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Abstract—Imaging cellular and extracellular structures and pro-
cesses in situ and in vivo is highly desired for the understanding
and diagnosis of human diseases. High resolution optical coher-
ence tomography (HR-OCT) is particularly suitable for this task
because it can provide real-time, 3-D images of a large tissue volume
at subcellular resolution. Over the past two decades, tremendous
technical advances have been made to tackle the fundamental and
practical limitations of HR-OCT for applications in various clin-
ical fields. Meanwhile, novel scientific and clinical applications of
HR-OCT have also been proposed and validated. This review aims
to provide an update on the progress of technology development,
with a focus on axial focus extension, aberration correction, and
fiber-optic probe development. This review also aims to summarize
the newly established capabilities of HR-OCT in fundamental and
clinical research, in an effort to promote multidisciplinary research
using this powerful imaging tool.

Index Terms—High-resolution imaging, optical coherence
tomography.

I. INTRODUCTION

S INCE its first launch in the early 1990s [1], optical coher-
ence tomography (OCT) has been established as a powerful

diagnostic imaging tool. OCT provides three-dimensional (3D)
imaging of tissue microstructures in a non-contact and non-
destructive manner. In addition, it enables functional imaging
and measurements such as angiography [2], optometry [3],
flow [4], birefringence [5], spectroscopic [6] and mechanical
(stress/strain) measurements [7]. While the original form of
OCT was successfully used for ophthalmic diagnosis, there
have been a number of technical gaps between the clinical
needs and the technical parameters, such as speed, penetration
depth, spatial resolution and cost. As an optical biopsy tool
that fulfills the goal of ‘in vivo histology’, OCT is expected
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to image subcellular and extracellular structures which play
critical roles in pathophysiological processes. Towards this goal,
cellular and subcellular resolution imaging technologies have
been developed (Fig. 1), particularly since Fourier domain OCT
(FD-OCT) is introduced around 2000. The improvements in the
axial resolution are attributed to the advancements in the broad-
band light sources, including femtosecond lasers, multiplexed
superluminescent diodes (SLD), and supercontinuum genera-
tion sources. While the axial resolution has a simple solution,
the improvement in the transverse resolution is complicated by
the trade-offs between the transverse spot size and axial focal
range, aberrations, and ranging depth. In order to implement high
resolution in fiber-optic probe, there are also practical constraints
including the diameter and rigid length of the distal end optics,
working distance, scanning speed and data size, in addition to the
fundamental trade-offs. In this review, we firstly summarize the
key parameters of OCT imaging in section II, and then provide
an overview of technologies that improve the spatial resolutions
and mitigate the above-mentioned trade-offs and constraints,
including ultrahigh-resolution OCT (UHR-OCT), Micro-OCT,
and methods for axial focus extension and aberration correc-
tion in section III. Finally, we demonstrate the potential of
high resolution OCT for disease diagnosis and clinical research
in the field of ocular imaging and internal organ imaging in
Section IV.

Since high resolution is a generic term used in many oc-
casions, it is important to clarify that high resolution in this
review refers to cellular or subcellular level resolutions, that is
to say, 1–2 μm in tissue. Normally, an ophthalmic OCT system
provides a spatial resolution around 10 μm (axial in air) by
15–20μm (transverse), and an endoscopic or intracoronary OCT
system provides a spatial resolution around 10 μm (axial in air)
by 30–40 μm (transverse). Therefore, the spatial resolutions
of HR-OCT are around one order of magnitude higher than
those of the current clinical systems. It is also worth mentioning
that full-field approaches, including full-field optical coherence
microscopy and full-field optical coherence tomography, which
normally capable of achieving 1–2 μm spatial resolution(s) or
even higher, are not included in this review unless necessary.

II. SUMMARY OF KEY PARAMETERS IN OCT

Normally, image formation in OCT is the same as low-
coherence interference in the axial direction and confocal mi-
croscopy in the transverse direction. Light partially reflected
or scattered from the sample interferes with a reference wave
reflected from the reference mirror, and projected onto a pinhole
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Fig. 1. Timeline illustrating the generation of UHR-OCT system in technical achievement (top) and coherence domain (bottom).

detector. The detected interference signals are post-processed
to generate images in real space. Take spectral domain OCT
(SD-OCT) for example, the detected interference signal I(k) in
k-space, including direct-current (DC) term, cross-correlation
(CC) term, and auto-correlation (AC) term, can be denoted as
the following formulation,

I(k) = S(k)[DC + 2

∫ ∞

−∞

√
Ir(k)Is(k) cos(2kz)dz +AC]

(1)
where S(k) is the spectral distribution of the light source. Ir(k)
and Is(k) are the squared magnitude of the electric field reflec-
tivity from the reference arm and the sample arm at the depth
of z. Resolutions, lateral field of view, axial field of view or
focal range, sensitivity and ranging depth are the most important
parameters used to evaluate an OCT system.

