
0123456789();: 

Vaccines are among the most effective medical inter-
ventions in history (Fig. 1a; Box 1). The eradication of 
smallpox, the near eradication of poliomyelitis and sub-
stantial decreases in diphtheria, measles and rubella are 
testaments to the ability of vaccines to reduce the dis-
ease burden worldwide1,2. It is estimated that vaccines 
save 2.5 million lives worldwide per year3; however, dis-
eases without effective vaccines remain. These include 
diseases for which vaccine development has not yet 
reached a clinical product (for example, HIV), but also 
clinically used vaccines that need to be improved (for 
example, influenza, tuberculosis and malaria), especially 
for high-​risk groups such as older people or individuals 
who are immunosuppressed4,5. Moreover, the threat of 
new pandemic strains of viruses motivates the need for 
continued improvement of vaccine technologies.

The immune response to infection or vaccination 
depends on the complex coordination between cells 
across the body. The vaccine immune response occurs 
in multiple locations — peripheral tissues, lymph nodes 
and systemic circulation — each of which has its own 
cell composition and function. This coordinated action 
of immune cells requires precise spatial and temporal 
cues. Tissues at the interface with the outside world (for 
example, skin, lungs and mucosal sites) are the primary 
locations of infections, and therefore contain tissue- 
resident immune cells and are constantly patrolled by 
migratory immune cells. Lymph nodes downstream of the 
location of pathogen or vaccine exposure are called drain-
ing lymph nodes, and are key sites from the beginning of  

the immune response throughout the development  
of mature effector B cells and T cells. The blood pro-
vides an important route for innate immune cells to 
quickly infiltrate the site of vaccination or infection in 
the early immune response. After the immune response 
is mounted, the blood enables antibodies and mem-
ory T cells to reach infected tissue and protect the 
entire body. Activation of the innate immune system 
and migration of key cells and vaccine components to 
lymph nodes occurs within hours, followed by B cell and 
T cell maturation within days and weeks. The long-​term 
memory response remains for months to years follow-
ing vaccination, providing protection against future 
infection. This sequence of events is based on complex 
spatial and temporal control of each step, which needs 
to be dissected and modulated to control the immune 
response by vaccination (Fig. 1). Materials engineering 
allows the precise design of spatio-​temporal cell‒vaccine 
interactions.

In this Review, we focus on prophylactic subunit vac-
cines that contain specific subunit antigens from a patho-
gen. Subunit antigens lack pathogen-​associated molecular 
patterns (PAMPs) necessary for innate immune cell 
recognition by germline-​encoded pattern-​recognition 
receptors (PRRs). Thus, immunostimulatory molecules, 
that is, adjuvants, are typically used to augment anti-
gen immunogenicity and, therefore, enhance vaccine 
efficacy. The subunit vaccine approach affords precise 
selection of molecularly defined antigen and adjuvant 
components, which improves safety and manufacturing 
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compared with vaccines comprising inactivated or 
attenuated whole pathogens. Yet subunit vaccines often 
exhibit weaker and less durable immune responses than 
whole pathogen-​derived vaccines, which contain a com-
plex mixture of antigen and adjuvant molecules. To bet-
ter design subunit vaccines, approaches are needed to 
appropriately guide the immune system and enhance the 
potency, quality and durability of immunity.

Immunomodulatory materials have emerged as 
a powerful strategy for studying and influencing the 
immune system. Biological and synthetic materials can 
be engineered with diverse properties, enabling a range 
of delivery time frames. The efficacy of an immunomod-
ulatory therapeutic can be improved by optimizing its 
spatial or temporal delivery, which can be achieved by 
designing materials to engage with the immune system 
in a complex and controlled manner6–12.

Here, we describe key mechanisms and unknowns of 
the vaccine immune response. We highlight the impor-
tance of spatial and temporal cues in innate immune 
cell activation, the B cell response and the generation 
of a potent and durable adaptive immune response. We 
discuss material design strategies to manipulate, study 
and enhance the immune response by increasing innate 
immune cell activation, creating a local inflammatory 
niche, targeting delivery of vaccine components to 
lymph nodes and providing sustained co-​delivery of 
vaccine components. Lastly, we give a perspective on 
future directions for immunomodulatory materials in 
vaccine delivery.

Vaccine immunity in space and time
The spatial and temporal characteristics of key events  
in the vaccine immune response are important when devel-
oping strategies that improve vaccine efficacy. Controlled 
delivery systems may intentionally or unintentionally  
augment these spatio-​temporal responses.

Outcomes of a successful vaccine
A potent vaccine results in long-​term — ideally lifelong 
— protection against a specific pathogen, which can 
be achieved by inducing both long-​lasting production 
of neutralizing antibodies (humoral immunity) and 
cell-​mediated immunity. Antibodies bind to antigens 
on the pathogen’s surface to block infection of host 
cells by multiple mechanisms, including neutralization, 
complement fixation and increased phagocytosis13,14. 
Cellular immunity involves T cells that can directly kill 

infected cells, which eliminates the pathogen. Long-​term 
immunity by these two mechanisms requires the mat-
uration and activation of appropriate cell phenotypes 
after vaccination. Immunoengineering studies often 
assess the effects of delivery systems only on a small 
number of immunological outputs, such as cytokine 
production or antibody titres; however, the ultimate 
goal of all prophylactic vaccines is to elicit an effective 
memory response.

Innate immune activation and vaccine transport
At the injection site. The immune system first interacts 
with a vaccine at the site of injection (Fig. 1b). Vaccines are 
typically administered intramuscularly, subcutaneously 
or intradermally, with intramuscular administration 
most commonly used in the clinic15. Vaccine admin-
istration to mucosal tissues is also being explored; for 
example, intranasal vaccination for pathogens that pri-
marily infect the respiratory system16–18. Notably, FluMist 
is a licensed, intranasally delivered influenza vaccine 
that effectively protects against H1N1 infection19. The 
majority of the vaccine response occurs in the lymph 
nodes; however, the site of administration influences the 
quantity and phenotypes of tissue-​resident immune cells 
that initially interact with the vaccine, thus affecting the 
magnitude, duration and flavour of adaptive immune 
responses15. Initial innate immune cell infiltration, acti-
vation and antigen uptake at the site of injection play 
a crucial role in the quality of the adaptive immune 
response15,20; however, the nuances of this response have 
not yet been well studied in the context of vaccination15, 
but can be addressed by materials engineering.

The extent of local inflammation is determined by 
the site of administration and the presence of adjuvants 
in the vaccine (Box 2). Many immunostimulatory adju-
vants mimic PAMPs present on natural pathogens to 
activate innate immune cells through stimulation of 
PRRs. Innate immune cells, such as macrophages and 
dendritic cells, immediately respond to adjuvants by pro-
ducing cytokines that recruit cells to the site of injection, 
essentially leading to a spatial reorganization of innate 
immune cells (Fig. 1b). The activation cues dendritic cells 
receive and their signalling to T helper cells (TH cells) 
shape the character of their response and, therefore, the  
outcome of the vaccine response21,22. Depending on  
the phenotype of TH cells, distinct responses are elicited; 
TH1 cells mainly establish cellular immunity, whereas TH2 
cells stimulate humoral immunity5. Certain adjuvants, 
such as unmethylated cytosine–phosphate–guanine 
oligodeoxynucleotide (CpG) and lipopolysaccharide 
(LPS), can programme dendritic cells to stimulate 
TH1-​type polarized responses23, whereas other adjuvants, 
such as alum, result in TH2-​type polarized responses24. 
Furthermore, a comparison of the adjuvants MF59, alum, 
trehalose-6,6′-​dibehenate (TDB), complete Freund’s 
adjuvant (CFA) and several Toll-​like receptor (TLR) 
agonists, including LPS (TLR4a) and Pam3CysSerLys4 
(Pam3CSK4; also known as TLR1/2a), has demonstrated 
an adjuvant-​dependent transient local inflammatory 
response at the injection site following intramuscular 
administration, leading to different levels of cytokines 
and cell infiltration25. Thus, adjuvant choice influences 
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the extent of the local inflammatory response; however, 
it remains unclear whether these differences are caused 
by engagement of different receptors (for example, TLR1, 
TLR2, TLR4, TLR9) or whether the pharmacokinetics 
and bio-​distribution of these physico-​chemically dis-
tinct adjuvants impact the spatio-​temporal characteris-
tics of innate immune cell activation (for example, local 
retention and/or prolonged exposure). Unfortunately, 
assessment of pharmacokinetics in studies evaluating the 

influence of adjuvants remains limited thus far. Materials 
can be used to directly augment cell–adjuvant inter
actions by controlling the location and timing of their  
presentation to immune cells.

In the draining lymph node. After the initial inflamma-
tory response at the site of injection, activated dendritic 
cells and vaccine components travel through affer-
ent lymph vessels to the draining lymph nodes21,26,27,  
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where cells that are usually present at low concentra-
tions in the body come together and are precisely spa-
tially organized to enhance the cell–cell interactions 
necessary for generating a robust immune response26,28 
(Fig. 1c). Migratory dendritic cells either present antigen 
directly to T cells in the lymph nodes or transfer antigens 
to lymph node-​resident dendritic cells29,30. The migra-
tion of immune cells to lymph nodes can be enhanced by 
adjuvants20,31. For example, the adjuvant MF59 achieves 
cell recruitment to lymph nodes within 3 h of immuniza-
tion, and cellular recruitment persists for up to 11 days32. 
In addition to antigen-​presenting migratory dendritic 
cells, lymph node-​resident dendritic cells are constantly 
scanning the lymphatic fluids to capture antigens that 
reach the lymph nodes by passive diffusion. Lymph 
node-​resident dendritic cells can rapidly present anti-
gens to T cells; however, migratory dendritic cells may be 
crucial for extending antigen presentation and shaping 
the immune response33. The importance of lymph node-​
resident dendritic cells relative to migratory dendritic 
cells in the vaccine response is not yet fully understood. 
These cell populations may provide redundancy to the 
immune system to ensure that tissues and the lymph are 
both sampled during infection. Therefore, the vaccine 
response benefits from promoting antigen presenta-
tion, migration of tissue-​resident dendritic cells and 
an increase in antigen trafficking to the lymph nodes. 
Furthermore, it may be possible to bypass transport to 
the lymph nodes by using intra-​nodal administration34,35. 
Indeed, direct injection of vaccine-​loaded microparticles 
into lymph nodes enhances and prolongs dendritic cell 
activation and subsequent immune responses34.

Adaptive immune maturation
The lymph node is spatially organized to enable distinct 
cell–cell and cell–vaccine interactions. T cell matu-
ration occurs in the T cell zone (paracortex), whereas 
B cell maturation occurs in the B cell follicles, where 
antigen-​activated B cells undergo rapid proliferation 

to form transient and dynamic structures, called ger-
minal centres. Germinal centres provide structural 
organization for antibody affinity maturation and B cell 
differentiation.

T cell zone (paracortex). CD8+ and CD4+ T cells are 
activated in the T cell zone. To induce cellular immu-
nity, dendritic cells in the lymph node directly interact 
with CD8+ T cells in the central paracortex, providing 
the signals for maturation and expansion of antigen-​
specific cytotoxic T cells28,36. To become activated, naive 
CD8+ T cells must interact with peptide–major histo-
compatibility complex (MHC) class I complexes on 
dendritic cells and receive co-​stimulatory and cytokine 
signals. Once activated, CD8+ T cells must also receive 
CD4+ T cell help through a complex three-​way inter
action between T cells and XCR1+ dendritic cells37. These 
interactions occur in the paracortex of the lymph nodes 
or the white pulp of the spleen and direct T cell fate 
towards short-​lived effector cells or memory cells28,37. 
T cell receptor signals, co-​stimulation and inflammatory 
cytokine levels must all remain low to induce memory 
T cell phenotypes38.

To promote humoral immunity, antigen-​presenting 
cells (APCs), such as dendritic cells and macrophages, 
present antigen to both CD4+ T cells and B cells. B cells 
can also function as APCs to activate CD4+ T cells, as has 
been observed in vaccination with virus-​like particles 
as well as during influenza infection39,40. Activation of 
CD4+ T cells occurs in clusters in the peripheral para-
cortex, distinct from CD8+ T cell activation regions28. 
T follicular helper cells (TFH cells) are a subset of CD4+ 
T cells crucial for promoting B cell maturation, and are 
located close to the T cell–B cell border30. TFH cell differ-
entiation initially requires priming of naive CD4+ T cells 
by professional APCs, followed by additional signals 
from B cells, to mature into germinal centre TFH cells36. 
Following a mucosal influenza virus challenge in mice, 
migratory dendritic cells, specifically CD11b+ conven-
tional dendritic cells (cDC2s), have been shown to be 
necessary and sufficient to induce TFH cell priming30. 
Studies of adjuvant effects have demonstrated their 
ability to influence the concentration of TFH cells in the 
germinal centre. For example, MF59 leads to an increase  
in the concentration of TFH cells, compared with alum, in 
mice immunized with a model antigen41. Furthermore, 
cytokines such as IL-2, IL-6 and IL-21 greatly impact 
TFH cell differentiation, making them potentially valuable 
adjuvants for enhancing affinity selection and memory 
cell differentiation during germinal centre reactions42,43. 
Moreover, a distinct subset of regulatory T cells, T fol-
licular regulatory cells, can mediate TFH cell generation 
and regulation; however, a precise understanding of  
T follicular regulatory cells remains elusive44.

B cell follicle. Antigen-​specific B cell activation in the  
B cell follicle requires the antigen to reach the follicle as 
well as co-​stimulation by CD4+ T cells45. Depending on 
their size, antigens can traverse different routes to reach 
B cell follicles. Large proteins (typically greater than 
70 kDa) require transport by APCs, whereas small pro-
teins can passively diffuse through the lymph nodes46,47. 

Fig. 1 | Timeline of vaccine advances and vaccine immune response. a | Timeline of 
major events in drug delivery and vaccine development. b | Following administration of a 
vaccine, interactions between cells and vaccine components lead to a strong and lasting 
response. At the site of administration, innate immune cells, such as neutrophils and 
antigen-​presenting cells (APCs), first encounter the antigen and adjuvant. The antigen 
component of the vaccine is endocytosed and broken down by APCs before being 
presented on the APC surface major histocompatibility complex (MHC) molecules.  
As innate immune cells become activated, they release cytokines that attract other 
immune cells from the bloodstream to the site of administration. Soluble vaccine 
components and activated cells enter the lymphatics and travel to local lymph nodes.  
c | Maturation and development of a potent adaptive response continues in lymph nodes 
downstream of the vaccination site (draining lymph nodes). Early in the vaccine response, 
lymph node-​resident phagocytic cells and migratory innate cells arriving from peripheral 
tissues present antigen and produce inflammatory signals to activate T cells. As the 
immune response develops, sites of B cell development, called germinal centres, form  
in the B cell zones of the lymph nodes. d | Immediately following vaccine administration, 
local innate cells release cytokines into the circulation to enable a coordinated response. 
These signals are crucial in triggering cell infiltration to the injection site. Following 
vaccination, plasma cells secrete antigen-​specific antibodies, which travel through the 
circulatory system to tissues, where they respond immediately upon pathogen exposure. 
Memory T cells also use the circulatory system to inspect the body for foreign invaders. 
HBV, hepatitis B virus; MPL, monophosphoryl lipid A; siRNA, small interfering RNA; 
TLR, Toll-​like receptor.
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Moreover, B cells are more efficiently activated by 
membrane-​bound antigens, which allow receptor cross-​
linking48. Follicular dendritic cells reside in the B cell 
follicles and activate B cells by displaying opsonized anti-
gens on their surface. Soluble and particulate antigens 
can also directly access and activate B cells in the B cell 
follicle48–50. Subcapsular sinus macrophages and migra-
tory dendritic cells also play an important role in pre-
senting antigen to B cells in the B cell follicles48. Notably, 
antigen availability and the relative abundance of low-​
frequency epitopes can influence the immune response 
owing to antigen-​presenting naive B cells competing for 
limited TH cell stimulation51.

Class switch recombination is also an important B cell 
process occurring in B cell follicles. Here, antibodies of 
different isotypes are produced by DNA recombination, 
in which the antibody variable domains are maintained 
but the constant domain of the heavy chain is altered52. 
Thereby, the biological functions of the antibodies can be 
tailored, and antigenic specificity is maintained. Mature 
naive B cells initially express and secrete IgM, which 
provides immediate but limited protection against path-
ogens, because it is restricted to the bloodstream and has 
low affinity to antigens. IgM is known to be important at 
the onset of infection; however, increasing evidence sug-
gests that IgM-​expressing memory cells also play a role in 
long-​term immunity53. Class switch recombination ena-
bles diversification of antibody effector functions by ini-
tiating B cell expression of IgG (the most common type 
of antibody in the blood circulation) and IgA (which 
plays a crucial role in the immune function of mucous 
membranes), and to a lesser extent IgE, as well as their 
various subtypes. Class switch recombination is induced 
by activation of multiple receptors on B cells, including 
the B cell receptor (BCR), CD40, TLRs, B cell-​activating 
factor receptor (BAFFR), transmembrane activator 
(TACI) and cytokine receptors52. The exact receptors 
that are activated determine the outcome of class switch 
recombination, and the simultaneous activation of TLRs 
and the BCR enhances class switch recombination54. 
Class switch recombination not only determines anti-
body effector function but also biases the differentiation 
of B cells into plasma cells and memory cells55.

