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Description
CROSS-REFERENCE TO RELATED APPLICATIONS

[0001] This application claims priority to United States
provisional patent application number 61/072, 199, filed
on March 27, 2008. This application is a continuation-in-
part of United States Patent Application Serial No.
11/786,514 filed on April 11, 2007, which claims priority
to United States provisional patent application number
60/791,288, filed April 11, 2006.

BACKGROUND

[0002] It is always desirable to detect diseases early
in their progress. Early detection enables early treatment
which has generally been proven to yield a higher suc-
cess rate in treating various diseases. Recently, it has
beendiscoveredthat analyzing peoples’ eyes,andin par-
ticular the lenses of the eyes, can yield indications of
various types of diseases. For example, measurements
taken of light scattering within the eye has been shown
to provide useful Diagnostic information to detect and
monitor the progress of diseases such as Alzheimer Dis-
ease [AD]. Such a system is described in WO
2007/120755. This disease in particular has recently
been shown to cause changes in the supra-nuclear re-
gion of the lens of the eye. Since this region is only a
fraction of a millimeter thick, measurements of this re-
gion, to be useful, need to be very accurate in the infor-
mation for the position of the measurement. This is es-
pecially true because the human eyeis in almost constant
motion even when a patient is fixating on an illuminated
target.

[0003] It has been shown that the presence of or an
increase in the amount of aggregate in the supranuclear
and/or cortical lens regions of a test mammal’s eye com-
pared to a normal control value indicates that the test
mammal is suffering from, or is at risk of, developing a
neurodegenerative disease such as an amyloidogenic
disorder. Amyloidogenic disorders include AD, Familial
AD, Sporadic AD, Creutzfeld-Jakob disease, variant
Creutzfeld-Jakob disease, spongiform encephalopa-
thies, Prion diseases (including scrapie, bovine spongi-
form encephalopathy, and other veterinary prionopa-
thies), Parkinson’s disease, Huntington’s disease (and
trinucleotide repeat diseases), amyotrophic lateral scle-
rosis, Down’s Syndrome (Trisomy 21), Pick’s Disease
(Frontotemporal Dementia), Lewy Body Disease, neuro-
degeneration with brain iron accumulation (Hallervorden-
Spatz Disease), synucleinopathies (including Parkin-
son’s disease, multiple system atrophy, dementia with
Lewy Bodies, and others), neuronal intranuclear inclu-
sion disease, tauopathies (including progressive supra-
nuclear palsy, Pick’s disease, corticobasal degeneration,
hereditary frontotemporal dementia (with or without Par-
kinsonism), and Guam amyotrophic lateral sclerosis/par-
kinsonism dementia complex). These disorders may oc-
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cur alone or in various combinations. Aggregate analysis
is also useful to detect Transmissible Spongiform En-
cephalopathies (TSEs), which are prion-mediated dis-
eases characterized by fatal spongiform neurodegener-
ation of the brain and are associated with severe and
fatal neurological signs and symptoms. TSE prionopa-
thies include Creutzfeld-Jacob Disease (CJD); new var-
iant, Creutzfeld-Jacob Disease (nv-CJD); Gertsmann-
Straussler-Scheinker syndrome; fatal familial insomnia;
Kuru; Alpers Syndrome; Bovine Spongiform Encepha-
lopathy (BSE); scrapie; and chronic wasting disease
(CWD).

SUMMARY

[0004] In general, in some aspects, the invention pro-
vides a system for performing quasi-elastic light scatter-
ing and fluorescent ligand scanning on a subject’s eye.
The system may include a light source configured to
transmit light toward the subject’s eye, a lens configured
to focus light sent from the source and scattered by the
subject’s eye, a measurement reflector disposed to re-
ceive at least a portion of the focused light and configured
to reflect a first portion of the received light, a camera
configured and disposed to receive the first portion of the
received light and configured to provide indicia of an im-
age corresponding to the first portion of the received light,
and a processor coupled to the camera and configured
to analyze intensities of light in the image to determine
a location of a reference point corresponding to an inter-
face of a portion of the eye.

[0005] The reference point may correspond to: an in-
terface of a lens capsule of the eye; an interface between
the lens capsule and an anterior chamber of the eye; one
of a posterior lens capsule interface; an air-cornea inter-
face; a cornea-aqueous interface, and an interface of a
retina of the eye. Moreover, the light source and proces-
sor may be configured to perform fluorescent ligand
scanning. To that end, the system may be configured
such that light scattered only at substantially 90° relative
to a path of the light entering the subject’s eye is collected
and analyzed.

[0006] Further, implementations of the invention may
also include one or more of the following features:

* A light source configured to transmit infrared light.

* A measurement reflector including a mirror config-
ured to reflect the first portion of the received light,
where the mirror defines an opening configured to
allow a second portion of the received light to pass
unreflected by the mirror.

e A correlator coupled to the reflector to receive the
second portion of the received light, which may be
used to correlate measured scattered light intensity
over time.

* A processor configured to actuate the measurement
reflector such that the second portion of the received
light corresponds to light scattered from a selected
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portion of the eye relative to the reference point.

e Aprocessor coupled to the correlator and configured
to analyze indicia of the second portion of the re-
ceived light.

* A processor configured to provide an indication of
the presence of material associated with a medical
condition of the subject based on the indicia of the
second portion of the received light and a location in
the eye from which the second portion of the received
light was scattered.

[0007] Further, implementations of the invention may
include one or more of the following features:

* Aprocessor configured to analyze light intensities in
the image to determine locations of regions in the
eye relative to the reference point.

¢ A processor configured to associate the light inten-
sities in the image with regions from which the light
associated with the light intensities was scattered.

* A processor configured to determine locations of a
supra-nucleus, a nucleus, and a cortex of the eye.

[0008] The system, according to some embodiments,
may further include a display coupled to the processor
where the processoris configured to cause the processor
to display an ellipse in the image and a light source con-
figured to transmit a pencil beam and/or a fan beam of
light. To that end, a processor may be configured to: ad-
justa size and position of the ellipse relative to the image;
to analyze light intensities in the image to determine a
location of an iris of the eye and to size and position the
ellipse over the iris in the image; and/or configured to
adjust the size of the ellipse in response to input from a
user of the system.

[0009] In general, in another aspect, the invention pro-
vides adiagnostic light scattering method including trans-
mitting a pencil beam of light into a subject’s eye, acquir-
ing light from the pencil beam scattered by the subject’s
eye, and analyzing the acquired scattered light to deter-
mine a location of a reference point corresponding to an
interface of a portion of the eye.

[0010] The step of analyzing may include: determining
the reference point as a point corresponding to an inter-
face of a lens capsule of the eye; and evaluating intensity
of light scattered by the eye to determine firstand second
regions of high intensity along a line of propagation of
the pencil beam. To that end, the first and second regions
may be separated by a relatively large third region sub-
stantially free of scattered light from the pencil beam,
where the second region being further along the line of
propagation from a source of the pencil beam and deter-
mined to correspond to the lens capsule. The analyzing
may include determining the reference point as a point
corresponding to one of an interface between the lens
capsule and an anterior chamber of the eye, a posterior
lens capsule interface, an air-cornea interface, a cornea-
aqueous interface, and an interface of aretina of the eye.
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The analyzing may further include determining locations
of a cortex, a supra-nucleus, and/or a nucleus of the eye.
[0011] Method aspects of the invention may further in-
clude analyzing intensity of light scattered from a select-
ed portion of the eye relative to the reference point to
determine a physical property of material at the selected
portion, and providing an indication of the physical prop-
erty of the material at the selected portion. The step of
providing the indication may include providing an indica-
tion of presence of aggregates in a supra-nucleus of the
eye.

[0012] The method aspects of the invention may fur-
ther include forming an image from the acquired light,
reflecting the pencil beam before the acquiring, deter-
mining an actual position of a particular portion of the
acquired light in the image relative to a desired position
of the particular portion of the acquired light, and altering
the reflecting to reduce a separation of the actual position
and the desired position of the particular portion of the
acquired light.

[0013] The acquiring may include acquiring light scat-
tered by the eye only at approximately 90° relative to a
direction of propagation of the pencil beam.

[0014] Some method aspects of the invention may in-
clude transmitting of a fan beam of light into the subject’s
eye, acquiring light from the fan beam scattered by the
subject’s eye, forming an image of the eye from the ac-
quired fan beam light scattered by the subject’s eye, and
superimposing an ellipse on the image approximating a
size and location of an iris of the eye in the image. The
superimposing may be done automatically by a compu-
ter, and may be formed by the computer through analysis
by the computer of light intensities in the image.

[0015] Some method aspects include quasi-elastic
light scattering and may be performed using a device.
Such methods may further include performing fluores-
cent ligand scanning using the same device. The step of
performing fluorescent ligand scanning may include illu-
minating the subject’s eye, measuring first data of fluo-
rescence of the eye before introducing an imaging agent
into the eye, introducing the imaging agent into the eye,
measuring second data of fluorescence of the eye after
introducing the imaging agent into the eye, and compar-
ing the first and second data.

[0016] Ingeneral, in another aspect, the invention pro-
vides a system for diagnostic imaging of a subject’s eye
the system includes a light source configured to transmit
light by stimulated emission of radiation, an optical scan-
ning device configured to produce a vertical fan beam of
light from the light source and linearly sweep the vertical
fan beam from side to side, afirstlens configured to focus
light sent from the optical scanning device to create an
virtual image plane that is coplanar with a subject’s line
of sight and is a vertical cross-sectional plane through a
portion of the subject’s eye, a second lens configured to
focus light sentfrom the optical scanning device and scat-
tered by the subject’s eye to create a sharp focus plane
which coincides with the virtual image plane of the sub-
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ject’s eye, a first measurement reflector disposed to re-
ceive at least a portion of the focused light and configured
toreflect a first portion of the received light, a first camera
configured and disposed to receive the first portion of the
received light and configured to provide indicia of an im-
age corresponding to the first portion of the received light,
and a processor coupled to the camera and configured
to analyze intensities of light in the image to determine
a location of a reference point corresponding to an inter-
face of a portion of the eye wherein the linear sweep of
the vertical fan beam from side to side by the optical
scanning device traverses the vertical fan beam of light
in and out along the virtual image plane of the subject’s
eye.

[0017] Implementations of the invention may include
one or more of the following features. The reference point
corresponds to an interface of a lens capsule of the eye.
Thereference point corresponds to an interface between
the lens capsule and an anterior chamber of the eye. The
reference point corresponds to one of a posterior lens
capsule interface, an air-cornea interface, a cornea-
aqueous interface, and an interface of a retina of the eye.
The light source and processor are configured to perform
fluorescent ligand scanning. The light source is config-
ured to transmit infrared light. The system is configured
such that light scattered only at substantially 90° relative
to a path of the light entering the subject’s eye is collected
and analyzed.

[0018] Further, implementations of the invention may
include one or more of the following features. The meas-
urement reflector includes a mirror configured to reflect
the first portion of the received light, the mirror defining
an opening configured to allow a second portion of the
received light to pass unreflected by the mirror, the sys-
tem further comprising a correlator coupled to the reflec-
tor to receive the second portion of the received light and
to correlate measured scattered light intensity over time.
The processor is configured to actuate the measurement
reflector such that the second portion of the received light
corresponds to light scattered from a selected portion of
the eye relative to the reference point, and wherein the
processor is coupled to the correlator and configured to
analyze indicia of the second portion of the received light.
The processor is configured to provide an indication of
the presence of material associated with a medical con-
dition of the subject based on the indicia of the second
portion of the received light and a location in the eye from
which the second portion of the received light was scat-
tered. The system further comprises a second measure-
ment reflector disposed to receive at least a portion of
the focused light and configured to reflect a second por-
tion of the received light.

[0019] In general, in another aspect, the invention pro-
vides a system for performing at least one of quasi-elastic
light scattering and fluorescent ligand scanning on a sub-
ject’s eye, including a display screen showing an image
of the eye to allow an operator to select locations in the
eye to be measured. The system may include an optical
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unit coupled to a processor for executing at least one of
quasi-elastic light scattering and fluorescent ligand scan-
ning on selected locations of the eye and for collecting
data associated with the quasi-elastic light scattering
and/or fluorescent ligand scanning performed. The proc-
essor may further display data on the display screen for
operator review. To that end, the data associated with
the quasi-elastic light scattering and/or fluorescent ligand
scanning may be reported on the same display screen
and/or collected in cycles of no more than 60 msec. In
some embodiments, the processor may execute up to
ten consecutive cycles. Moreover, the data displayed on
the display screen may include test settings, front and
cross-sectional views of the eye, average intensity values
of quasi-elastic light scattering and/or fluorescent ligand
scanning, graphical depictions of autocorrelation func-
tions for quasi-elastic light scattering and/or fluorescent
ligand scanning, and curve fit parameters based on an
exponential fit to the autocorrelation data. The data may
be used to detect the presence of a material or object of
interest, including without limitation, f-amyloid protein
and/or track the progress of disease.

[0020] Insomeembodiments, the data collected by the
system may include the average intensity of scattered
light associated with quasi-elastic light scattering per-
formed and/or the average fluorescence intensity asso-
ciated with fluorescent ligand scanning performed. Im-
plementations of the invention may collect data from lo-
cations in the nucleus and/or supranucleus regions of
the lens of the eye to determine a ratio between the av-
erage fluorescence intensity associated with fluorescent
ligand scanning of the nucleus region of the lens of the
eye and the average fluorescence intensity of fluorescent
ligand scanning of the supranucleus region of the lens
of the eye. A similar ratio may be determined for quasi-
elastic light scattering of the nucleus and supranucleus
regions of the lens of the eye. The ratios may correlate
to the state of a disease in the eye, such that anincrease
in aratio indicates an increase in the amount of a material
and/or object in the eye. Some embodiments may also
incorporate a measurement quality metric calculated by
multiplying these ratios together or using the curve, y(t)
= le-kt, where | is the average intensity, k is the decay
time constant and tis time.

[0021] Additional system aspects of the invention may
include a display screen for displaying the image to allow
an operator to select regions of the eye for analyzing, as
well as a process configured to analyze scattered light
from quasi-elastic light scattering and/or fluorescent
emissions from fluorescent ligand scanning to detect a
material or object of interest located in selected regions
of the eye. The material or object of interest may be B-
amyloid. In some embodiments, the average intensity of
the scattered light and/or fluorescent emissions from a
supranucleus and/or nucleus region of the lens of the
eye may be analyzed. Moreover, the average intensity
of scattered light or fluorescent emissions from the nu-
cleus region of the lens of the eye may be compared to
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the average intensity of scattered light or fluorescence
for the supranucleus region of the lens of the eye to pro-
vide a correlation factor for evaluating the presence of a
material or object of interest in the eye. In some embod-
iments, the processor may measure the fluorescence in-
tensity from a region of the eye before introduction of an
imaging agent and after introduction of an imaging agent
to determine the difference between the two intensities.
In some embodiments, the processor may measure first
data of fluorescence of the eye before introducing an
imaging agent into the eye and second data of fluores-
cence of the eye after introducing the imaging agent and
then compare the first data and the second data. The
comparison may include, for example, subtracting the
first data from the second data to determine a difference
in measured fluorescence. Furthermore, the processor
may display data from quasi-elastic light scattering
and/or fluorescent ligand scanning on the display screen
for operator review. The data may include any informa-
tion on the quasi-elastic light scattering and/or fluores-
cent ligand scanning performed.

[0022] Another aspect of the invention provides a
method of performing at least one of quasi-elastic light
scattering and fluorescent ligand scanning to a subject’s
eye. The method may include selecting a location in the
eye for collecting data, performing at least one of quasi-
elastic light scattering and fluorescent ligand scanning
on the selected location, collecting data from the quasi-
elastic light scattering and/or fluorescent ligand scanning
and presenting the data. The data may be displayed on
a display screen and/or printed out. To that end, the data
collected may include the average intensity of at least
one of scattered light associated with quasi-elastic light
scattering performed and average fluorescence intensity
associated with fluorescent ligand scanning performed.
The average intensity data may be collected from loca-
tions in the supranucleus and/or nucleus region of the
lens of the eye and a ratio between the average intensity
of scattered light from the nucleus region of the lens of
the eye and the average intensity of scattered light from
the supranucleus region of the lens of the eye may be
determined. A similar ratio may be determined with re-
spect to fluorescent ligand scanning.

[0023] Method aspects of the invention may further in-
clude performing fluorescent ligand scanning by illumi-
nating the subject’s eye, measuring first data of fluores-
cence of the eye before introducing an imaging agent
into the eye, introducing the imaging agent into the eye,
measuring second data of fluorescence of the eye after
introducing the imaging agentinto the eye and comparing
the firstdata with the second data. Insome embodiments,
the first data and the second data may include the aver-
age fluorescence intensity from the eye and comparing
the firstdata and the second data may include subtracting
the first data from the second data. In some embodi-
ments, the measurement of the second data may be tak-
en no more than 24 hours after introducing the imaging
agent into the eye. The method may also be capable of
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detecting the presence of -amyloid protein in the eye
and/or allowing the progress of a disease to be tracked
by measuring levels of fluorescence in the eye.