Different from the conventional microscopy, the axial res-
olution Δz or the optical “sectioning” capability of OCT is
depended on the coherence length of the light source and de-
coupled from the transverse resolution Δx. The axial resolution
is proportional to the square of the central wavelength λ0 and is
inversely proportional to the bandwidth of the light source Δλ.
Assuming a Gaussian power spectrum, the axial resolution is
denoted as,

Δz =
2 ln 2λ2

0

πΔλ
(2)

Transverse resolution Δx is no difference with the conven-
tional microscopy, which is inversely proportional to the spot
size at the lens pupil d and is proportional to the focal length f,

Δx =
4λf

πd
(3)

Lateral field of view is related to a maximum one-sided scan
angle θmax , can be given by:

FOVlateral = 2fθmax (4)

The transverse resolution Δx is also linked to the depth of
field or the confocal parameter b, which is defined as the axial
range where beam radius is increased by a factor of

√
2 with

respect to the beam waist:

b =
πΔx2

λ
(5)

It should be noted that the confocal parameter above is derived
under the assumption of a Gaussian beam, and does not apply

for non-Gaussian beams such as Bessel beams [8] or airy beams
[9]. In the context of OCT imaging, since the dynamic range
of OCT signal is normally more than 100 dB and the images
are normally presented in log scale, the high quality axial image
range is always larger than the depth of focus. More often, axial
field of view or axial focal range is used, which is defined as
the full-width-at-half-maximum (FWHM) range of the confocal
axial response function [10]:

FOVaxial =
0.221 · λ

sin2
[
sin−1NA

2

] (6)

where NA is the numerical aperture of focusing system defined as
NA= sin(α), andα is half the angular optical aperture subtended
by the objective at the intensity level of 1/e2.

The theoretical sensitivity can be calculated as [11],

S [dB] = 10log10

(
Nref ×∑

NS

N2
sh +N2

el +N2
RIN

)
(7)

where Nref is the number of electrons in pixel by reference
arm, NS is the sum of electrons over the entire array by sample
arm, Nsh is the number of shot noise electrons, Nel is the
electrical noise of the detector and Nrin is the RIN noise.
Detailed comparison on the signal to noise ratio (SNR) for
time domain OCT (TD-OCT), swept source OCT (SS-OCT) and
Fourier domain (FD-OCT) can be found in ref. [12] and [13].
Theoretically, FDOCT systems have a sensitivity of >20 dB
more than TDOCT systems [10]. Sensitivity is a key feature
of OCT system. Normally, a weakly reflective structures with a
reflectivity R as low as 10−10 can be detected by a state-of-the-art
FD-OCT.

Optimal sensitivity requires optimal efficiency of all the
components and sub-systems in an OCT setup. In addition to
efficiency, sensitivity also suffers from the ‘roll-off’ effect due
to the nonlinear-wavenumber sampling and the undersampling
of interference fringes in FD-OCT. Assuming the sampling is
linear in wavenumber, 6-dB fall-off depth is [10]:

z6dB =
ln 2

δrk
(8)

Here δrk is the FWHM spectral resolution in wavenumber.
Limited by the Nyquist sampling theorem, maximum imaging
depth can be calculated as [10], [14]:

zmax =
π

2δsk
(9)
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Fig. 2. UHR-OCT and µOCT in ophthalmology, cardiology, intravascular
and endoscopic trials (a) A representative cross-sectional image of a healthy
human cornea, TF, tear film; EP, epithelium; BLE, basal layer of epithelium;
BL, Bowman’s layer; ST, corneal stroma; DM, Descemet’s membrane; ED,
endothelium. This figure is adopted from reference [21]. (b) 3D reconstruction
of atherosclerotic rabbit aorta. The white arrow indicates the guide wire. The blue
and red arrows indicate atherosclerotic plaque regions. This figure is adopted
from reference [22]. (c) Cholesterol crystals in atheromatous plaques detail as
linear, highly reflecting structures within a necrotic core. This figure is adopted
from reference [23]. (d) A representative circumferential image of rat esophagus
in vivo. This figure is adopted from reference [24].

