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Description

TECHNICAL FIELD

[0001] The present invention relates generally to the
field of optical microscopy and pertains more specifically
to a fully aromatic rapid microscope slide scanner.

BACKGROUND ART

[0002] One of the inherent limitations of optical micro-
scopy is the tradeoff between the field of view, the portion
of the sample that can be viewed through the eyepieces
of a microscope, and the magnification at which the sam-
ple can be viewed. While higher magnification micro-
scope objective lenses with higher numerical apertures
(NA) provide the microscopist with an enlarged and often
higher resolution image, the field of view decreases dra-
matically with increases in magnification, in proportion to
the square of the magnification. Even at very low mag-
nifications such as 1.25 times (1.25x), only a small area
of a typical microscope slide can be viewed through the
binoculars of a conventional microscope. The field of
view limitation of optical microscopy requires that the mi-
croscopist manually scan a slide at low magnification to
obtain an overall view of the sample or specimen. When
an area of interest appears in one of the lower magnifi-
cation fields of view, the microscopist manually selects
a higher magnification objective lens to obtain an en-
larged higher resolution view of a proportionately smaller
area of the specimen. For samples such as histological
specimens that are viewed by a pathologist, it is typical
for the pathologist to frequently switch back and forth
between alower magnification objective lens with a larger
field of view, for purposes of orienting himself or herself
with respect to the specimen, and one or more higher
magnification, smaller field of view objective lenses for
purposes of viewing the sample in greater detail.

[0003] One approach to overcome the optical micros-
copy limitation of simultaneously achieving both a large
field of view, and high magnification, is to capture multiple
individual digital images from contiguous fields of view,
thereby creating a large field of view image. A scanning
system is used to move the sample, while a rectangular
optical sensor such as an area scan charge-coupled de-
vice (CCD) camera captures an image of each field of
view at the desired magnification. The process of assem-
bling these smaller fields of view (hereinafter "image
tiles") into one coherentimage is called image tiling. Early
image tiling systems, such as the system discussed in
U.S. Patent No. 4,760,385 (Jannson et al.) were based
on creating a contiguous high resolution tiled image from
approximately thirty-six individual video frame image tiles
captured in a region of the sample that was previously
and interactively selected by an operator. Similar but
more sophisticated image tiling system have more re-
cently become available. One such system is sold by
Bacus Laboratories, Inc., Downers Grove, IL., under the
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name Bacus Laboratories Inc., Slide Scanner (hereinaf-
ter "BLISS"). Elements of the BLISS system are de-
scribed in Patent Cooperation Treaty publications WO
98/39728 and WO 98/44446.

[0004] The BLISS system is designed primarily for the
anatomic pathologist who has a need to combine the
anatomic orientation of a histological specimen that is
obtained at very low magnification, together with several
high magnification views of areas of the specimen that
have been interactively selected by the pathologist from
the low magnification tiled image, also referred to as a
macro image. The BLISS system enables the pathologist
to quickly flip back and forth between selected high res-
olution micro images of selected areas captured at 20x
or 40x, and a low resolution macro image captured at
1.25x, emulating in some sense the pathologist’s manual
use of a conventional microscope. Alternatively, the
BLISS system user interface provides separate split
screens on a display monitor whereby the pathologist is
shown an overall macro view and a marker showing
where the current higher magnification view is located.
A tiled image is constructed by assembling several ad-
jacent, original microscope views at a first magnification
to obtain an overall macro view of the specimen, together
with several adjacent original microscope views at a high-
er magnification to create a combined data structure. The
data structure is obtained by digitally scanning and stor-
ing the low magnification image tiles with their mapping
coordinates and likewise, digitally scanning and storing
higher magnification image tiles with their mapping co-
ordinates. Furthermore, a pathologist may interactively
select only those diagnostically significant areas of the
specimen for digital scanning and storing to reduce sig-
nificantly the number of image pixels stored at high res-
olution. The data structure, akin to a virtual microscope
slide, may then be transferred to a remote viewer over a
network such as the Internet. The remote user is thus
provided with a series of abutted, tiled images, with each
image tile being substantially equal to one small optical
field of view at each of two different optical magnifica-
tions.

[0005] The BLISS system is integrated around a com-
puter-controlled, automated microscope such as the Ax-
ioplan-2 microscope system sold by Carl Zeiss, Inc.,
Thornwood, NY. This type of high-end microscope has
capabilities for computer-control of several subsystems,
including the illumination subsystem, the focusing sub-
system, the microscope objective lens subsystem, the
filtering subsystem, as well as multiple field and condens-
er diaphragms or optical stops which may be used to
achieve optimum Koehler illumination. Essentially, all
moveable elements of the microscope can be controlled
from the computer; and in principle, from a remote loca-
tion via the Internet. Positions for all diaphragms and oth-
er settings such as focus and illumination level are stored
by the computer, enabling microscope objective lenses
to be changed without manual intervention. The BLISS
system is also equipped with a computer controlled two-
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axis (x/y for left/right/'up/down motion) translation stage
that achieves 0.1 micrometer positioning accuracy using
position encoders and closed-loop feedback control to
provide superior positioning performance. A CCD cam-
era with 752 by 480 pixels, and an image frame grabber
are also integrated into the BLISS system.

[0006] Because itis based onimage tiling, the BLISS
system suffers from several known disadvantages of the
image tiling approach. For example, a first disadvantage
of the BLISS system is that it takes a long time, typically
twenty minutes or longer to acquire the tiled data struc-
tures. These time estimates are without consideration for
any additional delays thatmay be incurred during manual
intervention, for example, prior to acquiring high magni-
fication tiled images from selected areas of the low mag-
nification macro image. Tiling involves moving a slide on
a motorized stage, in discrete steps equal to the width of
a single field of view, and with respect to a stationary
area scan camera such as the CCD camera used by the
BLISS system. An image tile is acquired at every step.
Individualimages are then tiled together to create a larger
seamless image of the area of interest. Image tiling is
relatively slow because of the need to minimize any sig-
nificant relative motion between the sample and the cam-
era while the image is captured. A major cause of relative
motion is the settling time of the mechanical positioning
stage after issuing sequential stop and go commands.
To acquire images without unacceptable smearing re-
quires waiting until the stage has settled, ideally to within
less than one pixel. For example, at a 40x magnification,
the width of a single image tile captured by a one-half
inch format CCD camera corresponds to 160 microme-
ters of the sample. At this magnification, each individual
pixel in a 752-pixel wide CCD camera subtends approx-
imately 0.2 micrometers of the sample. A single tiling step
thus requires a relatively large 160 micrometer move-
ment, with associated acceleration and deceleration of
the mechanical stage. In order to avoid any smearing of
the image, the image tile should be captured only after
the mechanical stage has settled to less than one pixel,
or about 0.2 micrometers, of motion. U.S. Patent No.
5,912,699 (Hayenga et al.) addresses this well known
settling time limitation of conventional image tiling sys-
tems by proposing an alternate method that combines
image tiling using conventional area scan cameras with
strobe light synchronization. The slow capture times of
tiling systems, including the BLISS system, limits the
practical utility of image tiling to a two-step process, with
extensive manual intervention between the capture of an
initial very low magnification macro image and the sub-
sequent selection of small areas for higher magnification
capture.

[0007] The slow acquisition time associated with tiling
systems leads to a second disadvantage of the BLISS
system, that being the need for manual intervention dur-
ing the process of creating the tiled data structure. After
pre-scanning a slide at a very low microscope objective
lens magnification of 1.25x, the BLISS operator inspects
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the macro-image for relevant regions of interest to be
scanned using a higher magnification objective lens.
While one motivation for the manual intervention may be
to limit the size of the final data structure, manual inter-
vention is absolutely essential to define smaller areas
which can be acquiredin areasonable time. Forexample,
it would not be practical, because of acquisition time con-
siderations, to use the BLISS system to scan an entire
microscope slide at 20x magnification. At a 20x magnifi-
cation, approximately 16,300 individual image tiles must
be captured to digitize a two inch by one inch area of a
microscope slide using a 752 by 480 pixel one-half inch
format area scan CCD. Assuming further that it takes
approximately one second to acquire each image tile,
due in large part to the relatively long mechanical settling
times associated with each of the 16,300 repeated stop-
and-go commands, the total acquisition time would be
four and one-half hours. At a 40x magnification, the ac-
quisition time would quadruple to eighteen hours. Even
at a 10x magnification the acquisition time would exceed
one hour. However, at the BLISS system’s very low mag-
nification of 1.25x, only 64 image tiles are needed to cre-
ate a macro-image of a two inch by one inch area of a
microscope slide. The total acquisition time for such a
macro-image is about one minute.

[0008] Understanding now that the acquisition time
limitations of any image tiling system require the capture
of a very low magnification macro-image, followed by the
interactive selection from this macro image of small areas
to be captured at higher magnification, a third disadvan-
tage of the BLISS system becomes apparent. This third
disadvantage resides in the realization that locating ar-
eas of interest from a very low magnification macro-im-
age is practically limited to samples in which anatomic
reference information is available. The BLISS system
thus has limited utility for non-histological samples such
as Pap smears, because such cytological samples in-
herently lack any information about anatomic orientation.
In such samples the cells are more or less randomly dis-
tributed over a large area of the microscope slide. Without
the ability to define, using the macro image, the specific
smaller regions of interest that are to be tiled at higher
optical magnifications, the only alternative is to scan and
digitize the entire sample. However, as described previ-
ously, the long acquisition times required by the image
tiling method make this alternative virtually impractical.
Stated differently, without manual intervention to define
specific and significantly smaller areas of the microscope
slide for image tiling at higher magnifications, an impos-
sibility for cytological samples, a tiling approach has lim-
ited utility. One would prefer a system for scanning mi-
croscope slides which is fully automatic, without the need
for manual intervention. Such a system would also be
suitable for all types of microscope slides, regardless of
whether or not the slide contains anatomic reference in-
formation.

[0009] A fourth disadvantage of the BLISS system is
its complexity and expense. The BLISS system is based
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largely on off-the-shelf components, including a high-
end, fully automated third-party microscope with multiple
objective lenses and an expensive closed x/y stage con-
trolloop. The suggested end-user price of the BLISS sys-
tem is well above $100,000. The multiple automated el-
ements of the BLISS system represent a complicated
system that, in spite of its extensive automation, may be
difficult to operate and maintain. One would prefer a sys-
tem for scanning microscope slides which is simple and
reliable, and which can be made available for about one
third of the cost of the BLISS system.

[0010] Inherentin the cost disadvantage of the BLISS
system are several limitations of any microscope slide
scanning system that is based on a conventional micro-
scope. The most expensive component of the BLISS sys-
tem is the automated microscope itself. One of the rea-
sons for incorporating a fully automatic microscope into
the BLISS system is the need for automatically changing
many settings when the microscope objective lens turret
is rotated automatically to change microscope objective
lenses, for example, from 1.25x to 40x. A typical micro-
scope, upon changing the microscope objective lens, will
have a different optimal plane of focus and require new
settings for the field and condenser diaphragms to
achieve Koehler illumination. Also, a different intensity
of illumination will be needed to optimally fill the dynamic
range of the CCD. The need for such extensive automa-
tion is eliminated if the requirement for changing micro-
scope objective lenses can be eliminated. One would
prefer a rapid scanning method that can not only over-
come the field of view limitations of traditional optical mi-
croscopy but that can also eliminate the need for multiple
microscope objective lenses, providing a substantial cost
advantage over image tiling systems such as BLISS. The
need for a single microscope objective lens is also closely
related to eliminating the constraints imposed by the op-
tics of a conventional microscope. One would prefer a
system based on an optical design that ensures that mi-
croscope slides are scanned and digitized at diffraction-
limited resolutions, that is, all possible spatial details
available at the resolution of the microscope objective
lens are captured by the digital image. Once a diffraction-
limited digitalimage has been captured, degenerate low-
er resolution and magnification images can be created
using standard computational algorithms.

[0011] In many microscopy applications itis necessary
that the entire sample, or a large portion of a sample, be
searched for defects or for the presence or absence of
a special object or objects, for example, abnormal cells.
Microscopy becomes very labor intensive when large
portions of a sample, or even the entire sample, must be
manually scanned atlow resolutions, typically 10x to 20x,
in order to identify specific areas of interest for subse-
quent higher resolution interrogation. Extended manual
screening or continued viewing of a single field causes
eyestrain, fatigue, and visual habituation that can nega-
tively affect productivity and accuracy. The problem of
rapidly finding and locating relevant areas of interest for
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subsequent higher resolution interrogation has been ad-
dressed using conventional real-time scanning systems
that combine microscopes with ancillary linear array de-
tectors and automated positioning tables, all controlled
by a computer. Some approaches, such as the system
discussed in U.S. Patent No. 5,922,282 (Ledley et al.),
are based on storing the x/y stage coordinates of relevant
objects found on regions of the physical slide to enable
relocation of the object, in this case mycobacteria on a
customized glass microscope slide. The x/y coordinates
of the mycobacteria are obtained using specialized real-
time pattern recognition circuitry that is applied to the
intensity information measured by a line scan camera
that is synchronized to a stage which is moved in rela-
tively large five micrometer steps. Alternatively, an area
scan sensor such as a video camera can be used as the
basis for deriving the x/y coordinates of selected objects,
in conjunction with similar circuitry. In this latter case, the
stage is moved in larger steps corresponding to a com-
plete image field, similar to the stage movements re-
quired by the tiling method. Focus is maintained using
instantaneous automated focus control. An alternate sys-
tem described in U.S. Patent No. 4,700,298 (Palcic et
al.) uses a linear array CCD attached to a commercially
available microscope, with means for autofocus, to scan
large areas for purposes of recording, in real time, the
xly coordinates of cells growing in a tissue flask. These
known methods and systems are all based on the real-
time analysis of digital information that is acquired and
processed during the scanning process. In many cases,
specialized circuitry is used to immediately process the
intensity data that has been read out from the linear array
detector, enabling a decision to be made in real-time. An
alternative novel approach is to use a linear array sensor
torapidly assemble alarge contiguous image of the entire
microscope slide at optical resolutions sufficient for au-
tomating the labor intensive aspects of manual slide
scanning. One would prefer a system that can be used,
together with digital image processing methods, as an
alternative to manual slide scanning.

[0012] Another common problem associated with
manual scanning of microscope slides is that portions of
a slide are easily missed during manual x/y scanning of
a slide. Relocation to previously identified cells can be
difficult, especially after the slide has been removed from
the microscope. The problem of not missing any areas
of a slide during manual x/y scanning has been ad-
dressed by position encoding quality assurance systems
that record the x/y position and dwell time of areas of the
physical slide that have been examined manually, thus
highlighting areas of the slide that were missed or pos-
sibly viewed too quickly. U.S. Patent No. 5,793,969 (Ka-
mentsky et al.) discusses a method for quality assurance
of a Pap smear slide that has been previously reviewed
by a technologist. This method is based on recording the
xly stage coordinates of all fields visited by the technol-
ogist during the slide review, and creating an x/y map of
relative slide dwell times.
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[0013] USG6,049,421 discloses asystemforautomated
imaging of a succession of microscope slides, the system
comprising a stage which is conjointly rotated by a motor
as a carrier for the stage is moved linearly, so as to ex-
ecute a spiral scan of sub-areas of the sample area which
sub-areas are successively imaged using a strobe lamp
to illuminate the sample area at intervals during the scan
determined by signals from an encoder, wherein a pre-
liminary scan, which may be in an opposite direction
along the spiral, may be used to obtain, for a focus ac-
tuator, focusing data used during the scan.

