Original Research Article i P ,
Medical Decision Making

Medical Decision Making
2022, Vol. 42(5) 649-660
© The Author(s) 2022

Prioritizing Research in an Era of
Article reuse guidelines:

Pel'SOllalized MediCille: The POtelltial Value sagepub.com/journals-permissions

DOI: 10.1177/0272989X211072858

Of UneX lained HeterO eneit journals.sagepub.com/home/mdm
P seneity OSAGE

Anna Heath®), and Petros Pechlivanoglou

Background. Clinical care is moving from a “one size fits all” approach to a setting in which treatment decisions are
based on individual treatment response, needs, preferences, and risk. Research into personalized treatment strategies
aims to discover currently unknown markers that identify individuals who would benefit from treatments that are
nonoptimal at the population level. Before investing in research to identify these markers, it is important to assess
whether such research has the potential to generate value. Thus, this article aims to develop a framework to prioritize
research into the development of new personalized treatment strategies by creating a set of measures that assess the
value of personalizing care based on a set of unknown patient characteristics. Methods. Generalizing ideas from the
value of heterogeneity framework, we demonstrate 3 measures that assess the value of developing personalized treat-
ment strategies. The first measure identifies the potential value of personalizing medicine within a given disease area.
The next 2 measures highlight specific research priorities and subgroup structures that would lead to improved
patient outcomes from the personalization of treatment decisions. Results. We graphically present the 3 measures to
perform sensitivity analyses around the key drivers of value, in particular, the correlation between the individual
treatment benefits across the available treatment options. We illustrate these 3 measures using a previously published
decision model and discuss how they can direct research in personalized medicine. Conclusion. We discuss 3 measures
that form the basis of a novel framework to prioritize research into novel personalized treatment strategies. Our
novel framework ensures that research targets personalized treatment strategies that have high potential to improve
patient outcomes and health system efficiency.

Highlights

e [t is important to undertake research prioritization before conducting any research that aims to discover
novel methods (e.g., biomarkers) for personalizing treatment.

® The value of unexplained heterogeneity can highlight disease areas in which personalizing treatment can be
valuable and determine key priorities within that area.

® These priorities can be determined under assumptions of the magnitude of the individual-level treatment
effect, which we explore in sensitivity analyses.
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Decision modeling in health generally aims to support
population-level decision making by synthesizing the
available evidence to identify the treatment strategy that
offers the maximum benefit at the population level,
among a set of potential options.' Although these
“population-level” decisions are usually based on a small
number of patient-level features (e.g., their diagnosis),
greater clinical and/or economic value could be generated
by personalizing treatment decisions.>* This is because
each individual would be offered the treatment that is
expected to maximize the value associated with their
treatment,” implying that an individual would be switched
from the population-level optimal treatment strategy only
if greater benefit could be derived from an alternative
treatment option. However, to make accurate individual-
level treatment decisions and realize this additional value,
significant investment must be made in research to develop
these novel personalized treatment strategies.

With limited budgets available, it is important to
prioritize the funding of research that has the greatest
potential to efficiently improve health outcomes, thereby
increasing value in the health care system.5 Thus, research
into novel personalized treatment strategies should be
directed toward disease areas in which making treatment
decisions at the individual level has the potential to gener-
ate value. Once a suitable disease area has been identified
(e.g., breast cancer), research can be further prioritized
by focusing on the development of individualized treat-
ment strategies that have the potential to generate sub-
stantial benefit. This article aims to develop 3 measures
that can indicate, alongside subject-specific expertise, key
research priorities that would allow the development of
valuable personalized treatment strategies.

Value-of-information (Vol) methods have long been
suggested as a method for research prioritization,®'" as
they assess the impact of statistical uncertainty on
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decision making and prioritize research that efficiently
reduces this uncertainty.'> Vol methods require decision
models that estimate the population-average benefit of
each potential treatment strategy for a given disease.
Typically, this population-average benefit is defined
using the net monetary or net health benefit function,'?
where the net benefit values are calculated conditional
on a set of decision model parameters. Uncertainty in
the net benefit, and in the decision making, is induced by
statistical uncertainty in the model parameters and is
usually estimated by simulation. Vol then determines the
value of collecting additional data to inform these
parameters. 10