Here δsk is the spectral sampling interval in wavenumber.
More detailed model and analysis of sensitivity roll-off can be
found in [13], [15].

III. RESOLUTION IMPROVEMENT IN OCT

HR-OCT enables detailed visualization of the microscopic
structures in various tissue systems (Fig. 2) ex vivo and in vivo.
A list of representative efforts is provided in Table I. Most of
HR-OCT systems employs light sources with a centered wave-
length of ∼800 nm and spectral bandwidth of >200 nm. This
is because of a favoured penetration depth and relative higher
transverse and axial resolutions. As shown in (2), the transverse
and axial resolutions have linear and quadratic dependence on
the center wavelength. Therefore, the shorter the wavelength
is, the higher the resolutions are. Achieving cellular-level axial
resolution (∼2 μm in air) at 1000 nm or 1300 nm requires a
FWHM spectral bandwidth of around 300 nm and 500 nm [16],
respectively, which is much more difficult than at 800 nm. One
of other benefits of imaging in the 800 nm wavelength range is
better imaging contrast because higher scattering coefficient of
biological tissue and weaker absorption by water at 800 nm than
at 1300 nm (O-band). Recently, visible-light OCT has emerged
as a promising approach [17]–[20]. Compared with imaging in
the 800 nm wavelength range, visible range can provide higher
resolutions and specific spectroscopic contrast at the expense of
penetration depth, sensitivity, and imaging speed.

There are also a number of drawbacks of imaging in the
800 nm wavelength range and with a large spectral bandwidth.
Firstly, the penetration depth is much shorter than that of
longer wavelength sources due to higher scattering coefficient
of biological tissues. Secondly, the insertion loss of fiber op-
tic components, such as coupler and circulator, at 800 nm is

significantly higher than those in the O-band, resulting in lower
OCT sensitivity. Thirdly, Si-based linear array detectors’ quan-
tum efficiency is suboptimal in the longer wavelength side of the
spectrum centered at 800 nm, which also affects the sensitivity.
Fourthly, the component cost is mainly dependent on the market
size in the telecommunication applications. Therefore, most of
the components, except for the light source and the detector, are
more costly in the 800 nm region than in the O-band.

The specific microscopic information uncovered by differ-
ent imaging system may be very different, depending on the
light source (center wavelength, bandwidth, spectral shape, and
noise performances), sample arm optics (transverse resolution
and aberration management), interferometer efficiency, detector
efficiency and speed.

A. Ultrahigh-Resolution OCT (UHR-OCT)

Since the axial resolution is decoupled with the transverse
resolution, it is possible to achieve an ultrahigh axial resolution
(1–3 μm) with the standard transverse resolution (∼10–30 μm)
with the advent of ultra-broad bandwidth light sources. Light
sources for UHR-OCT are often classified into four types:
femtosecond lasers, supercontinuum (SC) sources, SLDs and
swept sources (SS).

B. Micro-OCT (μOCT)

UHR-OCT satisfies the need for imaging layered structures
such as retinal layers. In order to resolve cellular and extra-
cellular structures in 2D (tomography) and 3D, a new class
of technology termed, Micro-OCT (μOCT) has been devel-
oped that provides 1–2 μm spatial resolutions in both axial
and transverse directions. μOCT typically employs SC sources
for achieving axial resolution of ∼1-μm in tissue. The major
technical challenges with μOCT are limited axial focal range,
aberrations with the sample arm optics and caused by the sample.

C. Axial Focus Extension Techniques

The diffraction limited depth of field of a Gaussian beam
corresponding to a ∼2–3 μm transverse resolution is typically
30–70 μm at 800 nm, and the corresponding axial field of view
is around 100–200 μm [25], [26]. In order to image the out-
of-focus regions, the simplest way is C-mode imaging, where
sample zones along depth is scanned sequentially by mechan-
ically shift the sample and images of all the zones are fused
together to render an extended axial field of view [25]. In order
to bring OCT resolutions into the cellular or sub-cellular level
in vivo and in situ, much work has been done to extend the axial
field of view using hardware, software or hybrid approaches,
which can be briefly classified into the following categories.

