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ABSTRACT: Fabricating artificial spider silk fibers in bulk
scale has been a major goal in materials science for centuries.
Two main routes have emerged for making such fibers. One
method uses biomimetics in which the spider silk proteins
(spidroins) are produced under nativelike conditions and then
spun into fibers in a process that captures the natural, complex
molecular mechanisms. However, these fibers do not yet match
the mechanical properties of native silk fibers, potentially due to the small size of the designed spidroin used. The second
route builds on biotechnological progress that enables production of large spidroins that can be spun into fibers by using
organic solvents. With this approach, fibers that equal the native material in terms of mechanical properties can be
manufactured, but the yields are too low for economically sustainable production. Hence, the need for new ideas is urgent.
Herein, we introduce a structural-biology-based approach for engineering artificial spidroins that circumvents the laws with
which spidroins, being secretory proteins, have to comply in order to avoid membrane insertion and provide a road map to the
production of biomimetic silk fibers with improved mechanical properties.

INTRODUCTION
Spiders have developed during the last 400 million years of
evolution the skills to make the toughest fiber found in
nature.1,2 They produce their fiber in fractions of a second,
under ambient conditions, and from renewable resources, and
still, its mechanical properties outperforms man-made
materials like Kevlar.2 The unique and impressive mechanical
properties of the fiber make it attractive for many different
applications, e.g., for making high-performance textiles and
sport goods,3 durable components for robotics,4 ropes and
reinforcements of composite materials, and even for
applications in medicine.3 Spider silk enhances wound
healing5,6 and has successfully been used to bridge critical
size nerve defects7,8 and as fascia replacements in animal
models,9 further attesting to its potential usefulness.

Farming spiders and reeling silk is tedious, and for
economically sustainable production, the spider silk proteins
(spidroins) must be produced in heterologous hosts. For this
purpose, a variety of hosts have been employed, e.g.,
prokaryotes, eukaryotic cell expression systems, plants, and
even transgenic animals.10 However, the yields are typically
poor, and the water solubility of the produced spidroins is
low,11 which is probably why the vast majority of current
protocols for production and spinning of recombinant
spidroins include harsh solvents and denaturing agents.11

Fibers spun in this manner will be composed of aggregated
proteins and thus likely have a hierarchal structure that differs

from that of the native fiber, which is formed by spidroins
that assemble into specific nanosized structures in a fine-
tuned molecular process (cf. below).12 Expression and
purification of spidroins under benign conditions, as well as
subsequent biomimetic spinning protocols, have been
developed and shown to recapitulate important events of
the assembly process.13�16 However, the mechanical proper-
ties of fibers produced in this manner are still inferior to
those of the native silk fiber, likely due to the small size of
the spidroins used; hence, there is a need for novel ideas on
how to produce high-performance spider silk replicas using
biotechnological tools.

SPIDER SILKARCHITECTURE AND MOLECULAR
PROPERTIES
An individual spider can produce up to seven types of silks,
each with characteristic mechanical properties.2,17 These
fibers are mainly composed of spidroins that share an overall
architecture of globular terminal domains of ca. 110�130
amino acid residues bracketing a repetitive region that is
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approximately 10 times longer (Figure 1).18�21 The terminal
domains are unique to spidroins and regulate silk solubility
and fiber formation, while the repetitive regions confer the
mechanical properties to the fibers.22 The strongest silk, the
dragline, is composed primarily of major ampullate spidroins
(MaSps). The typical MaSp repeat region is composed of
iterated poly-Ala blocks interspersed by Gly-rich repeats
(Figure 1).

In the silk gland, the spidroins are kept at high
concentration (around 50% w/v).23 It is not fully elucidated
how the spider manages to keep the spidroins at this extreme
concentration without premature aggregation. Structural
studies using nuclear magnetic resonance (NMR) spectros-
copy on gland contents have shown that the repetitive region
adopts mainly a random coil conformation during stor-
age.24�26 The terminal domains form � -helix bundles and
contribute to the hydrophilicity of the spidroins; these
domains may also make up the outer shell of micelles during
storage, shielding the repetitive entangled region in their
core.27 Fiber formation takes place in the duct, in which a
decreasing pH and increasing shear forces derived from
pultrusion of the fiber lead to structural transitions of the
spidroins.28,29 The N-terminal domain is monomeric during
storage in the silk gland, whereas the C-terminal domain is
dimeric, meaning that the spidroins are stored as “sym-
metrical” dimers. In response to lowered pH in the duct, the
N-terminal domains dimerize, which locks the spidroins in a
network and possibly cross-links the micelles.30,31 At the
same time, shearing and acidification cause the C-terminal
domain to unfold and to form � -sheet nuclei,21,28 which may

trigger the transition of the repeat region into � -sheet
conformation, in analogy to the seeding phenomenon in
amyloid fibril formation.28 Collectively, this “lock and trigger”
mechanism leads to conversion of the spidroin solution into a
solid fiber.32

The dragline silk fiber is heterogeneous at the nanoscale
level, with crystalline domains composed of stacked � -sheets
embedded in an amorphous matrix (Figure 1). Despite its
name, the amorphous phase contains specific secondary
structures in which Gly-Pro-Gly-X-X motifs form type II � -
turns, and Gly-Gly-X motifs form ordered structures with
conformational similarities to collagen, polyproline heli-
ces,33,34 and possibly also short 310 helices.35 The bulk of
the � -sheets are formed by the poly-Ala blocks, and the � -
strands align with the fiber axis.25,33,36�39 The Ala methyl
side chains enable � -strands from neighboring sheets to zip
together. Poly-Ala � -sheet crystals will, thus, have methyl
groups protruding into the void near the � carbons of the
neighboring sheet (see below), resulting in tight enough
packing to prevent water from entering the crystals,40 in a
similar manner to “dry” steric zippers of amyloid crystals that
are so tightly interdigitated that water cannot enter.41

Stretching a dragline silk fiber until failure results in
distinct structural changes: First, stretching the amorphous
regions leads to a yielding point, after which hydrogen bonds
in the helices and � -turns break, leading to softening of the
material. Upon further stretching, the fiber enters a phase
where it is stiffened as the originally amorphous regions are
completely extended, and the load is transferred to the � -
sheet crystals. Finally, stick�slip deformation of � -sheet

