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Time

Disease burden

Undiagnosed
condition

Standard practice

Predicted conditionUndiagnosed patient

Predicted risk of developing disease or predicting outcome

Prognosis:	Where	is	a	patient	in	their	disease	trajectory?	
When	will	the	disease	progress?	How	will	treatment	affect	

disease	progression?

Example: Multiple myeloma
► Rare blood cancer
► MMRF CoMMpass Study has 

~1000 patients



https://www.lls.org/disease-
information/myeloma/diagn
osis/myeloma-staging



Time

Disease burden

Undiagnosed
condition

Descriptive:	What	does	a	typical	trajectory	look	like?

Example: Parkinson’s
► Progressive nervous system disorder
► Affects 1 in 100 people over age 60
► PPMI dataset follows patients across time



[Poewe et	al.,	Parkinson’s	disease.	Nature	Reviews	Disease	Primers,	2017]



Disease burden

Subtyping:		Can	we	re-define	the	disease	altogether?

Subtype	A:	Short-term	responder	

Subtype	B:	Non-responder

Time
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Movement disorders

Table 2 Confirmatory factor analysis within the Tracking Parkinson’s 
cohort showing standardised factor loadings of variables selected from 
exploratory factor analysis and measures of model fit

Variable

Factor 1
Psychological
well-being

Factor 2
Non-tremor 
motor

MDS-UPDRS I apathy 0.512
MDS-UPDRS I fatigue 0.599
MDS-UPDRS I pain 0.544
BFI—neuroticism 0.459
HADS anxiety 0.795
HADS depression 0.863
QUIP 0.307
MDS-UPDRS III speech 0.420
MDS-UPDRS III rigidity subscore 0.535
MDS-UPDRS III bradykinesia subscore 0.769
MDS-UPDRS III postural subscore 0.609
CFI=0.909
TLI=0.932
RMSEA=0.063
CFI, TLI and RMSEA are all measures of model fit.
BFI, Big five inventory; QUIP, Questionnaire for Impulsive-Compulsive Disorders in 
Parkinson's disease.
CFI, Comparative Fit Index; HADS, Hospital Anxiety and Depression Scale; MDS, 
Movement Disorders Society; RMSEA, root mean square error of approximation; TLI, 
Tucker-Lewis Index; UPDRS, Unified Parkinson’s Disease Rating Scale.

Figure 1 Important salient clinical features of the four clusters across the two cohorts where the percentages within each cluster are from the Tracking 
Parkinson’s cohort.

average 1.2–1.3 years. Compared with Tracking Parkinson’s, the 
Discovery cohort had more severe motor disease as measured by 
the UPDRS III and disease severity as measured by the Hoehn 
and Yahr or the sum score of UPDRS parts I–IV (p<0.001), and 
slightly worse average cognition as measured by the MoCA. 
However, the Tracking Parkinson’s cohort had worse motor 

aspects of experiences of daily living (UPDRS II) and motor 
complications (UPDRS IV) and had fewer untreated patients.

Cluster analysis
In our factor analysis, we found two factors: a psycholog-
ical well-being and a non-tremor motor factor (table 2), as we 
reported previously.9 This shows that within our baseline pheno-
typic variables, we had multiple variables related to psycholog-
ical well-being and to non-tremor motor function that were 
highly correlated. Using the statistics in web supplementary table 
1 helped us decide that four clusters gave us an optimal solution. 
Figure 1 highlights the important features of the clusters and 
figure 2 shows the average of each of the standardised variables 
within each cluster for the Tracking Parkinson’s and Discovery 
cohorts. The groups were arbitrarily ordered in terms of size 
for Tracking Parkinson’s, but for the Discovery cohort they 
were ordered by similarity to the Tracking Parkinson’s clusters. 
In general, the cluster patterns between the cohorts were fairly 
similar but with some differences (see below). Details of the clus-
ters are available in web supplementary table 2, which shows all 
the scores from the different tests included in the cluster analysis 
and categorised scores using standard cut-points from the litera-
ture for easier clinical interpretation. More details of the factor 
and the cluster analysis can be found in the online supplemen-
tary e-appendix.

The following describes the clusters observed in Tracking 
Parkinson’s (unless otherwise stated). The fast motor progres-
sion (1) cluster had less advanced motor features and psycho-
logical well-being but worse than average non-motor features 
such as blood pressure postural drop, olfaction and cognition 
with more symmetrical motor disease. However, within the 
Discovery cohort, the non-tremor motor was worse, rather 
than better than average, for this cluster. The mild motor 
and non-motor disease (2) cluster showed a milder form of 
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Predicting	disease	progression	in	
Alzheimer’s	disease

[Image	credit:	Wikipedia;	 "Alzheimer's	 Disease	 Education	and	Referral	Center,	a	service	 of	the	
National	 Institute	 on	Aging.”]



Disease	status	
quantified	by	
cognitive	score
(continuous	valued)



Predicting	disease	progression	in	
Alzheimer’s	disease

• Goal:	Predict	disease	status	in	6,	12,	24,	36,	
and	48	months

• Five	different	regression	tasks?
• Challenge:	data	sparsity

– Total	number	of	patients	is	small
– Labels	are	noisy
– Due	to	censoring,	fewer	patients	at	later	time	
points

[Zhou	et	al.,	KDD	’12]
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• Goal:	Predict	disease	status	in	6,	12,	24,	36,	
and	48	months

• Five	different	regression	tasks?
• Challenge:	data	sparsity
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Table 1: The sample size and feature dimensional-
ity of different data sets used in the experiments.
M denotes baseline MMSE features and E denotes
baseline META features.
Target Source M06 M12 M24 M36 M48 Dim.

MMSE
M 648 642 569 389 87 306

M+E 648 642 569 389 87 371

ADAS
M 648 638 564 377 85 306

M+E 648 642 569 389 87 371

Table 2: Features included in the META dataset.
In META, we include baseline cognitive scores as
features to predict the future cognitive scores. A
detailed explanation of each cognitive score and lab
test can be found at [1].

Type Features
Demographic age, years of education, gender
Genetic ApoE-ε4 information
Baseline
cognitive
scores

MMSE, ADAS-Cog, ADAS-MOD, ADAS sub-
scores, CDR, FAQ, GDS, Hachinski, Neu-
ropsychological Battery, WMS-R Logical
Memory

Lab tests RCT1, RCT11, RCT12, RCT13, RCT14,
RCT1407, RCT1408, RCT183, RCT19,
RCT20, RCT29, RCT3, RCT392, RCT4,
RCT5, RCT6, RCT8

biomarkers (M, P, C) as META (E). A detailed list of the
META data is given in Table 2. The date when the patient
performs the screening in the hospital for the first time is
called baseline, and the time point for the follow-up visits is
denoted by the duration starting from the baseline. For in-
stance, we use the notation “M06” to denote the time point
half year after the first visit. Currently ADNI has up to 48
months’ follow-up data for some patients. However, many
patients drop out from the study for many reasons (e.g. de-
ceased). In our experiments, we predict future MMSE and
ADAS-Cog scores using various measurements at the base-
line. For each target we build a prediction model using a
data set that only contains baseline MRI features (M), and
another data set that contains both MRI and META fea-
tures (M+E). In the current study, CSF and PET are not
used due to the small sample size. The MRI features are
extracted in the same way as in [43]. There are 5 types
of MRI features used: white matter parcellation volume
(Vol.WM.), cortical parcellation volume (Vol.C.), surface
area (Surf. Area), cortical thickness average (CTA), cortical
thickness standard deviation (CTStd). The sample size and
dimensionality for each time point and feature combination
is given in Table 1.

6.2 Prediction Performance
In the first experiment, we compare the proposed meth-

ods including Convex Fused Sparse Group Lasso (cFSGL)
and the two Non-Convex Fused Group Lasso: nFSGL1 in
Eq. (16) and nFSGL2 in Eq. (17) with ridge regression (Ridge)
and Temporal Group Lasso (TGL) on the prediction of MMSE
and ADAS-Cog using selected types of feature combinations,
namely M and M+E. Note that Lasso is a special case of
cFSGL when both λ2 and λ3 are set to 0. For each feature
combination, we randomly split the data into training and
testing sets using a ratio 9 : 1. The 5-fold cross validation
is used to select model parameters. For the regression per-

formance measures, we use Normalized Mean Squared Error
(nMSE) as used in the multi-task learning literature [40, 3]
and weighted correlation coefficient (R-value) as employed
in the medical literature addressing AD progression prob-
lems [10, 31, 18]. We report the mean and standard devia-
tion based on 20 iterations of experiments on different splits
of data. To investigate the effects of the fused Lasso term,
in cFSGL we fix the value of λ2 in Eq.(2) to be 20, 50, 100,
and perform cross validation to select λ1 and λ3. The three
configurations are labeled as cFSGL1, cFSGL2 and cFSGL3
respectively.
The experimental results using 90% training data on MRI

and MRI+META are presented in Table 3 and Table 4.
Overall our proposed approaches outperform Ridge and TGL,
in terms of both nMSE and correlation coefficient. We have
the following observations: 1) The fused Lasso term is effec-
tive. We witness significant improvement in cFSGL when
changing the parameter value for the fused Lasso term. 2)
The proposed cFSGL and nFSGL formulations witness sig-
nificant improvement for later time points. This may be due
to the data sparseness at later time points (see Table 1),
as the proposed sparsity-inducing models are expected to
achieve better generalization performance in this case. 3)
The non-convex nFSGL formulations are better than cFSGL
in many tasks. One practical strength of the non-convex
nFSGL formulations is that they have fewer parameters to
be estimated (only 2 parameters).