1) Multiple Foci: Multi-foci method generates multiple focal
regions aligned along the axial direction to form an extended
axial focus with high resolution [27], [28]. Since the coherent
transfer function (CTF) corresponding to each focus is optimal,
the image resolution and contrast is equivalent to the in-focus
image generated by a standard focusing scheme. Virtual source
(Fig. 3) is an elegant method because the number of foci can
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TABLE I
SUMMARY OF REPRESENTATIVE UHR-OCT SYSTEMS AT 800 NM

be scaled up without any fundamental issues [27]. The limita-
tions are that the illumination path has to be in free space and
the detection pinhole will reject out-of-detection-focus signals,
causing sensitivity drop. Dual-foci method taking advantage of
chromatic focal shift can double the axial focus of a fiber-optic
probe but it surfers from axial resolution degradation due to
the chromatic aberration [28]. A common problem of multi-foci
methods is that only a part of total optical power is focused to
a given axial point. The power efficiency is actually lower than
the standard focusing scheme when the system is limited by the
maximum permissible exposure.

2) Focus Engineering: This is a class of techniques that
manipulate the pupil function of the focusing lens to generate
a non-Gaussian focus. Center obscuration is the simplest one
of this kind [23], [29], [30]. Typically, an annular aperture
generates a quasi-Bessel focus, which is superresolving in the
transverse direction and extended in the axial direction with
respect to the Gaussian focus. Pure phase mask or phase pupil
filters in combination with a spherical or GRIN lens are able
to moderately extend the axial focus range at the expenses of a
sensitivity drop of a few dBs [8], [31]–[33]. Axicon lens is also a

pure phase method, which is capable of extending the main-lobe
axial range by more than 10 times [34], [35]. However, in a
Bessel light field generated by an axicon lens most of the energy
is diffracted to side-lobes so that the OCT sensitivity loss can be
as large as 26 dB [35]; This sensitivity issue can be mitigated by
use of Gaussian detection [35]. Few-mode interferometry also
falls into this category. Instead of superimposing the diffraction
patterns generated by all the concentric annular pupils in the
same focal region in pure phase methods, this method uses
‘self-imaging’ of multimode fiber to shift the focus of each
annular pupil to different axial locations, so that all the axial
foci are fused to an axial focal range up to 1 mm with 2–3 μm
transverse resolution (Fig. 4) [22], [36], [37].

It is common to all the focus engineering techniques that the
CTF is sacrificed for axial focus extension since modulating the
pupil function is essentially adding aberrations. Specifically, the
angular frequency contents detected from each axial location
is suboptimal, so that a significant amount of optical energy
is ‘leaked’ to side-lobes resulting in sensitivity and contrast
degradation. Therefore, the image quality is inferior to that of
the standard focusing scheme with the same main-lobe FWHM.
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Fig. 3. (a) Schematic of multi-foci system based on virtual sources. M, mirror;
BS, beam splitter; L, lens; OPLC, optical path length coder; NDF, neutral density
filter; AS, aperture stop. (b) Virtual sources in OPLC. This figure is adopted from
reference [27].

When characterizing the resolving power of a focusing scheme
with suboptimal CTF, the main-lobe spot size should be eval-
uated together with sensitivity loss, Strehl ratio or encircled
energy, and ratio between the side-lobe and main-lobe intensity
[8], [33], [35].

3) Digital Refocusing: Digital refocusing methods take ad-
vantages of the fact that optical aberrations are recorded as the
interferometric wavefront distortions optoelectronically in OCT
signals. Correcting the defocus aberration digitally in the optical
path delay (OPD) domain can extend the axial field of view by
restoring the resolution and signal peak intensity. The forward
model (FM) computes the phase error of each A-line with respect
to a sample point based on the scalar diffraction model, and
compensates these errors in OPD domain when reconstructing
the OCT signal at the point [38]. Inverse scattering (IS) [39]
and interferometric synthetic aperture microscopy (ISAM) [40]
correct defocus by solving an inverse scattering problem. The
sub-aperture correlation based digital adaptive optics (DAO)
measures the phase error as the translation between the intensity
of the images formed by the different subapertures with respect
to intensity of the image formed by the central subaperture [41]–
[43]. These computational approaches are elegant but all of them
require wide-field imaging data and that a high phase-stability
is maintained during wide-field scan, which is challenging for
imaging dynamic cellular processes in vivo, especially in endo-
scopic scenarios. Physical sub-aperture approaches [75]–[77]
acquire signals of all the sub-apertures within one A-line cycle,
so that the phase stability between A-scans is not an issue.