Figure 1. Schematic image of a spider’s silk glands and spidroin conformational states during storage and in the fiber. Spiders spin up to
seven different kinds of silks from abdominal glands. The major ampullate gland is shown in orange and produces the dragline silk which
is used as a life line. The enlargement of the major ampullate gland shows a typical major ampullate spidroin in a soluble state with an � -
helical N-terminal domain (blue/cyan), a repetitive region in random coil conformation composed of many iterated poly-Ala and Gly-rich
repeats (yellow/green), and an � -helical C-terminal domain (orange/red). The enlargement of the fiber shows the dominant protein
structures in the fiber in which the Ala-blocks form � -sheets and � -crystals (yellow), whereas the Gly-rich repeats are unordered or adopt
helical or � -turn conformations (green). The spider drawing is reproduced with permission from ref 32. Copyright 2015 Springer Nature.
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crystals leads to fiber failure.42�44 Thus, the heterogeneous
structure of the dragline fiber (Figure 1) is key to its unique
mechanical properties, and the crystalline domains ultimately
confer the fiber’s high tensile strength.43 In agreement with
this line of reasoning, increased crystallinity and higher
degrees of order have been linked to higher tensile strength
and stiffness and can be achieved by enhanced reeling speed
and/or be conferred by spidroins with longer poly-Ala
repeats.45�47

However, the exact relationships between crystallinity and
mechanical properties remain to be elucidated; for example,
molecular dynamic simulations have suggested that restricting
the size of the crystalline domains is important for reaching
the high tensile strength, resilience, and toughness of a spider
silk fiber.43 The crystals act as intermolecular cross-linking
points in a nanofishnet structure, which may enhance the
toughness of silk filaments up to 1000 times compared to
linear amyloid-like structures that lack cross-links.48 The
relatively small crystals found in dragline silks mediate the
required intermolecular contacts and enable the amorphous
parts to extend fully until the � -sheet crystals are being
stretched and eventually fail.43 In simulation studies,
researchers have found that the optimal height of the stacked
� -sheets is approximately 2�4 nm (corresponding to about
4�7 layers for poly-Ala) to mediate high tensile strength.43

The size restriction occurs because individual � -strands in
small crystals can undergo stick�slip due to repeated
breaking and reformation of hydrogen bonds, whereas higher
stacks are apparently weaker because they are subject to
bending and nonuniform tensile deformation of hydrogen
bonds.44

SPIDROINS HAVE EVOLVED UNDER CONSTRAINTS
DICTATED BY BIOLOGICAL HYDROPHOBICITY
Spidroins are secretory proteins, and as such, they are obliged
to pass through the endoplasmic reticulum (ER) membrane
to enter the secretory pathway. Proteins intended for
secretion carry a signal peptide that directs the ribosome-
nascent chain complex to the ER cytoplasmic surface.49 The
ribosome docks to a translocon in the ER membrane, and the
nascent chain is translated through the translocon into the
ER lumen. The secretory protein is then transported to the
Golgi apparatus before being exocytosed via vesicles that fuse
with the plasma membrane. Instead of being translated across
the translocon, the nascent chain can be cotranslationally
inserted into the ER lipid membrane when the translocon
opens up laterally,50 which happens if the nascent chain
contains segments that, according to the biological hydro-
phobicity scale, promote membrane insertion.51,52

Thus, spidroins pass into the secretory pathway of the
glandular cells and have to avoid being directed into the ER
membrane during translation. This requirement precludes the
use of stretches rich in Ile or Val because they unequivocally
will be anchored in the lipid bilayer (Figure 2).51 Intriguingly,

poly-Ala is the most nonpolar segment that will pass through
the translocon without being membrane inserted, suggesting
that MaSp repeat segments are optimized for hydrophobicity
to the extent allowed by the translocon mechanism. Another
structural biology constraint is that the preference to adopt
the � -strand conformation correlates with hydrophobicity; the
most � -prone residues are hydrophobic and, thus, mediate
ER membrane insertion (Figure 2).53 Therefore, the
requirement to translocate spidroins through the ER
membrane precludes the spider from harnessing the most
� -prone residues (Figure 2, green area of the graph), that is,
exactly the side chains that would be expected to mediate the
strongest intersheet interactions in � -crystals.

The heterogeneous structure of the
dragline � ber is key to its unique
mechanical properties, and the crystal-
line domains ultimately confer the
� ber’s high tensile strength.

Figure 2. Membrane insertion is dictated by hydrophobicity.
(upper part) Schematic image of the translocon (gray) with a
transmembrane segment (red) and a secretory protein (green).
(lower part) Correlation between biological hydrophobicity and
preference to adopt the � -strand conformation over � -helix. The
yellow area indicates amino acid residues that favor the � -strand
conformation (values >1) whereas values <1 favor � -helix (see
ref 53). The blue area covers negative biological hydrophobicity
values, which indicate residues that promote membrane insertion,
whereas residues with positive values prevent membrane
insertion (see ref 52). The overlapping green area contains
residues that both promote membrane insertion and favor � -
strand conformation. Ala (green circle) prevents membrane
insertion, and exchange of Ala for other aliphatic residues that
favor the � -strand conformation (Val or Ile, red circles) will
result in membrane insertion, which is incompatible with spiders’
spidroin production. The graph is reprinted with permission
from ref 53. Copyright 2010 Elsevier.

The requirement to translocate spi-
droins through the endoplasmic retic-
ulum membrane precludes the spider
from harnessing exactly the amino acid
side chains that would be expected to
mediate the strongest � -crystals.
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OPTIMIZING THE CRYSTAL-FORMING SEGMENTS IN
THE ABSENCE OF BIOLOGICAL HYDROPHOBICITY
CONSTRAINTS
Close inspection of MaSp repetitive segments shows that they
invariably contain poly-Ala segments. This finding suggests
that poly-Ala, as opposed to segments composed of other
residues, has evolutionary advantages and that the hydro-
phobic property of Ala (see Figure 2) is important for the
formation of spider silk. This view raises an intriguing
question as to whether repetitive segments composed of
more hydrophobic residues (i.e., Val, Ile, Leu, Phe, Met, or
Cys) would create even stronger silk but have been selected
against because the use of these residues would trap the
spidroins in the ER membrane (Figure 2). Generation of
steric zipper predictions54 of poly-Val and poly-Ile shows that
they will indeed form stable � -sheet interactions (Figure 3),
whereas poly-Leu and poly-Phe will not. In support of this
idea, amyloid fibrils in which hydrophobic side-chains form
interstrand interactions are more stable than are fibrils with
more polar buried residues.55,56 Poly-Cys or poly-Met are not
attractive choices for making artificial silk because of their
abilities to oxidize, and experiments show that introducing a
few Cys in the poly-Ala segments does not give rise to
substantially improved mechanical properties.57

The increased strength of � -sheet zippers composed of
poly-Val or poly-Ile compared to poly-Ala, which, if
extrapolated to spider silk � -crystals, would give stronger
silks, reinforces the possibility that the former have been
selected against for reasons other than silk properties.
Predictions of the ability of MaSp repeat segments that

have poly-Ala replaced with poly-Val or poly-Ile to form
transmembrane helices confirm that they indeed will not pass
through the translocon but will be inserted into the ER
membrane (Figure 3). Other possible reasons for why spiders
do not use poly-Ile or poly-Val are that these residues, in
contrast to Ala, are essential,58 and that the lower aqueous
solubility of poly-Val and poly-Ile compared to poly-Ala, even
if they are short enough to pass through the translocon, may
cause problems during the production and storage of
spidroins.