[0024] Also, implementations of the invention may in-
clude one or more of the following features. The system
further includes a second camera configured and dis-
posed to receive the second portion of the received light
and configured to provide indicia of animage correspond-
ing to the second portion of the received light. The system
further includes a dichroic beam splitter configured and
disposed to reflect at least a portion of the focused light
to the second measurement reflector and transmit at
least a portion of the focused light to the first measure-
ment reflector. The processor is configured to analyze
light intensities in the image to determine locations of
regions in the eye relative to the reference point. The
processor is configured to associate the light intensities
in the image with regions from which the light associated
with the light intensities was scattered. The processor is
configured to determine locations of a supra-nucleus, a
nucleus, and a cortex of the eye. The system further in-
cludes a display coupled to the processor wherein the
processor is configured to cause the processor to display
an ellipse in the image. The processor is configured to
adjust a size and position of the ellipse relative to the
image. The processor is configured to analyze light in-
tensities in the image to determine a location of an iris of
the eye and to size and position the ellipse over the iris
in the image. The processor is configured to adjust the
size of the ellipse in response to input from a user of the
system.

[0025] Ingeneral, in another aspect, the invention pro-
vides a system for performing fluorescent ligand scan-
ning on a subject’s eye. The system includes a light
source configured to transmit light toward the subject’s
eye, afirstmicroscope objective configured and disposed
to focus light sent from the source toward the subject’s
eye to produce a focused spot of light to impinge the eye,
anactuator coupled to a movablefirstlens and configured
to position the focused spot of light sent from the first
microscope objective through the movable first lens with-
in the subject’s eye, a lens configured to focus light sent
from the source and scattered by the subject’s eye, a
photomultiplier tube or similar detector configured and
disposed to receive a first portion of the received light
and configured to provide indicia of animage correspond-
ing to the first portion of the received light, and a proces-
sor coupled to the photomultiplier tube or similar detector
and configured to analyze intensities of light in the image
to determine a location of a reference point correspond-
ing to an interface of a portion of the eye.

[0026] Implementations of the invention may include
one or more of the following features. The light scattered
by the subject’s eye and received at the photomultiplier
tube detector travels along a substantially similar path
as the light sent from the source. The first microscope
objective is removed to allow the light source to transmit
light as a collimated beam toward the subject’s eye.
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[0027] Further, implementations of the invention may
include one or more of the following features. The system
further includes a second lens configured to focus light
sent from the source and scattered by the subject’s eye,
a detector configured and disposed to receive afirst por-
tion of the received light from the second lens and con-
figured to provide indicia of an image corresponding to
the first portion of the received light, and the processor
is further coupled to the detector and configured to ana-
lyze intensities of light in the image to determine a loca-
tion of a reference point corresponding to an interface of
a portion of the eye, wherein the light scattered by the
subject’s eye and focused by the second lens, travels
along a path that is 45 degrees to the line of sight of the
subject and 90 degrees with respect to the path of light
from the source.

[0028] Also, implementations of the invention may in-
clude one or more of the following features. The system
further includes a first dichroic beam splitter disposed in
the path of light received by the second lens and at least
a second dichroic beam splitter disposed in the path of
light from the source, the first and atleast second dichroic
beam splitters configured to reflect at least a portion of
light received to a detector. The system further includes
a fast shutter disposed at a point in the path of the light
as it travels from the light source toward the subject’s
eye. The system further includes a heart-rate monitor
and the processor is configured to synchronize data col-
lection to rest periods between heart beats. The heart-
rate monitor is configured as a portion of a forehead rest
for the subject. The heart-rate monitor is configured as
a portion of a chin rest for the subject. The system further
includes a pacemaker configured to regulate heart beats
of the subject and the processoris configured to synchro-
nize data collection to rest periods between heart beats.
[0029] In accordance with implementations of the in-
vention, one or more of the following capabilities may be
provided:

* A workable fluorescence intensity measurements
system (e.g., FLS) capable of localized measure-
ments in the lens’ of eyes.

* A workable, quasi-elastic and/or light scattering in-
tensity scan system for detection of diseases using
measurements of eyes.

* Diagnostic measurements of the eye can be taken
by a single operator using a single device. Diagnostic
measurements of the eye, e.g., for disease related
information, can be obtained without physical con-
tact with the eye.

* Repeatable, highly accurate, measurements of light
scattering intensity within an eye can be performed.

*  Fluorescentligand scanning (FLS) and quasi-elastic
light scattering (QLS) (also known as dynamic light
scattering, self-beat spectroscopy, homodyne spec-
troscopy, laser Raleigh scattering and other names)
can be performed on a single platform/device.

¢ Movement in a subject’s eye can be compensated
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for during diagnostic measurements.

* Measurements for intra-ocular implants can be de-
termined in a non-invasive manner, e.g., for Lasik
operations. Infrared (IR) photo documentation of flu-
orescence intensity relative to position within an eye
can be obtained.

*  The location within an eye of light scattering meas-
urements can be accurately determined.

*  Quality control can be provided to verify the location
within an eye for measured data.

* Biomorphometrics of the eye can be determined, for
example parameters for use in lens equations,
measurement of the depth of the anterior segment,
thickness of the cornea, and/or thickness of the lens.

* Measurements can be made of aggregation in the
eye relevant, e.g., to cataracts, molecular age, dia-
betes mellitus, radiation exposure, (e.g., for airline
pilots, radiation workers, astronauts, cancer pa-
tients) and/or ocular toxicity (e.g., for long term ex-
posure to systemic steroids and/or anti psychotic
agents).

* Neurodegenerative diseases and/or TSEs can be di-
agnosed and prognoses provided.

¢ Drug testing can be performed, e.g., preclinical and
clinical mammalian testing.

* Movement in a subject’s eye due to heart beat can
be compensated for during diagnostic measure-
ments.

* A continuous cross-section scan of the eye can be
performed.

* The region of measurement of the eye may be suf-
ficiently illuminated while maintaining eye safe levels
of illumination at the retina.

[0030] These and other capabilities of the invention,
along with the invention itself, will be more fully under-
stood after a review of the following figures, detailed de-
scription, and claims.

BRIEF DESCRIPTION OF THE FIGURES
[0031]

FIG. 1 is a prospective view of a light scattering sys-
tem for use in measuring light scattering within an
eye of the patient according to some embodiments
of the invention.

FIG. 2 is a block diagram of a computer shown in
FIG. 1.

FIG. 3 is a cross-sectional image of an eye provided
by the system shown in FIG. 1 with both pencil and
fan beam lasers turned on.

FIG. 4 is a cross-sectional image of an eye provided
by the system shown in FIG. 1 with only a pencil
beam laser turned on.

FIG. 5 is a block flow diagram of a process of meas-
uring light scattering from a subject’s eye using the
system shown in FIG. 1.



11 EP 2 268 193 B1 12

FIG. 6 is a block flow diagram of a process of per-
forming fluorescent ligand scanning according to
some embodiments of the invention.

FIG. 7 is a block flow diagram of a process of per-
forming quasi-elastic light scattering and fluorescent
ligand scanning according to some embodiments of
the invention.

FIG 8. is a diagram showing the timing of the acqui-
sition of data according to some embodiments of the
invention.

FIG. 9 is a sample display window showing test set-
ting information and front and cross-sectional views
of an eye according to some embodiments of the
invention before performing quasi-elastic light scat-
tering and fluorescent ligand scanning.

FIG. 10 is a sample display window showing meas-
urements according to some embodiments of the in-
vention after performing quasi-elastic light scattering
and fluorescent ligand scanning.

FIG. 11is ablock diagram of a scanning Scheimpflug
illumination and scanning Scheimpflug imaging sys-
tem for taking measurements within an eye of the
patient according to some embodiments of the in-
vention.

FIG. 12 is a side view of a portion of a light scattering
system for use in measuring light scattering within
an eye of the patient according to some embodi-
ments of the invention.

FIG. 13 is a perspective view of a light scattering
system for use in measuring light scattering within
an eye of the patient according to some embodi-
ments of the invention.

FIG. 14 is a perspective view of a light scattering
system for use in measuring light scattering within
an eye of the patient in relation to the head of the
patient according to some embodiments of the in-
vention.

DETAILED DESCRIPTION OF PREFERRED EMBOD-
IMENTS

[0032] Some embodiments of the invention provide
techniques for measuring light scattering within a sub-
ject’s eye, e.g., a human eye, for diagnostic purposes.
For example, a light scattering system includes a laser
assembly that shines a laser beam into a subject’s eye.
A transfer lens focuses the scattered laser forming an
image on a measurement mirror. Between the transfer
lens and the measurement mirror the light is reflected
from a steerable mirror that can be adjusted to position
the image on the measurement mirror at a desired posi-
tion. The measurement mirror has a pinhole that allows
some of the scattered laser light to pass through and be
detected by a single photon detector and analyzed by a
hardware or software correlator. The scattered laser light
not passing through the pinhole is reflected by the meas-
urement mirror toward a charge-coupled device (CCD)
camera. The camera obtains images of the scattered la-
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ser light and provides the images to a computer. The
computer obtains information from the correlator and the
images from the camera. The computer can analyze the
output of the correlator (the correlation function) relating
measured scattered light and position within the eye to
determine whether the eye has indications of abnormal-
ities such as diseases. The computer can further process
the image information from the camera to provide images
of the scattered light from the eye and to send control
signals to the steering mirror to adjust for movement of
the subject’s eye and to help insure that light from a de-
sired location of the eye is being directed through the
pinhole of the measurement mirror. This light scattering
system is exemplary, however, and not limiting of the
invention as other implementations in accordance with
the disclosure are possible.

[0033] Referringto FIG. 1, a light scattering system 10
includes a light source 12, a transfer lens 14, a steered
mirror assembly 16, a measurement mirror 18, a CCD
camera 20, a correlator 22, and a computer 24. The com-
bination of the light source 12, transfer lens 14, mirror
assembly 16, measurement mirror 18, and CCD camera
20 forms an optical unit 11. The optical unit 11 may be
moved as a single unit in aligning the instrument to a
subject’s eye 26. The system 10 is configured to send
beams of laser light into the subject’s eye 26. Light scat-
tered from the eye 26 is focused on the measurement
mirror 18 at a position determined by the steering mirror
assembly 16. Some of the light incident upon the mirror
18 passes through a small hole 38 to an optical fiber 28
which conducts the light to a photon detector 19. The
detector 19 can output pulses to the correlator 22 for
analysis, correlation can also be done in software, with-
out specific hardware correlator or a combination of soft-
ware and hardware. Other portions of the scattered light
are directed from the mirror 18 to the CCD camera 20
and images of the scattered light region are provided to
the computer 24. The computer 24 can also receive cor-
relation functions and intensity measurements of the light
received by the correlator and process the correlation
functions and intensity measurements to perform diag-
nostic tests to determine likelihood of diseases and types
of diseases in the subject, and to control the redirection
of light by the steered mirror assembly 16 to control the
location in the eye 26 from which light is being measured
and provided to the correlator 22. While not shown, the
system 10 includes a chinrestand a forehead rest to help
position a subject’s head such that the subject’s eye 26
is positioned to be illuminated by the light source 12, with
minor adjustments to the light source’s position and/or
angle as appropriate.

[0034] The light source 12 may be configured to pro-
vide multiple laser beams to the eye 26. For example the
source 12 may be configured to send a laser pencil beam
20 toward the eye 26 that will scatter portions of the pencil
beam 30. The pencil beam 30 will penetrate deep into
the eye 26 along a straight line and will be scattered to
varying degrees by different materials within the eye 26.
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The laser source 12 may be further configured to provide
a fan beam, or slit beam, 32 directed at the eye 26. The
fan beam 32 is a very thin, planar beam that will also
penetrate deep into the eye 26 and be scattered by var-
ious materials to differing degrees. The fan beam 32 is
used to assist an operator in aligning the instrument 11
to the subject. During alignment, the eye illumination is
changed from pencil beam 30 to fan beam 32 and back
several times a second. During measurement, preferably
only the pencil beam 30 is turned on.

[0035] Thelightofthe laser beams 30, 32 is preferably
of a wavelength that is not visible or only slightly visible
to the patient such that shining the beams 30, 32 into the
patient’s eye 26 will not cause discomfort to the patient,
which could result in the patient moving undesirably.
Preferably, both of the beams 30, 32 have wave lengths
between about 400 nm - 820 nm.

[0036] The transfer lens 14 is arranged with its longi-
tudinal axis perpendicular to the pencil beam 30 and the
fan beam 32 (i.e., the direction of propagation of the beam
30, 32). The angle, preferably 90°, between the beams
30, 32 and the axis of the transfer lens 14 helps to re-
duce/minimize dimensions of the target region of scat-
tered light received from the eye 26. The transfer lens 14
is configured to focus the light scattered from the eye 26
onto the measurement mirror 18. The steered mirror as-
sembly 16 includes the mirror 34 and a mirror driver motor
36. The mirror 34 is configured, and the assembly 16 is
positioned, such that the mirror 34 receives the focused
scattered light from the transfer lens 14 and redirects this
light in beams 40, 42, corresponding to the beams 30,
32, to a focused image of the scattering region on the
measurement mirror 18. The mirror 34 is connected to
the driver motor 36 that is configured to adjust the angle
of the mirror 34 in two axes in accordance with control
signals received from the computer 24. The motor 36 is
configured to drive the mirror 34 to direct the scattered
light from the transfer lens 14 such that the lightis incident
upon the mirror 18 at a desired relative location (e.g.,
such that a desired portion of the scattered light passes
through a hole in the mirror 18).

[0037] The measurement mirror 18 is configured and
disposed to reflect light from the steered mirror assembly
16 to the CCD camera 20. The mirror 18reflects scattered
light from the mirror 34 such that the CCD camera 20
can receive reflected light from the beams 40, 42 for im-
aging scattered light from the eye 26. A hole 38 may be
provided in the center of the mirror 18. This hole 38 is
preferably a pin hole (e.g., about 50 uwm in diameter). The
hole allows light from the scattered beam 40 to pass
through and be received by an opticalfiber 28. The optical
fiber 28 transfers indicia of the portions of the beam 40
that pass through the pin hole 38 to the detector 19, that
provides electronic indicia to the correlator 22.

[0038] The detector 19 is connected to the measure-
ment mirror 18 through the fiber optic cable 28. The de-
tector 19 is configured to convert the light received from
the cable 28 to electronic pulses, and to send the pulses
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to the correlator 22.

[0039] The correlator 22 is configured to receive elec-
tronic pulses from the detector 19 and is configured to
analyze fluctuations in light intensity of the light received
via the pin hole 38 over time. The correlator 22 is config-
ured to perform auto-correlation algorithms using indicia
of the received light intensities to determine sizes of pro-
tein aggregates in the lens of the eye 26. The correlator
22 is further connected to the computer 24 and configured
to provide information to the computer 24 regarding the
size of protein aggregates in the lens of the eye 26.
[0040] The CCD camera20isdisposed and configured
to receive light reflected from the measurement mirror
18 from the light beams 40, 42. The camera 20 is con-
figured to be focused on the pin hole 38 and to provide
an image of the reflected light that has been scattered
by the eye 26. The camera 20 is configured to process
the received reflected light to produce images showing
across-section of the lens of the eye 26 due to light scat-
tered from the fan beam 32 and the pencil beam 30. The
camera 20 is further connected to the computer 24 and
configured to provide information to the computer 24 re-
garding the images of the eye 26 for display by the com-
puter 24,

[0041] The computer 24 is configured to receive infor-
mation from the correlator and the camera 20 and proc-
ess this information accordingly to collect desired infor-
mation and perform diagnostic operations. The computer
24 can process indications of aggregate types and size
from the correlator 22 to determine indications of disease.
The computer 24 can process images of the eye 26 from
the camera 20 and provide control signals to the assem-
bly 16 to adjust the positioning of the mirror 34 to control
which portion of the scattered light in the beam 40 is
incident upon the pin hole 38.

