bioRxiv preprint doi: https://doi.org/10.1101/2022.01.30.478399; this version posted February 1, 2022. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission.

Inside-out tracking and projection mapping for robot-assisted
transcranial magnetic stimulation

Yihao Liu®, Shuya (Joshua) LiuP®, Shahriar Sefati*®, Jing Tian®, Amir Kheradmand®!", and
Mehran Armand?Pe’&”

2Johns Hopkins University, Department of Computer Science, Baltimore, MD, USA
b Johns Hopkins University, Department of Mechanical Engineering, Baltimore, MD, USA
¢Johns Hopkins University, Department of Neurology, Baltimore, MD, USA
4Johns Hopkins University, Department of Neuroscience, Baltimore, MD, USA
¢Johns Hopkins University, Applied Physics Laboratory, Laurel, MD, USA
fJohns Hopkins University, Department of Orthopaedic Surgery, Baltimore, MD, USA
&Johns Hopkins University, Laboratory for Computational Sensing & Robotics, Baltimore,

MD, USA

ABSTRACT

Transcranial Magnetic Stimulation (TMS) is a neurostimulation technique based on the principle of electromag-
netic induction of an electric field in the brain with both research and clinical applications. To produce an
optimal neuro-modulatory effect, the TMS coil must be placed on the head and oriented accurately with respect
to the region of interest within the brain. A robotic method can enhance the accuracy and facilitate the proce-
dure for TMS coil placement. This work presents two system improvements for robot-assisted TMS (RA-TMS)
application. Previous systems have used outside-in tracking method where a stationary external infrared (IR)
tracker is used as a reference point to track the head and TMS coil position. This method is prone to losing track
of the coil or the head if the IR camera is blocked by the robotic arm during its motion. To address this issue,
we implemented an inside-out tracking method by mounting a portable IR camera on the robot end-effector.
This method guarantees that the line of sight of the IR camera is not obscured by the robotic arm at any time
during its motion. We also integrated a portable projection mapping device (PPMD) into the RA-TMS system
to provide visual guidance during TMS application. PPMD can track the head via an IR tracker, and can project
a planned contact point of the TMS coil on the head or overlay the underlying brain anatomy in real-time.
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1. INTRODUCTION

Transcranial magnetic stimulation (TMS) is a safe neuro-modulation technique based on electromagnetic induc-
tion of an electric field inside the brain.'»?> TMS has behavioral effects and therapeutic potential and can be used
as a valuable tool to probe brain function.?> The working principle of TMS is based on its modulatory effect on
neural activity induced by the parameters of magnetic stimulation.34

To apply TMS and produce an optimal modulatory effect at a target location within the brain, the TMS
coil must be placed accurately on the subject’s head.>% For this purpose, TMS systems commonly use neuron-
avigation systems to aid with real-time alignment of the TMS coil on the head. The neuronavigation systems
use an IR camera to provide a real-time pose of the TMS coil in six degrees of freedom (6DoF). A pointer with
reflective markers is used to obtain a series of landmarks on the head and to register with the corresponding
points on the imaging of the head (e.g., MRI). The TMS coil can then be placed and aligned by an operator
with the help of an interactive navigation system that provides the 6D poses of TMS coil relative to the head
and the brain in real time. Such alignment is done using a crosshair visual guide in conventional TMS system.”
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In this process, the manual alignment of the coil is inherently inaccurate as it requires a high-level of eye-hand
coordination while the operator has to continuously look back and forth between the TMS coil and a display
screen of the navigation system. Therefore, the Robot-Assisted TMS (RA-TMS) system is valuable to improve
TMS outcomes as it can (i) facilitate the placement of the TMS coil on the head relative to the target location
inside the brain, and (ii) accurately maintain and adjust the position and orientation of the TMS coil on the
head during magnetic stimulation.5 813

The RA-TMS system usually consists of a command computer, a robot manipulator and an optical tracker
as shown in Figure 1B. At least two sets of rigid body markers are needed; one to track the head and another
one to track the TMS coil or the base of the robot arm. The existing RA-TMS systems, as reported in the
literature,® 313 use an ‘outside-in tracking’ method in which a stationary, external IR camera is used to track
the 6DoF pose of the TMS coil on the robot arm and the subject’s head. In this method, a set of rigid-body
markers are attached to the end-effector which carries the TMS coil. This method is, however, prone to loss of
tracking of either the head or the TMS coil, as the robot arm may obscure the line of sight of the camera while it
is moving towards the target location. To address this limitation, we implement an ‘inside-out’ tracking method
where, instead of a fixed external IR camera, a portable IR camera is mounted on the end-effector of the robot,
and through mechanical design, the rigid body markers on the head can be always visible to the tracker (Figure
1A and 4). For this purpose, we used a portable projection mapping device (PPMD), previously developed by our
group.'* PPMD is a compact, portable system, and contains IR stereo cameras with a sub-millimeter tracking
accuracy that can be used for the inside-out tracking method. PPMD’s IR camera is significantly cheaper than
industrial IR camera, with a reduced work range but a comparable accuracy.

