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ABSTRACT

While sample sizes in randomized clinical trials are large enough to estimate the average treatment effect
well, they are often insufficient for estimation of treatment-covariate interactions critical to studying data-
driven precision medicine. Observational data from real world practice may play an important role in
alleviating this problem. One common approach in trials is to predict the outcome of interest with separate
regression models in each treatment arm, and estimate the treatment effect based on the contrast of the
predictions. Unfortunately, this simple approach may induce spurious treatment-covariate interaction in
observational studies when the regression model is misspecified. Motivated by the need of modeling the
number of relapses in multiple sclerosis (MS) patients, where the ratio of relapse rates is a natural choice of
the treatment effect, we propose to estimate the conditional average treatment effect (CATE) as the ratio
of expected potential outcomes, and derive a doubly robust estimator of this CATE in a semiparametric
model of treatment-covariate interactions. We also provide a validation procedure to check the quality
of the estimator on an independent sample. We conduct simulations to demonstrate the finite sample
performance of the proposed methods, and illustrate their advantages on real data by examining the
treatment effect of dimethyl fumarate compared to teriflunomide in MS patients. Supplementary materials
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1. Introduction

Recently, interest in recommending tailored preventative inter-
ventions or treatments to patients in clinical practice has
prompted investigating the conditional average treatment effect
(CATE) from data. Knowledge of the CATE as the contrast
between the expected outcome under different interventions
conditional on covariate levels would allow clinicians to under-
stand how much a patient would benefit from a particular
intervention based on their covariates. The primary statistical
objective is to estimate these CATEs by examining treatment-
covariate interactions (Tian et al. 2014).

The small sample size of trials is one of the biggest obstacles
in such analyses. Most randomized clinical trials are designed
to study the average treatment effect (ATE), rather than the
CATE. Furthermore, to verify CATE estimates or high value
subgroup of patients for whom the treatment is most effec-
tive, researchers use sample splitting (Athey and Imbens 2016)
or, ideally, independent external validation (Basu et al. 2017)
to account for the exploratory nature and the overfitting ten-
dency of relevant statistical analyses, which further shrinks
the available sample size. One important alternative is to use
observational data from real world practice. Observational data
often contain more samples, have broader target patient pop-
ulations, and if collected from clinical practice, better rep-
resent realistic clinical conditions. However, patients receiv-
ing the treatment of interest and those receiving alternatives

may be systematically different in observational data, which
introduces new challenges in data analysis (Imbens and Rubin
2015).

Let Y be the outcome if the unit were given treatment r =
1, and Y be the outcome if given treatment r = 0. In this
work, we study the estimation and validation of the ratio-based
CATE,

E[YDV|Z = 2]

D(z) = EYO|Z =2’

which targets the ratio of expected outcomes under different
interventions. Our motivation is the study of differences in
the effect of treatments on relapse in multiple sclerosis (MS)
patients, using observational data from the NeuroTransData
(NTD) registry (described below). For repeated events such as
MS relapses, it is natural to look at the ratio of relapse rates
under different potential treatments, as it is a relative measure
of effectiveness.

We provide a general framework for the estimation and
validation of such a ratio-based CATE score. We develop a
doubly robust method for estimating the treatment contrast
D(z) in the semiparametric model where D(z) = exp(STz),
but the conditional means, u,(z) = E[Y" | Z = ], and
propensity score, 7,(z) = P(R = r | Z = z), are in
nonparametric models. This method has advantageous statisti-
cal properties, such as Neyman orthogonality (Chernozhukov
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et al. 2018), which, along with our simulation and experi-
mental evidence, justify the use of machine learning methods
for nuisance parameter estimation in the observational data.
We provide another method for estimating the treatment con-
trast by adjusting per-arm regression analyses for confound-
ing, and demonstrate via simulation that it often performs as
well in practice. Both methods have the appealing property
that when there is no treatment effect ratio heterogeneity, they
will infer that D(z) is constant, even if the regression model
is misspecified. Finally, we provide a method for validating
the effectiveness of the learned CATE score in a statistically
independent validation sample, and use this to compare the
scores learned via different methods on the MS observational
data.