[0014] A definite need exists for a simple and reliable
system that can rapidly scan and digitize an entire mi-
croscope slide. The scanning and digitization should be
performed at optical resolutions comparable to those
used for the manual scanning of microscope slides,
thereby enabling the application of image processing al-
gorithms to the digital imagery data set, in lieu of, or in
addition to, manually scanning an entire slide. Ideally,
such a system should not require any type of manual
intervention during the image acquisition process. Such
a system should also be suitable for all types of micro-
scope specimens, regardless of whether or not the slide
contains anatomic reference information. Ideally, such a
system should have a lower cost than conventional sys-
tems. Such a system should also not be constrained by
the limitations and inherent cost of conventional off-the-
shelf microscopes, enabling an optical design that allows
the capture of diffraction-limited digital images. A primary
purpose of the present invention is to solve these needs
and to provide further, related advantages.

DISCLOSURE OF INVENTION

[0015] The present invention provides a Scanner ac-
cording to claim 1 and a method according to claim 46.
Further embodiments of the system and the method ac-
cording to the present invention are described in the re-
spective dependent claims.

BRIEF DESCRIPTION OF DRAWING

[0016] The objects, advantages and features of this
invention will be more readily appreciated from the fol-
lowing detailed description, when read in conjunction with
the accompanying drawings, in which:

FIG. 1is a block diagram of a preferred embodiment
of an optical microscopy system according to the
present invention;

FIG. 2 is a block diagram of a second embodiment
of an optical microscopy system according to the
present invention;

FIGS. 3A-3C illustrates a manner in which contigu-
ous image strips acquired by a linear array detector
digitizes a portion of a sample according to the
present invention;

FIG. 4 is a simplified flow chart of the operation of
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an optical microscopy system according to the
present invention;

FIGS. 5A-5B are a schematic diagram of an image
viewing frame applicable with the present invention;
and

FIGS. 6A-6B are a schematic diagram of a dynamic
image viewing frame applicable with the present in-
vention.

BEST MODE FOR CARRYING OUT THE INVENTION

[0017] Turningfirstto FIG. 1, a block diagram of a pre-
ferred embodiment of an optical microscopy system 10
according to the present invention is shown. The heart
of the system 10 is a microscope slide scanner 11 that
serves to scan and digitize a specimen or sample 12.
The sample 12 can be anything that may be interrogated
by optical microscopy. For instance, the sample 12 may
be a microscope slide or other sample type that may be
interrogated by optical microscopy. A microscope slide
is frequently used as a viewing substrate for specimens
that include tissues and cells, chromosomes, DNA, pro-
tein, blood, bone marrow, urine, bacteria, beads, biopsy
materials, or any other type of biological material or sub-
stance that is either dead or alive, stained or unstained.
labeled or unlabeled. The sample 12 may also be an
array of any type of DNA or DNA-related material such
as cDNA or RNA or protein that is deposited on any type
of slide or other substrate, including any and all samples
commonly known as a microarrays. The sample 12 may
be a microtiter plate, for example a 96-well plate. Other
examples of the sample 12 include integrated circuit
boards, electrophoresis records, petri dishes, film, sem-
iconductor materials, forensic materials, or machined
parts.

[0018] The scanner 11 includes a motorized stage 14,
a microscope objective lens 16, a line scan camera 18,
and a data processor 20. The sample 12 is positioned
on the motorized stage 14 for scanning. The motorized
stage 14 is connected to a stage controller 22 which is
connected in turn to the data processor 20. The data
processor 20 determines the position of the sample 12
on the motorized stage 14 via the stage controller 22. In
the presently preferred embodiment, the motorized stage
14 moves the sample 12 in at least the two axes (x/y)
that are in the plane of the sample 12. Fine movements
of the sample 12 along the optical z-axis may also be
necessary for certain applications of the scanner 11, for
example, for focus control. Z-axis movementis preferably
accomplished with a piezo positioner 24, such as the
PIFOC from Polytec Pl orthe MIPOS 3 from Piezosystem
Jena. The piezo positioner 24 is attached directly to the
microscope objective 16 and is connected to and directed
by the data processor 20 via a piezo controller 26. A
means of providing a coarse focus adjustment may also
be needed and can be provided by z-axis movement as
part of the motorized stage 14 or a manual rack-and-
pinion coarse focus adjustment (not shown).
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[0019] Inthe presently preferred embodiment, the mo-
torized stage 14 includes a high precision positioning ta-
ble with ballbearing linear ways to provide smooth motion
and excellent straight line and flatness accuracy. For ex-
ample, the motorized stage 14 could include two Daedal
model 106004 tables stacked one on top of the other.
Other types of motorized stages 14 are also suitable for
the scanner 11, including stacked single axis stages
based on ways other than ball bearings, single- or mul-
tiple-axis positioning stages that are open in the center
and are particularly suitable for trans-illumination from
below the sample, or larger stages that can support a
plurality of samples. In the presently preferred embodi-
ment, motorized stage 14 includes two stacked single-
axis positioning tables, each coupled to two millimeter
lead-screws and Nema-23 stepping motors. At the max-
imum lead screw speed of twenty-five revolutions per
second, the maximum speed of the sample 12 on the
motorized stage 14 is fifty millimeters per second. Selec-
tion of a lead screw with larger diameter, for example five
millimeters, can increase the maximum speed to more
than 100 millimeters per second. The motorized stage
14 can be equipped with mechanical or optical position
encoders which has the disadvantage of adding signifi-
cant expense to the system. Consequently, the presently
preferred embodiment does not include position encod-
ers. However, if one were to use servo motors in place
of stepping motors, then one would have to use position
feedback for proper control.

[0020] Position commands from the data processor 20
are converted to motor current or voltage commands in
the stage controller 22. In the presently preferred em-
bodiment, the stage controller 22 includes a 2-axis ser-
vo/stepper motor controller (Compumotor 6K2) and two
4-amp microstepping drives (Compumotor OEMZL4).
Microstepping provides a means for commanding the
stepper motor in much smaller increments than the rel-
atively large single 1.8 degree motor step. For example,
at a microstep of 100, the sample 12 can be commanded
to move at steps as small as 0.1 micrometer. A microstep
of 25,000 is used in the presently preferred embodiment
of this invention. Smaller step sizes are also possible. It
should be obvious that the optimum selection of the mo-
torized stage 14 and the stage controller 22 depends on
many factors, including the nature of the sample 12, the
desired time for sample digitization, and the desired res-
olution of the resulting digital image of the sample 12.
[0021] The microscope objective lens 16 can be any
microscope objective lens commonly available. One of
ordinary skillin the art will realize that the choice of which
objective lens to use will depend on the particular circum-
stances. In the preferred embodiment of the present in-
vention, the microscope objective lens 16 is of the infinity-
corrected type.

[0022] The sample 12 isilluminated by an illumination
system 28 that includes a light source 30 and illumination
optics 32. The light source 30 in the presently preferred
embodiment includes a variable intensity halogen light
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source with a concave reflective mirror to maximize light
output and a KG-1 filter to suppress heat. However, the
light source 30 could also be any other type of arc-lamp,
laser, or other source of light. The illumination optics 32
inthe presently preferred embodimentinclude a standard
Kéhler illumination system with two conjugate planes that
are orthogonal to the optical axis. The illumination optics
32 arerepresentative of the bright-field illumination optics
that can be found on most commercially available com-
pound microscopes sold by companies such as Carl
Zeiss, Nikon, Olympus, or Leica. One set of conjugate
planes includes (i) a field iris aperture illuminated by the
light source 30, (ii) the object plane that is defined by the
focal plane of the sample 12, and (iii) the plane containing
the light-responsive elements of the line scan camera
18. A second conjugate plane includes (i) the filament of
the bulb that is part of the light source 30, (ii) the aperture
of a condenser iris that sits immediately before the con-
denser optics that are part of the illumination optics 32,
and (iii) the back focal plane of the microscope objective
lens 16. In the presently preferred embodiment, the sam-
ple 12 is illuminated and imaged in transmission mode,
with the line scan camera 18 sensing optical energy that
is transmitted by the sample 12, or conversely, optical
energy that is absorbed by the sample 12.

[0023] The scanner 11 of the present invention is
equally suitable for detecting optical energy that is re-
flected from the sample 12, in which case the light source
30, the illumination optics 32, and the microscope objec-
tive lens 16 must be selected based on compatibility with
reflection imaging. One possible embodiment may there-
fore be illumination through a fiber optic bundle that is
positioned above the sample 12. Other possibilities in-
clude excitation that is spectrally conditioned by a mon-
ochromator. If the microscope objective lens 16 is select-
ed to be compatible with phase-contrast microscopy,
then the incorporation of at least one phase stop in the
condenser optics that are part of the illumination optics
32 will enable the scanner 11 to be used for phase con-
trast microscopy. To one of ordinary skill in the art, the
modifications required for other types of microscopy such
as differential interference contrast and confocal micro-
scopy should be readily apparent. Overall, the scanner
11 is suitable, with appropriate but well-known modifica-
tions, for the interrogation of microscopic samples in any
known mode of optical microscopy.

[0024] Between the microscope objective lens 16 and
the line scan camera 18 are situated the line scan camera
focusing optics 34 that focus the optical signal captured
by the microscope objective lens 16 onto the light-re-
sponsive elements of the line scan camera 18. In a mo-
dem infinity-corrected microscope the focusing optics be-
tween the microscope objective lens and the eyepiece
optics, or between the microscope objective lens and an
external imaging port, consist of an optical element
known as a tube lens that is part of a microscope’s ob-
servation tube. Many times the tube lens consists of mul-
tiple optical elements to prevent the introduction of coma
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or astigmatism. One of the motivations for the relatively
recent change from traditional finite tube length optics to
infinity corrected optics was to increase the physical
space in which the optical energy from the sample 12 is
parallel, meaning that the focal point of this optical energy
is atinfinity. In this case, accessory elements like dichroic
mirrors or filters can be inserted into the infinity space
without changing the optical path magnification or intro-
ducing undesirable optical artifacts.

[0025] Infinity-corrected microscope objective lenses
are typically inscribed with an infinity mark. The magni-
fication of an infinity corrected microscope objective lens
is given by the quotient of the focal length of the tube
lens divided by the focal length of the objective lens. For
example, atube lens with a focal length of 180 millimeters
will result in 20x magnification if an objective lens with 9
millimeter focal length is used. One of the reasons that
the objective lenses manufactured by different micro-
scope manufacturers are not compatible is because of a
lack of standardization in the tube lens focal length. For
example, a 20x objective lens from Olympus, a company
that uses a 180 millimeter tube lens focal length, will not
provide a 20x magnification on a Nikon microscope that
is based on a different tube length focal length of 200
millimeters. Instead, the effective magnification of such
an Olympus objective lens engraved with 20x and having
a 9 millimeter focal length will be 22.2x, obtained by di-
viding the 200 millimeter tube lens focal length by the 9
millimeter focal length of the objective lens. Changing
the tube lens on a conventional microscope is virtually
impossible without disassembling the microscope. The
tube lens is part of a critical fixed element of the micro-
scope. Another contributing factor to the incompatibility
between the objective lenses and microscopes manu-
factured by different manufacturers is the design of the
eyepiece optics, the binoculars through which the spec-
imen is observed. While most of the optical corrections
have been designed into the microscope objective lens,
most microscope users remain convinced that there is
some benefit in matching one manufacturers’ binocular
optics with that same manufacturers’ microscope objec-
tive lenses to achieve the best visual image.

[0026] Theline scancamerafocusingoptics 34 include
a tube lens optic mounted inside of a mechanical tube.
Since the scanner 11, in its preferred embodiment, lacks
binoculars or eyepieces for traditional visual observation,
the problem suffered by conventional microscopes of po-
tential incompatibility between objective lenses and bin-
oculars is immediately eliminated. One of ordinary skill
will similarly realize that the problem of achieving parfo-
cality between the eyepieces of the microscope and a
digital image on a display monitor is also eliminated by
virtue of not having any eyepieces. Since the scanner 11
also overcomes the field of view limitation of a traditional
microscope by providing a field of view that is practically
limited only by the physical boundaries of the sample 12,
the importance of magnification in an all-digital imaging
microscope such as provided by the present scanner 11
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is limited. Once a portion of the sample 12 has been
digitized, it is straightforward to apply electronic magni-
fication, sometimes known as electric zoom, to an image
of the sample 12 in order to increase its magnification.
Increasing the magnification of an image electronically
has the effect of increasing the size of that image on the
monitor that is used to display the image. If too much
electronic zoom is applied, then the display monitor will
be able to show only portions of the magnified image. It
is not possible, however, to use electronic magnification
to display information that was not present in the original
optical signal that was digitized in the first place. Since
one of the objectives of the scanner 11 is to provide high
quality digitalimages, in lieu of visual observation through
the eyepieces of a microscope, it is important that the
content of the images acquired by the scanner 11 include
as much image detail as possible. The term resolution is
typically used to describe such image detail and the term
diffraction-limited is used to describe the wavelength-lim-
ited maximum spatial detail available in an optical signal.
The scanner 11 provides diffraction- limited digital imag-
ing by selection of a tube lens focal length that is matched
according to the well know Nyquist sampling criteria to
both the size of an individual pixel element in a light-
sensing camera such as the line scan camera 18 and to
the numerical aperture of the microscope objective lens
16. It is well known that numerical aperture, not magni-
fication, is the resolution-limiting attribute of a microscope
objective lens 16.

[0027] An example will help to illustrate the optimum
selection of a tube lens focal length that is part of the line
scan camera focusing optics 34. Consider again the 20x
microscope objective lens 16 with 9 millimeter focal
length discussed previously and assume that this objec-
tive lens has a numerical aperture of 0.50. Assuming no
appreciable degradation from the condenser, the diffrac-
tion-limited resolving power of this objective lens at a
wavelength of 500 nanometers is approximately 0.6 mi-
crometers, obtained using the well-known Abbe relation-
ship. Assume further that the line scan camera 18, which
in its preferred embodiment has a plurality of 14 microm-
eter square pixels, is used to detect a portion of the sam-
ple 12. In accordance with sampling theory, it is neces-
sary that at least two sensor pixels subtend the smallest
resolvable spatial feature. In this case, the tube lens must
be selected to achieve a magnification of 46.7, obtained
by dividing 28 micrometers, which corresponds to two 14
micrometer pixels, by 0.6 micrometers, the smallest re-
solvable feature dimension. The optimum tube lens optic
focal length is therefore about 420 millimeters, obtained
by multiplying 46.7 by 9. The line scan focusing optics
34 with a tube lens optic having a focal length of 420
millimeters will therefore be capable of acquiring images
with the best possible spatial resolution, similar to what
would be observed by viewing a specimen under a mi-
croscope using the same 20x objective lens. To reiterate,
the scanner 11 utilizes a traditional 20x microscope ob-
jective lens 16 in a higher magnification optical configu-
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ration, in this example about 47X, in order to acquire dif-
fraction-limited digital images. If a traditional 20x magni-
fication objective lens 16 with a higher numerical aperture
were used, say 0.75, the required tube lens optic mag-
nification for diffraction-limited imaging would be about
615 millimeters, corresponding to an overall optical mag-
nification of 68x. Similarly, if the numerical aperture of
the 20x objective lens were only 0.3, the optimum tube
lens optic magnification would only be about 28x, which
corresponds to a tube lens optic focal length of approx-
imately 252 millimeters. The line scan camera focusing
optics 34 are modular elements of the scanner 11 and
can be interchanged as necessary for optimum digital
imaging. The advantage of diffraction-limited digital im-
aging is particularly significant for applications, for exam-
ple bright field microscopy, in which the reduction in sig-
nal brightness that accompanies increases in magnifica-
tion is readily compensated by increasing the intensity
of an appropriately designed illumination system 28.
[0028] Inprinciple,itis possible to attach external mag-
nification-increasing optics to a conventional micro-
scope-based digital imaging system to effectively in-
crease the tube lens magnification so as to achieve dif-
fraction-limited imaging as has just been described for
the present scanner 11; however, the resulting decrease
in the field of view is often unacceptable, making this
approach impractical. Furthermore, many users of mi-
croscopes typically do not understand enough about the
details of diffraction-limited imaging to effectively employ
these techniques on their own. In practice, digital cam-
eras are attached to microscope ports with magnification-
decreasing optical couplers to attempt to increase the
size of the field of view to something more similar to what
can be seen through the eyepiece. The standard practice
of adding de-magnifying optics is a step in the wrong
direction if the goal is to obtain diffraction-limited digital
images.

