, the origami structure opened, revealing its encapsu-
lated structures. These were then able to manipulate the 
signalling of the cancer cell. A DNA cube was designed 
such that it opens and unfolds in response to an RNA 
sequence that is expressed specifically in prostate cancer 
cells194, and a DNA ‘nanosuitcase’ was shown to selec-
tively deliver its siRNA cargo upon recognition of a spe-
cific microRNA sequence195 (FIG. 10f). Recently, a DNA 
cage was designed so that it binds with low nanomolar 
affinity to human serum albumin, which is the most 
abundant protein in the blood196. Albumin has been 
used in the clinic to improve the in vivo biodistribution 
of drugs and localize them to tumours197. It was shown 
to increase the nuclease resistance of the cage while still 
allowing for gene silencing, and it is expected to improve 
the biological distribution of DNA nanostructures 
(although this awaits experimental verification)196.

In tissue engineering and regenerative medicine, 
DNA materials offer the possibility of finely positioning 
growth and differentiation factors into a well-defined 
structure, thus being able to programme the cellular 
environment for a predesigned tissue growth outcome. 
Because tissue growth and regeneration is a highly 
dynamic and responsive phenomenon, it is an ongoing 
challenge to find adaptive materials that will reconfigure 
in a time-dependent manner198. Thus, DNA materials 
are ideally suited for such cue-responsive behaviour.

DNA self-assembled structures can be used as struc-
turally tunable extracellular matrix scaffolds. For exam-
ple, human cervical cancer cell growth was found to be 
robust on these scaffolds, and fine-tuning of the rigidity 
of the DNA scaffold resulted in measurable changes in 
cell behaviour199. More recently, DNA nanotubes func-
tionalized with RGD peptides were shown to enhance 
the differentiation of neural stem cells into neurons, and 
this phenomenon is geometry dependent200. The use of 
DNA nanostructures as cellular scaffolds is a nascent 
field with great promise; however, we will have to wait 
for future experiments to better judge its applicability.

Conclusions and outlook
Before the inception of DNA nanotechnology, one could 
never have imagined being able to build such complex 
structures through bottom-up self-assembly. Although 
top-down approaches, exemplified by the semiconductor 
industry, continue to give us more complex and smaller 
nanopatterns, these are difficult and costly to generate, 
and importantly, they are limited to specific materials and 
specialized applications. We have always known that natu-
ral systems exceed any top-down method in their assem-
bly complexity, hierarchical features and function. DNA 
nanotechnology has allowed us to start approaching the 
complexity of natural structures, machines and devices. It 
is in this sense that this area has transformed what we can 
create in the laboratory.

DNA nanotechnology is starting to deliver on its 
promise for biophysics and plasmonics. Proof-of-concept 
studies have shown that it will be transformational 
in numerous other areas. Tools to study biology, 
protein assemblies for synthetic biology and green 
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chemistry, targeted and adaptive drug delivery and diag-
nostic systems, multivalent protein binders as therapeu-
tics, light-harvesting systems and plasmonic devices are 
all applications within reach. Progress towards most DNA 
nanotechnology applications, especially in vivo work, will 
require more DNA-minimal fabrication methods (using 
the fewest number of DNA strands to build a structure).  
The challenge here is to balance design simplicity with 
complex function. Chemists will need to be more involved 
to address issues of stability, scalability, functionalization 
and drug delivery. Interestingly, this aspect of the field 
has suffered from the fact that chemists are often intimi-
dated by the learning curve involved with DNA research, 
whereas biologists, physicists, computer scientists and 
engineers may be hesitant to take on chemical synthe-
sis approaches with DNA. This intersection of the fields 
will be essential for the growth of DNA nanotechnology. 
However, this is currently underpopulated, and young 
scientists are encouraged to step into this exciting area.

Assembly of inorganic materials with DNA. DNA 
nanotechnology has demonstrated the assembly of 
nano particles into predesigned arrangements. It offers 
unparalleled precision and programmability and may be 
the key to creating superior plasmonic structures, meta-
materials, nanoelectronic circuits and light-harvesting 
materials. In the short term, DNA nanotechnology is 
starting to reveal the fundamental physics underlying 
the collective properties of nanomaterials. One day, we 
expect to design and create negative refractive index 
materials, surface-enhanced Raman scattering sensors 
and other plasmonic devices by use of the informa-
tion-based architectural properties of DNA. However, 
most of these applications will likely need more robust-
ness than can be accomplished from a DNA material. 
In this respect, the use of DNA scaffolds as a ‘printing 
press’ to transfer binding patterns to inorganic materials 
is a promising strategy151. Biomineralization within or 
around DNA nanostructures will likely have an impor-
tant role in the fabrication of electronic or photonic 
devices. It should also be noted that the persistence 
length of DNA is 50 nm, but the persistence length of 
a DNA six-helix bundle is on the micrometre scale201.

More immediate future applications of DNA-mediated 
nanoparticle assemblies are biological sensing, imaging 
and cellular recognition. In these applications, the DNA 
components that link the nanomaterials can be used 
for molecular recognition. For example, the plasmonic 
enhancement in the gaps between gold or silver nano-
particles or collective chiral plasmonic properties148 can 
be used to greatly increase the sensitivity of the detection 
of analytes or allow near-infrared imaging or local heating 
of specific cellular components in a highly selective man-
ner202–204. Much of the foundational work for these appli-
cations has already taken place, and the next few years will 
see research evolving towards these ‘smart’ nanomaterials 
and their potential use in the field or the clinic.

Protein assemblies with DNA. The organization of pro-
teins with DNA has already started to contribute to fun-
damental biological understanding, but this area is less 

well developed than others. Thus far, the difficult aspect 
of this research is how to conjugate proteins to DNA in a 
robust and site-specific manner. Biological conjugation, 
including in vivo conjugation, is an important research 
area in its own right, and the hope is for DNA nano-
technologists to provide tools towards this goal205–207. 
One solution to this problem is to use aptamers to bind 
proteins on DNA or RNA nanostructures. An impor-
tant proof-of-concept contribution here is the in vivo 
transcription of RNA as a self-assembling platform to 
create enzyme cascades36. Now that RNA nanotechnol-
ogy has taken off on its own, we will likely see important 
contributions in this direction, such as in vivo self- 
assembling nucleic acid platforms to mediate protein–
protein interactions and protein ‘green chemistry’. 
Synthetic biology stands to gain a great deal from self- 
assembling RNA strategies. Very interesting oppor-
tunities exist in the use of DNA–protein assemblies to 
mediate cellular signalling and cell–cell interactions for 
biomedical applications. Creating protein-mimicking 
DNA structures will not only provide a better under-
standing of protein function but will enable designs that 
expand the diverse functions exhibited by proteins.

Biophysical and biomedical applications. DNA nano-
structures offer unique opportunities for biophysics, 
drug delivery and regenerative medicine, in particu-
lar because of their programmability and their ability 
to dynamically respond to a complex set of cues. One 
can imagine that in the future, small DNA and/or RNA 
devices may be able to function in vivo, sense a set of 
signals and operate selectively on a biochemical path-
way. Given the incredible advances in gene sequenc-
ing and the promise of precision medicine, these DNA 
devices may have an important role in patient-specific 
next-generation nanomedicines. The ability to conjugate 
numerous photonic and electronic materials on DNA 
will allow these devices to interact with devices external 
to the organism (such as a smartphone).