1.1. A Motivating Example

The NTD MS registry includes about 25,000 patients with MS,
which represents about 15% of all MS patients in Germany. It
includes demographic, clinical history, patient related outcomes
and clinical variables captured in real time during clinical visits.
The focus of the analysis is to estimate the CATE of terifluno-
mide (TERIL, n = 1050) compared with dimethyl fumarate
(DME n = 1741) and stratify the patient population for tailored
treatment recommendation. The outcome of the primary inter-
est is the number of relapses per unit time; the average treatment
effect is measured by the ratio of the expected relapse rate under
TERI versus that under DME The ratio is important, because
it better contextualizes the value of the treatment for these
patients. Preventing 1 relapse per decade is more noticeable
when the baseline is 1 relapse every 5 years than 1 relapse every
year.

Three questions arise when trying to analyze CATEs in the
NTD registry:

1. Can we use the ratio rather than the difference in expected
outcomes to measure the treatment effect?

2. How do we adjust for differences in baseline covariates (con-
founders) between two treatment groups, and how do these
affect estimation of the CATE?

3. How do we validate our CATE model based on observational
data and will the resulting method provide a useful measure
of the quality of the estimated CATE score?

The purpose of this article is to answer these questions and pro-
vide a statistical methodology for estimation and validation of
the ratio-based CATE, based on the described semiparametric
model.

1.2. Related Approaches

The estimation of the absolute difference in expectations of
potential outcomes as the CATE, that is, E(Y" — Y | Z = 2),
using observational data has been studied extensively in the
literature (Green and Kern 2012; Xie, Brand, and Jann 2012;
Lu et al. 2018; Wager and Athey 2018; Athey, Tibshirani, and
Wager 2019; Kiinzel et al. 2019; Nie and Wager 2019). Recently,
Powers et al. (2018) and Wendling et al. (2018) compared a
number of approaches for learning this function. The basic idea

is to either estimate the CATE based on separately estimated
E(Y® | Z = z),r = 0,1, or learn directly using modified
outcomes. However, in some settings, the absolute difference in
potential outcomes is not the best measure of treatment effect.
For example, if the ratio-based CATE, D(z), is constant for all z,
but E[Y(?|Z = z] varies with z, then there will appear to be sig-
nificant treatment effect heterogeneity measured by the absolute
difference E[Y() — Y(©|Z = 2], which may not be of particular
interest. In this work, we focus on estimating the ratio-based
CATE, that is, the ratio of the conditional expectation of the
potential outcomes given the baseline covariates. It is natural
to consider applying the methodology for absolute differences
to the log-transformed outcomes. However, for counting pro-
cesses where ratio-based measures are most natural, there is a
nonzero probability that the observed outcome is zero, making
E[log(Y") | Z = 7] infinite. On the other hand, our contrast
D(z) is well-defined whenever 11o(z) > 0.

In the context of binary outcomes, the ratio-based CATE
(or ratio-based ATE) is known as the risk ratio. Robins and
Rotnitzky (2001) showed that in a generalized linear model,
the identity link function (corresponding to the absolute risk
difference) and the log link function (corresponding to the
risk ratio) are the only link functions that admit doubly robust
estimators of the constant treatment effect. Given the extensive
literature on CATE estimation with absolute differences, our
work on ratio-based CATE estimation is a timely contribution.
Dukes and Vansteelandt (2018) studied G-estimation of the
risk ratio in the parametric setting, and demonstrated certain
double robustness of the method. Van der Laan and Rose (2011)
showed that the related targeted maximum likelihood estima-
tor for the risk ratio also satisfies double robustness. In this
article, we demonstrate that the contrast regression posed is
doubly robust in the discussed semiparametric model and has
the Neyman orthogonality property, which justifies the use of
a wide class of nonparametric and machine learning methods
for fitting the outcome and propensity score models in our
method. Furthermore, the methodology and estimating equa-
tion used in Van der Laan and Rose (2011) is optimized for
binary outcomes, whereas our method is optimized for count
data.

