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What type of data are you looking for?: Individual Participant-Level Data, which includes Full CSR and all
supporting documentation

Research Proposal

Project Title

Policy-aware evaluation of personalized treatment strategies

Narrative Summary: 

In therapeutic evaluation, the treatment with the highest response rate (or average outcome) is usually considered
as superior to the others. This would however be true only if the responders to the “inferior” treatment would all
respond to the “superior” one. When sets of responders do not overlap, an optimal treatment strategy could lead to
a much higher response rate in the overall population
In this project, we aim at developing statistical methods to both identify individualized treatment rules targeting the
responders to each treatment, and evaluate the population benefit of using such rules.

Scientific Abstract: 

Background: Personalized or precision medicine aims at giving the “right treatment to the right patient”. It is one of
the most promising areas of medical research, but its development is hindered by methodological limitation of
studies used. Determining individualized treatment rules (ITR) is an active research field of biostatistics relying on
recent statistical methods (machine learning, classification of high-dimensional data) that raises many statistical
and computational challenges. For instance measures of the benefit of an ITR as compared to a ‘one size fits all’
treatment strategy where all patients receive the treatment performing best on average have been proposed.
Testing whether personalization provides overall benefit after estimating an ITR however remains an open problem.
Objective: We aim at developing a statistical test for the benefit of personalization, as well as innovative
approaches to identify ITRs, and to apply these methods to real data.
Study design: Retrospective analysis of randomized controlled trial.
Participants: Diabetes patients included in the trial and receiving at least one dose of study drug.
Main Outcome measure: Change in HbA1c from baseline to week 52.
Statistical analysis: The estimation of ITR will rely on modeling the outcome using treatment arm and covariates
using random forests. The estimating and test of the benefit of the ITR will account for the uncertainty in the ITR
estimation, and provide proper confidence intervals as well as control of the type I error rate.

Brief Project Background and Statement of Project Significance: 

The objective of personalized or precision medicine is to give “the right patient the right drug at the right moment”.
Precision medicine therefore implies determining which treatment is the best for a given patient, based on his/her
characteristics, instead of favoring the one with better outcome on average in the whole population (one size fits
all). Indeed, the current practice in medicine is to favor the treatment with the highest response rate (response
being intended in the general sense of any favorable outcome). This would be a reasonable rule only if the
responders to the “inferior” treatment would all respond to the “superior” one. However, when sets of responders
do not overlap, an individualized treatment strategy could lead to a much higher response rate in the overall
population. For instance if the usual treatment strategy only has a 20% response rate and 40% of patients respond
to the new treatment, the response rate in the overall population could range from 40% (if all responders to the
usual treatment respond to the new one) to 60% (if none of them respond to the new treatment).
Developing methods to identify patients more likely to respond to a treatment than to another one has recently
become a very active research topic in biostatistics. Once a model predicting whether a patient would be more
likely to respond to a given treatment or to its comparator has been obtained, for example using data from a
randomized controlled trial (RCT), it is straightforward to derive an individualized treatment rule (ITR) where
patients would receive the treatment under which their predicted response is higher. It has been shown that such a
strategy would maximize the expectation of the outcome over the population.
Measures of the performance of an ITR using a biomarker as compared to the “one size fits all” strategy have also
been developed, such as the improvement in population average outcome under the ITR, for instance. The
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specification of the model to estimate the performance of the ITR is however important, especially when several
biomarkers are considered together. The classical approach relies on generalized linear regression with markers by
treatment interactions, but the effect of model misspecification can be critical, especially around the decision
boundary. This would lead to biased predicted performance of ITR. Even using flexible approaches such as
machine learning, there remains a non-negligible risk to recommend the incorrect treatment for patients with close
predicted response under each treatment. In addition, testing whether personalization provides overall benefit
remains an open problem.

