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Abstract. Adding external knowledge improves the results for ill-posed
problems. In this paper we present a new multi-level optimization frame-
work for image registration when adding landmark constraints on the
transformation. Previous approaches are based on a fixed discretization
and lack of allowing for continuous landmark positions that are not on
grid points. Our novel approach overcomes these problems such that we
can apply multi-level methods which have been proven being crucial to
avoid local minima in the course of optimization. Furthermore, for our
numerical method we are able to use constraint elimination such that we
trace back the landmark constrained problem to a unconstrained opti-
mization leading to an efficient algorithm.

1 Introduction

Image registration is a challenging problem in digital imaging. Roughly speak-
ing, the problem can be described as follows. Given a reference image R and
a template image 7, find a reasonable spatial transformation y such that the
transformed image 7 [y] is similar to the reference. Image registration is required
whenever images resulting from different times, devices, and/or perspectives
need to be compared or integrated. Alone in the area of medical applications,
registration is used in radiation therapy, surgery planing, treatment evaluation,
motion correction and estimation and many more, see, e.g. [1-6] and references
therein. See also [7-9] for related work.

However, although the registration problem is easily stated it is hard to be
solved. A key difficulty is the ill-posedness of the problem: For a particular point
x, scalar intensity values R(z) and 7 (x) are given but a transformation vector
y(x) vector is to be computed. A common approach is to phrase image regis-
tration as an optimization problem involving a distance measure D reflecting
similarity of images and a regularization term S reflecting reasonability of the
transformation. Though appropriate regularization results in a well-posed prob-
lem in the sense of Hadamard [10] (see, e.g. [11-13]), it is sometimes difficult or
even impossible to find an application conform regularization.



Fig. 1. Reference (left) and template (right) images.

A simple example is shown in Fig. 1, where the reference and template image
cover the full intensity range and share some obvious symmetries. Considering
only rigid transformations, there are four different solutions for any reasonable
distance measure. Regularization can be used to privilege one of these (for exam-
ple by penalizing rotations). However, any regularization is somehow artificial
and may favor a meaningless solution.

One way to obtain better results and to guide the model towards a more
realistic solution is by using landmarks. In the above example, just adding the
information that the top-left corner of the square in the reference image corre-
sponds to the bottom-right corner of the square in the template image eliminates
three of the above solutions. Adding landmark information to image registration
is far from being new, see e.g. [14-18, 4] and references therein.

Although landmarks have been used extensively in the past, the effective nu-
merical implementation of image registration with landmark is unsatisfactory.
For example, no landmark registration scheme known to us allow for the incorpo-
ration of scale space or multi-level techniques which are frequently used to avoid
local minima. Typically, landmark constraints are described in a discrete sense,
where the ith pixel in a fixed discretization is constrained. This causes troubles if
the discretization is variable, that is, if discretization on different scales is used.

The goal of this paper is to develop a multilevel technique for the incorpora-
tion of landmarks in a registration process. We stress that ignoring issues such
as local minima, different algorithms than the one proposed here (for example
[17]) should give similar results. Thus, the focus of this work is on numerical im-
plementation of multilevel algorithms with landmark constraints. Starting with
a variational formulation of the landmark constrained registration problem, this
paper provides a consistent numerical approach. The new approach is based
on discretize-then-optimize approach and takes advantage of a multi-level dis-
cretization. The new approach automatically resolves the problem resulting from
a fixed number of constraints versus a varying number of unknowns and related
inconsistency of the constraints. A numerical stable and computational feasible
basis of the constrained manifold is derived. Using a reduced formulation gives



a handle to an elegant algorithm, where indefinite Karush-Kuhn-Tucker systems
[19] can be avoided.

This paper is organized as follows. Sect. 2 introduces the basic notation and
states the problem in a variational framework. A discretized then optimize ap-
proach is used to numerically solve the constrained registration problem. Details
are outlined in Sect. 3, where the discretization, the construction of a basis for
the constraint manifold, the numerical optimization, and a multi-level strategy
are described. Sect. 4 presents some numerical results. Conclusions are given in
Sect. 5.

2 Variational Formulation

In this section we formulate the constrained registration problem. Let d € N
denote the spatial dimension (typically d = 2,3) and 2 C R? the region of
interest and let 7,R € Lo(R? R) denote the template and reference image,
respectively. The objective is to find a transformation y : R? — R? such that
the transformed image 7 [y] in similar to R and the transformation y is regular,
where similarity and regularity are measured by D and S, respectively. More
precisely,

Tyl(z) :==T(y(x)) forall =z e,
DIT,R] =3 [,(T —R)? du,
Syl =% [, Byl dz, B:=I1;® A.