Germinal centre. Germinal centres form within the 
first week of infection or vaccination, and dissipate as 
the immune response wanes — a process not yet fully 
understood50,56. The germinal centre has two anatomical 
compartments; the dark zone, where B cells proliferate 
and undergo somatic hypermutation; and the light zone, 
where antigen-​driven selection favours higher-​affinity 
B cells56. B cells cycle between these two compartments 
to drive antibody affinity maturation, eventually differ-
entiating and exiting the germinal centre as plasma cells, 
long-​lived plasma cells or memory B cells57 (Fig. 1c).

The specificity of the BCR and antibodies for an 
antigen is primarily determined in the complementary- 
determining region of the molecule that directly contacts 
the antigen14. In the dark zone, mature antigen-​specific 
B cells proliferate and diversify their antibody genes by 
undergoing somatic hypermutation56,58. The diversity of 
the B cell repertoire is initially determined by stochastic 
selection of individual variable (V), diversity (D) and 
joining (J) gene segments in the early phases of B cell 
development, which theoretically yields millions of dis-
tinct antibody sequences14, although the true diversity 
is lower and has not yet been well quantified59. In the 
germinal centre, antigen-​specific sequences are further 
edited by activation-​induced deaminase, achieving 
single-​nucleotide substitution at a frequency of about 
one mutation per cell division in the variable region 
of the immunoglobulin loci (IgV)58. Depending on 
the antigen, BCRs undergo 10–20 rounds of somatic 
hypermutation58. For context, 40–100 mutations are 
necessary to elicit broadly neutralizing antibodies 
against HIV60, highlighting the importance to initiate 
sufficiently durable germinal centre responses to ena-
ble adequate somatic hypermutation and improve the 
breadth and affinity of antibody responses.

Proliferation and somatic hypermutation of B cells 
in the dark zone is followed by positive affinity selec-
tion in the light zone56. Antigen-​triggered BCR sig-
nalling is crucial for the selection of germinal centre 
B cells. BCR signalling promotes B cell transition from 
the dark zone to the light zone to maintain the germi-
nal centre selection cycle. In addition, BCR signalling 
synergizes with TFH cell-​derived signals to induce key 
factors associated with positive selection49,61. Germinal 
centre B cells with higher-​affinity receptors outcom-
pete cells with lower affinity in terms of BCR signal-
ling and TFH cell-​derived signalling, resulting in their 
positive selection. In the light zone, follicular dendritic 
cells present membrane-​bound antigen in the form of 
immune complexes to germinal centre B cells47. The 
antigen concentration in the germinal centre must be 
high enough to enable these selection processes; how-
ever, it must also be sufficiently low to drive competi-
tion and commensurate selection of high-​affinity B cell  
clones62.

Another key role of follicular dendritic cells is to pro-
long intact antigen retention in the germinal centre to 
allow the affinity selection process to persist56. Longer 
antigen availability enhances affinity maturation by 
enabling more cycles of somatic hypermutation and 
positive germinal centre B cell selection63–65. Sustained 
delivery technologies allow investigation of the impact 

Box 1 | A brief history of vaccines

Vaccine-​like technologies were first reported in China in the tenth century. Pustules 
from patients with smallpox were inoculated into scratched skin to deliberately infect 
individuals with a less severe form of the disease. This method, known as variolation, was 
first applied in England by Lady Mary Montagu in 1721, and used in Africa and Europe 
during the eighteenth century to protect from future disease by causing a milder form 
of smallpox248,249. In 1774, with the hope of protecting his family against smallpox while 
avoiding the risks associated with variolation, Benjamin Jesty used cowpox pustules 
from cows, rather than human smallpox pustules, for inoculation250. This is the first 
example of vaccination, and indeed led to less severe side effects and provided robust 
protection against disease. In the late eighteenth century, Edward Jenner used this 
technique to vaccinate against smallpox and is renowned for popularizing smallpox 
vaccination248,250. The discovery that microorganisms cause infectious diseases heralded 
a new era of vaccine development, with vaccines made directly from pathogens251.  
In the late nineteenth century, Louis Pasteur discovered methods to attenuate the 
virulence of fowl cholera and anthrax, creating the first laboratory vaccines252. He then 
went on to develop the first rabies vaccine252. These vaccines are all live-​attenuated 
vaccines, one of several classes of vaccine used in the clinic today253.
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of vaccine exposure timing on germinal centre responses 
and commensurate somatic hypermutation, without the 
need to alter vaccine identity65,66. Indeed, immunization 
regimens continuously presenting antigen to germinal 
centres for a week or more, either through repeated 
injections or sustained-​release devices, increase germi-
nal centre B cell and TFH cell responses, the number of 
B cell clones participating in germinal centre responses, 
and antibody affinity maturation and neutralizing 
responses, compared with the same vaccine delivered in 
a standard bolus64–66. However, the connection between 
the time frame of vaccine exposure, the magnitude and 
durability of germinal centre responses, and the extent 
of resulting somatic hypermutation remain elusive. 
Moreover, it remains unclear whether somatic hyper-
mutation that occurs in a sequence of new germinal cen-
tres or continuously in the same germinal centre over 
time results in higher affinity and high-​breadth antibody 
responses with enhanced neutralizing capabilities.

In the light zone, TFH cells drive the selection and 
survival of high-​affinity B cells by providing CD40 
ligand and cytokine stimulation to B cells that present 
the highest quantities of antigen49,50. Following BCR 
engagement with antigen, B cells die if they do not 
receive TFH cell stimulation67. This process may be inad-
vertently bypassed by vaccines, because certain TLR ago-
nist adjuvants can rescue low-​affinity germinal centre  
B cells in the absence of TFH cell stimulation68. In addition 

to controlling the positive selection of high-​affinity  
B cells, TFH cells also regulate their differentiation into 
memory B cells and plasma cells36. For example, increas-
ing CD40 ligand availability can lead to surface changes 
on germinal centre B cells, resulting in plasma cell fate 
commitment69. Long-​lived plasma cell differentiation 
occurs in the germinal centre following the generation 
of class-​switched high-​affinity B cells55,70. TFH cells pro-
vide important cues to germinal centre B cells in the 
light zone to induce long-​lived plasma cell differentia-
tion, including increased IL-21 and interferon-​γ (IFNγ) 
stimulation36,71.

Germinal centre reactions are commonly charac-
terized in rodents using end point analysis of lymph 
nodes, for example, by flow or mass cytometry and 
bulk or single-​cell sequencing techniques66,70,72. 
Alternatively, fine-​needle aspiration allows sampling of 
lymph nodes over time for longitudinal germinal centre 
characterization in non-​human primates and human 
subjects65,73.

Systemic immunity
Humoral immunity. Long-​term humoral immune pro-
tection against pathogen infection relies on long-​lived 
plasma cells and memory B cells. Long-​lived plasma cells 
are the first line of defence against reinfection, because 
they reside in the bone marrow and constitutively 
produce antibodies to enable an immediate reaction 

Box 2 | Adjuvant technologies

Aluminium salt based
Alum consists of aluminium phosphate or aluminium hydroxide particles 
and is one of the earliest and most widely used vaccine adjuvants254.  
Alum adsorbs antigens to serve as an antigen depot and acts as a mild 
irritant inducing pro-​inflammatory responses. Alum can also be mixed with 
Toll-​like receptor (TLR) agonists to further enhance the immunogenicity 
of subunit vaccines. For example, in AS04 (ref.255), which is part of the 
human papillomavirus (HPV) vaccine Cervarix (approved in 2009), alum  
is combined with the TLR4 agonist monophosphoryl lipid A (MPL), and  
in AS37 (ref.256) alum is combined with the TLR7 agonist SMIP7-10.

Emulsions
Numerous oil-​in-​water emulsion systems have been evaluated as 
adjuvants. An ‘incomplete’ form of Freund’s adjuvant (solely a mineral–oil 
emulsion) predominantly enhances T helper 2 cell (TH2 cell) responses, 
whereas a ‘complete’ form (mineral–oil emulsion comprising inactivated 
mycobacteria) enhances TH1 cell responses257. Squalene, an oil naturally 
occurring in shark liver, is often combined with surfactants to form 
oil-​in-​water emulsions that stimulate the body’s immune response 
through the local production of cytokines and chemokines as well as  
the recruitment of innate cells. Examples of squalene-​based adjuvants  
are MF59, used in the influenza vaccine Fluad (approved in 1997), and 
AS03, used in the pandemic flu vaccine Pandemrix (approved in 2009)258.

TLR agonists
Pathogen-​associated molecular patterns (PAMPs) are commonly used as 
vaccine adjuvants, because they activate downstream immune signalling 
pathways that elicit potent inflammatory cytokine and chemokine 
production, leading to potent innate immune responses. TLRs are  
located on the endosomal membrane and many recognize nucleic acids. 
Well-​studied TLR agonists include the synthetic double-​stranded RNA 
mimic poly(inosinic:cytidylic acid) (pIC) (TLR3)22, the single-​stranded  
RNA analogues imiquimod (R837; also known as TLR7) and resiquimod 
(R848; also known as TLR7/8), and single-​stranded DNA cytosine–phosphate– 
guanine oligodeoxynucleotide (CpG) oligodeoxynucleotides (TLR9)259. 

CpG 1018, the most recently clinically approved adjuvant, increases the 
immune response by strongly activating B cells100. CpG 1018 is included  
in the hepatitis B vaccine Heplisav-​B (approved in 2017) and is currently 
being tested in phase I clinical trials with numerous SARS-​CoV-2 vaccine 
candidates. Lipid-​containing PAMPs include triacyl lipopeptides and 
diacyl lipopeptides, which activate TLR1, TLR2 and TLR6 to produce 
pro-​inflammatory cytokines. MPL and its analogues are detoxified 
derivatives of lipopolysaccharide (LPS) from Gram-​negative bacteria, 
which activate TLR4 to drive secretion of type I interferons. Flagellin,  
the main protein component of bacterial flagella, can serve as a TLR5 
agonist to induce the production of tumour necrosis factor (TNF) and 
other pro-​inflammatory cytokines.

Other PAMPs
Nucleotide-​binding oligomerization domain (NOD)-​like receptor (NLR) 
agonists, such as muramyl dipeptide (MDP), a fragment of the bacterial 
cell wall, induce pro-​inflammatory cytokine responses258. Cyclic 
dinucleotides, such as 2′3′-​cyclic guanosine monophosphate–adenosine 
monophosphate (cGAMP), are extremely potent activators of the innate 
immune sensor stimulator of interferon genes (STING), resulting in high 
levels of type I interferon production260.

Liposomes
Liposome formulations are used in subunit vaccines and present antigen 
as a pathogen-​sized particulate, enabling improved delivery to antigen- 
presenting cells (APCs) and low antigen degradation compared with 
non-​liposome formulations. Saponin-​based adjuvants, such as Quil-​A, 
increase antibody production and stimulate cell-​mediated responses 
without engagement of pattern-​recognition receptors (PRRs)261. Combined 
with cholesterol and phospholipids, lipidic saponin nanoparticles called 
immune stimulating complexes (ISCOMs) produce strong and long-​ 
lasting immune responses, and mitigate saponin’s haemolytic effects22.  
The AS01 adjuvant system is a lipidic suspension of saponin and MPL, and is 
currently used in the shingles vaccine Shingrix (approved in 2017) and the 
RTS,S malaria vaccine (approved in 2015)261–264.
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to pathogen encounter74 (Fig. 1d). Long-​lived plasma 
cell fate determination in germinal centres is poorly 
understood, yet a key step in producing durable vaccine 
responses and a major challenge for vaccine design75. 
Indeed, current influenza vaccines do not lead to the 
presence of long-​lived plasma cells in the bone marrow, 
resulting in poor durability of humoral responses75.

Memory B cells are the second line of defence upon 
infection. They can be rapidly reactivated and generate 
a strong antibody response76. These cells reside through-
out the body, with some remaining in circulation and 
others residing in specific tissues, in preparation for 
reactivation76. Memory B cells either form independently 
of the germinal centre (before somatic hypermutation) 
or from germinal centre B cells (after somatic hypermu-
tation)70,76,77. Memory B cells that develop pre germinal 
centre primarily produce un-​switched IgM isotype and 
low-​affinity BCRs78. There is evidence that low-​affinity 
B cells enter the memory B cell compartment in the 
germinal centre36,79. Upon antigen re-​exposure, mem-
ory B cells expressing high levels of CD80 and PDL2 
then differentiate into antibody-​forming cells, whereas 
memory B cells with low levels of CD80 and PDL2 
re-​enter germinal centres80. More research is needed to 
identify the memory B cell populations most important 
for protection against future infections and to design 
approaches to specifically increase those populations. 
For example, accumulation of CpG, a potent TLR9 ago-
nist, in B cell follicles can cause B cells to immediately 
differentiate into low-​affinity short-​lived plasma cells, 
resulting in high antibody titres with poor antibody 
affinity68,81,82. These reports suggest that controlling the 
distribution of certain adjuvants — perhaps CpG — may 
be required to produce antibody responses with the high 
levels of somatic hypermutation essential for certain 
pathogens (for example, HIV)81.

Ultimately, both long-​lived plasma cells and mem-
ory B cells provide protection through the generation 
of antibodies14. The most important antibody isotypes 
for pathogen clearance are IgG, which protects blood 
and tissues, and IgA, which protects mucosal surfaces13. 
Antibodies can be characterized by their quantity 
(titre), affinity, avidity, effector functions and breadth 
of binding epitopes, which together confer the ability 
to neutralize their target pathogen. Adequate anti-
gen design ensures that the antibodies produced by 
the vaccine response are protective83–86. In addition, 
antibody quality can be improved by prolonging and 
guiding the somatic hypermutation process through 
controlling exposure of antigen and adjuvants to the 
immune system64,65. Importantly, antibodies produced 
in response to vaccination can be profoundly influ-
enced by previous exposure to similar pathogens, 
which is the so-​called original antigenic sin effect87,88. 
Furthermore, immunodominance — that is, only a small 
set of dominant epitopes on the antigen are targeted — 
constitutes a major challenge for creating neutralizing 
antibody responses against highly mutating pathogens88. 
Therefore, for challenging targets, such as HIV, the pro-
duction of broadly neutralizing antibodies requires the 
engagement of the correct precursor B cells early in 
the B cell development process86,89,90.

Cell-​mediated immunity. Vaccine studies often focus 
on humoral immunity; however, cell-​mediated immu-
nity also plays an important and complementary role 
in immune protection. Effector CD8+ T cells recognize 
pathogen-​derived peptides bound to MHC class I mole
cules on the surface of infected cells and initiate a sig-
nal cascade to kill them. The cell-​mediated response is 
necessary for eliminating virus-​infected host cells13,14,91, 
highlighting the importance of this branch of adaptive 
immunity for the design of therapeutic vaccines to 
treat an established infection. For example, a vaccine 
eliciting both antibody and cell-​mediated responses 
provides enhanced protection against HIV infection in 
non-​human primates, compared with a vaccine that only 
promotes one response92. Of note, in a natural infection, 
CD8+ T cells often recognize epitopes from internal 
proteins of the pathogen93, which is particularly benefi-
cial for the protection against pathogens that frequently 
mutate, because internal proteins are typically better 
conserved than surface proteins94. Influenza infections 
also lead to strong tissue-​resident CD8+ T cell responses, 
which aid in the protection against future influenza 
infections; however, current vaccine strategies primarily 
rely only on humoral immunity94.

Memory CD8+ T cells are categorized as central, 
effector or tissue-​resident memory T cells based on 
their location and circulation in the body following 
activation95,96. Tissue-​resident memory T  cells are 
non-​circulating cells, which reside in most tissues of the 
body and play a key role in local immunity and recall 
responses38,93. These T cells survey their local envi-
ronment for infected cells and immediately respond 
to pathogen exposure; by contrast, circulating mem-
ory T cells require hours to days to proliferate and 
migrate to infected tissues38,93 (Fig. 1d). Thus, alternative 
immunization routes, such as direct administration to 
the relevant mucosa, have been explored to establish 
tissue-​resident memory T cells at the typical site of 
infection for a given pathogen (for example, intranasal 
for respiratory pathogens16,17). Strategies to engage and 
enhance the cytotoxic T cell response are often explored 
in the context of cancer vaccines, but would also greatly 
benefit the development of lasting protection against 
infectious diseases.

Designing spatial and temporal control
Subunit vaccines based on protein antigens offer oppor-
tunities for more precise vaccine design, improved safety 
and manufacturing compared with inactivated or atten-
uated vaccines. However, subunit antigens often exhibit 
low immunogenicity, poor uptake and processing by 
APCs, and poor targeting of lymph tissues. Accordingly, 
immunostimulatory adjuvants are used to augment 
antigen immunogenicity and improve vaccine efficacy 
(Box 2). These adjuvants recruit and activate innate 
immune cells, including neutrophils, natural killer cells, 
innate lymphoid cells, macrophages, monocytes and 
dendritic cells, and induce phenotypic maturation 
and the production of cytokines both at the injection 
site and in the lymph nodes15,20,97. Multiple adjuvants are 
often selected to mimic whole-​pathogen vaccines, such 
as in the highly potent yellow fever vaccine (YF-17D),  
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which activates dendritic cells via multiple TLRs98 and 
retinoic acid-​inducible gene I (RIG-​I)99. Importantly, 
most adjuvant molecules that have been developed 
against the multifarious PRRs are physico-​chemically 
distinct (Fig. 2a), varying in molecular weight (from hun-
dreds to several million daltons), charge (from uncharged 
to highly charged nucleic acids) and relative hydropho-
bicity. Similarly, subunit antigens substantially vary in 
molecular weight (Fig. 2b). Therefore, subunit vaccines 
are complex mixtures of physico-​chemically distinct 
molecules. For example, Heplisav-​B, a hepatitis B sub-
unit vaccine, contains the recombinant protein hep-
atitis B surface antigen (HBsAg; molecular weight of 
~24 kDa) and the nucleic acid oligomer TLR9a adjuvant 
CpG (molecular weight of ~11 kDa)100. Nanoparticles, 
antigen conjugates, self-​assembled scaffolds, hydrogels 
or microneedles can be used as vehicles to control the 
location and timescale of the delivery of subunit vaccine 
components to the immune system to enhance many 
elements of the vaccine response.

