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Description

BACKGROUND

[0001] Currently, physicians typically monitor a
number of systemic (e.g. the macrocirculation) hemody-
namic parameters when diagnosing and monitoring of
the hemodynamic condition of patients. For example,
blood flow and pressure are regularly monitored. In ad-
dition, a blood sample may be withdrawn from the patient
to determine the oxygenation of the red blood cells as
well as the oxygen carrying capacity of the circulating
blood. Furthermore, a biopsy may be required to deter-
mine the functional state of tissue cells (e.g. the oxygen-
ation and viability of tissue cells) of the organ system.
[0002] While monitoring these macrohemodynamic
parameters has proven successful in diagnosing and
monitoring a number of conditions, several shortcomings
have been identified. For example, examining macrocir-
culatory parameters provides little or no information rel-
ative to the microcirculatory (i.e. hemodynamics and
structure of blood vessels smaller than 250 microns)
characteristics of patients. Current research has shown
that distress at the microcirculatory level involved in a
large number of disease states is not discoverable by
monitoring macrocirculation. As such, diseases or other
complications evident through microcirculatory monitor-
ing may go undetected and untreated.
[0003] It is believed, for example, that improved clinical
observation of the microcirculation of human organs
would be extremely useful in assessing states of shock
such as septic, hypovolemic, cardiogenic and obstructive
shock in patients and in guiding resuscitation therapies
aimed at correcting this condition. In particular, it has
been found that the active recruitment of the microcircu-
lation maybe an important component of resuscitation.
Additionally, improved clinical observation of the micro-
circulation would be helpful in observing gross circulatory
abnormalities in pathologies such as tumors and cardi-
ovascular disease.
[0004] To fully monitor the function of the microcircu-
lation, that is the structure and perfusion of vessels small-
er than 250 micrometers, in addition to measuring blood
flow it is important to measure and asses whether the
blood cells are successful in transporting their oxygen to
the microcirculation and thereafter to the surrounding tis-
sue cells. Of particular importance is the assessment of
the perfusion of the capillaries, which are between ap-
proximately 5 to 10 micrometers, because it is at this
level that oxygen is transported by the red blood cells to
the tissue cells of the organ for the purposes of respiration
and survival. Monitoring the functional state of the micro-
circulation can thus be regarded as monitoring the ulti-
mate efficacy and function of the cardiovascular system
to deliver adequate amounts of oxygen to the organ cells.
[0005] It is believed, for example, that improved and
comprehensive imaging of the properties of the microcir-
culation would be helpful in observing and assessing the

beneficial effects of therapy during the resuscitation of
shock patients. An accurate assessment of both blood
flow and oxygen availability at the level of the microcir-
culation could thus provide a clinical tool with which to
guide resuscitation. A comprehensive way to monitor the
inicrocirculation could generally provide an improved
clinical diagnostic tool for evaluating and monitoring the
functional state of the microcirculation in the peri-opera-
tive phase of treatment.
[0006] To date, there have been limits to a compre-
hensive monitoring of the microcirculation in order to pro-
vide the benefits discussed above. Specifically, several
factors have limited the ability to evaluate the oxygen
transport variables of the microcirculation comprehen-
sively. For example, devices which contact the surface
of the microcirculation inhibit their ability to obtain quan-
titative information about blood flow in the various cate-
gories of micro-vessels in the microcirculation by imped-
ing flow due to exerted pressure. Furthermore, current
devices and techniques for imaging the microcirculation
do not provide the additional needed information about
the oxygen availability in the microcirculation or about
the adequacy of oxygenation of the tissue cells. This in-
formation would be very helpful in assessing the func-
tional state of the microcirculation, specifically its function
in allowing adequate transport of oxygen to the tissue
cells. Thus, there is a need for an improved system and
method for a more effective and a more comprehensive
clinical observation of the microcirculation which includes
these parameters.

SUMMARY

[0007] The system and method disclosed herein pro-
vides comprehensive information about the microcircu-
lation by providing multiple modes of optical spectrosco-
py and imaging in a manner which does not influence the
microcirculation. The system avoids reflection of light
from the tissue in the various imaging modes.Systems
for reflectance imaging are described e.g. in US 6 006
001.
[0008] In order to image flowing cells in the microcir-
culation, light has to be illuminated on to the surface of
the organs, which is the substrate, and a magnifying lens
may be used. Use of a specific wavelength of light (e.g.
green light) may allow for better observation of the con-
trasting red blood cells due to the absorption character-
istics of the hemoglobin (hereinafter Hb) in the red blood
cells. However, surface reflections from the substrate can
interfere with the ability to clearly visualize the underlying
microcirculation structures and the flowing blood cells
therein. Filtering out of these surface reflection by various
methods allows visualization of the blood flow in the un-
derlying microcirculation on organ surfaces by measure-
ment of the images of the moving cells. Reflectance fil-
tering can be achieved by a number of techniques which
are known to those of skill in the art.
[0009] Known techniques of reflectance filtering are:
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1) OPS imaging, whereby illuminating light and reflected
light travel down the same light guide; or 2) Mainstream
Dark Field imaging, whereby illuminating light and reflect-
ed travel down the same light guide but peripheral illu-
mination is achieved by directing the light through, for
example, a hole in a 45° mirror or design of a lens in the
illuminating pathway, which impedes transmission of the
light through the middle, and/or a lens which poorly allows
transmission of the light through the centre is put in the
pathway of the light to achieve the same effect.
[0010] A method of reflectance avoidance is disclosed
which is an alternative to reflectance filtering. This ap-
proach, referred to herein as Sidestream Dark Field im-
aging (hereinafter SDF), utilizes external direct light on
the tip of the light guide to achieve reflectance avoidance
whereby incident and reflected light do not travel down
the same pathway. This form of imaging can be provided
in combination with a hand-held microscope. A feature
of SDF imaging is that illuminated light and reflected light
travel via independent pathways. With this modality, the
illumination can be placed directly on the tissue and the
observations can be made adjacent to it without light
crossing over between two paths. The illuminating light
source is typically placed on or near contact with the tis-
sue. The scattering of the reflected light is thus outside
of the image as most light cross over is below the tissue
surface. To date, Mainstream Dark Field imaging has
been described as a way of improving contrast and low-
ering surface reflectance, but it typically utilizes illumina-
tion and reflectance light paths that travel up and back
the same pathway. In the past, SDF illumination has been
applied by ring illumination to improve epi-illumination. It
is believed, however, that it has not been applied to
achieve true dark field illumination by illuminating one
segment of a substrate and observing in another seg-
ment images of the microcirculation and its flowing cells.
It is believed that SDF imaging has characteristics which
make it superior to other modes of imaging.
[0011] The foregoing reflectance avoidance imaging
systems, whether they utilize OPS, Mainstream Dark
Field illumination, or SDF illumination, can be used to
enable the comprehensive evaluation of the functional
state of the microcirculation. This is achieved by an anal-
ysis of the moving cells in the images, which permits the
quantitative measurement of red blood cell flow in the
capillaries, as well as in the larger vessels of the micro-
circulation. This measurement is believed to represent a
truly sensitive measurement which is indicative of cardi-
ovascular disease and dysfunction. Laser Doppler meas-
urements, for example, provide an over all flux of moving
particles in an unidentified compartment of the circula-
tion, but do not have the specificity for measurement of
cellular perfusion of these smallest capillaries.
[0012] The system and method disclosed herein, in
providing reflectance avoidance in combination with op-
tical magnification, provides a superior method of meas-
urement of the functional state (e.g. perfusion/oxygena-
tion) of the microcirculation. Next to the measurement of

perfusion, morphological characteristics of the microcir-
culation, such as functional capillary density and micro-
vessel morphology, can be measured using reflectance
avoidance imaging. Homogeneous perfusion of the cap-
illaries is a prerequisite for normal function of the micro-
circulation and abnormal perfusion or diminished capil-
lary perfusion is considered an early and sensitive indi-
cator of cardiovascular disease and failure.
[0013] The present application thus relates to a variety
of imaging systems for analyzing the reflectance of an
examination substrate. While the imaging system dis-
closed herein may be used to analyze the reflectance
characteristics of a variety of substrates, it is particularly
well suited for non-invasively imaging the micro-circula-
tion with a tissue sample.
[0014] The invention is defined in claims 1 and 16. Pre-
ferred embodiments are defined by the dependent
claims. Other described systems and methods do not
form the invention and are provided as examples.
[0015] The present application describes a system for
imaging the reflectance of a substrate and includes a
light source, a light transport body configured to project
light from the light source to an examination substrate
and transmit light reflected and scattered by the exami-
nation substrate, an analysis section in optical commu-
nication with the light transport body and having an or-
thogonal polarization spectral imaging module or any oth-
er of the reflectance avoidance imaging systems, and at
least one of a reflectance spectrophotometry module and
a fluorescence imaging module.
[0016] The present application discloses an orthogo-
nal polarization imaging system and includes a light
source configured to emit white light, a first polarizer to
polarize the white light, a light transport body to transport
the polarized light to an examination substrate and reflect
light from an examination substrate, a second polarizer
to filter the light reflected and scattered by the examina-
tion substrate, a filter bank containing at least one wave-
length filter to filter the reflected light, and an image cap-
ture device in optical communication with the light trans-
port body and configured to image the reflected light.
[0017] Furthermore, the present application discloses
a method of imaging the reflectance of a substrate and
includes illuminating an examination substrate with light,
transmitting a portion of light reflected by the examination
substrate to a reflectance spectrophotometer, determin-
ing a concentration of hemoglobin within the examination
substrate based on a spectral characteristic of the exam-
ination substrate with the reflectance spectrophotometer,
transmitting a portion of the light reflected by the exam-
ination substrate to an orthogonal polarization spectral
imaging module, and measuring a flow through a vessel
within the examination substrate with an orthogonal po-
larization spectral imaging module.
[0018] The present application discloses a novel man-
ner of applying dark field imaging on the tip of a light
guide to provide clear images of the microcirculation on
human organ surfaces. This can be accomplished by

3 4 



EP 1 673 007 B1

4

5

10

15

20

25

30

35

40

45

50

55

putting light emitting diodes (LED’s) around the tip of the
light guide in combination with a separator so that the
illuminating light does not enter the reflection light guide
directly by surface reflection, but via the internal struc-
tures inside the substrate. This modality of reflectance
avoidance is a form of dark field imaging which we have
called Sidestream Dark Field or SDF imaging and pro-
vides remarkably clear images of the microcirculation.
[0019] Reflectance avoidance imaging is used to ob-
tain a microcirculatory perfusion index as well as a het-
erogeneity of flow index in a device that does not impact
flow patterns. This may be accomplished by using non-
contact modes such as, for example, using a long focal
length, immobilizing the device and substrate by suction
at the tip, or utilizing a spacer between the tissue and the
light emitting tip.
[0020] A "castle" type of spacer is utilized to provide
distance from the examining substrate and to avoid pres-
sure of the tip on the substrate. In another embodiment,
a needle camera is utilized with a spacer to provide a
dark field illumination device. A suction device is used
with reflectance avoidance imaging techniques.
[0021] A distance spacer is used to achieve reliable
capillary perfusion measurements whereby the tip of the
image guide does not impede flow in the microcirculation
by pressure. Reflectance avoidance imaging is used in
combination with a space through which fluid, drugs or
gasses can be perfused.
[0022] A disposable tip attaches to the end of the de-
vice and is removed by a release mechanism so that it
can be disposed of without having to touch the disposa-
ble.
[0023] The utilization of reflectance avoidance pro-
vides an improved method of observing microcirculatory
hemodynamics and functional morphology. Image anal-
ysis can provide a plurality of clinical parameters which
will have utility for various clinical conditions. The method
and device will assist in providing a perfusion index such
as a measure of functional capillary density, which is the
number of perfused micro-vessels showing per field ob-
served. Other parameters include the distribution and
heterogeneity of micro-vascular flow, torsion and func-
tional morphology of the blood vessels, the distribution
of diameters of blood vessels, white blood cell kinetics,
abnormal red blood cell kinetics (e.g. the presence of
micro-vascular coagulation, sludging or adhesion).
[0024] For a comprehensive assessment of the func-
tional state of the microcirculation, it may be preferable
to have more than just perfusion information. It would
also be useful to have Information about the amount of
oxygen bound to the Hb, which can be provided by re-
flectance spectrophotometry, and information as to
whether the tissue cells are getting sufficient amount of
oxygen, which can be provided by measuring tissue CO2
by sensing the CO2 in the inside of the disposable, using,
for example, CO2 sensitive fluorescence quenching
dyes. The light guide can then be used to excite the dye
with a pulse of light and a detector which measures the