Right now, these applications are just a promise. They 
face some important hurdles, such as the susceptibility 
of DNA to nuclease degradation in biological media, 
its potential immunogenicity, the need for endosomal 
escape, and the in vivo instability of DNA origami. 
Wireframe structures, by contrast, do not disassemble 
in biologically relevant media but will also need to be 
optimized for nuclease resistance and cellular deliv-
ery51,178,182. DNA origami or single-stranded tiles require 
the use of a large number of different DNA strands 
(often >200, in addition to a scaffold strand). Each of 
these component strands would have to be examined in 
terms of toxicity and immunogenicity profiles, and the 
technology is now prohibitively expensive. However, as 
noted above208, there is a Moore’s Law of DNA synthesis, 
with a cost-halving time of around 30 months.

Introduction of orthogonal interactions. Proteins fold 
into diverse 3D structures by using multiple orthogonal 
interactions, such as hydrogen bonding, hydrophobic 
interactions, van der Waals interactions, metal coordi-
nation and disulfide linkages. For example, a coiled-coil 
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motif assembles first by hydrogen-bond association 
into α-helices and then by ‘zipping up’ hydrophobic 
side chains at the interface of these helices. DNA nano-
technology has reduced the assembly code to only four 
letters: A, T, G and C. By adding organic, inorganic and 
polymeric molecules to DNA nanostructures, we are now 
able to access increased complexity through interactions 
that are orthogonal to simple Watson–Crick base pair-
ing. Hopefully, we will be able to understand the inter-
play between these different interactions, which will 
allow the generation of self-assembly modules that can 
be plugged into DNA nanostructures to augment their 
structural range. In addition, we can take advantage of 
the diverse functionalities introduced by synthetic mole-
cules and use DNA to organize these functionalities into 

1. Seeman, N. C. & Belcher, A. M. Emulating biology: 
building nanostructures from the bottom up. Proc. 
Natl Acad. Sci. USA 99, 6451–6455 (2002).

2. Seeman, N. C. Nucleic-acid junctions and lattices. 
J. Theor. Biol. 99, 237–247 (1982).

3. Kallenbach, N. R., Ma, R. I. & Seeman, N. C. An 
immobile nucleic-acid junction constructed from 
oligonucleotides. Nature 305, 829–831 (1983).

4. Chen, J. H. & Seeman, N. C. Synthesis from DNA of a 
molecule with the connectivity of a cube. Nature 350, 
631–633 (1991).

5. Fu, T. J. & Seeman, N. C. DNA double-crossover 
molecules. Biochemistry 32, 3211–3220 (1993).

6. Li, X., Yang, X., Qi, J. & Seeman, N. C. Antiparallel 
DNA double crossover molecules as components for 
nanoconstruction. J. Am. Chem. Soc. 118,  
6131–6140 (1996).

7. Winfree, E., Liu, F. R., Wenzler, L. A. & Seeman, N. C. 
Design and self-assembly of two-dimensional DNA 
crystals. Nature 394, 539–544 (1998).

8. Mao, C. D., Sun, W. Q., Shen, Z. Y. & Seeman, N. C. A 
nanomechanical device based on the B–Z transition of 
DNA. Nature 397, 144–146 (1999).

9. Lin, C., Liu, Y., Rinker, S. & Yan, H. DNA tile based self-
assembly: building complex nanoarchitectures. 
ChemPhysChem 7, 1641–1647 (2006).

10. McBride, L. J. & Caruthers, M. H. An investigation of 
several deoxynucleoside phosphoramidites useful for 
synthesizing deoxyoligonucleotides. Tetrahedron Lett. 
24, 245–248 (1983).

11. Kosuri, S. & Church, G. M. Large-scale de novo DNA 
synthesis: technologies and applications. Nat. 
Methods 11, 499–507 (2014).

12. Hughes, R. A. & Ellington, A. D. DNA synthesis and 
assembly: putting the synthetic in synthetic biology. 
Cold Spring Harb. Perspect. Biol. 9, a023812 (2017).

13. Aldaye, F. A., Palmer, A. L. & Sleiman, H. F. 
Assembling materials with DNA as the guide. Science 
321,1795–1799 (2008).

14. He, Y., Chen, Y., Liu, H., Ribbe, A. E. & Mao, C. Self-
assembly of hexagonal DNA two-dimensional (2D) 
arrays J. Am. Chem. Soc. 127, 12202–12203 
(2005).

15. He, Y. Tian, Y., Ribbe, A. E. & Mao, C. Highly 
connected two-dimensional crystals of DNA six-point-
stars. J. Am. Chem. Soc. 128, 15978–15979 (2006).

16. Wang, X. An organic semiconductor organized into 3D 
DNA arrays via ‘bottom-up’ rational design Angew. 
Chem. Int. Ed. 56, 6445–6448 (2017).

17. Liu, D. Wang, M., Deng, Z., Walulu, R. & Mao, C. 
Tensegrity: construction of rigid DNA triangles from 
flexible four-arm DNA junctions. J. Am. Chem. Soc. 
126, 2324–2325 (2004).

18. Hamada, S. & Murata, S. Substrate-assisted assembly 
of interconnected single-duplex DNA nanostructures. 
Angew. Chem. Int. Ed. 48, 6820–6823 (2009).

19. Yan, H., LaBean, T. H., Feng, L. & Reif, J. H. Directed 
nucleation assembly of DNA tile complexes for 
barcode-patterned lattices. Proc. Natl Acad. Sci. USA 
100, 8103–8108 (2003).

20. Hamblin, G. D., Rahbani, J. F. & Sleiman, H. F. 
Sequential growth of long DNA strands with user-
defined patterns for nanostructures and scaffolds. 
Nat. Commun. 6, 7065 (2015).

21. Lau, K. L. & Sleiman, H. F. Minimalist approach to 
complexity: templating the assembly of DNA tile 
structures with sequentially grown input strands. ACS 
Nano 10, 6542–6551 (2016).

22. He, Y. et al. Sequence symmetry as a tool for designing 
DNA nanostructures. Angew. Chem. Int. Ed. 44,  
6694–6696 (2005).

23. Rothemund, P. W., Papadakis, N. & Winfree, E. 
Algorithmic self-assembly of DNA Sierpinski triangles. 
PLoS Biol. 2, e424 (2004).

24. Evans, C. G. & Winfree, E. Physical principles for DNA 
tile self-assembly. Chem. Soc. Rev. 46, 3808–3829 
(2017).

25. Rothemund, P. W. Folding DNA to create nanoscale 
shapes and patterns. Nature 440, 297–302 (2006).

26. Shih, W. M., Quispe, J. D. & Joyce, G. F. A 1.7-kilobase 
single-stranded DNA that folds into a nanoscale 
octahedron. Nature 427, 618–621 (2004).

27. Wei, B., Dai, M. J. & Yin, P. Complex shapes self-
assembled from single-stranded DNA tiles. Nature 
485, 623–626 (2012).

28. Schmidt, T. L. et al. Scalable amplification of strand 
subsets from chip-synthesized oligonucleotide 
libraries. Nat. Commun. 6, 8634 (2015).

29. Marchi, A. N., Saaem, I., Tian, J. D. & LaBean, T. H. 
One-pot assembly of a hetero-dimeric DNA origami 
from chip-derived staples and double-stranded 
scaffold. ACS Nano 7, 903–910 (2013).

30. Li, W., Yang, Y., Jiang, S. X., Yan, H. & Liu, Y. Controlled 
nucleation and growth of DNA tile arrays within 
prescribed DNA origami frames and their dynamics. 
J. Am. Chem. Soc. 136, 3724–3727 (2014).

31. Liu, W., Zhong, H., Wang, R. & Seeman, N. C. 
Crystalline two-dimensional DNA-origami arrays. 
Angew. Chem. Int. Ed. 50, 264–267 (2011).

32. Geary, C., Rothemund, P. W. & Andersen, E. S. A 
single-stranded architecture for cotranscriptional 
folding of RNA nanostructures. Science 345,  
799–804 (2014).