Improving innate immune cell activation at the 
injection site
Activated innate immune cells at the injection site are 
crucial for initiating vaccine responses. Infiltrating APC 
subsets must efficiently take up the vaccine antigen and 
present it to CD4+ and CD8+ T cells. Particle constructs 
can be designed to enhance innate immune responses 
by increasing adjuvant potency and improving antigen 
processing (Fig. 3). Here, the route of administration is 
important to improve injection site reactions, because 
different locations have different numbers and types 
of resident innate immune cell (for example, the skin 
has more innate immune cells than the muscle) or can 
contain distinct physiological barriers (for example, 

epithelial barriers, which must be navigated following 
mucosal delivery)101. In this Review, we focus on vac-
cines delivered by traditional routes, such as subcutane-
ously and intramuscularly; however, similar principles 
may be applicable to mucosal vaccination, which can 
provide additional benefits and challenges102,103.

Particles increase adjuvant potency. Innate cells must 
be activated in the right place and at the right time to 
trigger the maturation of APCs and the production of 
pro-​inflammatory cytokines and chemokines, such as 
IFNγ and IL-12, which together stimulate downstream 
humoral and cellular responses15,97. Promising adju-
vants, such as agonists for TLRs, stimulator of interferon 
genes (STING) and nucleotide-​binding oligomeriza-
tion domain (NOD)-​like receptors (NLRs), have been 
designed to specifically target and activate APCs; how-
ever, many of these agonists are small molecules that 
freely and rapidly diffuse from the injection site into the 
blood, reducing their ability to prime immune cells and 
often causing systemic side effects, such as a cytokine 
storm104–106. To maximize the activation of APCs and 
other innate immune cells and minimize systemic tox-
icities, nanoparticles can be used to control the mag-
nitude, bio-​distribution and time frame of cytokine 
production by promoting innate cell uptake and/or 
targeting molecular adjuvants to the lymph nodes101. 
Moreover, distinct PAMPs are activated on the surface 
of cells (for example, TLR1, TLR2, TLR5), in endosomes 
(for example, TLR3, TLR4, TLR7, TLR8, TLR9) or  
in the cytosol (for example, RIG-​I, STING), highlight-
ing the need for targeting molecules to specific cellular 
compartments.

Polymer nanoparticles benefit from modularity, 
scalable manufacturing and biocompatibility104,105,107–109. 
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Fig. 2 | Vaccine delivery from a chemical perspective. Subunit vaccines are composed of antigens and adjuvants  
with a range of molecular weights and diverse physical and chemical properties, which affect delivery vehicle selection, 
encapsulation efficiencies, cargo stability, potential for co-​delivery of multiple compounds and delivery characteristics.  
a | Molecular adjuvants, such as Toll-​like receptor (TLR) and nucleotide-​binding oligomerization domain (NOD)-​like receptor 
(NLR) agonists, include highly charged nucleic acids, amphiphilic lipids and small molecules with varying hydrophobicity. 
Nucleic acid adjuvants have similar charge densities, but can have different molecular weight; for example, cyclic dinucleotides 
(675 Da) and poly(inosinic:cytidylic acid) (pIC) (up to 5 MDa)245. b | Subunit antigens include small proteins, such as the 
SARS-CoV-2 spike protein’s receptor-​binding domain with a hydrodynamic size of less than 3 nm, and multivalent protein 
nanoparticle constructs with hydrodynamic sizes of up to 50 nm (ref.198). CDNs, cyclic dinucleotides; CpG, cytosine–
phosphate–guanine oligodeoxynucleotide; LPS, lipopolysaccharide; MDP, muramyl dipeptide; MPL, monophosphoryl 
lipid A; Pam2CSK4, a synthetic diacylated lipopeptide.
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Nucleic acid-​based adjuvants, such as poly(inosinic: 
cytidylic acid) (pIC) (a TLR3 agonist)107, CpG (a TLR9 
agonist)110 and cyclic dinucleotides such as 2′3′-​cyclic 
guanosine monophosphate–adenosine monophosphate 
(cGAMP) (a STING agonist)111,112, can be encapsulated 
in nanoparticles through electrostatic interactions with 
cationic lipids and polymers, similar to delivery vehicles 
developed for small interfering RNA (siRNA) or mRNA 
delivery113,114. However, unlike siRNA or mRNA, nucleic 
acid adjuvant species are active either in endosomes or 
in the cytosol. For example, encapsulation of pIC in 
poly(β-​aminoester) (PBAE) nanoparticles can shift 
cytokine production from pro-​inflammatory cytokines 

to type I interferons through selection of different 
PBAE polymers107. The chemistry of the PBAE-​based 
nanoparticles controls the degree to which pIC acti-
vates endosomal TLR3 or cytosolic RIG-​I, with certain 
nanoparticle formulations enabling a more than 13-​fold 
increase in desirable IFNα production compared with 
non-​encapsulated pIC in mice, likely by modulating the 
levels of endosomal escape107. Similarly, endosomolytic 
polymerosomes can improve cytosolic STING activation 
by entrapped cGAMP111. By contrast, small hydropho-
bic or amphiphilic molecules, such as monophospho-
ryl lipid A (MPL) (a TLR4 agonist)109, imiquimod 
(R837) (a TLR7 agonist)108,109, resiquimod (R848)  
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Fig. 3 | Materials enhance innate immune cell activation. a | Biomaterials, 
such as nanoparticles, microparticles and scaffolds, can be used as vehicles 
for the controlled delivery of antigens and adjuvants, and interact with the 
immune system in a spatio-​temporally controlled manner. These biomaterials 
can be designed to enhance innate immune cell activation. Protein antigens 
and adjuvants, such as pathogen-​associated molecular pattern (PAMP) 
molecules, can be co-​delivered to improve antigen-​presenting cell (APC) 
recognition and uptake of vaccine components. Nanosized particles can 
further improve endocytosis by APCs. Self-​adjuvanted scaffolds can create 
a local depot to improve innate cell infiltration, resulting in increased antigen 
uptake by APCs. Improved antigen processing and APC activation can 
increase cytokine and chemokine production to improve humoral and 
cell-​mediated adaptive immune responses. b | Nanoparticle strategies can 

be based on various materials and cargo encapsulation mechanisms.  
For example, highly charged species such as nucleic acid-​derived adjuvants 
(for example, poly(inosinic:cytidylic acid) (pIC) or cytosine–phosphate–
guanine oligodeoxynucleotide (CpG)) can be encapsulated by complexation 
with polyelectrolytes of opposite charge107,246, whereas hydrophobic 
cargo, such as monophosphoryl lipid A (MPL) or Pam2CSK4 (a synthetic 
diacylated lipopeptide), can be encapsulated in degradable hydrophobic 
particles or liposomes109. Traditional adjuvants, such as alum particles, typically 
adsorb proteins and/or other adjuvants in an uncontrolled albeit multivalent 
fashion, and peptide assembly motifs can be leveraged for precise  
multivalent display of antigens and/or adjuvants on nanoparticle constructs198.  
MHC, major histocompatibility complex; PRR, pattern-​recognition  
receptor.
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(a TLR7/8 agonist)104,105,115 and the synthetic TLR7/8a 
ligand 3M-052 (refs92,116,117), can be encapsulated in 
particles made of poly(lactic-​co-​glycolic acid) (PLGA), 
N-(2-​hydroxypropyl)methacrylamide (HPMA) or 
poly(propylene sulfide) (PPS) polymers.

When TLR7/8a ligands are conjugated to particles, 
they are efficiently taken up by APCs and induce persis-
tent innate immune activation in lymph nodes, thereby 
substantially reducing systemic toxicities in compari-
son with soluble small-​molecule TLR7/8a, which shows 
rapid systemic distribution105,115. Moreover, improved 
trafficking by activated dendritic cells increases acti-
vation of TH1-​type CD4+ and CD8+ T cell responses 
and leads to higher antibody titres and improved anti-
body affinity maturation compared with immunization 
with soluble TLR7/8a ligands. Similarly, presenting 
CpG on the surface of peptide-​based ferritin particles 
increases the valency of this adjuvant and improves the 
potency of adjuvant responses118.

For PRRs that are active on cell membranes or in 
endosomes (most TLRs and NLRs), multivalent dis-
play of molecular adjuvants on the surface of particles 
enables receptor clustering and, thus, potent innate 
cell activation. By contrast, the activation of cytosolic 
receptors (for example, STING and inflammasome)  
requires the release of molecular adjuvants from nano
particles. Therefore, encapsulation strategies are 
needed that allow control of the timescale of release119. 
Co-​delivery of multiple adjuvant molecules is possible 
with all these types of material and can lead to syner-
gistic responses; however, co-​encapsulation approaches 
have typically been restricted to physico-​chemically 
similar molecules. Evaluation of TLR4a and TLR7a 
delivery by encapsulation in separate particles or in the 
same particle showed that synergistic effects are only 
induced if the adjuvants are delivered together in the 
same particle (thereby activating the same innate cell)109. 
Surface conjugation strategies benefit from the ability to 
co-​present physico-​chemically distinct cargoes on the 
same construct, imparting similar pharmacokinetics and 
bio-​distribution, which is challenging or impossible to 
achieve with co-​encapsulation strategies.

Particles improve antigen processing and selection.  
Particles can also improve antigen recognition, 
uptake and processing by APCs by increasing endo-
cytosis through tuning of their size, shape and surface 
properties120–123. For example, liposome particles encap-
sulating trimerized gp-140 HIV antigen (BG505 MD39) 
improve APC recognition and antigen presentation, 
compared with soluble antigen, without requiring addi-
tional adjuvants124,125. These constructs induce higher 
concentrations of antigen-​specific TFH cells, which 
result in correspondingly higher-​magnitude and higher-​
avidity antibody responses, compared with the soluble 
trimer124,125. Antigen taken up by APCs is processed 
and cross-​presented, and thus its location on particles  
(for example, surface-​attached or encapsulated) negli-
gibly influences its immunogenicity. Numerous particle 
systems35,122,123 have been shown to improve delivery of 
encapsulated subunit antigen126,127; for example, quater-
nized chitosan hydrogel microparticles encapsulating an 

H5N1 split virion influenza vaccine improve humoral 
responses and enhance CD8+ T cell activation, com-
pared with an alum control, when administered intra-
muscularly in mice126. This improvement was attributed 
to enhanced antigen uptake and cross-​presentation by 
APCs owing to increased endocytosis of the positively 
charged particle scaffold.

Co-​delivery of antigen and PAMP molecules, such 
as TLR agonists (for example, by encapsulation or sur-
face presentation), improves recognition by PRRs and 
promotes APC maturation and antigen processing15,97,128. 
Precise co-​delivery of adjuvant and antigen can be 
achieved using nanoparticles based on self-​assembled 
virus-​like particles, such as ferritin118,129 and hepatitis B 
core antigen (HBcAg) proteins130,131, or synthetic nano
particles, such as liposomes125 or degradable PLGA 
nanoparticles109,128. A diverse array of antigens has been 
co-​delivered by nanoparticles, including ovalbumin128, 
HIV BG505 SOSIP (ref.118), influenza haemagglutinin109 
and SARS-​CoV-2 spike protein129, leading to improved 
humoral and cell-​mediated immune responses com-
pared with co-​delivery without nanoparticles. For 
example, a subcutaneous injection of ovalbumin and 
pIC co-​encapsulated in PLGA nanoparticles led to 
significantly higher antigen-​specific CD8+ T cell prim-
ing in mice, compared with soluble and microparti-
cle formulations of the same vaccine owing to more 
efficient endocytosis by dendritic cells128. Indeed, the 
improvement in T cell priming owing to higher MHC 
class I antigen presentation on dendritic cells promotes 
a more balanced TH1 cell/TH2 cell response. Similarly, 
multilayered liposomes encapsulating a hydrophilic pro-
tein antigen in the aqueous interior and the lipophilic 
TLR4 agonist MPL in the lipid membrane elicit stronger 
humoral and cellular immune responses compared with 
soluble antigen with MPL (14-​fold increase in CD8+ 
T cell responses)132.

C-​type lectin receptors on APCs mediate endo-
cytosis and participate in antigen capture. Therefore, 
co-​presentation of glycoproteins, such as mannose, 
on particles can improve uptake133. Such synthetic 
approaches to glycosylation benefit from easy charac-
terization and enhanced stability over time. However, 
aberrant glycosylation or covalent attachment of glyco-
polymers to an antigen can inhibit intracellular antigen 
processing for MHC presentation by sterically blocking 
proteolysis134. To mitigate potentially undesirable out-
comes, self-​immolative linkers can be used to conjugate 
an antigen, for example a malaria antigen, to glyco-
sylated synthetic polymer nanoparticles encapsulating 
TLR7 agonists108. Using this approach, antigen targeting 
to dendritic cells by mannose-​binding receptors could be 
improved, resulting in a more robust humoral and cel-
lular immunity than elicited by the antigen alone. These 
studies suggest that antigen release is crucial and can be 
controlled by encapsulation or direct conjugation using 
stimuli-​responsive linkers.

Creating a local inflammatory niche
Biomaterial scaffolds can be applied to recruit and pro-
gramme innate immune cells at the site of administra-
tion to induce effective adaptive immunity. To increase 
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innate immune cell infiltration to the injection site, 
biomaterials should be easily injectable in a minimally 
invasive fashion, and create a 3D scaffold at the site of 
injection to provide space for cell recruitment (Fig. 4a). 
Hydrogels, self-​assembled scaffolds, microparticles and 
microneedles can be designed to remain at the site of 
injection and promote immune cell infiltration to gener-
ate a local inflammatory niche. These materials provide 
tools to direct the immune response by attracting endo
genous cells to the vaccine site, increasing antigen uptake 
and providing activation cues locally and rapidly135. 
Various materials have been explored for the forma-
tion of a local inflammatory niche to enhance immune 
responses136; however, the impact of specific niche 
properties (for example, specific innate cell populations  
and/or their activation profiles) and the duration of 
niche persistence on downstream vaccine responses are 
poorly understood. Studies with self-​assembled scaf-
folds based on silica rods have indicated that the local 
inflammatory niche must persist for at least 7 days to 
achieve prolonged antibody titres, compared with a 
bolus control136. By contrast, niches created by inject
able hydrogels that persist for about 2–4 weeks lead to a  
more durable and higher-​affinity humoral immune res
ponse than a bolus control66. The development of tun-
able niche-​forming materials will enable more robust 
investigation of the influence of vaccine identity and 
the time frame of niche persistence on the magnitude, 
duration and quality of immune responses.

Niche-​forming materials. Injectable hydrogels made of 
polymers physically cross-​linked by thermally induced 
phase segregation137, triggered covalent cross-​linking 
of functional polymers138 or dynamic cross-​linking of 
polymers by supramolecular interactions66,139,140 can flow 
through a needle and achieve solid-​like mechanics after 
injection. Alternatively, macroporous structures based 
on mesporous silica rods can form through hydrostatic 
interactions following injection136,141–143, whereas supra-
molecular peptides144–147 enable facile self-​assembly of 
nanofibre constructs following injection145. Materials 
for cell infiltration need to be designed in a way that 
cells can easily travel through the scaffold structure. For 
example, surface modification of self-​assembled mes-
oporous silica rods considerably impacts cellular infil-
tration, whereby polyethylene glycol (PEG)-​conjugated 
mesoporous silica rods show increased cellular infil-
tration compared with unmodified rods in mice148. 
The design of constructs that maintain cell motility 
but also ensure prolonged retention of encapsulated 
vaccine cargo remains challenging (Fig. 4b). Dynami
cally cross-​linked hydroxypropylmethyl cellulose 
(HPMC) hydrogels based on supramolecular polymer– 
nanoparticle interactions contain a transient polymeric 
mesh, which restricts passive cargo diffusion to ensure 
sustained vaccine retention within the hydrogel depot 
and, simultaneously, enables active cell infiltration and  
motility66,139 (Fig. 4c).

To attract immune cells to a material scaffold, 
chemokines can be incorporated and slowly released, 
increasing cell migration through chemotaxis. The most 
commonly used chemokine is granulocyte–macrophage 

colony-​stimulating factor (GM-​CSF), which pro-
motes chemotaxis and proliferation of dendritic 
cells. GM-​CSF can be encapsulated as a free protein 
or can be conjugated to nanoparticles to prolong its 
release149. Delivery of GM-​CSF increases the recruit-
ment of immune cells, in particular dendritic cells, to 
the injection site137,142,150. Subcutaneous injection of 
an antigen-​loaded thermosensitive hydrogel carrying 
GM-​CSF in mice increases dendritic cell recruitment  
to the gel and the draining lymph nodes compared with 
the gel-​based vaccine without the chemokine, resulting 
in an improved CD8+ T cell response137. Similarly, inject
able hydrogels delivering the cytokine CCL21 following 
subcutaneous administration preferentially recruit den-
dritic cells139. Adjuvants, such as TLR agonist ligands, 
also promote innate immune cell recruitment and infil-
tration, without requiring delivery of a chemokine66,138. 
Importantly, co-​retention of adjuvants and antigens in 
the inflammatory niche over similar time frames appears 
to be crucial for improving the magnitude, durability 
and affinity maturation of antibody responses151. For 
example, prolonged co-​retention of an influenza hae-
magglutinin antigen and a TLR7/8a adjuvant within an 
injectable hydrogel depot results in a substantial increase 
in antibody titre and breadth, compared with a system 
enabling sustained antigen retention but rapid adjuvant 
release151. Prolonged local retention of antigen may also 
negatively impact the immune response by attracting 
antigen-​specific T cells to the site of injection and ini-
tiating their apoptosis owing to a lack of appropriate 
immune signals152.

