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Abstract

Tumors are similar to organs, with unique physiology giving rise to an un-
usual set of transport barriers to drug delivery. Cancer therapy is limited
by nonuniform drug delivery via blood vessels, inhomogeneous drug trans-
port into tumor interstitium from the vascular compartment, and hindered
transport through tumor interstitium to the target cells. Four major ab-
normal physical and physiological properties contribute to these transport
barriers. Accumulated solid stress compresses blood vessels to diminish the
drug supply to many tumor regions. Immature vasculature with high viscous
and geometric resistances and reduced pressure gradients leads to sluggish
and heterogeneous blood flow in tumors to further limit drug supply. Non-
functional lymphatics coupled with highly permeable blood vessels result in
elevated hydrostatic pressure in tumors to abrogate convective drug trans-
port from blood vessels into and throughout most of the tumor tissue. Finally,
a dense structure of interstitial matrix and cells serves as a tortuous, viscous,
and steric barrier to diffusion of therapeutic agents. In this review, we discuss
the origins and implications of these barriers. We then highlight strategies
for overcoming these barriers by modulating either drug properties or the
tumor microenvironment itself to enhance the delivery and effectiveness of
drugs in tumors.
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INTRODUCTION

Cancer is a systemic disease, with more than 90% of cancer-related deaths caused by metastases,
and thus it requires a systemic therapy. As such, efficient and uniform systemic drug delivery is
a critical issue for the treatment of patients with advanced disease. A therapeutic agent for the
treatment of cancer must follow a long and complex journey from the point of entry into the
circulation to its target cells. Three major transport steps govern how effectively an agent will
navigate this path: vascular transport, transvascular transport, and interstitial transport (1). These
steps are highly efficient for typical normal tissues, as they evolved for effective oxygen and nutrient
delivery. Unfortunately, the abnormal physiology of tumors gives rise to a set of transport barriers
that limit the rate and extent of drug delivery to both primary and metastatic tumors.

Transport barriers to drug delivery arise from abnormal characteristics of the tumor microen-
vironment. The pathophysiological state of tumors consists of four major unusual properties:
accumulated solid stress (2–5), abnormal blood vessel networks (6–13), elevated interstitial fluid
pressure (14–17), and a dense interstitial structure (18–22). These abnormalities result in barriers
to systemic drug delivery that exist in the form of variable avascular regions and sluggish blood
flow leading to low and nonuniform perfusion rates in tumors, diminished transmural pressure
gradients that limit transvascular transport to passive diffusion, highly viscoelastic interstitial com-
ponents with tortuous paths and drug sequestration that hinder drug penetration by diffusion, and
heterogeneity in the microenvironment that results in poor drug delivery. These transport barri-
ers limit the distribution of molecules as small as oxygen (23, 24). As a result, the effectiveness of
antitumor agents—from small-molecule chemotherapeutics to nanomedicines such as antibodies,
oncolytic viruses, and nanoparticles—is diminished by the tumor microenvironment before these
therapeutics reach their target cells (15, 24–26).

In this review, we present a physical sciences approach to drug delivery barriers in tumors. We
discuss the key physiological abnormalities in tumors related to drug transport and demonstrate
the impact of each. Finally, we summarize approaches to overcoming these physiological resistance
mechanisms to molecular therapeutics and nanomedicines through normalization of the tumor
microenvironment and modulation of drug properties.

DETERMINANTS OF DRUG TRANSPORT IN TUMORS

The delivery of cancer chemotherapeutics and nanomedicine involves transport steps that the
pathophysiology of tumors generally hinders. Three important pharmacokinetic steps govern drug
delivery to tumor cells and precede pharmacodynamic events, including transport and metabolism
in cells—vascular transport, transvascular transport, and interstitial transport (Figure 1)—and
each has its own set of transport barriers. To understand the biophysical underpinnings of these
transport barriers, we must first develop a sense of these processes, clarify how they are studied,
and determine the parameters that govern them.