Realizing that the nature of the eukaryotic secretory
pathway may have hindered the evolution of optimal amino
acid sequences for obtaining the strongest possible silk, we
now propose to expand the sequence space of recombinant
artificial spidroins produced in prokaryotic systems so that
poly-Val, poly-Ile, and variants where such segments are
combined with other sequences are investigated as well
(Figure 4 and see below). Recombinant proteins expressed
intracellularly in prokaryotes will avoid the requirement of
passing through a lipid membrane, and importantly, Ile and
Val are not essential amino acid residues for bacteria.58,59

Water solubility is a prerequisite for successful biomimetic
spinning, and thus, the lower solubility of poly-Val and poly-
Ile compared to poly-Ala may cause problems in future
attempts to produce them in prokaryotic hosts. For the
generation of artificial silk fibers using spinning methods
based on organic solvents, the water solubility of the
produced spidroins may be less important. However, if
biomimetic spinning processes are desired, the required
solubility could be achieved by one or several of the

Figure 3. Optimization of spidroin repeat segments. (A) Examples of fibril energy profiles of a section of a repetitive region using the
Zipper Database (ref 54) for a wild type major ampullate spidroin (MaSp) repeat (top) and mutants in which the respective repeat
sequence has been engineered to replace poly-Ala for poly-Ile (middle) or poly-Val (bottom). The Rosetta energies in kcal/mol of
moving windows of hexapeptide steric zippers are indicated by the histograms with values on the left Y-axis and lowest numbers given
below the histograms. Low Rosetta energies correlate to more stable steric zippers and, supposedly, stronger fibers. The blue lines show
the probability of each residue to form a transmembrane segment using a scale between 0 and 1 as determined by the TMHMM v2.0
server at expasy.org (right Y-axis of each panel). Two transmembrane segments are predicted for the poly-Ile and poly-Val mutants, but
the wild type is not predicted to insert as transmembrane helices although the poly-Ala blocks are on the border of predicted membrane
insertion. (B) Steric zipper models of two � -sheets made up of Ala (top), Ile (middle), or Val (bottom).
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following strategies. First, recent results have shown that mini
spidroins containing both terminal domains and a short
repetitive region can efficiently be expressed in Escherichia coli
and are extraordinarily soluble (50% w/v).13,15 Introducing
Ala to Val or Ile substitutions in these proteins could
therefore be afforded and still result in soluble target proteins.
The mechanical properties of fibers spun from these proteins
could match or even outperform those of native silk due to
increased intermolecular interactions in the � -crystals. The
dimensions of such mutant � -crystals would likely be similar
to the native ones, which simulations have indicated are
important for optimal mechanical properties.43,44 Second, if
the replacement of all Ala residues results in insoluble
products, variants with shorter poly-Val/Ile blocks as well as
hybrid blocks containing two or more amino acid residue
types could be designed. Third, the presence of a spidroin N-
terminal domain may solve solubility problems for longer
spidroins as well because the N-terminal domain and
engineered variants thereof are exceptionally efficient in
increasing solubility of aggregation-prone proteins of various
sorts, including highly amyloidogenic polypeptides.20,60�64

Finally, engineering the Gly-rich repeats so that they
compensate for the increased hydrophobicity of the � -sheet
forming parts could be a means to improve overall solubility.

Recent sequencing of spider genomes shows that the
spiders have a battery of silk genes (11 in Araneus ventricosus
and 28 in Trichonephila clavipes), and the diversity in repeat
regions between spidroins is remarkable.18,19 Harnessing this
natural sequence space when designing variants of poly-Val
and poly-Ile segments may further improve the chances of
identifying artificial spidroin sequences that give optimal fiber
properties. In addition, the composition of the silk fiber is
more complex than previously thought, and silk production
seems to depend on largely uncharacterized systems for
chaperoning as well as ion homeostasis.18,65,66 Hence,
stronger fibers may also be possible to generate by
modulating the spinning methods as well as by tuning the
protein composition, because composite dopes and fibers
may outperform the single spidroin counterparts explored to
date.

ROAD MAP TO SUPREME ARTIFICIAL SPIDER SILK
FIBERS
Based on these insights, we propose a strategy and road map
for the production of novel artificial spidroins and super-
strong silk fibers (Figure 4). In silico methods can be used to
generate � -sheet crystals of poly-Val, poly-Ile, and variants
thereof derived from the increased sequence space that
becomes available from the insight that spiders cannot use
long stretches of nonpolar residues for spidroin production.
Such in silico � -sheet crystals can then be analyzed by
molecular dynamics simulations for stability and strength, as
has been done for naturally occurring segments.43,44,67 In
addition to the novel repetitive segments that can be derived
from the nonpolar segments that are not available to spiders,
novel natural spidroin sequences are expected to become
available from ongoing spider genome and transcriptome
studies. The sequence space that can be generated by
combining these two lines is vast, but still, molecular
dynamics simulations will be able to provide valuable
information on which designed repetitive segments are
more likely to generate optimal fibers. However, simulations
will not inform on properties of spidroins during recombinant
production and purification why � -sheet design and
simulations have to be revisited after experimental data
have been generated on what artificial spidroins are possible
to produce and spin into fibers. Iterated design�simulation�
production�spin cycles (Figure 4) will enable the generation
of high-performance and tailor-made biomimetic silk fibers
optimized for specific purposes, by combining strength and
other mechanical properties.

The approach outlined here will be important from a basic
science point of view as well. The soluble form of designed
spidroins can be evaluated by spectroscopic techniques and
rheology in order to determine how they compare with

Figure 4. Road map to supreme artificial spider silk. Starting from the extended sequence space that becomes available by releasing the
constraints imposed from spidroins having to pass through the eukaryotic secretory pathway, a multitude of potential repeat segments of
artificial spidroins can be generated. Such segments can be screened for � -sheet stability by simulations and viable candidates passed for
experimental screening of prokaryotic expression yields and water solubility, whereafter candidates with high production yields and water
solubility can be spun into fibers. The dashed arrow indicates that candidates that show low yields or solubility can be fed back to inform
on novel designs.

Spiders have a battery of silk genes,
and the diversity in repeat regions
between spidroins is remarkable.