CO2 dependent quenching of fluorescence life time
would provide the measurement. Also, mitochondrial en-
ergy states by NADH via fluorescence imaging can be
obtained. Information may be obtained about whether
there is movement of the red blood cells in the microcir-
culation, whether the red blood cells are transporting ox-
ygen (i.e. Hb saturation), and whether the tissue cells are
getting enough oxygen (tissue CO2 measurement and/or
NADH fluorescence imaging).
[0025] Reflectance spectrophotometry in conjunction
with reflectance avoidance is used to assess the ade-
quacy of oxygen availability. This may provide for the
assessment of microcirculatory oxygen transport. This
can be accomplished by an analysis of the full reflected
spectrum of light (e.g. 400-700 nm). It can be accom-
plished by an analysis of discrete wavelengths outputs
of a color sensitive imaging device. Microcirculatory Hb
saturation, microcirculatory Hb concentration, and micro-
circulatory hematocrit can all be measured.
[0026] The SDF imaging technique is combined with
the use of different wavelengths LED’s wherein the im-
ages are normalized and Beer Lambert equations are
applied.
[0027] NADH fluorescence imaging is used to meas-
ure the adequacy of the need for mitochondrial oxygen.
This can be used to assess tissue cell dysoxia.
[0028] Fluorescence spectroscopy is used for tissue
cell diagnostics using endogenous molecules, reporter
genes or external indicator dyes. With appropriate filters,
apoptosis can be detected (e.g. via annexin fluores-
cence), green fluorescent labeled cells used in gene ther-
apy could be located in terms of their efficacy in homing
in on the target.
[0029] A method of imaging the microcirculation by
avoiding surface reflections is combined with reflectance
spectrophotometry, Raman spectroscopy, fluorescence
spectroscopy and/or other types of spectroscopic modal-
ities, such as light scatter measurements or optical co-
herence tomography.
[0030] The device is a light guide based system where-
in emission and excitation light travels via light guides.
The images may be detected at the tip with a tip camera.
The device may have a fused silicon lens which will allow
360 nm to pass in order to enable NADH fluorescence
imaging. The device can be either hand held or a flexible
endoscopic type.
[0031] In addition, to direct contact imaging, the reflect-
ance avoidance imaging system disclosed herein may
also be capable of operating in a non-contact mode which
makes use of a spacer to avoid pressure in the tissue
surface which may impede blood flow therethrough. Var-
ious spacer options exist, including;

a. plastic upside down cup attached as disposable;

b. a doughnut shaped spacer (which can be inflata-
ble) with an upside down situation/cup;
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c. a device (e.g. a plug for around the scope end),
such as a concentric ring with suction ports, for pro-
viding suction through little holes around the perim-
eter of the scope thereby immobilizing the perimeter
but leaving the microcirculation in the field of view
unstressed; or

d. a transparent cushion either solid, air inflatable or
filled with fluid.

[0032] What is also disclosed is a non-contacting tip
for endoscopic use. Long focus distance imaging can be
used to observe retinal microcirculation. This modality
can be used to monitor eye diseases and as a monitoring
tool during surgery to monitor brain function non-inva-
sively. In the retinal application imaging light can be
pulsed and small clips of moving images used for mon-
itoring, thus minimizing retinal light exposure.
[0033] In one embodiment, the system is configured
to operate in a no contact mode without use of a spacer.
Thus, the system may be used during brain surgery or
heart surgery. Any movement of the object surface can
be corrected by image processing either on-line or after
a delay.
[0034] The light guide system may have an L-shape
at the end. Here a 45° mirror creates the bend and LED
illumination, using SDF, imaging is present at the tip, with
or without a spacer and/or suction module. This embod-
iment may be used to inspect the sides of hollow spaces
such as is present in the digestive track.
[0035] Large objective magnification may be used. For
example, image processing software may be used to im-
mobilize or stabilize the images, thereby allowing for bet-
ter image processing of the movements.
[0036] Magnification of the substrate image can be in-
fluenced in several ways. For example, different lenses
may be used (different spacer on the tip), or movement
of exiting lenses by an opto-mechanical system, or in the
electronic mode a larger number of pixel CCD or CMOS
chips, which are known to those of skill in the art, or a
larger density of pixels in the chip can be utilized. Move-
ment of the CCD or CMOS can also be used to influence
magnification.
[0037] Any number of specified color cameras may be
used with the present system. For example, a choice of
color or combination of colors would allow images to be
generated of the saturation of the Hb of the red blood
cells in the microcirculation. A further disclosure involves
looking at only the red output of a color camera and to
filter out of the rest of the image. This would result in red
cells moving in a white background.
[0038] Use of a high speed rate (i.e. higher than video
rate) can be used for obtaining a proper velocity meas-
urement in conditions in which red blood cells are moving
faster than the video rate.
[0039] A CO2 measurement of the tissue in the field of
view can be made simultaneously with a reflectance
avoidance flow measurement and an oxygen availability

measurement, such as with spectrophotometry, as a
measure of tissue wellness.
[0040] A disposable spacer (e.g. upside down cup)
may be employed. A CO2 sensing dye can be impreg-
nated with which CO2 can be sensed within the cup en-
vironment. The dye works to provide a fluorescence de-
cay measurement and the excitation and emission light
of this dye in the disposable tip can be measured through
the light guide. The CO2 measurement can be combined
with a reflectance avoidance flow measurement, such as
an OPS or SDF imaging based perfusion measurement.
Furthermore, a CO2 probe may be inserted into the nose
of a patient to assess tissue pCO2 and combine this in-
formation with simultaneously measured perfusion (e.g.
by OPS or SDF imaging) and oxygen availability (spec-
trophotometry) measured sublingually. In another em-
bodiment, the CO2 probe may be used rectally. These
measurements may be made continuously. The sensor
may be embedded within a pliable of cushioning material.
For example, the sensor may be positioned within a
sponge so as to trap and sense the CO2 sufficiently.
[0041] The CO2 sensor can be used in the nose and/or
rectally as alternative locations for a separate sensor
which is then integrated in the measurement. This can
be in single or in multi mode. The latter technique, which
makes use of more than one CO2 sensor, will give infor-
mation about regional heterogeneity. Using multi loca-
tions is believed to be a new use of a CO2 measurement.
[0042] A laser can be included as a therapeutic mo-
dality. This can be accomplished, for example, by the
use of dark field illumination in which the laser goes
through the hole in the slanted mirror. Reflectance avoid-
ance imaging is combined with the use of the laser for
photodynamic therapy (e.g. for cancer) or to coagulate
micro-vessels in port wine stains or other cosmetic cor-
rective procedures.
[0043] Reflectance avoidance imaging is used to ob-
serve the microstructure of the wound, and temperature
is sensed by a solid state or thermosensitive color sensor
as well as by optical spectroscopy to measure the water
content. It is thereby that wound perfusion (via e.g. OPS
or SDF imaging), wound temperature and edema (water
content) will give a comprehensive measurement of the
phase of wound healing and allow assessment of the
response to therapy.
[0044] In the photodynamic disclosure (where the pa-
tient receives a photosensitive drug) it is possible to apply
fluorescence in combination with reflectance avoidance
for detection of the drug (which accumulates in tumors)
or for enhanced fluorescence in ALA induced protopor-
phyring fluorescence. Combining a therapeutic laser in
the device would make it possible to deliver photodynam-
ic therapy directly to the area of high fluorescence.
[0045] Alternative illumination modalities may include
pulsing the LED illumination in combination with synchro-
nization with a camera for the measurement of high blood
flow velocities. Another alternative includes the use of an
optical foil, acting as a light guide, or other material which
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may be wrapped around the tip of the probe providing
illumination from the side of the tip as an alternative way
of illuminating the object and accomplishing reflectance
avoidance. This is similar to the method which is accom-
plished by the use of optical fibers placed around the out
side of the scope.
[0046] Other disclosures which include laser therapies
include the use of reflectance avoidance imaging to verify
the effectiveness and allow for the accurate titration of
laser doses. A second example is the use of photody-
namic therapy for on-line treatment of photosensitized
tumors.
[0047] In another embodiment, a custom spacer is dis-
closed in which it is possible to introduce a drug or gas
to the field of observation and measure the reactivity of
the blood Vessels (i.e. losses of which are an indication
of poor function). This spacer could be a suction spacer
which would provide space in the field of view to ensure
that there is no contact with the tip and also provide space
to inject a drug (for microcirculatory responsiveness) or
for calibration that may be needed for the embodiment
which utilizes a CO2 sensor placed in the probe. Drugs
which can be considered challenges to the microcircula-
tion are vasodilators acting on specific locations of the
microcirculation e.g. acetyl choline, lidocaine or nitrate.
Others include vasopressors, such as noradrenaline or
dobutamine. This modality can also be used in local treat-
ment of tumors by application of a topical administration
of a chemotherapeutic drug.
[0048] Measuring the reactivity of the blood circulation
to challenges (also given systemically) via, for example,
trend measurements, yield parameters which give addi-
tional information than a snap shot analysis. Response
to therapy of the microcirculation can be monitored con-
tinuously providing on-line information about the func-
tional state of the microcirculation during illness.
[0049] A further challenge can be induced through a
specialized spacer which applies a momentary suction
pulse and measures the time of microcirculatory refill.
[0050] Multi-wavelength imaging can be used for the
measurement and analysis of Hb saturation images. The
object is sequentially or simultaneously illuminated by
specific colored LED’s, placed in SDF mode, which are
chosen at specific wavelengths along the absorption
spectrum of Hb, such that when combined in a composite
image they provide an image of the distribution of Hb
saturation (or Hb concentration or Hematocrit) of the cells
of the microcirculation. An alternative for achieving the
same objective utilizes white light. The reflected light is
then split by a multi-wavelength optical member which
may consist of mirrors and filters which project two or
more images each at a different wavelength onto the im-
aging device to allow reconstituted saturation images to
be made.
[0051] The use of fluorescence SDF imaging (endog-
enous leucocyte fluorescence), or observing light scatter,
to view differences between cells moving in the circula-
tion (i.e. leucocytes scatter more light than red blood