[0029] In a conventional microscope, different power
objectives lenses are typically used to view the specimen
at different resolutions and magnifications. Standard mi-
croscopes have a nosepiece that holds five objectives
lenses. In an all-digital imaging system such as the
present scanner 11 there is a need for only one micro-
scope objective lens 16 with a numerical aperture corre-
sponding to the highest spatial resolution desirable. The
presently preferred embodiment of the scanner 11 pro-
vides for only one microscope objective lens 16. Once a
diffraction-limited digital image has been captured at this
resolution, it is straightforward using standard digital im-
age processing techniques, to present imagery informa-
tion at any desirable reduced resolutions and magnifica-
tions.

[0030] The presently preferred embodiment of the
scanner 11 is based on a Dalsa SPARK line scan camera
18 with 1024 pixels (picture elements) arrangedin alinear
array, with each pixel having a dimension of 14 by 14
micrometers. Any other type of linear array, whether
packaged as part of a camera or custom-integrated into
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an imaging electronic module, can also be used. The
linear array in the presently preferred embodiment effec-
tively provides eight bits of quantization, but other arrays
providing higher or lower level of quantization may also
be used. Alternate arrays based on 3-channel red-green-
blue (RGB) color information or time delay integration
(TDI), may also be used. TDI arrays provide a substan-
tially better signal-to-noise ratio (SNR) in the output sig-
nal by summing intensity data from previously imaged
regions of a specimen, yielding an increase in the SNR
that is in proportion to the square-root of the number of
integration stages. TDI arrays can comprise multiple
stages of linear arrays. TDI arrays are available with 24,
32,48, 64, 96, or even more stages. The scanner 11 also
supports linear arrays that are manufactured in a variety
of formats including some with 512 pixels, some with
1024 pixels, and others having as many as 4096 pixels.
Appropriate, but well known, modifications to the illumi-
nation system 28 and the line scan camera focusing op-
tics 34 may be required to accommodate larger arrays.
Linear arrays with a variety of pixel sizes can also be
used in scanner 11. The salient requirement for the se-
lection of any type of line scan camera 18 is that the
sample 12 can be in motion with respect to the line scan
camera 18 during the digitization of the sample 12in order
to obtain high quality images, overcoming the static re-
quirements of the conventional imaging tiling approaches
known in the prior art.

[0031] The output signal of the line scan camera 18 is
connected to the data processor 20. The data processor
20 in the presently preferred embodimentincludes a cen-
tral processing unit with ancillary electronics, for example
a motherboard, to support at least one signal digitizing
electronics board such as an imaging board or a frame
grabber. In the presently preferred embodiment, the im-
aging board is an EPIXPIXCID24 PCl bus imaging board,
however, there are many other types of imaging boards
or frame grabbers from a variety of manufacturers which
could be used in place of the EPIX board. An alternate
embodiment could be a line scan camera that uses an
interface such as IEEE 1394, also known as Firewire, to
bypass the imaging board altogether and store data di-
rectly on a data storage 38, such as a hard disk.

[0032] The data processor 20 is also connected to a
memory 36, such as random access memory (RAM), for
the short-term storage of data, and to the data storage
38, such as a hard drive, for long-term data storage. Fur-
ther, the data processor 20 is connected to a communi-
cations port 40 that is connected to a network 42 such
as a local area network (LAN), a wide area network
(WAN), a metropolitan area network (MAN), an intranet,
an extranet, or the global Internet. The memory 36 and
the data storage 38 are also connected to each other.
The data processor 20 is also capable of executing com-
puter programs, in the form of software, to control critical
elements of the scanner 11 such as the line scan camera
18 and the stage controller 22, or for a variety of image-
processing functions, image-analysis functions, or net-
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working. The data processor 20 can be based on any
operating system, including operating systems such as
Windows, Linux, OS/2, Mac OS, and Unix. In the pres-
ently preferred embodiment, the data processor 20 op-
erates based on the Windows NT operating system.
[0033] The data processor 20, memory 36, data stor-
age 38, and communication port 40 are each elements
that can be found in a conventional computer. One ex-
ample would be a personal computer such as a Dell Di-
mension XPS T500 that features a Pentium Il 500 MHz
processor and up to 756 megabytes (MB) of RAM. In the
presently preferred embodiment, the computer, ele-
ments which include the data processor 20, memory 36,
data storage 38, and communications port 40 are all in-
ternal to the scanner 11, so that the only connection of
the scanner 11 to the other elements of the system 10 is
the communication port 40. In an alternate embodiment
of the scanner 11, the computer elements would be ex-
ternal to the scanner 11 with a corresponding connection
between the computer elements and the scanner 11.
[0034] The scanner 11, in the presently preferred em-
bodiment of the invention, integrates optical microscopy,
digital imaging, motorized sample positioning, comput-
ing, and network-based communications into a single-
enclosure unit. The major advantage of packaging the
scanner 11 as a single-enclosure unit with the commu-
nications port 40 as the primary means of data input and
output are reduced complexity and increased reliability.
The various elements of the scanner 11 are optimized to
work together, in sharp contrast to traditional micro-
scope-based imaging systems in which the microscope,
light source, motorized stage, camera, and computer are
typically provided by different vendors and require sub-
stantial integration and maintenance.

[0035] The communication port 40 provides a means
for rapid communications with the other elements of the
system 10, including the network 42. The presently pre-
ferred communications protocol for the communications
port 40 is a carrier-sense multipleaccess collision detec-
tion protocol such as Ethernet, together with the TCP/IP
protocol for transmission control and internetworking.
The scanner 11 is intended to work with any type of trans-
mission media, including broadband, baseband, coaxial
cable, twisted pair, fiber optics, DSL or wireless.

[0036] In the presently preferred embodiment, control
of the scanner 11 and review of the imagery data cap-
tured by the scanner 11 are performed on a computer 44
that is connected to the network 42. The computer 44, in
its presently preferred embodiment, is connected to a
display monitor 46 to provide imagery information to an
operator. A plurality of computers 44 may be connected
to the network 42. Inthe presently preferred embodiment,
the computer 44 communicates with the scanner 11 us-
ing a network browser such as Internet Explorer from
Microsoft or Netscape Communicator from AOL. Images
are stored on the scanner 11 in a common compressed
format such a JPEG which is an image format that is
compatible with standard image-decompression meth-
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ods that are already built into most commercial browsers.
Other standard or non-standard, lossy or lossless, image
compression formats will also work. In the presently pre-
ferred embodiment, the scanner 11 is a webserver pro-
viding an operator interface that is based on webpages
that are sent from the scanner 11 to the computer 44.
For dynamic review of imagery data, the currently pre-
ferred embodiment of the scanner 11 is based on playing
back, for review on the display monitor 46 that is con-
nected to the computer 44, multiple frames of imagery
data using standard multiple-frame browser compatible
software packages such as Media-Player from Microsoft,
Quicktime from Apple Computer, or RealPlayer from Re-
al Networks. In the presently preferred embodiment, the
browser on the computer 44 uses the hypertext trans-
mission protocol (http) together with TCP for transmis-
sion control.

[0037] There are, and will be in the future, many differ-
ent means and protocols by which the scanner 11 could
communicate with the computer 44, or a plurality of com-
puters. While the presently preferred embodiment is
based on standard means and protocols, the approach
of developing one or multiple customized software mod-
ules known as applets is equally feasible and may be
desirable for selected future applications of the scanner
11. Further, there are no constraints that computer 44 be
of any specific type such as a personal computer (PC)
or be manufactured by any specific company such as
Dell. One of the advantages of a standardized commu-
nications port40is thatany type of computer 44 operating
common network browser software can communicate
with the scanner 11.

[0038] If one so desires, itis possible, with some mod-
ifications to the scanner 11, to obtain spectrally resolved
images. Spectrally resolved images are images in which
spectral information is measured at every image pixel.
Spectrally resolved images could be obtained by replac-
ing the line scan camera 18 of the scanner 11 with an
optical slit and an imaging spectrograph. The imaging
spectrograph uses a two-dimensional CCD detector to
capture wavelength-specific intensity data for a column
of image pixels by using a prism or grating to disperse
the optical signal that is focused on the optical slit along
each of the rows of the detector.

[0039] Turning now to FIG. 2, a block diagram of a
second embodiment of an optical microscopy system 10
according to the present invention is shown. In this sys-
tem 10, the scanner 11 is more complex and expensive
than the currently preferred embodiment shown in FIG.
1. The additional attributes of the scanner 11 that are
shown do not all have to be present for any alternate
embodiment to function correctly. FIG. 2 is intended to
provide a reasonable example of additional features and
capabilities that could be incorporated into the scanner
11.

[0040] The alternate embodiment of FIG. 2 provides
for a much greater level of automation than the presently
preferred embodiment of FIG. 1. A more complete level
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of automation of the illumination system 28 is achieved
by connections between the data processor 20 and both
the light source 30 and the illumination optics 32 of the
illumination system 28. The connection to the light source
30 may control the voltage, or current, in an open or
closed loop fashion, in order to control the intensity of
the light source 30. Recall that the light source 30 is a
halogen bulb in the presently preferred embodiment. The
connection between the data processor 20 and the illu-
mination optics 32 could provide closed loop control of
the field iris aperture and the condenser iris to provide a
means for ensuring that optimum Kohler illumination is
maintained.

[0041] Use of the scanner 11 for fluorescence imaging
requires easily recognized modifications to the light
source 30, the illumination optics 32, and the microscope
objective lens 16. The second embodiment of FIG. 2 also
provides for a fluorescence filter cube 50 that includes
an excitation filter, a dichroic filter, and a barrier filter.
The fluorescence filter cube 50 is positioned in the infinity
corrected beam path that exists between the microscope
objective lens 16 and line scan camera focusing optics
34. One embodiment for fluorescence imaging could in-
clude the addition of a filter wheel or tunable filter into
the illumination optics 32 to provide appropriate spectral
excitation for the variety of fluorescentdyes or nano-crys-
tals available on the market.

[0042] The addition of atleast one beam splitter 52 into
the imaging path allows the optical signal to be split into
at least two paths. The primary path is via the line scan
camera focusing optics 34, as discussed previously, to
enable diffraction-limited imaging by the line scan cam-
era 18. A second path is provided via an area scan cam-
era focusing optics 54 for imaging by an area scan cam-
era 56. It should be readily apparent that proper selection
ofthese two focusing optics can ensure diffraction-limited
imaging by the two camera sensors having different pixel
sizes. The area scan camera 56 can be one of many
types thatare currently available, including a simple color
video camera, a high performance, cooled, CCD camera,
or a variable integration-time fast frame camera. The ar-
ea scan camera 56 provides a traditional imaging system
configuration for the scanner 11. The area scan camera
56 is connected to the data processor 20. If two cameras
are used, for example the line scan camera 18 and the
area scan camera 56, both camera types could be con-
nected to the data processor using either a single dual-
purpose imaging board, two different imaging boards, or
the IEEE1394 Firewire interface, in which case one or
both imaging boards may not be needed. Other related
methods of interfacing imaging sensors to the data proc-
essor 20 are also available.

[0043] While the primary interface of the scanner 11
to the computer 44 is via the network 42, there may be
instances, for example a failure of the network 42, where
itis beneficialto be able to connectthe scanner 11 directly
to a local output device such as a display monitor 58 and
to also provide local input devices such as a keyboard
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and mouse 60 that are connected directly into the data
processor 20 of the scanner 11. In this instance, the ap-
propriate driver software and hardware would have to be
provided as well.

[0044] The second embodiment shown in FIG. 2 also
provides for a much greater level of automated imaging
performance. Enhanced automation of the imaging of the
scanner 11 can be achieved by closing the focus control
loop comprising the piezo positioner 24, the piezo con-
troller 26, and the data processor 20 using well-known
methods of autofocus. The second embodiment also pro-
vides for a motorized nose-piece 62 to accommodate
several objectives lenses. The motorized nose-piece 62
is connected to and directed by the data processor 20
through a nose-piece controller 64.

[0045] There are other features and capabilities of the
scanner 11 which could be incorporated. For example,
the process of scanning the sample 12 with respect to
the microscope objective lens 16 that is substantially sta-
tionary in the x/y plane of the sample 12 could be modified
to comprise scanning of the microscope objective lens
16 with respect to a stationary sample 12. Scanning the
sample 12, or scanning the microscope objective lens
16, or scanning both the sample 12 and the microscope
objective lens 16 simultaneously, are possible embodi-
ments of the scanner 11 which can provide the same
large contiguous digital image of the sample 12 as dis-
cussed previously.

[0046] The scanner 11 also provides a general pur-
pose platform for automating many types of microscope-
based analyses. The illumination system 28 could be
modified from a traditional halogen lamp or arc-lamp to
a laser-based illumination system to permit scanning of
the sample 12 with laser excitation. Modifications, includ-
ing the incorporation of a photomultiplier tube or other
non-imaging detector, in addition to or in lieu of the line
scan camera 18 or the area scan camera 56, could be
used to provide a means of detecting the optical signal
resulting from the interaction of the laser energy with the
sample 12.

[0047] Turning now to FIGS. 3A-3C, the manner in
which contiguous image strips are acquired by a linear
array detector according to the present invention is
shown. The line scan camera 18 of FIG. 1 observes a
line scan camera field of view 70 as shown in FIG. 3A.
The line scan camera field of view 70 comprises the re-
gion of the sample 12 of FIG. 1 that is imaged by a mul-
titude of individual pixel elements 72 that are arranged
in a linear fashion into a linear array 74 as shown in FIG.
3B. The linear array 74 of the presently preferred em-
bodiment comprises 1024 of the individual pixel elements
72, with each of the pixel elements 72 being 14 microm-
eters square. The physical dimensions of the linear array
74 of the presently preferred embodiment are 14.34 mil-
limeters by 14 micrometers. Assuming, for purposes of
discussion of the operation of the scanner 11, that the
magnification between the sample 12 and the line scan
camera 18 is ten, then the line scan camera field of view
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70 corresponds to a region of the sample 12 that has
dimensions equal to 1.43 millimeters by 1.4 micrometers.
Each pixel element 72 images an area about 1.4 microm-
eters by 1.4 micrometers.