Vascular Transport

Vascular transport, the supply of drugs via the blood into regions of the tumor, includes the flux of
drugs or drug vehicles into a tumor and the distribution of these drugs to regions of the tumor via
the tumor vascular network. Thus, vascular transport is quantified based on the perfusion rate of
blood q, defined as the volumetric flow rate Q divided by the tissue volume V, or q = Q

V , to different
regions of a tumor. The flow rate Q itself is equal to the pressure drop �p divided by the resistance
R, or Q = �p

R , which has both viscous and geometric components. The relevant determinants of
drug supply to tumor tissue are the flux of drug Jv into a tissue region by blood vessels, which
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Figure 1
Transport in tumors. (a) A schematic of drug transport steps overlaid on an image of the tumor margin of an orthotopic mammary
tumor in a mouse that depicts delivery of a low-molecular-weight fluorescent probe after 30 min. Overall, delivery is heterogeneous
and poor, with retention of the probe in the peritumor tissue. Examples of vascular, transvascular, and interstitial transport steps are
depicted. (b) Transport steps in a tumor tissue unit consisting of blood vessels and the surrounding tissue. (c) General properties of the
tumor microenvironment, including drug delivery heterogeneity. Three regions of tumors—the periphery, seminecrotic region, and
necrotic core—are delineated along with their characteristics. Adapted from Reference 122.

is equal to Q multiplied by the drug concentration in the feeding blood vessel Cv, or Jv = QCv,
along with the heterogeneity in vascular distributions and flow rates that determine the volume of
distribution. This heterogeneity can be considered in terms of the distribution of perfusion rates,
calculated as the volumetric flow rate for each vessel Qj multiplied by the volume of tissue it feeds
Vj. The parameters Qj, Cj, and Vj can be measured in real time using standard intravital microscopy
(8), multiphoton microscopy (7, 27), and potentially optical frequency domain imaging (28).
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Transvascular Transport

Transvascular transport, the flux of drugs across vessel walls and their basement membranes, pro-
ceeds by a combination of diffusive and convective transport. Diffusive flux Jt,d is dependent on the
difference between the plasma concentration Cv and the interstitial concentration Ci multiplied by
the vascular surface area Sv, with a constant of proportionality termed the vascular permeability Pt,
or Jt,d = Pt Sv(Cv − Ci). Similarly, convective flux Jt,a is proportional to Sv times Cv multiplied by
the difference between the transmural hydrostatic pressure gradient �pt and the osmotic reflec-
tion coefficient σ multiplied by the transmural osmotic pressure gradient ��, with the hydraulic
conductivity Kt and the difference from unity of the solute’s reflection coefficient σ s as constants
of proportionality, or Jt,a = Cv Kt Sv(1 − σs)(�pt − σ��). The combined transvascular flux Jt can
then be expressed in terms of the Péclet number Pe, with Jt = Kt Sv(1 − σs)(�pt − σ��) CvePe−Ci

ePe−1 .
The permeability Pt and hydraulic conductivity Kt are dependent on the biophysical properties of
the vessel wall and basement membrane, including their viscoelasticity and porosity, along with the
physicochemical properties of the drug or drug carrier, including size, charge, and configuration.
The transvascular flux Jt, equal to the sum of Jt,d and Jt,a, can be measured using intravital mi-
croscopy (29, 30), including multiphoton microscopy-based methods (27), with fluorescent probes.

Interstitial Transport

Interstitial transport, the penetration and distribution of drugs through the tumor tissue toward
their target cells following transvascular transport, also occurs through the combination of dif-
fusive and convective transport. Diffusive transport in the interstitium, in terms of the change in
concentration with time, is proportional to the interstitial concentration Laplacian ∇2Ci, with the
diffusion coefficient D as a proportionality constant, or ∂Ci

∂t = D∇2Ci. Similarly, the change in
concentration with time by convection is equal to the dot product of the interstitial fluid velocity
vi and concentration gradient ∇Ci, or ∂Ci

∂t = vi·∇Ci. Furthermore, vi is given as the product of the
interstitial hydraulic conductivity Ki and hydrostatic pressure gradient ∇pi, or vi = −K i∇ p i. D
and Ki are determined by the properties of the interstitium, including the organization and con-
centration of interstitial macromolecules, and additionally are functions of drug or drug carrier
properties such as size, charge, and configuration. Interstitial transport can be studied using intra-
vital microscopy techniques, such as fluorescence recovery after photobleaching and fluorescence
correlation spectroscopy (31–34), both of which have multiphoton microscopy-based approaches
(18, 35–37).