The outcome weighted learning (OWL) is another class of
methods for developing precision medicine (Zhao et al. 2012,
2014; Chen et al. 2017; Zhou et al. 2017). OWL methods find
a decision boundary in the covariate space to classify patients
into those with a treatment benefit {z | D(z) < 1} or
harm {z | D(z) > 1}, if Y represents undesirable events.
The OWL method and its variations convert the original task
into a binary classification problem and directly target the
decision boundary, bypassing the need to estimate the CATE
(Zhang et al. 2012). In contrast, the regression approach above
attempts to directly estimate the magnitude of the benefit, and
then identify the high value subgroup of patients accordingly
(Cai et al. 2010; Foster, Taylor, and Ruberg 2011; Zhao et al.
2013). The OWL approach avoids the more difficult task, but
also fails to yield information about the size of the treatment
benefit for individual patient. A good estimator of the CATE
ensures a good ATE within the subgroup consisting of patients
with the largest CATEs, thus having priority of receiving the
treatment. In addition, we may also directly recommend the



treatment to patients whose estimated CATE outweighs the
associated cost, which can also be patient-dependent. Therefore,
in this article, we focus on the more general question of directly
estimating the CATE rather than a binary recommendation
rule.

For data from a randomized clinical trial, Zhao et al. (2013)
proposed the following approach to estimate and validate CATE.
The method consists of two main steps:

1. In the training set:

« Fit separate regression models /i,(z) ~ E[YOIR=rZ=
z] for the potential outcomes in the treatment (r = 1) and
control (r = 0) arms.

o Estimate the CATE by D(z)

= 11(2) — 1o (2).

2. In the validation set:

« Estimate AD(c) = E{Y® —Y© | D(Z) > ¢}, the ATE
for a subgroup of patients {z | B(z) > c}, and denote the
resulting estimator by AD(c).

o Draw the Vahdatlon curve q > AD{H 1(1 — q)}, where
q € [0,1) and H ( ) is the empirical cumulative distribu-
tion function of D(Z). This curve graphically represents
the relationship between the proportion of patients g in
the subgroup with the CATE score above H '(1—¢g) and
the estimated ATE in that subgroup.

o Observe the slope of AD{H 1(1 — q)}, which reflects the
quality of the scoring system D(z) in 1 ranking the patients
according to their estimated CATE, D(z).

In this article, we extend the sequence of training and valida-
tion steps by Zhao et al. (2013) to the ratio-based CATE with
observational data.

2. Method

The standard regression model for the number of relapses in
terms of the baseline covariates is the Poisson or negative bino-
mial regression by treatment arm:

EYY | ZR=n=exp8/2), r=01 (1)

where Z = (1, ZT)T is a d + 1 dimensional covariate vector, R
is the binary indicator of the treatment received, and Y'" is the
potential number of relapses if the patient received the treatment
r € {0,1} or the ratio of the number relapses to an exposure
time. We only observe Y when R = r, but we are interested
in E[Y") | Z = z], the average outcome over all individuals
with covariate z, if they had been prescribed treatment r. This
creates a causal-missing data problem. In this work, we make the
unconfoundedness assumption (Imbens and Rubin 2015) that
identifies the relapse rate:

(YD YO 1R | Z )

This implies that E(Y | Z,R = r) = E(Y? | ZR =
E(Y? | 2).

Our goal is to model the effect of the treatment on the relapse
rate. We assume that the follow up time is the same for all
patients. Otherwise, if unconfoundedness holds with respect

r) =
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to the follow up time, we may replace the outcome by the
number of relapses divided by the exposure time. Under the
above model, the ratio of the expected relapse rates

E(YD|Z = 2)

D@ = zyoiz=>

©)

is a natural measure of the CATE for the relapse rate that is
insensitive to differences in exposure time between patients. We
can estimate §, by applying standard Poisson or negative bino-
mial regression methods to the observed data in each arm to get
the estimator ,3, With the estimated regression coeflicients ,30
and /31, let

1, (2) = exp(B, 2}

be an estimator of the relapse rate under treatment r € {0,1}. A
simple estimate of the CATE under model (1) is

= exp{(B1 — Bo) "Z). (4)

Tio(2)

2.1. Confounding Effect on Estimating the CATE

If the regression models for Y given Z and the treatment assign-
ment R are correctly specified, then B will converge to the true
regression coeflicient as the sample size increases regardless of
the underlying distribution of Z in each arm of the study. In
practice, these statistical models may be misspecified and only
serve as working models approximating the true relationship
between outcomes and covariates. In such a case, the estimated
regression coefficients may converge to limits that introduce
spurious predicted treatment heterogeneity.