Vol analyses assume that decision makers are search-
ing for a single optimal treatment strategy to implement
across the whole population of interest, and decision uncer-
tainty arises from imperfect knowledge of model para-
meters.'*'> However, Vol concepts have been extended to
calculate the value of individualizing care by exploiting het-
erogeneity in individual patient response.**'® First, the
expected value of individualized care (EVIC) calculates the
value of personalizing care based on patient preferences.
To achieve this, patient preferences are valued (e.g., using
quality-of-life [QoL] weights) and assumed to vary across
the population, making the assumption that patients are
homogeneous except for these differences in preference.
EVIC can then be extended and combined with previously
published concepts,* to define the value of heterogeneity
(VoH) framework. VoH is a unified theory that quantifies
the expected value to be gained from making stratified
treatment decisions based on patient characteristics
and the value of resolving parameter uncertainty within
these subgroups.'®

To calculate EVIC and VoH, we must estimate the
net monetary benefit for each treatment option for each
individual to determine the optimal treatment at the indi-
vidual level. Once the individual optimal treatment is
found, the value of personalizing treatment can be com-
puted by comparing to the value of a single treatment for
the population.'® The EVIC calculations assume that
patient preferences for a given health state are unaffected
by treatment and an individual’s net benefit for each
treatment option can be computed using the value they
assign to different health states. VoH calculations assume
that treatment decisions are stratified based on known
patient characteristics (e.g., gender, health status, or
body mass index).'® Individual-level data on treatment
response and baseline characteristics can then be used to
calculate the net benefits for each treatment, conditional
on these known characteristics (e.g., using regression).'®

However, research into individualized treatment stra-
tegies is often concerned with identifying new patient
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subgroups that are defined by some, currently unknown,
characteristic (e.g., a novel genetic or biologic marker or
a clinical algorith).'” ' In these instances, the character-
istic that allows for individual treatment decisions is cur-
rently unknown. Thus, the individual net benefit across
each treatment cannot be computed for a given individ-
ual, and the individual-level optimal treatment is
unknown. This means that the current VoH measures
cannot prioritize research studies that aim to identify
these novel markers.

To address this, we generalize the VoH and EVIC
measures to allow for the prioritization of research into
novel personalized medicine strategies. We discuss 3
measures to generalize VoH and include a consideration
of the value of unexplained heterogeneity (i.c., heteroge-
neity in the individual responses that cannot be explained
by currently known characteristics). We demonstrate
these measures using an individual-level decision model
that we have adapted from a previously published
model.'” This article begins by introducing this model
and its key assumptions. We then define each of the 3
measures in turn and discuss how they can help prioritize
research. The first measure determines whether there is
any potential to generate value by personalizing medi-
cine in the disease area under investigation. Following
this, the next 2 measures aim to highlight research areas
where value is likely to be generated through the devel-
opment of specific personalized treatment strategies. We
discuss how these measures should be combined with
subject matter expertise to undertake the research priori-
tization. We conclude with a discussion on the limita-
tions of these proposed measures and suggestions for
potential extensions.

Decision Making with Individual-Level
Decision Models

The research prioritization framework developed in this
article requires estimates of the individual-level net mon-
etary/health benefit, a summary measure of the value of
a treatment, measured in monetary or health units,
respectively.!* We assume that, in a given context, indi-
viduals are choosing between multiple treatment options.
The heterogeneity in the individual-level net monetary or
health benefit under each of the treatment options is
estimated using an individual-level decision model that
combines key outcomes into a single measure of
net monetary or health benefit. Thus, the VoH is based
on a model that incorporates individual-level varia-
tion into the net benefit estimates. We consider that
individual-level variation includes explainable variation,
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Figure 1 The structure of the decision tree model comparing 2
treatment options for a hypothetical disease that causes a
critical event to occur, adapted from Ades et al.'®

for example, due to currently unknown (but feasibly col-
lected) biomarkers, and unexplainable first-order uncer-
tainty due to the inherent differences in outcomes. Both
of these sources of variation are distinct from the com-
monly performed probabilistic analysis (PA; sometimes
called probabilistic sensitivity analysis), which explores
the impact of second-order, parametric uncertainty on
decision making.?® Note that PA forms the basis of stan-
dard Vol calculations.

Individualized decision models are generally more
complex than cohort models.>’ They often require a
higher number of assumptions/parameters as potential
relationships between individual-level outcomes and
parameters must be considered (e.g., individuals who live
longer may have a lower risk of treatment-related
adverse events). Detailed, accurate data to inform these
individualized models are likely required to ensure the
individual-level net benefit is correctly estimated. These
data can come from a range of sources but will likely
need to be individual patient—level data. In the relatively
rare scenario in which clinical trial data are available to
accurately define the net benefit,** modeling can be mini-
mized and the net benefit estimated directly from these
data. The proposed methodology can then be applied to
those estimated net benefits.

