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Description
FIELD OF THE INVENTION:

[0001] The present invention relates generally to im-
aging systems and their methods of use. More specifi-
cally, the present invention relates to imaging systems
that include a structured light source.

BACKGROUND OF THE INVENTION:

[0002] One new type of imaging involves the capture
of low intensity light from an object. A source of the light
indicates a portion of the object where an activity of in-
terest may be taking place. In one example, the object
is a small animal such as a mouse and the light source
includes tumor cells labeled with light emitting reporters
such as firefly luciferase or fluorescent proteins or dyes.
This technology is known as in vivo optical imaging.
[0003] Tomographic reconstruction in in vivo imaging
builds a three-dimensional representation of the internal
light source inside the surface of the object. Some tom-
ographic reconstruction techniques rely on a three-di-
mensional representation of the object surface. Imaging
small animals such as a mouse may require a new sur-
face representation for each animal and each time the
animal is imaged.

[0004] WO 2004/008123 A describes a method and
apparatus for 3-d imaging of internal light sources. A sim-
ple Kohler projection scheme is used as the structured
light source.

[0005] US 2004/0089817 A describes a method and
apparatus for time resolved optical imaging of biological
tissues as part of animals. Synchronized mirror galva-
nometers are provided in the illumination and collection
optics to achieve a constant distance between the illumi-
nation points and the detection points.

[0006] A system that allows a user to readily obtain a
surface representation of an object is not currently avail-
able.

SUMMARY OF THE INVENTION

[0007] The present invention integrates a structured
light source into an imaging system for reconstructing a
surface topography of an object being imaged. The struc-
tured light source includes a mechanism for transmitting
a set of lines onto the object from an angle. The lines are
displaced, or phase shifted relative to a stage, when they
encounter an object with finite height, such as a mouse.
This phase shift provides structured light information for
the object. A camera captures the structured light infor-
mation. Using software that employs a structured light
analysis, surface topography data for the object (over its
entire surface or a portion) is determined from the phase
shift of the lines.

[0008] Aspects of the invention are defined in the ac-
companying claims.
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[0009] According to an aspect of the invention, there
is provided an imaging system for providing a three-di-
mensional surface representation of an animal according
to claim 1.

BRIEF DESCRIPTION OF THE DRAWINGS

[0010] The present invention is illustrated by way of
example, and not by way of limitation, in the figures of
the accompanying drawings and in which like reference
numerals refer to similar elements and in which:

FIG. 1 illustrates a simplified view of structured light
transmission from an angle.

FIG. 2A illustrates a structured light source compris-
ing a scanning laser galvanometer in accordance
with one embodiment of the present invention.
FIG. 2B illustrates a stage internal to an imaging box
that includes the scanning laser galvanometer of
FIG. 2A in accordance with one embodiment of the
present invention.

FIG. 3A, which is included for illustrative purposes
only, shows internal components of a structured light
projector that may be used to produce structured
light.

FIG. 3B, which is included for illustrative purposes
only, shows the configuration of the structured light
projector used to obtain the subject surface topog-
raphy.

FIG. 3C, which is included for illustrative purposes
only, shows four different example positions of the
stage relative to the light transport device of FIGs.
3D and 3E: 0 degrees, 90 degrees, 180 degrees,
and 270 degrees.

FIG. 3D, which is included for illustrative purposes
only, is a cut away perspective view of an imaging
having internal components for facilitating multiple
views of the sample.

FIG. 3E, which is included for illustrative purposes
only, is a perspective view of the internal compo-
nents of FIG. 3D for facilitating multiple views of the
sample.

FIG. 4A is a perspective view of an imaging system
including an imaging box adapted to capture images
in accordance with one embodiment of the invention.
FIG. 4B illustrates the structural components of the
imaging box of FIG. 4A.

FIGs. 4C and 4D illustrate a perspective view of an
imaging system in accordance with another embod-
iment of the present invention.

FIG. 5 illustrates a method of capturing photograph-
ic, structured light and luminescent images using an
imaging system in accordance with one embodiment
of the present invention.

FIG. 6A illustrates a process flow for obtaining sur-
face topography data in accordance with one em-
bodiment of the present invention.

FIGs. 6B-6H illustrate pictorial representations of



3 EP 1 889 470 B1 4

structured light imaging corresponding to the proc-
ess flow of FIG. 6A.

FIG. 7Aillustrates a top perspective view of compo-
nents in an imaging box with the exterior walls re-
moved showing the moveable stage directly below
a fixed datum in accordance with one embodiment
of the present invention.

FIG. 7B illustrates a top perspective view of the com-
ponents in an imaging box with the exterior walls
removed showing the moveable stage below and off-
center from the fixed datum in accordance with one
embodiment of the present invention.

FIG. 7C illustrates a top perspective view of the com-
ponents in an imaging box with the exterior walls
removed showing the moveable stage above and off
center from the fixed datum in accordance with one
embodiment of the present invention.

FIG. 7D illustrates a simplified view of light transmis-
sion within an imaging box using the light transmis-
sion device of FIG. 7A.

FIGs. 8A and 8B illustrate a top and side view, re-
spectively, of a stage included in an imaging box in
accordance with one embodiment of the present in-
vention.

DETAILED DESCRIPTION

[0011] In the following detailed description of the
present invention, numerous specific embodiments are
set forth in order to provide a thorough understanding of
the invention.

[0012] Well known processes, procedures, compo-
nents, and circuits have not been described in detail so
as not to unnecessarily obscure aspects of the present
invention.

Overview

[0013] The present invention relates to imaging sys-
tems that comprise a structured light source, which pro-
duces structured light for transmission onto an object,
such as a small animal. Structured light uses a set of
lines of light. In one embodiment, the set of lines is pro-
jected down on an object at an angle (at about 30 de-
grees, for example) to the surface normal. The object
generates structured light surface information as each
light line reacts to the shape of the animal. Cumulatively,
the lines of light each bend or alter in spacing as they
pass over the object (FIG. 6C). The structured light sur-
face information can be measured and used to determine
the height of the surface at all locations that are illumi-
nated by the structured light source.

[0014] A camera captures the structured light surface
information, digitizes the information and produces one
or more structure light images. A processor produces a
three-dimensional surface representation of the object -
or a portion of the object facing the camera - using the
structured light information. More specifically, a process-
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ing system, running on stored instructions for generating
a topographic representation (a surface map) from the
structured light surface information, builds a 3D topo-
graphic representation of the object using the structured
light surface information. Various reconstruction tech-
niques may be stored in software and used to build a 3D
topographic representation. In one embodiment, the sur-
face topography reconstruction produces a surface
mesh.

Structured Light Source

[0015] FIG. 1 illustrates the projection of structured
light onto an object and the generation of structured light
surface information. A light source of the present inven-
tion transmits light onto an object 402 in a set of lines
404 at an angle, 6. Since the projection angle is known,
horizontal displacement for each line 404 is related to
the height of object 402. More specifically, the height of
object 402 where it intercepts each line 404 generates
structured light information for each line 404 according
to the horizontal displacement caused on the incoming
light. By transmitting a grid of lines 404 of known dimen-
sions onto the facing surface of object 402, a map of the
facing surface topography may be obtained by quantita-
tively assessing horizontal bends in the captured light.
FIG. 6C illustrates bends in a grid of lines cast onto a
mouse sample. The structured light surface information
thenincludes differences between the known spacing for
the transmitted array of lines without any interference
and the observed pattern captured by the camera. Al-
though the present invention will be described with re-
spect to horizontal differences in the structured light for
a horizontal surface normal, it is understood that other
systems may transmit structured light from other angles
that produce structured light information in another direc-
tion (e.g., a vertical surface normal or any angle between
a horizontal surface normal and vertical surface normal).
[0016] The angle of incidence relative to the surface
normal may vary. In one embodiment, an angle from
about 15° to about 30° is suitable. Angles greater or less
than this range may also be used. Preferably, the pro-
jection angle is large enough to get sufficient "bend" in
the lines to achieve spatial resolution, but small enough
that large shadows are not present.