cells) and combining such imaging, with or without filter-
ing of special wavelengths, optical conditions permit the
observation and quantification of the amount of leuco-
cytes flowing in the microcirculation. Such a measure-
ment would allow quantification of the immune status of
the observed field of view by counting the amount of leu-
cocytes and or observing the kinetics of cell sticking or
rolling.
[0052] Annexin fluorescence can be used for the de-
tection of apoptotic cells. A combination of fluorescence
techniques includes but is not limited to annexin-labeled
cells which will allow for the visualization of apoptotic
cells which are directed to programmed cell death, a pre-
cursor to necrosis and cell death. These measurements
may be important in assessing cell failure in cardiovas-
cular disease, sepsis and in identification and staging of
the severity of cancer, or other stages of diseases such
as inflammatory bowel disease. In this application fluo-
rescence labeled annexin is administered to the patient,
or applied topically to the site of interest and utilizes the
fluorescence mode of the scope. In the fluorescence
mode of the scope we describe a hand tool (a fluores-
cence boroscope) such as described for the reflectance
avoidance imaging but in which fluorescence modality is
utilized. Reflectance avoidance imaging can be used to
improve fluorescence imaging, by filtering or avoiding
surface reflections, and can be applied in the horoscope
application or also in fluorescence endoscopy where, to
date, the combination of fluorescence and reflectance
avoidance imaging has not been disclosed.
[0053] The appropriate choice of filters can be used to
image mitochondrial energy states (NADH levels)
through the use of fluorescence. NADH in vivo fluores-
cence imaging involves dual wavelength fluorescence
combined with reflectance avoidance imaging to correct
for changes in absorption in the image, which can be
caused by variation in Hb (which is an absorber) in the
vessels in the image (results in heterogeneous images).
In addition, fluorescence spectrophotometry may be
combined with reflectance avoidance imaging to allow
cell diagnostics during surgery directly at the bedside.
Tissue cell diagnostics will target the functional state of
the mitochondria by measurement of the energy of the
mitochondria by NADH fluorescence, the gold standard
for assessment of tissue dysoxia. Such fluorescence im-
aging can also be used in conjunction with diagnostic
dyes for identification of apoptosis or tumor cells and re-
porter genes during gene therapy. Combination of fluo-
rescence dyes and cell labeling techniques can be used
by this modality (with appropriate filters) to observe and
quantify the degree of degradation of the glycocalix lining
of the endothelia cells. This observation provides a mi-
crocirculatory indication of the severity of cardiovascular
disease. Finally measurement of the time course of trans-
port through the microcircutation of a pulse of fluorescent
dye allows microcirculatory flow at the capillary level to
be quantified when detected by fluorescence.
[0054] Reflectance avoidance imaging can be com-
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bined with Raman spectroscopy, thereby combining mi-
crocirculatory reflectance avoidance imaging with infor-
mation about the constituents of the tissues.
[0055] The above disclosures can be used in an en-
doscopy mode. For example, dark field endoscopy, OPS
imaging, and\or side illumination can be used to make
observations in the gastric tract, with for example, the L-
tip device discussed above. Polarization can be achieved
at the tip of a flexible endoscope. Dark field illumination
can be used in the same way by concentric illumination.
A light conducting foil can be used at the outside. A 45°
mirror can be included at the tip for observation of the
sides of the gastric tubes. Thin scopes can be made for
pediatrics.
[0056] Optical coherence tomography can be used for
measurement of optical path-length using Beer Lambert
as a quantitative measurement.
[0057] Sublingual Near Infra-red Spectroscopy can be
used in the transmission mode or in the reflectance mode
to measure total oxygenation of the tongue.
[0058] The foregoing methodologies for comprehen-
sive imaging of the microcirculation provide a useful clin-
ical tool in assessing states of shock such as septic, hy-
povolemic, cardiogenic, and obstructive shock in patients
and in guiding resuscitation therapies.
[0059] Other objects, features, and advantages of the
imaging system and method disclosed herein will be-
come apparent from a consideration of the following de-
tailed description.

BRIEF DESCRIPTION OF THE DRAWINGS

[0060] The imaging system of the present application
will be explained in more detail by way of the accompa-
nying drawings, wherein:

Fig. 1 shows a block diagram of an imaging system
for analyzing light reflected from an examination sub-
strate;

Fig. 2 shows a block diagram of an analyzing section
of an imaging system;

Fig. 3 shows a schematic diagram of a light transport
section configured to project light on and receive re-
flected light from an examination substrate;

Fig. 4A shows a perspective view of a light transport
body of a light transport section;

Fig. 4B shows a perspective view of another example
of a light transport body of a light transport section;

Fig. 4C shows a perspective view of another exam-
ple of a light transport body of a light transport sec-
tion;

Fig. 4D shows a perspective view of still another ex-

ample of a light transport body of a light transport
section;

Fig. 5 shows a schematic diagram of another exam-
ple of a light transport section configured to project
light on and receive reflected light from an examina-
tion substrate;

Fig. 6 shows a side view of an example of a light
transport body of a light transport section;

Fig. 7 shows side view of an example of a spacer
device coupled to an embodiment of a light transport
body;

Fig. 8 shows a side view of another example of a
spacer device coupled to an embodiment of a light
transport body;

Fig. 9 shows a side view of a spacer device config-
ured to couple to an examination substrate coupled
to a light transport body;

Fig. 10 shows a bottom view of the spacer device
shown in Fig. 9;

Fig. 11 shows a cross sectional view of an imaging
system for analyzing reflected light;

Fig. 12 shows a side view of an optical system for
use in the an imaging system for analyzing reflected
light shown in Fig. 10;

Fig. 13 shows a cross sectional view of an imaging
system for analyzing reflected light having an internal
light source positioned therein;

Fig. 14 shows a side cross-sectional view of an im-
aging system configured to permit side stream dark
field imaging of an area;

Fig. 15 shows a perspective view of the distal portion
of the imaging system shown in Fig. 14;

Fig. 16 shows a cross sectional view of an imaging
system having one or more illumination sources lo-
cated within illumination passages formed in a body;

Fig. 17 shows a cross sectional view of an imaging
system having a body coupled to handle portion;

Fig. 18 shows a schematic diagram of an imaging
system for projecting light to a substrate and collect-
ing light therefrom for analysis;

Fig. 19 shows a perspective view of the distal portion
of the imaging system shown in Fig. 18;
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Fig. 20 shows a perspective view of the distal portion
of another example of imaging system shown in Fig.
18;

Fig. 21 shows a side cross sectional view of an im-
aging system wherein the distal portion thereof is in
contact with an examination substrate;

Fig. 22 shows a side cross sectional view of an im-
aging system wherein the distal portion includes an
engaging device thereon;

Fig. 23 shows a side cross sectional view of of an
imaging system wherein the distal portion is not in
contact with the examination substrate;

Fig. 24 shows a block diagram of diagram of an im-
aging system for imaging microcirculation within a
structure and analyzing light reflected from an ex-
amination substrate;

Fig. 25 shows a cross sectional view of a cap device
which is affixed to a body of an imaging system;

Fig. 26 shows a perspective view of an imaging sys-
tem configured for sub-surface imaging of an area;
and

Fig. 27 shows a side cross sectional view of the im-
aging system shown in Fig. 26.

DETAILED DESCRIPTION

[0061] Fig. 1 shows a block diagram of an embodiment
of a reflectance imaging system. The imaging system 10
includes an analyzing section 12 and a light transport
section 14 configured to project light on and/or receive
reflected light from an examination substrate 16. In one
embodiment the light transport section 14 may include
an internal light source 18 therein configured to provide
light of at least one selected wavelength and/or polariza-
tion to the examination substrate 16. Optionally, the in-
ternal light source 18 may be used with or may comprise
a source of white or full spectral light thereby enabling
spectral analysis of light reflected by the examination
substrate 16. In an alternate embodiment, an external
light source 20 may be in optical communication with the
light transport section 14 and configured to illuminate the
examination substrate 16. Optionally, the imaging sys-
tem 10 may include both an internal light source 18 and
an external light source 20. As such, the internal and
external light sources may have the same or different
wavelengths and/or polarizations. In another embodi-
ment, an ancillary illuminator 22 may be used to illuminate
the examination substrate 16. As shown, the ancillary
illuminator 22 directly illuminates the examination sub-
strate thereby foregoing the light transport section 14.
The various components of the analyzing section 12 and

the light transport section 14 will be described in greater
detail below.
[0062] Referring again to Fig. 1, in one embodiment
the analyzing section 12 includes any number of modules
configured to analyze light reflected from the examination
substrate 16 and transported to the analyzing section 12
by the light transport section 14. In the illustrated embod-
iment, the analyzing section 12 includes an orthogonal
polarization spectral (OPS) imaging module 30, a reflect-
ance spectrophotometry (RFS) module 32, and a fluo-
rescence (FLS) imaging module 34. Any number of ad-
ditional modules 36 may be included in the analyzing
section 12. Exemplary additional modules include, with-
out limitation, Raman spectroscopy modules, optical co-
herence tomography modules, dark field imaging includ-
ing side stream dark field imaging (See below), and var-
ious light scattering measurement modules.
[0063] As shown in Figs. 1 and 2, the OPS imaging
module 30 receives a light sample 40 from a beam di-
rector 98. The light sample comprises light reflected from
the examination substrate 16 and transmitted to the
beam director 98 by the light transport section 14. As
such, the OPS imaging module 30 is configured to image
the examination substrate 16 using either dark field or
non-dark filed illumination. Thereafter, the light sample
40 may encounter a polarizing section 42 having one or
more optical polarizers therein. The polarizing section 42
permits only light of a selected or desired polarization to
transmit therethrough, thereby filtering the light reflected
by the examination substrate 16 and improving image
quality. IN an alternate embodiment, the OPS imaging
module 30 may incorporate a variety of other optical de-
vices or methodologies to optimize image quality. The
polarized light 44 is then incident upon a filtering section
46 having one or more optical filters therein. For example,
in one embodiment the filtering section 46 contains at
least one narrow band pass filter therein configured to
permit light within a desired wavelength range to be trans-
mitted therethrough. Exemplary narrow band pass filters
include, without limitation, from about 380 nm to about
450 nm (violet filter), from about 445 nm to about 510 nm
(blue filter), from about 495 nm to about 580 nm (green
filter), from about 575 nm to about 595 nm (yellow filter),
from about 590 nm to about 625 nm (orange filter), from
about 615 nm to about 710 nm (red filter), and from about
690 nm to about 910 nm (color or photo infrared filter).
Optionally, the OPS imaging section 30 may include fil-
ters enabling ultraviolet radiation to transmit there-
through. In an alternate embodiment, the filtering section
46 receives light from the light transport section 14 prior
to the light sample 40 being polarized.
[0064] Referring again to Fig. 2, the filtered light 48 is
then transmitted from the filtering section 46 to an image
capture device 50. Exemplary image capture devices 50
include, without limitations, charge coupled devices
(CCD) and photomultiplier devices. For example, in one
embodiment a CCD chip having about 1000 by 1000 pixel
resolution or higher may be used. Optionally, images
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captured at various wavelengths may be captured and
compared to permit image normalization. In an alternate
embodiment, an image capture device 50 may be utilized
to correct for motion effects and aberrations. The image
capture device 50 forms an image of light reflected from
the examination substrate 16 and transmitted to the OPS
imaging section 30 by the light transport section 14. (See
Fig. 1). In the illustrated embodiment, the image capture
device 46 is in communication with a processor and dis-
play device 52. The processor and display device 52 may
be used to process information from the image capture
device 50 and display the information in any number of
ways. Exemplary processor and display devices include,
without limitations, computers and display terminals.
[0065] As shown in Fig. 2, the OPS section 30 may
include a light modulator 54 and/or an OPS optics suite
56. The light modulator 54 may be used to segment the
sample light 40, thereby providing a stroboscopic effect
thereto. Exemplary light modulators 54 include, without
limitations, light choppers, shutters, and light valves in-
cluding liquid crystal light valves. An OPS optics suite 56
may be used to focus, defocus, collimate, or otherwise
refine the light sample 40 transmitting through the OPS
imaging section 30. Exemplary components which may
be used within the OPS optics suite 56 include, without
limitations, mirrors, positive lenses, negative lenses, ac-
romats, compound lenses, astigmats, windows, flats,
adaptive optics, holographical optical elements, spatial
filters, pinholes, collimators, stages, and beam splitters.
The light modulator 54 and the OPS optics suite 56 may
be positioned at various locations within the OPS imaging
section 30.
[0066] Referring again to Fig. 2, the reflectance spec-
trophotometry module 32 includes a spectrophotometer
70 coupled to a RFS image processor 72 for computing
and displaying spectral characteristics of the light reflect-
ed from the examination substrate 16. (See Fig. 1). For
example, full spectrum (e.g. white) light is used to illumi-
nate an examination substrate. Thereafter, the light re-
flected by the examination substrate 16 may be captured
and the spectral characteristics thereof may be examined
to measure a variety of characteristics of the examination
substrate 16, including, without limitation, hemoglobin
saturation and hematocrit concentration. Exemplary RFS
image processors 72 include, without limitation, CCD and
CMOS chips and photomultiplier devices coupled to
processors and display monitors. As such, the spectro-
photometer 70 is in optical communication with the light
transport section 14. In one embodiment, an RFS optics
suite 74 may be used to process and refine the light re-
ceived from the light transport section 14. Exemplary
components which may be used within the RFS optics
suite 74 include, without limitations, mirrors, positive
lenses, negative lenses, acromats, compound lenses,
astigmats, windows, flats, adaptive optics, holographical
optical elements, spatial filters, pinholes, collimators,
stages, wavelength filters, emission filters, and beam
splitters.