[0042] Referring also to FIG. 2, the computer system
24 includes a processor 82, memory 84, disk drives 86,
adisplay 88, a keyboard 90, and a mouse 92. The proc-
essor 82 can be a personal computer central processing
unit (CPU) such as those made by Intel® Corporation.
The memory 84 includes random access memory (RAM)
and read-only memory (ROM). The disk drives 86 include
a hard-disk drive and can include floppy-disk drives, a
CD-ROM drive, and/or a zip drive. The display 88 is a
cathode-ray tube (CRT), although otherforms of displays
are acceptable, e.g., liquid-crystal displays (LCD) includ-
ing TFT displays. The keyboard 90 and mouse 92 provide
data input mechanisms for a user (not shown). The com-
ponents 82, 84, 86, 88, 90, and 92 are connected by a
bus 94. The computer system 24 can store, e.g., in the
memory 84, software code containing computer-reada-
ble, computer-executable instructions for controlling the
processor 82 to perform functions described below to
image and analyze light scattered by the eye 26.
[0043] Referring also to FIGS. 3-4, the computer 24 is
configured to produce an image 50 of the eye 26 from
the scattered light of the beams 30, 32. As indicated in
the image 50, light is scattered with significant intensity
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at a cornea and appears as a bright spot 52 in the image
50. As the pencil beam 30 further passes into the eye
26, light is not significantly scattered by a vitreous humor
region 54 of the eye 26 and thus appears as adark region
in the image 50. Moving to the left in the image 50, light
is significantly scattered by a lens capsule 56 due to Type
IV collagens in the lens capsule, a supra-nuclear region
58, and a nucleus 60 of the eye 26. The significant scat-
tering results in the bright portions shown in the image
50 due to the increased intensity of scattered light re-
ceived by the camera 20. Also, a bright spot 53, the
Purkinje spot, is caused by light reflecting from the cor-
nea.

[0044] The camera 20 produces about 30 images/sec-
ond, but one of skill in the art understands that other
frame rates may also be used. Correlation functions are
acquired in time frames between about one millisecond
and one second. Typically, five correlation functions are
obtained at each position in the eye 26 with the meas-
urement 11 focusing on a given point in the eye. Normal
motions of the eye 26 due to, e.g., pressure surges due
to the heart beat of the subject, as well as other factors,
typically cause the eye 26 to move during the time used
for obtaining information to produce the correlation func-
tion. Such motion can reduce the effectiveness of the
data produced and thus the effectiveness of the meas-
urement taken, and consequently the diagnostic results.
The system 10, and in particular the computer 24, is pref-
erably configured to help stabilize the image 50 by com-
pensating for motions of the eye 26.

[0045] When making measurements, preferably only
the pencil beam 30 is turned on and the tracking mech-
anism is active. Referring to FIG. 4, the computer 24 can
accommodate movement of the eye 26 due to various
causes. For example, saccadic eye movements, blink-
ing, pulsation (e.g., due to heart beats), or voluntary
movements of the eye 26 can be accommodated using
the tracking mechanism of the computer control signals
and the motor 36. The computer 24 can determine the
position where the laser beam 30 passes between two
known regions to determine a reference point for use in
locating specific portions of the eye 26 and for use in
adjusting the mirror 34 in order to collect data through
the pinhole 38 for a desired position of the eye 26. For
example, the computer 24 can determine the location of
an anterior lens capsule interface 61 corresponding to
aninterface between the lens capsule 56 and the vitreous
humor region 54, a posterior lens capsule interface 63,
an air-cornea interface 65, a cornea-aqueous region in-
terface 67, a vitreous humor-retina interface, etc. For the
interface 61, the computer 24 can determine the position
where the laser beam 30 passes from the aqueous humor
region 54 into the anterior lens capsule 56 by determining
where the scattered intensity rises abruptly after the cor-
nea 52 moving from right to left in the image 50. Any of
the above mentioned interfaces can be used as a refer-
ence point for measurements, mapping and tracking.
[0046] The computer 24 places a marker, e.g., an "X"
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55, atthe location of the reference point, near the anterior
lens capsule interface 61, in the captured image 50 to
permit future visual confirmation of proper tracking oper-
ation. A pickup point 66 corresponding to the pinhole 38
remains at the same pixel address in the image 50. A
desired pickup point 64 in the eye 26 is set in a setup
screen to be a specified number of pixels measured from
the lens capsule 56. Knowing the pixel position of the
lens capsule 56, the desired pickup point 64, and the
actual pickup point 66, the computer 24 can calculate the
present error between the desired pickup point 64 and
the actual pickup point 66 and move the mirror 34 to
compensate for this difference. This operation is done
30 times a second (for example) to maintain the actual
pickup point 66 at the desired position 64 in the eye 26.
The computer 24 can determine the present position of
the lens capsule 56 in this manner. The computer 24 can
determine the distance in pixels from the present position
of the lens capsule 56 to a desired position of the lens
capsule 56 in the image 50. The determined distance is
a horizontal distance (for example) from the present po-
sition of the eye 26 and its desired position relative to the
field of view of the camera 20 and thus the image 50.
The computer 24 can send control signals to the assem-
bly 16 to cause the motor 36 to move the mirror 34 such
that the actual horizontal position of the eye 26 in the
image 50 is the desired horizontal position of the eye 26
in the image 50. The computer 24 continues to make
these adjustments during measurements of the eye 26.
The computer 24 can further determine the relative ver-
tical distance between the present position of the eye 26
and its desired position and send control signals to the
motor 36 to cause the motor 36 to adjust the mirror 34
to compensate for vertical motion of the eye 26. The com-
puter 24 can analyze the information obtained over time
and determine what information should be discarded due
to movement of the eye 26 or blinking. The computer 24
can retain information not tainted by eye movement or
blinking (or for which movement was sufficiently com-
pensated) and discard information tainted by eye move-
ment or blinking (and for which movement was not ade-
quately compensated).

[0047] As part of the initial alignment procedure, the
computer 24 may be further configured to superimpose
an ellipse 68 on the image 50 with both laser beams 30,
32 turned on. The ellipse 68 is preferably sized and dis-
posed to align with the pupil 70 of the eye 26. The ellipse
68 can be sized manually by a user of the computer 24
using, e.g., the keyboard 90 or the mouse 92. The user
can use the image 50 to select borders between the var-
ious regions of the lens (cortex 57, supra nucleus 58,
nucleus 60) and have data collected within each region.
The user can select to insert or superimpose the ellipse
68 and move the image 50 of the eye 26 by moving the
optical unit 11 with respect to the subject. When the op-
tical unit 11 is positioned so that the ellipse 68 matches
the pupil 70 of the eye 26 and the subject is fixating on
a target (not shown), the laser beam 30 passes through
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aunique path inthe lens of the eye 26 and measurements
may be made at a position that is reproducible from one
measurement session to another. The user can size the
ellipse 68, e.g., by selecting the ellipse 68 and dragging
a cursor to adjust the size in either axis of the ellipse 68.
Using this alignment procedure, the same subject can
be analyzed before and after various procedures, such
as operations on the eye 26 or administration of medica-
tions, to evaluate the success of the procedures per-
formed or medications administered on the subject.
[0048] The computer 24 may be further configured to
separate the eye image 50 into regions. As shown in FIG.
3, the computer 24 can analyze the intensity of the image
50 and separate the image 50 into the cortex 57, the
supra-nucleus 58, and the nucleus 60 regions of the eye
26. The computer 24 can use the segmentation of the
eye image 50 to control the assembly 16 to determine
the position of the measurement region 64. For example,
the computer 24 can specifically choose to measure light
scattered intensity of the supra-nucleus 58 or nucleus 60
regions. In particular, the computer 24 can cause meas-
urements to be taken using the measurement region 64
at, e.g., four different depths within the eye 26 relative to
the cornea 52.

[0049] The system 10 can be used to perform both
quasi-elastic light scanning (QLS) and other forms of
scanning on a single platform/device. For instance, an
imaging agent can be introduced that will bind or attach
to specific types of items, e.g., aggregates indicative of
disease, and will react to light in a way that can be de-
tected distinctively. Preferably, the imaging agent is con-
figured to fluoresce in response to light, in which case
the scanning is referred to as fluorescent ligand scanning
(FLS). The imaging agent can be introduced into the eye
in a variety of ways, e.g., through eye drops, creams,
lotions, salves, systemically, etc. The light source 12 has
the wavelength and polarization properties appropriate
to the specific imaging agent. For example if the imaging
agent is a fluorophor, then the wavelength is preferably
tuned to the peak of the agent’s absorption spectrum.
The light source 12 can be tuned to the wavelength of
light to which the imaging agent will react and the result-
ing image portion that passes through the pinhole 38 an-
alyzed by the computer 24 such that the aggregates’
presence and quantity can be determined. The imaging
agent can take various forms such as a chromophor (that
is colorimetric, in the visible light spectrum), a fluorophor
(e.g., afluorescent probe) that will fluoresce in response
to light, or other material that will distinctively and detect-
ably react to visible or non-visible (e.g., infrared) light. A
distinctive reaction need not be unique, but is such that
it differs (e.g., in wavelength and/or degree of reaction)
from the reaction, if any, of materials in the region of
interest other than the imaging agent. Fluorescing imag-
ing agents preferably fluoresce different wavelengths of
light than materials in the eye 26 and/orin amounts great-
er (at the fluorescent wavelength) than the materials is
the eye 26. Exemplary fluorophors are discussed in U.S.

10

15

20

25

30

35

40

45

50

55

10

Patent No. 6,849,249 (herein incorporated by reference
in its entirety), and include Chrysamine or Chrysamine
derivative compounds such as {(trans, trans), -1-bromo-
2,5-bis-(3-hydroxycarbonyl-4-hyrdoxy) styrlbenzene
(BSB)}. The system 10 can also use the same camera
20 for both the QLS and FLS measurements. The system
10 can perform optical sectioning with FLS and the slit
beam 32 to assist in mapping the eye 26 (e.g., sectioning
the eye 26). The light scattered from the two beams 30,
32 can be co-registered on the image 50 as shown. Fur-
ther, the computer 24 can use FLS measurements to
confirm QLS measurements and/or can use QLS meas-
urements to confirm FLS measurements and diagnostic
conclusions.

[0050] Thus, the system 10 can be used for diagnostic
purposes by contacting an ocular tissue of a mammal,
e.g., a human subject, with a detectably-labeled com-
pound which binds to an amyloid protein or pre-amyloid
protein aggregate. The compound preferentially binds to
amyloid proteins compared to other 3-pleated sheet con-
taining proteins. Preferably, the detectably-labeled com-
pound contains a fluorescent probe. For example, the
fluorescent probe or fluorophor is a Chrysamine or
Chrysamine derivative compound such as {(frans, trans),
-1-bromo-2,5-bis-(3-hydroxycarbonyl-4-hyrdoxy)styrl-
benzene (BSB)}. Chrysamine G and derivatives thereof
are known in the art (e.g., U.S. Patent Nos. 6,133,259;
6,168,776; 6,114,175). These compounds bind to A
peptides, but are not fluorescent. The diagnostic meth-
ods utilize a highly lipophilic fluorescent amyloid-binding
Chrysamine G derivative to detect Af} peptides in the eye.
Bioavailable lipophilic fluorescent probes may also be
used. Such fluorophors and probes are commercially-
available, e.g., from Molecular Probes, Inc. Eugene, OR.
Some dyes, e.qg., X-34 or {(frans, trans), -1-bromo-2,5-
bis-(3-hydroxycarbonyl-4-hyrdoxy)styrlbenzene (BSB)}
(Styren et al., 2000, J. Histochem. 48:1223-1232; Link
et al., 2001, Neurobiol. Aging 22:217-226; and Skrovon-
sky et al., 2000, Proc. Natl., Acad. Sci. US.A.
97:7609-7614) have been used to analyze brain tissue
(but not eye tissue). These probes emit light in the blue-
green range, thus the level of fluorescence, which is di-
agnostically relevant, exceeds the amountof humanlens
autofluorescence in the blue-green range. Other useful
compounds include a detectable methoxy agent such as
Me-X04 (1,4-bis (4’-hydroxystyrl)-2-methoxybenzene).
Other methoxy agents include, e.g., Chrysamine or
Chrysaminederivative compound such as{(trans, frans),
-1-bromo-2,5-bis-(3-hydroxycarbonyl-4-hyrdoxy)styrl-
benzene (BSB)}. Such compounds are described in Ma-
thisetal., Curr. Pharm. Des., vol. 10(13):1469-93 (2004);
U.S. Patent Nos. 6,417,178, 6,168,776; 6,133,259; and
6,114,175, each of which is hereby incorporated by ref-
erence in its entirety. Nonspecific amyloidphilic probes
such as thioflavin T, thioflavin S or Congo red dye may
also be used.

[0051] The system 10, in particular, the computer 24,
can provide photo documentation of measured results.
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The computer 24 can provide, for every FLS number ob-
tained, an indication of where in the image 50 the light
came from that was analyzed for determining the FLS
number. In this manner, the computer 24 can document
the region from which various FLS indications came from.
The FLS number andthe corresponding region of interest
can then be used to determine whether the FLS number
corresponds to a particular disease or other cause. Indi-
cations or FLS numbers indicating aggregates in one re-
gion of the eye 26 maybe be indicative of disease or other
abnormality while the same FLS number in a different
region of the eye 26 maybe innocuous. Therefore, the
computer 24 preferably associates measured FLS num-
bers with corresponding regions within the eye 26 from
which the measurements were taken to arrive at the FLS
number.

[0052] The computer 24 may be further configured to
analyze different portions of the eye 26 to determine dis-
tances between intensity peaks in the image 50. For ex-
ample, the intensity peaks can be used to determine the
depth of the eye 26, e.g., for use in selecting an intra-
ocular implant, e.g., the size of an artificial intra-ocular
lens (IOL) for implantation in the subject’s eye 26. Thus,
the system 10 can be used to determine the appropriate
intra-ocularimplant to use in a non-invasive manner. The
system 10 can also be used to determine the depth of
the anterior chamber, corneal and lens thicknesses, etc.
[0053] Referringto FIG. 5, with further reference to the
FIGS 1-3, a process 110 for measuring and analyzing
objects in the subject’s eye 26 using the system 10 in-
cludes the stages shown. The process 110 can be used
to perform FLS and/or QLS using the system 10. The
process 110, however, is exemplary only and not limiting.
The process 110 may be modified, e.g., by adding, re-
moving, or rearranging stages.

[0054] At stage 112, the laser source 12 shines the
laser's beams 30, 32 into the subject’s eye 26. The beam
32 provides a plane of laser infrared light such that a
cross section of the eye 26 can be imaged. The fan beam
32 will allow for the cross-section image 50 to be formed
while the pencil beam 30 provides focused light for ana-
lyzing different regions of the eye for distinctive charac-
teristics such as aggregates.

[0055] At stage 114, the light scattered by the eye 26
fromthe laserbeams 30, 32isimaged. The lightscattered
by the eye 26 is collected at preferably 90° relative to the
incidentbeam propagation directions. The light scattered
by the eye 26 is focused by the lens 14 on the measure-
ment mirror 18. The measurement mirror 18 reflects the
scattered light to the camera 20 that processes the re-
ceived light to form the cross-sectional image 50 of the
eye 26. The cross-sectional image 50 is a cross-section
of the eye 26 with an overlay of the light scattered due
to the beam 30. The cross-sectional image 50 is prefer-
ably of an anterior segment of the eye 26, including the
cornea, the lens, and part of the nucleus of the eye 26.
The image information is provided by the camera 20 to
the computer 24 fordisplay on the computer’s monitor 88.
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[0056] At stage 116, the ellipse 68 is positioned over
the image 50 of the eye 26. The optical unit 11 can be
positioned and the ellipse 68 can be sized manually by
a user of the instrument 10. For example, the ellipse 68
is sized and the optical unit 11 is moved so thatthe ellipse
corresponds with the pupil of the eye 26. The ellipse 68
can be repeatedly positioned on the eye 26 such that the
process 110 can be repeated at different times on the
same eye 26 and will allow for consistent measurement
of the eye 26 such that measurement can confidently be
takenforthe sameregioninthe eye 26 to compare chang-
es in the eye 26 over time.