6.3 Temporal Patterns of Biomarkers
One of the strengthens of the proposed formulations is

that they facilitate the identification of temporal patterns
of biomarkers. In this experiment we study the temporal
patterns of biomarkers using longitudinal stability selection
with cFSGL and nFSGL. Note that because the sample size
at the M48 time point is too small, we perform stability
selection for M06, M12, M24, and M36 only.
The stability vectors of MRI stable features using cFSGL

nFSGL1 and nFSGL2 formulations are given in Figure 1,
Figure 2 and Figure 3 respectively. In the figures, we collec-
tively list the stable features (η = 20) at the 4 time points.
The total number of features may be less than 80 because
one feature may be identified as a stable feature at multi-
ple time points. In Figure 1(a), we observe that cortical
thickness average of left middle temporal, cortical thickness
average of left and right Entorhinal, and white matter vol-
ume of left Hippocampus are important biomarkers for all
time points, which agrees with the previous findings [43].
Cortical volume of left Entorhinal provides significant infor-
mation in later stages than in the first 6 months. Several
biomarkers including white matter volume of left and right
Amygdala, and surface area of right Bankssts provide use-
ful information only in later time points. On the contrary,
some biomarkers have a large stability score during the first
2 years after baseline screening, such as cortical thickness
average of left inferior temporal, left inferior parietal, and
cortical thickness standard deviation of left isthmus cingu-
late, right lingual, left inferior parietal, and cortical volume
of right precentral, right isthmus cingulate, and left middle
temporal cortex.
The stability vector of stable MRI features for MMSE are

given in Figure 1(b). We obtain very different patterns from
ADAS-Cog. We find that most biomarkers provide signifi-
cant information for the first 2 years and very few of them
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Number	of	patients	M	months	after	baseline	
(Alzheimer’s	 Disease	Neuroimaging	 Initiative)

M06	=	6	months	after	baseline



Multi-task	learning

• Goal:	Predict	disease	status	in	6,	12,	24,	36,	
and	48	months

• Rather	than	learn	several	independent	models,	
view	as	multi-task learning
– Select	common	set	of	biomarkers	for	all	time	points
– Also	allow	for	specific	set	of	biomarkers	at	different	
time	points

– Incorporate	temporal	smoothness	in	models

[Zhou	et	al.,	KDD	’12]









Convex	fused	sparse	group	lasso
• Simultaneously	learn	all	5	models	by	solving	the	
following	convex	optimization	problem:

• Squared	loss:
(S is	a	mask	to	account	for	labels	missing	in	subset	of	tasks)

• Group	Lasso	penalty														given	by
• R	=

[Zhou	et	al.,	KDD	’12]

tion problem:

min
W

L(W ) + λ1 ∥W∥1 + λ2

∥∥∥RWT
∥∥∥
1
+ λ3 ∥W∥2,1 , (2)

where ∥W∥1 is the Lasso penalty, the group Lasso penalty

∥W∥2,1 is given by
∑d

i=1

√∑t
j=1 W

2
ij ,

∥∥RWT
∥∥
1
is the fused

Lasso penalty, R is an (t − 1) × t sparse matrix in which
Ri,i = 1 and Ri,i+1 = −1, and λ1, λ2 and λ3 are regulariza-
tion parameters. The combination of Lasso and group Lasso
penalties is also known as the sparse group Lasso penalty,
which allows simultaneous joint feature selection for all tasks
and selection of a specific set of features for each task. The
fused Lasso penalty is employed to incorporate the tempo-
ral smoothness. We call the formulation in Eq. (2) “convex
fused sparse group Lasso”(cFSGL). The cFSGL formulation
involves three non-smooth terms, and is thus challenging to
solve. We propose to solve the optimization problem by the
accelerated gradient method (AGM) [27, 28]. One of the
key steps in using AGM is the computation of the proxi-
mal operator associated with the composite of non-smooth
penalties defined as follows:

π(V ) = argmin
W

1
2
∥W − V ∥2F + λ1∥W∥1

+ λ2∥RWT ∥1 + λ3∥W∥2,1. (3)

It is clear that each row of W is decoupled in Eq. (3). Thus
for obtaining the ith row wi, we only need to solve the fol-
lowing optimization problem:

π(vi) = argmin
wi

1
2
∥wi − vi∥22 + λ1∥wi∥1

+λ2∥Rwi∥1 + λ3∥wi∥2, (4)

where vi is the ith row of V . The proximal operator in
Eq. (4) is challenging to compute due to the presence of three
non-smooth terms. One of the key technical contributions
of this paper is to show that the proximal operator exhibits
a certain decomposition property, based on which we can
efficiently compute the proximal operator in two stages, as
summarized in the following theorem:

Theorem 1. Define

πFL(v) = argmin
w

1
2
∥w − v∥22 + λ1∥w∥1 + λ2∥Rw∥1 (5)

πGL(v) = argmin
w

1
2
∥w − v∥22 + λ3∥w∥2. (6)

Then the following holds:

π(v) = πGL(πFL(v)). (7)

Proof: The necessary and sufficient optimality conditions
for (4), (5), and (6) can be written as:

0 ∈ π(v)− v + λ1SGN(π(v))

+ λ2R
TSGN(Rπ(v)) + λ3∂g(π(v)), (8)

0 ∈ πFL(v)− v + λ1SGN(πFL(v))

+ λ2R
TSGN(RπFL(v)), (9)

0 ∈ πGL(πFL(v))− πFL(v) + λ3∂g(πGL(πFL(v))), (10)

where SGN(x) is a set defined in a componentwise manner
as:

(SGN(x))i =

⎧
⎨

⎩

[−1, 1] xi = 0
{1} xi > 0
{−1} xi < 0,

(11)

and

∂g(x) =

{ x
∥x∥2

x ̸= 0
{y : ∥y∥2 ≤ 1} x = 0.

(12)

It follows from (10) and (12) that: 1) if ∥πFL(v)∥2 ≤ λ3,
then πGL(πFL(v)) = 0; and 2) if ∥πFL(v)∥2 > λ3, then

πGL(πFL(v)) =
∥πFL(v)∥2−λ3

∥πFL(v)∥2
πFL(v).

It is easy to observe that, 1) if the i-th entry of πFL(v)
is zero, so is the i-th entry of πGL(πFL(v)); 2) if the i-th
entry of πFL(v) is positive (or negative), so is the i-th entry
of πGL(πFL(v)). Therefore, we have:

SGN(πFL(v)) ⊆ SGN(πGL(πFL(v))). (13)

Meanwhile, 1) if the i-th and the (i + 1)-th entries of
πFL(v) are identical, so are those of πGL(πFL(v)); 2) if the
i-th entry is larger (or smaller) than the (i+ 1)-th entry in
πFL(v), so is in πGL(πFL(v)). Therefore, we have:

SGN(RπFL(v)) ⊆ SGN(RπGL(πFL(v))). (14)

It follows from (9), (10), (13), and (14) that:

0 ∈ πGL(πFL(v))− v + λ1SGN(πGL(πFL(v)))

+ λ2R
TSGN(RπGL(πFL(v))) + λ3∂g(πGL(πFL(v))).

(15)

Since (4) has a unique solution, we can get (7) from (8)
and (15). ✷
Note that the fused Lasso signal approximator [13] in

Eq.(5) can be effectively solved using [24]. The complete
algorithm for computing the proximal operator associated
with cFSGL is given in Algorithm 1.

Algorithm 1 Proximal operator associated with the Con-
vex Fused Sparse Group Lasso (cFSGL)

Input: V ∈ Rd×t, R ∈ Rt−1×t, λ1, λ2, λ3

Output: W ∈ Rd×t

1: for i = 1 : d do
2: ui = argminw

1
2∥w − vi∥22 + λ1∥w∥1 + λ2∥Rw∥1

3: wi = argminw
1
2∥w − ui∥22 + λ3∥w∥2

4: end for

3. NON-CONVEX PROGRESSION MODELS
In cFSGL, we aim to select task-shared and task-specific

features using the sparse group Lasso penalty. However, the
decomposition property shown in Theorem 1 implies that
a simple composition of the ℓ1-norm penalty and ℓ2,1-norm
penalty may be sub-optimal. Besides, the sparsity-inducing
penalties are known to lead to biased estimates [12]. To
this end, we propose the following non-convex multi-task
regression formulation for modeling disease progression:

min
W

L(W ) + λ
d∑

i=1

√
∥wi∥1 + γ∥RWT ∥1, (16)

where the second term is the summation of the squared root
of ℓ1-norm of wi (wi is the ith row of W ), and is called the
composite ℓ(0.5,1)-norm regularization. Note that it is in fact
not a valid norm due to its non-convexity. It is known that
the ℓ0.5 penalty leads to a sparse solution, thus many of the
rows of W will be zero, i.e., the features corresponding to
the zero rows will be removed from all tasks. In addition,
for the nonzero rows, due to the use of the ℓ1 penalty for
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cognitive subscale (ADAS-Cog) [10, 31], or the volume of a
certain brain region [16], or clinically defined categories [9,
26]. When high-dimensional data, such as neuroimages (i.e.,
MRI and/or PET) are used as input features, the methods of
sequentially evaluating individual features are suboptimal.
In such cases, dimension reduction techniques such as prin-
ciple component analysis are commonly applied to project
the data into a lower-dimensional space [10]. One disadvan-
tage of using dimension reduction is that the models are no
longer interpretable. A better alternative is to use feature
selection in modeling the disease progression [31]. Most ex-
isting work focus on the prediction of target at a single time
point (baseline [31], or one year [10]); however, a joint analy-
sis of data from multiple time points is expected to improve
the performance especially when the number of subjects is
small and the number of input features is large.