[0067] As shown in Fig. 2, the fluorescence imaging
module 34 includes a fluorescence imaging system 90
and a fluorescence image capture device 92. Exemplary
fluorescence imaging systems 90 may include variety of
optical components including, without limitation, micro-
scopes, filter wheels, shutters, and optical filters. For ex-
ample, green, yellow, and clear optical filters may be in-
cluded. In one embodiment, the fluorescence imaging
system 90 is configured to detect fluorescence from ul-
traviolet (UV) to infrared (IR) wavelengths. The fluores-
cence image capture device 92 may include a variety of
devices including, without limitation, CCD chips and pho-
tomultiplier devices. Optionally, the fluorescence imag-
ing module 34 may include a fluorescence optical suite
94 to refine or otherwise alter the light entering the fluo-
rescence module 34. Exemplary components which may
be used within the fluorescence optical suite 94 include,
without limitations, mirrors, positive lenses, negative
lenses, acromats, compound lenses, astigmats, win-
dows, flats, adaptive optics, holographical optical ele-
ments, spatial filters, pinholes, collimators, stages, wave-
length filters, emission filters, and beam splitters.
[0068] Referring again to Fig. 2, a beam director 98
may be included within or proximate to the analyzing sec-
tion 12 and configured to direct light from the light trans-
port section 14 to the OPS imaging module 30, the re-
flectance spectrophotometry module 32, and/or the flu-
orescence imaging module 34. Exemplary beam direc-
tors 98 include, without limitation, mirrors including dich-
roic mirror or elements and dark field mirrors, beam split-
ters, optical switches, movable or spinning geometric mir-
rors, corner cubes, prisms, and optical gratings. For ex-
ample, in one embodiment the beam director 98
comprises a beam splitter directing fifty percent of the
incoming light to the OPS imaging module 30 and 50
percent of the incoming light to the reflectance spectro-
photometry module 32. In an alternate embodiment, the
beam director 98 comprises a mirror having a non-re-
flecting area formed thereon, thereby reflecting a portion
of light to the spectrophotometer and permitting dark field
illumination to the OPS imaging module 30 and/or fluo-
rescence imaging module 34. Optionally, the beam di-
rector 98 may comprise a spinning or moving mirrored
polygon configured to reflect light from the light transport
section 14 to the OPS imaging module 30, the reflectance
spectrophotometer module 32, and/or the fluorescence
imaging module 34. In another embodiment, the beam
director 98 may be selectively actuated by the user to
direct light to at least one of the OPS imaging module
30, the reflectance spectrophotometer module 32, the
fluorescence imaging module 34, and/or any additional
modules 34 coupled to or in optical communication with
the analyzing section 12.
[0069] In one embodiment of the imaging system 10,
the OPS imaging module 30 is coupled to the light trans-
port section 14, while the reflectance spectrophotometer
module 32 and/or the fluorescence imaging module 34
are positioned external to the imaging system 10 in op-
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tical communication therewith. A beam director 98 is po-
sitioned within the OPS module 30 and configured to di-
rect a percentage (e.g. fifty percent) of the light received
by the analyzing section 12 along an optical path to the
reflectance spectrophotometer module 32 and the fluo-
rescence imaging module 34, while the remaining light
is directed to the OPS imaging module 30. An external
beam director (not shown) may be used to further divide
the directed light between the reflectance spectropho-
tometer module 32 and the fluorescence imaging module
34.
[0070] Figs. 1 and 3 show an embodiment of a light
transport section 14 of an imaging system 10. In the il-
lustrated embodiment, the light source 20 is positioned
proximate to a first lens 100. A variety of light sources
may be used to illuminate the examination substrate 16,
including, without limitation, incandescent lamps, gas
discharge lamps, dye lasers, solid state devices such as
light emitting diodes, laser diodes, gas lasers, excimer
lasers, solid states lasers, and chemical lasers. For ex-
ample, in one embodiment the external light source 20
comprises an incandescent lamp configured to irradiate
the examination surface 16 with white light. In an alter-
nate embodiment, the external light source 20 comprises
a mercury lamp thereby stimulating fluorescence in the
tissue of the examination substrate 16. In still another
embodiment, the light source 20 comprises one or more
LEDs configured to illuminate the examination substrate
16 with light of a discreet wavelength. In still another em-
bodiment, the light transport section 14 may include a
number of light sources. For example, a white light source
and a UV light source could be used simultaneously.
When using multiple light sources a shutter or beam split-
ter may be used to operate the system with a desired
light source. For example, to operate the system using
the white light source a shutter could be positioned to
prevent the UV light from entering the light transport sec-
tion 14. Thereafter, the user may actuate the shutter to
illuminate the examination substrate 16 with the UV light
rather than white light. In an alternate embodiment, a
laser source may be coupled to or in optical communi-
cation with the imaging system 10 to treat the examina-
tion substrate 16. For example, the laser source may be
used to treat microcirculatory disorders including, without
limitation, cancerous tissue, skin discolorations, and/or
tissue lesions. Optionally, the imaging system 10 may be
operated without a first lens 100.
[0071] Referring again to Figs. 1 and 3, light emitted
by the external light source 20 is incident on a polarizer
102 configured to polarize light to a desired orientation.
Thereafter, polarized light rays 104A, 104B, and 104C
are incident on a light director 106 configured to direct
light rays 104A’, and 104B’ to the examination substrate
16. In the illustrated embodiment, the light director 106
includes a non-reflective or dark field spot 108 formed
thereon, thereby permitting light ray 104C to proceed
therethrough and be absorbed by a beam dump or ab-
sorber 110. Exemplary light directors include, without lim-

itation, beam splitters, dichroic junctions, and mirrors.
[0072] A light guide 112 in optical communication with
the light source 20 receives and transmits light rays
104’A, 104B’ to the examination substrate 16. In the em-
bodiment illustrated in Fig. 3, the light guide 112 includes
an illumination segment 114 and a reflectance segment
116. The illumination segment 114 transmits light to the
examination substrate 16 for illumination, while the re-
flectance segment 116 transmits reflected light from the
examination substrate 16 to the beam director 98 of the
analyzing section 12. Exemplary light guides include, for
example, horoscopes, endoscopes, liquid light guides,
polymer light guides, glass light guides, tubular bodies,
and single or bundled optical fibers. For example, Figs.
4A-4D show several embodiments of light guides 112
which may be used with in the light transport section 14.
As shown in Fig. 4A, the light guide 112 may include
polymer illumination and reflectance segments 114, 116,
respectively. The reflectance segment 116 is optically
isolated from the illumination segment 114, for example,
by an internal cladding 115. Similarly, the illumination
segment 114 may include an external cladding 117 ther-
eon. As shown in Fig. 4B, the reflectance segment 116
may be comprised of a bundle of optical fibers while the
illumination segment 114 comprises a polymer light
guide. In the alternative, Fig. 4C shows a light guide 112
having an illumination segment 114 constructed of a bun-
dle of optical fibers and having a polymer reflectance
segment 116 therein. Fig. 4D shows another embodi-
ment wherein the illumination segment 114 and the re-
flectance segment 116 are constructed from a bundle of
optical fibers.
[0073] As shown in Fig. 3, a lens or lens system 118
may be included within the light transport section 14 to
focus the light rays 104A’, 104B’. The focal point 120 of
the lens system 118 may be located above, at the surface
of, or below the surface of the examination substrate 16.
Optionally, the lens system 118 may include a reflector
or other device configured to project illuminating light at
any angle relative to the longitudinal axis of the light trans-
port body 14. For example, the lens system 118 may
permit a user to project light at an angle of about 90 de-
grees relative to the longitudinal axis of the light transport
body 14. As shown, the distal tip 137 of the light transport
body 14 is positioned a distance D from the examination
substrate 16. As a result, the light transport body 14 does
not contact the examination substrate 16 thereby permit-
ting the unimpeded flow of material through the exami-
nation substrate 16. As such, the imaging system 10 per-
mits the user to measure the flow of a material through
the examination substrate 16 in real time. Light 122 re-
flected from the examination substrate 16 is captured by
the lens 118 and transmitted through the reflectance seg-
ment 116 and the dark field spot 108 of the light director
106 to the beam director 98 analyzing section 12. Op-
tionally, a polarizer (not shown) may be positioned prox-
imate to the distal tip 137 of the light transport body 14
and configured to polarize light prior to illuminating the
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examination substrate 16.
[0074] Fig. 5 shows an alternate embodiment of a light
transport section 14. As shown, an internal light source
18 may be used to illuminate the examination substrate
16. For example, one or more LEDs may be used to il-
luminate an examination substrate 16 with a discreet
wavelength of light. In an alternate embodiment, the in-
ternal light source 18 may comprises LEDs of different
color, thereby illuminating the examination substrate 16
with light of multiple discreet wavelengths or with full
spectrum light for additional treatment (e.g. laser abla-
tion). Multiple wavelength LED’s can also be used to gen-
erate images of the distribution of Hb saturation in an
SDF imaging modality. Those skilled in the art will ap-
preciate that the use of LEDs as a light source enables
the imaging system 10 to be powered by a battery or
other low-power power supply relative to previous sys-
tems. For example, the imaging system 10 may be pow-
ered by coupling the imaging system 10 to a universal
serial port of a personal computer. One or more internal
lenses 130 may, but need not be, included within the light
transport section 14 and positioned proximate to the in-
ternal light source 18. Similarly, one or more optical po-
larizers or filters 132 may be positioned proximate to the
internal lenses 130. The internal light sources 18 emit
rays 134A, 134B which are transmitted to the examina-
tion substrate 16 by the illumination segment 136 of the
light guide 138. An examination lens system 140 may be
used to focus the light rays 134A, 134B to the examina-
tion substrate 16. A focal point 142 of the lens system
140 may be located above, at the surface of, or below
the surface of the examination substrate 16. Thereafter,
light rays 144 reflected by the examination substrate 16
are collected by the lens system 140 and transmitted to
the beam director 98 of the analyzing section 12 by the
reflectance segment 146 formed within the light guide
138.
[0075] Fig. 6 shows an alternate embodiment of a light
guide 150. As shown, the light guide 150 includes an
illuminating segment 152 having a focused or curved dis-
tal tip 154, thereby directing light rays to a focal point
within an examination substrate (not shown). The reflect-
ance segment 156 is configured to transmit light from the
examination substrate 16 to the analyzing section 12
(See Fig. 1).
[0076] Figs. 7 and 8 show embodiments of spacer de-
vices which may be affixed to the distal end or distal sec-
tion of the light guide. Fig. 7 shows a light guide 160
having a spacer 162 attached thereto. In the illustrated
embodiment, the distal section of the light guide 160 may
include one or more lock members 164 thereon to se-
curely couple the spacer 164 to the light guide 160. As
such, the spacer 160 may include a locking member re-
cess 166 to accommodate the locking members 164. The
spacer 162 ensures that the light guide 160 remains at
least a distance d from the examination substrate 16. Fig.
8 shows an alternate embodiment of a spacer 172 cou-
pled to a light guide 170. The spacers 162, 172 may be