Individual-Level Decision Models: A Case Study

We developed an individual-level decision model based
on a previously published population-level decision
tree,'” depicted in Figure 1. This model calculates the
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Table 1 Population-level parameter values for our individual-level decision model comparing treatment to no treatment

Parameter Description Value
Pe Probability of the critical event without treatment 0.4
)2 Probability of the critical event with treatment 0.2
Ds Probability of side effects with treatment 0.3
Oy, Yearly QoL for healthy individuals 1
0. Yearly QoL detriment for individuals who experience the critical event 0.5
O QoL detriment for individuals who experience side effects 0.1
C. Average yearly cost of treating the critical event £100
Ve, Variance in the yearly cost of treating the critical event 20
C Average cost of treatment the side effects £150
Ve, Variance in the yearly cost of treating the side effects 50
C; Cost of treatment £75
L Average length of remaining life in the model 3

A The willingness-to-pay for a unit of health 20,000

QoL, quality of life.

individual net monetary benefit for 2 treatment options
for a hypothetical disease. Under no treatment, modeled
individuals are at risk of experiencing a critical event that
results in a constant QoL detriment and yearly cost of
treatment for the remainder of their life. A treatment is
assumed to reduce the risk of this event at the population
level. However, this treatment can cause transient side
effects, resulting in a short-term QoL detriment and a
one-off cost. We assume, as a simplification, that the
model parameters, defined in Table 1, are known with
certainty. Thus, we do not consider second-order uncer-
tainty, and the optimal treatment, at the population
level, is known. If second-order uncertainty is modeled,
it can be averaged out before using these methods.

We specify individual-level distributions to generate
the individual-specific trajectories, based on these
population-level parameters. We model whether an indi-
vidual experiences the critical event using a Bernoulli dis-
tribution, where the probability of experiencing the event
is p. if the individuals receive no treatment and p, if
treated. Similarly, we model whether an individual
experiences side effects using a Bernoulli distribution
with the probability of experiencing side effects equal to
ps- We then model the individual-level costs of treating
the critical event with a mean of C, and a variance of V¢,
using a log-normal distribution with parameters 4.60
and 0.045. Similarly, the cost of treating side effects is
assumed to have mean C, and variance V¢, and follow a
log-normal distribution with parameters 5.01 and 0.047.
Next, the duration of an individual’s life is modeled as
an exponential distribution with mean L. We simplify
this model by assuming that a patient’s length of life is
independent of whether they experience the critical event
or treatment side effect and that there is no variation in

QoL across individuals. Thus, all healthy individuals
have the same QoL (Q;), and any individuals who expe-
rience the critical event or side effects will experience the
fixed QoL detriments, O, and Qy, respectively. We also
fix the treatment cost (C,) and willingness to pay (A)
across all individuals.

Based on these assumptions, we now present the cal-
culation method for the net monetary benefit for individ-
uals with and without treatment. First, we define 3 health
and economic quantities of interest that must be gener-
ated to calculate the individual net benefit, irrespective of
whether we assume the individual receives treatment or
not. We simulate the net monetary benefit for J individu-
als who do not receive treatment and J individuals who
do and define
o I =012 ... I/,I7" . 1), a vector of indica-

tors such that /7 = 0 if individual j does not experi-
ence the critical event and I/ = 1 if they do.

o [=(I"P,...,V,V "1 ... I*))is a vector represent-
ing the length of life for each individual.
o ¢, =(cl, ..., dr 0 c¥) is a vector repre-

senting the annual cost of treating the consequences
of the critical event for each individual; if /7 = 0, then
¢/ =0, while if I/ = 1, then ¢/ is simulated from its
log-normal distribution.

We must define 2 additional vectors that capture
treatment-related side effects to simulate the individual-
level net monetary benefit for J individuals who receive
treatment:

o I, =17 o7 1) is a vector of indi-

§ITsIT Tt Ts s

cators of whether the individual experiences side
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effects; 7/ = 0 if individual & does not experience the
side effect and 1 if they do. Note that if the individ-
ual is assumed to not receive treatment, then I/ = 0

by assumption.
12

o ¢ = (c,2,....c, .. ) is a vector repre-
senting the one-off cost of treating side effects for
each individual. Similar to ¢, for individual j, ¢/ is
simulated from a log-normal distribution unless
I/ =0, when ¢/ is set to 0.