To address the aforementioned challenges, multi-task learn-
ing techniques have recently been proposed to model the dis-
ease progression [39, 43]. The idea of multi-task learning is
to utilize the intrinsic relationships among multiple related
tasks in order to improve the generalization performance;
it is most effective when the number of samples for each
task is small. One of the key issues in multi-task learning
is to identify how the tasks are related and build learning
models to capture such task relatedness. One way of model-
ing multi-task relationship is to assume all tasks are related
and task models are closed to each other [11], or tasks are
clustered into groups [4, 20, 32, 41]. Alternatively, one can
assume that the tasks share a common subspace [2, 7], or
a common set of features [3, 29]. In [39], the prediction of
different types of targets such as MMSE and ADAS-Cog is
modeled as a multi-task learning problem and all models are
constrained to share a common set of features. In [43], multi-
task learning is used to model the longitudinal disease pro-
gression. Given the set of baseline features of a patient, the
prediction of the patient’s disease status at each time point
can be considered as a regression task. Multiple prediction
tasks at different time points are performed simultaneously
to capture the temporal smoothness of the prediction mod-
els across different time points. However, similar to [39], the
formulation in [43] constrains the models at all time points
to select a common set of features, thus failing to capture the
temporal patterns of the biomarkers in disease progression [6,
19]. It is thus desirable to develop formulations that allow
the simultaneous selection of a common set of biomarkers
for multiple time points and specific sets of biomarkers for
different time points.

In this paper, we propose novel multi-task learning formu-
lations for predicting the disease progression measured by
the clinical scores (ADAS-Cog and MMSE). Specifically, we
propose a convex fused sparse group Lasso (cFSGL) formu-
lation that simultaneously selects a common set of biomark-
ers for all time points and selects a specific set of biomark-
ers at different time points using the sparse group Lasso
penalty [14], and in the meantime incorporates the tempo-
ral smoothness using the fused Lasso penalty [33]. The pro-
posed formulation is, however, challenging to solve due to
the use of several non-smooth penalties including the sparse
group Lasso and fused Lasso penalties. We show that the
proximal operator associated with the optimization prob-
lem in cFSGL exhibits a certain decomposition property
and can be solved efficiently. Therefore cFSGL can be effi-
ciently solved using the accelerated gradient method [27, 28].

The convex sparsity-inducing penalties are known to intro-
duce shrinkage bias [12]. To further improve the progression
model and reduce the shrinkage bias in cFSGL, we propose
two non-convex progression formulations. We employ the
difference of convex (DC) programming technique to solve
the non-convex formulations, which iteratively solves a se-
quence of convex relaxed optimization problems. We show
that at each step the convex relaxed problems are equivalent
to reweighted sparse learning problems [5].

We have performed extensive experiments to demonstrate
the effectiveness of the proposed models using data from the
Alzheimer’s Disease Neuroimaging Initiative (ADNI). We
have also performed longitudinal stability selection [43] us-
ing our proposed formulations to identify and analyze the
temporal patterns of biomarkers in disease progression.

2. A CONVEX FORMULATION OF MOD-
ELING DISEASE PROGRESSION

In the longitudinal AD study, cognitive scores of selected
patients are repeatedly measured at multiple time points.
The prediction of cognitive scores at each time point can
be considered as a regression problem, and the prediction
of cognitive scores at multiple time points can be treated as
a multi-task regression problem. By employing multi-task
regression, the temporal information among different tasks
can be incorporated into the model to improve the prediction
performance.

Consider a multi-task regression problem of t tasks with
n samples of d features. Let {x1, · · · ,xn} be the input data
at the baseline, and let {y1, · · · ,yn} be the targets, where
each xi ∈ Rd represents a sample (patient), and yi ∈ Rt is
the corresponding targets (clinical scores) at different time
points. We collectively denote X = [x1, · · · ,xn]

T ∈ Rn×d

as the data matrix, Y = [y1, · · · ,yn]
T ∈ Rn×t as the target

matrix, andW =
[
w1, · · · ,wt

]
∈ Rd×t as the weight matrix.

To consider the missing values from the target, we denote
the loss function as:

L(W ) = ∥S ⊙ (XW − Y )∥2F , (1)

where matrix S ∈ Rn×t indicates missing target values:
Si,j = 0 if the target value of sample i is missing at the
jth time point, and Si,j = 1 otherwise. The component-
wise operator ⊙ is defined as follows: Z = A ⊙ B denotes
Zi,j = Ai,jBi,j , for all i, j. The multi-task regression solves
the following optimization problem: minW L(W ) + Ω(W ),
where Ω(W ) is a regularization term that captures the task
relatedness.

In the multi-task setting for modeling disease progression,
each task is to predict a specific target (e.g., MMSE) for a
set of subjects at different time points. It is thus reason-
able to assume that the difference of the predictions between
immediate time points is small, i.e., the temporal smooth-
ness [43]. It is also well believed in the literature that a
small subset of biomarkers are related to the disease pro-
gression, and biomarkers involved at different stages may be
different [19]. To this end, we propose a novel multi-task
learning formulation for modeling disease progression which
allows simultaneous joint feature selection for multiple tasks
and task-specific feature selection, and in the meantime in-
corporates the temporal smoothness. Mathematically, the
proposed formulation solves the following convex optimiza-

1096

tion problem:

min
W

L(W ) + λ1 ∥W∥1 + λ2

∥∥∥RWT
∥∥∥
1
+ λ3 ∥W∥2,1 , (2)

where ∥W∥1 is the Lasso penalty, the group Lasso penalty

∥W∥2,1 is given by
∑d

i=1

√∑t
j=1 W

2
ij ,

∥∥RWT
∥∥
1
is the fused

Lasso penalty, R is an (t − 1) × t sparse matrix in which
Ri,i = 1 and Ri,i+1 = −1, and λ1, λ2 and λ3 are regulariza-
tion parameters. The combination of Lasso and group Lasso
penalties is also known as the sparse group Lasso penalty,
which allows simultaneous joint feature selection for all tasks
and selection of a specific set of features for each task. The
fused Lasso penalty is employed to incorporate the tempo-
ral smoothness. We call the formulation in Eq. (2) “convex
fused sparse group Lasso”(cFSGL). The cFSGL formulation
involves three non-smooth terms, and is thus challenging to
solve. We propose to solve the optimization problem by the
accelerated gradient method (AGM) [27, 28]. One of the
key steps in using AGM is the computation of the proxi-
mal operator associated with the composite of non-smooth
penalties defined as follows:

π(V ) = argmin
W

1
2
∥W − V ∥2F + λ1∥W∥1

+ λ2∥RWT ∥1 + λ3∥W∥2,1. (3)

It is clear that each row of W is decoupled in Eq. (3). Thus
for obtaining the ith row wi, we only need to solve the fol-
lowing optimization problem:

π(vi) = argmin
wi

1
2
∥wi − vi∥22 + λ1∥wi∥1

+λ2∥Rwi∥1 + λ3∥wi∥2, (4)

where vi is the ith row of V . The proximal operator in
Eq. (4) is challenging to compute due to the presence of three
non-smooth terms. One of the key technical contributions
of this paper is to show that the proximal operator exhibits
a certain decomposition property, based on which we can
efficiently compute the proximal operator in two stages, as
summarized in the following theorem:

Theorem 1. Define

πFL(v) = argmin
w

1
2
∥w − v∥22 + λ1∥w∥1 + λ2∥Rw∥1 (5)

πGL(v) = argmin
w

1
2
∥w − v∥22 + λ3∥w∥2. (6)

Then the following holds:

π(v) = πGL(πFL(v)). (7)

Proof: The necessary and sufficient optimality conditions
for (4), (5), and (6) can be written as:

0 ∈ π(v)− v + λ1SGN(π(v))

+ λ2R
TSGN(Rπ(v)) + λ3∂g(π(v)), (8)

0 ∈ πFL(v)− v + λ1SGN(πFL(v))

+ λ2R
TSGN(RπFL(v)), (9)

0 ∈ πGL(πFL(v))− πFL(v) + λ3∂g(πGL(πFL(v))), (10)

where SGN(x) is a set defined in a componentwise manner
as:

(SGN(x))i =

⎧
⎨

⎩

[−1, 1] xi = 0
{1} xi > 0
{−1} xi < 0,

(11)

and

∂g(x) =

{ x
∥x∥2

x ̸= 0
{y : ∥y∥2 ≤ 1} x = 0.

(12)

It follows from (10) and (12) that: 1) if ∥πFL(v)∥2 ≤ λ3,
then πGL(πFL(v)) = 0; and 2) if ∥πFL(v)∥2 > λ3, then

πGL(πFL(v)) =
∥πFL(v)∥2−λ3

∥πFL(v)∥2
πFL(v).

It is easy to observe that, 1) if the i-th entry of πFL(v)
is zero, so is the i-th entry of πGL(πFL(v)); 2) if the i-th
entry of πFL(v) is positive (or negative), so is the i-th entry
of πGL(πFL(v)). Therefore, we have:

SGN(πFL(v)) ⊆ SGN(πGL(πFL(v))). (13)

Meanwhile, 1) if the i-th and the (i + 1)-th entries of
πFL(v) are identical, so are those of πGL(πFL(v)); 2) if the
i-th entry is larger (or smaller) than the (i+ 1)-th entry in
πFL(v), so is in πGL(πFL(v)). Therefore, we have:

SGN(RπFL(v)) ⊆ SGN(RπGL(πFL(v))). (14)

It follows from (9), (10), (13), and (14) that:

0 ∈ πGL(πFL(v))− v + λ1SGN(πGL(πFL(v)))

+ λ2R
TSGN(RπGL(πFL(v))) + λ3∂g(πGL(πFL(v))).

(15)

Since (4) has a unique solution, we can get (7) from (8)
and (15). ✷
Note that the fused Lasso signal approximator [13] in

Eq.(5) can be effectively solved using [24]. The complete
algorithm for computing the proximal operator associated
with cFSGL is given in Algorithm 1.