Here, for ease of presentation, it is assumed that similarity is quantified by the
energy in the difference image. However, other distance measure like mutual in-
formation [20, 21] or normalized gradient fields [22, 23] can be handled similarly.
Regularity is measured using the curvature regularizer [24, 25] where the partial
differential operator B is the vector valued Laplacian, |- | denotes the Euclidian
norm in R™, and « is a regularization parameter. Note that the order of the
regularizer has to be sufficiently high to cover the landmark constraints [26, 4].

It is assumed that a number L of landmarks 71, ...,r, € R? in the reference
and corresponding landmarks t,...,t;, € R? in the template image are given.
The automatic detection of landmarks is beyond the scope of this paper; see [16]
for an overview. The point evaluation functional is denoted by d,. With

(1 ®8r)[y] = (' (re), sy (re)) = y(re) € R
the landmark constraints can be phrased as
Clyl =t := (t1,..,tr)" € RF4,

where C[y] = ((I®6,,)[y], .-, 25, )[y]) T € RL4 and the landmark constrained
registration problem reads:

minimize J[y] = D[T[y], R] + Sy — yret] subject to Cly] =1¢, (1)



where y,of allows for a bias towards a particular solution.

The above problem is strongly related to plain landmark based registration,
where D = 0 and S = STPS is the bending energy of a thin-plate-spline; see,
e.g. [26,4] for an extended discussion. The solution yps is explicitly known and
a linear combination of shifts of a radial basis function p associate to S and a
polynomial correction. Following [4], the kth component of yrpg reads

L
Yrps(x) = ng plle —re) + (12t o 2 (OF 415 s 07 parn) T (2)
=1

where the coefficients are given by A9% = (t§ ..., % 0,...,0)T with

A= ([P(W —}j)|)]£j:1 fE)T) . P= (1"11 rlL) € RAHLE,
and p(t) = {f logt Ej z ;; .

In our final formulation of the continuous problem, we use this function as a
reference for regularization, i.e. y.of = yTps, and it is thus convenient, to rephrase
the problem in the update u = y — yref:

minimize J[u] = D[T [yret + u], R] + S[u] subject to Clu] =0.  (3)

The role of the plain landmark solution as a reference is manifold. It can be
seen as a good starting guess for a later implementation, minimizing the risk
of being trapped by a local minimum. Moreover, it injects boundary values to
region of interest. In fact, these boundary conditions make yrpg linear for x — oo
and thus invertible, which is preferable for most applications. Finally, it yields
homogeneous constraints. As it is pointed out later, this is a crucial point for
the discretization as now the feasible set is always non-empty.

3 Numerical treatment

A discretize-then-optimize approach is used to compute a numerical solution of
(3). The discretization is briefly outlined for dimension d = 2, see [27] for a
detailed and general description. Note that the discretization is variable during
the course of optimization and all quantities introduced in this section depend
on the discretization with h. However, in this section a fixed discretization level
is assumed and in order to keep the presentation clear, dependencies on h are
neglected.
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Fig. 2. Discretization of a 2D domain 2 = (0,w1) x (0,w2) C R? (left); discrete 2nd
derivative 92" (middle); linear interpolation (right).

3.1 Discretization

Fig. 2.a shows the discretization of a domain {2 in m = (3,4) cells with cell-
centers x;, j = 1,...,n = mima.

Note that all discrete quantities depend on the discretization width h, h; =
w;/m; and h= h1---hg. The next equations describes how the discrete quanti-
ties are assembled.

X =(xt,..,zk, .., zd)eR” R = (R(z1),...,R(zn)) € R,
U=(ul,.,ul, .., ud)eR¥" TU)=(T(uw),..,T(u,)) € R™

The discretization of the curvature operator can by expressed as Kronnecker-
products [25] of identity matrices I, € R?? and discrete 2nd derivatives 81»2 oh
(see Fig. 2.b): B B = Iy @ (Iy, ® 82" + 07" ® I,,,,). Finally, the integrals are
approximated using a midpoint quadrature rule. Thus

Tl = J(U) = § b |T(yrps(X) +U) — R + L ah |BUJ.

The final step is the discretization of the point evaluation functional ¢,. For
an arbitrary location ry, a d-linear interpolation of discrete point evaluation
functionals located at the 2% closest grid points is exploited. For example, let
d = 2 and let the four neighboring grid points of 7, be denoted by zg, ..., z4; see
Fig. 2.c. Thus,

Oy [u] = 5feu = Cyp u(X)
= (1-&)(1 —&)u(xa) + & (1 — E)u(xy) + (1 — &)éoulz,) + &1éu(zg),

and Cy is a sparse row vector with non-zero entries only at positions related to
the locations of z, ..., x4. If for a certain discretization a landmarks r, would
be located precisely on a grid point x;, then Cy has only one non-zero entry at
position j.