Based on these simulations, we can compute the
individual-level net monetary benefit for all individuals.
We define the first half of the vectors I.,/ and ¢, as the
outcomes for individuals who do not receive treatment.
Thus, the individual-level net benefits without treatment
is calculated as, forj =1,...,J,

NB{ =/ = VIJQ,) — VVc].

The first half of this equation, that is, terms multiplied
by the willingness to pay (A), calculates the individual
quality-adjusted life-year (QALY) for patient j by sub-
tracting the lifetime QoL detriment due to the critical
event from /7. The second half of the equation calculates
the cost of treating the critical event.

The net monetary benefit for individuals receiving
treatment is then defined, forj=J + 1,...,2J, as

NB] = A/ = VI/Q, — I/Q,) — Vel — ¢l — C,.

This net benefit calculation also includes the treatment-
related side effects that can lead to a QoL detriment and
additional costs. Note that, as the side effects only affect
individuals in the short term, the QoL detriments and
costs are not multiplied by //, the individual’s length of
life.

Once NB{ and N Bé have been defined and computed,
we can calculate the population average net benefit for
each treatment option. The optimal treatment if a single
strategy was implemented at the population level is the
one with the highest average net benefit.® In our example,
the mean of NB; is £4680 and the mean of NB, is £5160.
Thus, the population-level optimal decision is to treat all
individuals.

Maximum VoH

The VoH and EVIC are defined as the expected opportu-
nity loss, across all individuals, incurred by implementing
a treatment that is optimal on average, rather than imple-
menting the treatment that is optimal for each individual,

separately.'® At the individual level, the opportunity loss
is defined as the difference between the net monetary
benefit of the treatment that is optimal for the individual
and the net monetary benefit the patient would gain if
they were given the treatment that is optimal at the popu-
lation level.'®

In the original VoH framework, the individual net
benefit is estimated conditional on a set of observed
characteristics.'® However, when generalizing this defini-
tion to include unexplained heterogeneity, the individual
net benefit is calculated using a model (e.g., our decision
tree). More specifically, the individual-level net benefit
is calculated as a function of several intermediate simu-
lated quantities, that is, (I, I,/ ¢.,c;). We will call
these intermediate quantities individual-level outcomes
and denote them O. Thus, the decision model computes
the individual-level net benefit for each of D treatment
options d =1,...,D as a function of our individual-
level outcomes; NB,(O). Using this notation, the maxi-
mum VoH (MVoH) as

MVoH = E |max{NB,(O) — NB - (0)} .

where d* is the optimal treatment at the population level,
for example, d* = 2. While this formula uses the same
definition as the VoH and EVIC frameworks, we have
renamed it to highlight that the heterogeneity in the net
benefit includes “unexplained” heterogeneity that derives
from the simulated individual-level variation in the out-
comes O, whereas VoH and EVIC are concerned only
with “explained” heterogeneity that arises from known
individual-level preferences or characteristics such as age
and gender.

Table 2 visualizes how to estimate the MVoH, based
on simulated values for the net monetary benefit for our
2 treatment options. First, the optimal treatment at the
population level is found by calculating the average net
benefit for each treatment. An individualized treatment
decision would treat each individual with the treatment
that maximizes their net monetary benefit; for example,
individual 1 would not receive treatment while individ-
ual 3 would be treated. The opportunity loss of the
population-level decision, calculated in column 3, is the
difference between the net monetary benefit of the indivi-
dualized optimal treatment and the net monetary benefit
of the population level optimal treatment. Finally, the
MVoH is estimated as the average opportunity loss
across all individuals.

To compute the MVoH, we must determine the net
benefit of each treatment for a given individual. This rep-
resents what would have happened to a simulated
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Table 2 How to Calculate the Value of Heterogeneity®

NB NB , Opportunity Loss
Individual 1 886 652 234
Individual 2 3,679 1,298 2,381
Individual 3 473 11,054 0
Individual 4 6,518 -319 6,837
Individual 5 1,121 3,763 0
Individual 6 15,095 4,875 10,220
Individual 7 1,183 2,308 0
Individual 8 6,686 20,706 0
Individual 9 2,059 302 1,757
Average 4,660 5,167 2,143

“The individual net monetary benefit for each treatment is tabulated.
The opportunity loss of the population-level decision is the difference
between the net monetary benefit of the individual-level optimal
treatment and the net monetary benefit of the population level
optimal treatment.

individual under the other treatment options, known as
the counterfactual. Espinoza et al. matched patients
based on observable characteristics (e.g., age, sex), ensur-
ing that the counterfactual could be computed from indi-
viduals with the same characteristics but different
treatments.'® However, the outcomes of a decision model
cannot be used to determine the counterfactual based on
unknown characteristics. Thus, we must make an explicit
assumption about the counterfactual. However, as the
magnitude of the opportunity loss is equal to the differ-
ence between the net benefit across the different treat-
ment options, the MVoH changes significantly for
different assumptions about the counterfactual. Thus, we
suggest that these assumptions should be parameterized
and the MVoH calculated across a range of scenarios, as
we discuss below.