ACS Nano www.acsnano.org Perspective

https://dx.doi.org/10.1021/acsnano.0c08933
ACS Nano 2021, 15, 1952�1959

1956

https://pubs.acs.org/doi/10.1021/acsnano.0c08933?fig=fig4&ref=pdf
https://pubs.acs.org/doi/10.1021/acsnano.0c08933?fig=fig4&ref=pdf
https://pubs.acs.org/doi/10.1021/acsnano.0c08933?fig=fig4&ref=pdf
https://pubs.acs.org/doi/10.1021/acsnano.0c08933?fig=fig4&ref=pdf
www.acsnano.org?ref=pdf
https://dx.doi.org/10.1021/acsnano.0c08933?ref=pdf


natural feedstocks, and novel information on how different
designed silk proteins fold, assemble, and mediate the fibers’
mechanical properties will increase our understanding of the
natural spinning process as well as shed light on protein
structure�activity relationships at large. Finally, we envision
that testing not only poly-Val and poly-Ile (Figure 3) but also
variants thereof that include novel naturally occurring
sequences, which have different secondary structure propen-
sities than the canonical poly-Ala in MaSps, in recombinant
silk proteins can provide the information needed for deriving
the exact relationships between the fibers’ structural and
mechanical properties that are required to enable rational silk
design in the future.

AUTHOR INFORMATION
Corresponding Authors

Jan Johansson� Department of Biosciences and Nutrition,
Karolinska Institutet, 14183 Huddinge, Sweden;

orcid.org/0000-0002-8719-4703;
Email: janne.johansson@ki.se

Anna Rising� Department of Biosciences and Nutrition,
Karolinska Institutet, 14183 Huddinge, Sweden;
Department of Anatomy, Physiology and Biochemistry,
Swedish University of Agricultural Sciences, 750 07
Uppsala, Sweden; orcid.org/0000-0002-1872-1207;
Email: anna.rising@ki.se

Complete contact information is available at:
https://pubs.acs.org/10.1021/acsnano.0c08933

Notes
The authors declare no competing financial interest.

ACKNOWLEDGMENTS
We are grateful to Michael Landreh and Gabriele Greco for
valuable help with figures. This work was supported by
European Research Council (ERC) under the European
Union’s Horizon 2020 research and innovation programme
(grant agreement 815357), the Center for Innovative
Medicine (CIMED) at Karolinska Institutet and Stockholm
City Council, SFO Regen FOR 4-1364/2019, the Swedish
Research Council (2019-01257 and 2016-01967), and
Formas (2019-00427).

REFERENCES
(1) Hormiga, G.; Griswold, C. E. Systematics, Phylogeny, and

Evolution of Orb-weaving Spiders. Annu. Rev. Entomol. 2014, 59,
487�512.
(2) Gosline, J. M.; Guerette, P. A.; Ortlepp, C. S.; Savage, K. N.

The Mechanical Design of Spider Silks: From Fibroin Sequence to
Mechanical Function. J. Exp. Biol. 1999, 202 (23), 3295�3303.
(3) Bourzac, K. Spiders: Web of Intrigue. Nature 2015, 519

(7544), S4�6.
(4) Pan, L.; Wang, F.; Cheng, Y.; Leow, W. R.; Zhang, Y. W.;

Wang, M.; Cai, P.; Ji, B.; Li, D.; Chen, X. A Supertough Electro-
tendon Based on Spider Silk Composites. Nat. Commun. 2020, 11
(1), 1332.
(5) Setooni, Z.; Mohammadi, M.; Hashemi, A.; Hashemi, M.;

Mozafari, F.; Simi, F.; Bargahi, A.; Daneshi, A.; Hajiani, E. A. M. R.;
Farzadinia, P. Evaluation of Wound Dressing Made From Spider
Silk Protein Using in a Rabbit Model. Int. J. Lower Extremity Wounds
2018, 17 (2), 71�77.
(6) Liebsch, C.; Bucan, V.; Menger, B.; Kohne, F.; Waldmann, K.

H.; Vaslaitis, D.; Vogt, P. M.; Strauss, S.; Kuhbier, J. W. Preliminary

Investigations of Spider Silk in Wounds in vivo - Implications for an
Innovative Wound Dressing. Burns 2018, 44 (7), 1829�1838.
(7) Allmeling, C.; Jokuszies, A.; Reimers, K.; Kall, S.; Choi, C. Y.;

Brandes, G.; Kasper, C.; Scheper, T.; Guggenheim, M.; Vogt, P. M.
Spider Silk fFbres in Artificial Nerve Constructs Promote Peripheral
Nerve Regeneration. Cell Proliferation 2008, 41 (3), 408�20.
(8) Radtke, C.; Allmeling, C.; Waldmann, K. H.; Reimers, K.;

Thies, K.; Schenk, H. C.; Hillmer, A.; Guggenheim, M.; Brandes, G.;
Vogt, P. M. Spider Silk Constructs Enhance Axonal Regeneration
and Remyelination in Long Nerve Defects in Sheep. PLoS One
2011, 6 (2), No. e16990.
(9) Schafer-Nolte, F.; Hennecke, K.; Reimers, K.; Schnabel, R.;

Allmeling, C.; Vogt, P. M.; Kuhbier, J. W.; Mirastschijski, U.
Biomechanics and Biocompatibility of Woven Spider Silk Meshes
During Remodeling in a Rodent Fascia Replacement Model. Ann.
Surg. 2014, 259 (4), 781�92.
(10) Tokareva, O.; Michalczechen-Lacerda, V. A.; Rech, E. L.;

Kaplan, D. L. Recombinant DNA Production of Spider Silk Proteins.
Microb. Biotechnol. 2013, 6 (6), 651�63.
(11) Koeppel, A.; Holland, C. Progress and Trends in Artificial Silk

Spinning: A Systematic Review. ACS Biomater. Sci. Eng. 2017, 3 (3),
226�237.
(12) Rising, A. Controlled Assembly: a Prerequisite for the use of

Recombinant Spider Silk in Regenerative Medicine? Acta Biomater.
2014, 10 (4), 1627�31.
(13) Andersson, M.; Jia, Q.; Abella, A.; Lee, X. Y.; Landreh, M.;

Purhonen, P.; Hebert, H.; Tenje, M.; Robinson, C. V.; Meng, Q.;
Plaza, G. R.; Johansson, J.; Rising, A. Biomimetic Spinning of
Artificial Spider Silk from a Chimeric Minispidroin. Nat. Chem. Biol.
2017, 13 (3), 262�264.
(14) Gonska, N.; Lopez, P. A.; Lozano-Picazo, P.; Thorpe, M.;

Guinea, G. V.; Johansson, J.; Barth, A.; Perez-Rigueiro, J.; Rising, A.
Structure-Function Relationship of Artificial Spider Silk Fibers
Produced by Straining Flow Spinning. Biomacromolecules 2020, 21
(6), 2116�2124.
(15) Venkatesan, H.; Hu, J.; Chen, J. Bioinspired Fabrication of

Polyurethane/Regenerated Silk Fibroin Composite Fibres with
Tubuliform Silk-Like Flat Stress(�)Strain Behaviour. Polymers
(Basel, Switz.) 2018, 10 (3), 333.
(16) Otikovs, M.; Andersson, M.; Jia, Q.; Nordling, K.; Meng, Q.;

Andreas, L. B.; Pintacuda, G.; Johansson, J.; Rising, A.; Jaudzems, K.
Degree of Biomimicry of Artificial Spider Silk Spinning Assessed by
NMR Spectroscopy. Angew. Chem., Int. Ed. 2017, 56 (41), 12571�
12575.
(17) Peakall, D. B. Synthesis of Silk Mechanism and Location. Am.