[0017] Light output by a structured light source of the
present invention may vary. In general, the light output
may include any lines or shapes suitable for generating
structured light surface information that is useful in build-
ing a surface topography. In one embodiment, a struc-
tured light source transmits a grid of lines onto the animal.
Line spacing between line in a parallel grid may be adapt-
ed to a specific object or image. A structured light source
producing a parallel grid of lines having a line spacing in
the range of about 0.5 to about 2 lines per mm is suitable
for a mouse. Other line spacings are suitable for use with
the presentinvention. Closer line spacing provides higher
resolution, but the lines may be more difficult to track on
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rough surfaces such as fur. The line spacing may also
vary based on the object surface texture and object size.
[0018] Inaccordance with this invention, the structured
light source comprises a scanning laser galvanometer
that includes a laser that produces a beam of light, and
atleast one mirror positionable to reflect the beam of light
and castaset oflines onto ananimal. In one embodiment,
the laser may operatively cooperate with a pair of actu-
ated mirrors that rapidly move a single light beam to form
the set of lines across the object 402.

[0019] For illustrative purposes only, it is noted that
anotherkind of structured light source used in animaging
system includes a projector that projects a grid of lines,
and itis noted that a further kind of structured light source
is structured light projector that comprises a laser device
that employs diffraction patterns to achieve a desired
structured light pattern.

[0020] FIG. 2Aillustrates a structured light source com-
prising a scanning laser galvanometer 420 in accordance
with one embodiment of the present invention. Scanning
laser galvanometer 420 comprises a laser 422 and a pair
of mirrors 424 and 426.

[0021] Laser 422 generates light. Laser 422 is posi-
tioned such that output of its linear laser beam transmits
onto mirror 424. Laser 422 may include any suitable la-
ser, such as a diode laser or a diode pumped solid-state
laser. Any color is also suitable for use with laser 422.
Common commercially available laser colorsincludered,
green and blue. In a specific embodiment, laser 422 com-
prises a green diode pumped solid-state laser, such as
one available from a wide variety of commercial vendors.
[0022] Mirrors 424 and 426 each direct light provided
by laser 422. As shown, mirror 424 first receives light
provided by laser 422 and reflects the light towards mirror
426, which reflects the light into an imaging chamber.
The two mirrors cooperate to permit two degrees of free-
dom for positioning a light beam provided by laser 422.
A maximum transmission field 428 defines the spatial
range for direction of light by mirrors 424 and 426. Mirrors
424 and 426 may create any line, shape, grid or pattern
of light within field 428. For example, the actuators and
mirrors 424 may form a set of parallel lines normal to the
head to toe facing of a mouse (for any position of the
mouse). In one embodiment, mirrors 424 and 426 receive
position control from a computer that determines a spe-
cific light pattern output by scanning laser galvanometer
420.

[0023] Actuators 430 and 432 position mirrors 424 and
426, respectively. Each actuator 430 and 432 may com-
prise any suitable mechanical actuation responsive to
electrical input. For example, motors are suitable for use
with actuators 430 and 432. In another specific example,
magnetic actuation is suitable for use with actuators 430
and 432. Magnetic actuation provides accurate and rapid
response. For galvanometer 420, the actuators operate
at a high enough speed such that a single beam of light
produced by laser 422 may generate a set of lines. In
this case, the mirrors move fast enough such that the
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laser pointsweeps across the surface of the animal quick-
ly enough to register lines as detected by a camera. In a
specific embodiment, the grid of lines comprises about
one hundred lines and the entire grid is scanned every
2/10ths of a second. Grids of more or less lines are also
suitable, as are other scan rates.

[0024] In one embodiment, scanning laser galvanom-
eter 420 is custom-designed for use in an imaging cham-
ber of the present invention. In another embodiment,
scanning laser galvanometer 420 comprises a commer-
cially available model. One exemplary scanning laser
galvanometer system suitable for use with the present
invention is a model 6200H galvanometer scanner and
a67120-0627 MicroMax Model 671 XX Servo Driver and
Controller as provided by Cambridge Instruments of
Cambridge, MA.

[0025] Computer control of mirrors 424 and 426 for
scanning laser galvanometer 420 also permits custom
light output for a structured light source. For example,
this permits line spacing to be altered and finely control-
led. In this case, computer control may allow a user to
increase the density of line spacing and increase the
amount of structured light surface information, which re-
sults in a more detailed topographic representation.
Computer control also permits control of structured light
patterns to improve the quality of structured light surface
information for an animal. For example, computer-control
permits the line spacing to vary to accommodate varia-
tions in animal size and fur color or texture for an animal.
Computer control also permits control of structured light
patterns to adapt for a particular field of view used in
imaging or orientation of the animal.

[0026] Independentcontrol of each mirror424 and 426
also permits a user to steer the light to different locations
within the imaging chamber. This is useful when a user
places an animal or object in an off-center position. In
addition, this is useful when multiple animals are imaged
within an imaging box.

[0027] The projected light pattern produced by scan-
ning laser galvanometer 420 may also be used for other
purposes. For example, the projected pattern may be
used to generate an alignment target for positioning an
object or animal within the imaging chamber. In this case,
scanning laser galvanometer 420 creates crosshairs or
another suitable alignment target for positioning an ani-
mal on a stage or floor of the imaging chamber. The light
output may also indicate the field of view for the camera.
[0028] In addition, scanning laser galvanometer 420
may be used for automated focusing techniques. More
specifically, displacement of grid lines on the top surface
of a mouse may indicate how tall the mouse is. Since
each mouse may be a different height, this provides an
automated focus system for the imaging system that per-
mits the camera to adaptively focus to a specific height
for each individual mouse.

[0029] Since mirrors 424 and 426 permit flexible re-
direction and transmission of light, scanning laser galva-
nometer 420 may be flexibly located in an imaging cham-
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ber. In one embodiment, scanning laser galvanometer
420 is disposed at the top of an imaging chamber and
reflects the laser beam of light down onto a top surface
of the animal. When galvanometer 420 is disposed out-
side a top wall 423 (or sub-wall) of the imaging chamber
(see FIG. 2B), the top wall includes a small hole 421 that
permits light from the second mirror to pass through and
into the imaging chamber. Proximity between the second
mirror and wall 423 reduces size of hole 421, since any
structured light pattern or other pattern splaying at some
projection angle has not had significant distance to en-
large.

[0030] Scanning laser galvanometer 420 may be im-
plemented flexibly in a number of light imaging systems.
In one embodiment, scanning laser galvanometer 420 is
disposed above an animal to be imaged and casts light
down onto the animal at an angle.

[0031] FIG. 2B illustrates a simplified cross section of
a stage internal to an imaging box that includes the scan-
ning laser galvanometer 420 in accordance with one em-
bodiment of the present invention. The imaging box is
illustrated with a movable stage 58. In another embodi-
ment, stage 58 is stationary and comprises the bottom
surface of an imaging chamber.

[0032] Movable stage 58 supports an object to be im-
aged. Movable stage 58 is capable of linear, reciprocal
movement between a bottom partition 52 and a top en-
closure panel, and may be retained at any position ther-
ebetween for image capture. Thus, moveable stage 58
has a multiple vertical positions in imaging chamber 44
having the substantially same horizontal position. In a
specific embodiment, movable stage 58 has a threaded
bore that is operably engaged with a worm gear 164 that
provides vertical translation of the moveable stage 58. A
motor drives the worm gear to move the stage 58 up and
down along a pair of guides 140. In another embodiment,
the stage 58 is driven vertically using a beltdriven system
that provides a faster response than the worm gear. A
temperature control element 132 is provided by a heating
blanket placed on top of stage 58 for controlling the tem-
perature of a mammal placed on stage 58. In one em-
bodiment, temperature-adjusting element 132 includes
a thermal sheet that is fixed, e.g. glued, into a cut-away
portion of stage 58.

[0033] Scanning laser galvanometer 420 projects
structured light 425 onto the top surface of stage 58 (or
the temperature control element 132 thereon). The size
of a grid produced on stage 58 (or an animal resting ther-
eon) will depend on the position of stage 58 and control
of each mirror 424 and 426 according to a desired grid
size.

[0034] The subject matter of Figures 3A to 3E isinclud-
ed for illustrative purposes only and does not form an
embodiment of the claimed invention.

[0035] FIG. 3A illustrates internal components of a
structured light projector 170. Structured light projector
170 comprises a light source and a filter or mask that
creates a structured light pattern. In this case, structured
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light projector 170 includes a Kohler illumination system
where a slide is illuminated by a light source and then an
image of the slide is projected onto the sample or back-
ground. As shown, structured light projector 170 includes
LEDs 172, diffuser 173, condenser 174, mask 175, lens-
es 176 and 177, and aperture 178.