Defining the Counterfactual

The counterfactual can be defined by modifying the cor-
relation, denoted p, between the individual net benefits,
across the treatment options. Positive values of p indicate
that some individuals will do well in terms of net mone-
tary benefit, irrespective of treatment option, leading to
small opportunity loss and low MVoH. Conversely, neg-
ative p indicates that individuals would perform well on
one treatment option and poorly on another, leading to
high opportunity loss and MVoH. Thus, each value for p
makes a different assumption about the individual-level
net benefit across the treatment options, resulting in dif-
ferent counterfactual and different estimates for the

Maximum Value of Heterogeneity
1500 2000 2500 3000
| | | |

1000

500
1

T T T T T
-1.0 -0.5 0.0 0.5 1.0

Correlation between Net Benefits

Figure 2 The maximum value of heterogeneity plotted against
the correlation between the net benefit across the 2 treatments
for the Ades et al.'® example.

MVoH. We will denote the correlation-specific MVoH
as MVoH,,.

In practice, MVoH,, can be estimated from the simu-
lated values of the individual-level net benefit by reorder-
ing these simulations so they have a given correlation.
Several algorithms are available to reorder simulated val-
ues so the resulting data set has a given correlation struc-
ture.”>>* These are implemented in the R package
SimJoint,”” ensuring that the MVoH, can be estimated
in standard software.

Figure 2 plots the MVoH analysis for our example.
We used J = 1000 simulations for individual-level net
benefits, NB; and NB,, and computed the MVoH across
a range of different values for the Spearman rank corre-
lation p'. The MVoH varies between £20 to £3,300. As
p decreases, the assumption is that the difference in net
benefit between each treatment option increases. This
implies that the opportunity loss of selecting the nonopti-
mal treatment for an individual increases, leading to a
larger MVoH.

MVoH is interpreted as the upper bound on the value
that could be generated from personalizing treatment
decisions. Thus, if the MVoH is “high,” then there may
be value in developing new personalized medicine strate-
gies. However, the MVoH is calculated conditional on
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the correlation between the net benefits p, the true value
of which is unknown, meaning that the “true” MVoH is
not known. Furthermore, the MVoH evaluates that
value that could be obtained by explaining all individual-
level variation, including all first-order uncertainty,
which can never be achieved. Thus, MVoH can be used
only to rule out the possibility of increasing value by
developing a personalized treatment strategy if MVoH is
low for all values of p.

The Value of Perfect Outcome Prediction

If the MVoH analysis indicates that there could be sub-
stantial value in exploiting the unexplained heterogene-
ity, it is important to determine what research would
allow the development of valuable personalized treat-
ment strategies. In our framework, the heterogeneity in
the net benefit comes from the simulated individual-level
outcomes O, which are used to compute the net benefits
NB,(0), d =1,...,D. In the following section, we gen-
eralize the parameter-specific EVIC? to develop a mea-
sure to ascertain which of these outcomes should be
predicted to generate value by personalizing treatment.
For example, can value be generated by personalizing
treatments based on who will experience side effects? Or
will personalizing treatment based on knowledge about
who experiences the critical event generate greater value?

This prioritization step assumes that, for a set of out-
comes o C O, the exact value of these outcomes could be
predicted for each individual, that is, we know exactly
which individuals will experience the critical event with
and without treatment. If the exact value of the out-
comes o are known for all individuals, we have perfect
knowledge of 0. We can then assess the value of perfect
knowledge of o, through a measure we have called the
value of perfect outcome prediction (VPOP). Note that
outcomes are rarely perfectly predictable, as some first-
order uncertainty will remain; thus, it is not possible to
achieve the VPOP through a realistic personalized treat-
ment strategy. Nevertheless, by calculating the VPOP for
different sets of outcomes, we can prioritize research that
aims to develop a method to predict outcomes with a
high VPOP. Note that the VPOP calculates the value of
learning patient outcome (e.g., whether the individual
experiences an adverse event), whereas the parameter-
specific EVIC is concerned with the value of learning a
model parameter (e.g., a QoL weight).