Niche-​forming materials, such as hydrogels, can 
either provide a location for local inflammation or 
be designed to be ‘self-​adjuvanting’, for example, 
self-​assembled scaffolds based on mesoporous silica 
rods and peptide nanofibres. Here, parts of the scaffold 
can be taken up by infiltrating cells. For example, meso-
porous silica rods can activate the NLR NLRP3, result-
ing in the generation of pro-​inflammatory cytokines, 
which improve innate immune cell infiltration and sub-
sequent immune responses in mice148,153. Similarly, pos-
itively charged fibres in peptide nanofibre scaffolds are 
more readily taken up by dendritic cells than negatively 
charged fibres, resulting in higher cytokine production 
and more potent T cell responses in mice144,147. The tun-
able multivalent display of T cell and/or B cell epitopes 
for West Nile virus146, malaria154 and influenza155 on these 
self-​assembled nanofibre constructs can drive robust 
humoral and cellular immune responses in mice145,156,157.

Microneedles. Patches with microneedles enable pain-
less, non-​invasive and easy intradermal vaccine delivery, 
providing high immunogenicity owing to the presence 
of a high number of APCs in the dermal layer of the skin, 
compared with other tissues158–160. Solid microscopic 
needles that are either non-​degradable (for example, 
metal), dissolvable (for example, hydrophilic polymers 
such as cellulose derivatives or sugars) or degradable 
(for example, silk or PLGA) can deliver vaccines into 
the skin72,158,159,161–163. Vaccine delivery with microneedle 
patches can increase local immune cell recruitment to 
the site of administration; however, microneedles cannot 
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really create immunological niches, because they are typ-
ically made of solid matrices that cannot be infiltrated 
by innate immune cells. A study in humans comparing 
uncoated microneedles with needles coated with an 
influenza vaccine showed that vaccine coating increases 
infiltration of skin-​resident dendritic cells, called 
Langerhans cells, to the site of administration164. Thus, 
vaccine cargo can manipulate the migratory pattern 
of dermal APCs, highlighting that swellable or porous 
microneedles may provide a tool to create an inflamma-
tory niche. Microneedles coated with swellable polymers 

and loaded with subunit vaccines promote infiltration 
of tissue-​resident T cells into the hydrogel, allowing 
the study of the local immune response165. Therefore, 
microneedle platforms could also be used to generate 
an inflammatory niche at the site of injection to further 
improve the vaccine response.

Targeting vaccine components to lymph nodes
Direct intra-​nodal administration can substan-
tially enhance humoral and cell-​mediated immune 
responses34. However, intra-​nodal administration is 
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technically challenging and, therefore, poorly translat
able. Materials can be used to deliver vaccine components  
through afferent lymphatic vessels into the draining 
lymph nodes, providing a more readily translatable tool 
to enhance antigen presentation, APC maturation and 
lymphocyte priming in the lymph nodes120. Delivery of 
antigen and adjuvants to the draining lymph nodes can 
be augmented using nanoparticles or by directly modi-
fying vaccine components, taking advantage of the bind-
ing of endogenous proteins. Passive or active transport 
can be leveraged by materials to reach key cells, mak-
ing this a powerful strategy to overcome the challenges 
associated with conventional delivery methods166.

Passive drainage of nanoparticles to lymph nodes. 
Lymph nodes contain a large number of immature 
lymph node-​resident APCs, which are able to stimulate 
an immune response independent of peripheral migra-
tory populations167. Passive targeting of vaccine com-
ponents to lymph node-​resident APCs, bypassing the 
migration of APCs from the injection site to the lymph 
nodes (which typically takes 24–48 h), can enable more 
rapid T cell activation. Thus, delivery vehicles that ena-
ble passive drainage and prolonged retention of vaccine 
components in the lymph nodes enable rapid stimula-
tion of a potent immune response. By precise design of 
nanoparticle size168,169, shape170,171 and surface proper-
ties (that is, charge and hydrophobicity)172–174, efficient 
lymph node targeting can be achieved, without the need 
for specific cell-​targeting ligands.

The size of particles, such as virus-​like particles175, 
liposomes174, lipidic nanoparticles176 and polymeric 
nanoparticles168,172,177, affects passive delivery to the 
lymph nodes35,178 (Fig. 5). Nanoparticles that are smaller 
than 5 nm can immediately partition into the blood-
stream and systemically circulate, whereas particles 
between 20 and 100 nm efficiently drain through lym-
phatic vessels into the lymph nodes168,169,179, where they 
are taken up by lymph node-​resident APCs180 (Fig. 5a,b). 
For example, nanoparticles made of PPS168,177 and 
PLGA–PEG179, with diameters of ~20 nm, efficiently 
target the lymph nodes and are internalized by lymph 

node-​resident APCs, following intradermal or subcu-
taneous administration in mice. A study evaluating 
50-​nm nanoparticles, administered subcutaneously in 
wild-​type mice and CCR7–/– mice lacking migratory 
dendritic cell populations, showed the same percentage 
of nanoparticle-​carrying dendritic cells in the draining 
lymph nodes181, confirming that migratory dendritic 
cells do not play a role in trafficking these nanoparti-
cles to the lymph nodes181. Furthermore, PEGylation 
of 50-​nm polymeric nanoparticles, which increases 
their hydrophilicity and reduces fouling by proteins, 
leads to higher lymph node accumulation following 
subcutaneous administration in rats, compared with 
non-​PEGylated particles, suggesting that hydrophilic 
modification plays a role in cell-​free trafficking to 
lymph nodes172 (Fig. 5a). Large particles (up to 1 µm 
in size) are also passively and quickly179 transported 
to the lymph nodes, demonstrating that additional 
factors, such as biological characteristics of specific 
tissues and injection-​induced hydrodynamic fluxes, 
can also influence lymphatic nanoparticle delivery33. 
Clinical alum adjuvants are also nanoparticles, which 
can bind to site-​specifically modified antigens bearing 
alum-​binding peptides to increase antigen uptake and 
retention in lymph nodes, and thus improve germi-
nal centre formation, neutralizing antibody concen-
tration as well as memory and long-​lived plasma cell 
responses182.

Albumin-​binding dyes target draining lymph nodes 
and thus provide a strategy for the visual identifica-
tion of sentinel lymph nodes following intratumoural 
administration183. Molecular vaccine cargo can also be 
designed to ‘hitch-​hike’ albumin for the passive target-
ing of lymph node-​resident APCs173,184. This hitch-​hiking 
strategy increases the magnitude of T cell activation by 
>30-​fold, compared with standard bolus administration 
of the antigen alone173,184. Similarly, an albumin-​binding 
CpG-​based amphiphile adjuvant can elicit strong 
antigen-​specific T cell responses, high antibody titres 
and potent viral neutralization, when administered with 
the SARS-​CoV-2 spike protein receptor-​binding domain 
antigen185. These amphiphilic molecular vaccines afford 
a simple and broadly applicable strategy to increase the 
potency of subunit vaccine components by improving 
targeting to lymph nodes.

Active transport of cargo to lymph nodes by APCs. Cell-​
mediated transport can also be exploited for the delivery 
of vaccine components to lymph nodes. Here, peripheral 
APCs take up cargo at the site of injection and migrate 
through the lymphatics into the draining lymph nodes, 
where they activate T cells and initiate an immune resp
onse. Uptake of nanoparticle cargo by migratory APCs and 
subsequent transport to lymph nodes can be engineered  
by directly targeting APC surface receptors or by tuning 
nanoparticle size and surface chemistry168,186 (Fig. 5b).

Direct targeting of tissue-​resident APCs can be 
achieved by binding to C-​type lectin receptors187, such as 
CD205 (refs188,189), CD40 (ref.190), dendritic cell-​specific 
intercellular adhesion molecule 3-​grabbing non-​ 
integrin (DC-​SIGN)191 and mannose receptors192. For  
example, subcutaneous administration of 1-​µm particles 

◀ Fig. 4 | Enhancing the vaccine response by engineering an inflammatory niche.  
a | Biomaterials, such as hydrogels and self-​assembled scaffolds, can be designed to 
create an inflammatory niche, which persists in vivo and encourages innate immune  
cell engagement. Incorporating adjuvants into the vaccine formulation leads to local 
immune cell activation and further recruitment of cells from circulation. Encapsulating 
chemokines in the delivery system can increase cell infiltration into the site of administration. 
b | Engineering an inflammatory niche requires endogenous cells to migrate into the 
material. For cells to enter a static network, the pores of the material must be larger than 
the cells. Nanoporous materials do not allow cell infiltration and can lead to a decrease  
in humoral immunity compared with microporous structures136. c | Physically cross-​linked 
networks with dynamic bonds permit active cell motility through a polymer mesh, even  
if the mesh size is smaller than the cells. If the pores in the polymer mesh are sufficiently 
small, passive diffusion and release of molecular cargo can be extremely slow, prolonging 
local retention of the cargo. Cell motility into the material is enhanced by adjuvant 
encapsulation66. d | Following cell infiltration into the biomaterial niche, antigen-​presenting 
cells (APCs) may become activated by immune stimulants in the material and begin 
processing antigen locally. Cell phenotypes in the material are determined by the 
encapsulated adjuvants and chemokines, as well secreted cytokines from the infiltrating 
cells. APCs may exit the inflammatory niche and migrate to the draining lymph node to 
mediate the adaptive immune response.
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conjugated with anti-​CD205 monoclonal antibod-
ies increases receptor-​mediated uptake and subse-
quent migration of CD205+ APCs to lymph nodes188. 
Subcutaneous administration of lentiviral vectors that 
specifically bind to DC-​SIGN cell surface proteins leads 
to a 10-​fold increase in lymph node accumulation after 
72 h compared with non-​targeted vectors, demonstrating 
increased trafficking of dendritic cells to lymph nodes191. 
Particles with diameters of 0.5–1 µm are too large to 
passively drain through lymphatic vessels, but can be 
transported to lymph nodes by migratory dendritic cells 
within hours169. Indeed, no passive draining is observed 
for particles of this size administered in transgenic mice 
lacking migratory dendritic cells (CD11c–DTR/GFP).  
In addition, whereas only few particle-​positive cells 
accumulate in the lymph nodes after 24 h, they persist  
for up to 20 days105. CD11c+CD8−B220− migratory popu
lations account for the majority of particle uptake, 
confirming that large particles (for example, >200 nm) 
are primarily trafficked through active cell-​mediated 
transport. As large particles are not passively transported 
to lymph nodes, they may form depots at the injection 
site, promoting local infiltration of APCs and prolonged 
delivery of antigen and adjuvants.

Cell-​specific targeting within lymph nodes. Targeting 
vaccine components to specific immune cells in the 
lymph nodes can improve vaccine responses; however, 
the structure and compartmentalization of lymph nodes 
make access to specific cell populations challenging. 
Nanocarriers can be used to overcome this challenge and 
to spatio-​temporally engineer the delivery of vaccines35 
(Fig. 5c). Directly reaching and modulating certain cell 
types can increase the potency of vaccine responses, 
thereby decreasing required doses and improving the 
specificity of responses.

Nanoparticle size, the presence of glycans and antigen 
valency all influence immunogen targeting to follicu-
lar dendritic cells, which play an integral role in B cell 
activation and promote robust antibody responses47,193. 
Nanoparticles of 50–100 nm are retained in follicular 
dendritic cell networks for many weeks, whereas smaller 
particles are cleared within 48 h (ref.194). Moreover, high 
antigen valency on particles and glycosylation are 
both necessary to increase antigen trafficking to folli-
cular dendritic cell networks within lymph nodes193. 
For example, removal of glycosylation from HIV and 
influenza antigen nanoparticles results in decreased 
co-​localization with follicular dendritic cells193, 
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indicating that glycosylation triggers mannose-​binding 
lectin-​mediated immune recognition by the comple-
ment pathway, resulting in immunogen trafficking to 
follicular dendritic cells. Therefore, antigen design (for 
example, glycosylation) may influence delivery proper
ties in addition to directing the immune response 
towards a neutralizing epitope. Importantly, adjustment 
of size, valency and/or synthetic introduction of glycans 
to antigen nanoparticles provide the design space for 
targeted delivery to follicular dendritic cells.

Nanoparticles have also been designed for multivalent 
presentation of antigens to improve B cell processing or 
selection, which impacts the magnitude and composi-
tion of B cell responses as well as the breadth of B cell 
affinities195–199. Entrapped and surface-​attached anti-
gens can both induce T cell responses; however, only 
surface-​attached antigens are directly recognized by  
B cells, because encapsulated antigens must first be 
released to be accessible. Low-​valency constructs may 
impose more stringent affinity selection pressure, pre-
cluding low-​affinity B cell clones from germinal centre 
and plasma cell responses, whereas high-​valency con-
structs enable a broad array of B cell affinities195. DNA 
origami nanoparticles can be used to systematically 
evaluate the impact of antigen valency and spacing on 
B cell activation in vitro. Using this approach, it has 
been shown that five antigens maximally spaced on a 
rigid 40-​nm nanoparticle can stimulate potent B cell 
signalling200. Thus, antigen valency on nanoparticles 
can be used to tune the affinity and breadth of antibody 
responses to elicit neutralizing antibody production, 
which is especially important for rapidly mutating patho
gens, such as HIV, influenza and coronaviruses, such  
as SARS-​CoV-2.

Specific cell types can also be targeted by function-
alizing particles with ligands. For example, subcapsu-
lar sinus macrophages, which present non-​degraded 
antigen on their surface that is then directly taken 
up by B cells201,202, can be targeted by conjugating 
anti-​CD169 antibodies to the surface of antigen-​loaded 
nanoparticles35. Vaccines can also benefit from directly 
targeting T cells in the lymph nodes, which can be 
achieved through the blood vasculature. For example, 
peripheral node addressin (PNAd) is strongly expressed 
on the surface of high endothelial venules in the lymph 
nodes. Monoclonal antibodies, for example MECA79, 
which bind to PNAd, can be conjugated to particles. 
Following intravenous injection in mice, these particles 
accumulate in draining lymph nodes, allowing selective 
delivery to T cells203,204. In particular, particles with diam-
eter ~100 nm have longer circulation times and broad 
bio-​distribution, compared with larger particles (2 µm), 
thereby enabling interactions with more T cells204. B cell 
and T cell targeting within lymph nodes can be further 
improved by orders of magnitude using nanoparticles 
that first passively diffuse to lymph nodes and then 
release their cargo following cleavage of a degradable 
linker. This platform enables timing of release and lymph 
node-​wide distribution of molecular cargo, which can be 
controlled through selection of the degradation rate of 
the linker205. Spatial and temporal control of immune 
responses by specific particle constructs also provides 

opportunities for the targeting of vaccine components 
to specific lymphocytes.

Sustained co-​delivery of vaccine components
Modulating the kinetics of vaccine exposure to the 
immune system can greatly influence the immune 
response, because many features of the vaccine response 
require precise temporal cues166,206 (Fig. 6). For the humoral  
immune response, the germinal centre reaction is a 
well-​studied example of a process that directly benefits 
from prolonged exposure (Fig. 6a). The germinal centre 
reaction requires many cycles of somatic hypermutation 
and affinity selection to yield the high degree of antibody 
affinity maturation required for potent and broadly neu-
tralizing antibody responses. Moreover, it is hypothe-
sized that sustained delivery of vaccine components 
better mimics the kinetics of natural infections and the 
conditions in which our immune system has evolved to 
develop a strong response.

Proof-​of-​concept studies evaluating sustained vaccine 
delivery using osmotic pumps (Fig. 6b) clearly demon-
strate the benefits of prolonged exposure, compared with 
standard bolus administrations. Sustained release leads to 
more robust germinal centre responses, higher antibody 
titres and targeting of a more diverse set of epitopes than 
bolus administration of the same vaccine65. However, 
many materials capable of achieving prolonged vaccine 
delivery and minimally invasive dosage have not yet 
been studied in depth in the context of vaccine delivery. 
Furthermore, many sustained delivery vehicles remain at 
the site of injection for a long time, and thus the impact 
of creating a local inflammatory niche often confounds 
individual effects on immune responses, especially 
because injection site interactions are poorly under-
stood. Nevertheless, microneedle technologies (Fig. 6c) 
and various depot technologies based on hydrogels or 
self-​assembled scaffolds (Fig. 6d) have been explored for 
sustained vaccine delivery and shown to elicit potent, 
high-​quality and durable immune responses.

Microneedles. Microneedle patches have primarily been 
developed to deliver vaccines intradermally without the 
aim of prolonged cargo delivery. However, several degra-
dable polymer microneedle systems have been designed to  
remain at the site of administration and degrade slowly 
to prolong vaccine exposure207 (Fig. 6c). Microneedles for 
extended cargo release have been prepared with a range 
of polymers, including chitosan208, silk209 and PLGA207,210. 
Indeed, extended intradermal vaccine exposure leads to 
more potent humoral and cellular immune responses, 
compared with intradermal bolus injections of the 
same vaccines209. For example, microneedles made of 
silk fibroin protein remain implanted in the skin after 
administration72,209 and can provide sustained release of 
an HIV vaccine comprising BG505 SOSIP trimer anti-
gen for more than 2 weeks in mice. However, the strategy 
of encapsulating cargo in polymer matrices is limited by 
cargo size; that is, cargo size influences the release rate 
and, therefore, microneedles cannot match the release 
kinetics of antigens and adjuvants of different molecu-
lar sizes72 (Fig. 6c). However, prolonged antigen release 
by silk fibroin microneedles has been shown to have a 
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greater impact on vaccine responses than the kinetics of 
adjuvant release72. This observation may be specific to 
the particular adjuvant and antigen, and thus requires 
further investigation.