Algorithm 1 Proximal operator associated with the Con-
vex Fused Sparse Group Lasso (cFSGL)

Input: V ∈ Rd×t, R ∈ Rt−1×t, λ1, λ2, λ3

Output: W ∈ Rd×t

1: for i = 1 : d do
2: ui = argminw

1
2∥w − vi∥22 + λ1∥w∥1 + λ2∥Rw∥1

3: wi = argminw
1
2∥w − ui∥22 + λ3∥w∥2

4: end for

3. NON-CONVEX PROGRESSION MODELS
In cFSGL, we aim to select task-shared and task-specific

features using the sparse group Lasso penalty. However, the
decomposition property shown in Theorem 1 implies that
a simple composition of the ℓ1-norm penalty and ℓ2,1-norm
penalty may be sub-optimal. Besides, the sparsity-inducing
penalties are known to lead to biased estimates [12]. To
this end, we propose the following non-convex multi-task
regression formulation for modeling disease progression:

min
W

L(W ) + λ
d∑

i=1

√
∥wi∥1 + γ∥RWT ∥1, (16)

where the second term is the summation of the squared root
of ℓ1-norm of wi (wi is the ith row of W ), and is called the
composite ℓ(0.5,1)-norm regularization. Note that it is in fact
not a valid norm due to its non-convexity. It is known that
the ℓ0.5 penalty leads to a sparse solution, thus many of the
rows of W will be zero, i.e., the features corresponding to
the zero rows will be removed from all tasks. In addition,
for the nonzero rows, due to the use of the ℓ1 penalty for
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tion problem:

min
W
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∥∥∥RWT
∥∥∥
1
+ λ3 ∥W∥2,1 , (2)
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∑d

i=1

√∑t
j=1 W

2
ij ,

∥∥RWT
∥∥
1
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where the second term is the summation of the squared root
of ℓ1-norm of wi (wi is the ith row of W ), and is called the
composite ℓ(0.5,1)-norm regularization. Note that it is in fact
not a valid norm due to its non-convexity. It is known that
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371	in	total

Table 1: The sample size and feature dimensional-
ity of different data sets used in the experiments.
M denotes baseline MMSE features and E denotes
baseline META features.
Target Source M06 M12 M24 M36 M48 Dim.

MMSE
M 648 642 569 389 87 306

M+E 648 642 569 389 87 371

ADAS
M 648 638 564 377 85 306

M+E 648 642 569 389 87 371

Table 2: Features included in the META dataset.
In META, we include baseline cognitive scores as
features to predict the future cognitive scores. A
detailed explanation of each cognitive score and lab
test can be found at [1].

Type Features
Demographic age, years of education, gender
Genetic ApoE-ε4 information
Baseline
cognitive
scores

MMSE, ADAS-Cog, ADAS-MOD, ADAS sub-
scores, CDR, FAQ, GDS, Hachinski, Neu-
ropsychological Battery, WMS-R Logical
Memory

Lab tests RCT1, RCT11, RCT12, RCT13, RCT14,
RCT1407, RCT1408, RCT183, RCT19,
RCT20, RCT29, RCT3, RCT392, RCT4,
RCT5, RCT6, RCT8

biomarkers (M, P, C) as META (E). A detailed list of the
META data is given in Table 2. The date when the patient
performs the screening in the hospital for the first time is
called baseline, and the time point for the follow-up visits is
denoted by the duration starting from the baseline. For in-
stance, we use the notation “M06” to denote the time point
half year after the first visit. Currently ADNI has up to 48
months’ follow-up data for some patients. However, many
patients drop out from the study for many reasons (e.g. de-
ceased). In our experiments, we predict future MMSE and
ADAS-Cog scores using various measurements at the base-
line. For each target we build a prediction model using a
data set that only contains baseline MRI features (M), and
another data set that contains both MRI and META fea-
tures (M+E). In the current study, CSF and PET are not
used due to the small sample size. The MRI features are
extracted in the same way as in [43]. There are 5 types
of MRI features used: white matter parcellation volume
(Vol.WM.), cortical parcellation volume (Vol.C.), surface
area (Surf. Area), cortical thickness average (CTA), cortical
thickness standard deviation (CTStd). The sample size and
dimensionality for each time point and feature combination
is given in Table 1.

6.2 Prediction Performance
In the first experiment, we compare the proposed meth-

ods including Convex Fused Sparse Group Lasso (cFSGL)
and the two Non-Convex Fused Group Lasso: nFSGL1 in
Eq. (16) and nFSGL2 in Eq. (17) with ridge regression (Ridge)
and Temporal Group Lasso (TGL) on the prediction of MMSE
and ADAS-Cog using selected types of feature combinations,
namely M and M+E. Note that Lasso is a special case of
cFSGL when both λ2 and λ3 are set to 0. For each feature
combination, we randomly split the data into training and
testing sets using a ratio 9 : 1. The 5-fold cross validation
is used to select model parameters. For the regression per-

formance measures, we use Normalized Mean Squared Error
(nMSE) as used in the multi-task learning literature [40, 3]
and weighted correlation coefficient (R-value) as employed
in the medical literature addressing AD progression prob-
lems [10, 31, 18]. We report the mean and standard devia-
tion based on 20 iterations of experiments on different splits
of data. To investigate the effects of the fused Lasso term,
in cFSGL we fix the value of λ2 in Eq.(2) to be 20, 50, 100,
and perform cross validation to select λ1 and λ3. The three
configurations are labeled as cFSGL1, cFSGL2 and cFSGL3
respectively.
The experimental results using 90% training data on MRI

and MRI+META are presented in Table 3 and Table 4.
Overall our proposed approaches outperform Ridge and TGL,
in terms of both nMSE and correlation coefficient. We have
the following observations: 1) The fused Lasso term is effec-
tive. We witness significant improvement in cFSGL when
changing the parameter value for the fused Lasso term. 2)
The proposed cFSGL and nFSGL formulations witness sig-
nificant improvement for later time points. This may be due
to the data sparseness at later time points (see Table 1),
as the proposed sparsity-inducing models are expected to
achieve better generalization performance in this case. 3)
The non-convex nFSGL formulations are better than cFSGL
in many tasks. One practical strength of the non-convex
nFSGL formulations is that they have fewer parameters to
be estimated (only 2 parameters).

6.3 Temporal Patterns of Biomarkers
One of the strengthens of the proposed formulations is

that they facilitate the identification of temporal patterns
of biomarkers. In this experiment we study the temporal
patterns of biomarkers using longitudinal stability selection
with cFSGL and nFSGL. Note that because the sample size
at the M48 time point is too small, we perform stability
selection for M06, M12, M24, and M36 only.
The stability vectors of MRI stable features using cFSGL

nFSGL1 and nFSGL2 formulations are given in Figure 1,
Figure 2 and Figure 3 respectively. In the figures, we collec-
tively list the stable features (η = 20) at the 4 time points.
The total number of features may be less than 80 because
one feature may be identified as a stable feature at multi-
ple time points. In Figure 1(a), we observe that cortical
thickness average of left middle temporal, cortical thickness
average of left and right Entorhinal, and white matter vol-
ume of left Hippocampus are important biomarkers for all
time points, which agrees with the previous findings [43].
Cortical volume of left Entorhinal provides significant infor-
mation in later stages than in the first 6 months. Several
biomarkers including white matter volume of left and right
Amygdala, and surface area of right Bankssts provide use-
ful information only in later time points. On the contrary,
some biomarkers have a large stability score during the first
2 years after baseline screening, such as cortical thickness
average of left inferior temporal, left inferior parietal, and
cortical thickness standard deviation of left isthmus cingu-
late, right lingual, left inferior parietal, and cortical volume
of right precentral, right isthmus cingulate, and left middle
temporal cortex.
The stability vector of stable MRI features for MMSE are

given in Figure 1(b). We obtain very different patterns from
ADAS-Cog. We find that most biomarkers provide signifi-
cant information for the first 2 years and very few of them
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Results	(averaged	over	5	time	points)
Table 3: Comparison of our proposed approaches (cFSGL and nFSGL) and existing approaches (Ridge and
TGL) on longitudinal MMSE and ADAS-Cog prediction using MRI features (M) in terms of normalized
mean squared error (nMSE), average correlation coefficient (R) and mean squared error (MSE) for each time
point. 90 percent of data is used as training data.

Ridge TGL cFSGL1 cFSGL2 cFSGL3 nFSGL1 nFSGL2
Target: MMSE

nMSE 0.548± 0.057 0.449± 0.045 0.428± 0.052 0.400± 0.053 0.395± 0.052 0.412± 0.054 0.408± 0.056
R 0.689± 0.030 0.755± 0.029 0.772± 0.030 0.790± 0.032 0.796± 0.031 0.788± 0.031 0.792± 0.031

M06 MSE 2.269± 0.207 2.038± 0.262 2.117± 0.209 2.069± 0.209 2.071± 0.213 2.149± 0.194 2.181± 0.201
M12 MSE 3.266± 0.556 2.923± 0.643 2.900± 0.629 2.803± 0.662 2.762± 0.669 2.835± 0.662 2.793± 0.659
M24 MSE 3.494± 0.599 3.363± 0.733 3.125± 0.612 3.016± 0.624 3.000± 0.642 3.031± 0.604 2.979± 0.546
M36 MSE 4.003± 0.853 3.768± 0.962 3.456± 0.766 3.302± 0.781 3.265± 0.803 3.263± 0.785 3.211± 0.786
M48 MSE 4.328± 1.310 3.631± 1.226 2.857± 0.892 2.787± 0.871 2.871± 0.884 2.780± 0.855 2.766± 0.826

Target: ADAS-Cog
nMSE 0.532± 0.095 0.464± 0.067 0.444± 0.059 0.404± 0.055 0.391± 0.059 0.386± 0.060 0.381± 0.057

R 0.705± 0.043 0.747± 0.033 0.765± 0.032 0.791± 0.026 0.803± 0.024 0.809± 0.023 0.809± 0.023
M06 MSE 5.213± 0.522 4.820± 0.489 4.779± 0.421 4.543± 0.374 4.451± 0.340 4.458± 0.354 4.428± 0.351
M12 MSE 6.079± 0.775 5.813± 0.697 5.605± 0.622 5.363± 0.595 5.230± 0.589 5.183± 0.597 5.136± 0.617
M24 MSE 7.409± 1.154 6.835± 1.052 6.893± 0.950 6.456± 0.974 6.249± 0.996 6.174± 0.943 6.153± 0.911
M36 MSE 7.143± 1.351 6.938± 1.363 6.475± 1.135 6.101± 1.071 5.928± 1.064 5.819± 0.945 5.879± 0.972
M48 MSE 6.644± 2.750 6.000± 2.738 5.767± 2.189 5.751± 2.081 5.980± 1.979 5.889± 1.848 5.837± 2.160

Table 4: Comparison of our proposed approaches (cFSGL and nFSGL) and existing approaches (Ridge and
TGL) on longitudinal MMSE and ADAS-Cog prediction using MRI+META features (M+E) in terms of
normalized mean squared error (nMSE), average correlation coefficient (R) and mean squared error (MSE)
for each time point. 90 percent of data is used as training data.