Additionally, as an augmented reality device, PPMD can overlay graphics and videos on surfaces of in-
terest.'*1® For medical applications, PPMD can overlay customized geometries such as anatomical models to
tracked objects through a portable laser projector. For TMS application, PPMD can be used to render a planned
contact point for the TMS coil and overlay the underlying brain anatomy on the subject’s head. Therefore, the
operator can verify the location of the TMS coil on the head along with the target area inside the brain.

Overall, the present study has the following contributions to RA-TMS: 1) an inexpensive inside-out tracking
method to improve placement and alignment of the TMS coil on the head, 2) a projection mapping system to
visualize the contact point of the TMS coil and underlying brain anatomy, along with 3) the complete workflow
for calibration of the proposed RA-TMS system.

2. METHOD

The hardware necessary for our proposed system consists of a PPMD system, a Kuka IBR7 iiwa collaborative
robot (KUKA AG, Augsburg, Germany), and a computer that runs Ubuntu 20.04. In this work we use an
additional external IR camera, Polaris Vicra (Northern Digital, Waterloo, Canada), for system calibration and
head registration, however, the proposed system calibration can be eventually performed by using the PPMD.
The additional IR camera simplifies the system calibration as it eliminates the need to mount and remount
PPMD’s IR camera. The PPMD system includes two parts; an optical tracker made from Intel RealSense D455
camera (Intel Corporation, Santa Clara, USA) and a Laser Beam Pro C200 (KDCUSA, Los Angeles, USA)
projector. The calibration methods for PPMD camera and projector is detailed by Liu et al.'* The system uses
the open-source 3D Slicer,'® which allows the operator to select target points and registration landmarks on an
MRI image. These points and landmarks can then be exported to the robot command controller to compute the
desired robot pose. The robot control interface is implemented in ROS and is built based on an iiwa controller
implementation by Safeea et al.l”

The setup of the system is illustrated in Figure 1A and 4. In this paper, a reference frame is denoted by Fj.r

where the subscript ref is the reference; a transformation is denoted by 7} ff where the superscript ref2 is the

origin frame and the subscript ref1 is the target frame; and a point is denoted by p‘f?} where the subscript ref
is the reference frame and the superscript pnt is the point denotation. For example, F,,; is the frame based
on the TMS coil center, and Tecj?}l transfers a point pé)il (point A with respect to Froii) to pfff (point A with
respect to Fery). The directions of the transformation arrows in all figures are opposite to the directions of the
frame conversions, and the arrows show the direction of the transformation matrices. A point set that contains
a number of points is denoted by capitalized letter P.
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Figure 1. An illustration of inside-out tracking and outside-in tracking for RA-TMS application (note the TMS coil cable
is not shown here). Figure A demonstrates the hardware with the key reference frames used in the system. Figure B
demonstrates the outside-in tracking method in which the robot arm may block the line of view of IR camera when it
moves. Here cam denotes the IR camera of PPMD, headRef denotes the rigid body marker on the head, trgt denotes
the target location for coil placement on the head, coil denotes the center point of the TMS coil, head denotes the MRI
coordinate space, and ef f denotes the end-effector of the robot.

2.1 Workflow

As demonstrated in Figure 2, the workflow for the proposed system consists of steps required to calibrate the
coil and PPMD (Section 2.5), register the subject’s head to the head MRI model (Section 2.4), plan a target
location for TMS stimulation on the MRI model of the head, overlay the TMS contact point on the head by
projection mapping, confirm the target location by visual inspection, and command the robot to align the TMS
coil with the target location on the head.

In Figure 3, 4 and 5, calibrations for T27%7, TS¢{ and T, coilRef and the registration for T°°*°/ are performed

cam eff coil
once, as long as the TMS coil, PPMD and the rigid body marker are not moved from where they are attached
to. Registration for TZLL :;; Rel i performed each time if the rigid body marker on the head is moved. A bite bar

is used to avoid unwanted head motions during TMS. The accuracy of the system depends on the calibration
and registration processes, and since it is hard to determine a ground truth for whether the coil placement is
accurate, we designed experiments to individually estimate the accuracy of the transformations that contribute
to the total error. The procedures used to evaluate the accuracy of the system are described in Section 3.

2.2 PPMD

PPMD was first developed as an augmented reality device to provide visual assistance during surgery.!* For
RA-TMS application, PPMD can be used to project planned contact point of the TMS coil and underlying brain
anatomy. PPMD uses RealSense D455 which has an RGB camera and two IR cameras to capture binocular
infrared reflections of the retro-reflective spheres. The infrared reflections are gray scale images that can be
processed to compute the 6D pose of the rigid body marker. As illustrated in Figure 3, PPMD defines the
center of the left infrared camera as the Fi.,, (perspective is from the camera facing out, as defined by the
manufacturer), and the center of the projector emitter as the projector space origin F,,.,;. The THE' is provided
by the manufacturer. Transformation ngfé can be obtained by the calibration method detailed in Liu et al,'*

and T,f;;jRef registration is described in Section 2.4.
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Figure 2. The workflow of the proposed system.