Depot technologies. Various sustained delivery technol-
ogies based on biodegradable polymers, aluminate or 
silicate particles and hydrogels have been developed for 
drug delivery applications211. Solid polymer microparti-
cles, for example, made of biodegradable PLGA or poly
anhydride polymers, can be used to encapsulate and 
slowly release subunit antigens over days to months212,213. 

However, despite their established safety and possi-
bility of slow vaccine delivery, antigen degradation  
and/or aggregation during encapsulation have limited 
clinical translation of polymer nanoparticles thus far. 
Furthermore, although polyanhydrides degrade through 
surface erosion214, the bulk erosion of PLGA typically 
results in a local pH drop, which can detrimentally 
impact entrapped antigen stability.

Cargo delivery kinetics from hydrogels can be defined 
by cargo diffusion through a static mesh; here, a small 
mesh size slows the diffusion and prolongs release10 
(Fig. 6d). A mesh size smaller than the cargo leads to  
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Fig. 6 | Enhancing the vaccine response by sustained release of vaccines. 
Materials can be engineered to control the temporal dynamics of vac
cine exposure to the immune system. a | Biomaterials encapsulating  
antigen and adjuvant can be designed with extended release kinetics after  
administration. Prolonged release allows the vaccine cargo to enter lymph 
nodes through the lymphatics and extends activation of antigen-​presenting 
cells (APCs) at the administration site. Activated APCs process antigen and 
migrate to the draining lymph nodes. Prolonged presence of vaccine  
components extends germinal centre reactions, which facilitate more 
rounds of affinity selection and somatic hypermutation, ultimately leading 
to a higher-​quality antibody response. b | Osmotic pump technology  
enables extended vaccine release, but requires surgical implantation.  
c | Solid polymer matrices, for example microneedle technologies, can 

provide sustained delivery of entrapped cargo over several weeks; however, 
the cargo release rate is highly dependent on the cargo’s molecular size and 
physico-​chemical properties72, limiting the type of antigens and adjuvants 
that can be delivered. d | Depot technologies, such as hydrogels and 
self-​assembled scaffolds, provide tunable cargo release, from days to 
months. Passive cargo diffusion in hydrogels can be controlled through 
modulation of the polymer mesh size10. Physically entrapped cargo, 
whereby the cargo is larger than the mesh size, can only be released through 
network degradation, swelling or dynamic rearrangement. Hydrogels  
constructed with dynamic or degradable cross-​links enable cell infiltration 
and formation of an inflammatory niche247. Self-​assembled scaffolds can 
provide sustained cargo delivery and are inherently macroporous, enabling 
cell infiltration and rapid formation of an inflammatory niche136.
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entrapment of the cargo, and thus release is depen
dent on bulk erosion, which can cause burst release10. 
Therefore, designing hydrogels for extended release 
over weeks and matched release kinetics for cargo of 
different molecular sizes or distinct physico-​chemical 
properties remains challenging. Antigens and adjuvants 
can substantially differ from a molecular perspective, 
making prolonged co-​release of vaccine components 
from hydrogels difficult. A physically cross-​linked  
polymer–nanoparticle hydrogel enables co-​delivery of 
a model vaccine containing differently sized ovalbumin 
and pIC over the course of weeks, which increases the 
magnitude and persistence of the humoral immune 
response, prolongs the germinal centre reaction and 
improves affinity of antibodies by more than 1,000-​fold 
compared with the same vaccine delivered in a stand-
ard saline bolus66. The physically cross-​linked network 
entraps both cargoes, thereby slowing their diffusion to a 
similar rate to the self-​diffusion of the dynamic polymer 
network itself66. Alternatively, injectable self-​assembling 
peptides or block copolymers also allow slow release of 
entrapped cargo; however, such systems have not yet 
been thoroughly evaluated in the context of slow vaccine 
delivery215–217.

Many self-​assembling materials that improve the for-
mation of a local inflammatory niche also provide mech-
anisms for sustained delivery, which may contribute to 
enhanced humoral and cellular immune responses. 
For example, antigen and molecular adjuvants can be 
loaded into the nanoscale pores of self-​assembling mes-
oporous silica rods, enabling prolonged delivery over the 
course of 10 days136,141–143. Similarly, antigen-​displaying 
peptide nanofibre systems have been suggested to enable 
extended antigen availability154,218.

Outlook
The vaccine response is directed by precise spatio- 
temporal cues, which can be provided by immunomodu-
latory materials to improve potency, durability and quality 
of vaccine responses. The physio-​chemical proper
ties of nanoparticles and antigen conjugates that are  
similar to pathogens in structure and size can improve 
uptake by innate cells and transport to lymph nodes. 
Depot technologies and microneedles enable modula-
tion of the innate response at the injection site as well 
as sustained vaccine delivery. However, collaboration of 
immunologists and materials engineers will be crucial 
to move the field of immunoengineering forward and 
create truly transformational vaccine technologies.

The immune response to vaccination is based on 
the complex coordination of multiple cell types with 
diverse phenotypes across multiple tissues within the 
body over time. Biomaterial-​based controlled delivery 
technologies can be applied to better understand the 
underlying spatio-​temporal cues and to elucidate funda-
mental immunological mechanisms219. Combined with 
proteomic220, transcriptomic221 or genomic characteri-
zation techniques, such experiments will enable trans-
formational insights into immunological mechanisms222. 
In particular, a more precise understanding of germinal 
centre biology will enable mechanism-​based design of 
next-​generation vaccines. Moreover, adjuvant studies 

indicate that many adjuvants increase antibody titres, 
but do not alter, and in some circumstances even impair, 
somatic hypermutation and affinity maturation68,81. By 
contrast, sustained vaccine exposure can result in a 
modest increase in antibody titre, compared with stand-
ard bolus administration, but a more than 1,000-​fold 
increase in antigen-​specific affinity66. Therefore, future 
studies must evaluate not only the magnitude and 
durability of antibody titres but also the stimulation of 
germinal centre responses and extent of somatic hyper-
mutation and affinity maturation. However, assays for 
characterizing somatic hypermutation and affinity mat-
uration are challenging and time and resource inten-
sive, highlighting the need for more straightforward 
methods for longitudinal characterization of germinal 
centre reactions. For example, systemic levels of the 
chemokine CXCL13 strongly correlate with germinal 
centre activity223, making it a potentially useful target. 
In addition, design criteria need to be developed to cir-
cumvent the immunodominance of non-​neutralizing 
antigen epitopes, ‘original antigenic sin’ and antagonistic 
tolerance observed for some pathogens, for which robust 
vaccines have not yet been developed (for example, HIV, 
influenza and malaria).

The vaccine immune response is orchestrated by 
a distinct sequence of signals and cellular differentia-
tion events requiring the correct stimulation of specific 
cells or collections of cells in the right place and at the 
right time, which can be addressed by precise spatio-​ 
temporally controlled delivery strategies. The ideal 
vaccine would maximize antigen processing at the 
injection site, allow for intact antigen to efficiently reach 
the lymph nodes at the correct concentrations, activate 
APCs to express the appropriate cytokines and surface 
proteins to guide a protective adaptive response, pro-
long the germinal centre reaction to enable affinity mat-
uration, and lead to the differentiation of memory cell 
phenotypes to provide long-​term protection. Therefore, 
there is tremendous potential to leverage controlled 
delivery technologies to precisely control each step of the 
immune response. Innate immune cell activation and 
antigen processing by APCs at the injection site, both of 
which can enhance vaccine responses, are rarely studied 
in the vaccine context. Injection site interactions can be 
harnessed, for example, using targeted adjuvants or by 
creating a transient inflammatory niche. Importantly, 
vaccine studies have mainly focused on adjuvants with 
similar physico-​chemical properties thus far (for exam-
ple, CpG and pIC, which are both nucleic acid poly-
mers, or MPL and imidazoquinolines, which are both 
hydrophobic); however, new materials technologies 
can provide opportunities to evaluate novel, synergistic 
pairings224,225. Moreover, sustained delivery technologies 
enable prolonged vaccine exposure, which is required  
to enhance germinal centre reactions. Importantly, using 
engineered biomaterials for mucosal administration (for 
example, for size‐dependent trans‐epithelial transport) 
may achieve potent and persistent immunity at mucosal 
sites, which are often the target of infection.

The clinical translation of vaccines is further limited 
by a lack of adequate models and fundamental immuno
logical differences between species (for example, PAMP 
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expression on innate immune cells)226,227. Mice and 
non-​human primates are commonly used to understand 
the effects of bio-​distribution and pharmacokinetics on 
vaccine efficacy, which cannot be probed in vitro using 
human cells228,229. Numerous vaccine studies in mice have 
led to successful therapies in humans; however, there 
have also been several high-​profile vaccine failures in 
the clinic. For example, in 2008, an HIV vaccine candi-
date, which had shown protective efficacy in non-​human 
primate challenge studies with the humanized simian 
immune deficiency virus230, resulted in increased rates 
of HIV infection in individuals with prior immunity 
against the adenovirus 5 vector used in the vaccine231. 
Therefore, it is important to elucidate possible confound-
ing factors in the translation of vaccine technologies 
early in the discovery–development pipeline227.

Importantly, vaccines need to be globally distributed, 
and many vaccine formulations require multiple admin-
istrations to achieve long-​term protection, which may 
be challenging to achieve in areas with poor health-​care 
infrastructure and a shortage of health-​care profession-
als. Immunomodulatory materials can be designed to 
enable single-​administration vaccines and to achieve 
long-​term memory without the need for booster shots. 
For example, injectable particles and microneedle 
patches can be designed to provide preprogrammed 
burst delivery of prime and boost doses at distinct time 
points to incorporate a traditional immunization regime 
into a single administration232. Furthermore, micro
needle technology can be applied to deliver microparticle 
patterns into the skin, which can act as a discrete ‘tattoo’ 
for vaccination record-​keeping. This tattoo is invisible to 
the eye, but identifiable using semi-​automated machine 
learning and a modified smartphone233.

Vaccination regimens that require multiple immuni-
zations can further elicit anti-​vehicle immune responses 
in addition to responses against antigens. For example, 
many protein-​based systems and viral vectors elicit 
strong immune responses against the delivery vehicles 
themselves234, limiting their application in vaccines that 
require numerous immunizations. Synthetic platforms 
for controlled delivery of vaccine cargo are usually 
not immunogenic, thus allowing repeated immuniza-
tion with the same formulation (that is, homologous 
boosting). However, PEG, which is ubiquitous in drug 

delivery systems, can lead to the production of anti-​PEG 
antibodies in animal models and humans235. Anti-​ 
PEG responses to a delivery vehicle may simply reduce 
the efficacy of subsequent immunizations, but could also 
cause hypersensitivity reactions, which can lead to ana-
phylactic shock236. Therefore, viable alternatives to PEG 
need to be developed237.

Many encapsulation technologies can also stabilize 
vaccine cargo, thereby reducing the requirement for 
cold storage, which can restrict access to vaccines238–241; 
for example, the stringent storage requirements for the 
SARS-​CoV-2 vaccines produced by BioNTech/Pfizer 
and Moderna (–70 °C and –20 °C, respectively)242.

The COVID-19 pandemic has made the importance 
of plug-​and-​play technologies evident. Such technolo-
gies enable rapid manufacturing and global access242, 
and are not only crucial for prevention of SARS-​CoV-2 
infections but also for future pandemics. The develop-
ment of new vaccines will particularly benefit from the 
design of generalizable platforms that are amenable to 
a broad array of antigens and/or adjuvants. Therefore, it 
is important to study the nuances of material design for 
immune responses; for example, the rational design of  
a co-​delivery platform, such as microneedles or inject-
able depot technologies, for a specific antigen would 
require a more detailed understanding of how differ-
ent adjuvants (for example, a TLR agonist) alter the 
magnitude and ‘flavour’ of antibody responses66,136. 
Similarly, nanoparticle-​based vaccine design could 
be improved by clarifying the impact of the valency 
of antigen presentation on antibody affinity matura-
tion and the breadth of antibody responses195. Finally, 
translational materials must be easy and inexpensive 
to manufacture at scale to enable urgent responses to 
global demand243. At every stage of the design process, 
it is important to consider whether controlled deliv-
ery technology could be simplified without sacrificing  
efficacy and safety218,244.

We hope that this Review offers immunologists and 
biomaterial engineers insight into the immunological 
mechanisms that build the foundation of a strong and 
durable immune response, and material technologies 
that can be used to better control those mechanisms.

Published online 28 September 2021

1.	 Rappuoli, R., Mandl, C. W., Black, S. & De Gregorio, E. 
Vaccines for the twenty-​first century society. Nat. Rev. 
Immunol. 11, 865–872 (2011).

2.	 van Panhuis, W. G. et al. Contagious diseases in the 
United States from 1888 to the present. N. Engl.  
J. Med. 369, 2152–2158 (2013).

3.	 World Health Organization. Global Vaccine Action 
Plan 2011–2020 (WHO, 2013).

4.	 Koff, W. C. et al. Accelerating next-​generation vaccine 
development for global disease prevention. Science 
340, 1232910 (2013).

5.	 Pollard, A. J. & Bijker, E. M. A guide to vaccinology: 
from basic principles to new developments. Nat. Rev. 
Immunol. 21, 83–100 (2021).

6.	 Irvine, D. J., Swartz, M. A. & Szeto, G. L. Engineering 
synthetic vaccines using cues from natural immunity. 
Nat. Mater. 12, 978–990 (2013).

7.	 Preis, I. & Langer, R. S. A single-​step immunization by 
sustained antigen release. J. Immunol. Methods 28, 
193–197 (1979).

8.	 Thomasin, C., Corradin, G., Men, Y., Merkle, H. P.  
& Gander, B. Tetanus toxoid and synthetic malaria 
antigen containing poly(lactide)/poly(lactide-​co-glycolide) 

microspheres: importance of polymer degradation and 
antigen release for immune response. J. Control. Rel. 
41, 131–145 (1996).

9.	 Moyer, T. J., Zmolek, A. C. & Irvine, D. J. Beyond 
antigens and adjuvants: formulating future vaccines.  
J. Clin. Invest. 126, 799–808 (2016).

10.	 Li, J. & Mooney, D. J. Designing hydrogels for 
controlled drug delivery. Nat. Rev. Mater. 1, 1–17 
(2016).

11.	 Bachmann, M. F. & Jennings, G. T. Vaccine  
delivery: a matter of size, geometry, kinetics and 
molecular patterns. Nat. Rev. Immunol. 10, 787–796 
(2010).

12.	 Bookstaver, M. L., Tsai, S. J., Bromberg, J. S.  
& Jewell, C. M. Improving vaccine and immunotherapy 
design using biomaterials. Trends Immunol. 39,  
135–150 (2018).

13.	 Owen, J. A., Punt, J., Stranford, S. A., Jones, P. P.  
& Kuby, J. Kuby Immunology 7th edn (W. H. Freeman, 
2013).

14.	 Murphy, K., Travers, P., Walport, M. & Janeway, C. 
Janeway’s Immunobiology 8th edn (Garland Science, 
2012).

15.	 Liang, F. & Lore, K. Local innate immune responses  
in the vaccine adjuvant-​injected muscle. Clin. Transl 
Immunol. 5, e74 (2016).

16.	 Bernasconi, V., Norling, K., Bally, M., Hook, F. &  
Lycke, N. Y. Mucosal vaccine development based  
on liposome technology. J. Immunol. Res. 2016, 
5482087 (2016).

17.	 Calzas, C. & Chevalier, C. Innovative mucosal vaccine 
formulations against influenza A virus infections. 
Front. Immunol. 10, 1605 (2019).

18.	 Zheng, Z., Diaz-​Arevalo, D., Guan, H. & Zeng, M. 
Noninvasive vaccination against infectious diseases. 
Hum. Vaccin. Immunother. 14, 1717–1733 (2018).

19.	 Riese, P., Sakthivel, P., Trittel, S. & Guzman, C. A. 
Intranasal formulations: promising strategy to deliver 
vaccines. Expert. Opin. Drug. Deliv. 11, 1619–1634 
(2014).

20.	 Liang, F. et al. Vaccine priming is restricted to draining 
lymph nodes and controlled by adjuvant-​mediated 
antigen uptake. Sci. Transl Med. 9, eaal2094 (2017).

21.	 Gornati, L., Zanoni, I. & Granucci, F. Dendritic cells in 
the cross hair for the generation of tailored vaccines. 
Front. Immunol. 9, 1484 (2018).

NaTure RevIeWS | MATERiALS

R e v i e w s

	  volume 7 | March 2022 | 191



0123456789();: 

22.	 Coffman, R. L., Sher, A. & Seder, R. A. Vaccine 
adjuvants: putting innate immunity to work. Immunity 
33, 492–503 (2010).

23.	 Sen, D., Forrest, L., Kepler, T. B., Parker, I.  
& Cahalan, M. D. Selective and site-​specific 
mobilization of dermal dendritic cells and Langerhans 
cells by TH1- and TH2-polarizing adjuvants. Proc. Natl 
Acad. Sci. USA 107, 8334–8339 (2010).