Ridge TGL cFSGL1 cFSGL2 cFSGL3 nFSGL1 nFSGL2
Target: MMSE

nMSE 0.404± 0.056 0.320± 0.044 0.310± 0.042 0.311± 0.042 0.312± 0.043 0.308± 0.046 0.303± 0.046
R 0.788± 0.032 0.839± 0.027 0.842± 0.026 0.841± 0.026 0.840± 0.026 0.839± 0.027 0.843± 0.027

M06 MSE 2.188± 0.194 1.943± 0.161 1.918± 0.155 1.912± 0.153 1.907± 0.149 1.935± 0.150 1.906± 0.149
M12 MSE 2.744± 0.638 2.366± 0.722 2.355± 0.716 2.356± 0.713 2.357± 0.711 2.374± 0.696 2.326± 0.707
M24 MSE 3.113± 0.560 2.821± 0.664 2.790± 0.653 2.823± 0.656 2.875± 0.675 2.766± 0.601 2.730± 0.604
M36 MSE 3.150± 0.517 2.933± 0.657 2.851± 0.635 2.878± 0.640 2.905± 0.646 2.755± 0.550 2.792± 0.523
M48 MSE 3.639± 0.959 3.544± 1.136 3.233± 1.070 3.098± 1.013 2.956± 0.924 2.942± 0.928 2.961± 0.969

Target: ADAS-Cog
nMSE 0.314± 0.036 0.278± 0.034 0.238± 0.033 0.233± 0.035 0.235± 0.035 0.238± 0.035 0.243± 0.035

R 0.840± 0.015 0.868± 0.016 0.882± 0.013 0.886± 0.014 0.886± 0.014 0.884± 0.015 0.880± 0.013
M06 MSE 3.972± 0.415 3.560± 0.469 3.566± 0.380 3.553± 0.375 3.617± 0.362 3.659± 0.356 3.535± 0.403
M12 MSE 4.365± 0.469 4.080± 0.598 3.742± 0.394 3.678± 0.389 3.659± 0.393 3.739± 0.367 3.742± 0.430
M24 MSE 6.028± 1.128 5.888± 1.641 5.226± 1.201 5.115± 1.277 5.122± 1.338 5.111± 1.222 5.257± 1.337
M36 MSE 5.824± 1.076 5.639± 1.339 4.871± 0.894 4.747± 0.957 4.712± 1.002 4.737± 0.917 5.055± 1.033
M48 MSE 6.192± 2.327 6.337± 2.487 5.133± 1.499 5.065± 1.446 5.103± 1.527 4.968± 1.339 5.404± 1.802
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(a) Target: ADAS-Cog (25 stable features) (b) Target: MMSE (33 stable features)

Figure 1: The stability vector of stable MRI features using Convex Fused Sparse Group Lasso (cFSGL).

contain information about the progression in later stages.
The lacking of predictable MRI biomarkers in later stages
is a potential factor that contributes to the lower predictive

performance of MMSE than that of ADAS-Cog in our study
and other related studies [39]. These results suggest that
ADAS-Cog may be a better cognitive measurement for lon-

1101

Table 3: Comparison of our proposed approaches (cFSGL and nFSGL) and existing approaches (Ridge and
TGL) on longitudinal MMSE and ADAS-Cog prediction using MRI features (M) in terms of normalized
mean squared error (nMSE), average correlation coefficient (R) and mean squared error (MSE) for each time
point. 90 percent of data is used as training data.

Ridge TGL cFSGL1 cFSGL2 cFSGL3 nFSGL1 nFSGL2
Target: MMSE

nMSE 0.548± 0.057 0.449± 0.045 0.428± 0.052 0.400± 0.053 0.395± 0.052 0.412± 0.054 0.408± 0.056
R 0.689± 0.030 0.755± 0.029 0.772± 0.030 0.790± 0.032 0.796± 0.031 0.788± 0.031 0.792± 0.031

M06 MSE 2.269± 0.207 2.038± 0.262 2.117± 0.209 2.069± 0.209 2.071± 0.213 2.149± 0.194 2.181± 0.201
M12 MSE 3.266± 0.556 2.923± 0.643 2.900± 0.629 2.803± 0.662 2.762± 0.669 2.835± 0.662 2.793± 0.659
M24 MSE 3.494± 0.599 3.363± 0.733 3.125± 0.612 3.016± 0.624 3.000± 0.642 3.031± 0.604 2.979± 0.546
M36 MSE 4.003± 0.853 3.768± 0.962 3.456± 0.766 3.302± 0.781 3.265± 0.803 3.263± 0.785 3.211± 0.786
M48 MSE 4.328± 1.310 3.631± 1.226 2.857± 0.892 2.787± 0.871 2.871± 0.884 2.780± 0.855 2.766± 0.826

Target: ADAS-Cog
nMSE 0.532± 0.095 0.464± 0.067 0.444± 0.059 0.404± 0.055 0.391± 0.059 0.386± 0.060 0.381± 0.057

R 0.705± 0.043 0.747± 0.033 0.765± 0.032 0.791± 0.026 0.803± 0.024 0.809± 0.023 0.809± 0.023
M06 MSE 5.213± 0.522 4.820± 0.489 4.779± 0.421 4.543± 0.374 4.451± 0.340 4.458± 0.354 4.428± 0.351
M12 MSE 6.079± 0.775 5.813± 0.697 5.605± 0.622 5.363± 0.595 5.230± 0.589 5.183± 0.597 5.136± 0.617
M24 MSE 7.409± 1.154 6.835± 1.052 6.893± 0.950 6.456± 0.974 6.249± 0.996 6.174± 0.943 6.153± 0.911
M36 MSE 7.143± 1.351 6.938± 1.363 6.475± 1.135 6.101± 1.071 5.928± 1.064 5.819± 0.945 5.879± 0.972
M48 MSE 6.644± 2.750 6.000± 2.738 5.767± 2.189 5.751± 2.081 5.980± 1.979 5.889± 1.848 5.837± 2.160

Table 4: Comparison of our proposed approaches (cFSGL and nFSGL) and existing approaches (Ridge and
TGL) on longitudinal MMSE and ADAS-Cog prediction using MRI+META features (M+E) in terms of
normalized mean squared error (nMSE), average correlation coefficient (R) and mean squared error (MSE)
for each time point. 90 percent of data is used as training data.

Ridge TGL cFSGL1 cFSGL2 cFSGL3 nFSGL1 nFSGL2
Target: MMSE

nMSE 0.404± 0.056 0.320± 0.044 0.310± 0.042 0.311± 0.042 0.312± 0.043 0.308± 0.046 0.303± 0.046
R 0.788± 0.032 0.839± 0.027 0.842± 0.026 0.841± 0.026 0.840± 0.026 0.839± 0.027 0.843± 0.027

M06 MSE 2.188± 0.194 1.943± 0.161 1.918± 0.155 1.912± 0.153 1.907± 0.149 1.935± 0.150 1.906± 0.149
M12 MSE 2.744± 0.638 2.366± 0.722 2.355± 0.716 2.356± 0.713 2.357± 0.711 2.374± 0.696 2.326± 0.707
M24 MSE 3.113± 0.560 2.821± 0.664 2.790± 0.653 2.823± 0.656 2.875± 0.675 2.766± 0.601 2.730± 0.604
M36 MSE 3.150± 0.517 2.933± 0.657 2.851± 0.635 2.878± 0.640 2.905± 0.646 2.755± 0.550 2.792± 0.523
M48 MSE 3.639± 0.959 3.544± 1.136 3.233± 1.070 3.098± 1.013 2.956± 0.924 2.942± 0.928 2.961± 0.969

Target: ADAS-Cog
nMSE 0.314± 0.036 0.278± 0.034 0.238± 0.033 0.233± 0.035 0.235± 0.035 0.238± 0.035 0.243± 0.035

R 0.840± 0.015 0.868± 0.016 0.882± 0.013 0.886± 0.014 0.886± 0.014 0.884± 0.015 0.880± 0.013
M06 MSE 3.972± 0.415 3.560± 0.469 3.566± 0.380 3.553± 0.375 3.617± 0.362 3.659± 0.356 3.535± 0.403
M12 MSE 4.365± 0.469 4.080± 0.598 3.742± 0.394 3.678± 0.389 3.659± 0.393 3.739± 0.367 3.742± 0.430
M24 MSE 6.028± 1.128 5.888± 1.641 5.226± 1.201 5.115± 1.277 5.122± 1.338 5.111± 1.222 5.257± 1.337
M36 MSE 5.824± 1.076 5.639± 1.339 4.871± 0.894 4.747± 0.957 4.712± 1.002 4.737± 0.917 5.055± 1.033
M48 MSE 6.192± 2.327 6.337± 2.487 5.133± 1.499 5.065± 1.446 5.103± 1.527 4.968± 1.339 5.404± 1.802
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(a) Target: ADAS-Cog (25 stable features) (b) Target: MMSE (33 stable features)

Figure 1: The stability vector of stable MRI features using Convex Fused Sparse Group Lasso (cFSGL).

contain information about the progression in later stages.
The lacking of predictable MRI biomarkers in later stages
is a potential factor that contributes to the lower predictive

performance of MMSE than that of ADAS-Cog in our study
and other related studies [39]. These results suggest that
ADAS-Cog may be a better cognitive measurement for lon-
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nMSE – normalized	mean	squared	error.	Smaller	is	better
R	– average	R2 (correlation	coefficient).	Larger	is	better