[0048] FIG. 3C illustrates that during digital scanning
ofthe sample 12, an image 76 is acquired inimage strips,
such as image strip 77, starting with a first image strip
78, followed by a second image strip 80, and so on, until
the last image strip 82 necessary to digitize the image
76 has been acquired. One of ordinary skill in the art will
realize that the scanning may be either top-to-bottom or
bottom-to-top or may start any point on the sample. The
digital scanning may also involve vertical image strips
rather than horizontal image strips. While desirable, it is
also not necessary that the image strips be acquired in
a contiguous manner. The image 76 can comprise the
entire sample 12 or only a portion of the sample 12. In
the presently preferred embodiment of the scanner 11,
the scanning and digitization is performed in a direction
of travel 84 that alternates between image strips, as
shown in FIG. 3A. This type of bi-directional scanning
provides for a more rapid digitization process than uni-
directional scanning, a method of scanning and digitiza-
tion which requires the same direction of travel 84 for
each image strip.

[0049] The capabilities of the line scan camera 18 typ-
ically determine whether scanning can be done bi-direc-
tionally, as in the currently preferred embodiment of the
scanner 11, or uni-directionally. Uni-directional systems
often comprise more than one linear array 74, such as a
three channel color array 86 or a multi-channel TDI array
88 shown in FIG. 3B. The color array 86 detects the RGB
intensities required for obtaining a color image. An alter-
nate embodiment for obtaining color information uses a
prism to split the broadband optical signal into the three
color channels. The TDI array 88 could be used in an
alternate embodiment of the scanner 11 to provide a
means of increasing the effective integration time of the
line scan camera 18, while maintaining a fast data rate,
and without significant loss in the signal-to-noise ratio of
the digital imagery data.

[0050] Turning now to FIG. 4, a simplified flow chart of
the operation of an optical microscopy system 10 accord-
ing to the present invention is shown. The sample 12 is
loaded into scanner 11 at step 200. The simplest method
of sample loading is for an operator to physically place
or position the sample 12 on the motorized stage 14. The
most advanced method of sample loading is for the scan-
ner 11 to automatically load one or multiple samples 12
from a sample cassette that has been previously loaded.
Other embodiments for sample loading are known in the
art. In the presently preferred embodiment of this inven-
tion, sample loading is performed manually to reduce
system cost and mechanical complexity.

[0051] Thescanner 11 isinitialized at step 201 by com-
mands issued from the computer 44, or similarly from
buttons that may be part of an alternate embodiment of
the scanner 11. Initialization parameters, including the
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desired resolution of the digitization process, the portion
of the sample 12 to be digitized to create the image 76,
and the name of a relevant calibration file are entered by
an operator at step 201. The scanner 11 defaults to dig-
itizing the entire sample unless instructed otherwise. It
is important to note that after loading the sample and
initializing the scanner, there should be no need for the
manual intervention of the operator in the image acqui-
sition process that follows.

[0052] The automatic scanning and digitization of the
sample 12 into the image 76 includes steps 202 through
210. These steps are orchestrated by the data processor
20 which synchronizes the read-out of imagery data from
the line scan camera 18 one line or image strip at a time,
while the sample 12 is moved at substantially constant
velocity on the motorized stage 14 that is under control
of the stage controller 22. The scanner 11 commences
the automatic digitization of the sample 12 at step 202
with the movement of the sample 12 and the acquisition
of a single line image from the line scan camera 18, start-
ing in a predetermined region of the sample 12, for ex-
ample the upper left-hand corner of the sample 12 as
shown in FIG. 3C. In step 202, the motorized stage 14
is moved with respect to the line scan camera 18 in the
bi-directional back and forth manner discussed previous-
ly. The control logic of the decision block of step 204
determines whether the end of an image strip, such as
the image strip 77, has been reached. There are many
possible ways to implement this logic, some without po-
sition feedback from a position encoder. For example,
the total number of image lines read out by the line scan
camera 18 could be used as a means of knowing when
the end of the image strip has been reached. Other pa-
rameters such as total elapsed scan time or calibration
markings that are part of, or positioned in close proximity
to, the sample 18 could also be used. Optical limit switch-
es are provided in the motorized stage 14 of the presently
preferred embodiment of the scanner 11 to indicate when
it is time to reposition the motorized stage 14 for a new
scan. If the end of the image strip 77 has not been
reached at step 204, then the digitization process con-
tinues with step 202, the acquisition of the next line im-
age. The sample 12 continues to move at approximately
constant velocity at all times during the digitization proc-
ess, and any required focus adjustments are made in
parallel with the on-going motion of the mechanical stage
14 as indicated in step 206. Because the focus will not
change dramatically from one image strip to the next,
focus adjustments are made relatively slowly and grad-
ually. Assuming again, for purposes of discussion of op-
eration of the scanner 11, that the area of the sample 12
to be digitized at a magnification of 10x is 50 millimeters
by 25 millimeters, then eighteen image strips, similar to
the image strip 77, each of dimension 1.43 millimeters
by 50 millimeters must be acquired to generate the image
76. Each image strip 77 would comprise about 36,000
by 1024 pixel elements, with the entire image 76 com-
prising approximately 36,000 by 18,000 pixels. Unless
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and until the process of digitizing the desired portion of
the sample 12 to create the image 76 has finished, as
determined by the decision logic of step 208, the posi-
tioning of the sample 12 for a new scan occurs at step
210. Step 210 includes movement of the motorized stage
14 from one image strip to another in order to position
the motorized stage 14 for a new scan.

[0053] The total time required to acquire the image 76
is proportional to the line rate at which the line scan cam-
era 18 can digitize information. In the presently preferred
embodiment of the scanner 11, the line rate is 27,600
lines per second, or 28.3 million pixels per second, for
the DALSA SPARK model SP12-01K30 that is used. At
a line rate of 27,600 pixels per second, each image strip
77 comprising, for purposes of discussion, 36,000 by
1024 pixels can be digitized in about 1.3 seconds
(36,000/27,600). The motorized stage 14 in the present
embodiment thus moves at approximately 38 millimeters
per second along the x-axis, covering the entire length
of the 50 millimeters image strip 77 during these 1.3 sec-
onds. Since the image 76 comprises 18 image strips 77,
23.4 seconds are required to digitize the desired portion
of the sample 12. As discussed previously, this time is
only valid for a bi-directional line scan camera, such as
used in the preferred embodiment of the present inven-
tion, that can scan from right to left and also from left to
right along the x-axis. An alternated embodiment could
utilize a uni-directional type of the line scan camera which
can scan only from left to right. In this case, the motorized
stage 14 is returned at maximum stage velocity to the
same left reference position along the x-axis and all im-
age strips, such as the image strip 77, are acquired in a
uni-directional manner going only from left to right. After
completing the digitization of an individual image strip,
such as the image strip 77, the motorized stage 14 de-
celerates, comes to a stop, moves downward along the
y-axis and accelerates again to scan the subsequent im-
age strip. Allowances, in both time and distance, have to
be made for the motorized stage 14 to accelerate and
decelerate at the beginning and end of each image strip
that is scanned so as to ensure that the motorized stage
14 is moving at substantially constant velocity during the
scanning and digitization process. The additional time
required for acceleration and deceleration depends on
the x-axis performance of the motorized stage 14 and
the x-axis attributes of the stage controller 22. In the pres-
ently preferred embodiment, the acceleration and decel-
eration times, using S-curve profiles for smooth motion
and minimum jerk, are approximately 0.7 seconds. The
consideration of acceleration and deceleration of the mo-
torized stage 14 require that during the new scan set-up
comprising step 210, the line scan camera 18 moves off
the edges of the portion of the sample 12 that is to be
digitized. The new scan set-up time depends on the par-
ticular y-axis performance of the motorized stage 14, and
the y-axis attributes of the stage controller 22, and is ap-
proximately one-half second in the presently preferred
embodiment of the invention. Thus, a total of 25.2 sec-
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onds, obtained by multiplying 18 image strips times 1.4
seconds, are added for acceleration and deceleration
along the x-axis at the beginning and end of each image
strip, and an additional nine seconds are added to repo-
sition the motorized along the y-axis for the next scan.
The total time required for all portions of the process re-
quired to capture the image 76 in the present example
is therefore about one minute for a bi-directional scanning
embodiment.

[0054] The scanner 11 can be further optimized to min-
imize the total acquisition time of theimage 76 even more.
The image acquisition time that can be achieved by the
scanner 11 depends in part on the line rate of the line
scan camera 18. At the line rate of 27,600 lines per sec-
ond of the present example, each line image is captured
in about 0.04 milliseconds. lllumination from the light
source that includes a 50 watt bulb, provides sufficient
light to register a signal with sufficient signal-to-noise ra-
tio on the line scan camera. At faster read-out rates, the
exposure time per line is reduced and improvements and
enhancements to the illumination system 28 of the scan-
ner 11 may be required. Similarly, for applications of the
scanner 11 in which less light is available, for example
fluorescence, the effective line integration time must be
increased. A TDI type of line scan camera provides an
excellent means of increasing the effective integration
time while maintaining a fast data read-out, without sig-
nificant loss in the signal-to-noise ratio of the imagery
data.

[0055] Faster line scan cameras are commercially
available and can be synchronized with faster motorized
stages. Alternatively, selection of a linear array, such as
linear array 74, but with more than 1024 pixel elements
72 would reduce the number of image strips that have to
be scanned to capture image 76, and require fewer ac-
celeration and deceleration cycles. Arrays comprising
2048 or more pixels often have proportionately smaller
line rates than arrays with 1024 pixels. The reduced line
rate of such larger arrays has the dual benefit of reducing
the maximum velocity required by the motorized stage
14, while increasing the line integration time, all without
areduction in totalimage capture time. The disadvantage
of larger format linear arrays is that larger and more ex-
pensive optics and illumination systems are required to
provide a high quality optical signal without vignetting
and other optical aberrations. It is even possible to use
multiple sensors to reduce the overall image acquisition
time further.

[0056] The scanner 11, in its presently preferred em-
bodiment, performs the digitization of the sample using
microscope objective lenses having a relatively large
depth of field so as to eliminate or minimize the cost and
complexity of dynamic autofocus. The theoretical depth
of field of an objective lens with numerical aperture (NA)
of 0.15 is greater than twenty micrometers. The depth of
field degrades to about five micrometers at NA equal to
0.3 and to about 1.8 micrometers at NA equal to 0.5.
Depending on the application, the entire sample or por-
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tions of the sample 12 may be scanned without any need
to adjust the focal plane, even when using objective lens-
es with moderate numerical apertures. Selection of rel-
atively low NA objective lenses is consistent with one
application of the scanner 11 in which itis used as an aid
to extensive manual scanning of the sample 12. Such
conventional manual scanning is typically performed at
low numerical apertures and low magnifications. The im-
age 76 of the sample 12 can thus be used cost-effectively
as the basis for a subsequently higher resolution inter-
rogation of selected areas of the sample 12. Based on
the decision logic that comprises step 220, either a con-
ventional optical microscope as indicated in step 222 or
a higher resolution embodiment of the scanner 11 as
shown in step 224 can be used for the higher resolution
review of the sample 12. In the latter case, dynamic auto-
focus may be necessary. The high-resolution digitization
of an entire sample 12, such as a microscope slide, or
large portions of the sample 12, may not be practical or
cost-effective using currently available computing power.
However, future cost reductions of, and improvements
in, data processing, memory, and data storage are ex-
pected to make high-resolution rapid digitization a reality.
[0057] The need for focusing during scanning is indi-
cated in step 206 and is very much dependent on the
particular application of the scanner 11. The scanner 11
uses a calibration method in which a standardized cali-
bration sample of predetermined shape and size is dig-
itized and the best focus is determined as a function of
the x/y position of the motorized stage 14 using methods
that are well known in the art. During the scanning and
digitization process, the position of the microscope ob-
jective lens 16 is moved in accordance with this x/y focus
map. Many different approaches to autofocus are known
inthe artthat could be used to change the relative position
of the microscope objective lens 16 with respect to the
sample 12. A vertical (z) axis component of the motorized
stage 14 can be used for autofocus, although the pres-
ently preferred method of the invention is to move the
microscope objective lens 16 instead using the commer-
cially available piezo positioner 24. While the total range
of the piezo positioner 24 that is attached to the micro-
scope objective lens 16 is relatively small, typically 100
micrometers, the bandwidth of a piezo is higher than that
of a heavy motorized stage. The higher piezo bandwidth,
typically 150 Hertz, is more desirable than a stiffer me-
chanical stage to minimize vibrations associated with
small focus changes.

[0058] One of the benefits of the scanner 11 is the rapid
digitization of a large portion of the sample 12, in order
to provide the image 76 that can be processed efficiently
and cost effectively when compared to labor intensive
manual scanning of the sample 12. Consistent with this,
the scanner 11, in its most basic embodiment, does not
require the complexity of dynamic autofocus that is found
in some conventional imaging systems. Pre-scanning
and mapping of the bestfocus as a function of x/y position
provides adequate focus for most applications. An alter-
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nate but more expensive embodiment of the scanner 11
provides extensive autofocus capabilities using an ancil-
lary area scan camera such as the area scan camera 56.
More advanced calibration methods in which the spatial
information for autofocusing is part of the sample 12, for
example, a glass microscope slide with calibration mark-
ings, are also possible.

[0059] The overall quality of the image 76 is related to
the ability of the sample 12 to be moved at substantially
constant velocity. Sampling errors leading to image dis-
tortion can occur if the synchrony between the line scan
camera 18 and the motorized stage 14 are not adequately
preserved. Depending on the application and the need
for image resolution, the scanner 11 supports different
approaches for capturing data in synchrony with sample
movement. Pre-scanning of a calibration target of known
shape, forexample a Ronchi rulingon a microscope slide,
is one means by which the scanner 11 achieves constant
sample velocities. Capabilities are provided in the data
processor 20 to control both the time profile of position
commands that are sent to the motorized stage 14 and
to dynamically change the line data read-out rate of the
line scan camera 18. Since the majority of velocity related
errors in the motorized stage 14 are reproducible, the
optimization of the position profile or the optimization of
the line scan camera 18 readout-rate, so as to obtain
optimum images during the calibration scan is sufficient
to provide excellent images when the sample 12 is sub-
sequently scanned and digitized. An alternate embodi-
ment of the scanner 11 that is more suitable for digitizing
high-resolution images utilizes position feedback from
the motorized stage 14. The presently preferred embod-
iment of the scanner 11 is able to generate high quality
images at low to moderate resolutions using calibration
methods applied to a calibration target, without the need
for feedback from expensive position encoders.

[0060] Assumingthatthe 36,000by 18,000 pixelimage
discussed previously as an example is captured at eight
bits (one byte) of quantization per pixel, 648 million bytes
(megabytes or MB) of RAM are required to store all of
the data for all of the image strips 77 in their uncom-
pressed raw formatinthe memory 36. A plurality ofimage
strips 77 are assembled into the image 76 during step
212. There are many possible ways to assemble the im-
age from the multiple image strips 77 acquired during the
digitization of the sample 12. The image assembly meth-
od of the currently preferred embodiment of the invention
is to scan the sample 12 so as to slightly overlap the
image strips 77, for example by 10-20 pixels, and to use
these overlapping pixels to fine-tune the x/y alignment of
the image strips 77 into a contiguous image 76. Using
JPEG or other image compression methods, the data
size of the image 76, or the size of individual image strips
77, can be reduced to five to ten percent, or less, of their
original size -- in many cases without appreciable loss in
the information content required by a particular applica-
tion. The scanner 11 is also capable of eliminating from
the image 76 those empty areas that do not contain any
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meaningful imagery data, further reducing the data stor-
age requirements of the image 76.