[0036] LEDs (light emitting diodes) 172 generate light.
LEDs 172 may include multiple LEDs of a single color,
such as green. Any color light suitable is suitable for use.
LEDs 172 may include any appropriate number of light
emitting diodes to generate sufficient light for creation of
a grid pattern. Diffuser 173 reduces spatial variance in
the intensity of light across its surface area to produce
light flux at its output surface that has a more even light
intensity distribution across the flux area. LEDs 172 and
diffuser 173 cumulatively provide light of a desired flux
with substantially equal intensity distribution.

[0037] Condenser receives light from diffuser 173,
condenses the divergent light flux from LEDs 172 and
transmits the light onto mask 175. Mask 175 includes a
number of apertures that selectively permit the passage
of light therethrough. As shown, mask 175 includes a
series of parallel lines that form a parallel line grid. The
spacing and number of lines may vary as described
above. Other patterns may be formed by mask 175 other
than parallel lines. The light output of mask 175 resem-
bles a structured light grid cast onto an object or surface
for structured light imaging.

[0038] Lenses 176 and 177 combine to project and
cast the light output of mask 175 onto a desired surface.
Outputfrom lenses 176 and 177 travels through aperture
178 and forms the output of structured light projector 170.
The grid of lines output from projector 170 may be cast
directly onto the imaging surface. Alternatively, the grid
of lines output from projector 170 is cast onto one or more
projector mirrors 179 before transmission onto an object
and the imaging surface. The grid lines may then be pro-
jected onto the animal stage with a magnification of ap-
proximately 10x. Aperture 178 controls the size of the
pattern leaving projector 170. The aperture 178 may be
variable and computer controlled.

[0039] FIG. 3B shows structured light projector 170 at-
tached to and rotating with a light transport device 120.
Structured light projector 170 produces a grid of lightlines
for transmission onto animal 106 while the animal rests
on a stage to generate structured light surface informa-
tion for the animal. The structured light projector 170 may
consist of a Kohler illumination system where a slide is
illuminated by a light source and then an image of the
slide is projected onto the animal.

[0040] The projector module 170 rides on the back of
the rotating light transport device 120 (see FIGs. 3C-3E
for operable rotation of device 120), so that lines are al-
ways projected on the sample 106 at all viewing angles.
The illumination pattern is projected horizontally and re-
flects off of a projector mirror 173 at the base of the larger
turning mirror to illuminate sample 106. FIGs. 7A-7D de-
scribe an embodiment of a projector module 170 that is
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attached to the back of the rotating light transport device
120 in more detail.

Exemplary Imaging Systems

[0041] Inoneaspect, the presentinventionrelates gen-
erally to improved imaging systems that employ a struc-
tured light source. Several embodiments of imaging sys-
tems in which are suitable for implementing the tech-
niques of the present invention are described further in
U.S. Patent Application No. 09/905,668 filed by Nilson
et al. on July 13, 2001, entitled MULTI-VIEW IMAGING
APPARATUS.

[0042] FIG. 4Aillustrates animaging system 10 adapt-
ed to capture photographic, structured light and lumines-
cence images in accordance with one embodiment of the
present invention. While specific examples and compo-
nents of an imaging system will now be described, the
present invention is not limited to the specific imaging
systems described herein and may comprise more and
less complex systems.

[0043] System 10 provides user automated control of
image capture in an imaging box 12. Imaging system 10
is also useful for capturing and constructing structured
light images. Imaging system 10 comprises an imaging
box 12 adapted to receive a light-emitting object in which
low intensity light, e.g., luciferase-based luminescence,
is to be detected. Imaging box 12 includes a housing 16
on a side vertical wall of the box having a camera mount
109 adapted to receive a camera. Imaging box 12 is con-
figured to be "light-tight", i.e., essentially all external light
is prevented from entering the box 12 from the ambient
room.

[0044] A high sensitivity camera, e.g., an intensified or
a charge-coupled device (CCD) camera 20, is attached
to the imaging box 12 preferably through the camera
mount affixed to housing 16. CCD camera 20 captures
photographic, structured light and luminescent images
of the object within the imaging box 12. CCD camera 20
may optionally be cooled by a suitable source such as a
refrigeration device 22 that cycles a cryogenic fluid
through the CCD camera via conduits 24. A suitable re-
frigeration device is the "CRYOTIGER" compressor,
which can be obtained from IGC-APD Cryogenics Inc.,
Allentown, PA. Other refrigerants, such as liquid nitrogen
or solid state devices, may be used to cool the CCD cam-
era 20.

[0045] Animage processing unit 26 optionally interfac-
es between camera 20 and a processing system 28
through cables 30 and 32, respectively. Processing sys-
tem 28, which may be of any suitable type, typically com-
prises a main unit 36 that contains hardware including a
processor, memory components such as random-access
memory (RAM) and read-only memory (ROM), and disk
drive components (e.g., hard drive, CD, floppy drive,
etc.). System 10 also includes a display 38 and input
devices such as a keyboard 40 and mouse 42. Process-
ing system 28 is in communication with various compo-
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nents in the imaging box 12 via one or more cables 34.
System 28 may also include additional imaging hardware
and software, structured light software, and image
processing logic and instructions for processing informa-
tion obtained by camera 20. For example, stored instruc-
tions run by processing system 28 may include instruc-
tions for i) receiving structured light information, and ii)
building a 3D tomographic representation of the object
in box 12 using structured light surface information ob-
tained by camera 20 while the animal rests on a stage,
as will be described in further detail below.

[0046] To provide control of various components,
processing system 28 includes suitable processing hard-
ware and software configured to provide output for con-
trolling any of the devices in the imaging box 12. The
processing hardware and software may include an I/O
card, control logic for controlling any of the components
of the imaging system 10, and a suitable graphical user
interface for the imaging system 10. Processing system
28 also includes suitable processing hardware and soft-
ware for camera 20 such as additional imaging hardware,
software, and image processing logic for processing in-
formation obtained by camera 20. Components control-
led by processing system 28 may include camera 20, the
motors responsible for camera 20 focus, one or more
motors responsible for position control of a stage sup-
porting the sample, the camera lens, f-stop, etc. The logic
in processing system 28 may take the form of software,
hardware or a combination thereof. System 28 also com-
municates with a display 38 for presenting imaging infor-
mation to the user. By way of example, the display 38
may be a monitor, which presents a measurement graph-
ical user interface (GUI). The graphical user interface
allows a user to view imaging results and also acts an
interface to control the imaging system 10. One suitable
imaging software includes "Livinglmage" as provided by
Xenogen Corporation of Alameda, CA.

[0047] System 10 provides both topographic and tom-
ographic imaging tools. Topographic imaging refers to
the surface characterization of an object. The present
invention uses structured light to determine surface to-
pography for an object. Tomographic imaging refers to
information inside the surface. This is useful for localizing
internal objects in three dimensions inside an object, for
example. An exemplary illustration of these two imaging
forms uses a 2D planar slice through an object: topog-
raphy gives the surface (the outer bounding line), while
tomography gives everything inside the bounding sur-
face.

[0048] Processing system 28 is configured to produce
a three-dimensional surface representation of an animal
using structured light surface information obtained by
camera 20. Typically, a processor produces the three-
dimensional surface representation using instructions
stored in memory that determine how to produce the
three-dimensional surface representation from the struc-
tured light surface information. Further description of one
suitable method and its specific steps taken by a proc-
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essor to convert structured light information into a three-
dimensional surface representation are described below
withrespectto FIG. 6B. Other systems convert structured
light surface information into a three-dimensional surface
representation are known to those of skill in the art. Thus,
systems of the present invention are not limited to how
a processor produces a three-dimensional surface rep-
resentation of an animal using the structured light surface
information obtained by the camera.

[0049] Imaging system 10 is suitable for capturing im-
ages from a variety of views and positions of the object
relative to camera 20. These images may be used in in-
vivo imaging applications that include analysis of one or
more representations of emissions from internal portions
of a specimen superimposed on a photographic repre-
sentation of the specimen. In one embodiment, imaging
system 10is used for 2-D, 3D and structured lightimaging
ofalow intensity light source, such as luminescence from
luciferase-expressing cells, fluorescence from fluoresc-
ing molecules, and the like. The low intensity light source
may be emitted from any of a variety of light-emitting
objects or samples which may include, for example, tis-
sue culture plates, multi-well plates (including 96, 384
and 864 well plates), and animals containing light-emit-
ting molecules. Animals may include any mammal, such
as a mouse, cat or rat for example.