Assembling these rows for £ = 1, ..., L results a sparse L-by-n matrix C' with
at most 2¢ non-zero entries per row, see Fig. 3.b. The Kronnecker-products I;&C
enables a simultanuous treatment of all components of the discretized vector field
U. Note that even for a very coarse discretization (n < L) there exists a feasible
solution fulfilling the constraints: U = 0. Thus the feasible set is non-empty.



The discrete formulation of the constrained registration problem thus reads:

minimize  J(U) = 1 h [T(gret(X) + U) — R|> + L ha |BU|? )
subject to ([ ® C)U =0, U € R,

3.2 An efficient basis for the feasible set

The objective is to derive a numerical feasible basis for the nullspace of the
operator C. Note the size L-by-n of C' can be large (e.g. n = 1283 and L = 100)
and the rank of this matrix is generally unknown. For a coarse discretization, C'
has more rows than columns and a fine discretization it has more columns than
TOWS.

The basic idea is to reorder the columns of C', such that the non-zeros columns
are placed first. Let IT denote the corresponding n X n permutation matrix and
C* be a matrix consisting of the non-zeros columns of C, such that

CIT = (C* | 0).

The size of C* is L-by-p, where p < 2L since each row of C can have at most 2¢
non-zeros entries. The matrix C* is not only relatively small but also very sparse.
Assuming the number of landmarks to be less then 1.000, it is thus possible to
compute a singular value decomposition (SVD) of C* [2§], i.e.

C*=WXV', where W'W=1I,, V'V=I,
and X = diag(al, ~~~,0min{L,p}) € RL’p; o122 Omin{L,p} > 0.

The above SVD enables the computation of the numerical rank of the matrix
C* and hence C. To this end let tol be a user proscribed tolerance (e.g. tol = 0
or tol = 10716) and let k the largest integer such that o}, > tol. The last p — k
columns of V' are a basis of the (numerical) nullspace of the matrix C* and thus
the columns of Z form a basis for the nullspace of C, where V (:, k+1 : p) € RPP=F

71 V(i,k+1:p) 0 c Rk
0 ooy

and the final step undoes the permutation.

Important issues are summarized as follows. The matrix C* is relatively
small, such that the SVD becomes numerically feasible. The SVD enables a
uniform treatment independent of the rank of C* and thus handles a coarse
discretization (L > n) as well as a fine discretization (L < n). Note that in the
case L > n the solution is the thin plate spline solution since there are 0 degrees
of freedom. The columns of Z form a sparse, orthonormal, and numerically
stable basis for the set of constraints. For very fine discretizations, the matrix
Z is essentially the identity matrix and can be stored efficiently. Any feasible
vector is given by U = (I4 ® Z)w, where w € R¥"=F) "and there always exists a
feasible point w = 0.



3.3 Numerical optimization

The final version of the discrete constrained registration problem is given in
terms of the reduced basis and reads

minimize J(w) = % h T (Yret (X) + Zqw) — R|* + % ha |BZgw|*.  (5)

where Zy =1, ® Z.

In order to find a numerical solution to (5) standard optimization techniques
can be applied; see e.g. [19] for an overview. Here, we use a Gauss-Newton type
algorithm with an Armijo line search as outlined in [27]. The quasi-Newton sys-
tem is given by Z;HZd(Sw = —VJ(w) where §,, is the new search direction and
H = VT'VT + aB"B is an approximation to the Hessian. Note that since
the regularization is quadratic the term BT B is exactly the Hessian of the reg-
ularization part and only the data fitting term is approximated. A generalized
Gauss-Newton strategy can be used to handle other distance measures as men-
tioned before. For a numerical solution of the Newton-systems, a preconditioned
conjugate gradient solver is used with symmetric Gauss-Seidel preconditioned;
see [29] for details.

3.4 The multilevel strategy

It remains to describe the multi-level framework. To this end, a multi-level rep-
resentation {Tf;, R%, mt} of given discrete data is initialized, where for ease of
presentation it is assumed that m¢ = 2¢ i =1,....d, £ = liin, .., fmax. Note that
h¢ = w;/m? depends on the level. More precisely,

T‘max = original data, T°"! = downsample(conv(G,T")),

where G is a smoothing kernel (in our numerical experiments we used the block
smoother G = (1,1,1)7(1,1,1)/9).

In general, we compute updates to the thin plate spline solution on different
grids. Similar to many other multilevel algorithms, the solution on finer grid is
initialized by the coarser grid solution.