[0061] One of the motivations for digitizing the sample
12 into a large contiguous image 76, typically at the low
to moderate optical resolutions that are used for manually
scanning of the sample 12 under a conventional optical
microscope, is to be able to apply specialized computer
programs to the resulting imagery data. In step 214, the
analysis of the image 76 that represents a digitized por-
tion of the sample 12, comprises a variety of methods
such as the application of morphological algorithms to
identify and locate specific types of objects in the image
76, for example, normal or abnormal cells. Other exam-
ples of analysis methods functions might include count-
ing or measuring algorithms, or comparison or quality
assurance algorithms to identify defects in the image 76,
or other types of algorithms to differentiate the image 76
from previously measured similar images. It should be
clear that once the digitization of the image of the sample
12 has been completed, the analysis methods that com-
prise step 214 do not require that the sample 12 be phys-
ically present or available. The methods of step 214 can
be applied automatically, or as part of aniterative process
involving an operator who interactively reviews the image
76 as shown in step 216, on the computer monitor 46
that is connected to the scanner 11 via the network 42.
[0062] A decision to return for a high resolution inter-
rogation of selected areas of the sample 12, using infor-
mation obtained from the image 76, for example object
coordinates obtained from the analysis of the image 76
in steps 214 and 216, is made as part of step 218. If the
decision logic in step 218 does not return the analysis to
the sample 12, then the operator’s task is complete. If
the operator wishes to return to the sample 12 as part of
step 218, the decision logic of step 220 determines
whether the high-resolution interrogation is conducted
on a conventional optical microscope as shown in step
222, or using the scanner 11 as per step 224. It should
be realized that coordinate information obtained from a
low to moderate resolution analysis of the image 76 is
sufficient to guide the higher resolution interrogation of
the sample 12 on a conventional microscope. The high-
resolution review of the sample 12 using the scanner 11
comprises step 224 and includes the ability to remotely
control the scanner 11 using many of the previously de-
scribed features of the alternate embodiment of FIG. 2.
For example, the position of the motorized stage 14, as
well as the position of the piezo positioner 24, and the
illumination intensity of the light source 30 may be under
remote control of the operator during step 224. Real-time
imagery, for example from the area scan camera 56 may
be the basis for this review rather than digitized informa-
tion from the sample 12. Alternatively, the operator may
select smaller portions of the sample 12 to be digitized
at higher resolutions using either the line scan camera
18 or the area scan camera 56. In the former case, the
process would return to the steps 202 through 210 com-
prising the digitization of the sample 12 and then return
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directly to step 224. Autofocus would be utilized as re-
quired based on the size of the portion of the sample 12
to be digitized and the depth of field of the microscope
objective lens 16 that is utilized.

[0063] Turning now to FIGS. 5A-5B, a schematic of an
image viewing frame 100 applicable with/to the present
invention is shown which represents one embodiment of
a graphical user interface for displaying the image 76 on
the display monitor 46 for purposes of interactive review-
ing of the image 76 as per step 216. The display of the
image 76 that may be on the order of 36,000 by 18,000
pixels or larger, such as the image 76 described in a prior
example, is not possible on a conventional monitor or
display device such as display monitor 46. The maximum
number of pixels on currently available monitors such as
a 19-inch Hitachi CM751 monitor is about 1600 by 1200
pixels, with 1024 by 768 pixels being more typical. Only
portions of the image 76 can therefore be displayed at
any one time at the full resolution of the entire image 76.
However, it is possible to display a macro image 102,
that is a reduced resolution version of the image 76 on
the display monitor 46, together with a higher resolution
zoom image 104 that corresponds to a portion of the im-
age 76. The region of the macro image 102 that is dis-
played in the zoom image 104 is indicated on the macro
image 102 itself as a zoom region 106 that can be inter-
actively sized and moved over the entire macro image
102 by the operator. In its simplest embodiment, the
zoom region 106 is a fixed rectangular region, but other
icons or shapes, including manually drawnregions, could
also be implemented. The zoom region 106 provides a
critical reference between the macro image 102 and the
zoom image 104. An expanded view of the macro image
102 is shown in FIG. 5B, highlighting the presence, for
illustrative purposes only, of eight schematic objects in
the macro image 102, shown here as four circles and
four rectangles and designated as O1 108, 02 110, 03
112, 04 114, 05 116, 06 118. 07 120 and 08 122. Each
of the objects in a similar class, in this case similar shape,
are distinguished from the other objects in the same class
by a unique pattern. The use of very simple objects is
intended only to illustrate and clarify the relationship be-
tween the different types of information displayed in the
image viewing frame 100. In this case, objects O1 108
and 02 112 are within the zoom region 106 and are thus
displayed in the zoom image 104 that is part of an oper-
ator sizable zoom window 124. The user has the ability,
using icons that are part of a user command window 126
that is also part of the image viewing frame 100, to in-
crease the electronic zoom of the zoom image 104. In
one embodiment, these icons would be clicked using a
mouse as a pointing device, however other means of
pointing to an icon or invoking the function associated
with an icon are known in the art and can be used here
as well. Command icons may be incorporated into any
of the windows that are part of the image viewing frame
100, including the user command window 126. For ex-
ample, an electronic zoom icon can be part of the zoom
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window 124. As the electronic zoom is increased, the
size of the zoom region 106 is decreased on the macro
image 102 so as to maintain a constant sized zoomimage
104.

[0064] General information about any of the images
can be displayed as part of the window corresponding to
thatimage. For example, a macro window 128 might dis-
play the size of the macro image 102 in pixels, the size
of the zoom region 106 in pixels, and the center pixel
coordinates of the zoom region 106. The zoom window
124 might display the amount of electronic zoom applied
to the zoom image 104 together with a reference to a
physical dimension. The size and shape of all windows
such as the macro window 128 and the zoom window
124 can be changed interactively by the operator, similar
to the way that any windows-based software operates,
to accommodate different sample types with different as-
pect ratios.

[0065] The results of step 214, the application of spe-
cialized computer programs to the image 76, are dis-
played in an object window 130 of the image viewing
frame 100. The object window 130 comprises a multitude
of object images, such as object image 132, that each
correspond to different portions of the large contiguous
digital image 76. Depending on their size, the object im-
ages 132 can be displayed as reduced resolution thumb-
printimages in animage gallery type arrangement. Click-
ing or pointing in one of the objectimages 132 also results
in display of that the object image 132 at full resolution
as the zoom image 104 that is part of the zoom window
124. The criteria for displaying object images 132 in the
object window 130 are based on the specialized compu-
ter programs that are applied to the image 76 in step 214.
In the present example, the specialized computer pro-
gram would use simple boundary detection and segmen-
tation algorithms to search the image 76 for the presence
of all objects, in this case objects O1 108 through 08 122,
and display these objects as object images 132 in the
object window 130. A different specialized computer pro-
gram, for example one that is capable of counting objects
and distinguishing circles from squares, could then be
applied to each of the object images 132 to provide a
further level of classification. The results, in this case
numerical results, could be displayed in an analysis win-
dow 134 of the image viewing frame 100. The analysis
window 134 in the present example could contain the
total count of objects, in this case eight, as well as the
total count of objects in either of the two classes of
shapes, square and round. There are many types of spe-
cialized computer programs which could be applied to
the image 76, and many types of objectimages 132 which
could be displayed in the object window 130 as a result
of applying such specialized computer programs to the
image 76. Also, there are many types of more refined
specialized computer programs that could be applied to
the multitude of object images 132 to provide a higher
level of object classification for subsequent display in the
analysis window 134 in a variety of formats. The user
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commands window 126 of the image viewing frame 100
provides a window for interactively selecting the at-
tributes of the image analysis that is performed as part
of step 214, and the criteria for the review of the image
76 in step 216.

[0066] Turning now to FIGS. 6A-6B, a schematic of a
dynamic image viewing frame 150 applicable with/to the
present invention which represents a graphical user in-
terface for dynamically displaying the image 76 on the
display monitor 46 for purposes of interactive reviewing
theimage 76 as per step 216. The method of interactively
reviewing the image 76 is intended to offer a digital im-
aging alternative to manually scanning the sample 12 at
low to moderate resolutions under a conventional micro-
scope while at the same time viewing the optical signal
through the eyepieces of the microscope. One of the ob-
jects is to provide a means of replacing manual scanning
of the sample 12 by dynamically viewing the image 76
that is a digitization of a portion of the sample 12, and
preferably a diffraction-limited digitization of the sample
12, on the display monitor 46. There are many advan-
tages to this approach, including a more comfortable and
controlled viewing environment in which intelligent scan-
ning and electronic zooming methods applied to the dig-
ital imagery data can increase the productivity of an op-
erator charged with finding selected objects, for example
abnormal cells, in the image. Specific objects that are
identified can then be relocated, depending on the deci-
sion logic of steps 218 and 220, under a conventional
microscope or using the scanner 11. Another advantage,
afforded by the connection of the scanner 11 to the net-
work 42, is that the dynamic review of the image 76 can
be performed remotely without requiring access to the
sample 12. Further, reviewing a digitized version of the
sample 12, namely the image 76, lends itself to a variety
of techniques for monitoring the specific areas of the im-
age 76 that have been viewed. It is also straightforward
to measure the time that the operator has spent viewing
specific areas of the image 76.

[0067] The dynamicimage viewingframe 150 includes
the same macro image 102 within the macro window 128
as that in the previously discussed image viewing frame
100 of FIG. 5A. The dynamic image viewing frame 150
also includes the zoom image 104 within the zoom win-
dow 124 and the zoom region 106 that relates the macro
image 102 to the zoom image 104, similar to the image
viewing frame 100 described previously. While the size
of all windows can be changed by the operator, the zoom
window 124 in the dynamic image viewing frame 150 will
typically be smaller than in the previously described im-
age viewing frame 100 to allow a movie image 152 to be
displayed with sufficient resolution withina movie window
154. The movie image 152 is a full resolution dynamic
image that is updated, as required, to simulate scanning
the image 76 at a speed and direction determined by the
operator. Returning again to the example of an image,
such as the image 76, that is 36,000 by 18,000 pixels,
the movie image 152 could be generated by dividing the
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large image 76 into multiple movie image strips 156 that
can be displayed at a user-selectable resolution on the
display monitor 46. For example, if the desired movie
image resolution is 600 by 600 pixels, then the image 76
would be divided into thirty movie image strips 156 of 600
by 36,000 pixels, or alternatively, into sixty movie image
strips 156 of 600 by 18,000 pixels. The movie image strip
156 is then displayed in the movie window 154 of the
dynamicimage viewing frame 150 so as to simulate scan-
ning of the image 76 of the sample 12. One way to sim-
ulate this scanning along either the x- or y-axis is to re-
move at least one previously shown column of pixels
along one edge of the movie image 152 while adding at
least one new column of image pixels along the opposing
edge of the movie image 152. A series of movie images
152 that differs from each other as described can com-
prise the individual frames of a digital movie that is played
and displayed in the movie window 154 on the display
monitor 46 using conventional browser software such as
Media Player from Microsoft. This type of simulated scan-
ning is similar to what might be observed in the binoculars
of a conventional microscope while manually scanning
the sample 12.

[0068] One potential disadvantage of this type of sim-
ulated scanning of the image 76 of the sample 12 is that
objects in the movie image 152 are typically in motion,
making it more challenging for an operator to identify ob-
jects, or requiring the operator to execute multiple stop-
and-go commands during the process of scanning the
image 76 of the sample 12. An alternate scanning method
without the negative effects of motion can also be
achieved with the scanner 11. This alternate process
comprises dividing the movie image strip 156 into con-
tiguous image fields of, for example, 600 by 600 pixels
each, and then displaying these contiguous images one
at a time, preferably with some overlap between images,
as a series of movie images 152. The specific reference
to a 600 by 600 pixel image is only meant to illustrate the
principles of the idea, as images of other size can also
be used. It should be apparent that there are many meth-
ods for dynamically reviewing the image 76 that provide
an advantage over viewing the sample 12 on a conven-
tional microscope. A scan tracker 158 could be shown
on the macro image 102 itself to indicate those regions
of the image 76 that have previously been viewed as
movie images 152. Since the operator can control the
speed of the simulated scanning of the image 76, the
operator may spend more time on some areas than on
others. The scan tracker 158 could be color coded, for
example, to indicate relative dwell times, providing im-
mediate feedback to the operatorregarding the thorough-
ness of the review of the image 76. Other more advanced
simulated image scanning methods are also possible.
For example, specialized computer algorithms might
rank areas of the image 76 in terms of their importance
and present the movie images 152 according to such
relative importance criteria. For sparse images, empty
areas could be skipped entirely, making the operator
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more efficient by not requiring viewing of essentially blank
fields on the image 76. Specialized computer algorithms
could be employed to eliminate from the movie image
152 certain elements of the image 76. For example, clut-
ter or objects or cells that may not be important for the
analysis of image 76, or may not be relevant in making
adiagnosis associated with image 76, could be eliminat-
ed from the image 76 prior to the display of the movie
image 152. Ergonomic controllers such as joysticks,
trackballs, gamepads, or footpedals could also be utilized
to provide further performance improvements over click-
ing and pointing icons or buttons in the user commands
window 126 of the dynamic image viewing frame 150.
Examples of functions that could be useful to dynamically
review the image 76 include functions such as forward
play, backward play, fast forward, rewind, pause, loop,
and other functions similar to what can be found in a
conventional video playing or editing environment. It
should also be realized that depending on the circum-
stances, there may be a need to store individual image
frames, object coordinates, or other data for future ref-
erence or subsequent review of the image 76.

[0069] While the invention has been illustrated and de-
scribed by means of specific embodiments, it is to be
understood that numerous changes and modifications
may be made therein without departing from the scope
of the invention as defined in the appended claims.