The following toy example illustrates this phenomenon.
Assume that Y | Z = z follows a Poisson distribution with
a rate of z% in both arms; therefore, D(z) = 1. To introduce
confounding, assume that Z | R =r ~ N{(r — 0.5),1},r = 0, L.
When fitting a misspecified Poisson regression model

E(Y|Z =z R=r) =exp(B]2)

in two arms separately, the regression coeflicient of Z is ; =
(—0.5,0.8)" inarm r = 1 and By = (—0.5,—0.8)" in arm
r = 0. This is not surprising, because 70% of the Z; in arm 1 are
positive, where the quadratic function is increasing, inducing
a positive association between Y and Z, and 70% of the Z;
in arm 0 are negative in arm 0, where the quadratic function
in decreasing, inducing a negative association. Therefore, the
estimated CATE score D(z) = exp{(ﬂl ,30)TZ} exp(1.62)
would suggest that the between group rate ratio increases with
the value of z, while in fact it is a constant.

This simple example shows that D(z2) estimated from mis-
specified regression models may create spurious treatment-
covariate interactions in observational studies. Therefore, the
construction of the CATE score D(z) should adjust for the
covariates imbalance to avoid falsely demonstrating treatment
effect heterogeneity due to confounding.
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2.2. Training

In this section, we propose methodologies for estimating D(z)
using observational training data. First, we show how the
parameters of the semiparametric model specifying that D(z) =
exp(8] Z) are identified, and use this to develop a doubly robust
method that can be used with machine learning estimates of the
nuisance parameters and provide conditions that allow valid sta-
tistical inference. Then, we provide an approach based on fitting
separate regressions for each treatment arm after adjusting for
confounding effect. This allows interpretation of the regression
models in each arm, in the same way as fitting regression models
to each arm of a randomized clinical trial. While the estimate
of 8o from the latter method may be biased, we show that it is
consistent when there is no treatment heterogeneity.

2.2.1. Contrast Regression Approach
While motivated by the Poisson regression model, the CATE
model

D(z) = exp(8, 2)

arises from a more general semiparametric model that we will
study in this section. Specifically, we model the conditional
expectation of the potential outcomes 1, (z) with the semipara-
metric regression model

E(y(’)lZ =z) = exp <T5Jz> Ho(2), ()

where (10(2) is a unknown, measurable, and nonnegative func-
tion in some nonparametric function class. We assume that the
propensity score 7,(z) is unknown, but is also in a nonparamet-
ric function class. This model represents the class of distribu-
tions for which D(z) depends on z through 8(;'— z, and thus our
goal is to estimate §y. We provide a doubly robust estimator of
8o and discuss assumptions under which this estimator is /n-
consistent.

If YD and Y© were both observed, then &g is the solution to

E [w(z,a)Z {Y<1> —exp(3TZ)Y©® ]] -0, 6)

because applying the tower property of conditional
expectations to (6) gives the equivalent estimating equation
E[w(Z,8)Z{1(Z) — exp(8T Z)iuo(Z)}] = 0, where w(z,8) > 0
is a given weight function. The solution is unique in any
compact set 2 containing 8y, as long as Z does not belong to a d
or lower dimensional hyperplane and w(z, §) is bounded above
and below, for all § € € and z. Like many causal inference
and missing data problems, there are a variety of ways to
develop estimating equations that are equivalent to (6) under
condition (2), involving imputation with the mean functions
WUr(z) or inverse probability weighting using the propensity
7,(z). Because the nuisance parameters u,(z) and m,(z) are
rarely known in practice, operationalizing these estimators
depends on estimating the nuisance parameters.

Therefore, we follow the approach advocated by Robins and
Rotnitzky (2001) for developing doubly robust approaches for
semiparametric models. Our estimator is closely related to the
generalized linear model with the logarithmic link function
presented in their paper, and the doubly robust estimator of the
semiparametric risk ratio model presented in Van der Laan and

Rose (2011). Specifically, for any candidate nuisance parameters
w : R? — R for the baseline mean (that will hopefully
approximate o) and 77 : R — [0, 1] for the propensity score
(that will approximate ;(z)) and parameters § € Q C R4+,
we consider the estimating function