24.	 Korsholm, K. S., Petersen, R. V., Agger, E. M.  
& Andersen, P. T-​helper 1 and T-​helper 2 adjuvants 
induce distinct differences in the magnitude, quality 
and kinetics of the early inflammatory response  
at the site of injection. Immunology 129, 75–86 
(2010).

25.	 van Aalst, S. et al. Dynamics of APC recruitment  
at the site of injection following injection of vaccine 
adjuvants. Vaccine 35, 1622–1629 (2017).

26.	 Worbs, T., Hammerschmidt, S. I. & Forster, R. 
Dendritic cell migration in health and disease.  
Nat. Rev. Immunol. 17, 30–48 (2017).

27.	 Steele, M. M. & Lund, A. W. Afferent lymphatic 
transport and peripheral tissue immunity. J. Immunol. 
206, 264–272 (2021).

28.	 Grant, S. M., Lou, M., Yao, L., Germain, R. N.  
& Radtke, A. J. The lymph node at a glance — how 
spatial organization optimizes the immune response. 
J. Cell Sci. 133, jcs241828 (2020).

29.	 Gurevich, I. et al. Active dissemination of cellular 
antigens by DCs facilitates CD8+ T-​cell priming in 
lymph nodes. Eur. J. Immunol. 47, 1802–1818 
(2017).

30.	 Krishnaswamy, J. K. et al. Migratory CD11b+ 
conventional dendritic cells induce T follicular helper 
cell-dependent antibody responses. Sci. Immunol. 2, 
eaam9169 (2017).

31.	 Didierlaurent, A. M. et al. Enhancement of adaptive 
immunity by the human vaccine adjuvant AS01 
depends on activated dendritic cells. J. Immunol. 193, 
1920–1930 (2014).

32.	 Calabro, S. et al. Vaccine adjuvants alum and MF59 
induce rapid recruitment of neutrophils and monocytes 
that participate in antigen transport to draining lymph 
nodes. Vaccine 29, 1812–1823 (2011).

33.	 Gerner, M. Y., Torabi-​Parizi, P. & Germain, R. N. 
Strategically localized dendritic cells promote rapid 
T cell responses to lymph-​borne particulate antigens. 
Immunity 42, 172–185 (2015).

34.	 Jewell, C. M., Lopez, S. C. & Irvine, D. J. In situ 
engineering of the lymph node microenvironment  
via intranodal injection of adjuvant-​releasing  
polymer particles. Proc. Natl Acad. Sci. USA 108,  
15745–15750 (2011).

35.	 Schudel, A., Francis, D. M. & Thomas, S. N. Material 
design for lymph node drug delivery. Nat. Rev. Mater. 
4, 415–428 (2019).

36.	 Crotty, S. T follicular helper cell biology: a decade of 
discovery and diseases. Immunity 50, 1132–1148 
(2019).

37.	 Eickhoff, S. et al. Robust anti-​viral immunity requires 
multiple distinct T cell–dendritic cell interactions. Cell 
162, 1322–1337 (2015).

38.	 Mueller, S. N. & Mackay, L. K. Tissue-​resident memory 
T cells: local specialists in immune defence. Nat. Rev. 
Immunol. 16, 79–89 (2016).

39.	 Hong, S. et al. B cells are the dominant antigen-​
presenting cells that activate naive CD4+ T cells upon 
immunization with a virus-​derived nanoparticle 
antigen. Immunity 49, 695–708.e4 (2018).

40.	 Hua, Z. & Hou, B. The role of B cell antigen presentation 
in the initiation of CD4+ T cell response. Immunol. Rev. 
296, 24–35 (2020).

41.	 Lofano, G. et al. Oil-​in-water emulsion MF59  
increases germinal center B cell differentiation and 
persistence in response to vaccination. J. Immunol. 
195, 1617–1627, https://doi.org/10.4049/
jimmunol.1402604 (2015).

42.	 Vogelzang, A. et al. A fundamental role for 
interleukin-21 in the generation of T follicular helper 
cells. Immunity 29, 127–137, https://doi.org/10.1016/ 
j.immuni.2008.06.001 (2008).

43.	 Papillion, A. et al. Inhibition of IL-2 responsiveness  
by IL-6 is required for the generation of GC-​TFH cells. 
Sci. Immunol. 4, eaaw7636 (2019).

44.	 Wing, J. B., Tekgüç, M. & Sakaguchi, S. Control of 
germinal center responses by T-​follicular regulatory 
cells. Front. Immunol. 9, 1910 (2018).

45.	 Elsner, R. A. & Shlomchik, M. J. Germinal center  
and extrafollicular B cell responses in vaccination, 
immunity, and autoimmunity. Immunity 53,  
1136–1150 (2020).

46.	 Gonzalez, S. F., Kuligowski, M. P., Pitcher, L. A., 
Roozendaal, R. & Carroll, M. C. The role of innate 

immunity in B cell acquisition of antigen within LNs. 
Adv. Immunol. 106, 1–19 (2010).

47.	 Heesters, B. A., Myers, R. C. & Carroll, M. C. Follicular 
dendritic cells: dynamic antigen libraries. Nat. Rev. 
Immunol. 14, 495–504 (2014).

48.	 Heath, W. R., Kato, Y., Steiner, T. M. & Caminschi, I. 
Antigen presentation by dendritic cells for B cell 
activation. Curr. Opin. Immunol. 58, 44–52 (2019).

49.	 Luo, W., Weisel, F. & Shlomchik, M. J. B cell receptor 
and CD40 signaling are rewired for synergistic 
induction of the c-​Myc transcription factor in germinal 
center B cells. Immunity 48, 313–326.e5 (2018).

50.	 Shlomchik, M. J., Luo, W. & Weisel, F. Linking signaling 
and selection in the germinal center. Immunol. Rev. 
288, 49–63 (2019).

51.	 Woodruff, M. C., Kim, E. H., Luo, W. & Pulendran, B.  
B cell competition for restricted T cell help suppresses 
rare-​epitope responses. Cell Rep. 25, 321–327.e3 
(2018).

52.	 Chen, Z. & Wang, J. H. Signaling control of antibody 
isotype switching. Adv. Immunol. 141, 105–164 
(2019).

53.	 Bohannon, C. et al. Corrigendum: Long-​lived antigen-​
induced IgM plasma cells demonstrate somatic 
mutations and contribute to long-​term protection. 
Nat. Commun. 7, 12687 (2016).

54.	 Pone, E. J. et al. BCR-​signalling synergizes with  
TLR-​signalling for induction of AID and immunoglobulin 
class-​switching through the non-​canonical NF-​κB 
pathway. Nat. Commun. 3, 767 (2012).

55.	 Gitlin, A. D. et al. Independent roles of switching and 
hypermutation in the development and persistence  
of B lymphocyte memory. Immunity 44, 769–781 
(2016).

56.	 Mesin, L., Ersching, J. & Victora, G. D. Germinal center 
B cell dynamics. Immunity 45, 471–482 (2016).

57.	 Shlomchik, M. J. & Weisel, F. Germinal center 
selection and the development of memory B and 
plasma cells. Immunol. Rev. 247, 52–63 (2012).

58.	 Methot, S. P. & Di Noia, J. M. Molecular mechanisms 
of somatic hypermutation and class switch 
recombination. Adv. Immunol. 133, 37–87 (2017).

59.	 Havenar-​Daughton, C., Abbott, R. K., Schief, W. R.  
& Crotty, S. When designing vaccines, consider  
the starting material: the human B cell repertoire.  
Curr. Opin. Immunol. 53, 209–216 (2018).

60.	 Klein, F. et al. Somatic mutations of the immunoglobulin 
framework are generally required for broad and potent 
HIV-1 neutralization. Cell 153, 126–138 (2013).

61.	 Luo, W. et al. The AKT kinase signaling network is 
rewired by PTEN to control proximal BCR signaling in 
germinal center B cells. Nat. Immunol. 20, 736–746 
(2019).

62.	 Wang, S. et al. Manipulating the selection forces 
during affinity maturation to generate cross-​reactive 
HIV antibodies. Cell 160, 785–797 (2015).

63.	 Cirelli, K. M. & Crotty, S. Germinal center enhancement 
by extended antigen availability. Curr. Opin. Immunol. 
47, 64–69 (2017).

64.	 Tam, H. H. et al. Sustained antigen availability  
during germinal center initiation enhances antibody 
responses to vaccination. Proc. Natl Acad. Sci. USA. 
113, E6639–E6648 (2016).

65.	 Cirelli, K. M. et al. Slow delivery immunization 
enhances HIV neutralizing antibody and germinal 
center responses via modulation of immunodominance. 
Cell 177, 1153–1171.e28 (2019).

66.	 Roth, G. A. et al. Injectable hydrogels for sustained 
codelivery of subunit vaccines enhance humoral 
immunity. ACS Cent. Sci. 6, 1800–1812 (2020).

67.	 Akkaya, M. et al. Second signals rescue B cells from 
activation-​induced mitochondrial dysfunction and 
death. Nat. Immunol. 19, 871–884 (2018).

68.	 Akkaya, M. et al. Toll-​like receptor 9 antagonizes 
antibody affinity maturation. Nat. Immunol. 19,  
255–266 (2018).

69.	 Koike, T., Harada, K., Horiuchi, S. & Kitamura, D.  
The quantity of CD40 signaling determines the 
differentiation of B cells into functionally distinct 
memory cell subsets. eLife 8, e44245 (2019).

70.	 Weisel, F. J., Zuccarino-​Catania, G. V., Chikina, M.  
& Shlomchik, M. J. A temporal switch in the germinal 
center determines differential output of memory B 
and plasma cells. Immunity 44, 116–130 (2016).

71.	 Nguyen, D. C., Joyner, C. J., Sanz, I. & Lee, F. E. Factors 
affecting early antibody secreting cell maturation into 
long-​lived plasma cells. Front. Immunol. 10, 2138 
(2019).

72.	 Boopathy, A. V. et al. Enhancing humoral immunity  
via sustained-​release implantable microneedle  
patch vaccination. Proc. Natl Acad. Sci. USA 116, 
16473–16478 (2019).

73.	 Turner, J. S. et al. Human germinal centres engage 
memory and naive B cells after influenza vaccination. 
Nature 586, 127–132 (2020).

74.	 Akkaya, M., Kwak, K. & Pierce, S. K. B cell memory: 
building two walls of protection against pathogens. 
Nat. Rev. Immunol. 20, 229–238 (2020).

75.	 Davis, C. W. et al. Influenza vaccine-​induced human 
bone marrow plasma cells decline within a year after 
vaccination. Science 370, 237–241 (2020).

76.	 Inoue, T., Moran, I., Shinnakasu, R., Phan, T. G.  
& Kurosaki, T. Generation of memory B cells and their 
reactivation. Immunol. Rev. 283, 138–149 (2018).

77.	 Kurosaki, T., Kometani, K. & Ise, W. Memory B cells. 
Nat. Rev. Immunol. 15, 149–159 (2015).

78.	 Viant, C. et al. Antibody affinity shapes the choice 
between memory and germinal center B cell fates. Cell 
183, 1298–1311.e11 (2020).

79.	 Shinnakasu, R. et al. Regulated selection of germinal-​
center cells into the memory B cell compartment.  
Nat. Immunol. 17, 861–869 (2016).

80.	 Zuccarino-​Catania, G. V. et al. CD80 and PD-​L2 define 
functionally distinct memory B cell subsets that are 
independent of antibody isotype. Nat. Immunol. 15, 
631–637 (2014).

81.	 Francica, J. R. et al. Analysis of immunoglobulin 
transcripts and hypermutation following SHIV(AD8) 
infection and protein-​plus-adjuvant immunization.  
Nat. Commun. 6, 6565 (2015).

82.	 Hou, B. et al. Selective utilization of Toll-​like receptor 
and MyD88 signaling in B cells for enhancement of 
the antiviral germinal center response. Immunity 34, 
375–384 (2011).

83.	 Rappuoli, R., Bottomley, M. J., D’Oro, U., Finco, O.  
& De Gregorio, E. Reverse vaccinology 2.0: human 
immunology instructs vaccine antigen design. J. Exp. 
Med. 213, 469–481 (2016).

84.	 Ward, A. B. & Wilson, I. A. The HIV-1 envelope 
glycoprotein structure: nailing down a moving target. 
Immunol. Rev. 275, 21–32 (2017).

85.	 Graham, B. S., Gilman, M. S. A. & McLellan, J. S. 
Structure-​based vaccine antigen design. Annu. Rev. 
Med. 70, 91–104 (2019).

86.	 Sangesland, M. et al. Germline-​encoded affinity for 
cognate antigen enables vaccine amplification of a 
human broadly neutralizing response against influenza 
virus. Immunity 51, 735–749.e8 (2019).

87.	 Henry, C., Palm, A. E., Krammer, F. & Wilson, P. C. 
From original antigenic sin to the universal influenza 
virus vaccine. Trends Immunol. 39, 70–79 (2018).

88.	 Angeletti, D. et al. Defining B cell immunodominance 
to viruses. Nat. Immunol. 18, 456–463 (2017).

89.	 Abbott, R. K. et al. Precursor frequency and affinity 
determine B cell competitive fitness in germinal 
centers, tested with germline-​targeting HIV vaccine 
immunogens. Immunity 48, 133–146.e6 (2018).

90.	 Doria-​Rose, N. A. & Joyce, M. G. Strategies to guide 
the antibody affinity maturation process. Curr. Opin. 
Virol. 11, 137–147 (2015).

91.	 Kurup, S. P., Butler, N. S. & Harty, J. T. T cell-​mediated 
immunity to malaria. Nat. Rev. Immunol. 19, 457–471 
(2019).

92.	 Petitdemange, C. et al. Vaccine induction of antibodies 
and tissue-​resident CD8+ T cells enhances protection 
against mucosal SHIV-​infection in young macaques. 
JCI Insight 4, e126047 (2019).

93.	 Pizzolla, A. & Wakim, L. M. Memory T cell dynamics  
in the lung during influenza virus infection. J. Immunol. 
202, 374–381 (2019).

94.	 Nussing, S. et al. Innate and adaptive T cells in 
influenza disease. Front. Med. 12, 34–47 (2018).

95.	 Mueller, S. N., Gebhardt, T., Carbone, F. R.  
& Heath, W. R. Memory T cell subsets, migration 
patterns, and tissue residence. Annu. Rev. Immunol. 
31, 137–161 (2013).

96.	 Samji, T. & Khanna, K. M. Understanding memory 
CD8+ T cells. Immunol. Lett. 185, 32–39 (2017).

97.	 Silva, A. L. et al. Nanoparticle impact on innate 
immune cell pattern-​recognition receptors and 
inflammasomes activation. Semin. Immunol. 34,  
3–24 (2017).

98.	 Querec, T. et al. Yellow fever vaccine YF-17D activates 
multiple dendritic cell subsets via TLR2, 7, 8, and 9 to 
stimulate polyvalent immunity. J. Exp. Med. 203, 
413–424 (2006).

99.	 Querec, T. D. et al. Systems biology approach predicts 
immunogenicity of the yellow fever vaccine in humans. 
Nat. Immunol. 10, 116–125 (2009).

100.	Campbell, J. D. Development of the CpG adjuvant 1018: 
a case study. Methods Mol. Biol. 1494, 15–27 (2017).

101.	Lebre, F., Hearnden, C. H. & Lavelle, E. C. Modulation 
of immune responses by particulate materials.  
Adv. Mater. 28, 5525–5541 (2016).

www.nature.com/natrevmats

R e v i e w s

192 | March 2022 | volume 7	

https://doi.org/10.4049/jimmunol.1402604
https://doi.org/10.4049/jimmunol.1402604
https://doi.org/10.1016/j.immuni.2008.06.001
https://doi.org/10.1016/j.immuni.2008.06.001


0123456789();: 

102.	Li, M. et al. Mucosal vaccines: strategies and 
challenges. Immunol. Lett. 217, 116–125 (2020).

103.	Kozlowski, P. A. & Aldovini, A. Mucosal vaccine 
approaches for prevention of HIV and SIV transmission. 
Curr. Immunol. Rev. 15, 102–122 (2019).

104.	Francica, J. R. et al. Thermoresponsive polymer 
nanoparticles co-​deliver RSV F trimers with a  
TLR-7/8 adjuvant. Bioconjug. Chem. 27, 2372–2385 
(2016).

105.	Lynn, G. M. et al. In vivo characterization of the 
physicochemical properties of polymer-​linked TLR 
agonists that enhance vaccine immunogenicity.  
Nat. Biotechnol. 33, 1201–1210 (2015).

106.	Batista-​Duharte, A., Portuondo, D., Perez, O.  
& Carlos, I. Z. Systemic immunotoxicity reactions 
induced by adjuvanted vaccines. Int. Immunopharmacol. 
20, 170–180 (2014).

107.	Gale, E. C. et al. A nanoparticle platform for improved 
potency, stability, and adjuvanticity of poly(I:C).  
Adv. Therapeutics 3, 1900174 (2020).

108.	Wilson, D. S. et al. Antigens reversibly conjugated to  
a polymeric glyco-​adjuvant induce protective humoral 
and cellular immunity. Nat. Mater. 18, 175–185 
(2019).

109.	Kasturi, S. P. et al. Programming the magnitude  
and persistence of antibody responses with innate 
immunity. Nature 470, 543–547 (2011).

110.	 de Titta, A. et al. Nanoparticle conjugation of CpG 
enhances adjuvancy for cellular immunity and memory 
recall at low dose. Proc. Natl Acad. Sci. USA 110, 
19902–19907 (2013).