33. Chworos, A. et al. Building programmable jigsaw 
puzzles with RNA. Science 306, 2068–2072 (2004).

34. Afonin, K. A. et al. In vitro assembly of cubic RNA-
based scaffolds designed in silico. Nat. Nanotechnol. 
5, 
676–682 (2010).

35. Hao, C. H. et al. Construction of RNA nanocages by 
re-engineering the packaging RNA of Phi29 
bacteriophage. Nat. Commun. 5, 3890 (2014).

36. Delebecque, C. J., Lindner, A. B., Silver, P. A. & 
Aldaye, F. A. Organization of intracellular reactions 
with rationally designed RNA assemblies. Science 
333, 470–474 (2011).

37. Zhang, Y. & Seeman, N. C. Construction of a DNA-
truncated octahedron. J. Am. Chem. Soc. 116, 
1661–1669 (1994).

38. Goodman, R. P., Berry, R. M. & Turberfield, A. J. The 
single-step synthesis of a DNA tetrahedron. Chem. 
Commun. (Camb.) 1372–1373 (2004).

39. Aldaye, F. A. & Sleiman, H. F. Modular access to 
structurally switchable 3D discrete DNA assemblies. 
J. Am. Chem. Soc. 129, 13376–13377 (2007).

40. He, Y. et al. Hierarchical self-assembly of DNA into 
symmetric supramolecular polyhedra. Nature 452, 
198–201 (2008).

41. Tian, C. et al. Directed self-assembly of DNA tiles into 
complex nanocages. Angew. Chem. Int. Ed. 53, 
8041–8044 (2014).

42. Yang, H. et al. Metal-nucleic acid cages. Nat. Chem. 1, 
390–396 (2009).

43. Shih, W. M. & Lin, C. Knitting complex weaves with 
DNA origami. Curr. Opin. Struct. Biol. 20, 276–282 
(2010).

44. Douglas, S. M. et al. Self-assembly of DNA into 
nanoscale three-dimensional shapes. Nature 459, 
414–418 (2009).

45. Ke, Y. et al. Multilayer DNA origami packed on a 
square lattice. J. Am. Chem. Soc. 131, 15903–15908 
(2009).

46. Dietz, H. et al. Folding DNA into twisted and curved 
nanoscale shapes. Science 325, 725–730  
(2009).

47. Andersen, E. S. et al. Self-assembly of a nanoscale 
DNA box with a controllable lid. Nature 459, 73–75 
(2009).

48. Ke, Y. et al. Scaffolded DNA origami of a DNA 
tetrahedron molecular container. Nano Lett. 9, 
2445–2447 (2009).

49. Han, D. R. et al. DNA origami with complex curvatures 
in three-dimensional space. Science 332, 342–346 
(2011).

50. Endo, M., Hidaka, K., Kato, T., Namba, K. & 
Sugiyama, H. DNA prism structures constructed by 
folding of multiple rectangular arms. J. Am. Chem. 
Soc. 131, 15570–15571 (2009).

51. Benson, E. et al. DNA rendering of polyhedral meshes 
at the nanoscale. Nature 523, 441–444 (2015).

52. Zhang, F. et al. Complex wireframe DNA origami 
nanostructures with multi-arm junction vertices. Nat. 
Nanotechnol. 10, 779–784 (2015).

53. Ke, Y., Ong, L. L., Shih, W. M. & Yin, P. Three-
dimensional structures self-assembled from DNA 
bricks. Science 338, 1177–1183 (2012).

54. Liu, H. P., Chen, Y., He, Y., Ribbe, A. E. & Mao, C. D. 
Approaching the limit: can one DNA oligonucleotide 
assemble into large nanostructures? Angew. Chem. 
Int. Ed. 45, 1942–1945 (2006).

55. Rothemund, P. W. et al. Design and characterization of 
programmable DNA nanotubes. J. Am. Chem. Soc. 
126, 16344–16352 (2004).

56. Mitchell, J. C., Harris, J. R., Malo, J., Bath, J. & 
Turberfield, A. J. Self-assembly of chiral DNA 
nanotubes. J. Am. Chem. Soc. 126, 16342–16343 
(2004).

57. Lin, C. et al. Functional DNA nanotube arrays: 
bottom-up meets top-down. Angew. Chem. Int. Ed. 46, 
6089–6092 (2007).

58. Mathieu, F. et al. Six-helix bundles designed from 
DNA. Nano Lett. 5, 661–665 (2005).

59. Douglas, S. M., Chou, J. J. & Shih, W. M. DNA-
nanotube-induced alignment of membrane proteins 
for NMR structure determination. Proc. Natl Acad. 
Sci. USA 104, 6644–6648 (2007).

60. Yin, P. et al. Programming DNA tube circumferences. 
Science 321, 824–826 (2008).

61. Lo, P. K., Aldaye, F. A. & Sleiman, H. F. Modular 
construction of DNA nanotubes of tunable geometry, 
alternating size, and single- or double-stranded 
character. J. Biomol. Struct. Dyn. 26, 801 (2009).

motifs that allow their use in future devices. This is an 
area of growth in DNA nanotechnology, and it has tre-
mendous potential. It will require the recruitment of more 
synthetic, macromolecular and supramolecular chemists 
to increase the application range and to discover novel 
components that expand the DNA structural alphabet. 
Importantly, synthetic methods to create these structures 
will need to be simplified; considering recent progress 
in the enzymatic5,209 and non-enzymatic210 replication 
of unnatural DNA, this is expected to be feasible in the 
future. The potential of chemistry to reduce complexity 
in DNA nanotechnology methods, to increase scalability, 
to render DNA structures more robust and more bio-
compatible, and to increase functionality and applications 
is tremendous.

R E V I E W S

20 | ARTICLE NUMBER 17068 | VOLUME 3 www.nature.com/natrevmats

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.



62. Wilner, O. I., Henning, A., Shlyahovsky, B. & Willner, I. 
Covalently linked DNA nanotubes. Nano Lett. 10, 
1458–1465 (2010).

63. Paukstelis, P. J., Nowakowski, J., Birktoft, J. J. & 
Seeman, N. C. Crystal structure of a continuous three-
dimensional DNA lattice. Chem. Biol. 11, 1119–1126 
(2004).

64. Zheng, J. et al. From molecular to macroscopic via the 
rational design of a self-assembled 3D DNA crystal. 
Nature 461, 74–77 (2009).

65. Zhao, J. et al. Post-assembly stabilization of rationally 
designed DNA crystals. Angew. Chem. Int. Ed. 54, 
9936–9939 (2015).

66. Stahl, E., Praetorius, F., de Oliveira Mann, C. C., 
Hopfner, K.-P. & Dietz, H. Impact of heterogeneity and 
lattice bond strength on DNA triangle crystal growth. 
ACS Nano 10, 9156–9164 (2016).

67. Simmons, C. R. et al. Construction and structure 
determination of a three-dimensional DNA crystal. 
J. Am. Chem. Soc. 138, 10047–10054 (2016).

68. Brady, R. A., Brooks, N. J., Cicuta, P. & Di Michele, L. 
Crystallization of amphiphilic DNA C-stars. Nano Lett. 
17, 3276–3281 (2017).

69. Yurke, B., Turberfield, A. J., Mills, A. P., Simmel, F. C. & 
Neumann, J. L. A DNA-fuelled molecular machine 
made of DNA. Nature 406, 605–608 (2000).

70. Yan, H., Zhang, X. P., Shen, Z. Y. & Seeman, N. C. 
A robust DNA mechanical device controlled by 
hybridization topology. Nature 415, 62–65  
(2002).