_ _ B -y
m(Gs 8, ju, 1) = z{l JT(Z)}iY 7(Z)(1—R)Yexp(§'Z)
e Zn(Z)+ (1 —n(2))
R—7n(2)
& Zx(2)+ (1 —1(2)

~ Zu(2) exp(87Z)

where G = (Y,R,Z")T.
If the propensity score is known, then substituting 77 for &
gives the population estimating function

~ T~
E(m(Gsd,mm)] = B[ Zm Z:8,m) {1112 — @) 7],
with the weight function

7(2)(1 —7(2))

wi(z;8, ) = — >
1 ) A2 +1—7(2)

and &y is a root of the corresponding estimating equation, for
any bounded choice of . In Section 1 of the supplementary
materials, we show that this weight function is optimal in min-
imizing the variance of the resulting estimator when Y | Z =
z follows a Poisson distribution with rate u,(z) and with the
correct propensity score model 1 (2).

On the other hand, by rewriting the estimating function as

m(G; 8, i, )
N - 1—7(2)
=ZR|Y — Z STZ Z
[ u(Z) exp( )} S a2y + (1 —n(2)
exp((STz)n(z)

+Z(1 =R [Y — u(2)]

S Zn(Z) + (1 —n(2))

we observe that if uo(z) = E(Y®|Z = z) is known, then
substituting 119 for u gives the population estimating equation

E [m(Ga 87 o> 77:)]
=E|[Zm @80 {1m@) - mo@) exps™H | =0

for which 8y is still a root, regardless of the choice of 7 (2) used.
In practice, neither the propensity score nor the conditional
expectation (1o (z) is known, which motivates the plug-in esti-
mating equation

n
$a(8) = n~"1 Y m(Gis8, o, 1) = 0,
i=1

where G; = (Y;, R,-,ZZT)T, o(2) is an estimator for o(z) and
71(2) is an estimator for the propensity score m;(z). If either
10(2) or 1 (2) is consistent, then the solution of the estimating
equation is a consistent estimator of §o.

In Appendix A, we prove that this estimating equation satis-
fies the Neyman orthogonality condition (Chernozhukov et al.
2018). Therefore, using cross-fitting with this estimating equa-
tion allows for general use of machine learning estimators of the
nuisance parameters, while still providing accurate confidence
interval coverage. To compute the cross-fitting estimator 3o of



80, divide data into K nonoverlapping parts of approximately
equal sizesindexed by Zy, k = 1,. . ., K. Construct initial regres-
sion estimates ﬁﬁ"‘) (z) of pu,(z) without using observations in
Tk, and construct estimates fr\l(_k) (z) of the propensity score
71 (z) without using observations in 7 likewise. Then, estimate

8o by searching for the root of the estimating equation

! Z Y m(Gis,

k=1 ieZy

sw®) = s ).

The estimator 8 is v/n-consistent and asymptotically normal
under the following sufficient assumptions (Theorem 1).

Assumption 1. (a) Z € Z, a bounded subset of R? and the
eigenvalues of E[ZZ "] arebetween Amin > 0and Amay, (b) 1(2)
and 119 (z) are strictly positive and bounded on Z, (c) there exists
€x > Osuch thate; < m1(2) <1 — €5, (d) there exists o7 > 0
and oy such that var(Y?" | 2) € [0, 00,z € Z, (e) for some
q>2, E[|[YM]1 | Z = z] < C < o0; (f) 8 is an interior point of
a compact set Q2 € R9*1: and (g) (1o, m1) € T, which is a set of
measurable functions and there exist positive constants €, and
€y suchthate; < 7(2) <1 —¢x,ande, < u(z) < 1/¢, for
any (u,m) € T.

Assumption 2. There exists ng, €; > 0, and €, > 0 such that
foralln > ng, (a) € <T(2) < 1—€x; (b) €y < Mo(2) < 1/€y;
(0) 180 (@) — mo@ llp2 + IIT1(2) — T1(2)llp2 = op(n~1/4).