To define the VPOP for a set of outcomes o, we denote
the remaining outcomes used to compute the individual-
level net benefit O, that is, O = (0, O"). If the value of
o is known, then the individual treatment decision will be

made by maximizing the expected net benefit, where
expectation is taken over the remaining heterogeneity
induced by the unknown outcomes O~. We then define
the VPOP for a set of outcomes o as

VPOP, = E, m‘?x{Eo—‘o[NBd(O_,o)] — NB4(0) }p, |,
(1)

where E-|,[-]] is the conditional expectation, implying
that perfect information on ¢ may also inform O if these
outcomes are correlated. Similar to the MVoH, the VPOP
for a set of outcomes o can be computed only if we make
assumptions about the counterfactual so the opportunity
loss can be computed. Thus, the VPOP must be recom-
puted across different assumptions about the correlation
between the expected individual-level net benefit across
the proposed treatment options, denoted p,,.

The range of possible values for p, and its definition
will depend on the outcomes included in o. If o influences
the net benefit for only one of the treatment options, for
example, o is whether an individual experienced side
effects (I;), then the VPOP does not need to be calculated
across different values for p,, as the expected individual-
level net benefit for all other treatments, conditional on
o, is a single value. Conversely, if o is a continuous out-
come used to define the net benefit for all treatment
options (e.g., the length of time each individual will live),
then p, will take a wide range of values, similar to the
MVoH analysis.

To compute the VPOP from Eq. 1, we must estimate
the expected individual net monetary benefit conditional
on the values of o—the outcomes we are assuming can
be perfectly predicted. The calculation required to achieve
this varies depending on whether o contains continuous or
only discrete variables. If o includes only discrete variables,
then the expected net monetary benefit is estimated by the
sample mean of the simulated individual-level net monetary
benefit values for all individuals with the same outcome val-
ues. Conversely, if o contains continuous variables, then a
method based on regression, adapted from Strong et al.,”
can be used to estimate the conditional monetary net bene-
fit (cf. the supplementary material).

Directing Research with the VPOP

For our example, Figure 3 displays the VPOP for the 5
clinical and economic individual outcomes; the duration
of an individual’s life (/), whether they experience the
critical event (I..), treatment side effects (/), and the cost
of treating the critical event (c.) or side effects (¢;). The
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Figure 3 The value of perfect outcome prediction (VPOP) for
all outcomes in the modified Ades et al.10 example and the
MVoH for comparison (black line). The VPOP for the
duration of an individual’s life (1) is represented by the blue
dashed line. The VPOP for whether an individual experiences
the critical event (Ic) is represented by the green dashed and
dotted line. The VPOP for the cost of treating the critical
event (cc) is represented by the red dotted line. Finally, the
VPOP for whether an individual experiences side effects (Is) is
represented by a purple cross and the VPOP for the cost of
side effects (cs) is represented by a gray dot.

exact method used to compute the VPOP for each these
outcomes is presented in the supplementary material.

Figure 3 demonstrates that, for most values of p,, sig-
nificant value could be generated from a personalized
treatment strategy if we could predict life expectancy.
The intuition behind this result is that for p;<1, there
are some individuals who would have a longer life on
one treatment than the other. If we were able to perfectly
predict which treatment would allow the individual to
live longer, then this should be the treatment they are
given. However, by definition in this example, the treat-
ment is not life extending, meaning that we do not expect
substantial differences in life expectancy for an individ-
ual based on the treatment to which they are assigned.
Thus, p;~1, and these high values for the VPOP cannot
be realized. This argument indicates how the results from
a VPOP analysis must be combined with subject knowl-
edge to assess 1) if the correlations between the conditional
net benefits are plausible and 2) whether it is practically
and)/or ethically possible to predict this outcome.

Figure 3 also indicates that predicting whether an indi-
vidual would experience side effects would not generate
value. This is because the risk reduction for the critical
event is substantial. Thus, even if the individual would
experience side effects, they should still be offered the
treatment (cf. the supplementary material). On the other
hand, it may be possible to generate value from a perso-
nalized treatment strategy, if we knew which individuals
would experience the critical event. In this setting, we
would be able to identify individuals who do not require
treatment (i.e., those who would not experience the criti-
cal event even if they receive treatment), and they can
avoid being exposed to a risk of harmful side effects.