71. Feng, L., Park, S. H., Reif, J. H. & Yan, H. A two-state 
DNA lattice switched by DNA nanoactuator. Angew. 
Chem. Int. Ed. 42, 4342–4346 (2003).

72. Dirks, R. M. & Pierce, N. A. Triggered amplification by 
hybridization chain reaction. Proc. Natl Acad. Sci. USA 
101, 15275–15278 (2004).

73. Yin, P., Choi, H. M., Calvert, C. R. & Pierce, N. A. 
Programming biomolecular self-assembly pathways. 
Nature 451, 318–322 (2008).

74. Sherman, W. B. & Seeman, N. C. A precisely controlled 
DNA bipedal walking device. Nano Lett. 4,  
1203–1207 (2004).

75. Omabegho, T., Sha, R. & Seeman, N. C. A bipedal 
DNA Brownian motor with coordinated legs. Science 
324, 67–71 (2009).

76. Tian, Y. & Mao, C. D. Molecular gears: a pair of DNA 
circles continuously rolls against each other. J. Am. 
Chem. Soc. 126, 11410–11411 (2004).

77. Lund, K. et al. Molecular robots guided by prescriptive 
landscapes. Nature 465, 206–210 (2010).

78. Gu, H. Z., Chao, J., Xiao, S. J. & Seeman, N. C. 
A proximity-based programmable DNA nanoscale 
assembly line. Nature 465, 202–205 (2010).

79. Liao, S. & Seeman, N. C. Translation of DNA signals 
into polymer assembly instructions. Science 306, 
2072–2074 (2004).

80. He, Y. & Liu, D. R. Autonomous multistep organic 
synthesis in a single isothermal solution mediated by a 
DNA walker. Nat. Nanotechnol. 5, 778–782 (2010).

81. Padilla, J. E. et al. A signal-passing DNA-strand-
exchange mechanism for active self-assembly of DNA 
nanostructures. Angew. Chem. Int. Ed. 54,  
5939–5942 (2015).

82. Gu, H., Chao, J., Xiao, S.-J. & Seeman, N. C. Dynamic 
patterning programmed by DNA tiles captured on a 
DNA origami substrate. Nat. Nanotechnol. 4, 
245–248 (2009).

83. Liber, M., Tomov, T. E., Tsukanov, R., Berger, Y. & 
Nir, E. A bipedal DNA motor that travels back and 
forth between two DNA origami tiles. Small 11,  
568–575 (2015).

84. Goodman, R. P. et al. Reconfigurable, braced, three-
dimensional DNA nanostructures. Nat. Nanotechnol. 
3, 93–96 (2008).

85. Lo, P. K., Altvater, F. & Sleiman, H. F. Templated 
synthesis of DNA nanotubes with controlled, 
predetermined lengths. J. Am. Chem. Soc. 132, 
10212–10214 (2010).

86. Li, Y., Tian, C., Liu, Z., Jiang, W. & Mao, C. Structural 
transformation: assembly of an otherwise inaccessible 
DNA nanocage. Angew. Chem. Int. Ed. 54,  
5990–5993 (2015).

87. Han, D. R., Pal, S., Liu, Y. & Yan, H. Folding and cutting 
DNA into reconfigurable topological nanostructures. 
Nat. Nanotechnol. 5, 712–717 (2010).

88. Yang, Y., Endo, M., Hidaka, K. & Sugiyama, H. Photo-
controllable DNA origami nanostructures assembling 
into predesigned multiorientational patterns. J. Am. 
Chem. Soc. 134, 20645–20653 (2012).

89. Asanuma, H. et al. Synthesis of azobenzene-tethered 
DNA for reversible photo-regulation of DNA functions: 

hybridization and transcription. Nat. Protoc. 2,  
203–212 (2007).

90. Maye, M. M., Kumara, M. T., Nykypanchuk, D., 
Sherman, W. B. & Gang, O. Switching binary states of 
nanoparticle superlattices and dimer clusters by DNA 
strands. Nat. Nanotechnol. 5, 116–120 (2010).

91. Shi, J. F. & Bergstrom, D. E. Assembly of novel DNA 
cycles with rigid tetrahedral linkers. Angew. Chem. Int. 
Ed. Engl. 36, 111–113 (1997).

92. Aldaye, F. A. & Sleiman, H. F. Sequential self-assembly 
of a DNA hexagon as a template for the organization 
of gold nanoparticles. Angew. Chem. Int. Ed. 118, 
2262–2267 (2006).

93. Eryazici, I., Yildirim, I., Schatz, G. C. & Nguyen, S. T. 
Enhancing the melting properties of small molecule-
DNA hybrids through designed hydrophobic 
interactions: an experimental-computational study. 
J. Am. Chem. Soc. 134, 7450–7458 (2012).

94. Greschner, A. A., Toader, V. & Sleiman, H. F. The role 
of organic linkers in directing DNA self-assembly and 
significantly stabilizing DNA duplexes. J. Am. Chem. 
Soc. 134, 14382–14389 (2012).

95. Thaner, R. V., Eryazici, I., Farha, O. K., Mirkin, C. A. & 
Nguyen, S. T. Facile one-step solid-phase synthesis of 
multitopic organic–DNA hybrids via “click” chemistry. 
Chem. Sci. 5, 1091–1096 (2014).

96. Chaput, J. C. & Switzer, C. A DNA pentaplex 
incorporating nucleobase quintets. Proc. Natl Acad. 
Sci. USA 96, 10614–10619 (1999).

97. Avakyan, N. et al. Reprogramming the assembly of 
unmodified DNA with a small molecule. Nat. Chem. 8, 
368–376 (2016).

98. Leal, N. A. et al. Transcription, reverse transcription, 
and analysis of RNA containing artificial genetic 
components. ACS Synth. Biol. 4, 407–413 
(2015).

99. Winnacker, M. & Kool, E. T. Artificial genetic sets 
composed of size-expanded base pairs. Angew. Chem. 
Int. Ed. 52, 12498–12508 (2013).

100. Malyshev, D. A. & Romesberg, F. E. The expanded 
genetic alphabet. Angew. Chem. Int. Ed. 54,  
11930–11944 (2015).

101. Malyshev, D. A. et al. A semi-synthetic organism with 
an expanded genetic alphabet. Nature 509,  
385–388 (2014).

102. Zhang, Y. et al. A semisynthetic organism engineered 
for the stable expansion of the genetic alphabet. Proc. 
Natl Acad. Sci. USA 114, 1317–1322 (2017).

103. Nielsen, P., Egholm, M., Berg, R. & Buchardt, O. 
Sequence-selective recognition of DNA by strand 
displacement with a thymine-substituted polyamide. 
Science 254, 1497–1500 (1991).

104. Wengel, J. Synthesis of 3ʹ-C- and 4ʹ-C-branched 
oligodeoxynucleotides and the development of locked 
nucleic acid (LNA). Acc. Chem. Res. 32, 301–310 
(1999).

105. Urata, H., Ogura, E., Shinohara, K., Ueda, Y. & 
Akagi, M. Synthesis and properties of mirror-image 
DNA. Nucleic Acids Res. 20, 3325–3332 (1992).

106. Damha, M. J. et al. Hybrids of RNA and 
arabinonucleic acids (ANA and 2ʹF-ANA) are 
substrates of ribonuclease H. J. Am. Chem. Soc. 120,  
12976–12977 (1998).

107. Deleavey, G. F. & Damha, M. J. Designing chemically 
modified oligonucleotides for targeted gene silencing. 
Chem. Biol. 19, 937–954 (2012).