manufactured from a variety of materials including, with-
out limitation, plastic, rubber, elastomer, silicon, or any
other biologically compatible material. In one embodi-
ment, the spacer 162, 172 are disposable.
[0077] Figs. 9 and 10 show an embodiment of a light
guide 180 having an alternate embodiment of a spacer
182 attached thereto. The spacer 182 includes a vacuum
port 184 attachable to a source of vacuum (not shown).
The spacer 182 includes a spacer aperture 186 for irra-
diating the examination substrate (not shown). The spac-
er 182 includes one or more attachment orifices 188 ther-
eon which are in communication with the vacuum port
184. The attachment orifices 188 are formed between an
exterior wall 190 and an interior wall 192 of the spacer
body 194 and are isolated from the spacer aperture 186.
As such, the spacer 180 is configured to couple to the
examination substrate (not shown) when the vacuum
source is actuated without adversely effecting the irradi-
ation of the examination surface. As such, the spacer
180 may be rigid or, in the alternative, may be constructed
of a compliant material for use within or on compliant
organs or structures. Like the embodiments described
above, the spacer 182 may be manufactured from a va-
riety of materials and may be disposable. One or more
additional ports may be formed on the spacer body 194
for the administration of medicinal or therapeutic agents.
[0078] Figs. 11 and 12 show an embodiment of an im-
aging system 200. As shown, the imaging system 200
includes an illumination body 202 and a reflectance body
204. The illumination body 202 defines an optics recess
206 configured to receive an optical system 208 therein.
The optical system 208 includes a first spacer 210, a first
dark field mirror 212, a filter spacer 213, and a filter bank
214. In the illustrated embodiment, the filter bank 214
includes a clear filter 216, a yellow filter, 218, a green
filter 220, and a white filter 222. A second spacer 224 is
positioned proximate to the filter bank 214. A third spacer
226 is positioned between the second spacer 224 and a
lens 228. A fourth, fifth, and sixth spacers 230, 232, and
234, respectively, are positioned proximate thereto. A
second dark field filter 236 is positioned between the sixth
spacer 234 and the seventh spacer 238.
[0079] Referring again to Fig. 11, the reflectance body
204 includes a light director 240 therein. The light reflec-
tor 240 includes a non-reflective area 242 formed there-
on. In addition, the reflectance body 204 includes an ex-
amination tip 244 which is configured to be positioned
proximate to the examination substrate (not shown). A
polarizer and/or filter 246 and an image capture device
248 may be positioned within the analyzing section 250
of the reflectance body 204. During use, a light source
252 projects light which is filtered and focused by the
optical system 208 located within the illumination body
202. The light from the light source 252 is directed by the
light director 240 to the examination substrate (not
shown) located proximate to the examination tip 244.
Light reflected by the examination substrate (not shown)
is transmitted to the analyzing section 250 by the light
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guide 256, where the light is depolarized and analyzed.
[0080] Fig. 13 shows another embodiment of an imag-
ing system. As shown, the imaging system 300 includes
an illumination body 302 and a reflectance body 304. The
illumination body 302 defines an optics recess 306 con-
figured to receive an optical system 308 therein. The op-
tical system 308 includes a first lens 310 and a second
lens 312. Positioned proximate to the first lens 310 is an
internal light source 318. In the illustrated embodiment,
the internal light source 318 comprises a number of LEDs
configured to project light through the optical system 308.
One or more reflectors 316 may be used to ensure that
the light is transmitted through the illumination body 302.
[0081] As shown in Fig. 13, the reflectance body 304
includes a light director 340 therein. The light reflector
240 includes a non-reflective area 342 formed thereon.
In addition, the reflectance body 304 includes an exam-
ination tip 344 which is configured to be positioned prox-
imate to the examination substrate (not shown). A beam
director 398 and an image capture device 348 may be
positioned within the analyzing section 350 of the reflect-
ance body 304. During use, the light source 318 projects
light which is focused by the optical system 308 located
within the illumination body 302. The light from the light
source 318 is directed by the light director 340 to the
examination substrate (not shown) located proximate to
the examination tip 344. Light reflected by the examina-
tion substrate (not shown) is transmitted to the analyzing
section 350 by the light guide 356, where the light is an-
alyzed. As shown, the analyzing section 350 may include
one or more filters or polarizers 360 therein.
[0082] As shown in Figs. 3-5, at least one light source
may be used to illuminate structures located below the
surface of a substrate. Figs. 14 and 15 show alternate
embodiments of imaging systems useful in imaging sub-
surface structures while avoiding or reducing the effects
of surface reflection. Fig. 14 shows an imaging system
400 comprising a body 402 having one or more imaging
passages 404 formed therein. One or more illumination
passages 406 may be formed within the body 402 and
may be optically isolated from the imaging passage 404.
In one embodiment, the body is rigid. In an alternate em-
bodiment, the body 402 is flexible. For example, the body
402 may comprise a catheter body. Optionally, the body
402 may include an additional lumen formed therein. For
example, an additional lumen may be positioned within
the body 402 and may be used to deliver therapeutic
agents to a treatment site. In another embodiment, an
additional lumen may be used to deliver a vacuum force
to a treatment site. In the illustrated embodiment, the
illumination passage 406 is positioned radially about im-
aging passage 404. In the illustrated embodiment, the
illumination passage 406 encircles the imaging passage
404. In an alternate embodiment, the illumination pas-
sage 406 may be positioned anywhere within the body
402. As shown, the illumination passage 406 is optically
isolated from the imaging passage 404. Therefore, illu-
minating energy transported through the illumination

passage 406 is prevented from entering the imaging pas-
sage 404. As such, the present systems permits side
stream dark field imaging (hereinafter SDF). As shown
in Fig. 14, a feature of SDF imaging is that the illuminated
light 412A and 412B and the reflected light 414 travel via
independent pathways. Thus, the illumination can be
placed directly on the tissue and the observations can
be made adjacent to it without light crossing over between
two paths.
[0083] Referring again to Fig. 14, at least one illumi-
nation source may be positioned within the illumination
passage 406. In one embodiment, the illumination source
410 comprises one or more LED’s configured to project
a selected wavelength to the substrate 420. In an alter-
nate embodiment, the illumination source 410 comprises
a plurality of LED’s configured to project multiple wave-
lengths to the substrate 420. For example, as shown in
Fig. 14 a first illumination source 410A configured to
project light to the substrate 420 is positioned at the distal
portion 418 of the body 402. Similarly, a second illumi-
nation source 410B is positioned at the distal portion 418
of the body 402. As such, the first and second illumination
sources 410A, 410B are positioned proximate to the sub-
strate 420 under examination. Optionally, any number of
illumination sources may be positioned within the body
402. Exemplary illumination sources include, without lim-
itation, LED’s, LLED’s, incandescent bulbs, laser light
sources, etc.
[0084] Fig. 15 shows a perspective view of the distal
portion of an alternate embodiment of the imaging device
400 shown in Fig. 14. As shown, the body 402 includes
an imaging passage 404 and at least one illumination
passage 406 optically isolated from the imaging passage
404. One or more illumination devices 410 are located
within the illumination passage 406 and positioned prox-
imate to the distal portion 418 of the body 402. As such,
during use the illumination sources are positioned prox-
imate to the substrate 420.
[0085] Fig. 16 shows a cross sectional view of the distal
portion of an embodiment of an imaging device. As
shown, the body 402 defines an imaging passage 404
and an illumination passage 406 therein. Like the previ-
ous embodiments, the illumination passage 406 is opti-
cally isolated from the imaging passage 404. In the illus-
trated embodiment, the illumination passage 406 termi-
nates proximate to the distal portion 418 of the body 402.
Optionally, the illumination passage 406 may continue
through the length of the body 402. As such, the illumi-
nation passage 406 may include one or more optical fib-
ers configured to deliver illuminating energy to the sub-
strate 420 from a remote location. In the illustrated em-
bodiment, one or more illumination sources 410 are po-
sitioned within the illumination passage 406. For exam-
ple, one or more LED’s may be positioned within the il-
lumination passage 406. Like the previous embodiments
shown in Figs. 14 and 15, the illumination passage 406
is optically isolated from the imaging passage 404. Op-
tionally, at least one conduit 424 may traverse through
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the body 402 thereby coupling the illumination source
410 to a source of power. In the illustrated embodiment
at least one lens 422 is positioned within the imaging
passage 404 thereby transmitting an image received
from a substrate 420 to an image capture device 416.
(See Fig. 14). Optionally, the imaging system shown in
Figs. 14-16 may be used without a lens 422.
[0086] With reference to Fig. 14, during use, the first
illumination source 410A projects illuminating energy
412A to the substrate 420. Similarly, the second illumi-
nation source 410B projects illuminating energy 412B to
the substrate 420. As shown in Fig. 14, the illumination
energies 412A, 412B are optically isolated from the im-
aging passage 404. The first and second illumination en-
ergies 412A, 412B may be the same or differing wave-
lengths. Further, as the first and second illumination
sources 410A, 410B are positioned at the distal portion
of the body 402 proximate to the substrate 420, surface
reflections therefrom are reduced or eliminated. As
shown, a sub-surface image 414 is transported by the
imaging passage 404 from the substrate 420 to an image
capture device 416. Exemplary image capture devices
include, without limitation, CCD devices, cameras, spec-
trophotometers, photomultiplier devices, analyzers,
computers, etc. Optionally, one or more lenses 422 may
be positioned within the image passage 404 or body 402
to focus illumination energy 412 to the substrate 420 or
to assist in the transport of an image 414 from the sub-
strate 420 to the image capture device 420416, or both.
As stated above, the optical isolation of the illumination
energy from the image received from the substrate re-
duces or eliminates the effects of surface reflections
while enabling SDF imaging in addition to a variety of
alternate imaging modalities or spectroscopic examina-
tion of an area..
[0087] Fig. 17 shows an alternate embodiment of an
SDF imaging system. As shown, the SDF imaging sys-
tem 450 comprises a body 452 defining an imaging pas-
sage 454 and an illumination passage 456 optically iso-
lated from the imaging passage 454. The illumination
passage 456 includes one or more illumination sources
460 therein. Exemplary illumination sources 460 include,
without limitation, LED’s, LLEDs, and incandescent
bulbs. As shown, the illumination sources 460 are located
proximate to the distal portion 462 of the body 452. Op-
tionally, the illumination sources 460 may be located
some distance from the examination area. As such, illu-
minating energy may be transported to the examination
area through fiber optic conduits positioned within the
body 452. Like the previous embodiments, the body 402
may be rigid or flexible. In the illustrated embodiment, a
cap device 464 is positioned over the body 452. In one
embodiment, the cap device 464 may comprise an opti-
cally transparent disposable cap device 464 configured
to be detachably coupled to the body 452. During use
the cap device 464 may protect the body 402 from bio-
logical materials and contaminants. As such, the cap de-
vice 464 may be sterile.