To be more specific, running from coarse to fine, the continuous represen-
tation 7¢, R for Tf)7 R% are computed (in our numerical experiments, spline
interpolation is used). Moreover, the discretized thin-plate spline solution Yr‘;f =
yTPS(X?) (cf. (2)) for a cell-centered grid X* of size m® and the matrix Z*
(cf. Sect.3.2) is initialized. A numerical solution wf,, of the discretized reg-
istration problem (5) is computed and the current grid solution is given by

Yfpt =Y{+ Zﬁwﬁpt. On the coarse grid, the initial guess we choose wi™" = 0 as
starting guess such that Yoe“““ = Yé‘}“‘“. The starting guess w§ for a finer grid is

chosen as the best least squares approximation of the prolongated coarser grid so-
lution, where P/ | denotes the linear prolongation operator. Since the constraint

. . . - T _
basis Z* is orthogonal, the computation simplifies to wf := Z* Pf_lZé_lwﬁptl.

When designing a multilevel strategy we require set the number of levels.
Unfortunately, setting the number of levels is non-trivial. In general, similar



to other problems, one requires that the coarsest level actually represents the
problem [30].

4 Results

4.1 Artificial 2D data

We use the hand data shown in Fig. 4. In this example, a synthetic transforma-
tion yiue has been specified and the reference is a transformed copy of the tem-
plate image R = 7 [ytrue); See Fig. 4. This construction allows a comparison with
a ground truth. Here, 47 manually detected landmarks t~j haven been chosen in
the template image. Using a numerical approximation to the inverse of the trans-
formation, the landmarks in for the reference are defined by 7; =~ y;,.(%;) and
corresponding landmarks in the template image are defined by ¢; := Ygrue(r;)-
Note that since yirye is explicitly known, there are no errors in the landmark
pairing. The original data is 128-by-128 and the level ranges from f,;, = 3 to
gmax =1.

Fig. 3.a shows the coarse grid representation of the data. Here, many land-
marks can be found in some particular cells. The problem is over-constrained
and the 47-by-64 matrix Cmin is rank deficient (the rank being 27). The non-zero
pattern of this matrix is shown in Fig. 3.b.

RERSOREN © -
AR haW .
number of nonzeros = 188

Fig. 3. Coarse grid representation of data with 47 landmarks (circles), fmin = 3 (left);
non-zero pattern of the matrix Cmin (right).

Fig. 4 shows the original data (a,b,c) and the results based on the thin-
plate-spline solution yrps (d,g), an unconstrained solution y,, (e,h), and the
constrained solution yeon (f,i). The distance measure and landmark error are
given by

err(Y) := 100 D(Y)/D(X)[%], D(Y)=|T(Y)— RJ?
LM(Y) = |(Id & C)Y - t|Frobenius-

All three registration approaches (TPS, unconstrained, constrained) perform
well for this example. The TPS approach gives perfect results for the landmarks
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Fig. 4. Original template image with landmarks (crosses) and visualization of an arti-
ficial transformation yerue (top left); reference (top middle) is a transformed template
R(x) = T (Ytrue(x)), with visualization of transformed landmarks and initial grid; ini-
tial difference |7 —R| (top right); transformed template 7 [y] based on thin-plate spline
solution yrps (center left), unconstrained solution yun (center middle), and constrained
solution yeon (center right); differences |7 [y] — R| for y = yrps (bottom left), ¥y = yun
(bottom middle), and y = ycon (bottom right).



but a large difference for the trapezoid. The unconstrained approach results
a very small difference but the landmark error is relatively large. Finally, the
constrained approach performs perfect on the landmark and results the smallest
difference. The later is due to the fact that the stopping criteria is relative to
the initial guess, which is results a smaller distance in the constrained approach.

4.2 3D example

For our 3D experiment we use real data from CT and 3D power Doppler ultra-
sound (US) of a human liver. The goal of this application is the alignment of
vessels that have been segmented from the original data. Consequently, we have
binary images allowing for a direct comparison by the SSD distance measure.
The size of the data in our experiment is 171 x 165 x 186 voxels. Additionally, we
have 11 corresponding landmarks that were manually picked by an expert; see
Fig. 5 (a,b). For the registration we used four levels starting from 22 x 21 x 24
and ranging to the original resolution with 171 x 165 x 186 voxels. Results for
a plain landmark based registration by using only the thin-plate-spline solution
yrps and the constrained solution yeon = yrps +u are shown in Fig. 5(c,d). As it
turns out, the landmark solution provides a reasonable alignment but is far from
being perfect. On the other hand, using the constrained approach improved the
quality of the results considerably and leads to an almost perfect alignment of
large parts of the vessel system.

5 Conclusions

The paper presents a variational framework for the landmark constrained reg-
istration problem and a discretize-then-optimize approach for computing a nu-
merical solution. A difficulty for the multi-level discretization is that the number
of constraints is constant while the number of degrees of freedom varies. In par-
ticular for a coarse discretization, inconsistent constrains are to be expected.

This paper provides a technique to overcome this problem by mixing land-
mark and update components, which results in compatible constraints. Moreover,
it is shown how to efficiently compute a stable, orthogonal, and sparse basis for
the constraint manifold and thus enabling a reduced space optimization avoiding
saddle point problems.
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