108. Vargas-Baca, I., Mitra, D., Zulyniak, H. J., Banerjee, J. 
& Sleiman, H. F. Solid-phase synthesis of transition 
metal linked, branched oligonucleotides. Angew. 
Chem. Int. Ed. 40, 4629–4632 (2001).

109. Mitra, D., Di Cesare, N. & Sleiman, H. F. Self-assembly 
of cyclic metal-DNA nanostuctures using ruthenium 
tris(bipyridine)-branched oligonucleotides. Angew. 
Chem. Int. Ed. 43, 5804–5808 (2004).

110. McLaughlin, C. K., Hamblin, G. D. & Sleiman, H. F. 
Supramolecular DNA assembly. Chem. Soc. Rev. 40, 
5647–5656 (2011).

111. Yang, H., Rys, A. Z., McLaughlin, C. K. & Sleiman, H. F. 
Templated ligand environments for the selective 
incorporation of different metals into DNA. Angew. 
Chem. Int. Ed. 48, 9919–9923 (2009).

112. Yang, H. & Sleiman, H. F. Templated synthesis of highly 
stable, electroactive, and dynamic metal–DNA 
branched junctions. Angew. Chem. Int. Ed. 47,  
2443–2446 (2008).

113. Yang, H. et al. Chiral metal–DNA four-arm junctions 
and metalated nanotubular structures. Angew. Chem. 
Int. Ed. 50, 4620–4623 (2011).

114. Kaul, C., Muller, M., Wagner, M., Schneider, S. & 
Carell, T. Reversible bond formation enables the 
replication and amplification of a crosslinking salen 

complex as an orthogonal base pair. Nat. Chem. 3, 
794–800 (2011).

115. Gothelf, K. V., Thomsen, A., Nielsen, M., Clo, E. & 
Brown, R. S. Modular DNA-programmed assembly of 
linear and branched conjugated nanostructures. 
J. Am. Chem. Soc. 126, 1044–1046 (2004).

116. Tanaka, K., Tengeiji, A., Kato, T., Toyama, N. & 
Shionoya, M. A discrete self-assembled metal array in 
artificial DNA. Science 299, 1212–1213 (2003).

117. Meggers, E., Holland, P. L., Tolman, W. B., 
Romesberg, F. E. & Schultz, P. G. A novel copper-
mediated DNA base pair. J. Am. Chem. Soc. 122, 
10714–10715 (2000).

118. Clever, G. H., Kaul, C. & Carell, T. DNA–metal base 
pairs. Angew. Chem. Int. Ed. 46, 6226–6236  
(2007).

119. Liu, S. et al. Direct conductance measurement of 
individual metallo-DNA duplexes within single-
molecule break junctions. Angew. Chem. Int. Ed. 50, 
8886–8890 (2011).

120. Tanaka, K. et al. Programmable self-assembly of metal 
ions inside artificial DNA duplexes. Nat. Nanotechnol. 
1, 190–194 (2006).

121. Endo, M., Seeman, N. C. & Majima, T. DNA tube 
structures controlled by a four-way-branched DNA 
connector. Angew. Chem. Int. Ed. 44, 6074–6077 
(2005).

122. Endo, M., Shiroyama, T., Fujitsuka, M. & Majima, T. 
Four-way-branched DNA-porphyrin conjugates for 
construction of four double-helix-DNA assembled 
structures. J. Org. Chem. 70, 7468–7472 (2005).

123. Mai, Y. Y. & Eisenberg, A. Self-assembly of block 
copolymers. Chem. Soc. Rev. 41, 5969–5985 (2012).

124. Chien, M.-P., Rush, A. M., Thompson, M. P. & 
Gianneschi, N. C. Programmable shape-shifting 
micelles. Angew. Chem. Int. Ed. 49, 5076–5080 
(2010).

125. Ding, K., Alemdaroglu, F. E., Borsch, M., Berger, R. & 
Herrmann, A. Engineering the structural properties of 
DNA block copolymer micelles by molecular 
recognition. Angew. Chem. Int. Ed. 46, 1172–1175 
(2007).

126. Edwardson, T. G., Carneiro, K. M., Serpell, C. J. & 
Sleiman, H. F. An efficient and modular route to 
sequence-defined polymers appended to DNA. Angew. 
Chem. Int. Ed. 53, 4567–4571 (2014).

127. Serpell, C. J., Edwardson, T. G., Chidchob, P., 
Carneiro, K. M. & Sleiman, H. F. Precision polymers 
and 3D DNA nanostructures: emergent assemblies 
from new parameter space. J. Am. Chem. Soc. 136,  
15767–15774 (2014).

128. Chidchob, P., Edwardson, T. G., Serpell, C. J. & 
Sleiman, H. F. Synergy of two assembly languages in 
DNA nanostructures: self-assembly of sequence-
defined polymers on DNA cages. J. Am. Chem. Soc. 
138, 4416–4425 (2016).

129. Edwardson, T. G., Carneiro, K. M., McLaughlin, C. K., 
Serpell, C. J. & Sleiman, H. F. Site-specific positioning 
of dendritic alkyl chains on DNA cages enables their 
geometry-dependent self-assembly. Nat. Chem. 5, 
868–875 (2013).

130. List, J., Weber, M. & Simmel, F. C. Hydrophobic 
actuation of a DNA origami bilayer structure. Angew. 
Chem. Int. Ed. 53, 4236–4239 (2014).

131. Conway, J. W. et al. Dynamic behavior of DNA cages 
anchored on spherically supported lipid bilayers. J. Am. 
Chem. Soc. 136, 12987–12997 (2014).

132. Suzuki, Y., Endo, M. & Sugiyama, H. Lipid-bilayer-
assisted two-dimensional self-assembly of DNA origami 
nanostructures. Nat. Commun. 6, 8052 (2015).

133. Suzuki, Y., Endo, M., Yang, Y. & Sugiyama, H. Dynamic 
assembly/disassembly processes of photoresponsive 
DNA origami nanostructures directly visualized on a 
lipid membrane surface. J. Am. Chem. Soc. 136,  
1714–1717 (2014).

134. Langecker, M. et al. Synthetic lipid membrane channels 
formed by designed DNA nanostructures. Science 
338, 932–936 (2012).

135. Bell, N. A. & Keyser, U. F. Nanopores formed by DNA 
origami: a review. FEBS Lett. 588, 3564–3570 
(2014).

136. Burns, J. R., Al-Juffali, N., Janes, S. M. & Howorka, S. 
Membrane-spanning DNA nanopores with cytotoxic 
effect. Angew. Chem. Int. Ed. 53, 12466–12470 
(2014).

137. Yang, Y. et al. Self-assembly of size-controlled 
liposomes on DNA nanotemplates. Nat. Chem. 8, 
476–483 (2016).

138. Knudsen, J. B. et al. Routing of individual polymers in 
designed patterns. Nat. Nanotechnol. 10, 892–898 
(2015).

R E V I E W S

NATURE REVIEWS | MATERIALS  VOLUME 3 | ARTICLE NUMBER 17068 | 21

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.



139. Lohse, S. E. & Murphy, C. J. Applications of colloidal 
inorganic nanoparticles: from medicine to energy. 
J. Am. Chem. Soc. 134, 15607–15620 (2012).

140. Klinkova, A., Choueiri, R. M. & Kumacheva, E. Self-
assembled plasmonic nanostructures. Chem. Soc. Rev. 
43, 3976–3991 (2014).

141. Alivisatos, A. P. et al. Organization of ‘nanocrystal 
molecules’ using DNA. Nature 382, 609–611  
(1996).

142. Mirkin, C. A., Letsinger, R. L., Mucic, R. C. & 
Storhoff, J. J. A DNA-based method for rationally 
assembling nanoparticles into macroscopic materials. 
Nature 382, 607–609 (1996).