Zool. 1969, 9, 71�79.
(18) Babb, P. L.; Lahens, N. F.; Correa-Garhwal, S. M.; Nicholson,

D. N.; Kim, E. J.; Hogenesch, J. B.; Kuntner, M.; Higgins, L.;
Hayashi, C. Y.; Agnarsson, I.; Voight, B. F. The Nephila clavipes
Genome Highlights the Diversity of Spider Silk Genes and Their
Complex Expression. Nat. Genet. 2017, 49, 895�903.
(19) Kono, N.; Nakamura, H.; Ohtoshi, R.; Moran, D. A. P.;

Shinohara, A.; Yoshida, Y.; Fujiwara, M.; Mori, M.; Tomita, M.;
Arakawa, K. Orb-Weaving Spider Araneus ventricosus Genome
Elucidates the Spidroin Gene Catalogue. Sci. Rep. 2019, 9, 8380.
(20) Askarieh, G.; Hedhammar, M.; Nordling, K.; Saenz, A.;

Casals, C.; Rising, A.; Johansson, J.; Knight, S. D. Self-Assembly of
Spider Silk Proteins is Controlled by a pH-Sensitive Relay. Nature
2010, 465, 236�238.
(21) Hagn, F.; Eisoldt, L.; Hardy, J. G.; Vendrely, C.; Coles, M.;

Scheibel, T.; Kessler, H. A Conserved Spider Silk Domain Acts as a
Molecular Switch that Controls Fibre Assembly. Nature 2010, 465,
239�242.
(22) Guerette, P. A.; Ginzinger, D. G.; Weber, B. H. F.; Gosline, J.

M. Silk Properties Determined by Gland-Specific Expression of a
Spider Fibroin Gene Family. Science 1996, 272, 112�115.
(23) Hijirida, D. H.; Do, K. G.; Michal, C.; Wong, S.; Zax, D.;

Jelinski, L. W. 13C NMR of Nephila clavipes Major Ampullate Silk
Gland. Biophys. J. 1996, 71, 3442�3447.

ACS Nano www.acsnano.org Perspective

https://dx.doi.org/10.1021/acsnano.0c08933
ACS Nano 2021, 15, 1952�1959

1957

https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Jan+Johansson"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
http://orcid.org/0000-0002-8719-4703
http://orcid.org/0000-0002-8719-4703
mailto:janne.johansson@ki.se
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Anna+Rising"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
http://orcid.org/0000-0002-1872-1207
mailto:anna.rising@ki.se
https://pubs.acs.org/doi/10.1021/acsnano.0c08933?ref=pdf
https://dx.doi.org/10.1146/annurev-ento-011613-162046
https://dx.doi.org/10.1146/annurev-ento-011613-162046
https://dx.doi.org/10.1038/519S4a
https://dx.doi.org/10.1038/s41467-020-14988-5
https://dx.doi.org/10.1038/s41467-020-14988-5
https://dx.doi.org/10.1177/1534734618782827
https://dx.doi.org/10.1177/1534734618782827
https://dx.doi.org/10.1016/j.burns.2018.03.016
https://dx.doi.org/10.1016/j.burns.2018.03.016
https://dx.doi.org/10.1016/j.burns.2018.03.016
https://dx.doi.org/10.1111/j.1365-2184.2008.00534.x
https://dx.doi.org/10.1111/j.1365-2184.2008.00534.x
https://dx.doi.org/10.1371/journal.pone.0016990
https://dx.doi.org/10.1371/journal.pone.0016990
https://dx.doi.org/10.1097/SLA.0b013e3182917677
https://dx.doi.org/10.1097/SLA.0b013e3182917677
https://dx.doi.org/10.1111/1751-7915.12081
https://dx.doi.org/10.1021/acsbiomaterials.6b00669
https://dx.doi.org/10.1021/acsbiomaterials.6b00669
https://dx.doi.org/10.1016/j.actbio.2013.09.030
https://dx.doi.org/10.1016/j.actbio.2013.09.030
https://dx.doi.org/10.1038/nchembio.2269
https://dx.doi.org/10.1038/nchembio.2269
https://dx.doi.org/10.1021/acs.biomac.0c00100
https://dx.doi.org/10.1021/acs.biomac.0c00100
https://dx.doi.org/10.3390/polym10030333
https://dx.doi.org/10.3390/polym10030333
https://dx.doi.org/10.3390/polym10030333
https://dx.doi.org/10.1002/anie.201706649
https://dx.doi.org/10.1002/anie.201706649
https://dx.doi.org/10.1093/icb/9.1.71
https://dx.doi.org/10.1038/ng.3852
https://dx.doi.org/10.1038/ng.3852
https://dx.doi.org/10.1038/ng.3852
https://dx.doi.org/10.1038/s41598-019-44775-2
https://dx.doi.org/10.1038/s41598-019-44775-2
https://dx.doi.org/10.1038/nature08962
https://dx.doi.org/10.1038/nature08962
https://dx.doi.org/10.1038/nature08936
https://dx.doi.org/10.1038/nature08936
https://dx.doi.org/10.1126/science.272.5258.112
https://dx.doi.org/10.1126/science.272.5258.112
https://dx.doi.org/10.1016/S0006-3495(96)79539-5
https://dx.doi.org/10.1016/S0006-3495(96)79539-5
www.acsnano.org?ref=pdf
https://dx.doi.org/10.1021/acsnano.0c08933?ref=pdf


(24) Hronska, M.; van Beek, J. D.; Williamson, P. T.; Vollrath, F.;
Meier, B. H. NMR Characterization of Native Liquid Spider
Dragline Silk from Nephila edulis. Biomacromolecules 2004, 5, 834�
839.
(25) Jenkins, J. E.; Sampath, S.; Butler, E.; Kim, J.; Henning, R.