Statement of project significance
Our work is important for two main reasons. First, it is crucial that responders to each treatment compared would
be correctly identified to develop individualized treatment strategies that will improve the outcome of patients. In
that respect, there is a need for cutting-edge statistical methods. Second, it is also important that the benefit of
such individualized strategies would not be overstated and overestimated because there is a risk of false decision
at potentially high costs.

Specific Aims of the Project: 

The aims of this project are:
(1) To develop statistical tests for the benefit of personalization.
(2) To develop innovating approaches to determine individualized treatment strategies using data from randomized
controlled trials.
(3) To extend the proposed approaches to the situation of more than two treatments.
To our knowledge, all methods for modeling individualized treatment strategies in the literature have considered a
two-treatments setting. Nevertheless, the real-life situation is different, and for most diseases, there are more than
two therapeutic alternatives.
(4) To illustrate the potential gain of the approach we propose using real data from randomized controlled trials.
The request for data to the Yoda platform primarily serves this aim. As a corollary, this will allow ultimately to
determine individualized treatment strategies for diabetic patients with an associated measure of potential
population benefit.

What is the purpose of the analysis being proposed? Please select all that apply. 
New research question to examine treatment effectiveness on secondary endpoints and/or within subgroup
populationsPreliminary research to be used as part of a grant proposalOther  

Research Methods

Data Source and Inclusion/Exclusion Criteria to be used to define the patient sample for your study: 

Selection of the trials:
The methods we develop need RCTs with relatively large sample size, as well as relevant patients characteristics.
Based on these considerations, we have selected the study NCT00968812 (CANTATA-SU trial) as a possibly good
candidate for our methodology, since it has a large sample size, the experimental and control treatments have
different mechanisms of action, which is likely better suited for finding variables associated with a differential
treatment effect, and the effect of the experimental treatment as compared to the comparator is not overwhelming,
thus allowing for a more refined strategy.

Selection of the patients:
All patients included in the selected trial and receiving at least one dose of study drug (modified intent to treat
analysis as reported in the study primary reports) will be considered.

Main Outcome Measure and how it will be categorized/defined for your study: 

Our main outcome will be the same as the primary study outcomes, i.e. change in HbA1c from baseline to week 52.

To illustrate the potential of the method for a binary outcome, which has been more frequent in statistical articles on
the issue of individualized treatment strategies, we will add a binary key secondary outcome, which will be the
proportion of patients achieving HbA1C <7.0% (53 mmol/mol).

Main Predictor/Independent Variable and how it will be categorized/defined for your study: 
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The primary independent variable is the treatment arm allocated. Since the CANTATA-SU comprises three
treatment arms, we will use as primary comparison the comparison of canagliflozin 300 mg + metformin versus
glimepiride + metformin. In a second stage, we will perform a similar analysis for canagliflozin 100 mg + metformin
versus glimepiride + metformin.

Other Variables of Interest that will be used in your analysis and how they will be categorized/defined for
your study: 

The other variables of interest are the patient characteristics that will be used to construct a model for individual
treatment. In order to capture at best the heterogeneity in treatment effect, as many baseline (pre-randomization)
variables as possible should be considered in our models. We list here a minimal set of variables that could be
used:
Sex
Age
Race
Glycated haemoglobin A1c (HbA1c)
Fasting plasma glucose (FPG)
Bodyweight
Body-mass index
Duration of type 2 diabetes
Whether patient entered antihyperglycaemic drug adjustment period
Smoking history
Other diseases or comorbidities (whenever available)
Systolic blood pressure
Diastolic blood pressure
Pulse rate
Triglycerides
LDL cholesterol
HDL cholesterol
Non-HDL cholesterol
Insulin
Alanine aminotransferase
Aspartate aminotransferase
Alkaline phosphatase
Bilirubin
Blood urea nitrogen
Gamma-glutamyltransferase
Urate
Hemoglobin
Urine albumin/creatinine
Total fat mass
Total lean mass
Subcutaneous adipose tissue
Visceral adipose tissue

Statistical Analysis Plan: 