Baseline	 –
independent	
regressors

tion problem:

min
W

L(W ) + λ1 ∥W∥1 + λ2

∥∥∥RWT
∥∥∥
1
+ λ3 ∥W∥2,1 , (2)

where ∥W∥1 is the Lasso penalty, the group Lasso penalty

∥W∥2,1 is given by
∑d

i=1

√∑t
j=1 W

2
ij ,

∥∥RWT
∥∥
1
is the fused

Lasso penalty, R is an (t − 1) × t sparse matrix in which
Ri,i = 1 and Ri,i+1 = −1, and λ1, λ2 and λ3 are regulariza-
tion parameters. The combination of Lasso and group Lasso
penalties is also known as the sparse group Lasso penalty,
which allows simultaneous joint feature selection for all tasks
and selection of a specific set of features for each task. The
fused Lasso penalty is employed to incorporate the tempo-
ral smoothness. We call the formulation in Eq. (2) “convex
fused sparse group Lasso”(cFSGL). The cFSGL formulation
involves three non-smooth terms, and is thus challenging to
solve. We propose to solve the optimization problem by the
accelerated gradient method (AGM) [27, 28]. One of the
key steps in using AGM is the computation of the proxi-
mal operator associated with the composite of non-smooth
penalties defined as follows:

π(V ) = argmin
W

1
2
∥W − V ∥2F + λ1∥W∥1

+ λ2∥RWT ∥1 + λ3∥W∥2,1. (3)

It is clear that each row of W is decoupled in Eq. (3). Thus
for obtaining the ith row wi, we only need to solve the fol-
lowing optimization problem:

π(vi) = argmin
wi

1
2
∥wi − vi∥22 + λ1∥wi∥1

+λ2∥Rwi∥1 + λ3∥wi∥2, (4)

where vi is the ith row of V . The proximal operator in
Eq. (4) is challenging to compute due to the presence of three
non-smooth terms. One of the key technical contributions
of this paper is to show that the proximal operator exhibits
a certain decomposition property, based on which we can
efficiently compute the proximal operator in two stages, as
summarized in the following theorem:

Theorem 1. Define

πFL(v) = argmin
w

1
2
∥w − v∥22 + λ1∥w∥1 + λ2∥Rw∥1 (5)

πGL(v) = argmin
w

1
2
∥w − v∥22 + λ3∥w∥2. (6)

Then the following holds:

π(v) = πGL(πFL(v)). (7)

Proof: The necessary and sufficient optimality conditions
for (4), (5), and (6) can be written as:

0 ∈ π(v)− v + λ1SGN(π(v))

+ λ2R
TSGN(Rπ(v)) + λ3∂g(π(v)), (8)

0 ∈ πFL(v)− v + λ1SGN(πFL(v))

+ λ2R
TSGN(RπFL(v)), (9)

0 ∈ πGL(πFL(v))− πFL(v) + λ3∂g(πGL(πFL(v))), (10)

where SGN(x) is a set defined in a componentwise manner
as:

(SGN(x))i =

⎧
⎨

⎩

[−1, 1] xi = 0
{1} xi > 0
{−1} xi < 0,

(11)

and

∂g(x) =

{ x
∥x∥2

x ̸= 0
{y : ∥y∥2 ≤ 1} x = 0.

(12)

It follows from (10) and (12) that: 1) if ∥πFL(v)∥2 ≤ λ3,
then πGL(πFL(v)) = 0; and 2) if ∥πFL(v)∥2 > λ3, then

πGL(πFL(v)) =
∥πFL(v)∥2−λ3

∥πFL(v)∥2
πFL(v).

It is easy to observe that, 1) if the i-th entry of πFL(v)
is zero, so is the i-th entry of πGL(πFL(v)); 2) if the i-th
entry of πFL(v) is positive (or negative), so is the i-th entry
of πGL(πFL(v)). Therefore, we have:

SGN(πFL(v)) ⊆ SGN(πGL(πFL(v))). (13)

Meanwhile, 1) if the i-th and the (i + 1)-th entries of
πFL(v) are identical, so are those of πGL(πFL(v)); 2) if the
i-th entry is larger (or smaller) than the (i+ 1)-th entry in
πFL(v), so is in πGL(πFL(v)). Therefore, we have:

SGN(RπFL(v)) ⊆ SGN(RπGL(πFL(v))). (14)

It follows from (9), (10), (13), and (14) that:

0 ∈ πGL(πFL(v))− v + λ1SGN(πGL(πFL(v)))

+ λ2R
TSGN(RπGL(πFL(v))) + λ3∂g(πGL(πFL(v))).

(15)

Since (4) has a unique solution, we can get (7) from (8)
and (15). ✷

Note that the fused Lasso signal approximator [13] in
Eq.(5) can be effectively solved using [24]. The complete
algorithm for computing the proximal operator associated
with cFSGL is given in Algorithm 1.

Algorithm 1 Proximal operator associated with the Con-
vex Fused Sparse Group Lasso (cFSGL)

Input: V ∈ Rd×t, R ∈ Rt−1×t, λ1, λ2, λ3

Output: W ∈ Rd×t

1: for i = 1 : d do
2: ui = argminw

1
2∥w − vi∥22 + λ1∥w∥1 + λ2∥Rw∥1

3: wi = argminw
1
2∥w − ui∥22 + λ3∥w∥2

4: end for

3. NON-CONVEX PROGRESSION MODELS
In cFSGL, we aim to select task-shared and task-specific

features using the sparse group Lasso penalty. However, the
decomposition property shown in Theorem 1 implies that
a simple composition of the ℓ1-norm penalty and ℓ2,1-norm
penalty may be sub-optimal. Besides, the sparsity-inducing
penalties are known to lead to biased estimates [12]. To
this end, we propose the following non-convex multi-task
regression formulation for modeling disease progression:

min
W

L(W ) + λ
d∑

i=1

√
∥wi∥1 + γ∥RWT ∥1, (16)

where the second term is the summation of the squared root
of ℓ1-norm of wi (wi is the ith row of W ), and is called the
composite ℓ(0.5,1)-norm regularization. Note that it is in fact
not a valid norm due to its non-convexity. It is known that
the ℓ0.5 penalty leads to a sparse solution, thus many of the
rows of W will be zero, i.e., the features corresponding to
the zero rows will be removed from all tasks. In addition,
for the nonzero rows, due to the use of the ℓ1 penalty for
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Table 3: Comparison of our proposed approaches (cFSGL and nFSGL) and existing approaches (Ridge and
TGL) on longitudinal MMSE and ADAS-Cog prediction using MRI features (M) in terms of normalized
mean squared error (nMSE), average correlation coefficient (R) and mean squared error (MSE) for each time
point. 90 percent of data is used as training data.

Ridge TGL cFSGL1 cFSGL2 cFSGL3 nFSGL1 nFSGL2
Target: MMSE

nMSE 0.548± 0.057 0.449± 0.045 0.428± 0.052 0.400± 0.053 0.395± 0.052 0.412± 0.054 0.408± 0.056
R 0.689± 0.030 0.755± 0.029 0.772± 0.030 0.790± 0.032 0.796± 0.031 0.788± 0.031 0.792± 0.031

M06 MSE 2.269± 0.207 2.038± 0.262 2.117± 0.209 2.069± 0.209 2.071± 0.213 2.149± 0.194 2.181± 0.201
M12 MSE 3.266± 0.556 2.923± 0.643 2.900± 0.629 2.803± 0.662 2.762± 0.669 2.835± 0.662 2.793± 0.659
M24 MSE 3.494± 0.599 3.363± 0.733 3.125± 0.612 3.016± 0.624 3.000± 0.642 3.031± 0.604 2.979± 0.546
M36 MSE 4.003± 0.853 3.768± 0.962 3.456± 0.766 3.302± 0.781 3.265± 0.803 3.263± 0.785 3.211± 0.786
M48 MSE 4.328± 1.310 3.631± 1.226 2.857± 0.892 2.787± 0.871 2.871± 0.884 2.780± 0.855 2.766± 0.826

Target: ADAS-Cog
nMSE 0.532± 0.095 0.464± 0.067 0.444± 0.059 0.404± 0.055 0.391± 0.059 0.386± 0.060 0.381± 0.057

R 0.705± 0.043 0.747± 0.033 0.765± 0.032 0.791± 0.026 0.803± 0.024 0.809± 0.023 0.809± 0.023
M06 MSE 5.213± 0.522 4.820± 0.489 4.779± 0.421 4.543± 0.374 4.451± 0.340 4.458± 0.354 4.428± 0.351
M12 MSE 6.079± 0.775 5.813± 0.697 5.605± 0.622 5.363± 0.595 5.230± 0.589 5.183± 0.597 5.136± 0.617
M24 MSE 7.409± 1.154 6.835± 1.052 6.893± 0.950 6.456± 0.974 6.249± 0.996 6.174± 0.943 6.153± 0.911
M36 MSE 7.143± 1.351 6.938± 1.363 6.475± 1.135 6.101± 1.071 5.928± 1.064 5.819± 0.945 5.879± 0.972
M48 MSE 6.644± 2.750 6.000± 2.738 5.767± 2.189 5.751± 2.081 5.980± 1.979 5.889± 1.848 5.837± 2.160

Table 4: Comparison of our proposed approaches (cFSGL and nFSGL) and existing approaches (Ridge and
TGL) on longitudinal MMSE and ADAS-Cog prediction using MRI+META features (M+E) in terms of
normalized mean squared error (nMSE), average correlation coefficient (R) and mean squared error (MSE)
for each time point. 90 percent of data is used as training data.