[0088] Referring again to Fig. 17, at least one lens 466
may be positioned within the imaging passage 454. The
imaging passage 454 is in optical communication with
an imaging capture device 468. The image capture de-
vice 468 may comprise any of devices useful in capturing
and analyzing an image received from a substrate. For
example, the image capture device 468 may comprise a
CCD device, photomultiplier, computer, spectrophotom-
eter, and the like. Further, a focusing device 470 may be
included within the body 452 or the image capture device
468. Exemplary focusing devices include, without limita-
tion, additional lenses, mechanical drives or positioners,
and the like. Optionally, the SDF imaging system 450
may further include a handle 472 to assist a user in po-
sitioning the device. Further, the SDF imaging system
450 may be configured to be coupled to a computer, pow-
er source, etc.
[0089] Fig. 18 shows an alternate embodiment of an
imaging system. As shown, the imaging system 500 in-
cludes a body 502 defining an imaging passage 504 and
at least one illumination passage 506 optically isolated
from the imaging passage 504. The illumination passage
506 includes one or more illumination sources 510 there-
in. As shown, the illumination sources 510 are located
proximate to the distal portion 518 of the body 502, how-
ever, the illumination source may be located anywhere
on the body 502. Optionally, a cap device (not shown)
may be positioned over the body 502. For example, the
cap device (not shown) may comprise an optically trans-
parent disposable device configured to be detachably
coupled to the body 502.
[0090] Referring again to Fig. 18, at least one lens 522
may be positioned within the imaging passage 504. The
imaging passage 504 is in optical communication with at
least one image capture device 516. In the illustrated
embodiment, a first image capture device 516A and a
second image capture device 516B may be used with
the system. Further, one or more optical modulators 526
may be positioned within the image passage 504 and
configured to modulate imaging signals from the sub-
strate 520. exemplary optical modulators 526 include,
without limitation, mirrors, band pass plates, polarizers,
gratings, and the like. The image capture devices 516A,
516B may comprise any number of devices useful in cap-
turing and analyzing an image received from a substrate.
For example, the image capture devices 516A, 516B may
comprise CCD devices, spectrophotometers, spectrum
analyzers, and the like.
[0091] As shown in the Figs. 18 and 19, the illumination
sources 510 may comprise LED’s of a single wavelength.
In the alternative, the illumination sources 510 may be
configured to irradiate light of multiple wavelengths. For
example, Fig. 19 shows a device having a first illumina-
tion source 510A irradiating at a first wavelength and a
second illumination source 510B irradiating at a second
wavelength. Fig. 20 shows a device having a first illumi-
nation source 510A, a second illumination source 510B,
and a third illumination source 510C, each illumination
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source irradiating at a different wavelength. As such, the
system may be configured to perform a number of imag-
ing and analyzing procedures with a single device. For
example, a first wavelength may be projected to the sub-
strate and used for SDF microcirculation imaging within
the underlying vasculature, while a second wavelength
may be projected to the substrate and used for detecting
oxygen saturation within a blood flow. In short any
number of wavelengths of illuminating energy may be
projected from the illumination sources 510 and used for
any number of analytical processes. For example, the
imaging system 500 may be configured to permit imaging
of the microcirculation and spectroscopic examination of
an area with a single device.
[0092] Referring to Figs. 18 and 21, during use the dis-
tal portion 518 of the body 502 may be in contact with
the substrate 520 under examination. As such, the illu-
mination source(s) 510 may be positioned in close prox-
imity to the substrate 520. Optionally, the distal portion
518 may include one or more engaging devices 528 cou-
pled to the body 504 or the cap device (not shown). For
example, as shown in Fig. 22, the engaging device 528
may comprise an inflatable device configured to dissipate
a pressure applied to the substrate 520 by the distal por-
tion 518 of the body 502. In an alternate embodiment,
shown in Fig. 23, the distal portion 518 may be positioned
proximate to, but not in contact with, the substrate 520.
As such, the illumination sources 510 may be configured
to project illuminating energy 512A, 512B to the substrate
520. Optionally, one or more lenses may be in optical
communication with the illumination source(s) 510 to aid
in the projection of illumination energy 512A, 512B to the
substrate 520.
[0093] Fig. 24 shows a block diagram of an embodi-
ment of an imaging and analyzing system. As shown, the
imaging system 600 includes an analyzing section 602,
a light transport section 604, and a light delivery section
606 configured to deliver light to and receive information
from a substrate 608. As stated above, the analyzing
section 602 may include any number of analyzing mod-
ules configured to process information received from the
substrate 608. In the illustrated embodiment, the analyz-
ing section 602 includes an OPS imaging module 620, a
dark filed illumination module 622, a reflectance spectro-
photometry module 624, an additional processor module
626, a fluorescence module 628, and/or a fluorescence
lifetime module 630. The additional processor module
626 may include one more processing module including,
without limitation, Raman spectroscopy devices, fluores-
cence decay processors, PplX analyzers, and/or OCT
(Hb sat) analyzers, and/or CO2 analyzers. Referring to
Figs. 18 and 21, the analyzing section 602 may be con-
figured to receive imaging information from the substrate
520 via the imaging passage 504 formed within the body
502. Those skilled in the art will appreciate that the
present system enables a user to selectively analyze a
substrate using multiple imaging modalities, spectropho-
tometry modalities, and similar analyzing methods using

a single device coupled to multiple analyzers.
[0094] The light transport section 604 may comprise a
body 634 configured to transport light to and from the
substrate 608. For example, the body 634 may include
an image passage 504 and an optically isolated illumi-
nation passage 506 as shown in Fig. 18. Further, the light
transport section 604 may include one or more internal
illumination sources 636 positioned therein and config-
ured to irradiate the substrate 608. Optionally, one or
more optical elements 634 may be positioned within the
body 632. Further, the body 632 may be configured to
receive and transport light from an external light source
638 to the substrate 608.
[0095] Referring again to Fig. 24, the light delivery sec-
tion 606 may comprise a direct illumination source 640
configured to be positioned proximate to the substrate
608 and providing direct illumination thereto. As such,
the direct illumination source 640 is optically isolated from
an image received from the substrate 608. Exemplary
direct illumination sources 640 include LLED’s, LED’s,
and the like. Further, one or more white light illumination
sources 642 may be used to illuminate the substrate 608.
In one embodiment, the light delivery section 606 may
be configured to deliver materials to or receive materials
644 from the substrate 608. For example, the light deliv-
ery section 606 may be configured to infuse therapeutic
agents to the substrate 608. Optionally, the light delivery
section 606 may include one or more engaging devices
646 positioned thereon to assist in positioning the system
during use.
[0096] As stated above, the preceding imaging and an-
alyzing systems disclosed herein includes one or more
cap devices 464 which are detachably coupled to the
body 452. (See Fig. 17). Generally, the cap device 464
may comprise optically transparent materials configured
to protect the body 452 during use. As such, the cap
device 464 may be disposable. Fig. 25 shows an embod-
iment of a cap device 714. As shown in Fig. 25, the im-
aging device 700 includes a body 702 having an imaging
passage 704 and an illumination passage 706 optically
isolated from the imaging passage 704 formed therein.
The illumination passage 706 may include one or more
conduits 708 coupled to one or more illumination sources
710 located therein. As shown in Fig. 25, one or more
lenses 712 may be positioned within the imaging pas-
sage 704. A cap device 714 is coupled to the body 702.
The cap device 714 includes an illumination field 716
optically isolated from an imaging relief 718. In the illus-
trated embodiment, the illumination field 716 is posi-
tioned proximate to the illumination sources 710 located
within the body 702. Similarly, the imaging relief 718 is
positioned proximate to the imaging passage 704. At
least one isolation surface 720 optically isolates the illu-
mination field 716 from the imaging relief 718. For exam-
ple, in the illustrated embodiment the isolation surface
720 include a reflective foil 722 thereon which is config-
ured to prevent light from illumination sources 710 from
directly entering the imaging passage 704 without first
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engaging a substrate under examination. Alternate iso-
lation materials may be used on the isolation surface 722
including, without limitation, dyes, foils, impregnations,
etc. Optionally, the cap device 714 may be disposable
and may be configured to detachably couple to the body
702.
[0097] Fig. 26 shows yet another embodiment of a re-
flectance avoidance imaging system. As shown, the re-
flectance avoidance imaging system 810 includes an im-
aging device 812 having a spacer or tissue engaging tip
814 attached thereto. The imaging device 812 includes
a body 816 having a distal portion 818 configured to re-
ceive and engage the spacer 814. In one embodiment,
the spacer 814 is detachably coupled to the body 816.
Optionally, the spacer 814 may be non-detachably cou-
pled to the body 816.
[0098] Referring again to Fig. 26, the imaging body 816
includes one or more conduits formed therein. In the il-
lustrated embodiment, the body 816 includes an imaging
conduit 820 configured to project light from a light source
(not shown) to a work surface. In addition, the imaging
conduit 820 collects light reflected from the work surface
and transports the reflected light to a sensor suite (not
shown) in communication therewith. Exemplary sensor
suites include, without limitation, a CCD or any other type
of imaging or sensing device, spectral photometers, and
the like. Optionally, a secondary imaging conduit 822
may be positioned within the body 816. For example, the
secondary imaging conduit 822 may be configured to
measure CO2 within tissue through the use of a CO2
sensing dye. The CO2 sensing dye enables the meas-
urement of fluorescence decay and may utilize light re-
ceived from and transmitted through the imaging conduit
820. Optionally, one or more additional conduits 824 may
be positioned within the body 816. For example, any
number of fluid conduits may be formed within the body
816.
[0099] The spacer 814 includes a spacer body 830
having a coupling portion 832 configured to engage and
couple the distal portion 818 of the body 816. The spacer
body 830 further defines an orifice8 34 which is in com-
munication with the coupling portion 832. In the illustrated
embodiment, the spacer body 830 includes thread mem-
bers 836 and attachment devices 838 formed or other-
wise disposed thereon to enable the spacer body 830 to
couple to the body 816. Any number or type of thread
members 836 and attachment devices 838 may be used
to couple the spacer body 830 to the imaging device 812.
The distal portion of the spacer body 830 includes a
flange 840 defining the orifice 834. In the illustrated em-
bodiment, the flange 840 includes one or more vacuum
ports 842 portioned thereon, thereby permitting the
flange 840 to engage or couple to the a work surface.
[0100] In the illustrated embodiment, the spacer 814
includes one or more vacuum ports 842 which enable
the spacer 184 to engage the work surface. Optionally,
the spacer body 814 may be configured to avoid contact-
ing the work surface. For example, the spacer body 814