111.	 Shae, D. et al. Endosomolytic polymersomes increase 
the activity of cyclic dinucleotide STING agonists to 
enhance cancer immunotherapy. Nat. Nanotechnol. 
14, 269–278 (2019).

112.	Shae, D. et al. Co-​delivery of peptide neoantigens  
and stimulator of interferon genes agonists enhances 
response to cancer vaccines. ACS Nano 14,  
9904–9916 (2020).

113.	Hajj, K. A. & Whitehead, K. A. Tools for translation: 
non-​viral materials for therapeutic mRNA delivery. 
Nat. Rev. Mater. 2, 17056 (2017).

114.	Whitehead, K. A., Langer, R. & Anderson, D. G. 
Knocking down barriers: advances in siRNA delivery. 
Nat. Rev. Drug. Discov. 8, 129–138 (2009).

115.	Smith, A. A. A. et al. Nanoparticles presenting potent 
TLR7/8 agonists enhance anti-​PD-L1 immunotherapy 
in cancer treatment. Biomacromolecules 21,  
3704–3712 (2020).

116.	Arunachalam, P. S. et al. T cell-​inducing vaccine 
durably prevents mucosal SHIV infection even with 
lower neutralizing antibody titers. Nat. Med. 26, 
932–940 (2020).

117.	Kasturi, S. P. et al. 3M-052, a synthetic TLR-7/8 
agonist, induces durable HIV-1 envelope-​specific 
plasma cells and humoral immunity in nonhuman 
primates. Sci. Immunol. 5, eabb1025 (2020).

118.	Tang, S. et al. Versatile functionalization of ferritin 
nanoparticles by intein-​mediated trans-​splicing  
for antigen/adjuvant co-​delivery. Nano Lett. 19,  
5469–5475 (2019).

119.	Chen, N. et al. Investigation of tunable acetalated 
dextran microparticle platform to optimize M2e-​based 
influenza vaccine efficacy. J. Control. Rel. 289,  
114–124 (2018).

120.	Singh, A. Eliciting B cell immunity against infectious 
diseases using nanovaccines. Nat. Nanotechnol. 16, 
16–24 (2020).

121.	Zhang, S., Li, J., Lykotrafitis, G., Bao, G. & Suresh, S. 
Size-​dependent endocytosis of nanoparticles.  
Adv. Mater. 21, 419–424 (2009).

122.	Irvine, D. J., Hanson, M. C., Rakhra, K. &  
Tokatlian, T. Synthetic nanoparticles for vaccines  
and immunotherapy. Chem. Rev. 115, 11109–11146 
(2015).

123.	Chou, L. Y., Ming, K. & Chan, W. C. Strategies for the 
intracellular delivery of nanoparticles. Chem. Soc. Rev. 
40, 233–245 (2011).

124.	Verma, A. et al. Impact of TH1 CD4 follicular helper 
T cell skewing on antibody responses to an HIV-1 
vaccine in rhesus macaques. J. Virol. 94, e01737-19 
(2020).

125.	Tokatlian, T. et al. Enhancing humoral responses 
against HIV envelope trimers via nanoparticle delivery 
with stabilized synthetic liposomes. Sci. Rep. 8, 16527 
(2018).

126.	Wang, Y. Q. et al. Novel vaccine delivery system 
induces robust humoral and cellular immune responses 
based on multiple mechanisms. Adv. Healthc. Mater. 3, 
670–681 (2014).

127.	Yan, J., Chen, R., Zhang, H. & Bryers, J. D. Injectable 
biodegradable chitosan–alginate 3D porous gel 

scaffold for mRNA vaccine delivery. Macromol. Biosci. 
19, e1800242 (2019).

128.	Silva, A. L. et al. Poly-(lactic-​co-glycolic-​acid)-based 
particulate vaccines: particle uptake by dendritic cells 
is a key parameter for immune activation. Vaccine 33, 
847–854 (2015).

129.	Powell, A. E. et al. A single immunization with spike-​
functionalized ferritin vaccines elicits neutralizing 
antibody responses against SARS-​CoV-2 in mice.  
ACS Cent. Sci. 7, 183–199 (2021).

130.	Liu, Y. V. et al. Recombinant virus-​like particles elicit 
protective immunity against avian influenza A(H7N9) 
virus infection in ferrets. Vaccine 33, 2152–2158 
(2015).

131.	Lopez-​Sagaseta, J., Malito, E., Rappuoli, R. & 
Bottomley, M. J. Self-​assembling protein nanoparticles 
in the design of vaccines. Comput. Struct. Biotechnol. 
J. 14, 58–68 (2016).

132.	Moon, J. J. et al. Interbilayer-​crosslinked multilamellar 
vesicles as synthetic vaccines for potent humoral and 
cellular immune responses. Nat. Mater. 10, 243–251 
(2011).

133.	Irache, J. M., Salman, H. H., Gamazo, C. & Espuelas, S. 
Mannose-​targeted systems for the delivery of 
therapeutics. Expert. Opin. Drug. Deliv. 5, 703–724 
(2008).

134.	Wolfert, M. A. & Boons, G. J. Adaptive immune 
activation: glycosylation does matter. Nat. Chem. Biol. 
9, 776–784 (2013).

135.	Adu-​Berchie, K. & Mooney, D. J. Biomaterials as local 
niches for immunomodulation. Acc. Chem. Res. 53, 
1749–1760 (2020).

136.	Dellacherie, M. O. et al. Single-​shot mesoporous silica 
rods scaffold for induction of humoral responses against 
small antigens. Adv. Funct. Mater. 30, 2002448 
(2020).

137.	Sun, Z. et al. Injectable hydrogels coencapsulating 
granulocyte–macrophage colony-​stimulating factor 
and ovalbumin nanoparticles to enhance antigen 
uptake efficiency. ACS Appl. Mater. Interfaces 10, 
20315–20325 (2018).

138.	Korupalli, C. et al. Single-​injecting, bioinspired 
nanocomposite hydrogel that can recruit host immune 
cells in situ to elicit potent and long-​lasting humoral 
immune responses. Biomaterials 216, 119268 (2019).

139.	Fenton, O. S. et al. Injectable polymer–nanoparticle 
hydrogels for local immune cell recruitment. 
Biomacromolecules 20, 4430–4436 (2019).

140.	Appel, E. A. et al. Self-​assembled hydrogels utilizing 
polymer–nanoparticle interactions. Nat. Commun. 6, 
6295 (2015).

141.	Dellacherie, M. O., Li, A. W., Lu, B. Y. & Mooney, D. J. 
Covalent conjugation of peptide antigen to mesoporous 
silica rods to enhance cellular responses. Bioconjug. 
Chem. 29, 733–741 (2018).

142.	Kim, J. et al. Injectable, spontaneously assembling, 
inorganic scaffolds modulate immune cells in vivo and 
increase vaccine efficacy. Nat. Biotechnol. 33, 64–72 
(2015).

143.	Li, A. W. et al. A facile approach to enhance antigen 
response for personalized cancer vaccination.  
Nat. Mater. 17, 528–534 (2018).

144.	Wen, Y., Waltman, A., Han, H. & Collier, J. H. Switching 
the immunogenicity of peptide assemblies using 
surface properties. ACS Nano 10, 9274–9286 
(2016).

145.	Rudra, J. S., Tian, Y. F., Jung, J. P. & Collier, J. H.  
A self-​assembling peptide acting as an immune 
adjuvant. Proc. Natl Acad. Sci. USA 107, 622–627 
(2010).

146.	Friedrich, B. M., Beasley, D. W. C. & Rudra, J. S. 
Supramolecular peptide hydrogel adjuvanted subunit 
vaccine elicits protective antibody responses against 
West Nile virus. Vaccine 34, 5479–5482 (2016).

147.	Yang, C. et al. Single dose of protein vaccine with 
peptide nanofibers as adjuvants elicits long-​lasting 
antibody titer. ACS Biomater. Sci. Eng. 4, 2000–2006 
(2018).

148.	Li, W. A. et al. The effect of surface modification of 
mesoporous silica micro-​rod scaffold on immune cell 
activation and infiltration. Biomaterials 83, 249–256 
(2016).

149.	Verbeke, C. S. & Mooney, D. J. Injectable, pore-​forming 
hydrogels for in vivo enrichment of immature dendritic 
cells. Adv. Healthc. Mater. 4, 2677–2687 (2015).

150.	Chou, H. Y. et al. Hydrogel-​delivered GM-​CSF overcomes 
nonresponsiveness to hepatitis B vaccine through the 
recruitment and activation of dendritic cells. J. Immunol. 
185, 5468–5475 (2010).

151.	Roth, G. A. et al. Prolonged codelivery of hemagglutinin 
and a TLR7/8 agonist in a supramolecular polymer–
nanoparticle hydrogel enhances potency and breadth 

of influenza vaccination. ACS Biomater. Sci. Eng. 7, 
1889–1899 (2021).

152.	Hailemichael, Y. et al. Persistent antigen at vaccination 
sites induces tumor-​specific CD8+ T cell sequestration, 
dysfunction and deletion. Nat. Med. 19, 465–472 
(2013).

153.	Mamaeva, V., Sahlgren, C. & Linden, M. Mesoporous 
silica nanoparticles in medicine — recent advances. 
Adv. Drug. Deliv. Rev. 65, 689–702 (2013).

154.	Rudra, J. S. et al. Self-​assembled peptide nanofibers 
raising durable antibody responses against a malaria 
epitope. Biomaterials 33, 6476–6484 (2012).

155.	Chesson, C. B. et al. Antigenic peptide nanofibers elicit 
adjuvant-​free CD8+ T cell responses. Vaccine 32, 
1174–1180 (2014).

156.	Pompano, R. R. et al. Titrating T-​cell epitopes within 
self-​assembled vaccines optimizes CD4+ helper T cell 
and antibody outputs. Adv. Healthc. Mater. 3,  
1898–1908 (2014).

157.	Wu, Y., Kelly, S. H., Sanchez-​Perez, L., Sampson, J. H. 
& Collier, J. H. Comparative study of α-​helical and 
β-sheet self-​assembled peptide nanofiber vaccine 
platforms: influence of integrated T-​cell epitopes. 
Biomater. Sci. 8, 3522–3535 (2020).

158.	Marshall, S., Sahm, L. J. & Moore, A. C. The success  
of microneedle-​mediated vaccine delivery into skin. 
Hum. Vaccin. Immunother. 12, 2975–2983 (2016).

159.	Rodgers, A. M., Cordeiro, A. S. & Donnelly, R. F. 
Technology update: dissolvable microneedle patches 
for vaccine delivery. Med. Devices 12, 379–398 
(2019).

160.	van der Maaden, K., Jiskoot, W. & Bouwstra, J. 
Microneedle technologies for (trans)dermal drug  
and vaccine delivery. J. Control. Rel. 161, 645–655 
(2012).

161.	Prausnitz, M. R. Engineering microneedle patches  
for vaccination and drug delivery to skin. Annu. Rev. 
Chem. Biomol. Eng. 8, 177–200 (2017).

162.	Sullivan, S. P. et al. Dissolving polymer microneedle 
patches for influenza vaccination. Nat. Med. 16,  
915–920 (2010).

163.	Prausnitz, M. R., Mikszta, J. A., Cormier, M. & 
Andrianov, A. K. Microneedle-​based vaccines. Curr. Top. 
Microbiol. Immunol. 333, 369–393 (2009).

164.	Pearton, M., Pirri, D., Kang, S. M., Compans, R. W.  
& Birchall, J. C. Host responses in human skin after 
conventional intradermal injection or microneedle 
administration of virus-​like-particle influenza vaccine. 
Adv. Healthc. Mater. 2, 1401–1410 (2013).

165.	Mandal, A. et al. Cell and fluid sampling microneedle 
patches for monitoring skin-​resident immunity.  
Sci. Transl Med. 10, eaar2227 (2018).

166.	Irvine, D. J., Aung, A. & Silva, M. Controlling timing 
and location in vaccines. Adv. Drug. Deliv. Rev. 158, 
91–115 (2020).

167.	Leleux, J., Atalis, A. & Roy, K. Engineering immunity: 
modulating dendritic cell subsets and lymph node 
response to direct immune-​polarization and vaccine 
efficacy. J. Control. Rel. 219, 610–621 (2015).

168.	Reddy, S. T., Rehor, A., Schmoekel, H. G., Hubbell, J. A. 
& Swartz, M. A. In vivo targeting of dendritic cells in 
lymph nodes with poly(propylene sulfide) nanoparticles. 
J. Control. Rel. 112, 26–34 (2006).

169.	Manolova, V. et al. Nanoparticles target distinct 
dendritic cell populations according to their size.  
Eur. J. Immunol. 38, 1404–1413 (2008).

170.	Mueller, S. N., Tian, S. & DeSimone, J. M. Rapid and 
persistent delivery of antigen by lymph node targeting 
PRINT nanoparticle vaccine carrier to promote humoral 
immunity. Mol. Pharm. 12, 1356–1365 (2015).

171.	Dykman, L. A. et al. Gold nanoparticles as an 
adjuvant: influence of size, shape, and technique  
of combination with CpG on antibody production.  
Int. Immunopharmacol. 54, 163–168 (2018).

172.	Rao, D. A., Forrest, M. L., Alani, A. W., Kwon, G. S.  
& Robinson, J. R. Biodegradable PLGA based 
nanoparticles for sustained regional lymphatic drug 
delivery. J. Pharm. Sci. 99, 2018–2031 (2010).

173.	Liu, H. et al. Structure-​based programming of  
lymph-​node targeting in molecular vaccines. Nature 
507, 519–522 (2014).

174.	Zhuang, Y. et al. PEGylated cationic liposomes robustly 
augment vaccine-​induced immune responses: role of 
lymphatic trafficking and biodistribution. J. Control. Rel. 
159, 135–142 (2012).

175.	Mohsen, M. O. et al. Delivering adjuvants and antigens 
in separate nanoparticles eliminates the need of 
physical linkage for effective vaccination. J. Control. Rel. 
251, 92–100 (2017).

176.	Hanson, M. C. et al. Nanoparticulate STING agonists 
are potent lymph node-​targeted vaccine adjuvants.  
J. Clin. Invest. 125, 2532–2546 (2015).

NaTure RevIeWS | MATERiALS

R e v i e w s

	  volume 7 | March 2022 | 193



0123456789();: 

177.	Reddy, S. T. et al. Exploiting lymphatic transport  
and complement activation in nanoparticle vaccines.  
Nat. Biotechnol. 25, 1159–1164 (2007).

178.	Jiang, H., Wang, Q. & Sun, X. Lymph node targeting 
strategies to improve vaccination efficacy. J. Control. 
Rel. 267, 47–56 (2017).

179.	Howard, G. P. et al. Critical size limit of biodegradable 
nanoparticles for enhanced lymph node trafficking and 
paracortex penetration. Nano Res. 12, 837–844 
(2019).

180.	Merad, M., Sathe, P., Helft, J., Miller, J. & Mortha, A. 
The dendritic cell lineage: ontogeny and function of 
dendritic cells and their subsets in the steady state 
and the inflamed setting. Annu. Rev. Immunol. 31, 
563–604 (2013).

181.	Nuhn, L. et al. pH-​degradable imidazoquinoline-​ligated 
nanogels for lymph node-​focused immune activation. 
Proc. Natl Acad. Sci. USA 113, 8098–8103 (2016).

182.	Moyer, T. J. et al. Engineered immunogen binding to 
alum adjuvant enhances humoral immunity. Nat. Med. 
26, 430–440 (2020).

183.	Tsopelas, C. & Sutton, R. Why certain dyes are useful 
for localizing the sentinel lymph node. J. Nucl. Med. 
43, 1377–1382 (2002).

184.	Mehta, N. K. et al. Pharmacokinetic tuning of protein–
antigen fusions enhances the immunogenicity of T-​cell 
vaccines. Nat. Biomed. Eng. 4, 636–648 (2020).

185.	Steinbuck, M. P. et al. A lymph node-targeted 
Amphiphile vaccine induces potent cellular and 
humoral immunity to SARS-CoV-2. Sci. Adv. 7, 
eabe5819 (2021).

186.	De Koker, S. et al. Engineering polymer hydrogel 
nanoparticles for lymph node-​targeted delivery. 
Angew. Chem. Int. Ed. 55, 1334–1339 (2016).

187.	Figdor, C. G., van Kooyk, Y. & Adema, G. J. C-​type 
lectin receptors on dendritic cells and Langerhans 
cells. Nat. Rev. Immunol. 2, 77–84 (2002).

188.	Kwon, Y. J., James, E., Shastri, N. & Frechet, J. M. 
In vivo targeting of dendritic cells for activation  
of cellular immunity using vaccine carriers based  
on pH-​responsive microparticles. Proc. Natl Acad.  
Sci. USA 102, 18264–18268 (2005).

189.	Ngu, L. N. et al. In vivo targeting of protein antigens  
to dendritic cells using anti-​DEC-205 single chain 
antibody improves HIV Gag specific CD4+ T cell 
responses protecting from airway challenge with 
recombinant vaccinia-​gag virus. Immun. Inflamm. Dis. 
7, 55–67 (2019).

190.	Cruz, L. J. et al. Targeting nanoparticles to CD40, 
DEC-205 or CD11c molecules on dendritic cells for 
efficient CD8+ T cell response: a comparative study.  
J. Control. Rel. 192, 209–218 (2014).

191.	Yang, L. et al. Engineered lentivector targeting of 
dendritic cells for in vivo immunization. Nat. Biotechnol. 
26, 326–334 (2008).