W.; Holland, G. P.; Yarger, J. L. Characterizing the Secondary
Protein Structure of Black Widow Dragline Silk Using Solid-State
NMR and X-Ray Diffraction. Biomacromolecules 2013, 14, 3472�
3483.
(26) Xu, D.; Yarger, J. L.; Holland, G. P. Exploring the Backbone

Dynamics of Native Spider Silk Proteins in Black Widow Silk
Glands with Solution-State NMR Spectroscopy. Polymer 2014, 55,
3879�3885.
(27) Parent, L. R.; Onofrei, D.; Xu, D.; Stengel, D.; Roehling, J.

D.; Addison, J. B.; Forman, C.; Amin, S. A.; Cherry, B. R.; Yarger, J.
L.; Gianneschi, N. C.; Holland, G. P. Hierarchical Spidroin Micellar
Nanoparticles as the Fundamental Precursors of Spider Silks. Proc.
Natl. Acad. Sci. U. S. A. 2018, 115, 11507�11512.
(28) Andersson, M.; Chen, G.; Otikovs, M.; Landreh, M.;

Nordling, K.; Kronqvist, N.; Westermark, P.; Jornvall, H.; Knight,
S.; Ridderstrale, Y.; Holm, L.; Meng, Q.; Jaudzems, K.; Chesler, M.;
Johansson, J.; Rising, A. Carbonic Anhydrase Generates CO2 and H
+ That Drive Spider Silk Formation Via Opposite Effects on the
Terminal Domains. PLoS Biol. 2014, 12, No. e1001921.
(29) Sparkes, J.; Holland, C. Analysis of the Pressure Requirements

for Silk Spinning Reveals a Pultrusion Dominated Process. Nat.
Commun. 2017, 8, 594.
(30) Landreh, M.; Askarieh, G.; Nordling, K.; Hedhammar, M.;

Rising, A.; Casals, C.; Astorga-Wells, J.; Alvelius, G.; Knight, S. D.;
Johansson, J.; Jornvall, H.; Bergman, T. A pH-Dependent Dimer
Lock in Spider Silk Protein. J. Mol. Biol. 2010, 404, 328�336.
(31) Kronqvist, N.; Otikovs, M.; Chmyrov, V.; Chen, G.;

Andersson, M.; Nordling, K.; Landreh, M.; Sarr, M.; Jornvall, H.;
Wennmalm, S.; Widengren, J.; Meng, Q.; Rising, A.; Otzen, D.;
Knight, S. D.; Jaudzems, K.; Johansson, J. Sequential pH-Driven
Dimerization and Stabilization of the N-Terminal Domain Enables
Rapid Spider Silk Formation. Nat. Commun. 2014, 5, 3254.
(32) Rising, A.; Johansson, J. Toward Spinning Artificial Spider

Silk. Nat. Chem. Biol. 2015, 11, 309�315.
(33) Holland, G. P.; Creager, M. S.; Jenkins, J. E.; Lewis, R. V.;

Yarger, J. L. Determining Secondary Structure in Spider Dragline
Silk by Carbon-Carbon Correlation Solid-State NMR Spectroscopy.
J. Am. Chem. Soc. 2008, 130, 9871�9877.
(34) Jenkins, J. E.; Creager, M. S.; Butler, E. B.; Lewis, R. V.;

Yarger, J. L.; Holland, G. P. Solid-State NMR Evidence for Elastin-
Like Beta-Turn Structure in Spider Dragline Silk. Chem. Commun.
2010, 46, 6714�6716.
(35) Gray, G. M.; van der Vaart, A.; Guo, C.; Jones, J.; Onofrei,

D.; Cherry, B. R.; Lewis, R. V.; Yarger, J. L.; Holland, G. P.
Secondary Structure Adopted by the Gly-Gly-X Repetitive Regions
of Dragline Spider Silk. Int. J. Mol. Sci. 2016, 17, 2023.
(36) van Beek, J. D.; Hess, S.; Vollrath, F.; Meier, B. H. The

Molecular Structure of Spider Dragline Silk: Folding and
Orientation of the Protein Backbone. Proc. Natl. Acad. Sci. U. S.
A. 2002, 99, 10266�10271.
(37) Xu, D.; Shi, X.; Thompson, F.; Weber, W. S.; Mou, Q.;

Yarger, J. L. Protein Secondary Structure of Green Lynx Spider
Dragline Silk Investigated by Solid-State NMR and X-Ray
Diffraction. Int. J. Biol. Macromol. 2015, 81, 171�179.
(38) Simmons, A. H.; Michal, C. A.; Jelinski, L. W. Molecular

Orientation and Two-Component Nature of the Crystalline Fraction
of Spider Dragline Silk. Science 1996, 271, 84�87.
(39) Holland, G. P.; Jenkins, J. E.; Creager, M. S.; Lewis, R. V.;

Yarger, J. L. Quantifying the Fraction of Glycine and Alanine in
Beta-Sheet and Helical Conformations in Spider Dragline Silk Using
Solid-State NMR. Chem. Commun. 2008, 5568�5570.
(40) Bratzel, G.; Buehler, M. J. Sequence-Structure Correlations in

Silk: Poly-Ala Repeat of N. clavipes MaSp1 is Naturally Optimized at

a Critical Length Scale. J. Mech. Behav. Biomed. Mater. 2012, 7, 30�
40.
(41) Nelson, R.; Sawaya, M. R.; Balbirnie, M.; Madsen, A. O.;

Riekel, C.; Grothe, R.; Eisenberg, D. Structure of the Cross-Beta
Spine of Amyloid-Like Fibrils. Nature 2005, 435, 773�778.
(42) Cranford, S. W.; Tarakanova, A. N. M.; Pugno, N. M.;

Buehler, M. J. Nonlinear Material Behaviour of Spider Silk Yields
Robust Webs. Nature 2012, 482, 72�76.
(43) Keten, S.; Xu, Z.; Ihle, B.; Buehler, M. J. Nanoconfinement

Controls Stiffness, Strength and Mechanical Toughness of Beta-
Sheet Crystals in Silk. Nat. Mater. 2010, 9, 359�367.
(44) Nova, A.; Keten, S.; Pugno, N. M.; Redaelli, A.; Buehler, M. J.

Molecular and Nanostructural Mechanisms of Deformation, Strength
and Toughness of Spider Silk Fibrils. Nano Lett. 2010, 10, 2626�
2634.
(45) Du, N.; Liu, X. Y.; Narayanan, J.; Li, L.; Lim, M. L.; Li, D.