Cell Transport and Metabolism

Cellular uptake, the last transport step for drugs that act on cells, is dependent on the properties
of the drug itself in its interactions with the cell membrane and membrane molecules. These
pharmacodynamic events are complex, with many different reactions to consider for binding and
several modes of cell uptake and metabolism. Here we focus on the first three barriers, which can be
studied properly only in vivo and therefore require innovative techniques to measure. Furthermore,
cellular processes can be easily studied in vitro, though not all the resulting conclusions may
translate in vivo.

PATHOPHYSIOLOGY CONTRIBUTING TO TRANSPORT BARRIERS

Abnormalities in the tumor microenvironment contribute to resistance to molecular and nanoscale
medicine. Specifically, four critical abnormal physiological characteristics lead to diminished drug
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a b
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Figure 2
Growth-induced solid stress. (a) Solid stress from tumor cells compresses blood vessels and lymphatics,
collapsing them (arrows). (b) Reducing solid stress by eliminating cancer cells with diphtheria toxin
decompresses blood vessels (asterisks). This decompression improves perfused vessel fractions. Figure
reproduced from Reference 5.

delivery and effectiveness in tumors. Each of these properties can limit multiple transport pro-
cesses, leading to greatly hindered drug delivery. Furthermore, each has a set of cellular or molec-
ular constituents that, through concerted actions, lead to system-level resistance.

Growth-Induced Solid Stress

Tumors are characterized by the uncontrolled proliferation and growth of cells in restricted space.
Such unbridled tissue expansion builds solid stress through contact with normal neighboring cells
and matrix components (3, 38), with the resulting force generation wreaking havoc on normal cell
functions such as controlled proliferation and migration (3, 39). Within tumors, this solid stress
accumulates through cellular hyperplasia and hyperproduction of interstitial matrix molecules
such as collagen and hyaluronan. The result is the compression of blood and lymphatic vessels
(Figure 2) (2, 5). As such, vascular density and perfusion rates in tumors tend to decrease with
growth (40).

The accumulation of solid stress in tumors has two major consequences for drug transport
aside from its effects on cellular function. First, the compression of blood vessels limits vascular
transport by collapsing vessels and by slowing blood flow through increased vascular geometric
resistance (11, 41). Thus, the solid stress–induced vascular changes limit drug distribution by poor
perfusion to many tumor regions (13, 42). This poor perfusion compounds the drug supply issues
by rendering the tumor microenvironment hypoxic, acidic, and necrotic (43), which can further
contribute to drug resistance and disease progression. Second, the compression of lymphatic vessels
in tumors renders them nonfunctional (4), which induces fluid retention within tumors (44). This
fluid retention results in a flattening of the interstitial fluid pressure gradient (45, 46), which
diminishes the driving force for convective interstitial transport. Therefore, the accumulation of
solid stress leads to barriers to both vascular and interstitial transport.

Abnormal Blood Vessel Networks

Driven by genetic and epigenetic changes, tumor cells tend to produce a cocktail of proangiogenic
factors (47). This allows tumors to grow beyond ∼1–2 mm in size (48), a limit that exists
largely due to the ∼200-μm diffusion distance of oxygen and nutrients in tissue (43, 49, 50).
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This overproduction of proangiogenic factors is uncontrolled and thus can be considered as
constitutively active in angiogenic tumors and metastases (51). In contrast, normal angiogenesis
during development and wound healing begins with production of proangiogenic factors, which
induce vessel sprouting and growth. Normal angiogenesis then proceeds with a tapering of
proangiogenic cytokine levels and increased antiangiogenic factor production, a balancing act
that induces maturation of the new vessels (52, 53). Owing to the overactivation of proangiogenic
pathways—such as the vascular endothelial growth factor (VEGF) pathway—in tumors, tumor
vessels do not mature fully and instead remain tortuous and leaky (54).