Ridge TGL cFSGL1 cFSGL2 cFSGL3 nFSGL1 nFSGL2
Target: MMSE

nMSE 0.404± 0.056 0.320± 0.044 0.310± 0.042 0.311± 0.042 0.312± 0.043 0.308± 0.046 0.303± 0.046
R 0.788± 0.032 0.839± 0.027 0.842± 0.026 0.841± 0.026 0.840± 0.026 0.839± 0.027 0.843± 0.027

M06 MSE 2.188± 0.194 1.943± 0.161 1.918± 0.155 1.912± 0.153 1.907± 0.149 1.935± 0.150 1.906± 0.149
M12 MSE 2.744± 0.638 2.366± 0.722 2.355± 0.716 2.356± 0.713 2.357± 0.711 2.374± 0.696 2.326± 0.707
M24 MSE 3.113± 0.560 2.821± 0.664 2.790± 0.653 2.823± 0.656 2.875± 0.675 2.766± 0.601 2.730± 0.604
M36 MSE 3.150± 0.517 2.933± 0.657 2.851± 0.635 2.878± 0.640 2.905± 0.646 2.755± 0.550 2.792± 0.523
M48 MSE 3.639± 0.959 3.544± 1.136 3.233± 1.070 3.098± 1.013 2.956± 0.924 2.942± 0.928 2.961± 0.969

Target: ADAS-Cog
nMSE 0.314± 0.036 0.278± 0.034 0.238± 0.033 0.233± 0.035 0.235± 0.035 0.238± 0.035 0.243± 0.035

R 0.840± 0.015 0.868± 0.016 0.882± 0.013 0.886± 0.014 0.886± 0.014 0.884± 0.015 0.880± 0.013
M06 MSE 3.972± 0.415 3.560± 0.469 3.566± 0.380 3.553± 0.375 3.617± 0.362 3.659± 0.356 3.535± 0.403
M12 MSE 4.365± 0.469 4.080± 0.598 3.742± 0.394 3.678± 0.389 3.659± 0.393 3.739± 0.367 3.742± 0.430
M24 MSE 6.028± 1.128 5.888± 1.641 5.226± 1.201 5.115± 1.277 5.122± 1.338 5.111± 1.222 5.257± 1.337
M36 MSE 5.824± 1.076 5.639± 1.339 4.871± 0.894 4.747± 0.957 4.712± 1.002 4.737± 0.917 5.055± 1.033
M48 MSE 6.192± 2.327 6.337± 2.487 5.133± 1.499 5.065± 1.446 5.103± 1.527 4.968± 1.339 5.404± 1.802
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(a) Target: ADAS-Cog (25 stable features) (b) Target: MMSE (33 stable features)

Figure 1: The stability vector of stable MRI features using Convex Fused Sparse Group Lasso (cFSGL).

contain information about the progression in later stages.
The lacking of predictable MRI biomarkers in later stages
is a potential factor that contributes to the lower predictive

performance of MMSE than that of ADAS-Cog in our study
and other related studies [39]. These results suggest that
ADAS-Cog may be a better cognitive measurement for lon-

1101



Can	we	use	an	unsupervised	
approach?

• Twin	goals:
– Discover	disease	subtypes:

Want	to	describe	heterogeneity	in	a	way	that	can	be	
easy	to	act	on	(i.e.,	interpretable)

Not	just interested	in	prediction	– rather,	identify	
cohorts	for	clinical	trials,	better	understand	disease	
mechanism

– Make	use	of	similarity	of	individuals	at	baseline

Dimensionality	reduction	to	prevent	overfitting



K-Means
• An iterative clustering 

algorithm

– Initialize: Pick K random 
points as cluster centers

– Alternate:
1. Assign data points to 

closest cluster center
2. Change the cluster 

center to the average 
of its assigned points

– Stop when no points’
assignments change



K-means	clustering:	Example

• Pick K random 
points as cluster 
centers (means)

Shown here for K=2



K-means	clustering:	Example

Iterative Step 1
• Assign data points to 

closest cluster center



K-means	clustering:	Example
Iterative Step 2
• Change the cluster 

center to the average of 
the assigned points



K-means	clustering:	Example

• Repeat	until	
convergence



Asthma:	the	problem

• 5	to	10%	of	people	with	severe	asthma	remain	
poorly	controlled	despite	maximal	inhaled	
therapy	

[Holgate ST, Polosa R. The mechanisms, diagnosis, 
and management of severe asthma in adults. Lancet. 
2006; 368:780–793]

[whatasthmais.com]



• What	are	the	processes	 (genetic	 or	environmental)	 that	underlie	different	
subtypes	of	asthma?

• Which	aspects	of	airway	remodelling are	important	 in	disease	subtypes?
• What	are	the	best	biomarkers	 of	disease	 progression	 or	treatment	

response?
• Why	are	some	patients	less	 responsive	 to	conventional	 therapies	 than	

others?

[Adcock	et	al.,	“New	targets	for	drug	development	 in	asthma”.	The	Lancet,	2008]

“It	is	now	recognised that	there	are	distinct	 asthma	phenotypes and	that	
distinct	 therapeutic	 approaches	may	only	impinge	on	some	aspects	of	the	
disease	process	within	each	subgroup”

Asthma:	the	question



[Haldar et	al.,	Am	J	Respir Crit Care	Med,	2008]

Discovering	subtypes	from	data



The	data

• All	patients	had	physician	diagnosis	of	asthma	and	at	least	one	
recent	prescription	for	asthma	therapy

• All	were	current	nonsmokers
• Data	set	#1:	184	patients	recruited	from	primary-care	

practices	in	the	UK
• Data	set	#2:	187	patients	from	refractory	asthma	clinic	in	the	

UK
• Data	set	#3:	68	patients	from	12	month	clinical	study
• Features:	z scores	for	continuous	variables,	0/1	for	categorical

– Some	of	the	continuous	variables	 log-transformed	 to	approximate	a	
normal	distribution

[Haldar et	al.,	Am	J	Respir Crit Care	Med,	2008]



[Haldar et	al.,	Am	J	Respir Crit Care	Med,	2008]
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TABLE 1
Comparison of Baseline Characteristics in the three Asthma Populations

Variable
Primary Care

(n = 184)
Secondary Care

(n = 187)
Longitudinal Cohort

(n = 68) P Value*

Sex, % female 54.4 65.8 47.1 0.082

Age, yr (SD) 49.2 (13.9) 43.4 (15.9) 52.4 (14.6) <0.001

Age of onset, yr (SD) 24.7 (19) 20.3 (18.4) 31.1 (23.7) <0.001

Atopic status, % positive 72.8 73.8 57.4 0.365

Body mass index, kg/m2 (SD) 27.5 (5.4) 28.5 (6.5) 28.0 (5.9) 0.55

PC20 methacholine†, mg/ml 1.04 (1.13) † 0.67 (0.68) 0.19

Peak flow variability, amp % mean 17 (0.38) 32.2 (0.48) 13.8 (0.29) <0.001

FEV1 change with bronchodilator, % 1.63 (1.16) 12.8 (0.41) 3.2 (1.04) <0.001

Post-bronchodilator FEV1, % predicted 91.4 (21) 82.1 (21.1) 80.2 (20.6) 0.013

Sputum eosinophil count, % 1.32 (0.62) 2.9 (0.99) 2.4 (0.81) 0.08

FENO
‡, ppb 31.6 (0.33) 43 (0.32) 4.32 (0.64)‡ <0.001

Sputum neutrophil count, % 55.09 (0.31) 46.7 (0.32) 41.1 (0.35) 0.04

Modified JACS§ (SD) 1.36 (0.74) 2.02 (1.16) 1.42 (1.26) <0.001

Dose of inhaled corticosteroid, BDP equivalent/µg (SD) 632 (579) 1,018 (539) 1,821 (1,239) <0.001

Long-acting bronchodilator use, % 40.2 93 86.7 <0.001

Definition of abbreviations: amp = amplitude; BDP = beclomethasone dipropionate; JACS = Juniper Asthma Control Score; SD = standard
deviation.

*Significance figures are derived using one-way analysis of variance between the three populations for continuous variables or χ2 test for
proportions.

†Bronchial challenge testing is not routinely performed in secondary care for refractory asthma. The comparison given is between the primary-care
asthma population and the longitudinal study cohort.

‡FENO was measured using the NIOX (Aerocrine, Solna, Sweden) analyzer at 50 ml/second in the primary-care population and secondary-care
population. The Logan (Logan Research, Ltd., Rochester, Kent, UK) analyzer was used at a flow rate of 250 ml/second in the longitudinal study
cohort. A strong linear correlation of 0.97 exists between the two measurement protocols. The statistical comparison is between Feno levels in
primary and secondary care using NIOX.

§The Juniper Asthma Control Score, modified to include the symptom domains only (see the online supplement).