[0057] At state 118, various regions within the eye 26
are identified. This can be done manually by the user of
the computer 24 manipulating input devices such as the
keyboard 90 and/or the mouse 92 or automatically by the
computer 24. If done automatically, the computer 24 an-
alyzes the intensity pattern of the image 50 and identifies
various regions of the eye 26 given known properties of
intensity distributions of eye images. The computer 24
identifies the cornea 52 by moving along the direction of
propagation of the beam 30 and finding a large high-
intensity region in the image 50, and identifies the lens
capsule 56 by moving toward the inner portion of the eye
26 in the image 50 and finding the next location where
the image intensity is significant after a large region of
low intensity. The computer 24 further sections the image
50 by identifying the cortex 57, the supra-nucleus 58 and
the nucleus 60 regions by analyzing absolute and/or rel-
ative intensity levels scattered by the beam 32 along the
line 62. The computer 24 stores indications of distances
between the cornea 56 and the various regions within
the eye 26, e.g., as indications of numbers of pixels be-
tween the various objects and regions of the eye 26.
[0058] At stage 120 the scattered light from the beam
30isdirected tothe pinhole 38 inthe measurement mirror
18 to measure desired regions of the eye 26. The com-
puter 24 sends control signals to the motor 36 to drive
and steer the mirror 34 to direct light scattered from the
beam 30 from a desired region of the eye 26 to the pin
hole 38. The computer 24 determines the desired region
of the eye 26 from which measurements are desired to
be taken. The computer 24 sends the control signals to
the motor 36 to steer the mirror 34 in two axes such that
the measurement region 66, corresponding to the pin
hole 38, is positioned at the desired measurement region
64. The computer 24 can position the measurement re-
gion 64 at a set of desired regions within the eye 26, e.g.,
a set of four regions corresponding to different regions
of the eye such as the cortex, two measurements within
the supra nucleus, and one measurement within the nu-
cleus. Other quantities of measurements and/or regions
or distributions of measurements within the regions may-
be used. Further, the computer 24 may position the
measurement region 64 in a particular region or at a par-
ticular location to measure characteristics of the eye 26
at a particular position within the eye 26 for, e.g., diag-
nosing particular abnormalities. For example, the meas-
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urement region 64 can be placed at the supra-nucleus
58 to investigate for aggregates corresponding to Alzhe-
imer disease, other neurodegenerative diseases, TSEs,
etc.. The scattered light received from the measurement
region corresponding to the pin hole 38 is collected and
transmitted through the fiber optic cable 28 to the detector
19 and the detected signal is sent to the correlator 22.
The correlator 22 computes correlation functions to an-
alyze the intensity of received light over time and provides
indications of this analysis to the computer 24, e.g., for
determination of abnormalities within the eye 26.
[0059] At stage 122, performed during the stage 120,
the system 10 accommodates for motion of the eye 26.
The computer 24 analyzes the image 50 to determine
the location of a specific portion of the eye 26, e.g., the
lens capsulerelative to a desired location of the lens cap-
sule 56 and sends control signals to the motor 36 to adjust
the angle of the mirror 34 to accommodate for motion of
the eye 26. Thus, the system 10 can provide a relatively
stable image of the eye 26 and can take measurements
from a relatively stable location within the eye 26 such
that measured light intensity accurately reflects the ex-
istence or non-existence of aggregates and the type of
aggregates within the desired tested location of the eye
26.

[0060] At stage 124, the computer 24 analyzes the
measured results from the correlator 22 for diagnostic
purposes. The computer 24 analyzes the data from the
correlator 22 in conjunction with knowledge of the loca-
tion of the measured regions 64 within the eye 26. Using
this information, the computer 24 can determine the ex-
istence and type of aggregate or other objects within the
eye 26 and provide indications, e.g., through the compu-
ter’s display 88 to a user of the existence, non-existence,
and/or type of object within the eye 26.

[0061] Referringto FIG. 6, with further reference to the
FIGS 1-3, a process 150 for performing FLS on the sub-
ject’'s eye 26 includes the stages shown. The process
150, however, is exemplary only and not limiting. The
process 150 may be modified, e.g., by adding, removing,
or rearranging stages. For example, stage 152 may be
removed and stage 156 modified to eliminate comparing
measured intensity with previously-measured intensity.
Further, while measuring fluorescence in response to
light is discussed below, the process 150 could be mod-
ified to use other forms of energy and/or measure other
characteristics, as discussed above.

[0062] At stage 152, the eye 26 is illuminated and flu-
orescence measured. The eye 26 is illuminated with a
light source and fluorescence emitted from the eye 26 in
response to theillumination measured andrecorded. The
magnitudes of emitted fluorescence and the locations of
these magnitudes are correlated and recorded.

[0063] At stage 154, an imaging agent is introduced
into the eye 26. The imaging agent is configured to bind
to materials/objects of interest that may be presentin the
eye 26 and is configured to fluoresce in response to light
from the source. The imaging agent may be introduced
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in a variety of manners, e.g., through drops applied to
the eye 26, intravenously, etc.

[0064] At stage 156, the eye 26 is illuminated with light
from the source and the fluorescence from the eye 26
measured. The intensity magnitudes and locations are
correlated and stored, and compared with magnitudes
recorded at stage 152, with magnitudes measured from
similar locations in stages 152 and 156 being compared.
The comparison includes analyzing differences in the
magnitudes and determining presence of the materi-
al/object of interest, and amount of the material/object if
indeed present in the eye 26. Conclusions can be deter-
mined regarding implications of the presence and/or
amount of the material/object of interest such as a med-
ical condition of the subject such as the existence and/or
stage of a disease such as Alzheimer Disease.

[0065] Some embodiments of the system 10 may in-
tegrate both QLS and FLS technologies to enable non-
invasive quantitative measurements of predetermined bi-
ological materials (e.g., one or more proteins) in the eye,
to examine and measure deposits in specific areas of the
lens for early detection of diseases (e.g., Alzheimer’s dis-
ease). For instance, the system may be used to aid in
the diagnosis (e.g., screening) of Alzheimer’s disease by
quantifying B-amyloid aggregates in the supranucleusre-
gion of the lens. To this end, QLS provides a quantitative
measure of the relative amount of a material and/or object
inthe eye and FLS provides a visualidentification ofthose
where such material and/or object is located in the eye.
[0066] Accordingtosomeembodiments, QLSandFLS
measurements may be taken from the same anatomical
region of the eye. By selecting a reference point on the
cross-sectional image view, a galvanometer may be po-
sitioned (e.g., by software) for the 780 nm laser and a
stepper motor may be positioned for the 405 nm laser to
collect data at an anatomical location specified by the
operator. The location may be defined as a 200 micron
area surrounding the selected reference point.

[0067] Referring to FIG. 7, with further reference to
FIGS. 8-10, a process 151 for measuring and analyzing
objects in the subject’'s eye 26 using the system 10 in-
cludes the stages shown. The process 151 is performed
using QLS and FLS technologies with the system 10.
The process 151, however, is exemplary only and not
limiting. The process 151 may be modified, e.g., by add-
ing, removing or rearranging steps.

[0068] At stage 153, an operator may select an ana-
tomical region (e.g., using keyboard 90 or mouse 92 to
click on the cross-sectional image) of the eye 26 to be
measured from front and/or cross-sectional views dis-
played on a display screen, as shown in FIG. 9. The an-
atomical region may be designated. At stage 155, data
collection and measurement analysis begins. The loca-
tion of the anatomical region may be recorded (e.g., via
software processing) to mark (e.g., by superimposing the
mark) on all cross-sectional images at the selected an-
atomical location. For front-view images, a circle may be
superimposed (e.g., via software control) that is of a size
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similar to the pupil in the center of the image. Some em-
bodiments of the system may collect 60 msec of data for
atleastone of QLS and FLS for each measurement cycle,
as shown in FIG. 8. As many as ten measurements may
be automatically taken in rapid succession without rea-
ligning the subjects. This allows the collection of several
data sets without requiring retesting of a subject in the
event that one or more data sets are contaminated due
to subject motion. Selection of acceptable tests may be
conducted manually by an operator prior to acceptance
of the data set or automatically by a computer.

[0069] At stage 157, the system 10 provides a report
of the QLS and FLS measurement results. Referring to
FIG. 10, some embodiments may include software that
provides a series of on-screen and/or printable reports
of each measurement for operator review. The reports
may comprise one or more of the test settings, the images
associated with each measurement to define and char-
acterize the location of data collection, the average QLS
intensity (Ip.q s) and average FLS intensity (Ipg g) for
each data set, autocorrelation functions provided in
graphical form for both QLS and FLS to evaluate for data
set acceptance or rejection and curve fit parameters
based on an exponential fit to the autocorrelation data,
which, in some embodiments, may not be used in the
analysis of data.

[0070] With regard to QLS, measurements of light in-
tensities may be taken by collecting light intensities of
photons from detector 19 in small time increments of, for
example, 60 msec or less. By collecting light intensities
from detector 19 at small time intervals, it is possible to
calculate (e.g., using software) an autocorrelation func-
tion of the intensity over time. The autocorrelation func-
tion can then be used to calculate the relative size of
particles present in a fluid matrix. In some embodiments,
the autocorrelation function may be used to evaluate the
quality of a QLS measurement since the autocorrelation
function is sensitive to measurement artifacts, such as
subject motion.

[0071] The average intensity over the measurement
time in counts per second may be reported (e.g., via soft-
ware). In some embodiments, these measurements may
be analyzed separately in a spreadsheet format. In some
embodiments, the primary QLS measure for analysis is
the average intensity (Ip.q.g), in photons per second, of
a wavelength of light captured by the detector 19 placed
at a certain angle to an illumination source (e.g., light
source 12). The wavelength of light may be, for example,
785 nm and the angle of incidence of the detector 19 may
be 90 degrees to the line of propagation of the illumination
source. Measurements may be taken in both the supra-
nuclear and nuclear regions of the lens of the eye 26.
The nuclear region of the lens does not express B-amy-
loid and thus acts as an internal control measure. Ameas-
ure for statistical analysis is the ratio (QLSy,p) between
the average intensity (Ip.q s.sn) of scattered light in the
supranucleus region of the eye and the average intensity
(Ip.qLs-n) of scattered light in the nucleus region of the

EP 2 268 193 B1

10

15

20

25

30

35

40

45

50

55

13

24

eye:

_ I qs-sn
Norm — 1

OLS

D-QLS-N

Insome embodiments, the value of QLS may directly
correlate to disease state and as such will increase with
increasing clinical disease state (i.e., increased amount
of material and/or object aggregation in the eye). That s,
if scattered light intensities increase over time, a potential
diagnosis can be made, enabling clinicians and/or phy-
sicians to track the progress of disease in a patient by
measuring intensity levels of scattered light reflected by
the eye. In addition, increases in scattered light intensity
may also enable clinicians, physicians and/or research-
ers to monitor the efficacy of drugs for a disease in clinical
trial settings.

[0072] Withregardto FLS, measurements may be tak-
en by collecting counts of photons at a fluorescent emis-
sion peak and excluding other wavelengths by, for ex-
ample, band-pass filtering. Exemplary compounds for
binding to -amyloid proteins include without limitation
Methoxy-X04 and Methoxy X-34, which have peak ab-
sorption spectrums of 480-520 nm. By collecting light in-
tensities from a detector 19 at small time intervals, the
system 10 is capable of calculating an autocorrelation
function of the fluorescence intensity over time.

[0073] The average fluorescence intensity over the
measurement time in counts per second may be reported
by either visual display or printing. The measurements
may also be analyzed separately in spreadsheet format.
In some embodiments, the primary FLS measure for
analysis is the average intensity (Ip_f ), in photons per
second, of a wavelength of light captured by the detector
19 confocally aligned to the focus of the FLS illumination
source (e.g., light source 12). The wavelength of light
may be, for example, 480-520 nm. Measurements may
be taken in both the supranuclear and nuclear regions
of the lens of the eye 26. The nuclear region of the lens
does not express J-amyloid and thus acts as an internal
control measure. A measure for statistical analysis may
thus be the ratio (FLSy,,,) between the average fluores-
cence intensity (Ip_r g.gn) from the supranucleus region
of the eye and average fluorescence intensity (Ip_r s.n)
from the nucleus region of the eye:

FLS — I D-FLS-SN

Norm I
D-FLS-N

Insome embodiments, the value of FLSy,,,,, may directly
correlate to disease state and as such will increase with
increasing clinical disease state (i.e., increased amounts
of material and/or object aggregation in the eye). In other
words, if fluorescence increase over time, a potential di-
agnosis can be made, enabling clinicians and/or physi-
cians to track the progress of disease in a patient by
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measuring levels of fluorescence. In addition, increases
in fluorescence may also enable clinicians, physicians
and/or researchers to monitor the efficacy of drugs for a
disease in clinical trial settings.

[0074] Additional embodiments may include determin-
ing the difference between the measured fluorescence
intensity prior to administration of animaging agent(e.g.,
ligand) to the eye 26. More specifically, the eye 26 may
first be illuminated with a light source and the magnitude
of intensity (Igaseline) ©f fluorescence emitted from the
eye 26 in response to the illumination may be measured
and recorded. An imaging agent configured to bind to
materials and/or objects of interest that may be present
in the eye 26 and configured to fluoresce in response to
the illumination may be introduced to the eye 26. One
location of the eye into which the imaging agent may be
introduced is the supranucleus region of the lens of the
eye 26. When theeye 26 is illuminated with a light source,
a magnitude of intensity (I;maging Agent) Of fluorescence
emitted from the eye 26 in response to the illumination
may be measured and recorded. In some embodiments,
a measure for statistical analysis may thus be the differ-
ence (Iprp) between these two intensities:

Ipirr = Ilmaging Agent - IBasctine

In some embodiments, |jp54ing Agent MaY be the meas-
urement or magnitude of intensity of fluorescence emit-
ted from the eye 26 within 24 hours after the washout of
bound agent has occurred. Furthermore, in some em-
bodiments, the measurement may take place in the su-
pranucleus region of the lens of the eye.

[0075] Some embodiments may include additional
measures for evaluating the accuracy and utility of QLS
and FLS measurements as measures of biological ma-
terial, for example, B-amyloid, accumulated in the eye.
One embodiment may be a combined measure to link
both QLS and FLS measures in a combined metric. This
analysis may be employed to address the possibility of
false positive or conflicting results. This is in view of the
possibility that QLS may provide a more sensitive metric
of disease progression (but not of disease type) and that
FLS may provide a sensitive measure for the presence
or absence of -amyloid (a selective marker of Alzheim-
er's disease). The combined measure N, may be calcu-
lated as the product of QLSyom and FLSyomm:

N, =0LS,,..xFLS

Norm Norm

In addition, linear and multi-tau autocorrelation algo-
rithms may be employed in some embodiments to graph
intensity data across a specified time period for operator
interpretation of measurement "quality." Previous clinical
studies of QLS have found that the correlation function
is a sensitive measurement of motion artifact during data
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collection. A curve may be fitted in user selectable "fast"
and "slow" regions of the correlation function based on
the equation y(t) = le’kt (e.g., using software), where | is
the average intensity (amplitude), k is the decay time
constant (gamma). This analysis may be useful in the
determination of disease state.

[0076] Moreover, in some embodiments, each meas-
urement may consist of up to 10 groups of 60 msec QLS
and FLS measurements (a total of 120 msec in meas-
urement per group). Each measurement group may be
separated by a 30 msec image acquisition to define the
location of measure. The combination of images and
measurements may define each test. The tests, including
average values, autocorrelation functions and images,
may be reported to and evaluated by the operator. A
measurement may be anticipated to yield at least five
acceptable measures to be included in the data set.
[0077] In some embodiments, time course measure-
ments for the initial pilot study may be reported as an X-
Y scatter plot with time on the X-axis and each average
intensity on the Y-axis. In addition, average and standard
deviation for each subject, and groups at each time point
will be reported. The optimal time for measurement fol-
lowing the application of animaging agent may be chosen
as the time which provides the greatest separation in
FLSnorm @nd N, between normal and disease groups.
Thistime may then be used in later studies to standardize
test methods.

[0078] In some embodiments, each subject may be
tested with both QLS and FLS without an imaging agent.
This data may provide a control for comparison with QLS
measurements following application of the agent. A hy-
pothesis is that the agent may not affect QLS measure-
ments which should remain consistent throughout the
time course of measurements for each subject, inde-
pendent of the imaging agent status. Mean values of QL-
Shorm Within and between subjects may be evaluated
using non-parametric signed-rank tests to evaluate this
data for differences between QLS measures with and
without imaging agent.

[0079] The system 10 has wide applicability for differ-
entdiagnostic purposes. For example, the system 10 can
be used as described above to determine aggregates for
diagnosing various types of disease or other types of
abnormalities within a subject.

[0080] The system 10 can further be used to determine
the depth of a subject’s eye for use in selecting a size of
an intra-ocular implant, e.g., an artificial intra-ocular lens,
to be inserted into the subject’s eye.

[0081] Further, the system 10 can also be used to per-
form FLS and/or QLS without using anesthesia. The use
of anesthesia on animals inhibits the ability to perform
QLS due to dehydration of the eye in non-human animals
under anesthesia. The system 10, however, can perform
QLS without the anesthesia, thus improving the quality
of measurements and diagnosticresults from such meas-
urements.

[0082] Insome embodiments, alight source otherthan
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the laser source 12 can be used. For example, the light
source may be a broad-spectrum light source that is es-
sentially omnidirectional (e.g., a light bulb), and/or that
can provide a fan beam, and/or that can provide a pencil
beam. One or more light sources may be used to provide
one type of directionality, or combinations of different di-
rectionalities. Further, one or more energy sources that
provide energy outside the light spectrum may be used
in combination with an imaging agent that responds to
energy outside of the light spectrum. For example, an
imaging agent could be used that responds to micro-
waves, radio frequency energy, a magnetic field, etc.
Multiple energy sources that collectively provide, or a sin-
gle energy source that provides, energy both light and
non-light energy may also be used in combination with
one or more imaging agents that respond to the appro-
priate energy forms. While using these techniques may
not result in the imaging agents fluorescing, these tech-
niques can be considered as part of FLS.