Claims

1. A scanner (11) for automatically digitizing at least a
portion of a microscope sample (12) having a primary
sample plane defined by a surface of the sample (12)
having the maximum area, the scanner (11) com-
prising:

a motorized stage (14) for mounting and moving
the sample (12) in a first manner and a second
manner, the first manner being movement of the
sample (12) in the sample plane at constant ve-
locity between a predetermined first position and
a predetermined second position along a prima-
ry axis of travel (x) defined by the first position
and the second position, the second manner be-
ing movement of the sample (12) along a sec-
ondary axis (y) that is orthogonal to the primary
axis of travel (x) and in the sample plane;
anillumination system (28) whereby at leastone
portion of the sample (12) is illuminated;

at least one microscope objective lens (16) po-
sitioned along an optical axis centered about the
portion of the sample (12) illuminated by the il-
lumination system (28) and orthogonal to the
sample plane;

focusing optics (34) whereby an optical signal
from the microscope objective lens (16) is fo-
cused onto an image plane that is orthogonal to
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the optical axis;

at least one line scan camera (18) comprising a
plurality of light-responsive elements disposed
in at least one linear array, the light-responsive
elements positioned in the image plane with re-
spect to the motorized stage (14) such that the
line scan camera (18) has a linear field of view
of a region of the sample (12) on the motorized
stage (14) illuminated by the illumination system
(28) and orthogonal to the primary axis of travel
(x);

a data processor (20) configured for digitizing,
processing, and storing light intensities from the
plurality of light-responsive elements in synchro-
ny with a predetermined sample motion; and

a stage controller (22) connected between the
motorized stage (14) and the data processor
(20) whereby the data processor (20) deter-
mines the position of the motorized stage (14),
wherein the motorized stage (14), the data proc-
essor (20) and the stage controller (22) are con-
figured to provide the sample motion in the form
of movement of the sample (12) in the first man-
ner to acquire a firstimage strip (78) of the sam-
ple (12) followed by movement of the sample
(12) in the second manner to position the line
scan camera (18) for acquiring a second image
strip (80), and repeating the sample motion so
as to generate a complete image (76) of the por-
tion of the sample (12) from the acquired parallel
strips (77, 78, 80, 82) thereof to thereby digitize
the portion of the sample (12), and wherein the
data processor (20) and the stage controller (22)
are configured to, after completing the digitiza-
tion of an individual image strip (77, 78, 80, 82),
decelerate and stop the motorized stage (14),
to move the motorized stage (14) in the second
manner and to accelerate the motorized stage
(14) again to the constant velocity to scan the
subsequent image strip (77, 78, 80, 82), and
wherein allowances, in both time and distance,
are made for the motorized stage (14) to accel-
erate and decelerate at the beginning and end
of each image strip (77, 78, 80, 82) that is
scanned so as to ensure that the motorized
stage (14) is moving at the constant velocity dur-
ing the scanning and digitization process.

The scanner (11) as defined in claim 1, wherein the
motorized stage (14) is capable of moving the sam-
ple (12) in a third manner being movement of the
sample (12) along the optical axis.

The scanner (11) as defined in claim 1, further com-
prising a piezo positioner (24) attached to the atleast
one microscope objective lens (16) for moving the
objective lens (16) along the optical axis.
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The scanner (11) as defined in claim 3, further com-
prising a piezo controller (26) connected between
the piezo positioner (24) and the data processor (20)
whereby the data processor (20) directs the piezo
positioner (24).

The scanner (11) as defined in claim 1, wherein the
motorized stage (14) comprises a plurality of stepper
motors.

The scanner (11) as defined in claim 1, wherein the
motorized stage (14) comprises a plurality of servo
motors and a plurality of position encoders.

The scanner (11) as defined in claim 1, wherein the
illumination system (28) comprises a light source
(30) and illumination optics (32).

The scanner (11) as defined in claim 7, wherein the
light source (30) and illumination optics (32) are op-
timized for transmission mode optical microscopy.

The scanner (11) as defined in claim 8, wherein the
light source (30) comprises a variable intensity hal-
ogen lamp, a concave reflective mirror, and a heat
suppression filter.

The scanner (11) as defined in claim 7, wherein the
light source (30) and illumination optics (32) illumi-
nate at least one substantially circular portion of the
sample (12).

The scanner (11) as defined in claim 7, wherein the
light source (30) and illumination optics (32) are op-
timized for reflection mode optical microscopy.

The scanner (11) as defined in claim 7, wherein the
light source (30) and illumination optics (32) are op-
timized for fluorescence mode optical microscopy.

The scanner (11) as defined in claim 7, wherein the
light source (30) and illumination optics (32) are each
connected to the data processor (20) whereby the
data processor (20) maintains optimum illumination.

The scanner (11) as defined in claim 1, wherein the
at least one microscope objective lens (16) is of the
infinity-corrected type.

The scanner (11) as defined in claim 1, wherein the
focusing optics (34) comprises a tube lens optic
mounted inside of a mechanical tube.

The scanner (11) as defined in claim 15, wherein the
tube lens optic is selected to provide diffraction-lim-

ited imaging.

The scanner (11) as defined in claim 1, wherein the
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line scan camera (18) is capable of bi-directional
scanning.

The scanner (11) as defined in claim 1, further com-
prising a memory (36) connected to the data proc-
essor (20) whereby data is stored.

The scanner (11) as defined in claim 1, further com-
prising a communications port (40) connected to the
data processor (20) whereby the scanner (11) com-
municates with at least one computer (44) via a net-
work (42).

The scanner (11) as defined in claim 1, further com-
prising a fluorescence filter cube (50) positioned
along the optical axis between the at least one mi-
croscope objective lens (16) and the focusing optics
(34).

The scanner (11) as defined in claim 1, further com-
prising a beam splitter (52) positioned along the op-
tical axis between the at least one microscope ob-
jective lens (16) and the focusing optics (34) whereby
the optical signal from the microscope objective lens
(16) is split into at least a second optical axis.

The scanner (11) as defined in claim 21, further com-
prising:

second focusing optics (54) whereby the optical
signal from the beam splitter (52) is focused onto
a second image plane that is orthogonal to the
at least a second optical axis; and

at least a second camera comprising a plurality
of light-responsive elements positioned in the
second image plane;

wherein the second camera is connected to the data
processor (20).

The scanner (11) as defined in claim 22, wherein the
at least a second camera comprises an area scan
camera (56).

The scanner (11) as defined in claim 1, further com-
prising:

a motorized nose-piece (62) capable of holding
a plurality of microscope objectives lens (16);
and

atleasta second microscope objective lens (16);

wherein both the at least one and the at least a sec-
ond microscope objective lenses (16) are held by
the motorized nose-piece (62).

The scanner (11) as defined in claim 24, further com-
prising a nose-piece controller (64) connected be-
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tween the motorized nose-piece (62) and the data
processor (20) whereby the data processor (20) se-
lects from among the plurality of microscope objec-
tive lenses (16) held by the motorized nose-piece
(62).

The scanner (11) as defined in claim 1, further com-
prising a motorized nose-piece (62) capable of hold-
ingand moving the atleast one microscope objective
lens (16) in a first manner and a second manner, the
first manner being movement of the microscope ob-
jective lens (16) parallel to the sample plane at sub-
stantially constant velocity between a predetermined
first position and a predetermined second position
along a primary axis of travel defined by the first po-
sition and the second position, the second manner
being movement of the microscope objective lens
(16) along a secondary axis that is orthogonal to the
primary axis of travel and in the sample parallel
plane.

The scanner (11) as defined in claim 26, further com-
prising a nose-piece controller (64) connected be-
tween the motorized nose-piece (62) and the data
processor (20) whereby the data processor (20) de-
termines the position of the microscope objective
lens (16) held by the motorized nose-piece (62).

The scanner (11) as defined in claim 1, further com-
prising a local output device and at least one local
input device each connected to the data processor
(20) of the scanner (11).

The scanner (11) as defined in claim 1, wherein the
illumination system (28) is optimized for fluores-
cence mode optical microscopy.

The scanner (11) as defined in claim 1, wherein the
illumination system (28) is optimized for transmis-
sion mode optical microscopy.

The scanner (11) as defined in claim 1, wherein the
illumination system (28) is optimized for reflection
mode optical microscopy.

The scanner (11) as defined in claim 1, wherein the
illumination system (28) is optimized for bright-field
optical microscopy.

The scanner (11) as defined in claim 1, wherein the
motorized stage (14) comprises a stepping motor.

The scanner (11) as defined in claim 1, wherein the
motorized stage (14) comprises a servo motor.

The scanner (11) as defined in claim 1, wherein the
atleast one line scan camera (18) comprises a three
channel color array (86).
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The scanner (11) as defined in claim 1, wherein the
at least one line scan camera (18) comprises a time
delay integration (TDI) array (88).

The scanner (11) as defined in claim 1, wherein the
at least one line scan camera (18) comprises a plu-
rality of time delay integration (TDI) arrays (88).

The scanner (11) as defined in claim 36 or 37, where-
in the TDI array comprises a plurality of linear arrays.

The scanner (11) as defined in any of claims 36-38,
wherein each TDl array (88) comprises a three chan-
nel color array (86).

The scanner (11) as defined in claim 1, further com-
prising a prism to split the optical signal into three
color channels.

The scanner (11) as defined in claim 40, wherein the
at least one line scan camera (18) comprises a plu-
rality of time delay integration (TDI) arrays (88).

The scanner (11) as defined in claim 40 or 41, where-
in the at least one line scan camera (18) comprises
a time delay integration (TDI) array (88) for each
color channel.

The scanner (11) as defined in claim 1, wherein the
atleast one line scan camera (18) comprises a linear
array integrated into an imaging electronic module.

An optical microscopy system (10) for automatically
digitizing and reviewing at least a portion of a micro-
scope sample (12) having a primary sample plane
defined by a surface of the sample (12) having the
maximum area, the system (10) comprising:

a network (42);

atleast one computer (44) connected to the net-
work (42); and

a scanner (11) according to any of claims | to
43, the scanner being connected to the network
(42).

The system as defined in claim 44, further compris-
ing a local output device and at least one local input
device each connected to the scanner (11).

A method of automatically digitizing with a scanner
(11) at least a portion of a microscope sample (12)
having a primary sample plane defined by a surface
of the sample (12) having the maximum area, the
scanner (11) comprising a linear array camera digi-
tizing detector (18) and a motorized stage (14) for
moving the sample (12), the method comprising the
steps of:
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digitally scanning and storing a first image strip
(78) from the portion of the sample (12) using
the linear array camera digitizing detector (18),
while the sample (12) is moving in a first manner
with respect to the linear array camera digitizing
detector (18), the first manner being movement
of the sample (12) in the sample plane at con-
stant velocity between a predetermined first po-
sition and a predetermined second position
along a primary axis of travel (x) defined by the
first position and the second position;

moving the sample (12) in a second manner so
as to position the detector (18) for digitally scan-
ning and storing a second image strip (80) from
the portion of the sample (12), the second man-
ner being movement of the sample (12) along a
secondary axis (y) that is orthogonal to the pri-
mary axis of travel (x) and in the sample plane;
digitally scanning and storing the second image
strip (80) from the portion of the sample (12),
while the sample (12) is moving in the first man-
ner with respect to the detector (18);

repeating the steps of digitally scanning and
storing image strips (77) until the portion of the
microscope sample (12) has been completely
digitized; and

assembling the plurality of parallel image strips
(77, 78, 80, 82) into a contiguous image (76),

wherein after completing the digitization of an indi-
vidual image strip (77, 78, 80, 82) the motorized
stage (14) decelerates, comes to a stop, moves in
the second manner and accelerates again to the con-
stant velocity to scan the subsequentimage strip (77,
78, 80, 82), and wherein allowances, in both time
and distance, are made for the motorized stage (14)
to accelerate and decelerate at the beginning and
end of each image strip (77, 78, 80, 82) that is
scanned so as to ensure that the motorized stage
(14) is moving at the constant velocity during the
scanning and digitization process.

The method as defined in claim 46, wherein the step
of digitally scanning and storing a first image strip is
performed in a first direction and the step of digitally
scanning and storing a second image strip is per-
formed in a second direction that is opposite to the
first direction.

Patentanspriiche

1.

Scanner (11) zum automatischen Digitalisieren von
mindestens einem Abschnitt einer Mikroskopprobe
(12), die eine Hauptprobenebene aufweist, die von
einer Flache der Probe (12) mit dem maximalem Be-
reich definiert ist, wobei der Scanner (11) aufweist:
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einen motorisierten Tisch (14) zum Anbringen
und zum Bewegen der Probe (12) auf eine erste
Weise und auf eine zweite Weise, wobei die ers-
te Weise eine Bewegung der Probe (12) in der
Probenebene mit einer konstanten Geschwin-
digkeit zwischen einer vorbestimmten ersten
Position und einer vorbestimmten zweiten Po-
sition entlang einer Hauptverfahrachse (x) ist,
die von der ersten Position und der zweiten Po-
sition definiert ist, wobei die zweite Weise eine
Bewegung der Probe (12) entlang einer Neben-
achse (y) ist, die senkrecht zu der Hauptverfahr-
achse (x) und in der Probenebene ist,

ein Beleuchtungssystem (28), womit mindes-
tens ein Abschnitt der Probe (12) beleuchtet
wird,

mindestens eine Mikroskopobjektivlinse (16),
die entlang einer optischen Achse positioniert
ist, die um den Abschnitt der von dem Beleuch-
tungssystem (28) beleuchteten Probe (12) zen-
triert und senkrecht zu der Probenebene ist,
eine Fokussieroptik (34), womit ein optisches Si-
gnal aus der Mikroskopobjektivlinse (16) auf ei-
ne Bildebene fokussiert wird, die senkrecht zu
der optischen Achse ist,

mindestens eine Zeilenabtastkamera (18), die
eine Vielzahl von lichtempfindlichen Elementen
aufweist, die in mindestens einem Linienbereich
angeordnet sind, wobei die lichtempfindlichen
Elemente in der Bildebene bezliglich des moto-
risierten Tisches (14) positioniert sind, so dass
die Zeilenabtastkamera (18) eine Linienbereich-
ansicht eines Bereichs der Probe (12) auf dem
motorisierten Tisch (14) hat, beleuchtet von dem
Beleuchtungssystem (28) und senkrecht zu der
Hauptverfahrachse (x),

ein Datenprozessor (20), der zum Digitalisieren,
zum Verarbeiten und zum Speichern von
Lichtintensitaten von der Vielzahl von lichtemp-
findlichen Elementen synchron mit einer vorbe-
stimmten Probebewegung ausgebildet ist, und
eine Tischsteuerung (22), die zwischen den mo-
torisierten Tisch (14) und den Datenprozessor
(20) gekoppelt ist, womit der Datenprozessor
(20) die Position des motorisierten Tisches (14)
bestimmt, wobei der motorisierte Tisch (14), der
Datenprozessor (20) und die Tischsteuerung
(22) ausgebildet sind zum Bereitstellen der Pro-
bebewegung in der Bewegungsform der Probe
(12) aufdie erste Weise zum Erfassen eines ers-
ten Bildstreifens (78) der Probe (12), gefolgt von
einer Bewegung der Probe (12) auf die zweite
Weise zum Positionieren der Zeilenabtastka-
mera (18) zum Erfassen eines zweiten Bildstrei-
fens (80) und zum Wiederholen der Probebe-
wegung, um ein Komplettbild (76) des Ab-
schnitts der Probe (12) aus den davon erfassten,
parallelen Streifen (77, 78, 80, 82) zu erzeugen,
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so dass dadurch der Abschnitt der Probe (12)
digitalisiert wird, und wobei der Datenprozessor
(20) und die Tischsteuerung (22) ausgebildet
sind, um, nachdem die Digitalisierung eines in-
dividuellen Bildstreifens (77, 78, 80, 82) vervoll-
sténdigt ist, den motorisierten Tisch (14) zu ver-
langsamen und zu stoppen, den motorisierten
Tisch (14) auf die zweite Weise zu bewegen und
den motorisierten Tisch (14) wieder auf die kon-
stante Geschwindigkeitzum Scannen des nach-
folgenden Bildstreifens (77, 78, 80, 82) zu be-
schleunigen, und wobei Zugaben sowohl in der
Zeit als auch im Abstand fiir den motorisierten
Tisch (14) zum Beschleunigen und zum Ver-
langsamen am Anfang und am Ende jedes Bild-
streifens (77, 78, 80, 82), der gescanntwird, vor-
gesehen sind, so dass sichergestellt ist, dass
der motorisierte Tisch (14) mit der konstanten
Geschwindigkeit wahrend des Scann-und Digi-
talisiervorganges bewegt wird.