Fig. 4. (a) Sketch of few-mode interferometry. (b) 3D rendering of the intensity
profile inside the multimode fiber. The transverse beam profile (c) and the
simulated beam profile in top view (d) and side view (e). This figure is adopted
from reference [22].

However, this approach suffers from the trade-off between the
number of apertures and signal efficiency.

Digital refocusing methods don’t degrade CTF so the image
quality is equivalent to that of the standard focusing scheme.
The additional technical features and limitations of this class of
techniques are provided in the section below.

D. Aberration Correction

Imaging through thick tissues at cellular and subcellular
resolution in vivo is highly challenging since optical aberrations
result in not only the suboptimal coupling of signals at the
detection pinhole but also interferometric wavefront distortions,
which compromise both the coherence gating and the trans-
verse focusing. Aberrations in OCT can be roughly classified
into system aberrations and sample-induced aberrations. System
aberrations are generally inherent effects arising due to the
focusing optics, such as defocus and inevitable imperfections in
the optics used in endoscopic applications [51], [78]. Sample-
induced aberrations in turbid tissues generally vary spatially and
temporally. They must be corrected before clear images of cells
can be obtained in vivo.

The straightforward way to correct these aberrations is by
using hardware-based adaptive optics (HAO), which measures
the wavefront distortion and cancels it by modulating the inci-
dent light wavefront [79]. With an HAO correction, a set of
correction parameters is valid only over a sufficiently small
volume and over a sufficiently short period of time during which
the sample-induced aberrations are constant. Consequently, it is
time consuming to screen a large tissue volume [80], [81]. From
a practical point of view, the system complexity and cost also
impede its applications.

Optical aberrations are recorded as the interferometric wave-
front distortions optoelectronically in OCT signals, which opens
up the possibility of correcting the aberrations digitally. Wide-
field computational techniques, including forward model [38],
ISAM [39], [40], DAO [41]–[43], and computational adaptive
optics (CAO) [82]–[84] have been developed to overcome the
above-mentioned system complexity and speed issue with HAO.
It has been demonstrated that above-mentioned computational
methods enable cellular-resolution in vivo ophthalmic imaging
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Fig. 5. (a) Scanning laser ophthalmoscope (SLO) image with the location of
the cone photoreceptor mosaic outlined. (b) Raw en face OCT mosaic. (c) The
same mosaic after computational aberration correction. Two insets are zoomed
by 1.9 times. This figure is adopted from reference [82].

Fig. 6. Holographic line-field OCT with DAO. (a), shows an aberrated image
of the photoreceptor acquired 7° from the fovea, (a) is the original en face image
average over 5 frames (b) the OCT en face image over the same frames and
(c) the corrected images after DAO. (d, e, f) show the respective Fourier planes
with Yellot’s rings well visible in (f). On the right side is the correction phase
map and the corresponding Zernike coefficient plot of the phase map. The white
scale bar indicates 200 µm. This figure is adopted from reference [85].

without the need for HAO (Fig. 5) [82], [85]. To maintain a high
phase stability over the full-field acquisitions, full-field mode
[41]–[43], line-field mode (Fig. 6) [85], and Mega-Hz en face
scanning mode [82], are often assumed, in addition to phase
correction algorithms. The limitation is that all these high-speed
imaging modes are implemented using time-domain OCT which
is defective in sensitivity.

Digital refocusing by use of physical sub-apertures is able to
correct aberrations using data acquired within a single A-line
cycle [75]. Mo et al. divide the aperture of the objective lens
central-symmetrically by wavefront and encode the OCT signal
of each sub-aperture in OPD [75]. By dividing the amplitude,
instead of the wavefront, of the sample beam, multiple aperture
synthesis (MAS) operates with Gaussian beams and optimal
fiber coupling efficiency. The sub-apertures are arranged linearly
along the fast axis direction, so that the aberrations in OPD
along the fast axis are compensated. The OCT signals of sub-
apertures are acquired in two modes: time-encoded and OPD
encoded (Fig. 7). The former is free of signal loss caused by
beam splitters at the expense of acquisition speed [76]; the latter
achieves optimal acquisition speed but suffers from signal loss
at the beam splitters in the detection path and requires a large
ranging depth of the spectrometer [86], [87].