may include an optical system comprised of one or more
lenses to enable the imaging device 812 to project and
receive light to and from a work surface from a distance
without contacting the work surface. For example the op-
tical system may include a zoom lens system.
[0101] Further, the spacer 814 may be formed in any
variety of shapes and size. For example, the spacer may
include a doughnut-shaped spaces. Furthermore, the
spacer 814 may include a bladder or cushion filled with
any variety of fluids. Optionally, the fluid may be optically
transparent.
[0102] Fig. 27 shows a cross sectional view of an em-
bodiment of a reflectance avoidance imaging system
810. As shown, the body 816 includes the imaging con-
duit 820, the secondary imaging conduit 822, and the
addition conduit 824 formed therein. In addition, vacuum
conduits 856 and 858 are formed within the body 816
and a couple to a vacuum source. (not shown) The spacer
814 includes vacuum conduits 870 and 872 which are in
communication with the vacuum conduits8 56 and 858
of the body 816 and the vacuum ports 842 formed on the
spacer 814. Optionally, one or more attachment mem-
bers 862 may be positioned on the body 816 to further
enable coupling of the spacer 814 to the body 816.
[0103] In addition to the novel imaging devices de-
scribed above, the present application describes a meth-
od of imaging and determining various biological param-
eters non-invasively and, if needed, treating an affected
area. For example, when operating the above-described
system in an OPS imaging mode, flow though the capil-
laries and related circulatory structures may be examined
be viewing red blood flow therethrough. To operate the
system in an OPS imaging mode, the user irradiates the
examination substrate with white light. The white light is
polarized by a polarizer prior to illuminating the exami-
nation substrate. Reflected light is captured by the light
guide and transmitted to the polarizing section 42 of the
OPS imaging module 30 (See Fig. 2). Light reflected by
the system optics and the patient’s tissue surface under-
goes a polarization shift as a function of scattering and,
thus, is cancelled by the polarizing section 42. As such,
sub-surface reflected light fails to undergo a polarization
shift and will be captured by the image capture device
50, thereby enabling sub-surface imaging. Optionally,
OPS imaging may be accomplished in combination with
dark field illumination.
[0104] Similarly, the imaging system described herein
may be used to perform reflectance spectrophotometry
using the reflectance spectrophotometry module. A
spectrophotometer may be used with the present imag-
ing system to examine the spectral reflectance of the
tissue surface. Light from a light source illuminates an
examination substrate. The light may comprise an inter-
nal light source 18, external light source 20, and/or an
ancillary light source 22. (See Fig. 1). Light reflected by
the examination substrate 16 is captured by a light trans-
port section 14 and transmitted to a reflectance spectro-
photometry module. The spectral characteristic of the re-
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flected light may then be examined and used to determine
the hemoglobin saturation, and/or hematocrit concentra-
tion within the surface of an organ under investigation.
[0105] Lastly, the imaging system described herein
may be used to determine the oxygenation and/or func-
tional state of a tissue cell using the fluorescence imaging
module. For example, an examination area may be illu-
minated with UV light thereby targeting the mitochondrial
energy state therein. For example, light having a wave-
length of about 360 nm may be used to illuminate the
examination substrate. Thereafter, light reflected by the
substrate may be captured by the light transport section
14 and transmitted to the analyzing section 12. (See
Fig.1) The captured light may undergo a lambda shift
from 360 nm to about 460 nm. Thereafter, a fluorescence
imaging module 34 may analyze the reflected light for to
determine the presence of NADH in the cells, thereby
showing availability of oxygen within the cells.
[0106] The OPS imaging processor 52, RFS processor
72, and fluorescence imaging processor 92 may each
contain any number of formulas, algorithms, models, da-
tabases, look-up tables, or related information to com-
pute and display their respective reflectance measure-
ments. For example, Beers-Lambert law may be used to
determine the concentration of material in the examina-
tion substrate based on the absorbance of the light by
the examination substrate.
[0107] Also disclosed herein is a method of compre-
hensively monitoring the microcirculation of a patient.
The method may include using any of the aforementioned
imaging systems disclosed herein. In one embodiment,
the method includes illuminating a tissue substrate,
avoiding the reflection of light from the surface of the
tissue substrate, receiving light from the tissue substrate,
utilizing some of the received light to image microcircu-
latory flow in the tissue substrate, utilizing some of the
received light to determine oxygen availability in the mi-
crocirculation, and utilizing some of the received light to
determine the adequacy of oxygenation of the tissue
cells.
[0108] In one embodiment, the aforementioned meth-
od may include utilizing the microcirculatory flow infor-
mation, the oxygen availability information, and the ad-
equacy of oxygenation of tissue cells information, making
an early and sensitive determination regarding states of
shock, such as septic, hypovolemic, cardiogenic and ob-
structive septic shock, in patients, and guiding resusci-
tation therapies aimed at correcting this condition.
[0109] In another embodiment the aforementioned
method may also include utilizing the microcirculatory
flow information, the oxygen availability information, and
the adequacy of oxygenation of tissue cells information,
and making an early and sensitive determination regard-
ing cardiovascular disease and failure of the patient.
[0110] In closing, it is understood that the embodi-
ments of the invention disclosed herein are illustrative of
the principals of the invention. Other modifications may
be employed which are within the scope of the present

invention. Accordingly, the present invention is not limited
to that precisely as shown and described in the present
disclosure.

Claims

1. A system for non-invasively imaging microcirculation
in a substrate by imaging light reflectance of said
substrate, comprising:

at least one light source (710);
a light transport body (702) configured to project
light from said at least one light source to an
examination substrate and transmit light reflect-
ed by the examination substrate;
an analysis section in optical communication
with the light transport body having a reflectance
avoidance Imaging module and a reflectance
spectrophotometry module and/or a fluores-
cence imaging module,
wherein the light transport body (702) comprises
said at least one light source (710), an illumina-
tion passage (706) and an imaging passage
(704), and wherein the illumination passage
(706) is optically isolated from said imaging pas-
sage (704),
the light transport body (702) has a proximal end
and a distal end, wherein said at least one light
source is positioned at the distal end of the light
transport body (702) within the illumination pas-
sage (706) so as to arrange that during use said
at least one light sources is positioned proximate
to the substrate,
characterized in that
the system further comprises a cap device cou-
pled to the distal end of said light transport body
(702) and including an imaging relief (718) and
an Illumination field (716) optically isolated from
said imaging relief (718), and wherein the illu-
mination field (716) Is positioned proximate to
the at least one light source (710) located within
the illumination passage (706) of the light trans-
port body (702), and the Imaging relief (718) Is
positioned proximate to the imaging passage
(704) of the light transport body (702),
and wherein at least one Isolation surface (720)
optically isolates the illumination field (716) from
the Imaging relief (718).

2. The system of claim 1 wherein the analyzing section
further comprises a beam director in optical commu-
nication with the light transport body.

3. The system of claim 2 wherein the beam director is
configured to direct at least a portion of the light to
at least one of the reflectance avoidance imaging
module, the reflectance spectrophotometry module,
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and the fluorescence imaging module.

4. The system of claim 3 wherein the beam director is
configured to be selectively actuated by a user.

5. The system of claim 2 wherein the beam director
comprises at least one device selected from the
group consisting of a beam splitter, dichroic junction,
prism, and mirror.

6. The system of claim 1 wherein the at least one light
source is selected from the group consisting of light
emitting diodes, laser diodes, infrared sources, and
UV sources.

7. The system of claim 1 further comprising a lens po-
sitioned within the imaging passage and wherein the
imaging passage is in optical communication with at

8. The system of claim 7 further comprising one or more
optical modulators positioned within the image pas-
sage.

9. The system of claim 1 comprising more illumination
passages positioned radially around the imaging
passage.

10. The system of claim 1 wherein the at least one light
source comprises one or more LED’s positioned at
the distal end of the light transport body.

11. The system of claim 1 wherein the at least one iso-
lation surface comprises a reflective foil which is con-
figured to prevent light from the light source from
directly entering the imaging passage without first
engaging the substrate.

12. The system of claim 1 wherein the isolation surface
is one of either a dye, foil or impregnation.

13. The system of claim 1 wherein the cap device is con-
figured to detachably couple to the light transport
body.

14. The system of claim 1 wherein the at least one light
source comprises LED’s of a single wavelength.

15. The system of claim 1 wherein the at least one light
source is configured to radiate light of multiple wave-
lengths.

16. A method of comprehensively monitoring the micro-
circulation of a patient using the device according to
any of claims 1-15, comprising:

illuminating a tissue substrate;
receiving light from the tissue substrate;
utilizing some of the received light to image mi-

crocirculatory flow in the tissue substrate;
utilizing some of the received light to determine
oxygen availability in the microcirculation; and
utilizing some of the received light to determine
the adequacy of oxygenation of the tissue cells,
wherein utilizing some of the received light to
determine the adequacy of oxygenation of the
tissue cells further comprises measuring tissue
CO2 or NADH via fluorescence imaging.

17. The method of claim 16 further comprising illuminat-
ing the tissue substrate without influencing the mi-
crocirculation.

18. The method of claim 17 further comprising providing
distance between the illuminating light and the tissue
substrate and avoiding pressure on the tissue sub-
strate.