To specify the asymptotic distribution of the estimator 5

under aforementioned assumptions, let

STZin(=k) (ry \ (=) 1y
/vl\/(_k)((S,Z,‘) _ (4 Ty (Zz)n() (Zi)

~ 2’
(0727 @) + 70 @]

K
AG) =n"" Y N ZZI W6, Z)

k=1 iGIk

~(—K) )
{Yi + M(()T)(Z’)(R,- — 7 (zi))}
/7';1 (Zi)

K
=n' Y > ZZ w6, )

k=1 ieZ

A(k
Z;
()(k)R

( Nz

+ (1= R){Y; — ﬁé"”(zi)}],

|:Ri Yi+

and

A

K |:Yl _ eSTZ,"\(*k) (Z)]
E((S) :n_l Z Z 2,27 (Ri =

~(—k k
i ez, o TR P (2 47y Oz

[Yz ne k)(Z)} 5TZ; 2

A( K
_(I_R) STZ’\( k)(z)_,’_n( k)(z) (Zl)> !

JOURNAL OF THE AMERICAN STATISTICAL ASSOCIATION e 5

Then, applying Theorem 3.3 from Chernozhukov et al. (2018)
under Assumptions 1 and 2 gives the following result:

Theorem 1. Let 5 solve S( o) ©)) 0. Under Assump-
tions 1and 2, /n (5 80) converges weakly to a mean zero Gaus-

sian distribution, whose variance can be consistently estimated
by

AG)BGAG) L

See Appendix A for proof. Assumption 1 provides important
regularity conditions that ensure finite, estimable parameters
and nuisance parameters, and a non-degenerate asymptotic
variance. Assumption 2 requires certain convergence rate for
Wo(-) and 7(+) in estimating po(-) and 71(-), respectively.
Under appropriate smoothness conditions for po(z) and 7 (2),
there are multiple nonparametric estimators that achieve the
required accuracy; see Chernozhukov et al. (2018) for a review
of these estimators and their connection to cross-fitting esti-
mators. The proposed estimating equation can be solved via
Newton-Raphson method. Although we cannot guarantee that
the derivative matrix A(8) is positive definite in finite samples,
its limit is positive definite, with a consistent estimate of either
the propensity score or the main effect o(z). We find good
numerical convergence in practice, when the sample size is
adequately large.

Remark 1. Constructing estimating equations S,(ff )(8) based
on different random partitions of the data and averaging the
resulting solutions as the final estimator reduces the Monte
Carlo variation due to randomly splitting data into K parts.
Chernozhukov et al. (2018) showed that this estimator is asymp-
totically equivalent to 5 analyzed above.

Remark 2. By comparing the conditional means to the baseline
of t1(z), the semiparametric regression model (5) is equivalent
to

E [Y(r) | Z= Z] = exp(—r8 D)1 (2),

and a similar analysis to the above gives a set of symmetric esti-
mating equations in terms of nuisance parameters (¢ and ;. In
Section 2 of the supplementary materials, we provide procedure
based on combining these symmetric estimating equations.

2.2.2. Two Regressions Approach

Returning to the misspecified regression from Section 2.1, recall
that we were interested in ensuring that a CATE estimator will
not introduce spurious heterogeneity due to confounding. If the
data are from an RCT, so that R1L{Z, Y}, then

E [Z {Mr(Zi) - eXP(:BTZ)} IR= r]

~ ~ A
= E[Z {20 - exp8TZ0} | 2 5.8,
Now, assume that there is no heterogeneity, so that
D(z) = exp(dp), (7)

holds. Even though the regression may be misspecified, the solu-
tions B of the estimating equations s,(8) = 0 in the two arms
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will satisfy ;' — BF = (do,0,...,0)T, and thus, the estimated
CATE score converges to D(z) = exp{(8] — ﬂS)TE} = exp(dp)
in probability. This correctly suggests that there is no treatment
effect heterogeneity even under misspecified regression models.

We propose an approach to correct for the confounding in
observational data so that our estimator of the CATE will pro-
vide results as if estimated from a randomized trial, which avoids
the spurious treatment effect heterogeneity from misspecified
regression models. Specifically, this approach “recovers” fitting
asimple regression model in both arms of an RCT, while viewing
the regression model as a working model approximating the
association of interest, and fitting the regression model as if the
potential outcomes and covariates are observed in the entire
cohort. Generally, this approach can produce biased estimate,
when §p # 0 but model (5) is correctly specified. However, in
simulation and on the real data from the NTD registry, we find
that it performs well compared to other methods.