Fig. 7. Two types of beam divided manner, time-encoded (a) and optical path
length (OPL) encoded (b).

E. Endoscopic and Intracoronary Fiber-Optic Probes

For endoscopic and intracoronary applications, the sample
arm optics have to be miniaturized to conform to the space con-
straints of the lumen of the organ, endoscopic sheath or needle
diameter. Ideally, the distal end optics should be implemented
using a monolithic design to optimize the mechanical stabilities.

In general, the first fundamental problem with high resolution
endoscopic or intracoronary OCT is the trade-off between the
diameter of the focusing optics and the transverse spot size,
given a fixed diameter of the lumen. Therefore, a fiber-optic
probe has to maintain a relatively large diameter of 1–2 mm in
order to achieve a transverse resolution of 2-3 μm [22], [29],
[30], [36], [37], [89]. The second fundamental problem is the
trade-off between the transverse spot size and the axial focal
range which is inherent with all the HR-OCT. An axial focal
ranging of 3–5 mm is normally needed for clinical applications
but the diffraction limited axial focal range corresponding to a
2–3 μm transverse resolution is typically two orders of mag-
nitude shorter. This problem is particularly important since in
endoscopic and intracoronary applications the probe is often
not centered and the lumen is non-circular in most cases. As a
result, even the axial focal range is larger than the penetration
depth (∼2 mm) the tissue region of interest may still be out of
focus during most time of scanning.

In addition, the choices for focusing optics are limited to ball
lens and gradient index (GRIN) lens. Related with the focusing
optics are aberrations including spherical aberrations, chromatic
focal shifts, and astigmatism caused by the sheath [24], [90]–
[92]. Ball lens typically assume spherical shape so that the
spherical aberrations limit the achievable transverse resolution.
For example, Yuan et al. achieved a transverse resolution of
6.2 μm at 830 nm with a ball lens diameter of 230 μm and
a working distance of 545 μm [24]. The chromatic focal shift
of ball lens can be well managed by use of a proper length
of multimode fiber before the ball lens [24]. For more detailed
information of ball lens probe design and fabrication, the readers
are referred to reference [24], [90]. GRIN lens is more commonly
used to achieve cellular resolution as the spherical aberrations
are well managed in the lens design. However, chromatic focal
shift is typically not well controlled in currently available GRIN
lens so that axial resolution is degraded [28]. The astigmatism
caused by the sheath can be managed by use of a cylindrical lens
or cylindrical reflector [24], [90]–[92].

The first problem, trade-off between the diameter of the
focusing optics and the transverse spot size, may be mitigated
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by use of superresolving techniques, such as amplitude pupil
filters (center obscuration) [29], [89] or phase pupil filters [32],
[93], [94]. These approaches inevitably sacrifice image quality
as discussed in Section C. This will still be a standing problem
for endoscopic and intracoronary applications of HR-OCT.

There are more solutions to the second problem, the trade-off
between the transverse spot size and the axial focal range. C-
mode imaging is apparently not an option in this case. Dual-foci
design is able to double the axial focal range by use of surplus
in the spectral range of the input light, at the cost of system
complexity [28]. Since supercontinum source is required, it also
suffers from the noise issue as mentioned in Section A. Ampli-
tude pupil filter via center obscuration is commonly combined
with a common path design, and superresolving main-lobe can
be generated along an extended axial focus [29], [30], [89].
This design is very simple and it is relatively easy to realize
the designed focus quality. As discussed in Section C, the
expenses are degraded sensitivity and CTF. Phase pupil mask by
means of binary phase filter [94], GRIN fiber or multimode fiber
mode interference [31], [32] performs better in energy efficiency
and side-lobe control than the amplitude pupil filter approach.
However, it still suffers from sensitivity and CTF degradation.
The above-mentioned approaches normally extended the axial
focal range by no more than a few times. Therefore, they might
be suitable for applications in small lumens where a large focal
range is not required. Axial focus extension by use of few-mode
interferometry is a promising approach since it makes it pos-
sible to obtain cross-sectional, cellular-resolution intravascular
images of a 3-mm-diameter circular cylinder when spinning
[22]. However, since the each annular zone carries a limited
range angular frequency, this method inevitably suffers from
sensitivity and CTF degradation [37].