The tortuous and leaky vessel combination leads to major consequences for tumor blood flow.
Tumor vasculature typically lacks an orderly branching hierarchy and dependence of blood flow on
vessel diameter, a general feature of normal microvasculature (13). The high tortuosity of tumor
vessels contributes to an elevated geometric resistance, which slows blood flow (11). Considering
that blood is generally a shear-thinning fluid, this drop in blood flow from geometric resistance
has a great effect on the viscous resistance of blood in tumors (10). These immature tumor vessels
are heterogeneously hyperpermeable to fluid and macromolecules owing to the presence of vessel
wall fenestrae, transendothelial channels, and large pores disseminated throughout the vasculature
(55–57). Vessel tortuosity and high permeability couple to contribute to a localized slowing of
blood flow owing to fluid loss that increases the hematocrit of tumor blood to further elevate its
viscosity (9, 10, 58). This combination of effects makes the abnormal tumor vascular network a
major barrier to vascular transport; tumor blood flow can be up to an order of magnitude slower
than in the surrounding normal tissue (Figure 3) (12).

Elevated Interstitial Fluid Pressure

The concerted effects of the nonfunctional lymphatics and hyperpermeable blood vessels result in
an accumulation of fluid and plasma macromolecules in the tumor interstitium. With no drainage
and no transmural difference in oncotic pressure, the interstitial fluid pressure rises to the level of
the microvascular pressure (Figure 4) (14, 59). The leaky vasculature ensures that the interstitial
fluid pressure tracks with microvascular pressure changes with a delay on the order of 10 s.
The absence of lymphatic drainage, together with large interstitial transport distances and low
interstitial hydraulic conductivity, makes the fluid clearance time on the order of 103 s (17). As
a result, the transvascular and interstitial fluid pressure gradients in tumors are effectively zero
(14, 45), except at the tumor margins, where peritumoral lymphatics drain the excess fluid (4, 16,
46, 60).

With no fluid pressure gradients, the driving force for convective mass transport is effectively
abrogated, leaving diffusion largely responsible for the transvascular and interstitial transport
of drugs and drug carriers in the bulk of tumors. Combined with the large volumes that each

−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−−→
Figure 3
Abnormal blood vessel networks. (a) The vascular network of a brain tumor in mice in comparison with peritumoral vessels and normal
vessels on the contralateral side of the brain. Tumor vessels are more tortuous and wider than normal vessels, and include more low-
perfusion vessels (open arrows) versus well perfused vessels (closed arrows). RBC, red blood cell. Adapted from Reference 7. (b) RBC
velocity in normal pial vessels versus in brain tumors in mice. Flow rates in normal vessels exhibit a dependency on vessel diameter,
whereas tumor vessels demonstrate sluggish flow and a lack of such a correlation. Adapted from Reference 12. (c) Properties of brain
tumor, peritumoral, and normal blood vessels in the mouse brain. A large fraction of tumor vessels are hypoperfused and feature low
hematocrit, whereas normal vessels are well perfused with higher hematocrit. Tumor vessels also demonstrate widely varied diameters
and velocities. Reproduced from Reference 7.
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Figure 4
Elevated interstitial fluid pressure (IFP). (a) Pore cutoff size, the maximal pore size throughout an entire
tumor, in several tumors in mice. Although average pore sizes can be much smaller, these sizes demonstrate
how leaky the vasculature can be. Reproduced from Reference 56. (b) Microvascular pressure (MVP) and
IFP measurements in breast cancers in mice. Both pressures are equal in the control; antiangiogenic therapy
with an antibody (DC101) that reduces vessel leakiness decreases IFP while maintaining MVP. Reproduced
from Reference 59. (c) Interstitial fluid pressure profiles in tumors in rats. Pressure profiles increase sharply
at the periphery and then become flat and elevated in the core. Reproduced from Reference 45. (d ) Tumor
penetration of liposomes in a subcutaneous tumor in a mouse. Due to uneven leakiness of vessels and
transport solely by diffusion, tumor penetration is heterogeneous. Reproduced from Reference 61.