192.	Zhu, J. et al. Mannose-​modified PLGA nanoparticles 
for sustained and targeted delivery in hepatitis B virus 
immunoprophylaxis. AAPS PharmSciTech 21, 13 
(2019).

193.	Tokatlian, T. et al. Innate immune recognition of 
glycans targets HIV nanoparticle immunogens to 
germinal centers. Science 363, 649–654 (2019).

194.	Zhang, Y. N. et al. Nanoparticle size influences antigen 
retention and presentation in lymph node follicles for 
humoral immunity. Nano Lett. 19, 7226–7235 (2019).

195.	Kato, Y. et al. Multifaceted effects of antigen valency 
on B cell response composition and differentiation 
in vivo. Immunity 53, 548–563.e8 (2020).

196.	Kanekiyo, M. et al. Self-​assembling influenza 
nanoparticle vaccines elicit broadly neutralizing H1N1 
antibodies. Nature 499, 102–106 (2013).

197.	Ingale, J. et al. High-​density array of well-​ordered 
HIV-1 spikes on synthetic liposomal nanoparticles 
efficiently activate B cells. Cell Rep. 15, 1986–1999 
(2016).

198.	Ueda, G. et al. Tailored design of protein nanoparticle 
scaffolds for multivalent presentation of viral 
glycoprotein antigens. eLife 9, e57659 (2020).

199.	Jardine, J. et al. Rational HIV immunogen design to 
target specific germline B cell receptors. Science 340, 
711–716 (2013).

200.	Veneziano, R. et al. Role of nanoscale antigen 
organization on B-​cell activation probed using DNA 
origami. Nat. Nanotechnol. 15, 716–723 (2020).

201.	Junt, T. et al. Subcapsular sinus macrophages in lymph 
nodes clear lymph-​borne viruses and present them  
to antiviral B cells. Nature 450, 110–114 (2007).

202.	Catron, D. M., Pape, K. A., Fife, B. T., van Rooijen, N. 
& Jenkins, M. K. A protease-​dependent mechanism 
for initiating T-​dependent B cell responses to large 
particulate antigens. J. Immunol. 184, 3609–3617 
(2010).

203.	Azzi, J. et al. Targeted delivery of immunomodulators 
to lymph nodes. Cell Rep. 15, 1202–1213 (2016).

204.	Bahmani, B. et al. Targeted delivery of immune 
therapeutics to lymph nodes prolongs cardiac allograft 
survival. J. Clin. Invest. 128, 4770–4786 (2018).

205.	Schudel, A. et al. Programmable multistage drug 
delivery to lymph nodes. Nat. Nanotechnol. 15,  
491–499 (2020).

206.	Joyce, J. C. et al. Extended delivery of vaccines to the 
skin improves immune responses. J. Control. Rel. 304, 
135–145 (2019).

207.	Hong, X. et al. Dissolving and biodegradable 
microneedle technologies for transdermal sustained 
delivery of drug and vaccine. Drug. Des. Devel. Ther. 7, 
945–952 (2013).

208.	Chen, M. C., Huang, S. F., Lai, K. Y. & Ling, M. H.  
Fully embeddable chitosan microneedles as a 
sustained release depot for intradermal vaccination. 
Biomaterials 34, 3077–3086 (2013).

209.	DeMuth, P. C., Min, Y., Irvine, D. J. & Hammond, P. T. 
Implantable silk composite microneedles for 
programmable vaccine release kinetics and enhanced 
immunogenicity in transcutaneous immunization.  
Adv. Healthc. Mater. 3, 47–58 (2014).

210.	 DeMuth, P. C., Garcia-​Beltran, W. F., Ai-​Ling, M. L., 
Hammond, P. T. & Irvine, D. J. Composite dissolving 
microneedles for coordinated control of antigen and 
adjuvant delivery kinetics in transcutaneous vaccination. 
Adv. Funct. Mater. 23, 161–172 (2013).

211.	 Laracuente, M. L., Yu, M. H. & McHugh, K. J. 
Zero-order drug delivery: state of the art and future 
prospects. J. Control. Rel. 327, 834–856 (2020).

212.	Kipper, M. J., Shen, E., Determan, A. & Narasimhan, B. 
Design of an injectable system based on bioerodible 
polyanhydride microspheres for sustained drug 
delivery. Biomaterials 23, 4405–4412 (2002).

213.	Yue, H. & Ma, G. Polymeric micro/nanoparticles: 
particle design and potential vaccine delivery 
applications. Vaccine 33, 5927–5936 (2015).

214.	Tamada, J. & Langer, R. The development of 
polyanhydrides for drug delivery applications.  
J. Biomater. Sci. Polym. Ed. 3, 315–353 (1992).

215.	Song, H. et al. Injectable polypeptide hydrogel for 
dual-​delivery of antigen and TLR3 agonist to modulate 
dendritic cells in vivo and enhance potent cytotoxic 
T-lymphocyte response against melanoma. 
Biomaterials 159, 119–129 (2018).

216.	Lee, A. L. Z., Yang, C., Gao, S., Hedrick, J. L.  
& Yang, Y. Y. Subcutaneous vaccination using 
injectable biodegradable hydrogels for long-​term 
immune response. Nanomedicine 21, 102056, 
https://doi.org/10.1016/j.nano.2019.102056 (2019).

217.	Karabin, N. B. et al. Sustained micellar delivery via 
inducible transitions in nanostructure morphology. 
Nat. Commun. 9, 624, https://doi.org/10.1038/
s41467-018-03001-9 (2018).

218.	Hainline, K. M., Fries, C. N. & Collier, J. H. Progress 
toward the clinical translation of bioinspired peptide 
and protein assemblies. Adv. Healthc. Mater. 7, 
1700930 (2018).

219.	Sadtler, K., Collins, J., Byrne, J. D. & Langer, R.  
Parallel evolution of polymer chemistry and immunology: 
integrating mechanistic biology with materials design. 
Adv. Drug. Deliv. Rev. 156, 65–75 (2020).

220.	Baharlou, H., Canete, N. P., Cunningham, A. L., 
Harman, A. N. & Patrick, E. Mass cytometry imaging 
for the study of human diseases — applications and 
data analysis strategies. Front. Immunol. 10, 2657 
(2019).

221.	Gierahn, T. M. et al. Seq-​Well: portable, low-​cost  
RNA sequencing of single cells at high throughput. 
Nat. Methods 14, 395–398 (2017).

222.	Wimmers, F. & Pulendran, B. Emerging technologies 
for systems vaccinology — multi-​omics integration and 
single-​cell (epi)genomic profiling. Curr. Opin. Immunol. 
65, 57–64 (2020).

223.	Davis, C. W. et al. Longitudinal analysis of the human 
B cell response to Ebola virus infection. Cell 177, 
1566–1582.e1517 (2019).

224.	Tom, J. K. et al. Modulation of innate immune responses 
via covalently linked TLR agonists. ACS Cent. Sci. 1, 
439–448 (2015).

225.	Tom, J. K. et al. Applications of immunomodulatory 
immune synergies to adjuvant discovery and vaccine 
development. Trends Biotechnol. 37, 373–388 (2019).

226.	Mestas, J. & Hughes, C. C. Of mice and not men: 
differences between mouse and human immunology. 
J. Immunol. 172, 2731–2738 (2004).

227.	Pulendran, B. & Davis, M. M. The science and medicine 
of human immunology. Science 369, 1582 (2020).

228.	Herati, R. S. & Wherry, E. J. What is the predictive 
value of animal models for vaccine efficacy in humans? 

Consideration of strategies to improve the value of 
animal models. Cold Spring Harb. Perspect. Biol. 10, 
a031583 (2018).

229.	Riese, P., Trittel, S., Schulze, K. & Guzman, C. A. 
Rodents as pre-​clinical models for predicting vaccine 
performance in humans. Expert. Rev. Vaccines 14, 
1213–1225 (2015).

230.	Sekaly, R. P. The failed HIV Merck vaccine study:  
a step back or a launching point for future vaccine 
development? J. Exp. Med. 205, 7–12 (2008).

231.	Buchbinder, S. P. et al. Efficacy assessment of a cell-​
mediated immunity HIV-1 vaccine (the Step Study):  
a double-​blind, randomised, placebo-​controlled, test-​
of-concept trial. Lancet 372, 1881–1893 (2008).

232.	Tran, K. T. M. et al. Transdermal microneedles for  
the programmable burst release of multiple vaccine 
payloads. Nat. Biomed. Eng. https://doi.org/10.1038/
s41551-020-00650-4 (2020).

233.	McHugh, K. J. et al. Biocompatible near-​infrared 
quantum dots delivered to the skin by microneedle 
patches record vaccination. Sci. Transl Med. 11, 
eaay7162 (2019).

234.	Brave, A., Ljungberg, K., Wahren, B. & Liu, M. A. 
Vaccine delivery methods using viral vectors.  
Mol. Pharm. 4, 18–32 (2007).

235.	Kozma, G. T., Shimizu, T., Ishida, T. & Szebeni, J. 
Anti-PEG antibodies: properties, formation, testing 
and role in adverse immune reactions to PEGylated 
nano-​biopharmaceuticals. Adv. Drug. Del. Rev.  
154–155, 163–175 (2020).

236.	Kozma, G. T. et al. Pseudo-​anaphylaxis to polyethylene 
glycol (PEG)-coated liposomes: roles of anti-​PEG IgM 
and complement activation in a porcine model of 
human infusion reactions. ACS Nano 13, 9315–9324 
(2019).

237.	Knop, K., Hoogenboom, R., Fischer, D.  
& Schubert, U. S. Poly(ethylene glycol) in drug delivery: 
pros and cons as well as potential alternatives. Angew. 
Chem. Int. Ed. 49, 6288–6308 (2010).

238.	Mistilis, M. J. et al. Long-​term stability of influenza 
vaccine in a dissolving microneedle patch. Drug. Deliv. 
Transl Res. 7, 195–205 (2017).

239.	Pelliccia, M. et al. Additives for vaccine storage to 
improve thermal stability of adenoviruses from hours 
to months. Nat. Commun. 7, 13520 (2016).

240.	Meis, C. M. et al. Self-​assembled, dilution-​responsive 
hydrogels for enhanced thermal stability of insulin 
biopharmaceuticals. ACS Biomater. Sci. Eng. 7,  
4221–4229 (2020).

241.	Tzeng, S. Y. et al. Stabilized single-​injection inactivated 
polio vaccine elicits a strong neutralizing immune 
response. Proc. Natl Acad. Sci. USA 115, 
E5269–E5278 (2018).

242.	Batty, C. J., Heise, M. T., Bachelder, E. M.  
& Ainslie, K. M. Vaccine formulations in clinical 
development for the prevention of severe acute 
respiratory syndrome coronavirus 2 infection.  
Adv. Drug. Deliv. Rev. 169, 168–189 (2020).

243.	Metselaar, J. M. & Lammers, T. Challenges in 
nanomedicine clinical translation. Drug. Deliv.  
Transl Res. 10, 721–725 (2020).

244.	Genito, C. J., Batty, C. J., Bachelder, E. M.  
& Ainslie, K. M. Considerations for size, surface charge, 
polymer degradation, co-​delivery, and manufacturability 
in the development of polymeric particle vaccines for 
infectious diseases. Adv. NanoBiomed Res. 1, 2000041 
(2020).

245.	Li, X. D. et al. Pivotal roles of cGAS–cGAMP signaling 
in antiviral defense and immune adjuvant effects. 
Science 341, 1390–1394 (2013).

246.	Chiu, Y. C., Gammon, J. M., Andorko, J. I.,  
Tostanoski, L. H. & Jewell, C. M. Modular vaccine 
design using carrier-​free capsules assembled from 
polyionic immune signals. ACS Biomater. Sci. Eng. 1, 
1200–1205 (2015).

247.	Chaudhuri, O., Cooper-​White, J., Janmey, P. A., 
Mooney, D. J. & Shenoy, V. B. Effects of extracellular 
matrix viscoelasticity on cellular behaviour. Nature 
584, 535–546 (2020).

248.	De Gregorio, E. & Rappuoli, R. From empiricism to 
rational design: a personal perspective of the evolution 
of vaccine development. Nat. Rev. Immunol. 14,  
505–514 (2014).

249.	Grundy, I. Montagu’s variolation. Endeavour 24, 4–7 
(2000).

250.	Pead, P. J. Benjamin Jesty: new light in the dawn  
of vaccination. Lancet 362, 2104–2109 (2003).

251.	Finco, O. & Rappuoli, R. Designing vaccines for the 
twenty-​first century society. Front. Immunol. 5, 12 
(2014).

252.	Berche, P. Louis Pasteur, from crystals of life to 
vaccination. Clin. Microbiol. Infect. 18, 1–6 (2012).

www.nature.com/natrevmats

R e v i e w s

194 | March 2022 | volume 7	

https://doi.org/10.1016/j.nano.2019.102056
https://doi.org/10.1038/s41467-018-03001-9
https://doi.org/10.1038/s41467-018-03001-9
https://doi.org/10.1038/s41551-020-00650-4
https://doi.org/10.1038/s41551-020-00650-4


0123456789();: 

253.	Moyle, P. M. & Toth, I. Modern subunit vaccines: 
development, components, and research opportunities. 
ChemMedChem 8, 360–376 (2013).

254.	Di Pasquale, A., Preiss, S., Tavares Da Silva, F.  
& Garcon, N. Vaccine adjuvants: from 1920 to 2015 
and beyond. Vaccines 3, 320–343 (2015).

255.	Didierlaurent, A. M. et al. AS04, an aluminum salt- 
and TLR4 agonist-​based adjuvant system, induces  
a transient localized innate immune response leading 
to enhanced adaptive immunity. J. Immunol. 183, 
6186–6197 (2009).

256.	Gonzalez-​Lopez, A. et al. Adjuvant effect of TLR7 
agonist adsorbed on aluminum hydroxide (AS37):  
a phase I randomized, dose escalation study of  
an AS37-adjuvanted meningococcal C conjugated 
vaccine. Clin. Immunol. 209, 108275 (2019).

257.	Petrovsky, N. & Aguilar, J. C. Vaccine adjuvants: 
current state and future trends. Immunol. Cell Biol. 
82, 488–496 (2004).

258.	Apostolico Jde, S., Lunardelli, V. A., Coirada, F. C., 
Boscardin, S. B. & Rosa, D. S. Adjuvants: classification, 

modus operandi, and licensing. J. Immunol. Res. 
2016, 1459394 (2016).

259.	Reed, S. G., Orr, M. T. & Fox, C. B. Key roles of adjuvants 
in modern vaccines. Nat. Med. 19, 1597–1608 (2013).

260.	Zhu, Y. et al. STING: a master regulator in the  
cancer–immunity cycle. Mol. Cancer 18, 152 (2019).

261.	Bonam, S. R., Partidos, C. D., Halmuthur, S. K. M.  
& Muller, S. An overview of novel adjuvants designed 
for improving vaccine efficacy. Trends Pharmacol. Sci. 
38, 771–793 (2017).

262.	Bangham, A. D. & Horne, R. W. Negative staining  
of phospholipids and their structural modification  
by surface-​active agents as observed in the electron 
microscope. J. Mol. Biol. 8, 660–668 (1964).

263.	Folkman, J. & Long, D. M. The use of silicone rubber 
as a carrier for prolonged drug therapy. J. Surg. Res. 
4, 139–142 (1964).

264.	Henry, S., McAllister, D. V., Allen, M. G. &  
Prausnitz, M. R. Microfabricated microneedles: a novel 
approach to transdermal drug delivery. J. Pharm. Sci. 
87, 922–925 (1998); erratum 88, 948 (1998).

Acknowledgements
This research was financially supported by the Center for 
Human Systems Immunology with Bill & Melinda Gates 
Foundation (OPP1113682) and the Bill & Melinda  
Gates Foundation (OPP1211043).

Author contributions
G.A.R., V.C.T.M.P., B.S.O., W.L., B.P. and E.A.A. wrote the 
article.

Competing interests
G.A.R. and E.A.A. are listed as inventors on patent applica-
tion describing sustained vaccine delivery (WO/2020/ 
072495). The other authors declare no competing 
interests.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional 
claims in published maps and institutional affiliations.
 
© Springer Nature Limited 2021

NaTure RevIeWS | MATERiALS

R e v i e w s

	  volume 7 | March 2022 | 195


	Designing spatial and temporal control of vaccine responses

	A brief history of vaccines

	Vaccine immunity in space and time

	Outcomes of a successful vaccine

	Innate immune activation and vaccine transport

	At the injection site
	Adjuvant technologies

	In the draining lymph node

	Adaptive immune maturation

	T cell zone (paracortex)
	B cell follicle
	Germinal centre

	Systemic immunity

	Humoral immunity
	Cell-​mediated immunity


	Designing spatial and temporal control

	Improving innate immune cell activation at the injection site

	Particles increase adjuvant potency
	Particles improve antigen processing and selection

	Creating a local inflammatory niche

	Niche-​forming materials
	Microneedles

	Targeting vaccine components to lymph nodes

	Passive drainage of nanoparticles to lymph nodes
	Active transport of cargo to lymph nodes by APCs
	Cell-​specific targeting within lymph nodes

	Sustained co-​delivery of vaccine components

	Microneedles
	Depot technologies


	Outlook

	Acknowledgements

	﻿Fig. 1 Timeline of vaccine advances and vaccine immune response.
	Fig. 2 Vaccine delivery from a chemical perspective.
	Fig. 3 Materials enhance innate immune cell activation.
	Fig. 4 Enhancing the vaccine response by engineering an inflammatory niche.
	Fig. 5 Strategies for lymph node targeting.
	Fig. 6 Enhancing the vaccine response by sustained release of vaccines.