The Value of Subgroups

Following the VPOP analysis, we now assess whether a
test to identify individuals who may experience the criti-
cal event could generate sufficient value to encourage its
development. In this section, we use scenario analyses to
identify what the properties of the test would have to be
to generate value from personalizing treatment decisions.
We assume that this test will imperfectly predict the out-
comes o, that is, it will identify subgroups of individuals
who may benefit from an alternative treatment. Our sce-
narios will consider the value of identifying subgroups
with different properties. The specification of the rele-
vant properties will vary depending on the exact outcome
of interest, the proposed test, and previous information
(e.g., from animal models) that could inform the likely
outcomes in the different subgroups.

To calculate this value, we assume that the test will
identify ns subgroups. We then generalize Espinoza
et al.’s definition of the VoH'® by denoting the expected
net monetary benefit of treatment d for individuals
assigned to subgroup s as NBj for s =1,...,ns and
defining the value of subgroups (VoS) as

ns
VoS = Z © max NB!, — NB, (2)

where w; is the size of subgroup s. Thus, the VoS is a
weighted average of the opportunity loss that would be
accrued by treating all individuals with the same treat-
ment, rather than the subgroup-specific optimal treat-
ment. We now use our case study to explore the specifics
of how the VoS might be calculated in practice.

Value of Subgrouping

We identified from our VPOP analysis that predicting
who would experience the critical event with and without
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treatment has the potential to generate value. Thus, we
define the subgroups in our scenario analysis in terms of
the probability of experiencing the critical event. We
assume that a test would identify 2 subgroups (ns = 2)
where the probability of experiencing the critical event is
lower for the individuals in subgroup 1. We also assume
that the risk reduction due to treatment is the same
across the 2 subgroups. As the critical event has a signifi-
cant QALY detriment, individuals in subgroup 2 will
have a lower net monetary benefit with and without
treatment compared with individuals in subgroup 1,
implying a positive correlation between the net benefit
across the 2 treatments. Thus, the higher values indicated
in the VPOP analysis (Figure 3) cannot be achieved with
this subgroup structure, as they require a negative corre-
lation between the net benefits across the 2 treatment
options.

To define the probability of the critical event in sub-
group 1 and subgroup 2 without treatment, p. and p?2,
respectively, (p! <p?), we make the assumption

1 2
Pe = w1p, T wap;,

where w; = 1 — w,. Furthermore, we assume that the
reduced probability if the critical event in subgroup 1,
pl, is reduced by a multiplicative factor k from the
population-level probability of a critical event, for exam-

ple, p!=rhkp.. These 2 assumptions imply that
P2 = %pc. Finally, as the relative risk reduction pro-

vided by treatment is assumed to be the same across the
2 groups, the probability of the critical event with treat-
ment in the 2 subgroups is pf :113—:}7‘;, s=1,2. From
these 3 assumptions, we have entirely defined p!,p?, p!
and p? in terms of the reduction factor k and the size of
subgroup 1, wy.

Thus, our scenario analyses vary the values of k£ and
wp and then compute the expected net monetary benefit
within each subgroup for each treatment. From this, we
can use Eq. 2 to compute the VoS. In our example, the
net monetary benefits for individuals in each subgroup
were calculated by generating I, with updated values of
pe and p,. The average net benefit can then be calculated
from these simulations and used to estimate the expected
net monetary benefit. In complex individual-level deci-
sion models or when a large number of scenarios are con-
sidered, this analysis will become highly computationally
complex.

Figure 4 displays the VoS across different values for
the risk reduction in the reduced-risk subgroup, &, and
the size of subgroup 1, w;, using a heat map. The lighter
the color, the higher the VoS, and the more value that
could be generated if subgroups with the given values of

Size of Group with Reduced Probability

0.2 04 0.6 0.8

Reduction in Probability of Critical Event with No Treatment

Figure 4 A heat map displaying the value of subgroups for
different values of the proportion reduction in the probability
of a critical event (k) and the size of the subgroup with the
reduced probability of a critical event (w;). Darker gray
indicates a low value for the subgroups and lighter gray/white
indicates a high value. The black section indicates
combinations of w; and & that would result in a probability of
the critical event in one of the subgroups that is greater than 1.

k and w; were identified. Darker gray indicates that the
subgroup structure has no value, and black indicates that
the given combination of k and w; are incompatible with
the population-level value of p.. Identifying 2 subgroups
in which one has a reduced probability of the critical
event will generate value only if more than 40% of the
population is in the “reduced risk” subgroup. Further-
more, identifying these subgroups will be valuable only if
there is substantial risk reduction. The highest VoS is
approximately £100 per individual, achieved if the
reduced risk subgroup contains ~ 60% of the population
and have no risk of the critical event.