blood vessel must supply in tumors, this results in short penetration distances and poor drug
distribution (61). An additional consequence of the flat fluid pressure profile within tumors and
the coupling between microvascular pressure and interstitial fluid pressure is that the pressure drop
along the length of intratumoral vessels is diminished (9, 62), further slowing tumor blood flow
along with the flow resistance barriers and leading to heterogeneous flow that features stoppages
and reversals. In some cases, therapeutics can be convectively driven back into the circulation
(33), likely by transient increases in the local interstitial fluid pressure above the microvascular
pressure (9). Meanwhile, the vascular pores are generally large compared with those in most
normal tissues but are extremely varied in size (56); the vascular basement membrane and associated
pericytes are also abnormal in organization (59, 63, 64). These properties compound the blood flow
and diffusion-based variabilities in drug distribution to make drug delivery to tumors extremely
heterogeneous. Altogether, elevated interstitial fluid pressure hinders vascular, transvascular, and
interstitial transport.
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virus distribution and thus limiting therapeutic effectiveness. Reproduced from Reference 19.

Dense Interstitial Structure

An unusually high stromal fraction in many tumors leads to a desmoplastic state character-
ized by the formation of fibrous tissue and featuring high levels of interstitial matrix molecules
(Figure 5) (65, 66). The often high cellularity of tumors, which is largely responsible for the accu-
mulation of solid stress, compresses the matrix into a dense and tortuous network (18). This matrix,
which is composed largely of structural molecules such as collagen and space-filling hydrogel-like
glycosaminoglycans such as hyaluronan (65, 66), tends to be highly viscoelastic (21). Furthermore,
interstitial density generally increases toward the center of a tumor (67), perhaps owing to greater
cell density or increased matrix production deeper in the tumor core.

Because the viscosity of the interstitial fluid, the fiber matrix of the interstitium, and the hin-
drance of large bodies such as cells govern interstitial transport (68, 69), the dense and tortuous
tumor interstitium becomes a major barrier for drug delivery. Increasing the size of therapeutics
leads to a heightened diffusive hindrance, and free diffusion transitions to anomalous subdiffu-
sion for particles greater than approximately 5–8 nm in diameter (21). Diffusion rates for larger
molecules correlate with fibrillar collagen levels (21, 70), organization (71), and orientation (72).
Furthermore, fibrillar collagens can serve as a steric barrier to the transport of larger therapeu-
tic agents (19). The contribution of glycosaminoglycans such as hyaluronan to macromolecular
diffusion is reversed, with the elimination of hyaluronan decreasing transport, as the interactions
between collagen and hyaluronan are quite complex—the two form distinct phases on the mi-
crometer level (18, 35). Meanwhile, the hydraulic conductivity of the interstitium is influenced
largely by glycosaminoglycan levels and collagen content; increasing glycosaminoglycan or col-
lagen concentrations lead to increased flow resistance (73, 74). The tortuosity of the interstitial
space is an additional barrier for all sizes of drugs or drug carriers because it makes path lengths
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for diffusion from blood vessels to target cells extremely long (18). Because many drugs bind to
matrix and cellular components, interstitial transport rates become even lower. Additionally, the
dense matrix can serve to transmit the solid stress produced by cells to the blood vessels, which
enables their compression (5). Thus, the dense interstitium limits both interstitial and vascular
transport.

STRATEGIES TO OVERCOME DELIVERY BARRIERS

With general knowledge of the nature of these barriers comes an understanding of the physio-
logical processes that must be modulated to improve drug delivery. Each transport step can be
improved by changing the characteristics of the tumor microenvironment. Generally, these ap-
proaches involve restoring the abnormal physiology of tumors toward that of normal tissue. As
such, we consider each abnormal physiological property of tumors as a target for normalization.