When projecting planned graphics, the transformation Télfoajd is derived from (Tﬁg’é)_l - Teun, . TheadRef
(T,}: o 5 Refy=1_ Then, the transformation for the planned graphics with respect to the projector space Tysr " can

be obtained by Tzf”fjjd . g;sgh. These transformations are displayed in Figure 3.

rpcam
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Figure 3. PPMD setup. Red arrows indicate transformations that must be calibrated or registered. ngg% is obtained from

the calibration method in,'* where RGB denotes the reference frame for the RGB camera, and proj denotes the reference

frame for the projector graphical space. T:f: (fddRef needs to be registered, and the registration method is introduced in
Section 2.4. T4 is provided by the manufacturing specification. Te24fef i obtained by optical tracking. Foraph is

the reference frame of graphics that needs to be rendered. Projection mapping effect, infrared filters and LEDs are not
shown in the image.

2.3 Inside-out Tracking

To apply inside-out tracking of the robot arm, a number of transformations must be computed. These transfor-

mations are illustrated in Figure 4 where Tlffsj; is the current robot pose (Figure 4A) and T,ffsj;’d is the desired
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robot pose (Figure 4B). Accordingly, cff" is the transformation from the end-effector of the robot to the left

IR imager of PPMD; T%% is the transformation from the end-effector to the center of the TMS coil; Tleadfef

eff
is the transformation from the left TR imager of PPMD to the rigid body marker on the head; T,"**/"/ is the

transformation from the head center to the rigid body marker on the head (obtained from the registration of
the MRI model to the subject’s head as described in Section 2.4); T,frgt is the transformation from the head

ead
coordinate system (also the MRI coordinate system) to the TMS target location on the head; and T(f:iglt is the
transformation from the TMS coil to the TMS target location.

1 cam

A efl &

A

rmheadRe [
1 cam

meff.d
1 base
rpeoil

lesrgl, l(fj ‘ .

coil

ptrgl
head

1 coil

ffj! .
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Figure 4. The transformation chain of the key reference frames used for the inside-out tracking method in RA-TMS. Red
arrows are the transformations that must be calibrated or registered. Figure A shows the current robot pose and the target
TMS location on the head. Figure B shows the desired robot pose when the coil is placed at the target location. Figure

C shows Tj, af sfe’d which is derived from the known transformations in A and B. TZ7}", ec}’}l are obtained by calibration,
Theadliel is obtained by registration, T77%, is obtained by planning the target point in 3D Slicer, and TS is obtained

by the sensors in the robot arm. The arrows show the directions of the transformation matrices and are the opposite to
the directions of frame conversions. Note the TMS coil cable is not shown here.

The goal is to derive Ty, ;S’;’d that minimizes T"79" to an identity matrix (Figure 4). The derivation of T} fs];’d
is shown in Equation 1, 2 and 3. On the right hand side of the Equation 1, Tj, fsj; can be obtained from robot

controller; Tecj?}l can be obtained by the calibration of the coil as described in Section 2.5; and T[f;glt can be derived
cam

from Equation 2, using transformations illustrated in Figure 4A. On the right hand side of the Equation 2, T;7¢7

is obtained by the hand-eye calibration of the IR camera (Section 2.5); TleadEef g obtained by the IR camera

of PPMD; T:Ee;jRef is obtained by registering the MRI image to subject’s head, as described in Section 2.4; and

T,ZZ'; is obtained by identifying the target location on the MRI to apply TMS. Combining Equation 1 and 2,
et

base > which is the desired pose of robot arm that is sent to the robot controller.

the calculation can derive
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T9t = (TSpf) ™" Tefp - Theadfel - (Tycedfely = Ty (2)
.d headR headRef\—1 trgt il —1
Tl hd = el pegm  pheadRef (pheadRefy=1 plrot . (peei) (3)

2.4 Registration

The target location for TMS coil placement on the head, T,ZZZ, can be selected on the MRI model. To obtain

Tizgtd Re s> Which is the target location with respect to the coordinate system of the rigid body marker on the head,

we need to obtain the transformation from the MRI model to the rigid body marker on the head, T,}Z o j Ref , using

pair-point registration.'® For this purpose, a pair of point sets are selected; one set on the head P}tfe’;d Ref and
the corresponding set on the MRI, Pffﬁld. These corresponding points are unambiguous anatomical landmarks
such as the tip of the nose, the tragus or the nasion which can each be identified and accurately marked on both

the MRI image and the subject’s head. In this paper, these points are also referred to as ‘fiducials’.

To perform the pair-point registration, the operator uses a tracked pointer to collect the coordinates of
the anatomical landmarks on the head. The collection process, termed ‘digitization’, is done by touching the
landmarks using the tracked pointer. The pointer tip coordinate is then transformed to the coordinate frame of
the rigid body marker‘ on the head, which is also tracked by the IR camera to obtain T,zgl dRrey- Taking only the
translation part in T,?e’; dRef> the point set Pffepad Ref 18 then obtained. The other set Pffe’; 4 is selected using the
corresponding landmarks from the MRI.