Discussion

We aimed to develop a method to support research
prioritization in the discovery of new personalized treat-
ment strategies, given the limits on research funding. To
achieve this, we developed 3 measures that generalize
previous work on the VoH'® to settings in which the
source of heterogeneity is unknown. Although research
prioritization can also include other considerations
such as improving equity in research (e.g., focusing on
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underrepresented genders or races), these methods can
form part of a comprehensive research prioritization
framework in personalized medicine that improves the
value of research.

We begin by developing the MVoH, which explores
whether value could be generated by explaining individual-
level heterogeneity. We then develop the VPOP, which can
be used, alongside clinical expertise, to indicate which
individual-level outcomes, if they could be predicted,
would allow us to personalize treatment and generate
value. This measure can prioritize the development of pre-
diction algorithms for specific outcomes. Finally, we
demonstrate how scenario analyses can be used to explore
the VoS and determine the characteristics that these sub-
groups need to have to generate value from a potential
strategy that offers different treatments to each subgroup.
This measure could direct research, as it highlights the fea-
tures required from a specific test/prediction algorithm to
generate value. However, it is more complex to conceptua-
lize and compute as the subgroup structure must be
designed separately for each model and the individual deci-
sion model must be rerun for each subgroup.

There are several limitations to the currently proposed
measures and their graphical representations that should
be addressed in future work. First, this article calculates
the MVoH and VPOP by varying the correlation between
the net benefit to define the counterfactual and then plot-
ting these values against correlation. In decision models
with more than 2 treatment options, this method could
be extended to estimate the MVoH and VPOP for differ-
ent correlation matrices. However, the graphical repre-
sentation used in this article is possible only when the
correlation is univariate. Thus, future work should
develop alternative graphical presentations for decision
models with more than 2 potential treatment options.

Second, we have developed the MVoH, VPOP, and
VoS measures based on a deterministic decision model
that ignores second-order parametric uncertainty. In gen-
eral, decision models include a PA to assesses the impact
of uncertainty in the model parameters on the decision-
making process.”’ Thus, these measures will need to be
extended to incorporate parametric uncertainty alongside
individual-level heterogeneity, similar to Espinoza et al.'®
Ideally, these extensions would allow researchers to rank
the relative importance of reducing uncertainty in key
model parameters and developing mechanisms by which
we could personalize care.

Third, the proposed VoS is relatively complex to con-
ceive and may be computationally expensive. The rele-
vant scenario analyses will change across different
decision models, with the conclusions heavily dependant
on the chosen scenarios. There are also challenges

associated with presenting the VoS analysis if more than
2 quantities are used to define the subgroups. Thus,
future research should focus on conceptualizing and pre-
senting the VoS analysis for different outcome types.
Methods will also be required to tackle the computa-
tional challenges of this analysis, potentially adapting
methods that were developed the reduce the computa-
tional cost of VoI analyses,”***3? so they can efficiently
compute the net monetary benefit for different subgroup
specifications. The VoS analysis will also be most useful
when informed by clinical expertise about what sub-
groups may be potentially available. This will require sig-
nificant effort to translate clinical expertise into relevant
scenarios. If clinical expertise were available, then a VoS
analysis could focus on assessing whether realizable sub-
group structures could generate value from personalizing
treatment. This may reduce the range of scenarios to be
considered.

In addition to estimating VoS, research prioritiza-
tion requires 2 additional elements. Currently available
evidence (e.g., from biological models) should be used
to consider whether the valuable subgroups are poten-
tially feasible. Second, we should compare the value of
subgroups to all the costs of bringing the test to iden-
tify the reduced risk subgroup into practice. This could
include preclinical and clinical investigation of the test,
purchase of equipment to manufacture and analyze
the test, obtaining market authorization, and the
cost of widespread implementation of the test. These
costs could be estimated from the real-world develop-
ment, validation, and implementation of similar testing
procedures.

Finally, these methods will provide accurate research
prioritization only if the decision model realistically
describes the current observed heterogeneity in the popu-
lation. This is similar to standard Vol methods in which
researchers must accurately capture all second-order
uncertainty in their model to ensure correct research
prioritization.”> However, individual-level models are
complex to develop, and relevant data may be lacking.*!
Thus, future research should focus on addressing these
issues and implementing these measures in a realistic
individual-level decision model. However, through the
initial presentation of these measures, we have laid the
foundation of a framework that will allow researchers to
undertake research prioritization for novel personalized
treatment strategies.
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Note

Difference definitions for the correlation (e.g., a Pearson
correlation) provide an alternative relationship between the
MVoH and p but has limited effect on the range of MVoH
values.
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