Scanner (11) wie in Anspruch 1 definiert, wobei der
motorisierte Tisch (14) zum Bewegen der Probe (12)
aufeine dritte Weise im Stande ist, die die Bewegung
der Probe (12) entlang der optischen Achse ist.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend einen Piezo-Positionierer (24), der an min-
destens einer Mikroskopobijektivlinse (16) zum Be-
wegen der Objektivlinse (16) entlang der optischen
Achse angebracht ist.

Scanner (11) wie in Anspruch 3 definiert, ferner auf-
weisend eine zwischen den Piezo-Positionierer (24)
und den Datenprozessor (20) gekoppelte Piezo-
Steuerung (26), womit der Datenprozessor (20) den
Piezo-Positionierer (24) fihrt.

Scanner (11) wie in Anspruch 1 definiert, wobei der
motorisierte Tisch (14) eine Vielzahl von Schrittmo-
toren aufweist.

Scanner (11) wie in Anspruch 1 definiert, wobei der
motorisierte Tisch (14) eine Vielzahl von Servomo-
toren und eine Vielzahl von Positionsmeldern auf-
weist.

Scanner (11) wie in Anspruch 1 definiert, wobei das
Beleuchtungssystem (28) eine Lichtquelle (30) und
eine Beleuchtungsoptik (32) aufweist.

Scanner (11) wie in Anspruch 7 definiert, wobei die
Lichtquelle (30) und die Beleuchtungsoptik (32) fur
einen Ubertragungsmodus von optischer Mikrosko-
pie optimiert sind.

Scanner (11) wie in Anspruch 8 definiert, wobei die
Lichtquelle (30) eine Halogenlampe mit variabler In-
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tensitat, einen konkaven Reflektionsspiegel und ei-
nen Warmesperrfilter aufweist.

Scanner (11) wie in Anspruch 7 definiert, wobei die
Lichtquelle (30) und die Beleuchtungsoptik (32) min-
destens einen im Wesentlichen kreisférmigen Ab-
schnitt der Probe (12) beleuchtet.

Scanner (11) wie in Anspruch 7 definiert, wobei die
Lichtquelle (30) und die Beleuchtungsoptik (32) fur
den Reflektionsmodus von optischer Mikroskopie
optimiert sind.

Scanner (11) wie in Anspruch 7 definiert, wobei die
Lichtquelle (30) und die Beleuchtungsoptik (32) fur
einen Fluoreszenzmodus von optischer Mikroskopie
optimiert sind.

Scanner (11) wie in Anspruch 7 definiert, wobei die
Lichtquelle (30) und die Beleuchtungsoptik (32) je-
weils an den Datenprozessor (20) gekoppelt sind,
womit der Datenprozessor (20) eine Optimalbe-
leuchtung aufrechterhalt.

Scanner (11) wie in Anspruch 1 definiert, wobei die
mindestens eine Mikroskopobjektivlinse (16) vom In-
der-Unendlichkeit-Korrigierten Typ ist.

Scanner (11) wie in Anspruch 1 definiert, wobei die
Fokussieroptik (34) eine Rohrlinsenoptik aufweist,
die auf der Innenseite eines Konstruktionsrohres an-
gebracht ist.

Scanner (11) wie in Anspruch 15 definiert, wobei die
Rohrlinsenoptik zum Vorsehen eines beugungsbe-
grenzten Abbildens ausgewahlt wird.

Scanner (11) wie in Anspruch 1 definiert, wobei die
Zeilenabtastkamera (18) zum bidirektionalen Scan-
nen im Stande ist.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend einen an den Datenprozessor (20) gekop-
pelten Speicher (36), womit Daten gespeichert wer-
den.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend einen an dem Datenprozessor (20) gekop-
pelten Kommunikationsanschluss (40), womit der
Scanner (11) mit mindestens einem Computer (44)
Uber ein Netzwerk (42) kommuniziert.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend einen FluoreszenZfilterkubus (50), der ent-
lang der optischen Achse zwischen mindestens ei-
ner Mikroskopobjektivlinse (16) und der Fokussier-
optik (34) positioniert ist.
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Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend einen entlang der optischen Achse zwi-
schen der mindestens einen Mikroskopobijektivlinse
(16) und der Fokussieroptik (34) positionierten
Strahlenteiler (52), womit das optische Signal aus
der Mikroskopobjektivlinse (16) in mindestens eine
zweite optische Achse aufgeteilt wird.

Scanner (11) wie in Anspruch 21 definiert, ferner auf-
weisend:

eine zweite Fokussieroptik (54), womit das op-
tische Signal aus dem Strahlenteiler (52) auf ei-
ne zweite Bildebene fokussiert wird, die senk-
recht zu der mindestens einen zweiten opti-
schen Achse ist, und

mindestens eine zweite Kamera, die eine Viel-
zahl von lichtempfindlichen Elementen auf-
weist, die in der zweiten Bildebene positioniert
sind,

wobei die zweite Kamera an den Datenprozessor
(20) gekoppelt ist.

Scanner (11) wie in Anspruch 22 definiert, wobei die
mindestens eine zweite Kamera eine Feld-Scann-
Kamera (56) aufweist.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend:

einen motorisierten Objektivwechselrevolver
(62), der zum Halten einer Vielzahl von Mikros-
kopobjektivlinsen (16) im Stande ist, und
mindestens eine zweite Mikroskopobjektivlinse
(16),

wobei sowohl die mindestens eine als auch die min-
destens eine zweite Mikroskopobjektivlinse (16) von
dem motorisierten Objektivwechselrevolver (62) ge-
halten werden.

Scanner (11) wie in Anspruch 24 definiert, ferner auf-
weisend eine zwischen den motorisierten Objektiv-
wechselrevolver (62) und den Datenprozessor (20)
gekoppelte Objektivwechselrevolversteuerung (64),
womit der Datenprozessor (20) aus der Vielzahl von
Mikroskopieobjektivlinsen (16) auswahlt, die von
dem motorisierten Objektivwechselrevolver (62) ge-
halten werden.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend einen motorisierten Objektivwechselrevol-
ver (62), der zum Halten und zum Bewegen der min-
destens einen Mikroskopobijektivlinse (16) auf eine
erste Weise und auf eine zweite Weise im Stande
ist, wobei die erste Weise eine Bewegung der Mi-
kroskopobijektivlinse (16) parallel zu der Probenebe-
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ne bei im Wesentlich konstanter Geschwindigkeit
zwischen einer vorbestimmten ersten Position und
einer vorbestimmten zweiten Position entlang einer
Hauptverfahrachse ist, die von der ersten Position
und von der zweiten Position definiert ist, wobei die
zweite Weise eine Bewegung der Mikroskopobjek-
tivlinse (16) entlang einer Nebenachse ist, die senk-
recht zu der Hauptverfahrachse und in der Proben-
parallelebene ist.

Scanner (11) wie in Anspruch 26 definiert, ferner auf-
weisend eine zwischen den motorisierten Objektiv-
wechselrevolver (62) und den Datenprozessor (20)
gekoppelte Objektivwechselrevolversteuerung (64),
womit der Datenprozessor (20) die Position einer Mi-
kroskopieobjektivlinse (16) ermittelt, die von dem
motorisierten Objektivwechselrevolver (62) gehal-
ten wird.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend eine lokale Ausgabevorrichtung und min-
destens eine lokale Eingabevorrichtung, wobei jede
an den Datenprozessor (20) des Scanners (11) ge-
koppelt ist.

Scanner (11) wie in Anspruch 1 definiert, wobei das
Beleuchtungssystem (28) fiir einen optischen Fluo-
reszenzmodus von optischer Mikroskopie optimiert
ist.

Scanner (11) wie in Anspruch 1 definiert, wobei das
Beleuchtungssystem (28) fiir einen Ubertragungs-
modus von optischer Mikroskopie optimiert ist.

Scanner (11) wie in Anspruch 1 definiert, wobei das
Beleuchtungssystem (28) fir einen Reflektionsmo-
dus von optischer Mikroskopie optimiert ist.

Scanner (11) wie in Anspruch 1 definiert, wobei das
Beleuchtungssystem (28) fir Hellfeldoptische-Mi-
kroskopie optimiert ist.

Scanner (11) wie in Anspruch 1 definiert, wobei der
motorisierte Tisch (14) einen Schrittmotor aufweist.

Scanner (11) wie in Anspruch 1 definiert, wobei der
motorisierte Tisch (14) einen Servomotor aufweist.

Scanner (11) wie in Anspruch 1 definiert, wobei die
mindestens eine Zeilenabtastkamera (18) einen
Dreikanalfarbbereich(86) aufweist.

Scanner (11) wie in Anspruch 1 definiert, wobei die
mindestens eine Zeilenabtastkamera (18) einen
Zeitverzoégerungsintegrations(TDI)-Bereich (88)
aufweist.

Scanner (11) wie in Anspruch 1 definiert, wobei die
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mindestens eine Zeilenabtastkamera (18) eine Viel-
zahl von Zeitverzégerungsintegrations(TDI)-Berei-
chen (88) aufweist.

Scanner (11) wie in Anspruch 36 oder 37 definiert,
wobei der TDI-Bereich eine Vielzahl von Linienbe-
reichen aufweist.

Scanner (11) wie in einem der Anspriiche 36 - 38
definiert, wobei jeder TDI-Bereich (88) einen Drei-
kanalfarbbereich (86) aufweist.

Scanner (11) wie in Anspruch 1 definiert, ferner auf-
weisend ein Prisma zum Auftrennen des optischen
Signals in drei Farbkanale.

Scanner (11) wie in Anspruch 40 definiert, wobei
mindestens eine Zeilenabtastkamera (18) eine Viel-
zahl von Zeitverzégerungsintegrations(TDI)-Berei-
chen (88) aufweist.

Scanner (11) wie in Anspruch 40 oder 41 definiert,
wobei die mindestens eine Zeilenabtastkamera (18)
einen Zeitverzégerungsintegrations(TDI)-Bereich
(88) fiir jeden Farbkanal aufweist.

Scanner (11) wie in Anspruch 1 definiert, wobei die
mindestens eine Zeilenabtastkamera (18) einen Li-
nienbereich aufweist, der in einem bilderzeugenden
Elektronikmodul integriert ist.

Optisches Mikroskopiesystem (10) zum automati-
schen Digitalisieren und zum Uberpriifen mindes-
tens eines Abschnitts einer Mikroskopieprobe (12),
die eine Hauptprobenebene hat, die von einer Fla-
che der Probe (12) mit dem Maximalbereich definiert
ist, wobei das System (10) aufweist:

ein Netzwerk (42),

mindestens einen Computer (44), der an das
Netzwerk (42) gekoppelt ist, und

einen Scanner (11) gemal einem der Anspri-
che 1 bis 43, wobei der Scanner an das Netz-
werk (42) gekoppelt ist.

System wie in Anspruch 44 definiert, ferner aufwei-
send eine lokale Ausgabevorrichtung und mindes-
tens eine lokale Eingabevorrichtung, wobei jede an
den Scanner (11) gekoppelt ist.

Verfahren zum automatischen Digitalisieren mit ei-
nem Scanner (11) von mindestens einem Abschnitt
einer Mikroskopieprobe (12), die eine Hauptprobe-
nebene hat, die von einer Flache der Probe (12) mit
dem maximalen Bereich definiert ist, wobei der
Scanner (11) einen Linienbereichkameradigitalde-
tektor (18) und einen motorisierten Tisch (14) zum
Bewegen der Probe (12) aufweist, wobei das Ver-
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fahren die Schritte aufweist:

digitales Scannen und Speichern eines ersten
Bildstreifens (78) aus dem Abschnitt der Probe
(12) unter Verwendung des Linienbereichkame-
radigitaldetektors (18), wobei die Probe (12) auf
eine erste Weise bezliglich des Linienbereich-
kameradigitaldetektors (18) bewegt wird, wobei
die erste Weise die Bewegung der Probe (12)
in der Probenebene bei konstanter Geschwin-
digkeit zwischen einer vorbestimmten ersten
Position und einer vorbestimmten zweiten Po-
sition entlang einer Hauptverfahrachse (x) ist,
die von der ersten Position und der zweiten Po-
sition definiert ist,

Bewegen der Probe (12) auf eine zweite Weise,
so dass der Detektor (18) zum digitalen Scan-
nen und Speichern eines zweiten Bildstreifens
(80) von dem Abschnitt der Probe (12) positio-
niert wird, wobei die zweite Weise eine Bewe-
gung der Probe (12) entlang einer Nebenachse
(y) ist, die senkrecht zu der Hauptverfahrachse
(x) und in der Probenebene ist,

digitales Scannen und Speichern des zweiten
Bildstreifens (80) von dem Abschnitt der Probe
(12), wobei die Probe (12) auf die erste Weise
bezlglich des Detektors (18) bewegt wird,
Wiederholen der Schritte des digitalen Scan-
nens und Speicherns von Bildstreifen (77), bis
der Abschnitt der Mikroskopieprobe (12) voll-
sténdig digitalisiert worden ist, und
Zusammensetzen der Vielzahl von parallelen
Bildstreifen (77, 78, 80, 82) in ein zusammen-
hangendes Bild (76),

wobeinach dem Vervollstdndigen der Digitalisierung
eines individuellen Bildstreifens (77, 78, 80, 82) der
motorisierte Tisch (14) verlangsamt wird, zum Hal-
ten gebracht wird, auf eine zweite Weise bewegt wird
und erneut auf die konstante Geschwindigkeit zum
Scannen des nachfolgenden Bildstreifens (77, 78,
80, 82) beschleunigt wird und wobei Zugaben so-
wohl in der Zeit als auch im Abstand fir den moto-
risierten Tisch (14) zum Beschleunigen und zum
Verlangsamen am Anfang und am Ende jedes Bild-
streifens (77, 78, 80, 82), der gescannt wird, vorge-
sehen sind, so dass sichergestellt ist, dass der mo-
torisierte Tisch (14) mit konstanter Geschwindigkeit
wahrend des Scann- und Digitalisierungsvorganges
bewegt wird.

Verfahren wie in Anspruch 46 definiert, wobei der
Schrittdes digitalen Scannens und Speicherns eines
ersten Bildstreifens in einer ersten Richtung durch-
geflhrt wird und der Schritt des digitalen Scannens
und Speicherns eines zweiten Bildstreifens in einer
zweiten Richtung durchgefiihrt wird, die der ersten
Richtung entgegengesetzt ist.