2.5 Calibration

In order to derive the transformation from the end-effector to an attached location, a hand-eye calibration or
accurate modeling of the mechanical part is performed.'® 2" Because accurate models of the TMS coil and the
mechanical part attached to the end-effector were not available, we performed hand-eye calibration to derive
T;}’}mef and T¢¢7". The hand-eye calibration is modeled by an AX = X B problem, where X is the unknown
transformation. The transformation from the robot end-effector to the center of the TMS coil can be broken
down into two parts, as shown in Figure 5A: (i) T;?}mef as the transformation from the robot end-effector to the
rigid body marker mounted on the TMS coil, and (ii) 7°%/5. s as the transformation from the rigid body marker

to the TMS coil center. Tec})j(mef is the X frame in the AX = X B and is solved in the following equations:

eff,1 coil Re f mark,l _ peff,i coil Re f mark,i
Tbase ’ Teff ’ TcoilRef - Tbase ’ Teff ’ TcoilRef (4)
effiy—1 eff,1 coilRef __ rncoilRef mark,i mark,1y—1
(Tbase ) : Tbase : Teff - Teff : TcoilRef : (TcoilRef) (5)
—_——  ——
A X X B

Frark is an additional rigid body marker at a fixed distance from the robot that is used in the calibration
process. During the calibration process (Figure 6), the operator moves the robot to different poses to collects
data for the corresponding T/ ! to T2/ and TCTZS%Z} to TTZSZZ} The AX = XB is then solved by the

base base c
optimization method proposed by Park et al.2!
ng;lee 5 can be solved by the pair-point registration process described in Section 2.4. A sticker with 12 known
coordinate points is attached to the surface under the TMS coil, with its center aligned with the coil center.
Point set Peoirres, which is a set of points with respect to Fioiurer, are collected using the tracked pointer.
Then, Tf(g’fllRe ¢ is registered using the same pair-point registration method described in Section 2.4. Finally, the

transformation T¢% is obtained by 77y "/ Tesily, ..

Similar to T;;?Ref , T¢7 is obtained using hand-eye calibration by setting up the AX = X B problem.

Tyt T T ™ = Tl Ty - T (6)
;i\ —1 1 ki k,1\—1
(Tl I Tl DY Top = Top - T - (Toert!) (7)
N N~

A X X B
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rpeoil
1Ry

Figure 5. The TMS coil used in the RA-TMS system. Left image shows the transformations used for the calibration
of the TMS coil to obtain the transformation from end-effector to the TMS coil (Tecﬁ}l) Right image shows the sticker
with 12 known coordinates that are used to obtain the transformation from the rigid body marker on the TMS coil to

the center of the TMS coil (7% g, )

pmark,1
T it e f

External rigid body
mark at a fixed location

Figure 6. Hand-eye calibration for the transformation from the end-effector to the rigid body marker attached on the
TMS coil (T ;;}mef ). The reference frame Fyqrk is a stationary rigid body marker. Red arrows are the transformation to
be obtained by the hand-eye calibration. TZZZ%’Z} are obtained by IR camera, and T/ are obtained by robot sensors.

base

3. EXPERIMENTS

We performed experiments to evaluate accuracy of the system. In the process of the registration and calibration,
T;LL o ; Ref TCCO"Z.ZZ[Ref , T;?}mef and T5¢7" are the transformations that contributed to the errors of calculated robot
pose and the projection mapping by PPMD. Here we examined the accuracy of these transformations. Note
these errors are in addition to the PPMD tracking error (error of T¢adfef) which was previously validated by
Liu et al.' Additionally, the accuracy of robot pose Tlfafsj; is dependent on the specification of the iiwa robot,

and T,:Ziz is considered to be accurate since it depends on just locating a target TMS location on the MRI.
We used a laser-scanned foam head model in place of MRI. The foam head was attached with a number of 3D
printed targets, which can be easily identified in the laser-scanned model.

T: :;; Rel and Tf:flmef are obtained by the pair-point registration. For T::;; Rel " a set of known points in

MRI coordinate system Fjeqq, are paired with the corresponding points with respect to the frame Fheadrey-

The point set Preadrey is collected by digitizing the landmarks using a tracked pointer. Similarly, for chsiillRef ,
a set of known points on the sticker attached to the TMS coil are paired with the corresponding points with
respect to the frame Fojirer. We used fiducial registration error (FRE) and target registration error (TRE) to

validate the registration accuracy per Maurer et al.?? Registration residuals (Equation 8) measures the difference
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between the fiducial coordinates and their calculated positions after applying the registration transformation.
FRE (Equation 9) is the root mean square of the registration residuals for all fiducial points. TRE (Equation
10) measures the distance between the target location on the head or the TMS coil center and their calculated

positions after applying T: : a; Rel and T(C;Zlmef respectively.
e CORT ®)
€FRE = NZ HT'ef - C;ef ‘2 (9)
€TRE = HTT@f ctarqet) c;;fqet (10)
To validate the hand-eye calibration of T:Jf}mef and T¢¢7", we verified their repeatability (deviation from the

mean and standard deviation). In addition, AX — X B and (AX)~!X B were also verified, and we refer to them
as ‘residuals’ in the following sections. Repeatability shows the consistency of hand-eye calibration results across
different trials. We performed 16 hand-eye calibrations for both TecmlRef and Tg#7". Residuals measure how
well the optimization is for each data entry in deriving X, and they should be minimized in the optimization
algorithm when solving AX = XB.2! For each data entry collected in Equation 5 and 7, a residual error is
calculated by deriving the discrepancy between the left hand side and right hand side of the equation. The
smaller the resultant translation and rotation, the more effective the optimization is in solving the AX = XB
problem.