Alleviating Solid Stress

Reducing the accumulated solid stress in tumors may result in an improvement in functional
vascular density to increase the supply of drugs to tumors through enhanced vascular transport. By
restoring perfusion in regions with compressed vessels, the tumor tissue volume each vessel must
supply is reduced, and therefore drug distribution is improved. As a proof of concept, selectively
eliminating cancer cells in a human tumor xenograft in a mouse using diphtheria toxin increases
the functional vascular density (5). Interestingly, reducing solid stress does not restore function to
lymphatic vessels (5); thus, such a strategy would not completely eliminate interstitial hypertension
in tumors.

Translatable strategies have been developed that reduce solid stress by targeting these individual
components. The killing of cancer cells with taxane therapy improves vessel perfusion by increasing
vascular diameters and blood flow rates, likely through reductions in solid stress (2). Combined
with a repetitive or metronomic dosing schedule, this could result in improved transport for
subsequent doses due to increased supply. Alternatively, the Hedgehog pathway can be targeted
using IPI-926, a Hedgehog inhibitor, which reduces the stromal load in pancreatic tumors (75).
This leads to improved vascular proliferation and density and thus enhanced delivery, which
results in a greater effectiveness for the small-molecule cytotoxic agent gemcitabine. Importantly,
these strategies are fully compatible as part of combination therapy because they target different
pathways.

Normalizing Vascular Network Function

Enhancing the efficiency of the tumor vascular network by increasing blood flow to tumors or
improving vessel organization will enhance drug delivery for most sizes of drug molecules by
improving blood supply. Tumor blood flow can be improved by changes to the arterial blood
pressure or to blood viscosity itself, though such systemic changes generally are not selective
versus normal tissue blood flow (76). For specific improvements in tumor blood flow, targeting the
tumor microenvironment to reduce the geometric or viscous resistance is necessary. For example,
reducing vascular permeability in tumors may improve flow by preventing hemoconcentration,
as indicated by improvements in tumor oxygenation with such a change (77–79). However, it
is not clear if permeability changes alone will have a significant effect, as most studies involve
multiple modifications to tumor vasculature. Reductions in vascular tortuosity and branching
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are also expected to improve blood flow, though the independent effects of alterations to these
geometric resistance factors have not been clarified.

The few approaches to improving vascular network function are not necessarily appealing as
translatable therapies. The most successful have focused on reducing viscous resistance by mod-
ulating blood properties. Hemodilution reduces viscous resistance to selectively improve mean
tumor blood flow (80), but such an approach alone is unlikely to be appropriate in the clinic.
Pentoxifylline improves average tumor blood flow selectively, likely through a rheological effect
on blood cells (81). Unfortunately, there are no proven pharmacological mechanisms for improv-
ing flow into tumors by repairing the vessel network structure itself. Furthermore, it is unclear if
changes in vascular permeability will have a great effect on average blood flow unless the entire ves-
sel network of a tumor is repaired, as interstitial fluid pressure seems to have little correlation with
oxygenation in unmodified tumors (82). Several changes to the tumor microenvironment likely
must be induced to significantly improve flow, including correction of solid stress and interstitial
hypertension along with changes in vascular tortuosity. Still, all considered approaches remain in
the theoretical or proof-of-principle stage, and thus there is currently no translatable means of
improving mean blood flow in tumors. However, it is more important to make blood perfusion
rates more uniform than to improve average blood flow; the former can be achieved by lowering
vascular permeability with antiangiogenic agents to reduce interstitial fluid pressure (52, 83, 84).