[0050] In one embodiment, the object is a mouse con-
taining light producing cells. The resulting luminescence
image may therefore be captured without using any light
sources other than the object itself. Luminescence from
the objectis recorded as afunction of position to produce
the luminescence image. One approach to generating
such composite photographic/luminescence images is
described in U.S. Patent No. 5,650,135 issued to Contag
et al. on July 22, 1997.

[0051] In one particular embodiment, a 2-D or 3D lu-
minescence image represents a collection of emitted
photons received by each detector pixel of the CCD cam-
era 20 over a defined length of time. In other words, the
luminescence image may display magnitude values rep-
resenting the photon counts at the individual detector pix-
els. Regions of the object emitting radiation (e.g., pho-
tons) will appear in the luminescence image. The lumi-
nescence images may indicate the presence of a bio-
compatible entity, for example. The entity can be a mol-
ecule, macromolecule, cell, microorganism, a particle or
the like. Thus, an in-vivo analysis may include detecting
localization of a biocompatible entity in a mammalian
subject.

[0052] FIG. 4B illustrates components of imaging box
12 of FIG. 4A in accordance with one embodiment of the
present invention. As shown in FIG. 4B, imaging box 12
is illustrated with a door 18 in an open position, showing
an imaging chamber 44 for receiving the object. Imaging
chamber 44 is defined by opposing side enclosure panels
103, a light-tight partition 52 on the bottom, a top panel
(not shown), a back enclosure panel 47, and a front wall
48 defining a cavity opening 49 into the imaging chamber
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44.

[0053] Below chamber 44 is a smaller compartment
separated therefrom by the light-tight partition 52, the
upper surface of which serves as a floor for imaging
chamber 44. In one embodiment, the smaller compart-
ment provides a housing space which is adapted to slide-
ably receive a drawer 54 though a front opening 55
formed in the body 14. The drawer 54 houses electronic
components 56 which are in electrical communication
with processing system 28 (FIG. 4A) and control various
components and functions of the box 12. In a specific
embodiment, the imaging box 12 has a body 14 made of
a suitable metal such as steel.

[0054] A latchable door 18 is pivotally attached to box
body 14 byway of hinges 46 which permit the door 18 to
be moved from the closed position as shown in FIG. 4A
to the open position as shown in FIG. 4B. In the open
position, door 18 enables user access to the cavity 44
through the opening 49. In the closed position, door 18
prevents access to the cavity interior 44 through the cav-
ity opening 49.

[0055] FIG. 4C illustrates an imaging system 100 in
accordance with another embodiment of the presentin-
vention. Imaging system 100 comprises a combined de-
sign that includes components of system 10 in a single
structure.

[0056] Imaging system 100 comprises an imaging box
102 having a door 108 and inner walls 109 (FIG. 4D) that
define an interior cavity 201 that is adapted to receive a
light-emitting object. Imaging box 102 is suitable for im-
aging including the capture of low intensity light on the
order of individual photons, for example. Imaging box
102 seals out essentially all of the external light from the
ambientroom from entering the box 102, and may include
one or more seals that prevent light passage into the box
when door 108 is closed. In a specific embodiment, door
108 comprises one or more light-tight features such as
a double baffle seal, while the remainder of chamber 102
is configured to minimize any penetration of light into cav-
ity 201. Obj ects for structured light imaging are placed
within box 102 by opening door 108, inserting the object
in chamber 201, and closing door 108. One suitable im-
aging system is the IVIS® Imaging System 200 Series
as provided by Xenogen Corporation of Alameda, CA.
[0057] Imaging box 102 includes an upper mounted
camera 20. Housing 106 is adapted to receive camera
20 (FIG. 4D). Imaging system 100 may also comprise a
lens (not shown) that collects light from the specimen or
phantom device and provides the light to the camera 20.
A stage 205 forms the bottom floor of imaging chamber
201 and includes motors and controls that allow stage
205 to move up and down to vary the field of view 203
for camera 20. A multiple position filter wheel may also
be provided to enable spectral imaging capability. Imag-
ing box 102 may also include one or more light emitting
diodes on the top portion of chamber 201 to illuminate a
sample during photographic image capture. Other fea-
tures may include a gas anesthesia system and heated
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sample shelf to maintain an animal’s body temperature
during image capture and anesthesia.

[0058] FIG. 4D shows system 100 with the removal of
aside panelforimaging box 102 toillustrate various elec-
tronics and processing components included in system
100. Imaging system 100 comprises image processing
unit 26 and processing system 28.

Imaging System Operation and Structured Light Capture

[0059] The present invention may be employed in a
wide variety of imaging applications. Generally, the
present invention may be applied with any non-invasive
methods and compositions for detecting, localizing and
tracking light-emitting entities and biological events in a
mammalian subject. For example, the imaging system
10 may be implemented with intensified Charge-Coupled
Device (CCD) cameras to detect the localization of light-
producing cells (e.g., certain bacteria or tumor cells made
bioluminescent by transforming them with luciferase
DNA constructs) inside of living animals, such as mice.
In such applications, an animal containing the biolumi-
nescent cells is placed inside of box 12 and on stage
204. Camera 20 is then activated to detect the emitted
photons. The photon signal may then be used to con-
struct a luminescent image of photon emission. The lu-
minescentimage is constructed without using light sourc-
es other than the luminescence from the object itself.
This luminescence is recorded as a function of position
to produce the luminescence image. The photographic
image may also be talcen of the same object to aid in
position visualization of the luminescent image. One ap-
proach to generating such composite photographic/ lu-
minescence images is described in U.S. Patent No.
5,650,135 issued to Contag et al. on July 22, 1997.
[0060] Turning now to FIG. 5, process flow 500 illus-
trates a method of capturing photographic, structured
light and luminescent images using the imaging system
10 in accordance with one embodiment of the present
invention. Process flow 500 begins by placing an object
such as an animal to be imaged for light emission on
stage 204 within imaging box 12 (202). Using computer
28, a user inputs a desired position for stage 204. Based
on the input, transport mechanism 202 moves stage 204
to the corresponding position according to a control sig-
nal provided by computer 28 (504). Light transmission
device 111 also re-positions according to a control signal
provided by computer 28.

[0061] The imaging box 12 and associated imaging
components are then prepared for photographic image
capture of the object. Preparation may include launching
imaging and acquisition software (e.g., "Livinglmage" as
provided by Xenogen Corporation of Alameda, CA) on
the computer 28 and initializing camera 20. Further prep-
arations may include closing door 18, activating the pho-
tographic capture option in the software, focusing camera
20 to a specific depth of the object or animal, and turning
on the lights in box 12. Preparations may also include
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focusing lens 100, selectively positioning an appropriate
lens filter 118, setting the f-stop, etc. A photographic im-
age is then captured (508). Upon completion of photo-
graphic capture, the photographic image data is trans-
ferred to an image processing unit 26 and/or a processor
in computer system 28. These may be used to manipulate
and store the photographic image data as well as process
the data for display on computer monitor 38.

[0062] The imaging box 12 and associated imaging
components are then prepared for structured lightimage
capture of the object. Structured light preparations may
include activating the structured light source, specifying
structured light image capture parameters such as grid
line density, etc. A structured lightimage is then captured
(510). Upon completion of structured light capture, the
structured light image data is transferred to an image
processing unit 26 and/or a processor in computer sys-
tem 28.

[0063] Subsequently, with stage 204 at the same po-
sition, the imaging apparatus 10 is prepared for lumines-
cence image capture (512). Such preparation may in-
clude selecting luminescent exposure time and binning
level using the computer 28, and turning off the lights in
interior cavity 44. When ready, the CCD camera 20 then
captures (514) the luminescence image over a set period
of time (up to several minutes). The luminescence image
data are transferred to the image processing unit 26
and/or a processor in computer 28 (516).