Figure 7. Projection of a red dot on the head by PPMD to mark the planned target location for TMS coil placement.
These target locations are also marked by a black circular sticker on the head. Left image is the user view, and right
image is the view from PPMD RGB camera.

4. RESULTS
4.1 FRE and Residual Error of TMS Coil Registration

For the registration of the TMS coil, we used a tracked pointer to touch the 12 points on the sticker attached
to the TMS coil (Figure 5). The digitized coordinates are paired with the known coordinates on the sticker, by
which Tf{;llmej is derived. The process was repeated six times and the results are shown in Table 1. Each row
for fiducial point number 1 to 12 shows the residual errors after applying the registration transformation. The
center of the coil (row 12) is also used as a fiducial, so its residual error is not TRE by the formal definition, but
can be used as an estimation of TRE. FRE is shown in the last row. In the table, each of the columns 1 to 6
corresponds to one registration result. These results demonstrate that the registration errors for the TMS coil
were trivial, with residual values and FRE values less than 1 mm, which are consistent across different trials.
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Table 1. Residual error at each fiducial and FRE for the registration of the TMS coil (TC"”Ref). All units are in millimeters.

coil
Fiducial 12 is the center of the coil, and residual at fiducial 12 is an estimate of TRE.

Fiducial Trial number
number 1 2 3 4 5 6 SD Mean
1 0.5011 0.6502 0.3598 0.9246 0.9066 0.8941 0.2401 0.7061
2 0.3451 0.3721 0.5499 0.1439 0.3125 0.5705 0.1592 0.3823
3 0.3525 0.1552 0.3314 0.4638 0.4010 0.3024 0.1045 0.3344
4 0.6082 0.5167 0.4792 0.3461 0.2303 0.3682 0.1358 0.4248
5 0.3203 1.1796 0.7871 0.3319 0.7401 0.2999 0.3550 0.6098
6 0.2395 0.3661 1.0249 0.7995 0.6397 0.5475 0.2861 0.6029
7 0.5807 0.4336 0.7623 0.5678 0.4389 0.3678 0.1426 0.5252
8 0.7773 1.0985 0.6166 0.3699 0.5512 0.3605 0.2785 0.6290
9 0.4255 0.4353 0.5344 0.5701 0.6786 0.2356 0.1518 0.4799
10 0.1588 0.3274 0.3417 0.3614 0.4667 0.3588 0.0998 0.3358
11 0.1594 0.3612 0.2848 0.8031 0.4913 0.5577 0.2269 0.4429
12 (center) | 0.1601 0.2045 0.0511 0.3749 0.1094 0.2833 0.1179 0.1972
FRE 0.4304 0.5945 0.5693 0.5523 0.5415 0.4639 0.0640 0.5253

4.2 TRE and FRE for Head Registration

To estimate the registration accuracy, we performed the registration for the foam head five times per the definition
of TRE in Section 3. Six fiducials were used for the registration, and four different TMS targets were labelled
on the foam head and its laser-scanned model. The coordinates of these four target locations were used as the
ground truth to derive TRE. Table 2 presents the TRE of the registrations where each column is one registration
trial and each row is the results for one of the four targets. Table 3 presents the residual and FRE for each of the
five head registration trials. TRE of the four targets was within the range of 1 to 2.5 mm, and the average FRE
on the six selected fiducials was 2.5229 mm. TRE and FRE of head registration are expected to be larger than
the coil registration, because the landmarks used as fiducials are not marked on the head so they are harder to
identify as opposed to the ones used for coil registration (Section 5).

Table 2. TRE at each target point for the head registration (T,];:;jmf), All units are in millimeters.
Target Trial number
number 1 2 3 4 5 SD Mean
1 0.6724 1.4999 1.6106 0.6553 0.8816 0.4589 1.0640
2 0.8270 1.2953 1.7177 0.5581 1.1144 0.4438 1.1025
3 2.0356 3.4582 2.3612 2.0530 2.0209 0.6159 2.3858
4 2.0587 3.4791 2.2449 1.9210 1.9150 0.6597 2.3238

4.3 Repeatability and Residuals of Hand-eye Calibration

The hand-eye calibration was repeated 16 times for both the TMS coil and the PPMD’s IR camera. Each hand-
eye calibration collects 270 entries of AX = X B data. The repeatability is shown in Table 4, where each row is
the standard deviation of 16 transformations, divided into translation and rotation components. Repeatability
is also shown in Figure 8, where each line is a trial of the hand-eye calibration. The translations and rotations

of each line is calculated by subtracting their mean from the 16 translations and rotations for both Tec})}lRef

and 777", The residuals of AX — X B and (AX)"1X B are shown in the boxplots in Figure 9 and 10. The
calculated residuals (refer to Equation 5 and 7) of each trial are grouped in one box, using both the norms of the
translation and rotation vectors. The hand-eye calibration results of the transformation from the end-effector
to the TMS coil from Noccaro et al.5 are also shown for comparison in Figure 9. The standard deviations of
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Table 3. Residual error at fiducials (landmarks) and FRE for the head registration (7,<***¢/). All units are in millimeters.