143. Zheng, J. et al. Two-dimensional nanoparticle arrays 
show the organizational power of robust DNA motifs. 
Nano Lett. 6, 1502–1504 (2006).

144. Aldaye, F. A. & Sleiman, H. F. Dynamic DNA templates 
for discrete gold nanoparticle assemblies: control of 
geometry, modularity, write/erase and structural 
switching. J. Am. Chem. Soc. 129, 4130–4131 
(2007).

145. Mastroianni, A. J., Claridge, S. A. & Alivisatos, A. P. 
Pyramidal and chiral groupings of gold nanocrystals 
assembled using DNA scaffolds. J. Am. Chem. Soc. 
131, 8455–8459 (2009).

146. Sharma, J. et al. Control of self-assembly of DNA 
tubules through integration of gold nanoparticles. 
Science 323, 112–116 (2009).

147. Kuzyk, A. et al. DNA-based self-assembly of chiral 
plasmonic nanostructures with tailored optical 
response. Nature 483, 311–314 (2012).

148. Ma, W. et al. Chiral inorganic nanostructures. Chem. 
Rev. 117, 8041–8093 (2017).

149. Acuna, G. P. et al. Fluorescence enhancement at 
docking sites of DNA-directed self-assembled 
nanoantennas. Science 338, 506–510 (2012).

150. Wang, D. B. et al. Hierarchical assembly of plasmonic 
nanostructures using virus capsid scaffolds on DNA 
origami templates. ACS Nano 8, 7896–7904 (2014).

151. Edwardson, T. G., Lau, K. L., Bousmail, D., 
Serpell, C. J. & Sleiman, H. F. Transfer of molecular 
recognition information from DNA nanostructures to 
gold nanoparticles. Nat. Chem. 8, 162–170 (2016).

152. Helmi, S., Ziegler, C., Kauert, D. J. & Seidel, R. Shape-
controlled synthesis of gold nanostructures using DNA 
origami molds. Nano Lett. 14, 6693–6698 (2014).

153. Sun, W. et al. Casting inorganic structures with DNA 
molds. Science 346, 1258361 (2014).

154. Nykypanchuk, D., Maye, M. M., van der Lelie, D. & 
Gang, O. DNA-guided crystallization of colloidal 
nanoparticles. Nature 451, 549–552 (2008).

155. Park, S. Y. et al. DNA-programmable nanoparticle 
crystallization. Nature 451, 553–556 (2008).

156. Liu, W. et al. Diamond family of nanoparticle 
superlattices. Science 351, 582–586 (2016).

157. Udomprasert, A. et al. Amyloid fibrils nucleated and 
organized by DNA origami constructions. Nat. 
Nanotechnol. 9, 537–541 (2014).

158. Selmi, D. N. et al. DNA-templated protein arrays for 
single-molecule imaging. Nano Lett. 11, 657–660 
(2011).

159. Erben, C. M., Goodman, R. P. & Turberfield, A. J. 
Single-molecule protein encapsulation in a rigid DNA 
cage. Angew. Chem. Int. Ed. 45, 7414–7417 (2006).

160. Raschle, T., Lin, C., Jungmann, R., Shih, W. M. & 
Wagner, G. Controlled co-reconstitution of multiple 
membrane proteins in lipid bilayer nanodiscs using 
DNA as a scaffold. ACS Chem. Biol. 10, 2448–2454 
(2015).

161. Niemeyer, C. M., Sano, T., Smith, C. L. & Cantor, C. R. 
Oligonucleotide-directed self-assembly of proteins: 
semisynthetic DNA–streptavidin hybrid molecules as 
connectors for the generation of macroscopic arrays 
and the construction of supramolecular bioconjugates. 
Nucleic Acids Res. 22, 5530–5539 (1994).

162. Wilner, O. I. et al. Enzyme cascades activated on 
topologically programmed DNA scaffolds. Nat. 
Nanotechnol. 4, 249–254 (2009).

163. Fu, J. et al. Assembly of multienzyme complexes on 
DNA nanostructures. Nat. Protoc. 11, 2243–2273 
(2016).

164. Fu, J. et al. Multi-enzyme complexes on DNA scaffolds 
capable of substrate channelling with an artificial 
swinging arm. Nat. Nanotechnol. 9, 531–536  
(2014).

165. Derr, N. D. et al. Tug-of-war in motor protein 
ensembles revealed with a programmable DNA 
origami scaffold. Science 338, 662–665 (2012).

166. Dutta, P. K. et al. A DNA-directed light-harvesting/
reaction center system. J. Am. Chem. Soc. 136, 
16618–16625 (2014).

167. Rosenzweig, B. A. et al. Multivalent protein binding 
and precipitation by self-assembling molecules on a 
DNA pentaplex scaffold. J. Am. Chem. Soc. 131, 
5020–5021 (2009).

168. Rinker, S., Ke, Y., Liu, Y., Chhabra, R. & Yan, H. Self-
assembled DNA nanostructures for distance-
dependent multivalent ligand–protein binding. Nat. 
Nanotechnol. 3, 418–422 (2008).

169. Praetorius, F. & Dietz, H. Self-assembly of genetically 
encoded DNA-protein hybrid nanoscale shapes. 
Science 355, eaam5488 (2017).

170. Jungmann, R. et al. Multiplexed 3D cellular super-
resolution imaging with DNA-PAINT and Exchange-
PAINT. Nat. Methods 11, 313–318 (2014).

171. Lin, C. X. et al. Submicrometre geometrically encoded 
fluorescent barcodes self-assembled from DNA. Nat. 
Chem. 4, 832–839 (2012).

172. Suzuki, Y. et al. DNA origami based visualization 
system for studying site-specific recombination events. 
J. Am. Chem. Soc. 136, 211–218 (2014).

173. Endo, M. et al. Single-molecule manipulation of the 
duplex formation and dissociation at the 
G-quadruplex/i-motif site in the DNA nanostructure. 
ACS Nano 9, 9922–9929 (2015).

174. Modi, S., Nizak, C., Surana, S., Halder, S. & 
Krishnan, Y. Two DNA nanomachines map pH changes 
along intersecting endocytic pathways inside the same 
cell. Nat. Nanotechnol. 8, 459–467 (2013).

175. Tibbitt, M. W., Dahlman, J. E. & Langer, R. Emerging 
frontiers in drug delivery. J. Am. Chem. Soc. 138,  
704–717 (2016).

176. Williford, J. M., Santos, J. L., Shyam, R. & Mao, H. Q. 
Shape control in engineering of polymeric 
nanoparticles for therapeutic delivery. Biomater. Sci. 
3, 894–907 (2015).

177. Walsh, A. S., Yin, H. F., Erben, C. M., Wood, M. J. & 
Turberfield, A. J. DNA cage delivery to mammalian 
cells. ACS Nano 5, 5427–5432 (2011).

178. Hamblin, G. D., Carneiro, K. M., Fakhoury, J. F., 
Bujold, K. E. & Sleiman, H. F. Rolling circle 
amplification-templated DNA nanotubes show 
increased stability and cell penetration ability. J. Am. 
Chem. Soc. 134,  
2888–2891 (2012).

179. Jensen, S. A. et al. Spherical nucleic acid nanoparticle 
conjugates as an RNAi-based therapy for 
glioblastoma. Sci. Transl Med. 5, 209ra152 (2013).

180. Liang, L. et al. Single-particle tracking and modulation 
of cell entry pathways of a tetrahedral DNA 
nanostructure in live cells. Angew. Chem. Int. Ed. 53, 
7745–7750 (2014).