Constructing empirical versions of the estimating equations
s+(B) = 0 is not possible from the observed data, because y®
is only observed when R = r. Under the unconfoundedness
assumption (2), we can apply methods developed to adjust for
confounding when estimating the ATE to construct appropriate
empirical estimating equations. To this end, let 7,(z) be an
estimator for the propensity score 7,(z) = P(R = r|Z = 2z),
and

W‘(r) =r Ri +(1—r)1_Ri
T m@) 7o(Zi)'

Then, we can use the doubly robust estimating equation
n
$(B) =t Y Zi{ itz — exp(BT 20} =0,
i=1

where [1,(2) is a special estimator of j4,(z) constructed via the
following steps:

1. Construct an initial nonparametric (or otherwise more flex-
ible parametric or semiparametric) prediction for Yi(r) given
Z; = z via the estimated conditional expectation E(Y"|Z =
z), denoted by 11,(2);

2. Solve the weighted estimating equations

n! Zn: Wi(nZ; (Yi — exp [tx, x log{it,(Z)} + erZ:I) =0, (8
i=1

r=0,1; 9)

and denote the roots by (@, 5/\:)—'—, r=0,1_
3. Let fi,(z) = exp{ar x log(it(Z)) + ’)ZTZI'} be the “cali-
brated” outcome predictions used in the estimating equation

Sr(B) = 0.

This estimator is a doubly robust estimator: if either 1Z,(-) is a
consistent estimator of (1, (-) or 77, (+) is a consistent estimator of
77+(+), then the solution to the augmented estimating equation
converges to S, the solution of s,(8) = 0 under (2) and mild
regularity conditions (Bang and Robins 2005). The key obser-
vation is that if the propensity score is consistently estimated,
Equation (9) ensures that

E[Z(r" = @) | ()] = 0p(0).

If we suspect that the Poisson regression (1) is misspecified,
the initial prediction rule should be based a more flexible model
than the Poisson regression that better approximates the true
model. For example, we may fit a regression model

E(Y|Z,R =r) = exp{n, B(Z2)},r = 0,1,

where B(z) is a rich set of basis functions capturing the complex
nonlinear relationship between Y and Z. i, (z) = exp{#, B(2)}
can then be the initial prediction rule, where 7, is the estimated
regression coefficient. Alternatively, we may employ machine
learning methods such as random forest or boosting to gen-
erate ,(z) (Friedman, Hastie, and Tibshirani 2000; Breiman
2001). We can improve the performance of the estimator by
cross-fitting, which removes the dependence between ii,(Z;)
and (Y;, Z;) induced by potential overfitting in constructing
11r(2). Specifically, E is the solution to the estimating equation

Sgcf) (B) = 0, where

K
SPB) =Y Zi{ exp [@ x log(a ™ (Z) + 7, Z]
k=1 ieZy

— exp(B, Z)},

7; and @, are the roots of the estimating equation
K
Yy W (r)ZI(Yi — exp [ar x log{it\ ™™ (Z))

k=1 i€Zy
+ y,TZ-]) =0,

data are divided into K nonoverlapping parts of approximately
equal sizes indexed by 7y, k = 1,...,K, ﬁﬁfk) (z) and ﬁr(ik) (2)
are constructed using observations not in Z, and Wi(_k)(r) is

the analog of Wi(r) with f,(_k) (z) plugged in. The estimated
CATE score is thus

Di(2) = exp { (B — B 2.

Remark 3. One natural question is that if fi,(z), a high quality
prediction rule for Yi(r) |Zi = z, is already available, why do we
need to reconstruct an estimator exp{B:rZ} under a misspecified
regression model? The initial prediction rule may be a complex
function of z; therefore, it is not as transparent as that based on a
simple regression model for clinical interpretation and practical
use. We can view the regression-based CATE score as a “projec-
tion” of the initial prediction [t,(z) to a simpler functional space.
This is in the same spirit of simplifying the estimated CATE by
a classification tree (Foster, Taylor, and Ruberg 2011; Loh, He,
and Man 2015).

2.3. Validation

For estimating and validating CATE models, Zhao et al. (2013)
considered the absolute difference, E(Y®) — YO | z = 2)
and EYD — YO|D(Z) > ¢). In such a case, the ATE in {z |
D(2) > c},is a monotone increasing function of c. We generalize
the method by Zhao et al. (2013) to address confounding due to



differences in baseline covariates between two treatment groups,
and validate CATE estimators of the ratio of expected potential
outcomes.