10

15

20

25

30

35

40

45

50

55

23

Revendications

Scanner (11) pour numériser automatiquement au
moins une partie d’'un échantillon de microscope (12)
ayant un plan d’échantillon primaire défini par une
surface de I'échantillon (12) ayant la surface maxi-
mum, le scanner (11) comprenant :

une platine motorisée (14) pour monter et dé-
placerI’échantillon (12) d’une premiére maniere
et d'une seconde maniére, la premiére maniére
étant un mouvement de I'échantillon (12) dans
le plan de I'échantillon a une vitesse constante
entre une premiére position prédéterminée et
une seconde position prédéterminée le long
d’un axe primaire de déplacement (x) défini par
la premiére position et la seconde position, la
seconde maniére étant un mouvement de
I’échantillon (12) le long d’un axe secondaire (y)
qui est perpendiculaire a I'axe primaire de dé-
placement (x) et dans le plan de I'échantillon ;

un systéme d’éclairage (28) au moyen duquel
au moins une partie de I'échantillon (12) est
éclairée ;

au moins un objectif de microscope (16) posi-
tionné le long d’un axe optique centré autour de
la partie de I'échantillon (12) éclairée par le sys-
teme d’éclairage (28) et perpendiculaire au plan
de I’échantillon ;

un dispositif optique de focalisation (34) au
moyen duquel un signal optique provenant de
I'objectif de microscope (16) est focalisé sur un
plan image qui est perpendiculaire a I'axe
optique ;

au moins une caméra de balayage de ligne (18)
comprenant une pluralité d’éléments photosen-
sibles disposés dans au moins un réseau linéai-
re, les éléments photosensibles étant position-
nés dans le plan image par rapport a la platine
motorisée (14) de telle maniére que la caméra
de balayage de ligne (18) a un champ de vision
linéaire d’'une région de I'échantillon (12) sur
I’échantillon motorisé (14) éclairé par le systéme
d’éclairage (28) et perpendiculaire a 'axe pri-
maire de déplacement (x) ;

un processeur de données (20) configuré pour
numeériser, traiter et stocker des intensités lumi-
neuses a partir de la pluralité d’éléments photo-
sensibles de maniere synchronisée avec un
mouvement d’échantillon prédéterminé ; et

un contréleur de platine (22) connecté entre la
platine motorisée (14) et le processeur de don-
nées (20) au moyen duquel le processeur de
données (20) détermine la position de la platine
motorisée (14), ou la platine motorisée (14), le
processeur de données (20) et le contréleur de
platine (22) sont configurés pour assurer le mou-
vement de I'échantillon sous la forme d’un mou-
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vement de I'échantillon (12) selon la premiére
manieére pour acquérir une premiere bande
d’'image (78) de I'échantillon (12), suivi par un
mouvement de I'échantillon (12) selon la secon-
de maniére pour positionner la caméra de ba-
layage de ligne (18) pour acquérir une seconde
bande d’'image (80), et répéter le mouvement
de I'échantillon de maniére a générer une image
compléte (76) de la partie de I'échantillon (12)
a partir des bandes paralléles acquises (77, 78,
80, 82) de celui-ci afin de numériser, par ce
moyen, la partie de I'échantillon (12), et ou le
processeur de données (20) et le contréleur de
platine (22) sont configurés pour, aprés ache-
vement de la numérisation d’'une bande d'image
individuelle (77, 78, 80, 82), décélérer et arréter
la platine motorisée (14), pour déplacer la plati-
ne motorisée (14) de la seconde maniére et pour
accélérer la platine motorisée (14) a nouveau a
vitesse constante pour scanner la bande d’'ima-
ge suivante (77, 78, 80, 82), et ou des alloca-
tions, a la fois au niveau du temps et de la dis-
tance, sont prévues pour que la platine motori-
sée (14) accélére et décélére au début et a la
fin de chaque bande d’image (77, 78, 80, 82)
qui est scannée de maniére a garantir que la
platine motorisée (14) se déplace a la vitesse
constante au cours du processus de balayage
et de numérisation.

Scanner (11) tel que défini dans la revendication 1,
dans lequel la platine motorisée (14) est capable de
déplacer I'échantillon (12) d’une troisieme maniére
consistant en un mouvement de I'échantillon (12) le
long de I'axe optique.

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre un positionneur piézoélectri-
que (24) fixé audit au moins un objectif de micros-
cope (16) pour déplacer I'objectif (16) le long de I'axe
optique.

Scanner (11) tel que défini dans la revendication 3,
comprenant en outre un contréleur piézoélectrique
(26) connecté entre le positionneur piézoélectrique
(24) et le processeur de données (20), moyennant
quoi le processeur de données (20) dirige le posi-
tionneur piézoélectrique (24).

Scanner (11) tel que défini dans la revendication 1,
dans lequel la platine motorisée (14) comprend une
pluralité de moteurs pas-a-pas.

Scanner (11) tel que défini dans la revendication 1,
dans lequel la platine motorisée (14) comprend une
pluralité de servomoteurs et une pluralité de codeurs
de position.
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Scanner (11) tel que défini dans la revendication 1,
dans lequel le systéme d’éclairage (28) comprend
une source de lumiére (30) et un dispositif optique
d’éclairage (32).

Scanner (11) tel que défini dans la revendication 7,
dans lequel la source de lumiéere (30) et le dispositif
optique d’éclairage (32) sont optimisés pour une mi-
croscopie optique en mode transmission.

Scanner (11) tel que défini dans la revendication 8,
dans lequel la source de lumiére (30) comprend une
lampe halogéne a intensité variable, un miroir réflé-
chissant concave et un filtre de suppression de cha-
leur.

Scanner (11) tel que défini dans la revendication 7,
dans lequel la source de lumiéere (30) et le dispositif
optique d’éclairage (32) éclairent au moins une par-
tie sensiblement circulaire de I'échantillon (12).

Scanner (11) tel que défini dans la revendication 7,
dans lequel la source de lumiéere (30) et le dispositif
optique d’éclairage (32) sont optimisés pour une mi-
croscopie optique en mode réflexion.

Scanner (11) tel que défini dans la revendication 7,
dans lequel la source de lumiéere (30) et le dispositif
optique d’éclairage (32) sont optimisés pour une mi-
croscopie optique en mode fluorescence.

Scanner (11) tel que défini dans la revendication 7,
dans lequel la source de lumiéere (30) et le dispositif
optique d’éclairage (32) sont chacun connectés au
processeur de données (20), moyennant quoi le pro-
cesseur de données (20) maintient un éclairage op-
timum.

Scanner (11) tel que défini dans la revendication 1,
dans lequel le au moins un objectif de microscope
(16) est de type corrigé a l'infini.

Scanner (11) tel que défini dans la revendication 1,
dans lequel le dispositif optique de focalisation (34)
comprend une optique a lentilles tubulaire montée a
I'intérieur d’un tube mécanique.

Scanner (11) tel que défini dans la revendication 15,
dans lequel l'optique a lentilles tubulaire est sélec-
tionnée pour procurer une imagerie a diffraction li-
mitée.

Scanner (11) tel que défini dans la revendication 1,
dans lequel la caméra de balayage de ligne (18) est
capable d’effectuer un balayage bidirectionnel.

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre une mémoire (36) connectée
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au processeur de données (20) au moyen de laquel-
le des données sont stockées.

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre un port de communication (40)
connecté au processeur de données (20) au moyen
duquel le scanner (11) communique avec au moins
un ordinateur (44) via un réseau (42).

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre un cube de filtre de fluorescen-
ce (50) positionné le long de I'axe optique entre I'au
moins un objectif de microscope (16) et le dispositif
optique de focalisation (34).

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre un séparateur de faisceau (52)
positionné le long de I'axe optique entre le au moins
un objectif de microscope (16) et le dispositif optique
de focalisation (34), au moyen duquel le signal op-
tique provenant de I'objectif de microscope (16) est
séparé sur au moins un second axe optique.

Scanner (11) tel que défini dans la revendication 21,
comprenant en outre :

un second dispositif optique de focalisation (54),
aumoyen duquel le signal optique provenant du
séparateur de faisceau (52) est focalisé sur un
second plan image qui est perpendiculaire audit
au moins un second axe optique ; et

au moins une seconde caméra comprenant une
pluralité d’éléments photosensibles positionnés
dans le second plan image ;

ou la seconde caméra est connectée au processeur
de données (20).

Scanner (11) tel que défini dans la revendication 22,
dans lequel ladite au moins une seconde caméra
comprend une caméra de balayage de zone (56).

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre :

un nez motorisé (62) capable de porter une plu-
ralité d’objectifs de microscope (16) ; et

au moins un second objectif de microscope
(16);

ou alafois ledit au moins un et ledit au moins second
objectifs de microscope (16) sont maintenus par le
nez motorisé (62).

Scanner (11) tel que défini dans la revendication 24,
comprenant en outre un contréleur de nez motorisé
(64) connecté entre le nez motorisé (62) et le pro-
cesseur de données (20), au moyen duquel le pro-
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cesseur de données (20) effectue une sélection par-
mi la pluralité d’objectifs de microscope (16) portés
par le nez motorisé (62).

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre un nez motorisé (62) capable
de porter et de déplacer 'au moins un objectif de
microscope (16) d’'une premiere maniéere et d’'une
seconde maniére, la premiére maniere étant un
mouvement de I'objectif de microscope (16) paral-
lele au plan de I'’échantillon a une vitesse sensible-
ment constante entre une premiére position prédé-
terminée et une seconde position prédéterminée le
long d’un axe primaire de déplacement défini par la
premiére position et la seconde position, la seconde
maniére étant un mouvement de 'objectif de micros-
cope (16) le long d’'un axe secondaire qui est per-
pendiculaire al'axe primaire de déplacement et dans
le plan paralléle a I'’échantillon.

Scanner (11) tel que défini dans la revendication 26,
comprenant en outre un contréleur de nez motorisé
(64) connecté entre le nez motorisé (62) et le pro-
cesseur de données (20), au moyen duquel le pro-
cesseur de données (20) détermine la position de
I'objectif de microscope (16) porté par le nez moto-
risé (62).

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre un dispositif de sortie local et
au moins un dispositif d’entrée local, chacun con-
nectés au processeur de données (20) du scanner

(11).

Scanner (11) tel que défini dans la revendication 1,
dans lequel le systéme d’éclairage (28) est optimisé
pour une microscopie optique en mode fluorescen-
ce.

Scanner (11) tel que défini dans la revendication 1,
dans lequel le systéme d’éclairage (28) est optimisé
pour une microscopie optique en mode transmis-
sion.

Scanner (11) tel que défini dans la revendication 1,
dans lequel le systéme d’éclairage (28) est optimisé
pour une microscopie optique en mode réflexion.

Scanner (11) tel que défini dans la revendication 1,
dans lequel le systéme d’éclairage (28) est optimisé
pour une microscopie optique sur fond clair.

Scanner (11) tel que défini dans la revendication 1,
dans lequel la platine motorisée (14) comprend un
moteur pas-a-pas.

Scanner (11) tel que défini dans la revendication 1,
dans lequel la platine motorisée (14) comprend un
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servomoteur.

Scanner (11) tel que défini dans la revendication 1,
dans lequel ladite au moins une caméra de balayage
de ligne (18) comprend un réseau coloré a trois ca-
naux (86).

Scanner (11) tel que défini dans la revendication 1,
dans lequel ladite au moins une caméra de balayage
de ligne (18) comprend un réseau a report et inté-
gration (TDI) (88).

Scanner (11) tel que défini dans la revendication 1,
dans lequel ladite au moins une caméra de balayage
de ligne (18) comprend une pluralité de réseaux a
report et intégration (TDI) (88).

Scanner (11) tel que défini dans la revendication 36
ou la revendication 37, dans lequel le réseau TDI
comprend une pluralité de réseaux linéaires.

Scanner (11) tel que défini dans I'une quelconque
des revendications 36 a 38, dans lequel chaque ré-
seau TDI (88) comprend un réseau coloré a trois
canaux (86).

Scanner (11) tel que défini dans la revendication 1,
comprenant en outre un prisme pour séparer le si-
gnal optique en trois canaux de couleur.

Scanner (11) tel que défini dans la revendication 40,
dans lequel ladite au moins une caméra de balayage
de ligne (18) comprend une pluralité de réseaux a
report et intégration (TDI) (88).

Scanner (11) tel que défini dans la revendication 40
ou la revendication 41, dans lequel ladite au moins
une caméra de balayage de ligne (18) comprend un
réseau areport etintégration (TDI) (88) pour chaque
canal de couleur.

Scanner (11) tel que défini dans la revendication 1,
dans lequel ladite au moins une caméra de balayage
de ligne (18) comprend un réseau linéaire intégré
dans un module électronique d’imagerie.

Systeme de microscopie optique (10) pour numéri-
ser et examiner au moins une partie d’'un échantillon
de microscope (12) ayant un plan d’échantillon pri-
maire défini par une surface de I'échantillon (12)
ayant la surface maximale, le systeme (10)
comprenant :

un réseau (42) ;

aumoins un ordinateur (44) connecté au réseau
(42) ; et

un scanner (11) selon I'une quelconque des re-
vendications 1 a 43, le scanner étant connecté
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au réseau (42).

Systeme tel que défini dans la revendication 44,
comprenant en outre un dispositif de sortie local et
au moins un dispositif d’entrée local, chacun con-
nectés au scanner (11).

Procédé (11) pour numériser automatiquementavec
un scanner (11) au moins une partie d’'un échantillon
de microscope (12) ayant un plan d’échantillon pri-
maire défini par une surface de I'échantillon (12)
ayant la surface maximum, le scanner (11) compre-
nant un détecteur de numérisation a caméra a ré-
seau linéaire (18) et une platine motorisée (14) pour
déplacer I'échantillon (12), le procédé comprenant
les étapes consistant a :

numeériser et stocker une premiére bande d’'ima-
ge (78) a partir de la partie de I'échantillon (12)
a l'aide du détecteur de numérisation a caméra
a réseau linéaire (18), tandis que I'échantillon
(12) se déplace d’'une premiere maniére par rap-
port au détecteur de numérisation a caméra a
réseau linéaire (18), la premiére maniere étant
un mouvement de I'’échantillon (12) dans le plan
de I'échantillon a une vitesse constante entre
une premiére position prédéterminée et une se-
conde position prédéterminée le long d’'un axe
primaire de déplacement (x) défini par la pre-
miére position et la seconde position ;
déplacer I'’échantillon (12) d’'une seconde ma-
niére de fagon a positionner le détecteur (18)
pour numeériser et stocker une seconde bande
d’'image (80) a partir de la partie de I'’échantillon
(12), la seconde maniére étant un mouvement
de I'échantillon (12) le long d’'un axe secondaire
(y) qui est perpendiculaire a I'axe primaire de
déplacement (x) et dans le plan de I'échantillon ;
numériser et stocker la seconde bande d'image
(80) a partir de la partie de I'échantillon (12),
tandis que I'échantillon (12) se déplace suivant
la premiére maniére par rapport au détecteur
(18);

répéter les étapes de numérisation et de stoc-
kage des bandes d’'image (77) jusqu’'a ce que
la partie de I'échantillon de microscope (12) ait
été intégralement numérisée ; et

assembler la pluralité de bandes d’image paral-
leles (77,78, 80, 82) en uneimage contigué (76),

ou, aprés avoirterminerla numérisation d’'une bande
d’image individuelle (77, 78 , 80, 82), la platine mo-
torisée (14) ralentit, s’arréte, se déplace selon la se-
conde maniére et accélére a nouveau a la vitesse
constante pour balayer la bande d’'image suivante
(77, 78, 80, 82), et ou des allocations, a la fois au
niveau du temps et de la distance, sont prévues pour
que la platine motorisée (14) accélére et décélere
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au début et a la fin de chaque bande d’image (77,
78, 80, 82) qui est scannée de maniére a garantir
que la platine motorisée (14) se déplace a la vitesse
constante au cours du processus de balayage et de
numérisation.

Procédé tel que défini dans la revendication 46, dans
lequel I'étape de numérisation et de stockage d’'une
premiéere bande d'image est exécutée dans une pre-
miere direction et I'étape de numérisation et de stoc-
kage d’'une seconde bande d’'image est exécutée
dans une seconde direction, qui est opposée a la
premiére direction.
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