Am J Respir Crit Care Med. Author manuscript; available in PMC 2014 April 21.
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TABLE 2
Clusters in Primary Care

Cluster 1 Cluster 2 Cluster 3

Variable
Primary Care

(n = 184)

Early-Onset
Atopic Asthma

(n = 61)

Obese
Noneosinophilic

(n = 27)
Benign Asthma

(n = 96)
Significance
(P Value)*

Sex†, % female 54.4 45.9 81.5 52.1 0.006

Age, yr (SD) 49.2 (13.9) 44.5 (14.3) 53.9 (14) 50.8 (13) 0.003

Age of onset†, yr (SD) 24.7 (19) 14.6 (15.4) 35.3 (19.6) 28.2 (18.3) <0.001

Atopic status†, % positive 72.8 95.1 51.9 64.6 <0.001

Body mass index†, kg/m2 (SD) 27.5 (5.4) 26.1 (3.8) 36.2 (5.5) 26 (3.6) <0.001

PC20 methacholine†‡, mg/ml 1.04 (1.13) 0.12 (0.86) 1.60 (0.93) 6.39 (0.75) <0.001

PC20 >8 mg/ml, n (%) 64 (34.7) 2 (3.3) 6 (22.2) 56 (58.3) <0.001

Peak flow variability†‡, amp % mean 17 (0.38) 20 (0.47) 21.9 (0.32) 14.8 (0.32) 0.039

FEV1 change with bronchodilator‡, % 1.63 (1.16) 4.5 (0.91) 1.82 (1.16) 0.83 (1.22) <0.001

Post-bronchodilator FEV1, % predicted 91.4 (21) 86.9 (20.7) 91.5 (21.4) 94.2 (20.7) 0.107

Sputum eosinophil count†‡, % 1.32 (0.62) 3.75 (0.64) 1.55 (0.51) 0.65 (0.44) <0.001

FENO
‡§, ppb 31.6 (0.33) 57.5 (0.27) 25.8 (0.29) 22.8 (0.27) <0.001

Sputum neutrophil count‡, % 55.09 (0.31) 45.87 (0.24) 72.71 (0.13) 57.56 (0.36) 0.038

Modified JACS† (SD) 1.36 (0.74) 1.54 (0.58) 2.06 (0.73) 1.04 (0.66) <0.001

Dose of inhaled corticosteroid, BDP
equivalent/µg (SD) 632 (579) 548 (559) 746 (611) 653 (581) 0.202

Long-acting bronchodilator use, % 40.2 34.4 48.2 41.7 0.442

Previous hospital admission or emergency
attendance, no. per patient 0.60 (1.57) 1.04 0.26 0.20 0.037

Previous outpatient attendance, % attended 15% 22% 19% 6% 0.121

Severe asthma exacerbations (requiring oral
corticosteroids) in past 12 mo, no. per patient 1.25 (1.94) 1.86 (0.32) 1.07 (0.32) 0.39 (0.18) 0.002

For definition of abbreviations, see Table 1.

Boldface type denotes population statistics. The column headed “Cluster 3” represents a cluster not observed in the secondary-care asthma
population.

*Comparison between clusters using analysis of variance for continuous variables and χ2 test for proportions. Significance values for variables
included in the cluster analysis are a product of the cluster algorithm and are provided for illustrative purposes only.

†Variables included in the cluster analysis.

‡Geometric mean (log10 SD)

§Measured with NIOX at a flow rate of 50 ml/second.

Am J Respir Crit Care Med. Author manuscript; available in PMC 2014 April 21.

Clusters	in	
primary	
care

(found	by	
K-means)
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TABLE 3
Clusters in Secondary Care

Cluster 1 Cluster 2 Cluster 3 Cluster 4

Variable

Secondary
Care

(n = 187)
Early Onset, Atopic

(n = 74)

Obese,
Noneosinophilic

(n = 23)

Early Symptom
Predominant

(n = 22)

Inflammation
Predominant

(n = 68)
Significance
(P Value)*

Sex†, % female 65.8 75.7 87 68.2 47.1 <0.001

Age, yr (SD) 43.4 (15.9) 39.4 (15.7) 42.7 (11.1) 35.5 (15.5) 50.6 (15.1) <0.001

Age of onset†, yr (SD) 20.3 (18.4) 12.7 (12.9) 15.4 (15.2) 12.6 (15) 32.6 (19.1) <0.001

Atopic status†, % positive 73.8 83.8 65.2 81.8 63.2 0.024

Body mass index†, kg/m2 (SD) 28.5 (6.5) 27.6 (4.5) 40.9 (6.5) 23.6 (3.1) 27 (3.9) <0.001

Peak flow variability‡, amp %
mean

32.2 (0.48) 46.1 (0.35) 21.2 (0.76) 24.2 (0.65) 27.6 (0.36) 0.002

FEV1 change with

bronchodilator‡, %
12.8 (0.41) 24.5 (0.31) 9.3 (0.35) 4.5 (0.33) 9.8 (0.34) <0.001

Post-bronchodilator FEV1, %
predicted (SD) 82.1 (21.1) 79.0 (21.9) 79.0 (18.5) 79.5 (26.1) 87.2 (18.5) 0.093

Sputum eosinophil count†‡, % 2.9 (0.99) 4.2 (0.76) 1.3 (1.01) 0.1 (0.9) 8.4 (0.64) <0.001

FENO
‡§, ppb 43 (0.32) 51.2 (0.36) 24.2 (0.27) 22.6 (0.30) 53.1 (0.32) <0.001

Sputum neutrophil count, %‡ 46.7 (0.32) 45.4 (0.39) 49.3 (0.22) 51.3 (0.23) 45.9 (0.29) 0.892

Modified JACS† (SD) 2.02 (1.16) 2.63 (0.93) 2.37 (1.09) 2.11 (1.11) 1.21 (0.95) <0.001

Dose of inhaled corticosteroid,
BDP equivalent/µg (SD) 1,018 (539) 1,168 (578) 1,045 (590) 809 (396) 914 (479) 0.008

Long-acting bronchodilator use,
% 93.0 91.9 95.4 90.9 94.1 0.999

Maintenance oral corticosteroid
use, % 31.7 32.4 22.7 22.7 36.8 0.604

Median Nijmegen score (IQR)

(% with score >23)∥
16 (7–26.5) 20.5 (12–30.25) (44.6) 23 (12–33) (52.2) 16.5 (4.5–27.5) (31.8) 9 (1–17) (19.1) 0.004

Median anxiety score (IQR) (%

with score ≥11)∥
7 (4–10) 7.5 (4.75–10.25) (24.3) 8 (3–14) (34.8) 6 (3.75–8.25) (13.6) 6 (3–9) (19.1) 0.34

Median depression score (IQR)

(% with score ≥11)∥
4 (2–7) 4.5 (2–8) (13.5) 5 (2–7) (4.3) 4 (2–7) (4.5) 3 (1–6) (7.4) 0.104

Courses of oral corticosteroids
for asthma exacerbations, n/
case/yr

4.05 (2.33) 4.62 (0.27) 3.90 (0.38) 3.57 (0.49) 3.43 (0.27) 0.02

Hospital admissions for asthma,
n/case/yr 1.54 1.64 1.61 1.54 1.23 0.703

Failed clinic appointments, %
total appointments to DAC/yr 20.0 26.2 15.7 19.0 14.8 0.027

Definition of abbreviations: amp = amplitude; BDP = beclomethasone diproprionate; DAC = difficult asthma clinic; IQR = interquartile range;
JACS = Juniper Asthma Control Score; SD = standard deviation.

Anxiety and depression scores are obtained from the Hospital Anxiety and Depression Scale, a validated 14-point screening questionnaire. Scores
of greater than 11 for either domain are suggestive of clinically important symptoms (25). Boldface type denotes population statistics. Columns
headed “Cluster 3” and “Cluster 4” represent clusters not identified in the primary care asthma population.

*Comparison between clusters using analysis of variance for continuous variables and χ2 test for proportions. As for the other tables, significance
values for variables included in the cluster analysis are a product of the cluster algorithm and should not be further interpreted.

†Variables included in the cluster analysis.

Am J Respir Crit Care Med. Author manuscript; available in PMC 2014 April 21.

Clusters	in	
secondary	 care

Resembled	clusters	from	
primary	care	– i.e.,	these	

are	common	across	
spectrum	of	severity

Objective	measures	of	
disease	severity	show	
more	advanced	disease



How	should	we	treat	asthma?

[Haldar et	al.,	Am	J	Respir Crit Care	Med,	2008]

• Now	we	use	3rd dataset	– 68	patients	over	12	months
• Randomized	control	trial	with	two	arms:

– Standard	clinical	care	(“clinical”)
– Regular	monitoring	of	airway	inflammation	using	induced	
sputum,	to	titrate	steroid	therapy	to	maintain	normal	
eosinophil	counts	(“sputum”)

• Original	study	found	no	difference in	corticosteroid	
usage
– But,	this	could	have	been	explained	by	heterogeneity	in	
treatment	response!



Patients	in	different	clusters	respond	differently	to	treatment!
(analysis	using	3rd dataset	from	12	month	study)
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TABLE 4
Cluster Specific Outcomes for Longitudinal Study

Study Group

Cluster Outcomes Clinical
(n = 10)

Sputum
(n = 8) Significance

1: Obese female Δ Inhaled corticosteroid dose*/µg per day (SEM) −400 (328) −462 (271) 0.89

Severe exacerbation frequency over 12 mo (SEM) 1.40 (0.78) 1.50 (0.80) 0.93

Number commenced on oral corticosteroids 2 1 0.59

Clinical (n = 15) Sputum (n = 24)

2: Inflammation predominant Δ Inhaled corticosteroid dose*/µg per day (SEM) +753 (334) +241 (233) 0.22

Severe exacerbation frequency over 12 mo (SEM) 3.53 (1.18) 0.38 (0.13) 0.002

Number commenced on oral corticosteroids 2 9 0.17

Clinical (n = 7) Sputum (n = 4)

3: Early symptom predominant Δ Inhaled corticosteroid dose*/µg per day (SEM) +1,429 (429) −400 (469) 0.022

Severe exacerbation frequency over 12 mo (SEM) 5.43 (1.90) 2.50 (0.87) 0.198

Number commenced on oral corticosteroids 6 0 Undefined

A comparison of prespecified asthma outcomes between the two management protocols analyzed according to cluster allocation of subjects at
study entry.

*
Expressed as equivalent dose of beclomethasone.

Am J Respir Crit Care Med. Author manuscript; available in PMC 2014 April 21.

[Haldar et	al.,	Am	J	Respir Crit Care	Med,	2008]

Cluster
(found	using	baseline data)

Treatment	strategy



Summary	– two	approaches

• Supervised:
predict	future	disease	status

• Unsupervised:
which	patients	look	similar	/	different?	Do	
clusters	have	different	outcomes?



Limitations	that	we’ll	address	in	the	
next	lecture

• Can’t	differentiate	between	stage and	subtype
– Patients	assumed	to	be	aligned	at	baseline

• Only	make	use	of	one	time	point	per	patient
• Assumes	single	factor	(cluster)	explains	all	
variation

• Distance	function	is	particularly	simplistic
• Either	supervised	or	unsupervised,	but	not	
both	– how	to	combine?