[0083] FIG. 11 illustrates a scheimpflug illumination
and imaging system 160 according to some embodi-
ments of the invention, which may include one or more
(and preferably all) of the following: a light source 162,
an optical scanning system 164, a pair of flat field lenses
166 & 170, a dichroic beam splitter 172, a pair of mirrors
with a slit 174 &176, a pair of detectors 178 & 180, a pair
of CCD cameras 182 & 184, an autocorrelator 186, a
computer and monitor 188, and a ophthalmoscope 190.
The a scheimpflug illumination and imaging system 160
may be moved as a single unit aligning the system to the
patient’s eye with the ophthalmoscope 190. The system
160 is configured to send beams of laser light into a sub-
ject’'s eye 168, in which the light scattered from the eye
168 is focused on the mirrors with a sliton each 174, 176
by the secondfield lens 170 and the dichroic beam splitter
172. Some of the light incident upon each mirror 174,
176 may pass through the slit on each mirror to a QLS
and FLS detector 180, 178 respectively.

[0084] Atleastone ofthe detectors 178, 180, and pref-
erably both can output to the autocorrelator 186 for anal-
ysis. Other portions of the scattered light may be directed
from the mirrors 174,176 to the CCD cameras 182, 184
respectively and images of the scattered light and fluo-
rescence region may be provided to the computer 188.
The computer 188 can also receive correlation functions
and intensity measurements of the light received by the
correlator and process the correlation functions and in-
tensity measurements to perform diagnostic tests to de-
termine likelihood of diseases and types of diseases in
the subject. The computer control system preferably
monitors several and preferably all aspects of the system
through a customized graphical user interface (GUI). Im-
age collection software may collect the images and store
them in files for analysis (the files may be analyzed as
previously disclosed). The ophthalmoscope 190 may be
a standard ophthalmic head and chin rest for humans.
The entire optical platform is positioned to the eye 168
through a Joy-stick control (for example). The range of
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motion is preferably sufficient enough to make measure-
ments at any location in the anterior segments of both
eyes. Custom holders may be adapted to or replace the
head and chin rest for various animal studies of primates
and rodents.

[0085] The light source 162 may be configured to pro-
vide a polarized laser beam which is preferably focused
through a set of lenses and the optical scanning system
164 to produce a vertical fan beam of light. One of skill
in the art will appreciate that the optical scanning system
164 may utilize one of several different methods for pro-
ducing a linear sweeping motion (left and right across
the page) of the light emission at the object plane of the
first flat field lens 166.

[0086] The first flat field lens 166, which may contain
multiple lens elements, is preferably tilted at an angle
based on the Scheimpflug rule to create a virtual image
plane that makes a vertical cross sectional plane 169
through the anterior segment of the patient’s eye 168.
The angle of incidence of the illumination is preferably
45 degrees to the line of sight of the patient. The optical
scanning system 164 is used to sweep the vertical fan
beam of light across the anterior segment of the eye 168.
The angle of convergence should be fairly steep so that
the angle of divergence is similarly steep. This exemplary
configuration allows not only a sharp focal region within
the cross sectional plane 169, but also insures that the
light exiting from the back of the natural lens is similarly
divergent and of low energy when it reaches the retina.
[0087] The scanning system 164 is preferably used to
traverse the beam of light 10mm (for example) into the
anterior segment of the eye 168 beginning 1-2 mm (for
example) in front of the cornea. While specific measure-
ment values are given in this embodiment, they are ex-
emplary only and not limiting. Single pass scan times of
16-33 msec (for example) through the eye can be made
with a vertical fan beam of light. The focused vertical fan
beam of light may be on the order of approximately 50p.m
X 10mm (width by length) at the image plane 169. The
power requirement is chosen to be eye safe. Real time
power monitoring can be incorporated to ensure safety.
[0088] Thesecondflatfieldlens 170 may be configured
and/or disposed to image the scattered light at, for ex-
ample, 45 degrees to the line of sight and 90 degrees
with respect to the illumination as the vertical fan beam
of light scanned across the anterior cross sectional plane
169 of the eye. The second flat field lens 170, which may
contain multiple lens elements, may be tilted at an angle
based on the Scheimpflug rule to create a sharply fo-
cused object plane which preferably coincides with the
image plane of the illumination 169 of the patient’s eye
168.

[0089] The dichroic beam splitter 172 may be config-
ured and/or disposed to pass the excitation wavelength
of the laser to a front surfaced mirror 174 with a slit ap-
erture (for example) in the surface of the mirror. This pref-
erably is the image plane for the QLS detection. The an-
gle of incidence of the imaging is preferably 45 degrees
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to the line of sight of the patient. The QLS may be de-
tected at the QLS image plane through a slit running hor-
izontally (left and right in the plane of the page) with a
width preferably on the order of 50pm X 10mm (W X L)
to maximize resolution and efficiency. A detector 180
(preferably a photomultimplier tube) may be behind the
slit where its signals may be delivered to an autocorre-
lator 186 linked to a computer and monitor 188.

[0090] As the scattered image of the light fan beam is
scanned across the slit, QLS measurements may be
made with the detector 180 and autocorrelator 186. Sam-
ple times ranging from 50 nsec to 50usec (for example)
may be made during the 3-33msec (for example) scan.
This allows resolution of a few hundred points. The in-
formation may be read into a file and analyzed by the
computer 188. Alignment and summation of the cross
sectional structures may be made through software al-
gorithms.

[0091] The CCD camera 182 may be disposed and/or
configured to receive light reflected from the mirror 174.
The CCD camera 182 may be used to disqualify large
eye movement, adjust for slit movement in the image,
and show the cross sectional excitation image of the eye
168. The camera 182 may be further connected to the
computer 188 and configured to provide information to
the computer 188 regarding the images of the eye 168
fordisplay by the computer 188. The cross sectional cam-
era may be a Charged Couple Device (CCD) or Comple-
mentary metal-oxide-semiconductor (CMOS) device.
Autocorrelation functions graphically presenting the fast
and slow components of the light scattering analyses
may be made as well as estimates of hydrodynamic radii
(proxy for molecular size and molecular weight) derived
from the slope determinations.

[0092] The QLS measurement is a line scan through
the cornea. In other embodiments two dimensional scans
may be made by scanning the slit up and down across
the cross sectional image or by placing another scanning
device between the object and image planes or by ras-
tering a single illumination point instead of the light fan
beam.

[0093] Fluorescence Ligand Scanning (FLS) is an im-
portant second tool for determining the presence of amy-
loid aggregation. As the vertical fan beam of light is
scanned across the anterior cross section plane of the
eye 168, the ligand’s flouresced light may be imaged at
45degreestotheline of sightand 90 degrees withrespect
to the excitation illumination by a flat field lens 170. The
field lens 170, which may contain multiple lens elements,
is preferably tilted at an angle based on the Scheimpflug
rule to create an object plane which coincides with the
image plane of the illumination of the patient’s eye 169.
The fluoresced light may be imaged off a dichroic beam
splitter 172 that reflects the emission wavelength of the
ligand to a front surfaced mirror with a slit 176. This is
preferably the image plane for the FLS detection. The
angle ofincidence of the imaging is preferably 45 degrees
to the line of sight of the patient. The FLS may be detected
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at the FLS image plane through a slit running vertically
(up and down in the plane of the page) with a width pref-
erably on the order of 50 to 200 um X 10mm (W X L) to
maximize resolution and efficiency. A detector 178 (pref-
erably a photomultimplier tube) may be behind the slit
where its signals may be delivered to the autocorrelator
186 linked to a computer and monitor 188.

[0094] As the scattered image of the light fan beam is
scanned across the slit in the mirror 176, FLS measure-
ments may be made with the detector 178. Sample times
ranging from 50 nsec to 50usec (for example) may be
made during the 3-33msec (for example) scan. This al-
lows resolution of a few hundred points. The information
may be read into a file and analyzed by the computer
188. Alignment and summation of the cross sectional
structures may be made through software algorithms.
[0095] The CCD camera 184 may be disposed and/or
configured to receive light reflected from the mirror 174.
The CCD camera 184 may be used to disqualify large
eye movement, adjust for slit movement in the image,
and show the cross sectional emission image of the eye
168. The camera 184 may be further connected to the
computer 188 and configured to provide information to
the computer 188 regarding the images of the eye 168
for display by the computer 188. The cross sectional cam-
eramay be a Charged Couple Device (CCD) or Comple-
mentary metal-oxide-semiconductor (CMOS) device.
[0096] The FLS measurement is a line scan through
thecornea. Inother embodiments two dimensional scans
may be made by scanning the slit up and down across
the cross sectional image or by placing another scanning
device between the object and image planes or by ras-
tering a single illumination point instead of the light fan
beam.

[0097] The cameras 182, 184 focused on the image
planes of both the QLS and FLS image planes may pro-
vide cross sectional and fluorescence images respec-
tively. The cameras 182, 184 may have frame rates of
30 to 60 fps (for example). Additionally, since the QLS
and FLS slits in the mirrors 174, 176 act as fiducials
across the images, these images provide feedback in-
formation of saccadic eye movement and occlusion
(blinking) to enhance the accuracy and precision of the
QLS and FLS measurements.

[0098] Calibration of the system 160 may be made us-
ing custom cuvettes filled with custom microspheres.
Several concentrations of spheres and different size
spheres may be utilized. Initial calibration may be with a
square cuvette rotated preferably 45 degrees to the line
of sight. This ensures that the faces of the cuvette are
perpendicular to the incoming illumination and outgoing
scattering. Additionally a second type of cuvette may be
made with a tube within a tube. The radii and their posi-
tions preferably approximate the cornea and the interoc-
ular lens. The inner tube may be filled with microspheres
and the outer tube may be filled with water.

[0099] Referring to FIG. 13 with further reference to
the FIGS. 12 and 14, a light scattering system 230 ac-
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cording to some embodiments of the invention, which
may include one or more (and preferably all) of the fol-
lowing: a first laser light source 200, a first lens 201, a
first dichroic beam splitter 202, a second lens 203, a sec-
ond laser source 204, a first microscope objective 205,
a mirror 206, a third lens 207, a second dichroic beam
splitter 208, a fourth lens 209, a second microscope ob-
jective 210, a light filter 211, a detector 212, alens mount
214, a motor 215, a fifth lens 216, a third dichroic beam
splitter 217, a slit aperture 218, a second detector 219,
a second motor 220, a camera 221, a magnified view
alignment camera 222, a fourth dichoric beam splitter
223, a second light filter 224, a narrow angle target 225,
a crossed-spot alignment system 226, wide view align-
ment camera 227, and a stereotactic platform 228. The
system 230 is configured to send beams of laser light
into the subject’s eye. Light scattered from the eye is
focused onto the first and second detectors 212, 219.
[0100] The first laser light source 200 may be config-
ured to provide a laser beam that can be directed to the
eye. Preferably, the laser light source beam has a wave-
length of about 780 nm. Light from the laser source 200
may be focused through the set of the first lens 201, first
dichroic beam splitter 202, and second lens 203 to pro-
duce a spot of light that impinges the eye. The focused
spot of light is on the order of 50 to 200 p.m (for example)
in diameter at the eye. The power requirement may be
chosen to be eye safe. Real time power monitoring may
be incorporated to ensure safety.

[0101] The second laser light source 204 may be con-
figured to provide a laser beam that can be directed to
the eye. Preferably, the laser light source beam has a
wavelength of about 405 nm (for example). In the exem-
plary embodiment, excitation light from the laser source
204 may be used to accomplish FLS measurements.
Light from the laser source 204 may be focused through
the first microscope objective 205, to the mirror 206. The
microscope objective 205 may be moved out of the op-
tical light path through the use of a mechanism 213. The
removal of the microscope objective 205 produces a col-
limated beam of light instead of a focused spot at the
eye. Collimated light is light having rays that are parallel
and thus includes a plane wavefront.

[0102] The mirror 206 may be configured and/or dis-
posed to reflect the light from the microscope objective
205 through the lens 207, dichroic beam splitters 208,
202 and lens 203 to produce a focused spot of light that
impinges the eye.

[0103] The fourth lens 209 may be configured and/or
disposed to focus light reflected off of the dichroic beam
splitter 208 through the microscope objective 210, and
filter 211 to the detector 212. Preferably, the detector 212
is photomultiplier tube (PMT) type detector with a pinhole
over its aperture, however, other types of detectors may
be used. The aperture of the detector 212 may be the
image plane for the FLS detection of the system 230.
Although not shown, the detector’s 212 PMT signals may
be delivered to an autocorrelator (e.g., 186 in FIG. 11)
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linked to a computer and monitor (e.g., 188 in FIG. 11).
[0104] The lens mount 214 may be configured to hold
the lens 203 and may be attached to the motor 215. The
focused spot of light originating from the second laser
source 204 may be scanned through the eye at preferably
45 degrees to the line of sight of the patient by movement
of the motor 215 which may be attached to the lens mount
214. Thus preferably, the movement of the motor 215
causes the movement of the lens 203 along the axis of
the light beam. The movement of the lens may change
the location of focus and may result in the movement of
the focused spot of light.

[0105] Choosingafocused spottoimpinge the eye cre-
ates a cone of light within the eye, maximizing the light
intensity at an anatomically desired location for fluores-
cence measurement, while allowing the laser energy to
be dispersed over a wider area of the retina, which is
positioned distal to the lens of the eye. This design allows
more power to illuminate the region of measurement,
while maintaining "eye safe" levels of illumination at the
retina, which is prone to damage from excessive light
exposure. Specific calculations for eye-safety are de-
fined within ANSI Z136.1 "Safe use of Lasers."

[0106] As the focused spot is moved, in discrete steps
(preferably), across the lens of the eye, the ligand’s flu-
orescence may be backscattered and imaged back
through the system through the lens 203, and the dichroic
beam splitter 202, to reflect off the second dichroic beam
splitter 208. The light reflected off of the dichroic beam
splitter 208 as mentioned above may go through the lens
209 and may be imaged to a point by the microscope
objective 210 through the light filter 211 to the detector
212 with a pinhole over its aperture.

[0107] The signal collected by the detector 212 can be
used to perform several analytical techniques to describe
the fluorescent behavior of the region of interest such as
autocorrelation of light intensity over time to perform flu-
orescent correlation spectroscopy and total intensity
and/or average intensity over a known measurement pe-
riod can be performed to define gross signal level.
[0108] The fifth lens 216 may be directed and/or con-
figured to focus the light scattered from the eye at pref-
erably 45 degrees to the line of sight and 90 degrees with
respect to the path of the illumination laser light beam
from the source 200. The fifth lens 216 may focus the
light onto the third dichroic beam splitter 217.

[0109] The third dichroic beam splitter 217 may reflect
the light onto a slit aperture 218. The slit aperture 218
may be configured to allow light to pass through and be
received by the second detector 219. This may be the
image plane for the QLS detection. The angle of inci-
dence of the imaging is preferably 45 degrees to the line
of sight of the patient. The slit's 218 width is preferably
on the order of 50 to 200pm X 10mm (W X L) to maximize
resolution and efficiency. Although not shown, the detec-
tor's 219 (APD, or similar sensitive light detector) signals
may be delivered to an autocorrelator (e.g., 186 in FIG.
11) linked to a computer and monitor (e.g., 188 in FIG.
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11).

[0110] The scattered image of the light beam may be
scanned by translating the slit aperture 218 and the de-
tector 219 with the motor 220. QLS measurements may
be made with the detector 219 and an autocorrelator.
The sample of a discrete location / volume can be on the
order of 30-msec (one frame of video), then the optical
system will scan to the next anatomical location of the
eye for the next measurement, and so-on through the
anatomical region of interest. A preferred method to
measure from the lens capsule to cortex may include
taking measurements in approximately 33-msec "steps"
accounting for approximately 50 to 200-um volumes,
stepping through the eye. A desirable feature is to allow
this process to occur without significant eye movement
(due to heart beat or other eye motion).

[0111] Thereis no limitas to how many times this proc-
ess may be employed in a single QLS measurement ses-
sion, so a measurement could be as short as a few mil-
lisecond or as long as 10’s of seconds (for example) with
repeated "scans" of many "steps" through the eye. Sam-
ple times ranging from 1psec to 200u.sec (for example)
may be made during the scan. Scan speeds may be var-
ied to capture the different anatomical features of the
lens and post processed to account for movements due
to a variety of reasons including heart beats, the eyes
micro-saccades, etc. The information may be read into
afile and analyzed by the computer. Alignment and sum-
mation of the cross sectional structures may be made
through software algorithms.