181. Vindigni, G. et al. Receptor-mediated entry of pristine 
octahedral DNA nanocages in mammalian cells. ACS 
Nano 10, 5971–5979 (2016).

182. Fakhoury, J. J., McLaughlin, C. K., Edwardson, T. W., 
Conway, J. W. & Sleiman, H. F. Development and 
characterization of gene silencing DNA cages. 
Biomacromolecules 15, 276–282 (2014).

183. Fakhoury, J. J. et al. Antisense precision polymer 
micelles require less poly(ethylenimine) for efficient 
gene knockdown. Nanoscale 7, 20625–20634 
(2015).

184. Conway, J. W., McLaughlin, C. K., Castor, K. J. & 
Sleiman, H. DNA nanostructure serum stability: 
greater than the sum of its parts. Chem. Commun. 
(Camb) 49, 1172–1174 (2013).

185. Mei, Q. A. et al. Stability of DNA origami nanoarrays 
in cell lysate. Nano Lett. 11, 1477–1482 (2011).

186. Hahn, J., Wickham, S. F., Shih, W. M. & Perrault, S. D. 
Addressing the instability of DNA nanostructures in 
tissue culture. ACS Nano 8, 8765–8775 (2014).

187. Martin, T. G. & Dietz, H. Magnesium-free self-
assembly of multi-layer DNA objects. Nat. Commun. 3, 
1103 (2012).

188. Ponnuswamy, N. et al. Oligolysine-based coating 
protects DNA nanostructures from low-salt 
denaturation and nuclease degradation. Nat. 
Commun. 8, 15654 (2017).

189. Jiang, Q. et al. DNA origami as a carrier for 
circumvention of drug resistance. J. Am. Chem. Soc. 
134, 13396–13403 (2012).

190. Zhao, Y.-X. et al. DNA origami delivery system for 
cancer therapy with tunable release properties. ACS 
Nano 6, 8684–8691 (2012).

191. Orava, E. W., Cicmil, N. & Gariepy, J. Delivering 
cargoes into cancer cells using DNA aptamers 
targeting internalized surface portals. Biochim. 
Biophys. Acta 1798, 2190–2200 (2010).

192. Lee, H. et al. Molecularly self-assembled nucleic acid 
nanoparticles for targeted in vivo siRNA delivery. Nat. 
Nanotechnol. 7, 389–393 (2012).

193. Douglas, S. M., Bachelet, I. & Church, G. M. A logic-
gated nanorobot for targeted transport of molecular 
payloads. Science 335, 831–834 (2012).

194. Bujold, K. E. et al. Sequence-responsive unzipping 
DNA cubes with tunable cellular uptake profiles. 
Chem. Sci. 5, 2449–2455 (2014).

195. Bujold, K. E., Hsu, J. C. & Sleiman, H. F. Optimized 
DNA “nanosuitcases” for encapsulation and 
conditional release of siRNA. J. Am. Chem. Soc. 138, 
14030–14038 (2016).

196. Lacroix, A., Edwardson, T. G. W., Hancock, M. A., 
Dore, M. D. & Sleiman, H. F. Development of DNA 
nanostructures for high-affinity binding to human 
serum albumin. J. Am. Chem. Soc. 139, 7355–7362 
(2017).

197. Kratz, F. Albumin as a drug carrier: design of 
prodrugs, drug conjugates and nanoparticles. 
J. Control. Release 132, 171–183 (2008).

198. Boekhoven, J. & Stupp, S. I. 25th Anniversary article: 
supramolecular materials for regenerative medicine. 
Adv. Mater. 26, 1642–1659 (2014).

199. Aldaye, F. A., Senapedis, W. T., Silver, P. A. & Way, J. C. 
A structurally tunable DNA-based extracellular 
matrix. J. Am. Chem. Soc. 132, 14727–14729 
(2010).

200. Stephanopoulos, N. et al. Bioactive DNA-peptide 
nanotubes enhance the differentiation of neural stem 
cells into neurons. Nano Lett. 15, 603–609 (2014).

201. Wang, T., Schiffels, D., Cuesta, S. M., Fygenson, D. K. 
& Seeman, N. C. Design and characterization of 1D 
nanotubes and 2D periodic arrays self-assembled 
from DNA multi-helix bundles. J. Am. Chem. Soc. 134, 
1606–1616 (2012).

202. Howes, P. D., Rana, S. & Stevens, M. M. Plasmonic 
nanomaterials for biodiagnostics. Chem. Soc. Rev, 43, 
3835–3853 (2014).

203. Austin, L. A., Kang, B. & El-Sayed, M. A. Probing 
molecular cell event dynamics at the single-cell level 
with targeted plasmonic gold nanoparticles: a review. 
Nano Today 10, 542–558 (2015).

204. Ayala-Orozco, C. et al. Sub-100 nm gold 
nanomatryoshkas improve photo-thermal therapy 
efficacy in large and highly aggressive triple negative 
breast tumors. J. Control. Release 191, 90–97 
(2014).

205. Rosen, C. B. et al. Template-directed covalent 
conjugation of DNA to native antibodies, transferrin 
and other metal-binding proteins. Nat. Chem. 6, 
 804–809 (2014).

206. Flory, J. D. et al. Low temperature assembly of 
functional 3D DNA-PNA-protein complexes. J. Am. 
Chem. Soc. 136, 8283–8295 (2014).

207. Trads, J. B., Tørring, T. & Gothelf, K. V. Site-selective 
conjugation of native proteins with DNA. Acc. Chem. 
Res. 50, 1367–1374 (2017).

208. Seeman, N. Structural DNA Nanotechnology 
(Cambridge Univ. Press, 2016).

209. Ducani, C., Kaul, C., Moche, M., Shih, W. M. & 
Hogberg, B. Enzymatic production of ‘monoclonal 
stoichiometric’ single-stranded DNA oligonucleotides. 
Nat. Methods 10, 647–652 (2013).

210. Adamala, K. & Szostak, J. W. Nonenzymatic template-
directed RNA synthesis inside model protocells. 
Science 342, 1098–1100 (2013).

211. Adleman, L. M. Molecular computation of solutions to 
combinatorial problems. Science 266, 1021–1024 
(1994).

212. Mao, C., Sun, W. & Seeman, N. C. Assembly of 
Borromean rings from DNA. Nature 386, 137–138 
(1997).

213. Mao, C., LaBean, T., Reif, J. H. & Seeman, N. C. 
Logical computation using algorithmic self-assembly of 
DNA triple crossover molecules. Nature 407,  
493–496 (2000).

214. Wang, T. et al. Self-replication of information-bearing 
nanoscale patterns. Nature 478, 225–228 (2011).

215. Park, S. H. Three-helix bundle DNA tiles self-assemble 
into 2D lattice or 1D templates for silver nanowires. 
Nano Lett. 5, 693–696 (2005).

216. Hao, Y. et al. A device that operates within a self-
assembled 3D DNA crystal. Nat. Chem. 9, 824–827 
(2017).

217. Seeman, N. C. Biochemistry and structural DNA 
nanotechnology: an evolving symbiotic relationship. 
Biochemistry 42, 7259–7269 (2003).

218. Goodman, R. P. Rapid chiral assembly of rigid DNA 
building blocks for molecular nanofabrication. Science 
310, 1661–1665 (2005).

219. Wang, T. et al. A DNA crystal designed to contain two 
molecules per asymmetric unit. J. Am. Chem. Soc. 
132, 15471–15473 (2010).

R E V I E W S

22 | ARTICLE NUMBER 17068 | VOLUME 3 www.nature.com/natrevmats

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.



220. Zhang, D. Y. & Seelig, G. Dynamic DNA 
nanotechnology using strand-displacement reactions 
Nat. Chem. 3, 103–113 (2011).