IV. APPLICATIONS

A. Ophthalmic Imaging

OCT has become the standard-of-care tool for the assess-
ment of most eye conditions. UHR-OCT has been primarily
applied for ophthalmic imaging of both retina and the anterior
segment. UHR-OCT enables superior visualization of tissue
microstructure, including all major intraretinal layers in oph-
thalmic applications. Readers are referred to reference [10]
for detailed review. Cellular resolution imaging can be readily
achieved in the anterior segment since eye optics is not involved
in focusing [26], [28], [95], [96]. Cellular resolution imaging of
the posterior segment has to rely on technologies that can correct
the aberrations of eye optics. With the advent of adaptive optics
technologies, cellular resolution imaging of photoreceptors has
been demonstrated [61], [97]. To overcome the drawbacks of
adaptive optics, computational approaches, such as computa-
tional refocusing methods [82], [85], are also capable of achieve
cellular resolution in vivo.

B. Coronary Atherosclerosis Imaging

Coronary atherosclerosis involves biological processes medi-
ated by cells and extracellular components, including endothe-
lium, leukocytes, macrophages, smooth muscle cells, platelets

and fibrin, occur on a microscopic scale [23]. The methods for
imaging these cellular and extracellular components, unfortu-
nately, are limited. With an axial resolution of 1 μm and a
lateral resolution of 2μm, it has been demonstrated thatμOCT is
capable of visualizing these structures in human arterial wall ex
vivo (Fig. 2(c)) [22], [23], [99]–[101]. The detailed observations
by μOCT are summarized in Table II. In addition, stent struts,
polymer coating and presence of drug can also be seen in μOCT
images ex vivo [23].

C. Respiratory Airway Imaging

Applications of high resolution OCT in respiratory airway
imaging have been focused on mucociliary clearance (MCC)
and related diseases such as cystic fibrosis (CF) airway disease,
chronic obstructive pulmonary diseases (COPD) and primary
ciliary dyskinesia (PCD). Healthy airway surfaces are lined by
ciliated epithelial cells and covered with an airway surface layer
(ASL), which has two components, a mucus layer that entraps
inhaled particles and foreign pathogens, and a low viscosity
periciliary layer (PCL) with a height of 7 μm, that lubricates
airway surfaces and facilitates ciliary beating for efficient mucus
clearance [104], [105]. Important parameters of MCC include
ciliary beat frequency (CBF), mucus transport rate (MCT), ASL,
and PCL. μOCT is the first method that can quantitatively
measure these parameters in intact airway tissues under natu-
ral conditions [106]–[111], which makes it possible to study
fundamental mechanisms that underlying MCC defects, disease
mechanisms, and evaluate therapeutic strategies by measuring
all the parameters of MCC in a single image ex vivo [106]–[109],
[112]–[114]. More recently, trans-bronchoscopicμOCT devices
have been developed to allow MCC assay in animal models and
human in vivo (Fig. 8) [29], [30], [89].

D. Early-Stage Epithelial Cancer Detection

Precancerous lesions in epithelia are characterized by atypical
changes at the subcellular, cellular and microstructural levels,
such as atypical nuclear and cellular shape and atypical cellular
arrangements. Detecting early-stage epithelial cancers and their
precursor lesions are further complicated by the fact that lesions
could be subtle and focally or heterogeneously distributed over
large mucosal areas. HR-OCT is suitable for this task since the
spatial resolutions matches the target features and it has the
potential to scan a large mucosal area noninvasively in situ and
in vivo.

The ability to identify cellular and subcellular structures
relies on not only the spatial resolution but also the reflectance
contrasts. There have been many studies reporting the
reflectance contrast of cell nuclei in varieties of epithelial types
and under different physiological conditions. The common
feature is that the nuclear core is of low scattering, making it
possible to clearly identify cell nuclei when the cytoplasm is
of higher scattering [115]–[117]. In nonkeratinized squamous
epithelial cells, the nucleocytoplasmic interfaces exhibit high
scattering, so that nuclei can also be seen when the cytoplasm
is of low scattering [116]. The scattering contrast of cytoplasm
is dependent on the ultrastructural contents and arrangement
of the cytoplasmic inclusions (Fig. 9). The readers are referred
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TABLE II
SUMMARY OF µOCT OBSERVATIONS OF CELLULAR AND EXTRACELLULAR COMPONENTS