[0112] Thecamera, orsimilardetector 221 may be dis-
posed and/or configured to receive scattered light from
the eye that travels through the dichroic beam splitter
217, providing an anatomical reference image. The cam-
era 221 may be used to disqualify large eye movement,
adjust for slit movement in the image and show the cross
sectional excitation image. The camera 221 may be a
Charged Couple Device (CCD), a Complementary metal-
oxide-semiconductor (CMOS), or any other type of ap-
propriate device for capturing images. Autocorrelation
functions graphically presenting the fast and slow com-
ponents of the light scattering analyses may be made as
well as estimates of hydrodynamic radii (proxy for mo-
lecular size and molecular weight) derived from the slope
determinations. The QLS measurement is a line scan
through the cornea. Additional optical filters may be
placed within the optical path to enhance signal to noise
ratio of the detected signal.

[0113] The wide view alignment camera 227 may be
configured to help a technician align the system 230 to
apatient’s eye. The camera 227 may allow the technician
to coarsely align the patient.

[0114] The magnified view alignment camera 222 may
be configured and disposed to provide a magnified view
of the patient’s iris as viewed through the beam splitter
223 and a filter 224.

[0115] Alignmentofthe system 230 may bedone under
Joy-stick control moving the entire optical system 230 to
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the left or right eye, up or down. The device can be man-
ually aligned to the patient by the operator using a
crossed-spot alignment system 226 that projects two
spots that overlay each other on the apex of the cornea
centered ontheiris. Targets can be illuminated with color-
ed light emitting diodes (LEDs) that may be visible to the
eye and to the alignment cameras 222, 227. An infrared
(IR) LED illumination scheme may be included to provide
additional illumination for aiming.

[0116] A narrow angle target 225 may be configured
and/or disposed to be reflected off of the beam splitter
223 and through the filter 224 to provide a spot target for
the patient to fixate on with his or her vision. The target
may be backlit by a red LED. The focus of the target 225
may be adjustable to account for the patient’s dioptric
correction. The spot target subtends approximately 2 de-
grees. In use, the patient may remove their glasses and
the target 225 may be adjusted to their nominal average
power prescription. The magnified view camera 222 may
be bore-sighted with the fixation target 225 to provide a
front view co-axial with the optical axis of the eye.
[0117] The stereotactic platform 228 may be a stand-
ard ophthalmic head and chin rest for humans. The entire
optical platform may be positioned to the eye through the
joy-stick control as described above. The range of motion
may be sufficient enough to make measurements at any
location in the lenses of both eyes. Custom holders may
be designed to adapt to or replace the head and chin rest
for various animal studies of primates and rodents.
[0118] As mentioned above, alternative measurement
embodiments can be implemented via removing the mi-
croscope objective 205 with the mechanism 213 which
can be actuated manually or with a motor. The removal
of the microscope objective 205 from the optical path of
the light from the light source 204 allows the excitation
light from the source 204 to be emitted as a collimated
beam. Itis knownin the artthat collimation of lower quality
lasers can be accomplished by the addition of appropri-
ate collimating optics. In this embodiment format, the col-
limated pencil beam of light may transmit through the eye
and impinge as a relatively collimated spot in the retina.
With properly chosen detector and optics, this arrange-
ment can supply sufficient illumination without requiring
laser illumination at levels which are not eyesafe.
[0119] In this collimated beam configuration, both de-
tectors 212, 219 may be employed to perform a number
of measurements. The collimated pencil beam may be
positioned across the lens of the eye, and the ligand’s
fluorescence may be backscattered and imaged back
through the system for FLS measurements at the detec-
tor 212. The ligand’s fluorescence is also emitted in all
directions, and can be imaged at preferably 45 degrees
to the line of sight and 90 degrees with respect to the
illumination beam path by the lens 216. The light may be
imaged off the beam splitter 217 onto the slit 218 with
the detector 219 behind the slit for QLS measurements.
The signal collected by this detector 219 can be used to
perform several analytical techniques to describe the flu-
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orescent behavior of the region of interest such as; per-
forming QLS at405-nm similar to the measurementdone
at 780-nm when a 405-nm narrow-pass filter is placed
immediately prior to the detector, autocorrelation of light
intensity over time can be done to perform fluorescent
correlation spectroscopy, and total intensity and/or aver-
age intensity over a known measurement period can be
performed to define gross signallevel. FLS detection may
also be made in this configuration with an appropriate
change in filter selection.

[0120] In other alternative embodiments, the system
230 can be used to detect the fluorescent decay charac-
teristics of the ligand, allowing an alternate method to
isolate fluorescence due to ligand from other fluorescent
sources, such as lens autofluorescence. This can be ac-
complished in part, by choosing a 405nm laser source
204 with fast switching capability, or by placing a fast
switch or shutter (such as a g-switch) 229 in the excitation
beam path, or in the either detection path (as described
above) and using any of the fluorescent detection paths
described previously.

[0121] The optical measurements of the system 230
are critically sensitive to translational motions of the eye
in excess of approximately 150-u.m. In the original em-
bodiments, a large source of motion artifact was eye mo-
tion induced by heartbeat associated motion. To avoid
these predictable artifacts, a number of methods can be
employed.

[0122] Computer algorithms can be utilized that rec-
ognize motion artifacts in either the position of anatomic
structures in the slit-lamp camera 221, by evaluating the
relative position of measurement volume in relationship
to anatomic structures, or by evaluation of correlation
functions, looking for hallmark characteristics of motion
on this measure.

[0123] A second approach to avoiding motion artifact
due to heartbeat, may be to synchronize data collection
to heart beat. Resting heart rate in humans is typically
50-85 beats per minute [BPM], but can exceed 120-BPM
in cases of pathologic tachycardia. By synchronizing
measurement to the rest period between beats, this ar-
tifact can be avoided.

[0124] Methods to synchronize measurements to the
rest periods between heart beats include:

i. Placing a heart-rate monitor on subjects and using
subject heart rate to control start and stop of data
acquisition, and to calculate the number and posi-
tional distribution of measurements through an an-
atomic region of interest. This could be done using
any number of commercially available heart rate
monitor signals or custom built.

ii. Building a heart-rate monitor into a convenient
contact point of the device, such as forehead or chin
rest and using subject heart rate to control start and
stop of data acquisition, and to calculate the number
and positional distribution of measurements through
an anatomic region of interest. This could be done
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using any number of commercially available heart
rate monitor signals or custom built, with appropriate
location of electrodes.

iii. Constructing the system 230 with an incorporated
pace-maker, and using the pacemaker to modulate
both heart beat and data collection in an appropriate
manner to insure clean data collection.

[0125] For example, due to the nature of software,
functions described above can be implemented using
software, hardware, firmware, hardwiring, or combina-
tions of any of these. Features implementing functions
may also be physically located at various positions, in-
cluding being distributed such that portions of functions
are implemented at different physical locations.

[0126] Further, while the description above refers to
the invention, the description may include more than one
invention.

Claims

1. A system (10) for performing quasi-elastic light scat-
tering and fluorescent ligand scanning on asubject’s
eye (26), the system (10) comprising:

a display screen (88) showing an image (56) of
the eye (26) to allow an operator to select loca-
tions in the eye (26) to be measured; and

an optical unit (11) coupled to a processor (82)
for executing quasi-elastic light scattering and
fluorescent ligand scanning on selected loca-
tions of the eye (26) and for collecting data as-
sociated with quasi-elastic light scattering and
fluorescent ligand scanning performed,
wherein the processor (82) displays the data on
the display screen (88) for review by the opera-
tor,

wherein the data collected includes the average
density of scattered light associated with quasi-
elastic light scattering performed and the aver-
age fluorescence intensity associated with fluo-
rescent ligand scanning performed;

the system further comprising means for deter-
mining a ratio (FLSyem) between the average
fluorescence intensity (Ir g.) associated with
fluorescent ligand scanning of a location in the
nucleus region (60) of the lens of the eye (26)
and average fluorescence intensity (I g.gn) @s-
sociated with fluorescent ligand scanning of a
location in the supranucleus region (58) of the
lens of the eye (26) in accordance with the equa-
tion FLSyorm = IFLs-sn/IFLs.n @nd means for de-
termining a ratio (QLSy,y,) between the aver-
age intensity (g 5.\) of scattered light associat-
ed with quasi-elastic light scattering at alocation
in the nucleus region (60) of the lens of the eye
and average intensity (I g gn) Of scattered light
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associated with quasi-elastic light scattering at
a location in the supranucleus regio (58) of the
lens of the eye (26) in accordance with the equa-
tion QLSNom = lais-sn/laLs.ne Where an in-
crease in FLSy,m OF QLSN,y indicates an in-
crease in the presence of a material or object in
the eye (26).

The system of claim 1, wherein the system further
comprises means for calculating a measurement
quality metric (N,) as the product of QLS and
FLSNom-

The system of claim 1 or 2, wherein the data is col-
lected in cycles of no more than 60 msec, wherein
the system executes up to ten consecutive cycles.

The system of claim 1, wherein the data is displayed
on the display screen as test settings, front view and
cross-sectional view images of the eye, average in-
tensity values for quasi-elastic light scattering and
fluorescent ligand scanning, graphical depictions of
autocorrelation functions for quasi-elastic light scat-
tering and fluorescent ligand scanning, and curve fit
parameters based on an exponential fit to the auto-
correlation data.

The system of claim 1, wherein the system detects
the presence of a material or objectin the eye, where-
in preferably the material or object is f-amyloid pro-
tein.

The system of claim 1, wherein at least a portion of
the data collected is used to track the progress of a
disease.

The system of claim 1, wherein the measurement
quality of at least one of quasi-elastic light scattering
and fluorescent ligand scanning is analyzed using
curve y(t) = le’ X, where | is the average intensity, k
is the decay time constant and t is time.

The system of claim 1, wherein the processor meas-
ures first data of fluorescence of the eye before in-
troducing an imaging agent into the eye and meas-
ures second data of fluorescence of the eye after
introducing the imaging agent, and compares the
first data with the second data, wherein preferably
comparing the first data with the second data in-
cludes subtracting the first data from the second da-
ta.

A method of performing quasi-elastic light scattering
and fluorescent ligand scanning to a subject’s eye,
the method comprising:

selecting a location in the eye to be analyzed;
performing quasi-elastic light scattering and flu-
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orescent ligand scanning on the selected loca-
tion;

collecting data associated with quasi-elastic
light scattering and fluorescent ligand scanning;
and

presenting the data for operator review,
wherein the data collected includes the average
intensity of scattered light associated with quasi-
elastic light scattering performed and the aver-
age fluorescence intensity associated with fluo-
rescent ligand scanning performed,

wherein the average intensity data is collected
from locations in a nucleus region of the lens of
the eye and a supranucleus region of the lens
of the eye and a ratio between the average in-
tensity of scattered light from the nucleus region
of the lens of the eye and the average intensity
of scattered light from the supranucleus region
of the lens of the eye is determined and
wherein the average intensity data is collected
from locations in a nucleus region of the lens of
the eye and a supranucleus region of the lens
of the eye and a ratio between the average flu-
orescence intensity from the nucleus region of
the lens of the eye and average fluorescence
intensity from the supranucleus region of the
lens of the eye is determined.

The method of claim 9, wherein performing fluores-
cent ligand scanning comprises:

illuminating the subject’s eye;

measuring first data of fluorescence of the eye
before introducing an imaging agent into the
eye;

introducing the imaging agent into the eye in a
non-surgical manner;

measuring second data of fluorescence of the
eye after introducing the imaging agent into the
eye; and

comparing the first data with the second data;
wherein preferably comparing the first data with
the second dataincludes subtracting the firstda-
ta from the second data and/or wherein prefer-
ably the measurement of the second data is tak-
en no more than 24 hours after introducing the
imaging agent into the eye.

The method of claim 9, wherein the method is capa-
ble of detecting the presence of a material or object
in the eye, wherein preferably the material or object
is B-amyloid.

The method of claim 9, wherein the progress of a
disease can be tracked by measuring levels of fluo-

rescence in the eye.

The method of claim 9, wherein is a measurement
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quality metric (N,) is calculated as the product of
QLSnorm and FLSyorm:

A system (10) for performing quasi-elastic light scat-
tering and fluorescent ligand scanning on a subject’s
eye (26), the system (15) comprising:

a light source (12) configured to transmit light
toward the subject’s eye (26);

a lens (14) configured to focus light sent from
the source and received from the subject’s eye
(26);

a measurement reflector (18) disposed to re-
ceive at least a portion of the focused light and
configured toreflect afirst portion of the received
light;

a camera (20) configured and disposed to re-
ceive at least a portion of the received light and
configured to provide indicia of an image corre-
sponding to the first portion of the received light;
a display screen (88) for displaying the image
to allow an operator to select regions of the eye
(26) for analyzing; and

aprocessor (82) coupled tothe camera and con-
figured to analyze scattered light from quasi-
elastic light scattering and fluorescence from flu-
orescent ligand scanning to detect a material or
object of interest, preferably 3-amyloid, located
in selected regions of the eye (26);

the system further comprising means for ana-
lysing the average intensity of the scattered light
and fluorescence of a supranucleus region (58)
of the lens of the eye (26) and a nucleus region
(60) of the lens of the eye (26),

wherein comparing the average intensity of
scattered light from the nucleus region (60) of
the lens of the eye (26) to the average intensity
of scattered light for the supranucleus region
(58) of the lens of the eye provides a correlation
factor for evaluating the presence of the material
or object of interest in the eye (26) and wherein
comparing the average fluorescence intensity
from the nucleus region (60) of the lens of the
eye to the average fluorescence intensity for the
supranucleus region (58) of the lens of the eye
provides a correlation factor for evaluating the
presence of the material or object of interest in
the eye (26).

The system of claim 14, wherein the processor
measures the fluorescence intensity from a region
of the eye before introduction of an imaging agent
and after introduction of an imaging agent to deter-
mine the difference between the two intensities.

The system of claim 14, wherein the processor dis-
plays data on the display screen for operator review,
the data including information on quasi-elastic light
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scattering and fluorescent ligand scanning per-
formed, including average intensities of at least one
of the scattered light and fluorescence.

The system of claim 14, further comprising a com-
puter containing computer-readable, computer-exe-
cutable instructions for controlling the system to ex-
ecute quasi-elastic light scattering and fluorescent
ligand scanning and display data from quasi-elastic
light scattering and fluorescent ligand scanning on
the display screen.

The system of claim 14, wherein the system further
comprises means for calculating a measurement
quality metric (N,) as the product of QLSy,m and
FLSNorm:

Patentanspriiche

Ein System (10) zur Durchfiihrung von quasielasti-
scher Lichtstreuung und vom Fluoreszenzliganden-
Scannen ("Fluorescent Ligand Scanning") im Auge
(26) eines Probanden, wobei das System (10) um-
fasst:

einen Bildschirm (88), welcher ein Bild (50) des
Auges (26) zeigt, um dem Bediener zu ermég-
lichen, Stellen im Auge (26) auszuwahlen, die
gemessen werden sollen; und

eine optische Einheit (11) gekoppelt mit einem
Prozessor (82) zum Ausflihren von quasielasti-
scher Lichtstreuung und vom Fluoreszenzligan-
den-Scannen an ausgewahlten Stellen des Au-
ges (26) und zum Erfassen von Daten im Zu-
sammenhang mit der durchgefiihrten quasie-
lastischen Lichtstreuung und dem durchgefiihr-
ten Fluoreszenzliganden-Scannen,

wobei der Prozessor (82) die Daten auf dem
Bildschirm (88) zur Uberpriifung durch den Be-
diener anzeigt,

wobei die erfassten Daten die durchschnittliche
Dichte von im Zusammenhang mit der durchge-
fUhrten quasielastischen Lichtstreuung gestreu-
tem Licht und die durchschnittliche Fluoreszen-
zintensitat im Zusammenhang mit dem durch-
geflhrten Fluoreszenzliganden-Scannen ein-
schlielt;

wobeidas System zudem Mittel umfasst zur Be-
stimmung eines Verhaltnisses (FLSyg) zZwi-
schen der durchschnittlichen Fluoreszenzinten-
sitét (I s-n), welche mit Fluoreszenzliganden-
Scannen einer Stelle inder Nukleus-Region (60)
derLinse des Auges (26) verbunden ist, und der
durchschnittlichen Fluoreszenzintensitat
(IFLs-sN)>

welche mit Fluoreszenzliganden-Scannen einer
Stelle in der Supranukleus-Region (58) der Lin-
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se des Auges (26) verbunden ist, umfasst, in
Ubereinstimmung mit der Gleichung FLS o =
lrLs-sn/IFis-ny Und wobei das System Mittel um-
fasst zur Bestimmung eines Verhaltnisses
(QLSporm) zwischen der durchschnittlichen In-
tensitat (g s.n) von in Verbindung mit quasie-
lastischer Lichtstreuung gestreutem Licht an ei-
ner Stelle in der Nukleus-Region (60) der Linse
des Auges und der durchschnittlichen Intensitat
(IgLs-sn) vonin Verbindung mit quasielastischer
Lichtstreuung gestreutem Licht an einer Stelle
in der Supranukleus-Region (58) der Linse des
Auges (26), in Ubereinstimmung mit der Glei-
chung QLSjom = laLs-sn/laLs-ny Wobei ein An-
stieg von FLSyorm oder QLSyom eine Steige-
rung des Vorhandenseins eines Materials oder
Objekts im Auge (26) anzeigt.