Fiducial Trial number
number 1 2 3 4 5 SD Mean
1 3.6694 3.8790 3.9550 3.5043 3.4700 0.2174 3.6955
2 0.7929 1.1996 0.6838 0.9307 1.7203 0.4138 1.0655
3 2.2546  2.1767 2.1661 1.7918 1.4639 0.3354 1.9706
4 3.6840 3.7645 3.7011 4.3827 2.5208 0.6747 3.6106
5 2.2801 1.0522 2.2785 2.7676 2.1257 0.6341 2.1008
6 1.2789 1.6398 0.8221 0.9948 0.7389 0.3681 1.0949
FRE 2.5685 2.5557 2.5938 2.7146 2.1818 0.2008 2.5229

translation are around 2 mm and 7 mm for T ;??Ref and Tgf7" respectively, and the corresponding standard

deviations of rotation are around 0.3 degrees and 0.5 degrees. The median of AX — X B errors were within range

of 1-2 mm and 4-8 mm for T’ oilRef and T777", respectively, and the corresponding rotation errors were around
0.1-0.3 degrees and 0.25-0.75 degrees.

coilRef
Teff

calibration

calibration TeAm
eff

mm

Figure 8. Repeatability of the hand-eye calibration for the transformation from end-effector to the rigid body marker

attached to the TMS coil (T:ﬁ}mef) [left] and the transformation from the end-effector to the IR camera of PPMD (75¢7")

eff
[right]. Each trial of hand-eye calibration is shown as a line with the position and orientation of the 16 lines are calculated

by the deviation from the mean of all trials. One line was an outlier and was not shown in the images. Axes units are in
millimeter.

Table 4. Repeatability of the hand-eye calibration for the transformation from end-effector to the rigid body marker

attached to the TMS coil (T;?}mef) and the transformation from the end-effector to the IR camera of PPMD (TS7"),

eff
quantified as the standard deviations of 16 trials. x,y, z values are for translation and rx, ry, rz values are for rotation.

Standard deviation
Transformation | z(mm) y(mm) z(mm) rz(deg) ry(deg) rz(deg)
Tt 24274 26341 19052 03067 0.2122  0.3387
T 7.7603 7.9237 57805 0.3507  0.8511  0.4546
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Figure 9. AX — X B residual and (AX) ™" X B residual of hand-eye calibration for the transformation from end-effector to
the rigid body marker attached to the TMS coil (T;}’j,mef). Translation errors of AX — X B and (AX)™' X B are the same.
Each column represents quartiles of 270 entries. Dashed lines are the 75 and 25 percentiles of three different hand-eye
calibration methods reported by Noccaro et al (estimated from graph in the paper).6

1 AX-XB translation error, in mm 15 AX-XB rotation error, in degrees 1 5(A)()"')(B rotation error, in degrees
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Figure 10. AX — X B error and (AX) ' X B error of hand-eye calibration for the transformation from the end-effector
to the IR camera of PPMD (T¢57"). Each column represents the quartiles of 270 data entries.

5. DISCUSSION

We have developed an RA-TMS system that improves TMS coil placement on the head by using an inside-out
tracking method. Since in this method, the IR camera is mounted on the robot end-effector, and it does not
rely on an external IR camera for tracking, the robot arm cannot block the camera and disrupt tracking during
its motion. Here we also incorporated PPMD into the RA-TMS system to facilitate visual guidance for TMS
placement and alignment on the head. PPMD can track the 6D pose of the head and project graphics to mark
a planned contact point of the TMS coil or overlay underlying brain anatomy on the head in real time. In
addition, using PPMD can also significantly decrease the cost of the system, by having a smaller work range
but a comparably accurate performance. We performed experiments to estimate the errors of calibration and
registration in the RA-TMS system that contribute to an overall error in TMS coil placement.

The registration of the head is expected to be less accurate than the registration of the TMS coil, as the
errors in locating the landmarks on the head are larger than the ones used to register the coil. Examples of such
localization error can be seen in Table 3, where the fiducials 1 and 4 have relatively larger residuals than the
other fiducials. This is caused by a lower accuracy in localizing the corresponding landmark from the head to
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the scanned model. The mean of the FRE is 2.5229 mm, which can be further reduced by better selection of the
landmarks, i.e. selecting the landmarks that are easier to access, and clearer on the image. In practice, if the
registration is performed using MRI, more accurate results can be obtained by affixing fiducials to the subject’s
head before taking the MRI, and by keeping them in place until the registration is concluded. An affixed fiducial
is easier to identify than an anatomical landmark. However, this is only viable if the MRI and RA-TMS are
done within a close time frame.