Fig. 8. Prominent and heterogeneous mucus reflectance intensity in CF sub-
jects as compared to healthy non-CF controls. (A to C) Typical OCT images
from healthy subjects showing continuous PCL, smooth epithelial surfaces, and
a weakly scattering mucus layer above the ciliary layer. (D to F) Images from
CF subjects showing highly reflective and heterogeneous mucus with distinctive
structure accumulated to large thicknesses. View of the underlying epithelial
tissue is obscured by mucus. Vertical and horizontal bars, 50 µm. This figure is
adopted from reference [30].

to reference [98] for detailed information. Based on the
understanding of subcellular reflectance contrast of cell nuclei
and cytoplasm, certain types of pre-cancerous lesions can
be identified using μOCT, such as intestinal metaplasia in
gastric mucosa, intraepithelial neoplasia in the nonkeratinized
squamous epithelium, intestinal metaplasia in gastric mucosa
(Fig. 10) and adenomatous polyps in colon (Fig. 11) [98].

V. DISCUSSIONS AND PERSPECTIVES

HR-OCT has the potential to provide cellular and subcellular
level information of biological tissues that are only available

Fig. 9. Optical reflectance contrast models of foveolar cells, enterocytes and
keratinocytes. This figure is adopted from reference [98].

with excisional biopsy and histopathology. The unique capabil-
ities of HR-OCT in understanding and diagnosis of ophthalmic
disease, coronary atherosclerosis, respiratory airway disease,
and epithelial cancers have been demonstrated by many studies.

Ophthalmic applications of HR-OCT have been focused on
the distribution of photoreceptors in the en face view. Due to the
aberrations of eye optics, hardware or computational adaptive
optics techniques have to be used. Therefore, the application of
HR-OCT in ophthalmology is hindered by the cost and com-
plexity of hardware adaptive optics and the wide-field imaging
mode employed for computational adaptive optics. Line-field
OCT is able to provide both cross-sectional view and en face
view of posterior segments and is a promising candidate for
ophthalmic HR-OCT when working together with aberration
correction methods.
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Fig. 10. Subcellular reflectance contrast of human gastric mucosa with in-
testinal metaplasia imaged by µOCT ex vivo. (a1, a2) OCT cross-sectional (a1)
and en face (a2) images of a specimen with normal mucosa and the white
arrows indicates foveolar cells. (b1-b4) OCT cross-sectional (b1, b2) and en
face images (b3) of another specimen from the region with intestinal metaplasia
(red arrowheads): white arrows in (b1-b3) indicate foveolar cells and yellow
arrows in (b1, b2) represent ‘ectopic’ goblet cells featured with low-scattering
apical cytoplasm; corresponding pathology (b4) with PAS-AB mucin staining
to highlight metaplastic area (red arrowheads). Scale bars, 50 µm. This figure
is adopted from reference [98].

Fig. 11. Subcellular optical reflectance contrast of human colorectal polyps
imaged by µOCT ex vivo. (a1-a3) Representative µOCT cross-sectional image
(a1), corresponding H&E stained histology (a2) and en face µOCT view (a3)
of a hyperplastic polyp. (b1-b3) Representative µOCT cross-sectional image
(b1), corresponding H&E stained histology (b2) and en face µOCT view (b3)
of an adenomatous polyp. Yellow arrows represent goblet cells and red arrows
indicate low-scattering nuclei. Scale bars, 50 µm. This figure is adopted from
reference [98].

HR-OCT is particularly important for intracoronary use be-
cause currently there is no way to image arterial wall at the
cellular or subcellular resolution. The good news is that many
important cellular and extracellular structures involved in
atherosclerosis and intracoronary intervention are relatively
large in transverse direction, which partly relieves the
requirement of transverse resolution. In endoscopic and intra-
coronary applications, most of the study demonstrated so far are
in animal models and human tissues ex vivo, because there are
fundamental issues in realizing cellular resolution in fiber optical
probes. Although a number of technique have been demon-
strated, each of them suffers from one or more inherent trade-
offs. One of the main obstacles is that OCT is operated within
the single mode regime, leaving little room to correct aberrations
without compromising other performances. Few mode interfer-
ometry opens up a new door as multiple fiber modes provide
more flexibility to tackle the CTF and energy efficiency issues.

Given the fact that it will take more efforts and time to
tackle the fundamental problems with HR-OCT for existing
endoscopic and intracoronary application, the current research
might be focused on applications where a large axial field of view
and working distance are not critical, for example, endoscopic
imaging of small luminal organs and needle based imaging of
solid organs. For these applications, the current focus extension
and aberration correction methods might suffice.
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