[0064] At-this point, a user may manipulate and store
the luminescence image data as well as process it for
display on the computer display 38. The manipulation
may also include overlaying the luminescent image with
the photographic image and displaying the two images
together as a 2-D "overlay" image, with the luminescence
data typically shown in pseudocolor to show intensity.
This overlay image may then be the basis for user anal-
ysis and may be analyzed and manipulated as desired.
In particular, an analysis may include a summation of the
illumination magnitudes over the pixels within a portion
of the luminescence representation. Note that although
the discussion will focus on a single luminescence rep-
resentation for the overlay image, the process flow 500
may include taking multiple luminescence representa-
tions from the same position of stage 204, e.g., at the
same time or a later time (518).

[0065] If desired, stage 204 may then be moved to a
second position (520). While the stage is at the second
position, one or more photographic and/or luminescence
images of the object maybe captured as described
above. Upon completion of each image capture, a proc-
essor in computer 28 then receives the image data. Im-
age collection may further continue by capturing images
of the object from alternate positions and views of the
sample.

[0066] As mentioned, the photon emission data may
represent the specific pixels on the CCD camera 20 that
detect photons over the duration of the image capture
period. Together, a structured light photographic repre-



15 EP 1 889 470 B1 16

sentation of the object and a luminescence representa-
tion of the object may be combined to form a structured
light superposition or overlay image. Because the imag-
ing apparatus 100 is typically used to measure the entire
object 106, the data in the luminescence representation
typically has one or more distinct luminescent portions
of interest.

[0067] An image of the structured light is taken with
camera 20. After the 2-D structured light images have
been captured and stored, computer 28 may then proc-
ess the structured light data to generate a surface topog-
raphy (522). As one of skill in the art will appreciate, there
are numerous conventional algorithms for reconstructing
a surface from structured light images. For example, the
phase shift of each line at all points on the image can be
determined from a computationally-efficient 2D Fourier
transform. The actual surface height is then computed
by "unwrapping" the phase map.

[0068] Structured light capture and surface topology
construction may be flexibly applied. In one embodiment,
the present invention builds a surface topography of the
animal for a surface that faces the camera only. In an-
other embodiment, the presentinvention builds a surface
topography of the animal for a large surface of the animal
that is greater than just the surface facing the camera.
In this case, imaging apparatus 10 captures a sequence
of images from multiple positions. This sequence of im-
ages is taken at different viewing angles and provides
the information necessary to stitch together multiple sur-
face topography portions (see FIGs. 7A-7C).

[0069] The surface topography may then be used to
reconstruct the location, brightness, and size of a light
source within the animal. One suitable reconstruction al-
gorithm (or inversion algorithm) suitable for use with the
present invention is diffuse optical tomography. Diffuse
optical tomography uses the 3D surface topology of the
animal and to map the bioluminescent emission onto this
3D surface.

[0070] Processor 28 may apply any suitable recon-
struction algorithm to the structured light information to
obtain a 3D surface topography. As one of skill in the art
will appreciate, there are numerous algorithms for recon-
structing a surface from structured light images. For ex-
ample, the phase shift of each line at all points on the
image can be determined from a 2D Fourier transform.
Such a process is described in detail in the article entitled
"Fourier-transform method of fringe-pattern analysis for
computer-based topography and interferometry," by M.
Takeda, H. Ina and S. Kobayshi, JOSA 72, 156-160
(1982). The actual surface height is then computed by
"unwrapping" the phase map. Such a process is de-
scribed in detail in the textbook entitled "Two-Dimension-
al Phase Unwrapping, Theory, Algorithms, and Software"
by D.C. Ghiglia and M.D. Pritt, (John Wiley and Sons,
New York, New York, 1998).

[0071] Together, a structured light representation of
the sample and a luminescence representation of the
sample may be combined to form a structured light su-
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perposition or 3D overlay image, with the luminescence
data typically shown in pseudocolor to visually charac-
terize intensity.

[0072] FIG. 6A illustrates a process flow 530 for using
a lightimaging system to obtain surface topography data
in accordance with a specific embodiment of the present
invention (502 from process flow 500). FIGs. 6B-6H il-
lustrate pictorial representations of structured light imag-
ing corresponding to process flow 530.

[0073] Process flow 530 begins by imaging a struc-
tured light reference to produce a pattern without the
sample (531 and FIG. 6B). This may be performed by
applying structured light to a stage or surface that the
sample rests upon before the sample is imaged. During
image capture of the sample, the stage is moved to com-
mon locations as those used in image capture without
the sample.

[0074] Subsequentlywhenthe sampleisintheimaging
chamber, the sample is imaged with structured light (532
and FIG. 6C). Structured light uses a series of lines of
light that are projected down on a sample at an angle to
the surface normal. The lines bend as they pass over the
sample, and the bend in the lines can be used to deter-
mine the height of the surface at all locations that are
illuminated by a structured light projector. The projection
angle is large enough to get sufficient "bend" in the lines
to achieve spatial resolution, but small enough that large
shadows are not present.

[0075] Process flow 530 then proceeds by imaging the
sample without structured light (533 and FIG. 6D). The
phase shift of each line at all points on the background
and sample may be determined from a 2D Fourier trans-
form.

[0076] The background data is then converted to a
wrapped phase (534 and FIG. 6E). Here, the background
datais Fourier transformed and filtered before a wrapped
phase is calculated. Similarly, the sample data is con-
verted to a wrapped phase (535 and FIG. 6F) by Fourier
transforming and filtering the sample data, and the cal-
culating a wrapped phase for the sample data.

[0077] Surface topography for the sample is then cal-
culated (536 and FIG. 6G). In this case, this is performed
by "unwrapping" the phase map. Several unwrapping al-
gorithms are available to those of skill in the art for this
task. For example, the phase shift of each line at all points
on the image can be determined from using Fourier pro-
filometry techniques. With these methods, a 2D Fast-
Fourier transform (FFT) of the fringe data (FIG. 6D) is
taken to determine the phase shift of the lines everywhere
in the image (FIG. 6F). Since the phase will shift by many
multiples of 2 for a typical object, the phase exhibits 2x
jumps as seen in FIG. 6F. These phase jumps are "un-
wrapped" in order to determine the actual surface.
[0078] The above processes (531-536) may then be
repeated (537) from different views and positions. Imag-
ing a sample from multiple views provides additional in-
formation that helps techniques described herein provide
a more accurate 3D surface rendering. The multiple im-
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ages, or the partial surfaces obtained from each view in
the 3D imaging system, are then registered together to
form a complete 3D surface (538 and FIG. 6H). Regis-
tering can be accomplished by using non-linear least
squares fitting techniques to minimize the distance be-
tween mesh elements on two surfaces that are to be con-
nected. Typically, the surfaces should have a starting
orientation that is fairly close to the final registered posi-
tion. In other words, only fine adjustments to the surface
positions may be accommodated with this method. An-
other registration technique is to provide an absolute ref-
erence line or fiducial of some kind in the image, which
gives the absolute position of any partial surface with
respect to the stage, for example. If the absolute posi-
tioning of each surface is accurate enough, then the non-
linear fitting method described above can be skipped.

[0079] The surfacetopography derived from structured
light data has many uses. Some users may employ the
surface topography to provide a pictorial view of the ob-
ject surface. The surface topography may also be used
in tomographic reconstruction of an internal light source.
In this case, using a) one or more luminescent images
that relate to a light source internal to the object and b)
the orientation of the surface topography or a surface
mesh built with the surface topography, photon density
just below the surface can be determined. The photon
density just below the surface is related to the light inten-
sity emitted from the surface and captured in the lumi-
nescent images. A set of volume elements can be con-
structed in the volume interior to the surface. The source
strengthin each volume element may then be determined
using the photon density just below the surface. Further
description of one suitable system for tomographic re-
construction is described in commonly owned pending
patent application No. 10/606,976 and entitled "Method
and Apparatus for 3D Imaging of Internal Light Sources".
[0080] Thus, the processing hardware and software
may also be applied to perform tomographic reconstruc-
tion and various image processing functions described
herein. For example, the processor may be configured
to produce a 3D structured light representation using
structured lightinformation includedinimages taken from
one or more positions of the stage in the interior cavity.
In one embodiment, imaging system 10 employs a quan-
titative model that estimates the diffusion of photons in
tissue. In one embodiment, the model processes in vivo
image data and in order to spatially resolve a 3D repre-
sentation of the size, shape, and location of the light emit-
ting source. Typically, a tomographic model is stored as
instructions in memory of processing system 28. Various
diffusion and reconstruction models may be implement-
ed by system 10 to represent photon propagation through
a mammalian subject or a phantom device described
herein. One suitable tomographic example of software
that builds a digital representation of a light source inter-
nal to a mammalian sample or phantom device using
data from one or more images is described in commonly
owned and pending patent application No. 10/606,976
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entitled "Method and Apparatus for 3D Imaging of Internal
Light Sources" and naming Brad Rice et al. as inventors.
[0081] Although structured light generation has been
described with respect to structured light sources and
methods described above, the present invention also re-
lates to machine-readable media that include program
instructions, state information, etc. for performing struc-
tured light operations described herein. Examples of ma-
chine-readable mediainclude, butare notlimited to, mag-
netic media such as hard disks, floppy disks, and mag-
netic tape; optical media such as CD-ROM disks; mag-
neto-optical media such as floptical disks; and hardware
devices that are specially configured to store and perform
program instructions, such as read-only memory devices
(ROM) and random access memory (RAM). A processor
as described above may then be configured to run from
the stored instructions and perform many of the methods
described above (e.g., process flow 530). Examples of
program instructions include both machine code, such
as produced by a compiler, and files containing higher
level code that may be executed by the computer using
an interpreter.