Design of Superior Spider Silk: From Nanostructure to Mechanical
Properties. Biophys. J. 2006, 91, 4528�4535.
(46) Madurga, R.; Blackledge, T. A.; Perea, B.; Plaza, G. R.; Riekel,

C.; Burghammer, M.; Elices, M.; Guinea, G.; Perez-Rigueiro, J.
Persistence and Variation in Microstructural Design During the
Evolution of Spider Silk. Sci. Rep. 2015, 5, 14820.
(47) Madsen, B.; Shao, Z. Z.; Vollrath, F. Variability in the

Mechanical Properties of Spider Silks on Three Levels: Interspecific,
Intraspecific and Intraindividual. Int. J. Biol. Macromol. 1999, 24,
301�306.
(48) Liu, R. C.; Deng, Q. Q.; Yang, Z.; Yang, D. W.; Han, M. Y.;

Liu, X. Y. Nano-Fishnet” Structure Making Silk Fibers Tougher. Adv.
Funct. Mater. 2016, 26, 5534�5541.
(49) Blobel, G.; Dobberstein, B. Transfer of Proteins Across

Membranes. I. Presence of Proteolytically Processed and Unpro-
cessed Nascent Immunoglobulin Light Chains on Membrane-Bound
Ribosomes of Murine Myeloma. J. Cell Biol. 1975, 67, 835�851.
(50) Rapoport, T. A.; Goder, V.; Heinrich, S. U.; Matlack, K. E.

Membrane-Protein Integration and the Role of the Translocation
Channel. Trends Cell Biol. 2004, 14, 568�575.
(51) Hessa, T.; Kim, H.; Bihlmaier, K.; Lundin, C.; Boekel, J.;

Andersson, H.; Nilsson, I.; White, S. H.; von Heijne, G. Recognition
of Transmembrane Helices by the Endoplasmic Reticulum Trans-
locon. Nature 2005, 433, 377�381.
(52) Hessa, T.; Meindl-Beinker, N. M.; Bernsel, A.; Kim, H.; Sato,

Y.; Lerch-Bader, M.; Nilsson, I.; White, S. H. G.; von Heijne, G.
Molecular Code for Transmembrane-Helix Recognition by the
Sec61 Translocon. Nature 2007, 450, 1026�1030.
(53) Johansson, J.; Nerelius, C.; Willander, H.; Presto, J.

Conformational Preferences of Non-Polar Amino Acid Residues:
An Additional Factor in Amyloid Formation. Biochem. Biophys. Res.
Commun. 2010, 402, 515�518.
(54) Goldschmidt, L.; Teng, P. K.; Riek, R.; Eisenberg, D.

Identifying the Amylome, Proteins Capable of Forming Amyloid-
Like Fibrils. Proc. Natl. Acad. Sci. U. S. A. 2010, 107, 3487�3492.
(55) Cao, Q.; Boyer, D. R.; Sawaya, M. R.; Ge, P.; Eisenberg, D. S.

Cryo-EM Structures of Four Polymorphic TDP-43 Amyloid Cores.
Nat. Struct. Mol. Biol. 2019, 26, 619�627.
(56) Murray, D. T.; Kato, M.; Lin, Y.; Thurber, K. R.; Hung, I.;

McKnight, S. L.; Tycko, R. Structure of FUS Protein Fibrils and Its
Relevance to Self-Assembly and Phase Separation of Low-Complex-
ity Domains. Cell 2017, 171, 615�627 e16.
(57) Grip, S.; Johansson, J.; Hedhammar, M. Engineered Disulfides

Improve Mechanical Properties of Recombinant Spider Silk. Protein
Sci. 2009, 18, 1012�1022.
(58) Kraus, S.; Monchanin, C.; Gomez-Moracho, T.; Lihoreau, M.

Insect Diet. In Encyclopedia of Animal Cognition and Behavior; Vonk,
J., Shackelford, T. K., Eds.; Springer Nature Switzerland AG, 2019.
(59) Greenstone, M. H. Spider Feeding-Behavior Optimizes

Dietary Essential Amino-Acid Composition. Nature 1979, 282,
501�503.
(60) Abelein, A.; Chen, G.; Kitoka, K.; Aleksis, R.; Oleskovs, F.;

Sarr, M.; Landreh, M.; Pahnke, J.; Nordling, K.; Kronqvist, N.;

ACS Nano www.acsnano.org Perspective

https://dx.doi.org/10.1021/acsnano.0c08933
ACS Nano 2021, 15, 1952�1959

1958

https://dx.doi.org/10.1021/bm0343904
https://dx.doi.org/10.1021/bm0343904
https://dx.doi.org/10.1021/bm400791u
https://dx.doi.org/10.1021/bm400791u
https://dx.doi.org/10.1021/bm400791u
https://dx.doi.org/10.1016/j.polymer.2014.06.018
https://dx.doi.org/10.1016/j.polymer.2014.06.018
https://dx.doi.org/10.1016/j.polymer.2014.06.018
https://dx.doi.org/10.1073/pnas.1810203115
https://dx.doi.org/10.1073/pnas.1810203115
https://dx.doi.org/10.1371/journal.pbio.1001921
https://dx.doi.org/10.1371/journal.pbio.1001921
https://dx.doi.org/10.1371/journal.pbio.1001921
https://dx.doi.org/10.1038/s41467-017-00409-7
https://dx.doi.org/10.1038/s41467-017-00409-7
https://dx.doi.org/10.1016/j.jmb.2010.09.054
https://dx.doi.org/10.1016/j.jmb.2010.09.054
https://dx.doi.org/10.1038/ncomms4254
https://dx.doi.org/10.1038/ncomms4254
https://dx.doi.org/10.1038/ncomms4254
https://dx.doi.org/10.1038/nchembio.1789
https://dx.doi.org/10.1038/nchembio.1789
https://dx.doi.org/10.1021/ja8021208
https://dx.doi.org/10.1021/ja8021208
https://dx.doi.org/10.1039/c0cc00829j
https://dx.doi.org/10.1039/c0cc00829j
https://dx.doi.org/10.3390/ijms17122023
https://dx.doi.org/10.3390/ijms17122023
https://dx.doi.org/10.1073/pnas.152162299
https://dx.doi.org/10.1073/pnas.152162299
https://dx.doi.org/10.1073/pnas.152162299
https://dx.doi.org/10.1016/j.ijbiomac.2015.07.048
https://dx.doi.org/10.1016/j.ijbiomac.2015.07.048
https://dx.doi.org/10.1016/j.ijbiomac.2015.07.048
https://dx.doi.org/10.1126/science.271.5245.84
https://dx.doi.org/10.1126/science.271.5245.84
https://dx.doi.org/10.1126/science.271.5245.84
https://dx.doi.org/10.1039/b812928b
https://dx.doi.org/10.1039/b812928b
https://dx.doi.org/10.1039/b812928b
https://dx.doi.org/10.1016/j.jmbbm.2011.07.012
https://dx.doi.org/10.1016/j.jmbbm.2011.07.012
https://dx.doi.org/10.1016/j.jmbbm.2011.07.012
https://dx.doi.org/10.1038/nature03680
https://dx.doi.org/10.1038/nature03680
https://dx.doi.org/10.1038/nature10739
https://dx.doi.org/10.1038/nature10739
https://dx.doi.org/10.1038/nmat2704
https://dx.doi.org/10.1038/nmat2704
https://dx.doi.org/10.1038/nmat2704
https://dx.doi.org/10.1021/nl101341w
https://dx.doi.org/10.1021/nl101341w
https://dx.doi.org/10.1529/biophysj.106.089144
https://dx.doi.org/10.1529/biophysj.106.089144
https://dx.doi.org/10.1038/srep14820
https://dx.doi.org/10.1038/srep14820
https://dx.doi.org/10.1016/S0141-8130(98)00094-4
https://dx.doi.org/10.1016/S0141-8130(98)00094-4
https://dx.doi.org/10.1016/S0141-8130(98)00094-4
https://dx.doi.org/10.1002/adfm.201600813
https://dx.doi.org/10.1083/jcb.67.3.835
https://dx.doi.org/10.1083/jcb.67.3.835
https://dx.doi.org/10.1083/jcb.67.3.835
https://dx.doi.org/10.1083/jcb.67.3.835
https://dx.doi.org/10.1016/j.tcb.2004.09.002
https://dx.doi.org/10.1016/j.tcb.2004.09.002
https://dx.doi.org/10.1038/nature03216
https://dx.doi.org/10.1038/nature03216
https://dx.doi.org/10.1038/nature03216
https://dx.doi.org/10.1038/nature06387
https://dx.doi.org/10.1038/nature06387
https://dx.doi.org/10.1016/j.bbrc.2010.10.062
https://dx.doi.org/10.1016/j.bbrc.2010.10.062
https://dx.doi.org/10.1073/pnas.0915166107
https://dx.doi.org/10.1073/pnas.0915166107
https://dx.doi.org/10.1038/s41594-019-0248-4
https://dx.doi.org/10.1016/j.cell.2017.08.048
https://dx.doi.org/10.1016/j.cell.2017.08.048
https://dx.doi.org/10.1016/j.cell.2017.08.048
https://dx.doi.org/10.1002/pro.111
https://dx.doi.org/10.1002/pro.111
https://dx.doi.org/10.1038/282501a0
https://dx.doi.org/10.1038/282501a0
www.acsnano.org?ref=pdf
https://dx.doi.org/10.1021/acsnano.0c08933?ref=pdf