Reducing Interstitial Hypertension

Because the elevated interstitial fluid pressure in tumors hinders both vascular and transvascular
transport, it is a major target for improving drug delivery. Uncoupling tumor interstitial fluid
pressure from the microvascular pressure can restore local transmural pressure gradients to drive
faster transvascular transport and improve perfusion rates. A great deal of evidence exists to support
this hypothesis. Exploiting the brief delay in interstitial fluid pressure tracking of microvascular
pressure by brief pulsed infusions that create a transient transmural pressure gradient results in
improved transvascular transport of fluid and macromolecular agents (85). Improving interstitial
hydraulic conductivity can reduce interstitial fluid pressure by allowing for faster peritumoral fluid
clearance. Collagenase-induced reductions in interstitial fluid pressure can restore convective mass
transport for antibody probes (86). Similarly, hyaluronidase-induced restoration of a transmural
pressure gradient improves transvascular transport of nanoprobes (87).

Modulating transvascular transport by reducing interstitial fluid pressure has been explored a
great deal; one strategy has been implemented in the clinic. Anti-angiogenic therapies, for example
those targeting the VEGF pathway, induce vessel normalization in tumors, leading to pruning
of unnecessary immature vessels, reductions in vessel diameter, improvements in perfusion, and
decreases in vessel tortuosity (59, 79). The resulting normalized vessels feature reduced vessel
wall pore sizes, which lead to a drop in interstitial fluid pressure and restoration of transvascular
pressure gradients (59, 79). These changes to vascular function and the restoration of a transmu-
ral pressure gradient result in improved delivery of therapeutic agents and oxygen (59, 88, 89).
Anti-VEGF therapy improves transport for small agents, although the decreased pore sizes may
represent a steric barrier for larger nanoparticles that could counteract the enhancement in con-
vective transvascular transport. Anti-angiogenic therapy with the anti-VEGF agent bevacizumab
leads to reduced interstitial fluid pressure, decreased vascular density, and improved tracer delivery
in patients with colorectal cancer (90). Similarly, the anti-VEGF-receptor agent cediranib reduces
vascular permeability, vessel size, and edema in patients with recurrent glioblastoma (91). A chal-
lenge for this approach to improving drug delivery is the identification of alternative pathways to
target when tumors become resistant to therapies targeting the VEGF pathway.
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Diminishing Interstitial Density

For nanomedicine in particular, modulating the levels of tumor interstitium constituents can re-
sult in improved interstitial transport, leading to enhanced drug distribution and effectiveness.
Degradation of collagen with bacterial collagenase can double diffusion rates for immunoglobulin
G antibodies and other probes (21, 35, 67). This improvement in transport corresponds to approx-
imately a threefold improvement in oncolytic herpes simplex virus distribution, which is associated
with a significant improvement in virus effectiveness in tumor models (19, 92). Ectopic expression
of matrix metalloproteinases-1 and -8 in tumor cells decreases sulfated glycosaminoglycan content
in implanted tumors to enhance interstitial hydraulic conductivity (20). Similarly, degradation of
the glycosaminoglycan hyaluronan with hyaluronidase improves hydraulic conductivity in tissues
(93) while decreasing diffusion of nanosized probes (35, 94). Combined with reductions in inter-
stitial fluid pressure, such changes in hydraulic conductivity may improve systemic drug delivery.
Finally, eliminating cells from a tumor can increase the interstitial transport and distribution of
nanotherapeutics by decreasing the tortuosity of the interstitium (18, 95).

A few translatable approaches for improving interstitial transport have come about recently.
Relaxin, a hormone produced during pregnancy, modulates collagen fiber structure to improve
diffusion of nanosized probes two- to threefold (71, 96). However, perhaps due to its mechanism
as a matrix-degrading therapy, there are some indications that relaxin may lead to increased meta-
stasis. Recombinant human hyaluronidase can improve convective transport of agents following
local injection (97). However, such a strategy will likely require additional therapies to improve
systemic delivery of therapeutics because it may not restore a transvascular pressure gradient. The
FDA-approved antihypertensive agent losartan, through inhibition of TGF-β and CTGF activity,
prevents matrix production in tumors (98). The resulting reduction in collagen content improves
diffusion for antibody probes 1.5-fold, resulting in enhanced herpes simplex virus and nanoparticle
distribution in tumors with corresponding increases in effectiveness for the virus or the nanopar-
ticle doxil in tumor models. Again, all these strategies are compatible due to their different targets
and kinetics; thus, they could be candidates for combination approaches to adjunct therapy.