3D Imaging Apparatus with Structured Light

[0082] In one embodiment, the present invention
builds a surface topography of the animal for a large sur-
face of the animal that is greater than just the surface
facing the camera. In this case, imaging apparatus 10
captures a sequence of images from multiple positions.
This sequence of images is taken at different viewing
angles and provides the information necessary to stitch
together multiple surface topography portions. Each
structured light image provides the surface topology for
approximately the facing half of the animal only. By taking
images from several viewing angles, e.g., about every
45 degrees, the entire 3D surface of the animal can be
reconstructed by "stitching" together the partial surface
reconstructions obtained from each view. FIGs. 7A-C il-
lustrate one system suitable for obtaining a sequence of
structured light images from multiple viewing angles.
[0083] FIG. 7A is a top perspective view of internal
components in an imaging box with the exterior walls
removed showing stage 204 directly below a fixed datum
107.FIG. 7B is a top perspective view of the components
in box 12 with the exterior walls removed showing stage
204 below and off-center from fixed datum 107. FIG. 7C
is a top perspective view of the components in box 12
with the exterior walls removed showing stage 204 above
and off center from fixed datum 107.

[0084] As shown in FIG. 7C, a camera mount 109 is
attached to side housing 16 of side wall 103b. Camera
mount 109 is adapted to receive and position camera 20
relative to fixed datum 107 for viewing of object 106 within
cavity 44 by camera 20. While camera 20 is capable of
capturing photographic and structured light images, it is
also sensitive enough to capture luminescence images
thereof.
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[0085] A moveable stage apparatus 200 is disposed
in interior cavity 44, and includes a transport mechanism
202 and a stage 204 to support the light-emitting object
106. Moveable stage apparatus 200 is capable of two
degrees of freedom movement to reposition the stage
204 (and object 106) to a plurality of positions within in-
terior cavity 44. Any one position therebetween may be
retained for image capture.

[0086] As shown in FIGs. 7A-C, the transport mecha-
nism 202 in the embodiment comprises two linear actu-
ators 206 and 208 oriented at substantially perpendicular
to one another. Each linear actuator 206 and 208 is ca-
pable of positioning stage 204 linearly along the respec-
tive actuator. Linear actuator 206 provides vertical posi-
tioning for stage 204 while linear actuator 208 provides
horizontal positioning for stage 204. Linear actuator 206
has a stationary portion attached to box 12 and a mobile
portion attached to linear actuator 208. Linear actuator
208 has a relatively stationary portion attached to linear
actuator 206 and a mobile portion attached to stage 204.
An example of one such linear actuator suitable for use
in the transport mechanism 202 is a LC-33 produced by
Thomson Industries of Port Washington, New York.
[0087] The transport mechanism 202 preferably in-
cludes a set of position sensors that are operably coupled
to the computer 28 to provide position feedback to control
the position of stage 204. Linear actuators 206 and 208,
position sensors 212, and computer 28 combine to pro-
vide closed loop position control for stage 204 within in-
terior cavity 44. More specifically, a user, via computer
28, may input one or more positions for stage 204 along
a substantially circular path about fixed datum 107. In
one embodiment, a user provides a viewing angle for
stage 204 relative to fixed datum 107. Software included
in computer 28 then converts the viewing angle into con-
trol signals for moving each of the linear actuators 206
and 208.

[0088] Light transmission device 111 directs light re-
flected or emitted from object 106 along the direction of
fixed datum 107 and into lens 100 for image capture by
camera 20. Light transmission device 111 is mounted to
housing 16 using stationary bracket 119 (FIG. 7A), which
includes circumferentially disposed bearings between
stationary bracket 119 and moving bracket 126 that allow
turning mirror assembly 120 to rotate freely relative to
stationary bracket 119. Mirror assembly 120 is thus ro-
tably coupled to housing 16 and rotates about an axis
co-axially aligned with the stationary axis of the fixed da-
tum 107.

[0089] Referring to FIG. 7C, mirror assembly 120 com-
prises an angled mirror 121 that reflects light from object
106 on stage 204 in a direction along fixed datum 107.
Outer wall 123 is substantially cylindrical and includes
aperture 122 that enables light to pass between stage
204 and turning mirror 121. Outer wall 123 of mirror as-
sembly 120 also prevents residual light in interior cavity
44 not directly associated with the current viewing angle
of stage 204 from reaching lens 100. This is partially per-
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formed by configuring mirror 121 to be sufficiently long
to span the length of stage 204. As the stage is positioned
along the circular path about the stationary axis, outer
wall 123 and turning mirror 121 cooperate to collect light
primarily from the angular direction of stage 204 which
is then reflected along fixed datum 107 for reception by
lens 100.

[0090] FIG. 7D illustrates a simplified view of light
transmission within box 12 using light transmission de-
vice 111. FIG. 7D also show another configuration for a
structured light projector 170. As shown, structured light
175, emitted from structured light projector 170, reflects
off amirror 173, passes through partially transparent mir-
ror 121, and onto object 106. In one embodiment, the
partial transparence of mirror 121 is achieved using a
half-silvered or partially silvered mirror. In another em-
bodiment, a dichroic mirror having wavelength specific
transparency properties is used. The structured light 175
may then be captured by camera 20.

[0091] The two degrees of freedom movement provid-
ed by transport mechanism 202 allow stage 204 and ob-
ject 106 to be positioned at multiple angles relative to
fixed datum 107 for image capture by camera 20. Thus,
based on user input via computer 28, transport mecha-
nism 202 and light transmission device 111 cooperate to
direct light from object 106 on stage 204 to fixed datum
107 and lens 100 to capture image using camera 20. In
addition to providing full 360 degree angular viewing of
object 106 about the circular path, transport mechanism
202 is capable of varying the image depth for a given
angle of stage 204 relative to fixed datum 107. Together,
transport mechanism 202 and light transmission device
111 cooperate to provide a field of view for camera 20 in
the range of about 7.5 cm to about 16.5 cm. In a specific
embodiment, light transmission device 111 cooperate to
provide a field of view for camera 20 in the range of about
13 cm to about 16.5 cm. Similar to the user initiated an-
gular position control described above, a user may input
a desired focal depth and viewing angle for stage 204.
Software included in computer 28 and linear actuators
206 and 208 would then combine to position stage 204
atthe desired angle and depth relative to fixed datum 107.

Stage

[0092] As the term is used herein, a stage refers to a
structure used to supportan object during image capture.
Flat surfaces are well suited for use, such as a fixed flat
bottom panel in the imaging box (a stationary stage). In
another embodiment, the stage is moveable. One suita-
ble vertical posistionable stage was discussed above. In
general, the present invention is not limited to any par-
ticular stage structure or configuration.

[0093] Some stages may include transparent portions
to permit image capture through the stage. For example,
the transport mechanism 202 described above relies on
some transparency in the stage.

[0094] Referring now to Figures 8A and 8B, stage 204



21 EP 1 889 470 B1 22

comprises a frame 252 and a transparent portion 254.
Transparent portion 254 allows light emitted or reflected
from object 106 to be transmitted therethrough with sub-
stantially no interference and minimal distortion for any
position of stage 204 about fixed datum 107. Transparent
portion 254 preferably, comprises a transparent wire ar-
ray 256 that supports object 106. In a specific embodi-
ment, transparent wire array 256 is a single transparent
nylon line interwoven through holes 258 on opposing
edges of frame 252 and secured in a taut manner to sup-
port object 106. In another embodiment, array 256 is a
mesh that resembles a cross pattern grid similar to a
tennis racket mesh.