Because accurate models were not available for the mechanical parts of the robot end effector and the TMS
coilRef In

coil, we instead looked at the repeatability of the hand-eye calibration as a measure of the error in T,
addition, we verified AX — XB and (AX) !X B of the hand-eye calibration data. Our results for the hand-
eye calibration of the TMS coil are comparable to Noccaro et al, in which the authors defined (4;X) !X B;
as the hand-eye calibration error,® and A;X — XB; as the residual. As also shown in previous studies, the
hand-eye calibration is prone to low repeatability in TMS application. This is mainly related to inaccurate
tracking, inaccurate robot sensors, and unstable robot base or non-rigid mechanical parts that hold the TMS
coil. Depending on the optimization algorithm, Richter et al. reported variations from around few millimeters to
tens of millimeters.?3 In Richter et al., the best repeatability for the hand-eye calibration was derived using a real-
time algorithm which modifies the transformation matrix to be non-orthogonal. The non-orthogonal methods
relax the constraint of a rigid body rotation matrix and allows more degrees of freedom. However, in Noccaro
et al, the non-orthogonal method could not improve (A; X )_1X B; or A; X — X B; residuals. Figure 8 shows the
solution space of the calibrated transformations of our method. As shown by Richter et al., the non-orthogonal
results tend to gather into a corner of the solution space, while the solutions of conventional hand-eye calibration
are more spread. The residuals of non-orthogonal methods are also smaller, because the degrees of freedom of
the transformation matrix is larger. Thus, further work is required to improve the hand-eye calibration of the
TMS coil for RA-TMS application.

The hand-eye calibration of PPMD’s IR camera depends on its tracking accuracy. The tracking accuracy
was reported to be sub-millimeter when the PPMD’s IR camera is less than 20 cm apart from a tracked rigid
body marker.'* The error increases when the IR camera moves further from the rigid body marker, which is
unavoidable in the process of hand-eye calibration, as the robot may move to multiple poses far from the rigid
body marker. The PPMD in this study used Intel RealSense D455 for IR tracking, but devices with higher IR
imager resolution can be used to improve the accuracy and range of tracking.

6. CONCLUSION AND FUTURE WORK

This work introduces an inside-out tracking method for RA-TMS along with a projection mapping technique
to visualize the planned TMS target location on the head. We addressed the problem of blocked sight of view
of IR camera that can be encountered in outside-in tracking method and improved user experience with a
projection mapping technique. Experiments were designed to validate the transformation errors that affect TMS
coil placement. Overall, the accuracy of coil placement depends on the hand-eye calibration and registration
errors. The coil registration errors are minimal as long as the IR camera has close to sub-millimeter accuracy,
but the pair point registration of the head and MRI model can have larger errors related to the accuracy of
locating fiducials. Overall, the hand-eye calibration process for the TMS coil is prone to low repeatability and
accuracy as also shown in previous RA-TMS systems.% 23 To this end, the accurate coil modeling can be a way
to minimize the need for calibration in the future. On the other hand, the hand-eye calibration for the IR camera
depends on its tracking accuracy, which can improve by using more accurate IR cameras.

7. ACKNOWLEDGMENTS

This work was supported by a grant from the National Institute of Deafness and Other Communication Disorders
(R01DC018815). We thank Alejandro Martin-Gomez for comments and assistance with preparing a figure in the
manuscript.


https://doi.org/10.1101/2022.01.30.478399

bioRxiv preprint doi: https://doi.org/10.1101/2022.01.30.478399; this version posted February 1, 2022. The copyright holder for this preprint

[1]

[15]

[16]

[17]

[18]

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission.

REFERENCES

Barker, A. T., Jalinous, R., and Freeston, 1. L., “Non-invasive magnetic stimulation of human motor cortex,”
The Lancet 325(8437), 1106-1107 (1985).

Bohning, D. E., Shastri, A., Nahas, Z., Lorberbaum, J. P., Andersen, S. W., Dannels, W. R., Haxthausen,
E.-U., Vincent, D. J., and George, M. S., “Echoplanar bold fmri of brain activation induced by concurrent
transcranial magnetic stimulation,” Investigative radiology 33(6), 336-340 (1998).

Chail, A., Saini, R. K., Bhat, P., Srivastava, K., and Chauhan, V., “Transcranial magnetic stimulation: A
review of its evolution and current applications,” Industrial psychiatry journal 27(2), 172 (2018).
Amassian, V. E., Cracco, R. Q., Maccabee, P. J., Cracco, J. B., Rudell, A., and Eberle, L., “Suppression
of visual perception by magnetic coil stimulation of human occipital cortex,” Electroencephalography and
Clinical Neurophysiology/Evoked Potentials Section 74(6), 458-462 (1989).

Richter, L., Neumann, G., Oung, S., Schweikard, A., and Trillenberg, P., “Optimal coil orientation for
transcranial magnetic stimulation,” PloS one 8(4), 60358 (2013).