221. Lo, P. K. et al. Loading and selective release of cargo 
in DNA nanotubes with longitudinal variation. Nat. 
Chem. 2, 319–328 (2010).

222. Yang, H. Metera, K. L. & Sleiman, H. F. DNA modified 
with metal complexes: applications in the construction 
of higher-order metal–DNA nanostructures. Coord. 
Chem. Rev. 254, 2403–2415 (2010).

223. Mueller, J. E. Du, S. M. & Seeman, N. C. The design 
and synthesis of a knot from single-stranded DNA. 
J. Am. Chem. Soc. 113, 6306–6308 (1991).

224. Kahn, J. S., Hu, Y. & Willner, I. Stimuli-responsive 
DNA-based hydrogels: from basic principles to 
applications. Acc. Chem. Res. 50, 680–690  
(2017).

Acknowledgements
This research has been supported by the following grants to 
H.F.S.: Natural Sciences and Engineering Research Council of 
Canada (NSERC), Canada Research Chairs Program, the 
Canadian Institutes of Health Research (CIHR), Fonds de 
recherche du Québec — Nature et technologies (FRQNT) and 
Prostate Cancer Canada. The following grants were provided to 

N.C.S.: EFRI-1332411 and CCF-1526650 from the National 
Science Foundation (NSF), MURI W911NF-11-1-0024 from the 
US Army Research Office (ARO), N000141110729 from the US 
Office of Naval Research (ONR), DE-SC0007991 from the US 
Department of Energy (DOE) for DNA synthesis, and partial 
salary support and grant GBMF3849 from the Gordon and 
Betty Moore Foundation. The authors thank P. Chidchob, A. 
Lacroix, N. Avakyan, J. Hsu, D. Bousmail, T. Trinh, D. de 
Rochambeau, H. Fakih, E. Vengut Climent and M. Dore for help 
proofreading the manuscript. 

Author contributions
H.F.S. researched the data for the article. H.F.S. and N.C.S. 
wrote the article and edited it before submission.

Competing interests statement
The authors declare no competing interests.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional 
claims in published maps and institutional affiliations.

How to cite this article
Seeman, N. C. & Sleiman, H. F. DNA nanotechnology. Nat. 
Rev. Mater. 3, 17068 (2017).

R E V I E W S

NATURE REVIEWS | MATERIALS  VOLUME 3 | ARTICLE NUMBER 17068 | 23

©
 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved. ©

 
2017

 
Macmillan

 
Publishers

 
Limited,

 
part

 
of

 
Springer

 
Nature.

 
All

 
rights

 
reserved.


	Abstract | DNA is the molecule that stores and transmits genetic information in biological systems. The field of DNA nanotechnology takes this molecule out of its biological context and uses its information to assemble structural motifs and then to connec
	The early years: DNA tile assembly
	Figure 1 | A timeline of the field of DNA nanotechnology. Although not a comprehensive account, discoveries and major developments are listed. AFM, atomic force microscopy; DNA-PAINT, DNA points accumulation for imaging in nanoscale topography.
	Figure 2 | The beginning of DNA nanotechnology. a | A DNA four-way junction with self-complementary, single-stranded ends (‘sticky ends’) self-assembles into a quadrilateral shape. b | A DNA scaffold that aids protein (blue) crystallization. c | DNA nanot
	DNA origami and brick assembly
	Figure 3 | DNA origami and single-stranded tile assembly. a | Scaffolded DNA origami. The left panel shows a long genomic DNA strand folded with the help of small staple strands to give a desired, computationally designed shape. 
The right panels show ato
	Three-dimensional DNA structures
	Dynamic DNA structures
	Figure 4 | Three-dimensional structures from DNA. 
a | The left panel shows a DNA cube constructed from connected three-arm junctions4. The middle panel shows an octahedron constructed from a long DNA strand and five connecting strands26. The right panel 
	Figure 5 | Dynamic DNA nanostructures. a | A DNA tweezer. In the open form (top), 
the two fluorophores are separated. Strand F brings the blue and green strands together and closes the tweezer, increasing fluorescence resonance energy transfer (FRET). St
	Supramolecular DNA assembly
	Figure 6 | Supramolecular DNA assembly. a | Directed assembly of a DNA hexagon with rigid organic corner units92. b | Isoguanine nucleobases form a pentameric assembly96. c | Cyanuric acid chaperones the formation of hexameric rosettes from poly(adenine) 
	Figure 7 | Interaction of DNA structures with polymers and lipids. a | The assembly of DNA–polymer conjugates into spherical micelles. Upon DNA degradation with a DNA enzyme, the morphology becomes rod-like because of the size match between the core and e
	Applications of DNA nanotechnology
	Figure 8 | Nanoparticle assembly with DNA. a | DNA polygons with rigid organic vertices template the assembly of gold nanoparticle triangles and squares, which can be reconfigured into trapezoids or rectangles. Strand displacement removes one particle, wh
	Figure 9 | Protein assembly with DNA. a | A DNA lattice with a periodic arrangement of binding sites is used to organize a neuropeptide-binding G protein-coupled membrane receptor into a 2D crystalline array158. b | A DNA tetrahedron encapsulates the prot
	Figure 10 | Biological applications of DNA nanotechnology. a | Fluorophores are placed on DNA origami nanotubes in different patterns; combined with super-resolution microscopy, they can be used for the simultaneous detection of multiple analytes171. b | 
	Conclusions and outlook
	Panel c (left, bottom) is adapted with permission from REF. 7, Macmillan Publishers Limited. Panel c (middle, bottom and top) is adapted with permission from REF. 14, American Chemical Society. Panel c (top, right) is adapted with permission from REF. 9, 
	The right panel shows AFM images of single-stranded tile assemblies27. Panel a is adapted with permission from REF. 25, Macmillan Publishers Limited. Panel b is adapted with permission from REF. 27, Macmillan Publishers Limited.
	Panel a (left) is adapted with permission from REF. 217, American Chemical Society. Panel a (middle) is adapted with permission from REF. 26, Macmillan Publishers Limited. Panel a (right) is adapted with permission from REF. 218, AAAS. Panel b is adapted 
	Panel a is adapted with permission from REF. 69, Macmillan Publishers Limited. Panel b is adapted with permission from REF. 70, Macmillan Publishers Limited. Panel c is adapted with permission from REF. 220, Macmillan Publishers Limited. Panel d is adapte
	Panel a is adapted with permission from REF. 92, Wiley-VCH. Panel b is adapted with permission from REF. 96, National Academy of Sciences. Panel c is adapted with permission from REF. 97, Macmillan Publishers Limited. Panel d is adapted with permission fr
	Panel a is adapted with permission from REF. 124, Wiley-VCH. Panel b is adapted with permission from REF. 127, American Chemical Society. Panel c is adapted with permission from REF. 130, Wiley-VCH. Panel d is adapted with permission from REF. 132, Macmil
	Panel a is adapted with permission from REF. 144, American Chemical Society. Panel b is adapted with permission from REF. 147, Macmillan Publishers Limited. Panel c is adapted with permission from REF. 149, AAAS. Panel d is adapted with permission from RE
	Panel a is adapted with permission from REF. 158, American Chemical Society. Panel b is adapted with permission from REF. 159, Wiley-VCH. Panel c is adapted with permission from REF. 36, AAAS. Panel d is adapted with permission from REF. 165, AAAS. Panel 
	Panel a is adapted with permission from REF. 171, Macmillan Publishers Limited. Panel b is adapted with permission from REF. 172, American Chemical Society. Panel c is adapted with permission from REF. 129, Macmillan Publishers Limited. Panel d is adapted