[0095] In a specific embodiment, stage 204 includes
hardware based crash protection measures that prevent
undesirable contact between stage 204 and other com-
ponents within box 12. In a specific embodiment, crash
pin 250 is placed on the side of stage 204 closest to the
camera 20, as shown in FIG. 8A. Crash pin 250 prevents
contact between stage 204 and components within cavity
44.To preventcontact between stage 204 and light trans-
mission device 111, camera 20 or wall 103b, a metal ring
260 is perimetrically disposed around light transmission
device 111 on stationary bracket 119.

[0096] Although various details have been omitted for
brevity’s sake, obvious design alternatives may be im-
plemented. For example, although the present invention
has been discussed primarily in the context of a struc-
tured light source useful for in-vivo imaging applications,
the present invention is suitable for other imaging appli-
cations and may be tailored correspondingly. Therefore,
the present examples are to be considered as illustrative
and not restrictive, and the invention is not to be limited
to the details given herein, but may be modified within
the scope of the appended claims.

Claims

1. Animaging system for providing a three-dimensional
surface representation of an animal, the imaging sys-
tem comprising:

a camera;
an imaging chamber including a set of walls en-
closing an interior cavity;

a stage configured to support the animal within
the interior cavity, wherein the stage is movable
to a plurality of positions in the interior cavity at
different distances from the camera, with each
of the plurality of positions being within a field of
view for the camera;

a structured light source configured to produce
structured light comprising a set of lines at each
of the plurality of positions of the stage for trans-
mission onto the stage alone to produce a ref-
erence pattern without the animal and onto the
animal while the animal rests on the stage,
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wherein interception of the structured light by
the animal generates structured light surface in-
formation for the animal, wherein the structured
light source comprises a scanning laser galva-
nometer that includes a laser that produces a
beam of light, and at least one mirror positiona-
ble to reflect the beam of light and cast the set
of lines onto the animal; and

a processor configured to:

produce athree-dimensional surface repre-
sentation of at least a portion of the animal
using the reference pattern obtained by the
camera and the structured light surface in-
formation obtained by the camera at the plu-
rality of positions of the stage; and

use the three-dimensional surface repre-
sentation of at least a portion of the animal
to reconstruct a location, brightness and
size of a light source within the animal;

characterized in that,
the processor is further configured to:

control the at least one mirror to control a line
spacing of the set of lines of the structured light
and steer the structured light to different loca-
tions within the imaging chamber.

The system of claim 1 wherein the structured light
source projects the set of lines onto the animal from
an angle.

The system of claim 1 wherein the set of lines have
a line spacing in the range of about 0.5 lines per
millimeter to about 2 lines per millimeter.

The system of any of the preceding claims, further
comprising a light transport device that transmits
light emitted from a surface of the animal to the cam-
era.

The system ofclaim 4, wherein the structured light
source is coupled to the light transport device.

The system of claim 5, wherein the light transport
device comprises a mirror configured to intercept
light emitted from the animal before receipt by the
camera.

The system of any of the preceding claims, wherein
the processor is further configured to produce the
three-dimensional surface representation of the an-
imal using instructions stored in memory that deter-
mine how to produce the three-dimensional surface
representation from the structured light surface in-
formation.
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The system of any of the preceding claims, wherein
the set of walls enclose the interior cavity such that
the imaging chamber is substantially light tight.

The system of any of the preceding claims, wherein
the scanning light galvanometer is disposed above
the stage and reflects the beam of light down onto a
top surface of the animal.

The system of any of the preceding claims wherein
the scanning laser galvanometer casts structured
light at an angle of between about 15° and about 30°
relative to a surface normal of the stage.

The system of any of the preceding claims, wherein:

the camera is adapted to capture photographic
and/or luminescence images of the animal while
the animal rests on the stage, wherein the pho-
tographic and/or luminescence images do not
involve the use of structured light; and

the processor is further configured to produce a
three-dimensional representation of at least a
portion of the animal using both the structured
light surface information captured by the camera
and the photographic and/or luminescence im-
ages captured by the camera.

The system of claim 11, wherein the processor is
further configured to use the structured light surface
information to produce a topographic representation
ofthe animal and also to use the photographic and/or
luminescence images to produce a tomographic rep-
resentation of the animal that corresponds to the top-
ographic representation.

The system of any preceding claim, wherein the
processor is further configured to control the at least
one mirror to generate an alignment target for posi-
tioning an object or animal within the imaging cham-
ber.

The system of any preceding claim, wherein the
processor is configured to control the camera adap-
tively to focus to a height determined according to a
displacement of the set of lines of the structured light
on a top surface of the animal.

Patentanspriiche

1.

Bildgebungssystem zum Bereitstellen einer dreidi-
mensionalen Oberflachendarstellung von einem
Tier, wobei das Bildgebungssystem umfasst:

eine Kamera;
eine Abbildungskammer, die eine Gruppe von
Wanden umfasst, die einen inneren Hohlraum
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umschliefen;

einen Objekttisch, der eingerichtet ist, das Tier
innerhalb des inneren Hohlraums zu tragen, wo-
bei der Objekttisch zu mehreren Positionen hin
indeminneren Hohlraum bei verschiedenen Ab-
stdnden von der Kamera bewegbar ist, wobei
jede der mehreren Positionen innerhalb eines
Sichtfelds der Kamera ist;

eine strukturierte Lichtquelle, die eingerichtet
ist, strukturiertes Licht zu erzeugen, die eine
Gruppe von Linien an jeder der mehreren Posi-
tionen des Objekttischs, zum Ubertragen nur auf
den Objekttisch, umfasst, um ein Referenzmus-
ter ohne das Tier und auf dem Tier, wahrend
das Tier auf dem Objekttisch aufliegt, zu erzeu-
gen, wobei das Auffangen des strukturierten
Lichts durch das Tier strukturierte Lichtoberfla-
cheninformationen fiir das Tier erzeugt, wobei
die strukturierte Lichtquelle ein Laser-Scanning-
Galvanometer, das einen Laser der einen Licht-
strahl erzeugt, und mindestens einen Spiegel,
der zum Reflektieren des Laserstrahls positio-
nierbar ist und die Gruppe von Linien auf dem
Tier verteilt, und

einen Prozessor, der eingerichtet ist zum:

Erzeugen einer dreidimensionalen Oberfla-
chendarstellung von mindestens einem Teil
des Tieres unter Benutzung des von der Ka-
mera erhaltenen Referenzmusters und die
von der Kamera bei den mehreren Positio-
nen des Objekttischs erhaltene strukturierte
Lichtoberflacheninformation; und
Benutzen der dreidimensionalen Oberfla-
chendarstellung von mindestens einem Teil
des Tieres,um einen Ort, eine Helligkeitund
eine Grole der Lichtquelle innerhalb des
Tieres zu rekonstruieren,

umfasst,

dadurch gekennzeichnet, dass,

der Prozessor weiter eingerichtet ist zum:

Steuern des mindestens einen Spiegels, um ei-
nen Linienabstand der Gruppe von Linien des
strukturierten Lichts zu steuern und das struk-
turierte Licht zu unterschiedlichen Orten inner-
halb der Abbildungskammer zu lenken.

System nach Anspruch 1, wobei die strukturierte
Lichtquelle die Gruppe von Linien aus einem Winkel
auf das Tier projiziert.

System nach Anspruch 1, wobei Gruppe von Linien
einen Linienabstand im Bereich von ungefahr 0.5
Linien pro Millimeter bis ungefahr 2 Linien pro Milli-
meter hat.
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System nach einem der vorhergehenden Anspri-
che, ferner eine Lichttransportvorrichtung umfas-
send, die das von einer Oberflache des Tieres zur
Kamera emittierte Licht Gbertragt.

System nach Anspruch 4, wobei die strukturierte
Lichtquelle mit der Lichttransportvorrichtung gekop-
pelt ist.

System nach Anspruch 5, wobei die Lichttransport-
vorrichtung einen Spiegel umfasst, der eingerichtet
ist, Licht, das von dem Tier emittiert wurde, bevor es
von der Kamera empfangen wurde, aufzufangen.