Noccaro, A., Mioli, A., D’Alonzo, M., Pinardi, M., Di Pino, G., and Formica, D., “Development and
validation of a novel calibration methodology and control approach for robot-aided transcranial magnetic
stimulation (tms),” IEEE Transactions on Biomedical Engineering 68(5), 1589-1600 (2021).
Schonfeldt-Lecuona, C., Thielscher, A., Freudenmann, R. W., Kron, M., Spitzer, M., and Herwig, U.,
“Accuracy of stereotaxic positioning of transcranial magnetic stimulation,” Brain topography 17(4), 253—
259 (2005).

Lancaster, J. L., Narayana, S., Wenzel, D., Luckemeyer, J., Roby, J., and Fox, P., “Evaluation of an image-
guided, robotically positioned transcranial magnetic stimulation system,” Human brain mapping 22(4),
329-340 (2004).

Matthéus, L., Giese, A., Wertheimer, D., and Schweikard, A., “Planning and analyzing robotized tms using
virtual reality.,” Studies in health technology and informatics 119, 373-378 (2006).

Finke, M., Fadini, T., Kantelhardt, S., Giese, A., Matthaus, L., and Schweikard, A., “Brain-mapping using
robotized tms,” in [2008 30th Annual International Conference of the IEEE Engineering in Medicine and
Biology Society], 3929-3932, IEEE (2008).

Kantelhardt, S. R., Fadini, T., Finke, M., Kallenberg, K., Siemerkus, J., Bockermann, V., Matthaeus, L.,
Paulus, W., Schweikard, A., Rohde, V., et al., “Robot-assisted image-guided transcranial magnetic stimu-
lation for somatotopic mapping of the motor cortex: a clinical pilot study,” Acta neurochirurgica 152(2),
333-343 (2010).

Lebossé, C., Renud, P., Bayle, B., de Mathelin, M., Piecin, O., Laroche, E., and Foucher, J., “Robotic
image-guided transcrasial magnetic stimulation,” International Journal of Computer Assisted Radiology
and Surgery 1, 137 (2006).

Lebossé, C., Renaud, P., Bayle, B., De Mathelin, M., Piccin, O., and Foucher, J., “A robotic system for
automated image-guided transcranial magnetic stimulation,” in [2007 IEEE/NIH Life Science Systems and
Applications Workshop], 55-58, IEEE (2007).

Liu, S., Huang, W.-L., Shin, A., Gordon, C., and Armand, M., “A portable projection mapping device for
medical augmented reality in single-stage cranioplasty,” in [Optical Architectures for Displays and Sensing in
Augmented, Virtual, and Mized Reality (AR, VR, MR)], 11310, 1131007, International Society for Optics
and Photonics (2020).

Cortes, G., Marchand, E., Brincin, G., and Lécuyer, A., “Mosart: Mobile spatial augmented reality for 3d
interaction with tangible objects,” Frontiers in Robotics and AI 5, 93 (2018).

Kikinis, R., Pieper, S. D., and Vosburgh, K. G., “3d slicer: a platform for subject-specific image analysis,
visualization, and clinical support,” in [Intraoperative imaging and image-guided therapy], 277-289, Springer
(2014).

Safeea, M. and Neto, P., “Kuka sunrise toolbox: Interfacing collaborative robots with matlab,” IEFE
Robotics Automation Magazine 26, 91-96 (March 2019).

Arun, K. S., Huang, T. S., and Blostein, S. D., “Least-squares fitting of two 3-D point sets,” IEEE Trans-
actions on Pattern Analysis and Machine Intelligence 9(5), 698-700 (1987).


https://doi.org/10.1101/2022.01.30.478399

bioRxiv preprint doi: https://doi.org/10.1101/2022.01.30.478399; this version posted February 1, 2022. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission.

[19] Tsai, R. Y., Lenz, R. K., et al., “A new technique for fully autonomous and efficient 3 d robotics hand/eye
calibration,” IEEE Transactions on robotics and automation 5(3), 345-358 (1989).

[20] Horaud, R. and Dornaika, F., “Hand-eye calibration,” The international journal of robotics research 14(3),
195-210 (1995).

[21] Park, F. C. and Martin, B. J., “Robot sensor calibration: solving ax= xb on the euclidean group,” IFEE
Transactions on Robotics and Automation 10(5), 717-721 (1994).

[22] Maurer, C., Fitzpatrick, J., Wang, M., Galloway, R., Maciunas, R., and Allen, G., “Registration of head
volume images using implantable fiducial markers,” IEEE Trans. on Medical Imaging 16, 447-462 (Aug
1997).

[23] Richter, L., Ernst, F., Schlaefer, A., and Schweikard, A., “Robust real-time robot—world calibration for
robotized transcranial magnetic stimulation,” The International Journal of Medical Robotics and Computer
Assisted Surgery 7(4), 414-422 (2011).


https://doi.org/10.1101/2022.01.30.478399

	INTRODUCTION
	Method
	Workflow
	PPMD
	Inside-out Tracking
	Registration
	Calibration

	Experiments
	Results
	FRE and Residual Error of TMS Coil Registration
	TRE and FRE for Head Registration
	Repeatability and Residuals of Hand-eye Calibration

	Discussion
	Conclusion and Future Work
	Acknowledgments