Das System von Anspruch 1, wobei das System
zudem Mittel zum Berechnen eines
Messqualitatsindikators (N,) als das Produkt von
QLSporm Und FLSyorm umfasst.

Das System von Anspruch 1 oder 2, wobei die Daten
in Zyklen von nicht mehr als 60 ms erfasst werden,
wobeidas System bis zu 10 konsekutive Zyklen aus-
fuhrt.

Das System von Anspruch 1, wobei die Daten auf
dem Bildschirm als Testeinstellungen, Bilder der
Vorderansicht des Auges und im Querprofil, durch-
schnittliche Intensitétswerte flir quasielastische
Lichtstreuung und Fluoreszenzliganden-Scannen,
graphische Darstellungen von Autokorrelationsfunk-
tionen fur quasielastische Lichtstreuung und Fluo-
reszenzliganden-Scannen, und Ausgleichskurven-
parameter basierend auf einer exponentiellen Anna-
herung andie Autokorrelationsdaten dargestelltwer-
den.

Das System von Anspruch 1, wobei das System das
Vorhandensein eines Materials oder Objekts im Au-
ge detektiert, wobei bevorzugt das Material oder Ob-
jekt B-Amyloid-Protein ist.

Das System von Anspruch 1, wobei mindestens ein
Teil der erfassten Daten verwendet wird, um das
Fortschreiten einer Krankheit zu verfolgen.

Das Systemvon Anspruch 1, wobei die Messqualitat
von mindestens einem von quasielastischer Licht-
streuung und Fluoreszenzliganden-Scannen durch
Verwendung der Kurve y(t) = le* analysiert wird,
wobei | die durchschnittliche Intensitat, kdie Zerfalls-
zeitkonstante und t die Zeit ist.

Das System von Anspruch 1, wobei der Prozessor
erste Fluoreszenzdaten des Auges vor dem Einflih-
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ren eines Bildgebungsagens in das Auge misst und
zweite Fluoreszenzdaten des Auges nach dem Ein-
fuhren des Bildgebungsagens misst, und die ersten
Daten mit den zweiten Daten vergleicht, wobei be-
vorzugt das Vergleichen der ersten Daten mit den
zweiten Daten das Subtrahieren der ersten Daten
von den zweiten Daten einschlief3t.

Ein Verfahren zur Durchfiihrung von quasielasti-
scher Lichtstreuung und vom Fluoreszenzliganden-
Scannen am Auge eines Probanden, wobeidas Ver-
fahren umfasst:

Auswahl einer zu analysierenden Stelle im Au-
ge;

Durchfiihrung von quasielastischer Lichtstreu-
ung und vom Fluoreszenzliganden-Scannen an
der ausgewahlten Stelle;

Erfassen von Daten im Zusammenhang mit
quasielastischer Lichtstreuung und Fluores-
zenzliganden-Scannen; und

Darstellen der Daten zur Uberpriifung durchden
Bediener,

wobei die erfassten Daten die durchschnittliche
Intensitat von im Zusammenhang mit der durch-
gefuhrten quasielastischen Lichtstreuung ge-
streutem Licht und die durchschnittliche Fluo-
reszenzintensitat im Zusammenhang mit dem
durchgefliihrten Fluoreszenzliganden-Scannen
einschlieflt,

wobei die Daten der durchschnittlichen Intensi-
tat von Stellen in einer Nukleus-Region der Lin-
se des Auges und einer Supranukleus-Region
derLinsedes Auges erfasstwerdenund ein Ver-
haltnis zwischen der durchschnittlichen Intensi-
tat von gestreutem Licht von der Nukleus-Regi-
on der Linse des Auges und der durchschnittli-
chen Intensitatvon gestreutem Licht von der Su-
pranukleus-Region der Linse des Auges be-
stimmt wird und

wobei die Daten der durchschnittlichen Intensi-
tat von Stellen in einer Nukleus-Region der Lin-
se des Auges und einer Supranukleus-Region
derLinsedes Auges erfasstwerdenund einVer-
héaltnis zwischen der durchschnittlichen Fluo-
reszenzintensitat von der Nukleus-Region der
Linse des Auges und der durchschnittlichen Flu-
oreszenzintensitat von der Supranukleus-Regi-
on der Linse des Auges bestimmt wird.

10. Das Verfahren von Anspruch 9, wobeidie Durchfiih-

rung vom Fluoreszenzliganden-Scannen umfasst;

Beleuchten des Auges des Probanden;
Messen erster Fluoreszenzdaten des Auges vor
dem Einfiihren eines Bildgebungsagens in das
Auge;

Einfuhren des Bildgebungsagens in das Auge
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auf nicht-chirurgische Weise;

Messen zweiter Fluoreszenzdaten des Auges
nach dem Einfiihren des Bildgebungsagens in
das Auge; und

Vergleichen der ersten Daten mit den zweiten
Daten;

wobeibevorzugt das Vergleichender ersten Da-
ten mitden zweiten Daten das Subtrahieren der
ersten Daten von den zweiten Daten einschliel3t
und/oder wobei bevorzugt die Messung der
zweiten Daten nicht mehr als 24 Stunden nach
dem EinfUhren des Bildgebungsagens in das
Auge durchgefiihrt wird.

Das Verfahren von Anspruch 9, wobeidas Verfahren
fahig ist, das Vorhandensein eines Materials oder
Objekts im Auge zu detektieren, wobei bevorzugt
das Material oder Objekt f-amyloid ist.

Das Verfahren von Anspruch 9, wobei das Fort-
schreiten einer Krankheitdurch das Messen von Flu-
oreszenzpegeln im Auge verfolgt werden kann.

Das Verfahren von Anspruch 9, wobei der Messqua-
litatsindikator (N, ) als das Produkt von QLS und
FLSNorm berechnet wird.

Ein System (10) zur Durchfiihrung von quasielasti-
scher Lichtstreuung und vom Fluoreszenzliganden-
Scannen am Auge (26) eines Probanden, wobeidas
System (10) umfasst:

eine Lichtquelle (12), die so konfiguriert ist, dass
sie Licht zum Auge (26) des Probanden uber-
tragt;

eine Linse (14), die so konfiguriert ist, dass sie
von der Quelle gesandtes und vom Auge (26)
des Probanden empfangenes Licht fokussiert;
ein Messreflektor (18), der so angeordnet ist,
dass er zumindest einen Teil des fokussierten
Lichts empfangt, und der so konfiguriert ist, dass
er einen ersten Teil des empfangenen Lichts re-
flektiert;

eine Kamera (20), die so konfiguriert und ange-
ordnet ist, dass sie zumindest einen Teil des
empfangenen Lichts empfangt, und die so kon-
figuriertist, dass sie Indizien eines Bildes bereit-
stellt, welches dem ersten Teil des empfange-
nen Lichts entspricht;

ein Bildschirm (88) zum Anzeigen des Bildes,
sodass dem Bediener erméglicht wird, Regio-
nen des Auges (26) zur Analyse auszuwahlen;
und

ein Prozessor (82) gekoppelt mit der Kamera
und so konfiguriert, dass er gestreutes Licht der
quasielastischen Lichtstreuung und Fluores-
zenz des Fluoreszenzliganden-Scannen analy-
siert, um ein Material oder Objekt von Interesse,

10

15

20

25

30

35

40

45

50

55

23

EP 2 268 193 B1

15.

16.

17.

18.

44

bevorzugt f-Amyloid, in ausgewahlten Regio-
nen des Auges (26) zu detektieren;

wobeidas System zudem Mittel zur Analyse der
durchschnittlichen Intensitat des gestreuten
Lichts und der Fluoreszenz einer Supranukleus-
Region (58) der Linse des Auges (26) und einer
Nukleus-Region (60) der Linse des Auges (26)
umfasst,

wobei das Vergleichen der durchschnittlichen
Intensitat des gestreuten Lichts der Nukleus-
Region (60) der Linse des Auges (26) mit der
durchschnittlichen Intensitat des gestreuten
Lichts der Supranukleus-Region (58) der Linse
des Auges einen Korrelationsfaktor fir die Eva-
luation des Vorhandenseins des Materials oder
Objekts von Interesse im Auge (26) bereitstellt
und wobei das Vergleichen der durchschnittli-
chen Fluoreszenzintensitatder Nukleus-Region
(60) der Linse des Auges mit der durchschnitt-
lichen Fluoreszenzintensitat der Supranukleus-
Region (58) der Linse des Auges, einen Korre-
lationsfaktor fiir die Evaluation des Vorhan-
denseins des Materials oder Objekts von Inter-
esse im Auge (26) bereitstellt.

Das System von Anspruch 14, wobei der Prozessor
die Fluoreszenzintensitat einer Region des Auges
vor Einfllhrung eines Bildgebungsagens und nach
Einfihrung eines Bildgebungsagens misst, um die
Differenz zwischen den beiden Intensitaten zu be-
stimmen.

Das System von Anspruch 14, wobei der Prozessor
Daten auf dem Bildschirm zur Uberpriifung durch
den Bediener anzeigt, wobei die Daten Information
zu der durchgefiihrten quasielastischen Lichtstreu-
ung und dem durchgefiihrten Fluoreszenzliganden-
Scannen beinhalten, einschlieRlich der durch-
schnittlichen Intensitaten von mindestens einem von
gestreutem Licht und Fluoreszenz.

Das System von Anspruch 14, welches zudem einen
Computer umfasst, der Computer-lesbare, Compu-
ter-ausfiihrbare Anleitungen fiir die Steuerung des
Systems enthalt, sodass es quasielastische Licht-
streuung und Fluoreszenzliganden-Scannen aus-
fihrt und Daten von quasielastischer Lichtstreuung
und Fluoreszenzliganden-Scannen auf dem Bild-
schirm anzeigt.

Das System von Anspruch 14, wobei das System
zudem Mittel zur Berechnung eines Messqualitats-
indikators (N,) als das Produkt von QLSy,,,, und
FLSnom umfasst.
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Revendications

Systéme (10) pour réaliser une diffusion de lumiére
quasi-élastique et un balayage de ligand fluorescent
sur loeil d'un sujet (26), le systétme (10)
comprenant :

un écran d’affichage (88) montrant une image
(50) de l'oeil (26) pour permettre a un opérateur
de sélectionner les emplacements dans loeil
(26) a mesurer ; et

une unité optique (11) raccordée a un proces-
seur (82) pour exécuter une diffusion de lumiére
quasi-élastique et un balayage de ligand fluo-
rescent sur des emplacements sélectionnés de
I'oeil (26) et pour collecter des données asso-
ciées a la diffusion de lumiére quasi-élastique
et au balayage de ligand fluorescent réalisés,
dans lequel le processeur (82) affiche les don-
nées sur I'écran d’affichage (88) pour qu’elles
soient analysées par l'opérateur,

dans lequel les données collectées
comprennent la densité moyenne de la lumiére
diffusée associée aladiffusionde lumiére quasi-
élastique réalisée et 'intensité de fluorescence
moyenne associée au balayage de ligand
fluorescent réalisé ; le systéme comprenant en
outre des moyens pour déterminer un rapport
(FLSNorm) entre lintensité de fluorescence
moyenne (lp g) a@ssociée au balayage de
ligand fluorescent d’'un emplacement dans la
région du noyau (60) de la lentille de I'oeil (26)
et une intensité de fluorescence moyenne
(lrLs-sn) associée au balayage de ligand
fluorescent d’'un emplacement dans la région
supranucléaire (58) de la lentille de l'oeil (26),
conformément & [léquation FLS\,m =
IFLs-sn/lFLs-n et des moyens pour déterminer
un rapport (QLS\om) entre 'intensité moyenne
(laLs.n) de la lumiére diffusée associée a la
diffusion de Ilumiére quasi-élastique a un
emplacement dans la zone du noyau (60) de la
lentille de l'oeil et l'intensité moyenne (g s.sn)
de lumiére diffusée associée a la diffusion de
lumiére quasi-élastique a un emplacementdans
la zone supranucléaire (58) de la lentille de I'oeil
(26), conformément a I'équation QLSyqm =
loLs-snlgLs-n: ©U  une  augmentation de
FLSNorm ©Ou  de  QLSygy, indique une
augmentation de la présence d’un matériau ou
objet dans l'oeil (26).

Systéme selon larevendication 1, danslequel le sys-
téme comprend en outre des moyens pour calculer
un indicateur de qualité de mesure (N,) comme le
produit de QLSy, et de FLSyorpm-

Systéme selon la revendication 1 ou 2, dans lequel
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les données sont collectées en cycles d’au plus 60
msec, dans lequel le systéme exécute jusqu’a dix
cycles consécutifs.

Systéme selon la revendication 1, dans lequel les
données sont affichées sur I’écran d’affichage com-
me des paramétres de test, des images en vue fron-
tale et en vue en coupe transversale de l'oeil, des
valeurs d’intensité moyenne pour la diffusion de lu-
miére quasi-élastique et le balayage de ligand fluo-
rescent, des représentations graphiques de fonc-
tions d’autocorrélation pour la diffusion de lumiére
quasi-élastique et le balayage de ligand fluorescent,
et des parameétres d’ajustement par courbe basés
sur un ajustement exponentiel aux données d’auto-
corrélation.

Systéme selonlarevendication 1,dans lequelle sys-
téme détecte la présence d’'un matériau ou objet
dans l'oeil, dans lequel de préférence le matériau ou
objet est une protéine f-amyloide.

Systéme selon la revendication 1, dans lequel au
moins une partie des données collectées est utilisée
pour suivre la progression d’'une maladie.

Systéme selon la revendication 1, dans lequel la
qualité de mesure d’au moins une diffusion de lu-
miére quasi-élastique et d’un balayage de ligand
fluorescent est analysée en utilisant la courbe y(t) =
le ou | est I'intensité moyenne, k est la constante
de temps de déclin et t est le temps.

Systéme selon larevendication 1, dans lequel le pro-
cesseur mesure les premiéres données de fluores-
cencede l'oeilavantd’introduire un agentd’imagerie
dans l'oeil et mesure les secondes données de fluo-
rescence de 'oeil aprés avoir introduit 'agentd’ima-
gerie, et compare les premiéres données aux secon-
des données, dans lequel, de préférence, la compa-
raison des premiéres données aux secondes don-
nées comprend la soustraction des premiéres don-
nées des secondes données.

Procédé de réalisation d’une diffusion de lumiére
quasi-élastique et d’un balayage de ligand fluores-
cent sur un oeil d’un sujet, le procédé comprenant :

la sélection d’'un emplacement dans l'ceil a
analyser ;

la réalisation d’une diffusion de lumiére quasi-
élastique et d’un balayage de ligand fluorescent
sur 'emplacement sélectionné ;

la collecte de données associée a une diffusion
de lumiére quasi-élastique et a un balayage de
ligand fluorescent ; et

la présentation des données pour qu’elles soient
analysées par opérateur,
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dans lequel les données collectées compren-
nent 'intensité moyenne de lumiére diffusée as-
sociée a la diffusion de lumiére quasi-élastique
réalisée et l'intensité de fluorescence moyenne
associée au balayage de ligand fluorescentréa-
lisé, dans lequel les données d’intensité moyen-
ne sont collectées a des endroits dans une ré-
gion du noyau de la lentille de 'oeil et dans une
région supranucléaire de la lentille de I'oeil et un
rapport entre 'intensité moyenne de la lumiére
diffusée depuis la région du noyau de la lentille
de l'oeil et 'intensité moyenne de la lumiére dif-
fuséedepuis la zone supranucléaire de lalentille
de l'oeil est déterminé et

dans lequel les données d’intensité moyenne
sont collectées a des endroits dans une région
de noyau de la lentille de l'oeil et une région
supranucléairedelalentillede l'oeil etunrapport
entre l'intensité de fluorescence moyenne de-
puis la région du noyau de la lentille de 'oeil et
lintensité de fluorescence moyenne depuis la
région supranucléaire de la lentille de l'oeil est
déterminé.

Procédé selon la revendication 9, dans lequel la réa-
lisation du balayage de ligand fluorescent
comprend :

I'éclairage de l'oeil du sujet ;

la mesure des premiéres données de fluores-
cence de l'oeil avant l'introduction d’'un agent
d’imagerie dans l'oeil ;

lintroduction de l'agent d’imagerie dans l'oeil
d’une maniére non-chirurgicale ;

la mesure de secondes données de fluorescen-
ce de l'oeil aprés introduction de I'agent d’ima-
gerie dans l'oeil ; et

la comparaison des premiéres données aux se-
condes données ;

dans lequel, de préférence, la comparaison des
premieéres données aux secondes données
comprend la soustraction des premieres don-
nées des secondes données et/ou dans lequel,
de préférence, la mesure des secondes don-
nées est prise au plus 24 heures aprés avoir
introduit 'agent d’imagerie dans l'oeil.