Patentansprüche

1. System zur nicht-invasiven Abbilden einer Mikrozir-
kulation in einem Substrat durch Abbilden einer
Lichtreflexion des Substrates, aufweisend:

zumindest eine Lichtquelle (710);
einen Lichttransportkörper (702), der zum Pro-
jizieren von Licht von der zumindest einen Licht-
quelle zu einem Untersuchungssubstrat und
Übertragen von Licht, das durch das Untersu-
chungssubstrat reflektiert wird, konfiguriert ist;
einen Analyseabschnitt in optischer Verbindung
mit dem Lichttransportkörper, der ein Reflexi-
onsvermeidungs-Bildgebungsmodul und ein
Reflexionsspektralfotometrie-Modul und/oder
ein Fluoreszenz-Bildgebungsmodul aufweist,
wobei der Lichttransportkörper (702) zumindest
eine Lichtquelle (710), einen Beleuchtungs-
durchgang (706) und einen Bildgebungsdurch-
gang (704) aufweist und wobei der Beleuch-
tungsdurchgang (706) von dem Bildgebungs-
durchgang (704) optisch isoliert ist,
der Lichttransportkörper (702) ein proximales
Ende und ein distales Ende aufweist, wobei die
zumindest eine Lichtquelle an dem distalen En-
de des Lichttransportkörpers (702) innerhalb
des Beleuchtungsdurchgangs (706) positioniert
ist, um zu arrangieren, dass während der Ver-
wendung die zumindest eine Lichtquelle nahe
dem Substrat positioniert ist,
dadurch gekennzeichnet, dass das System
ferner eine Abdeckungsvorrichtung aufweist,
die mit dem distalen Ende des Lichttransport-
körpers (702) verbunden ist und ein bildgeben-
des Relief (718) und ein Beleuchtungsfeld (716)
enthält, das von dem bildgebenden Relief (718)
optisch isoliert ist, und wobei das Beleuchtungs-
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feld (716) nahe der zumindest einen Lichtquelle
(710) positioniert ist, die sich innerhalb des Be-
leuchtungsdurchgangs (706) des Lichttrans-
portkörpers (702) befindet, und das bildgebende
Relief (718) nahe dem Bildgebungsdurchgang
(704) des Lichttransportkörpers (702) positio-
niert ist,
und wobei zumindest eine Isolationsfläche (720)
das Beleuchtungsfeld (716) von dem bildgeben-
den Relief (718) optisch isoliert.

2. System nach Anspruch 1, wobei der Analyseab-
schnitt ferner einen Strahlrichter in optischer Verbin-
dung mit dem Lichttransportkörper aufweist.

3. System nach Anspruch 2, wobei der Strahlrichter
zum Richten von zumindest einem Abschnitt des
Lichts zu zumindest dem Reflexionsvermeidungs-
Bildgebungsmodul, dem Reflexionsspektralfotome-
trie-Modul und/oder dem Fluoreszenz-Bildgebungs-
modul konfiguriert ist.

4. System nach Anspruch 3, wobei der Strahlrichter
konfiguriert ist, um durch einen Benutzer selektiv be-
tätigt zu werden.

5. System nach Anspruch 2, wobei der Strahlrichter zu-
mindest eine Vorrichtung aufweist, die aus der Grup-
pe ausgewählt wird, die aus einem Strahlteiler, di-
chroitischen Übergang, Prisma und Spiegel besteht.

6. System nach Anspruch 1, wobei die zumindest eine
Lichtquelle aus der Gruppe ausgewählt wird, die aus
Lumineszenzdioden, Laserdioden, Infrarotquellen
und UV-Quellen besteht.

7. System nach Anspruch 1, ferner mit einer Linse, die
innerhalb des Bildgebungsdurchgangs positioniert
ist und wobei der Bildgebungsdurchgang mit zumin-
dest einer Bildaufnahmevorrichtung in optischer
Verbindung steht.

8. System nach Anspruch 7, ferner mit einem oder
mehreren optischen Modulatoren, die innerhalb des
Bilddurchgangs positioniert sind.

9. System nach Anspruch 1 mit mehreren Beleuch-
tungsdurchgängen, die radial um den Bildgebungs-
durchgang herum positioniert sind.

10. System nach Anspruch 1, wobei die zumindest eine
Lichtquelle eine oder mehrere LEDs aufweist, die an
dem distalen Ende des Lichttransportkörpers positi-
oniert sind.

11. System nach Anspruch 1, wobei die zumindest eine
Isolationsfläche eine reflektierende Folie aufweist,
die konfiguriert ist, um zu verhindern, dass Licht von

der Lichtquelle direkt in den Bildgebungsdurchgang
gelangt, ohne zuerst das Substrat in Eingriff zu neh-
men.

12. System nach Anspruch 1, wobei die Isolationsfläche
eine Oberfläche aus entweder einem Farbstoff, einer
Folie oder einer Imprägnierung ist.

13. System nach Anspruch 1, wobei die Abdeckungs-
vorrichtung konfiguriert ist, um sich mit dem Licht-
transportkörper lösbar zu verbinden.

14. System nach Anspruch 1, wobei die zumindest eine
Lichtquelle LEDs mit einer einzelnen Wellenlänge
aufweist.

15. System nach Anspruch 1, wobei die zumindest eine
Lichtquelle konfiguriert ist, um Licht mit mehreren
Wellenlängen auszustrahlen.

16. Verfahren zum umfassenden Überwachen der Mi-
krozirkulation eines Patienten unter Verwendung der
Vorrichtung nach einem der Ansprüche 1 bis 15, auf-
weisend:

Beleuchten eines Gewebesubstrates;
Empfangen von Licht von dem Gewebesubstrat;
Nutzen eines Teils des empfangen Lichts, um
eine Mikrozirkulationsströmung in dem Gewe-
besubstrat abzubilden;
Nutzen eines Teils des empfangenen Lichts, um
eine Sauerstoffverfügbarkeit in der Mikrozirku-
lation zu bestimmen; und
Nutzen eines Teils des empfangen Lichts, um
die Adäquanz der Oxygenation der Gewebezel-
len zu bestimmen, wobei das Nutzen eines Teils
des empfangen Lichts, um die Adäquanz der
Oxygenation der Gewebezellen zu bestimmen,
ferner das Messen von CO2 oder NADH des Ge-
webes über Fluoreszenz-Bildgebung aufweist.

17. Verfahren nach Anspruch 16, ferner mit dem Be-
leuchten des Gewebesubstrates ohne Beeinträchti-
gen der Mikrozirkulation.

18. Verfahren nach Anspruch 17, ferner mit dem Bereit-
stellen eines Abstands zwischen dem Beleuch-
tungslicht und dem Gewebesubstrat und Vermeiden
eines Drucks auf das Gewebesubstrat.

Revendications

1. Système d’imagerie non-invasive d’une micro-circu-
lation dans un substrat par imagerie de la réflectance
à la lumière dudit substrat, qui comprend :

au moins une source de lumière (710) ;
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un corps de transport de lumière (702) configuré
pour projeter la lumière de ladite au moins une
source de lumière vers un substrat étudié, et
pour transmettre la lumière réfléchie par le subs-
trat étudié ;
une section d’analyse en communication opti-
que avec le corps de transport de lumière, qui
possède un module d’imagerie anti-réflectance
et un module de spectrophotométrie de réflec-
tance et/ou un module d’imagerie par fluores-
cence,
dans lequel le corps de transport de lumière
(702) comprend ladite au moins une source de
lumière (710), un passage d’éclairage (706) et
un passage d’imagerie (704), et dans lequel le
passage d’éclairage (706) est optiquement isolé
dudit passage d’imagerie (704),
le corps de transport de la lumière (702) possè-
de une extrémité proximale et une extrémité dis-
tale, ladite au moins une source de lumière étant
positionnée à l’extrémité distale du corps de
transport de lumière (702) dans le passage
d’éclairage (706) de façon à ce que, pendant
l’utilisation, ladite au moins une source de lu-
mière soit positionnée près du substrat,
le système étant caractérisé en ce qu’il com-
prend en outre un dispositif d’embout relié à l’ex-
trémité distale dudit corps de transport de lumiè-
re (702) et comprend un relief d’imagerie (718)
et un champ d’éclairage (716) optiquement isolé
dudit relief d’imagerie (718), et dans lequel le
champ d’éclairage (716) est positionné près de
ladite au moins une source de lumière (710) qui
se trouve dans le passage d’éclairage (706) du
corps de transport de lumière (702), et le relief
d’imagerie (718) est positionné près du passage
d’imagerie (704) du corps de transport de lumiè-
re (702),
et dans lequel au moins une surface d’isolation
(720) isole optiquement le champ d’éclairage
(716) du relief d’imagerie (718).

2. Système selon la revendication 1, dans lequel la sec-
tion d’analyse comprend en outre un système
d’orientation de faisceau en communication optique
avec le corps de transport de lumière.

3. Système selon la revendication 2, dans lequel le sys-
tème d’orientation de faisceau est configuré pour
orienter au moins une partie de la lumière vers au
moins l’un du module d’imagerie anti-réflectance, du
module de spectrophotométrie de réflectance, et du
module d’imagerie par fluorescence.

4. Système selon la revendication 3, dans lequel le sys-
tème d’orientation de faisceau est configuré pour
être actionné de manière sélective par un utilisateur.

5. Système selon la revendication 2, dans lequel le sys-
tème d’orientation de faisceau comprend au moins
un dispositif choisi parmi le groupe qui consiste en
un séparateur de faisceau, une jonction dichroïque,
un prisme, et un miroir.

6. Système selon la revendication 1, dans lequel l’au
moins une source de lumière est choisie parmi le
groupe qui consiste en des diodes électrolumines-
centes, des diodes laser, des sources d’infrarouges,
et des sources d’ultraviolets.

7. Système selon la revendication 1, qui comprend en
outre une lentille positionnée dans le passage d’ima-
gerie, et dans lequel le passage d’imagerie est en
communication optique avec au moins un dispositif
de capture d’image.

8. Système selon la revendication 7, qui comprend en
outre un ou plusieurs modulateurs optiques position-
nés dans le passage d’imagerie.

9. Système selon la revendication 1, qui comprend plu-
sieurs passages d’éclairage positionnés radiale-
ment autour du passage d’imagerie.

10. Système selon la revendication 1, dans lequel l’au
moins une source de lumière comprend une ou plu-
sieurs LED positionnées à l’extrémité distale du
corps de transport de lumière.

11. Système selon la revendication 1, dans lequel ladite
au moins une surface d’isolation comprend une
feuille réfléchissante qui est configurée pour empê-
cher la lumière qui provient de la source de lumière
de pénétrer directement dans le passage d’imagerie
sans engager tout d’abord le substrat.

12. Système selon la revendication 1, dans lequel la sur-
face d’isolation est l’une d’un colorant, d’une feuille,
ou d’une imprégnation.

13. Système selon la revendication 1, dans lequel le dis-
positif d’embout est configuré pour être relié de ma-
nière amovible au corps de transport de lumière.

14. Système selon la revendication 1, dans lequel l’au
moins une source de lumière comprend des LED à
une seule longueur d’onde.

15. Système selon la revendication 1, dans lequel l’au
moins une source de lumière est configurée pour
rayonner une lumière à plusieurs longueurs d’onde.

16. Procédé de suivi détaillé de la microcirculation d’un
patient à l’aide du dispositif selon l’une quelconque
des revendications 1 à 15, qui comprend :
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l’éclairage d’un substrat de tissu ;
la réception de la lumière du substrat de tissu ;
l’utilisation d’une partie de la lumière reçue pour
imagerie du flux microcirculatoire dans le subs-
trat de tissu ;
l’utilisation d’une partie de la lumière reçue pour
déterminer la disponibilité de l’oxygène dans la
microcirculation ; et
l’utilisation d’une partie de la lumière reçue pour
déterminer l’adéquation de l’oxygénation des
cellules tissulaires, l’utilisation d’une partie de la
lumière reçue pour déterminer l’adéquation de
l’oxygénation des cellules tissulaires compre-
nant en outre la mesure du CO2 ou du NADH
du tissu par imagerie par fluorescence.

17. Procédé selon la revendication 16, qui comprend en
outre l’éclairage du substrat du tissu sans influencer
la microcirculation.

18. Procédé selon la revendication 17, qui comprend en
outre le fait de prévoir une distance entre la lumière
d’éclairage et le substrat de tissu, et d’éviter toute
pression sur le substrat de tissu.
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