System nach einem der vorhergehenden Anspri-
che, wobei der Prozessor weiter eingerichtet ist, die
dreidimensionale Oberflachendarstellung des Tie-
res unter Verwendung von in einem Speicher abge-
legten Befehlen, die bestimmen, wie die dreidimen-
sionale Oberflachendarstellung von der strukturier-
ten Lichtoberflacheninformation erzeugt wird, zu er-
zeugen.

System nach einem der vorhergehenden Anspri-
che, wobei die Gruppe von Wanden den inneren
Hohlraum so umschlief3t, dass die Abbildungskam-
mer im Wesentlichen lichtdicht ist.

System nach einem der vorhergehenden Anspri-
che, wobei das Abtastlichtgalvanometer oberhalb
des Objekitischs aufgelegt ist und den Lichtstrahl
nach unten auf eine Oberseite des Tieres reflektiert.

System nach einem der vorhergehenden Anspri-
che, wobei das Laser-Scanning-Galvanometer
strukturiertes Licht bei einem Winkel zwischen 15°
und ungefahr 30° relativ zur Oberflachennormale
des Objekttischs ausgibt.

System nach einem der vorhergehenden Anspri-
che, wobei:

die Kamera eingerichtet ist, photographische
Bilder und/oder Lumineszenzbilder aufzuneh-
men wahrend das Tier auf der Biihne aufliegt,
wobei die photographischen Bilder und/oder Lu-
mineszenzbilder nicht die Verwendung von
strukturiertem Licht mit einschlieRen; und

der Prozessor weiter eingerichtet ist, eine drei-
dimensionale Darstellung von mindestens ei-
nem Teil des Tieres unter Verwendung sowohl
der von der Kamera aufgenommenen, struktu-
rierten Lichtoberflacheninformation als auch
von der Kamera aufgenommenen photographi-
schen Bilder und/oder Lumineszenzbildern zu
erzeugen.

System nach Anspruch 11, wobei der Prozessor wei-
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ter eingerichtet ist, die strukturierte Lichtoberfla-
cheninformation zu verwenden, um eine topographi-
sche Darstellung des Tieres zu erzeugen und au-
Rerdem die photographischen Bilder und/oder Lu-
mineszenzbilder zu verwenden, um eine tomogra-
phische Darstellung des Tieres zu erzeugen, die der
topographischen Darstellung entspricht.

System nach einem der vorhergehenden Anspri-
che, wobei der Prozessor weiter eingerichtet ist, den
mindestens einen Spiegel zu steuern, um ein Aus-
richtungsziel zum Positionieren eines Objekts oder
Tieres innerhalb der Abbildungskammer, zu erzeu-
gen.

System nach einem der vorhergehenden Anspri-
che, wobei der Prozessor eingerichtet ist, die Kame-
ra adaptiv zu steuern, um auf eine Héhe zu fokus-
sieren, die in Abhangigkeit von einer Verschiebung
der Gruppe von Linien des strukturierten Lichts auf
der Oberseite des Tieres bestimmt wird.

Revendications

1.

Systéme d’'imagerie pour fournir une représentation
de surface tridimensionnelle d’'un animal, le systéeme
d’'imagerie comprenant :

une caméra ;

une chambre d'imagerie comportant un ensem-
ble de parois entourant une cavité intérieure ;
un plateau configuré pour supporter I'animal
dans la cavité intérieure, ou le plateau peut se
déplacer vers une pluralité de positions dans la
cavité intérieure a des distances différentes a
partir de la caméra, chacune de la pluralité de
positions se trouvant dans un champ de vision
pour la caméra ;

une source de lumiére structurée configurée
pour produire de la lumiére structurée compre-
nant un ensemble de lignes a chacune de la
pluralité de positions du plateau pour une trans-
mission sur le plateau seul afin de produire un
motif de référence sans I'animal et sur I'animal
tandis que I'animal repose sur le plateau, ou une
interception de lalumiére structurée par'animal
génere des informations de surface de lumiére
structurée pour I’'animal, ou la source de lumiére
structurée comprend un galvanométre a laser
de balayage qui comporte un laser qui produit
un faisceau de lumiére, et au moins un miroir
pouvant étre positionné pour réfléchir le fais-
ceau de lumiére et diffuser 'ensemble de lignes
sur 'animal ; et

un processeur configuré pour :

produire une représentation de surface tri-
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dimensionnelle d’au moins une partie de
I'animal en utilisant le motif de référence ob-
tenu par la caméra et les informations de
surface de lumiére structurée obtenues par
la caméra a la pluralité de positions du
plateau ; et

utiliser la représentation de surface tridi-
mensionnelle d’au moins une partie de I'ani-
mal pour reconstruire un emplacement, la
brillance et la dimension d’'une source de
lumiére dans I'animal ;

caractérisé en ce que,
le processeur est en outre configuré pour :

commander I'au moins un miroir afin de
commander un espacemententre les lignes
de I'ensemble de lignes de la lumiére struc-
turée et diriger la lumiére structurée vers
différents emplacements dans la chambre
d’'imagerie.

Systeme de la revendication 1, dans lequel la source
de lumiere structurée projette 'ensemble de lignes
sur I'animal a partir d’'un angle.

Systeme de la revendication 1, dans lequel 'ensem-
ble de lignes ont un espacement entre les lignes se
trouvant dans la plage allant d’environ 0,5 ligne par
millimétre a environ 2 lignes par millimétre.

Systeme de I'une des revendications précédentes,
comprenant en outre un dispositif de transport de
lumiére qui transmet la lumiére émise a partir d’'une
surface de I'animal vers la caméra.

Systeme de la revendication 4, dans lequel la source
de lumiére structurée est couplée au dispositif de
transport de lumieére.

Systeme de la revendication 5, dans lequel le dis-
positif de transport de lumiére comprend un miroir
configuré pour intercepter la lumiére émise a partir
de I'animal avant réception par la caméra.

Systeme de I'une des revendications précédentes,
danslequelle processeur est en outre configuré pour
produire la représentation de surface tridimension-
nelle de I'animal en utilisant des instructions stoc-
kées dans une mémoire qui déterminent comment
produire la représentation de surface tridimension-
nelle a partir des informations de surface de lumiére
structurée.

Systeme de I'une des revendications précédentes,
dans lequel 'ensemble de parois entourent la cavité
intérieure de sorte que la chambre d'imagerie soit
essentiellement imperméable a la lumiére.
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Systéme de l'une des revendications précédentes,
dans lequel le galvanométre a lumiére de balayage
est disposé au-dessus du plateau et réfléchit le fais-
ceau de lumiére vers le bas sur une surface supé-
rieure de I'animal.

Systéme de l'une des revendications précédentes,
dans lequel le galvanometre a laser de balayage dif-
fuse de la lumiére structurée selon un angle compris
entre environ 15° et environ 30° par rapport a une
normale a la surface du plateau.

Systéme de l'une des revendications précédentes,
dans lequel :

lacaméra estadaptée pour capturer desimages
photographiques et/ou de luminescence de
I'animal tandis que I'animal repose sur le pla-
teau, ou les images photographiques et/ou de
luminescence n’'impliquent pas l'utilisation de lu-
miére structurée ; et

le processeur est en outre configuré pour pro-
duire une représentation tridimensionnelle d’au
moins une partie de I'animal en utilisant a la fois
les informations de surface de lumiére structu-
rée capturées par la caméra et les images pho-
tographiques et/ou de luminescence capturées
par la caméra.

Systéme de la revendication 11, dans lequel le pro-
cesseur est en outre configuré pour utiliser les infor-
mations de surface de lumiére structurée afin de pro-
duire une représentation topographique de I'animal
et également pour utiliser les images photographi-
ques et/ou de luminescence afin de produire une
représentation tomographique de I'animal qui cor-
respond a la représentation topographique.

Systéme de l'une des revendications précédentes,
danslequelle processeuresten outre configuré pour
commander I'au moins un miroir afin de générer une
cible d’alignement pour positionner un objet ou un
animal dans la chambre d’imagerie.

Systéme de l'une des revendications précédentes,
dans lequel le processeur est configuré pour com-
mander la caméra de maniére adaptative pour une
focalisation a une hauteur déterminée selon un dé-
placement de I'ensemble de lignes de la lumiére
structurée sur une surface supérieure de I'animal.
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