Tuning Therapeutic Agent Properties

A great deal of effort has been put into the development of design rules for drugs and nanoparticles.
Physical properties of drugs or drug vehicles, including their size, charge, and configuration, affect
all three types of transport processes in tumors.

Size is perhaps the best-studied property in relation to drug transport. Agents smaller than
5–6 nm or 30–50 kDa can undergo rapid renal clearance due to passage through glomerular pores
(99, 100), but increasing size in the nanometer range also results in greater hepatobiliary and
reticuloendothelial clearance (101). As such, the optimal agent for vascular transport must avoid
the <5–6 nm regime while remaining as small as possible in the nanometer size range. Generally,
larger nanometer-sized particles are greatly hindered in transvascular transport (101, 102) because
much variability exists in tumor vascular pore sizes; only small fractions of pores are in the hundreds
of nanometers size range (55, 56). In most tissues, interstitial transport of particles larger than a
few tens of nanometers is greatly hindered, perhaps as an evolved mechanism for resistance to viral
and bacterial infection, as these pathogens range from tens of nanometers to micrometers in size.
In tumor interstitium, particles larger than 5–8 nm experience hindered diffusion; rates are slowed
by up to two orders of magnitude for 40-nm particles (22). Furthermore, particles of increasing
size generally experience increasing hindrance versus solution diffusion rates (103). Overall, small
or size-changing agents are ideal for optimal drug delivery efficiency (104).
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Surface charge plays a complex role in the transport of therapeutic agents. Clearance rates
depend highly on surface properties (105, 106). Interactions with the reticuloendothelial system,
and thus clearance rates, tend to increase with charge. Surface modification with poly(ethylene
glycol) or similar polymers can neutralize particles, which prevents opsonization by serum proteins
and uptake by Kupffer cells or hepatocytes (107–109). Meanwhile, cationic nanoparticles can
bind to endothelial cells, which results in faster transvascular transport versus neutral or anionic
particles (110–114). Neutral nanoparticles also display the fastest interstitial transport because
charged particles are limited by binding or volume-excluding interactions with negatively charged
glycosaminoglycans or positively charged collagens (115, 116). Such charge-charge interactions
can aggregate charged agents, hindering transport by up to three orders of magnitude (20, 21,
115, 117, 118). Thus neutral agents, or perhaps agents that change charge or have zwitterionic
character, may exhibit the best transport to tumors.

Shape and rigidity perhaps have been the least-studied properties affecting therapeutic agent
transport. Flexible rods have longer half-lives than do rigid rods, possibly owing to a unique
alignment to flow streamlines that prevents phagocytosis (119). The kidneys can rapidly clear thin
rods with a shorter dimension smaller than the 5–6 nm filtration cutoff of glomerular membranes;
alignment to flow strongly increases the probability of passage through the pores (120). During
in vitro agarose diffusion studies, flexible nanometer-sized rods exhibit greater mobilities than
do rigid rods or spheres of similar hydrodynamic diameter due to reptation (121), although it is
unclear if this will hold true in the more complex tumor interstitium. Altogether, it appears that
flexible, nanometer-range particles demonstrate ideal transport properties, but additional studies
are necessary for optimization of aspect ratios.

CONCLUSION

The treatment of cancer, as a disseminated disease, requires therapeutics that are capable of
efficiently navigating their way through a series of transport steps. Physiological abnormalities
lead to barriers to these steps that hinder delivery; together they compose a mechanical resistance
mechanism to cancer therapeutics. To overcome these barriers, these abnormal physiological states
need to be repaired toward normalcy. Additionally, the physicochemical properties of therapeutic
agents must be optimized for efficient delivery. Based on a quantitative understanding of tumors
as systems, these and other strategies can be developed in concert with novel drug and drug carrier
development. The rational design of combinations against the tumor microenvironment as well
as tumor cells may bring hope for highly effective therapies.
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