Procédé selon la revendication 9, dans lequel le pro-
cédé est capable de détecter la présence d’'un ma-
tériau ou objet dans 'ceil, dans lequel de préférence
le matériau ou objet est une f-amyloide.

Procédé selon la revendication 9, dans lequel la pro-
gression d’'une maladie peut étre suivie en mesurant
les niveaux de fluorescence dans l'oeil.

Procédé selon la revendication 9, dans lequel un in-
dicateur de qualité de mesure (N, ) est calculé com-
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me le produit de QLSy,,, et de FLSyo .

14. Systéme (10) pour réaliser une diffusion de lumiére

quasi-élastique et un balayage de ligand fluorescent
sur [loeil d'un sujet (26), le systeme (10)
comprenant :

une source de lumiére (12) configurée pour
transmettre de la lumiere vers l'oeil du sujet
(26) ;

une lentille (14) configurée pour focaliser la lu-
miére envoyée de la source et regue par l'oeil
du sujet (26) ;

un réflecteur de mesure (18) disposé de fagon
a recevoir au moins une partie de la lumiére fo-
calisée et configuré pour réfléchir une premiére
partie de la lumiére regue ;

une caméra (20) configurée et disposée de fa-
¢on a recevoir au moins une partie de la lumiére
recue et configurée pour fournir des indices
d’une image correspondant a la premiére partie
de la lumiére regue ;

un écran d’affichage (88) pour afficher I'image
afin de permettre a un opérateur de sélectionner
les régions de l'oeil (26) a analyser ; et

un processeur (82) raccordé a la caméra et con-
figuré pour analyser la lumiere diffusée prove-
nant de la diffusion de lumiére quasi-élastique
et la fluorescence provenant du balayage de li-
gand fluorescent pour détecter un matériau ou
objet d’intérét, de préférence une B-amyloide,
situé dans des zones sélectionnées de l'oeil
(26) ;

le systéme comprenant en outre des moyens
pour analyser lintensité moyenne de la lumiére
diffusée et la fluorescence d’une région supra-
nucléaire (58) de la lentille de I'oeil (26) et une
région de noyau (60) de la lentille de l'oeil (26),
dans lequel la comparaison de [intensité
moyenne de lumiére diffusée depuis la région
de noyau (60) de la lentille de 'oeil (26) a I'in-
tensité moyenne de lumiére diffusée pour la ré-
gion supranucléaire (58) de la lentille de l'oeil
fournit un facteur de corrélation pour évaluer la
présence du matériau ou objet d’intérét dans
I’'oeil (26) et dans lequel la comparaison de I'in-
tensité de fluorescence moyenne provenant de
la région de noyau (60) de la lentille de l'oeil a
lintensité de fluorescence provenant de la ré-
gion supranucléaire (58) de la lentille de l'oeil
fournit un facteur de corrélation pour évaluer la
présence du matériau ou objet d’intérét dans
l'oeil (26).

15. Systéme selon la revendication 14, dans lequel le

processeur mesure lintensité de fluorescence pro-
venant d’'une région de I'oeil avant l'introduction d’un
agent d’'imagerie et aprés I'introduction d’un agent
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d’imagerie, afin de déterminer la différence entre les
deux intensités.

Systéme selon la revendication 14, dans lequel le
processeur affiche des données sur I'écran d’affi-
chage pour qu’elles soient analysées par l'opéra-
teur, les données comprenant des informations sur
la diffusion de lumiére quasi-élastique et le balayage
de ligand réalisés, y compris des intensités moyen-
nes d’au moins un élément parmi la lumiére diffusée
et la fluorescence.

Systéme selon la revendication 14, comprenant en
outre un ordinateur contenant des instructions lisi-
bles par l'ordinateur, exécutables par l'ordinateur
pour commander le systéme afin qu’il exécute une
diffusion de lumiére quasi-élastique et un balayage
de ligand fluorescent et affiche des données prove-
nant de ladite diffusion de lumiére quasi-élastique et
du balayage de ligand fluorescent sur I’écran d’affi-
chage.

Systéme selon la revendication 14, dans lequel le
systéme comprend en outre des moyens pour cal-
culer un indicateur de qualité de mesure (N,) comme
le produit de QLS et de FLSyom-
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Srabadaiml igénvpontok

1 Rendszer {10} kvdzi-elassuikus fénysadeds ds fuoreszoans ligandum szkernelés
vigrehaitdsdra gy stamely szamen (3I8), shol & randsear (10) tartalmas:

|0y, R seam (26) kapdt (88) megistenitd, kilalzd képarnydt (88), amely lehetdvé tassi &

kereld srdmars @ sxemben (281 & mernd Rivant halyek kKivalaszidsat) 8s

Sy provesszovhor (B3] osstlakod optikal egyedgat (11 hvdzi-elogetikus fénysedras és

fluoressoens lgandum szhennelds vigrehaitdsdra a szem {38) kivélasziont helyein,

valamint @ vidgrehaitoln kvasi-elasstikus fénvezdrassal 45 fluorsszcens lgandum

spkenneldssel kapesolatos adatok gyiijtdsdry,

ahal 3 provessear (83} kifelal a2 sdatokat o kijeled kdparnydn {88) o kerslf svamar

meghekinids cdliabdl,

ahot 8 gylisit sdatok tartalmarzdl & végrahaitolt kvarbalasstibus nyszdrdsaal

kaposolatos atlagos s2drt fény intansitast €8 o vagrahalintt Hucreszeens Hgandum

sekanneléssel Kaposolatos dtlagos fluareszoenaia éntenzité-?&t;

3 renviszer tavtalmar szenkivill esekdzt & szem {28) lencseigben @ nucleus teviilsten (80}

vigzett flucreszoens Hoandum sekenneliéssel kaposoiatos dtlages Huoreszeenciz intenzitds
{Toioen) €9 8 s2em {28) lenceeidben o supranucieus tertleten (58) végeell Huoreszcans
Hgandum sekenneldsee! ksposolatos atingos flusreseoenciy Ntensitds {Tueoy) sednvdnak

{FlBxow ) Meghatdrozassrd 82 MG ® Insanlnsy képiet alapidn, 8

sszkdzt a srem iﬁnc&éjébm & nucleus teriletan (_6«3} végrelt kvazi-slasaiikus fény

sedrdusal kaposolatos Atlagos szdrt fny intensitas ({hew) €5 @ szem {38) lencseiében a
supranuciaus teriiaten (S8) vigaalt kvasi-elasxtikus fény sedrdssal kapesolatos dtlagos

sedrt fény intenzitds {Togand ardnvénak (UlSuw ) meghatdrozdsdrs 8 QlSuoem ¥ Iy

s lguan képlet alapidn, shal 82 Pl vagy 8 GlSyonw Nivakeddse sgy anyag vagy targy

jelenlitének fokorodésara utal a szemben {26},

2. Ax 1, igénypont sserinti rendsrar, amebynd! & rendszer tartaimaz még eszkost a

l

mgrds mindsdyl mennyisdgdnak (N srdmitdsdra 8 (S 85 82 FlSyon Szovzatakent.
3. A 1. vagy 2. igdnypont szerintt rendszer, amelyngl a gyt adatok nem Bhb
mint 60 mseo slatth ciklusokban oyiidit adatok, shol & rendseer logleliebb ty sgymas

utani cikdust hajt végre.

4, Az 1. igbnypont szerinti rendssar, amelvndt av adatok 8 kijelzd képerayén Ogy



~
&

vannak megielerdtve mint tesst beadllitdsok, & sram aldindzetf és kereszimetarati képa, &
keAzi-slasztihus feny szdrds és a Ruoresyeens ligandum sskannelds dtilagos intenvitas
Srhdkel, a kvasi-classtikus fény sedras a5 a fluoreszeens ligandurn szhkennelds
autdkorraidcios figgvényeinek grafikus Répe, &5 az sutdkorrelacids adatokrs 83
sxponencialis eszhedésen alapuid glrbe ilesstd paramdtersk.

5. &z L. igenypont szevinti rendszer, amelynél a rendszer detektdifa egy anvayg vagy
rérgy jelenidtél a szomben, ahol ax anyag vagy tegy oldnyvdsen S-amilold fehérie.

8. &z 1. igénypont szervinti rendsser, amelynél a gylitddt adatol legalabb syy résadt
a hetegsds aldrahaladdsanal syomonkdvetessre hasendlivk,

Az 1. igdnypont szarinti rendsear, amelyndl g mdrds mindsdgét @ hvazt slasetikas

o}

fony axdras &s @ fluoresseens lgandum stkannelds fogaldbd sgyivéng

.
0)
=
Patun
o8
s

#
%

gérbe slapidn slemessik, ahal 1 az dtagos inlanaitds, K & bomids édéaﬁﬁam 1a ds tazidd,
], 1. igdnypont szerintl rendszer, amelynél a processzor olsd szem flusreszeencia
adatokat mér sgy képalkotd anvag szombe bevitele olitt, 85 masodik szem
fiuorasrcencia adatokal midr agy képatkots anvag szembe bevitels uldn, &
Ssszahasonditie az olsd adutokat & masodik adatokkal, ahel az alsd adatek €5 3 mdsodik

acdatol tGeszahasoniitdsa sordn @ masodik adatokbd! eldnydsen kivonja 3z 2isd adatokat.

g, Biiards kvazi-slasziikus Frvszdrds & fuoresroens lgandum sckennalés
wégrahaitdsdes agy seemely szamében, ahol az sljdras sordn:

Sivalasstunk ogy olemeani kivant halyed & szemben;

végrehajtivk a kvdui-clagetikus fnysedrast &y & Buoreszosns igandum sykennslest @
kivataszioll helvsw;

a kvazi-claetikus ovsedrdssal g o Huoreszeany gandum szhenneldssel bapesoiatos
svatokat gyliitink; s

megielenitiiik az adatokat & kareld sedmdra meglekintes a:éigéi:}éi,

shol & gyditstt adatok tartatmazedk & végrehajtott kvasi-elasatikus fenysadrassst
kaposolatos dtlagos s2drt fény intenzitast &s & végrehailott fuorsstoans ligandum
szherneldssel kapesaiatos &tlagos fusresecencia intenzitdst,

ahol az dtfages intorwitds sdatoket & seam lencséiének nucleus terliletdn levd helyaked
g5 @ sveny lencsdidnek supranuciaus tariiateén vl helyekedl gyiiititk, és meghatdrozzuk
& szem lenosdidnel nucleus terilatdn mert Atlagos szdrt finy intenzitds valamint a srem

lencsdidnek supranuciaus teriilatén mént dtlagos sadrt fny intenzitds ardnydl, és



3

ahol ay dtlagos intensitds adatokat 8 szem lancsdidnel nucleus teriietdn vl hebyalkrd
&5 & szem lencssidnak supranucious teritetdn 1868 balyekrdl gvwliitilik, 8s meghatarozzuk
3 szem lencséidnel nucleus terliletén meart dtagos fuoreszeencia intenzitds valamint 8
seem lencsdidnek supranucious terGletén mdrt atlagos Huorssscencia intenzitds ardnyat

10, &%, igdnypont searinti elidrds, smalynal a fluoreszoens Hoandum sekannelds
SOran

megviidgitiuk a stemély ssemet;

eisd szam fluoreszesncis adatokat meriink egy hépalkald anyag szembe bevitele sidty
képatkots anyagel viszlink be » srambe newy sehdszet] tlon;

mdsadik szem fuoresceencia sdatokat meriink g kepaltkotd anvay szembe bevitele utan;

&5

fe

Sssxehasonditiuk az olsd adatokat a masodik adatokkal;
ahot ar aled adatok 8 & masodik adatol Sssrehasoniitdss soran & midsadil adatokhd
alfinydsen kivorjuk ar olsd sdatokal dsdvagy abol & masodik adatol mérdsdt nem 18bb

mint 24 Srdval & képatkotd anyag srembe t8ridnd bevitele utdn végezaiik,

11, A%, igénypont szarintl elidrds, amslynsl ax oljdrds képes egy anvag vagy targy
jelenidtének detekididsdra a sramben, ahol a2 anvag vagy 1argy slénydsen B-amiloid.

12, AS, igénypont sperintl elidras, amebend! egy betegssy elbrehalndasat 3 szemben

a fluaresseencia suint mérdadvet kiveljik fyomon.

13, A D igénypont szerint alidrds, amelyndl & mdrés mindadgl mennyisaget (N

g

Kiszamitivk & QlSienn 88 a8 Fll o Storeatakent.

14, Rendsear (10} kvazi-alasetikus fenysdrds &s fluoraszeens Hgandum szkenneids
végrehajtdsdra egy suemely ssemen {38), ahol @ rendszar (158} tartalmaz:

g sxemély szeme (26) feld fény tovabbitasars kialakitedt fenylorrdst (12);

a forrdshd! kiadott €5 a személy szemehd {268) vett feny fokuszalasira ialaldtott lencsét
{34

a fokuszall feny legalabl egy réssénsk fogadasdra shrendezett 85 a vait fény slst

{,}/

részének vieszaverdsdre alakitott mard reflektort {18);

& vell oy legaldbb sgy résadnek vételdre alkalmasan kislakitoll és elhelyezetl, valamint
a vetl fény olsd részénel megfelald képre utald jolzes cidallitasdra alkalmasan Kalakitatt
kamerdt (20);

3 képet megielenitd kijeled képermydt (88), amely lehatdvd teszl egy kexeld szdmara a



srem {26) elemeznt Kivdnt terlileteinek Kivélasstasdt; és

egy, & kamerdhor caatiokors ds & kvdzbolasetihus fény szdrashol velt szt féoy éx a
fuoresaoens Hgandurn sekenngldsbdl velt fluoreszeancia elemzdésere kislakitott
provesszart (82}, agy kerosetl anyag vagy Wrgy, eldnyisen B-amilold detektaldséra a
szam {26) Rivalasstodt teritiatein,

S

a rendszer tartalmazn szenkivll eskdel & sednt fany 45 & Runreszoencia ddagos
intenzitdsansk elomzdséra a szem (38) lencsgienek supranuciaus tarlietdn (58) ds a
szam {28) lencsdidnek nucisus teriistén {80),

ahol @ szam (28) lencsdignek nucieus tertiatén (60) mért dtlages szdit fény intenzitds
& szem lencedidnek supranucleus tertletdn (SR} mért dtlages szdrt fny intenzitds
Sosrehasoniitdss Rorrslfcids t8nyedt sealgaitat egy anvan vagy térgy Kimutatasdra a
szem {28} vizsgalt terlistén, &5
ahol & szem lencsdidnek nuclous teriiotdn (80) mért atlages Huoreszoencia intenzitas &s
3 szem lencediensk supranucieus terliletén (58) mért dtlagos Suorsssosncla intenzitds
tisszehasoniitasa korrslacios tényezdt sxolpaltat egy anyag vagy trgy kimutatdssrs a

szam {28) vizsgal terlileten.

15, A 14, igénypont szerintl rendszer, amabmdl & processzor mart 3 Huoreszoenca

o

intenzitast & szam terliatén sgy kepalkold anvay bevitele olbtt, ds sgyv kdpalkotd anyag

bevitele utdn, és meghatdrorza a ket intenzitas kiilonbsdgst,

16, A 14, igénypont seerintl rendszer, amelynd! & provesszor adatobat jelenit meg 2
Rijeled kepernydn g kereld ssdmdra magtekintés ¢élidbal, ahol a2 adatok tortaimaznak
informadidt ar elvégastt khvazi-elasziikus fény szdrdsrdl & flucraszeens ligandum

sxkenneiderdl, szen ballil pedig & s280t fony s a Huorestcencia legaldbb egyikénel

atfages intenzitdsardl

17, A 14 igénypont szerintl rendseer, amely tortalmaz meg sgy sedmitongdpet, 8
szémitég;éamé olvashatd, a sgzémitégég}m vagrehigithatd utasitdsokkal a rendsrer
veseridsdérs & kvdzi-claszitkus fEny s2d ds a flugreszeeny Boandum srkennelés

vigrehaitdsars, valaming 8 kvazi-slasztikus fény sedrashbdl s a fluoraszeens figandum

szhenneléstdl szdrmard adatol megislenitdsére a kijeled képarmydn,
IB. Az 140 igénypont szevinti rendszer, amelynd] a rendsrer tartalmar még eszkdzt a

mérgs mindségi mannyisdgdnek (N} szamitasdea 8 QlSuem €3 82 Fl8uum storzataként,
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