Jaudzems, K.; Rising, A.; Johansson, J.; Biverstal, H. High-Yield
Production of Amyloid-Beta Peptide Enabled by a Customized
Spider Silk Domain. Sci. Rep. 2020, 10, 235.
(61) Kronqvist, N.; Sarr, M.; Lindqvist, A.; Nordling, K.; Otikovs,

M.; Venturi, L.; Pioselli, B.; Purhonen, P.; Landreh, M.; Biverstal,
H.; Toleikis, Z.; Sjoberg, L.; Robinson, C. V.; Pelizzi, N.; Jornvall,
H.; Hebert, H.; Jaudzems, K.; Curstedt, T.; Rising, A.; Johansson, J.
Efficient Protein Production Inspired by How Spiders Make Silk.
Nat. Commun. 2017, 8, 15504.
(62) Sarr, M.; Kronqvist, N. G.; Chen, G. R.; Aleksis, R.;

Purhonen, P.; Hebert, H.; Jaudzems, K.; Rising, A.; Johansson, J. A
Spidroin-Derived Solubility Tag Enables Controlled Aggregation of a
Designed Amyloid Protein. FEBS J. 2018, 285, 1873�1885.
(63) Chen, G.; Abelein, A.; Nilsson, H. E.; Leppert, A.; Andrade-

Talavera, Y.; Tambaro, S.; Hemmingsson, L.; Roshan, F.; Landreh,
M.; Biverstål, H.; Koeck, P. J. B.; Presto, J.; Hebert, H.; Fisahn, A.;
Johansson, J. Bri2 BRICHOS Client Specificity and Chaperone
Activity are Governed by Assembly State. Nat. Commun. 2017, 8,
2081.
(64) Biverstål, H.; Kumar, R.; Schellhaus, A. K.; Sarr, M.;

Dantuma, N. P.; Abelein, A.; Johansson, J. Functionalization of
Amyloid Fibrils via the Bri2 BRICHOS Domain. Sci. Rep. 2020, 10,
21765.
(65) Dos Santos-Pinto, J. R. A.; Esteves, F. G.; Sialana, F. J.; Ferro,

M.; Smidak, R.; Rares, L. C.; Nussbaumer, T.; Rattei, T.; Bilban, M.;
Bacci, M., Jr; Palma, M. S.; Lubec, G. A Proteotranscriptomic Study
of Silk-Producing Glands from the Orb-Weaving Spiders. Mol. Omics
2019, 15, 256�270.
(66) Garb, J. E.; Haney, R. A.; Schwager, E. E.; Gregoric, M.;

Kuntner, M.; Agnarsson, I.; Blackledge, T. A. The Transcriptome of
Darwin’s Bark Spider Silk Glands Predicts Proteins Contributing to
Dragline Silk Toughness. Commun. Biol. 2019, 2, 275.
(67) Giesa, T.; Arslan, M.; Pugno, N. M.; Buehler, M. J.

Nanoconfinement of Spider Silk Fibrils Begets Superior Strength,
Extensibility, and Toughness. Nano Lett. 2011, 11, 5038�5046.

ACS Nano www.acsnano.org Perspective

https://dx.doi.org/10.1021/acsnano.0c08933
ACS Nano 2021, 15, 1952�1959

1959

https://dx.doi.org/10.1038/s41598-019-57143-x
https://dx.doi.org/10.1038/s41598-019-57143-x
https://dx.doi.org/10.1038/s41598-019-57143-x
https://dx.doi.org/10.1038/ncomms15504
https://dx.doi.org/10.1111/febs.14451
https://dx.doi.org/10.1111/febs.14451
https://dx.doi.org/10.1111/febs.14451
https://dx.doi.org/10.1038/s41467-017-02056-4
https://dx.doi.org/10.1038/s41467-017-02056-4
https://dx.doi.org/10.1038/s41598-020-78732-1
https://dx.doi.org/10.1038/s41598-020-78732-1
https://dx.doi.org/10.1039/C9MO00087A
https://dx.doi.org/10.1039/C9MO00087A
https://dx.doi.org/10.1038/s42003-019-0496-1
https://dx.doi.org/10.1038/s42003-019-0496-1
https://dx.doi.org/10.1038/s42003-019-0496-1
https://dx.doi.org/10.1021/nl203108t
https://dx.doi.org/10.1021/nl203108t
www.acsnano.org?ref=pdf
https://dx.doi.org/10.1021/acsnano.0c08933?ref=pdf