The analysis will consider a counterfactual or potential outcomes framework, where we posit that for each patient,
there exists two potential outcomes, namely Y(1) and Y(0), representing the outcome that the patient would
experience should s/he receive the studied treatment (indexed by 1) or its comparator (indexed by 0), respectively.
This allows defining a counterfactual individual treatment effect as D = Y(1) – Y(0). In practice, D cannot be
observed, except under very specific trial designs such as n-of-1 trials. The question of precision medicine is thus
rather to estimate the expected value of D given a set of covariates X. Assuming that higher values of Y represent
a more favorable outcome, it has been shown that the optimal individualized treatment rule given X—or optimal
treatment regime—corresponds to give treatment 1 to patients with E(D|X) > 0 and treatment 0 to patients with
E(D|X) < 0. There is equipoise for those with E(D|X)=0, so that the decision to favor one of the treatment should be
based on other considerations, such as being conservative and favoring the ‘older’ treatment for instance.
Several measures have been proposed to quantify the benefit of personalization of a treatment, i.e. the benefit of
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using an individualized treatment rue as compared to a non-personalized treatment strategy where all patients
receive the same treatment whatever their covariates X (one size fits all). We will rely on the improvement in
population average outcome under the ITR, i.e. the difference in expectations of the outcome Y in the population
under the ITR strategy vs a one size fits all strategy. In situations where the new treatment is superior to its
comparator on average, this ITR implies giving the new treatment to all patients except if E(D|X) ? 0. This measure
accounts both for the improvement in average outcome among those who benefit from the ITR (i.e. those for whom
E(D|X) ? 0), and their proportion in the total population.
To find an ITR from observed data, we have to rely on an estimation of E(D|X). Since D is not observed, methods
rely on estimating E(Y(1)|X) and E(Y(0)|X) using regression modeling. This can be performed either in one step
using a regression model with suitable interaction terms between the X’s and the treatment arm Z, or separately
for each treatment arm, thus being non-parametric on the form of these interactions. There is no need for the
model to be correctly specified to determine an ITR. However, model misspecification may influence the properties
of the resulting ITR at two levels. First, a parametric model may put to much constraints on the relationship
between predictors and treatment effect, and therefore miss regions of the parameter space where one treatment
in superior to the other, or conversely, wrongly identify regions where a treatment would seem beneficial, thus
decreasing the benefit of the ITR overall. Second, the model for E(Y(1)|X) and E(Y(0)|X)—and therefore the
ITR—and the benefit of this ITR are usually estimated using the same set of data, which leads to over-fitting and
over-optimism. To derive corrected point and interval estimates and statistical tests overcoming these issues,
Janes et al (2014) have proposed a double bootstrap procedure for instance. Nonetheless, this remains computer-
intensive, and performs rather poorly under the null, which has led to a two-stage approach where interactions are
tested first, before estimating the benefit of the ITR.
In our work, we rely on modeling the outcome using treatment arm and covariates using random forests, in order to
allow more flexibility in the outcome model, and derive a proper procedure to for point and confidence interval
estimation, as well as statistical testing, accounting for the uncertainty in the individualized treatment effect
estimation.
In this project, missing outcome and predictor values will be handled through multiple imputation by chained
equations.

Project Timeline: 

We are currently working on the methodological developments and performing simulation studies to investigate the
properties of our procedure in realistic settings. Analyzing the trial should be straightforward once they are in an
analysis-ready format. Depending on the format of data provided, however, this could imply additional data
management tasks. We however plan to have the analyses ready in 6 to 8 months.

Dissemination Plan: 

Our primary purpose is to illustrate how the methods we develop perform in real settings. To this aim, we plan to
draft a first article for a statistical journal such as JASA or Biometrics, where the data would serve as illustration
only.
Then we plan to draft also a clinical article for a medical audience (in a journal such as BMJ, PloS Medicine, BMC
Medicine, or a specialty journal such as Diabetes or Diabetes Care), where the results of the study would be
presented for non-statisticians, expecting a clinical impact of our project.
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