Let the ratio of average treatment effects among the subgroup
of patients with the highest true CATE {z : D(z) > c} be

E{YD | D(z) > ¢}
E{(YO® | D(z) > ¢}’

ADtrye (C) =

Because this subgroup is selected based on the true treatment
effect ratios, AD¢ue(c) is monotone increasing in c. Instead, if
we order patients by the estimated CATE score D(z) and let

E{Y® | D(2) > ¢}

APO =550 1 Do) = o

then we would expect that when B(z) is a good estimate of
D(z), AD(c) will be monotone increasing; the trend of AD(c) is
a natural measure of the quality of the CATE score. To estimate
the ATE in the subgroup of patients {z | D(z) > ¢}, we show how
to adjust for confounding between two treatment arms using
propensity score, regression or doubly robust estimators (Bang
and Robins 2005; Kang and Schafer 2007).

The following theorem ensures that for CATE measured
by the ratio of 1,(z), as in the NTD example, AD(c) is also
monotone increasing.

Theorem 2. For nonnegative potential outcomes Y, r = 0,1,
Let

_EYW | zZ=2
PO =gvo 222
and
()]
AD(o = FXV 1@ = 9

E(Y? | D(2) > o)

If all involved expectations are finite and 0 < D(Z) < oo for
almost every Z, AD(¢) is monotone increasing in ¢, and AD(c) >
cfor any c.

See Section 3 of the supplementary materials for detailed
proof. By Theorem 2, if we measure treatment effects by the
ratio, we still can evaluate the quality of the constructed CATE
scoring system by examining the “slope” of the curve AD(c).
Because, AD(c) > ¢, for any ¢, if D(z) is the true CATE, the ATE
in the subgroup consisting of patients with promising CATEs
tends to be promising as well.

Remark 4. The monotonicity of AD(c) depends on the metric
used to measure the treatment effect. For example, AD(c) is not
necessarily monotone increasing if the treatment effect is mea-
sured by odds ratio (OR) for binary outcomes. In Section 4 of the
supplementary materials, we provide a simple example where
the largest marginal OR is not in the subgroup of patients with
highest conditional OR. Generally, the ATE in a subgroup of
patients with the largest CATE may not be large if the treatment
effect is measured by a contrast other than the ratio or difference.

To estimate AD(c) using observational data, we need to
account for potential imbalances in baseline covariates between
two arms, since the treatment assignment is not randomized.
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There are various ways to estimate the ATE in an observa-
tional study and all involve certain model assumptions. To
construct a doubly robust approach, suppose that the validation
set consists of m, independent identically distributed copies of
(YV,RV,Z"), {(YiV,RlV,ZiV),i =1,.. .,m} , where the super-
script V indicates membership in the validation set. Then,
estimate AD(c) as follows: first estimate 1,(2) by [i,c(2) in the
subgroup of patients {z" | DY) > c}; and then estimate
E(Y® | DZ") = o by

Z [ﬁcr(ziv) + W,‘V(ra 0) {

D(ZY)=c

hr(c) = m;! Y) - ez},

where
V v

W(r,c)—r +(1—=r) —

1

d@% T0(Z))
7 (2) is the estimator for 77,(2) in the subgroup (z" | 5(2") >
c} from the validation set, and m is the subgroup size. Finally,
let AD(c) be the simple plug-in estimator &1(c)/o(c). This
estimator is consistent for AD(c), if either the propensity score
or the main effect 1,(z) is consistently estimated within the
subgroup. One advantage of this approach is that it provides
estimates of u,(z),r = 0, 1, which allows interpretation of the
treatment effect.

Remark 5. When the outcome of interest is time to a clinical
event, such as death or relapse, the same method can be used to
approximate and validate CATE, where the treatment effect is
defined via the ratio of restricted mean time lost within a given
time window, that is,

E{t —(TW AT)|Z =12}
Eft —(TO AT) | Z=12}

D(z) =

Here, T > 0is a chosen constant (Uno et al. 2014) and T? is the
event time of interest under treatment j. When the event rate is
low, this ratio is similar to the hazard ratio and can be approxi-
mated by a multiplicative model (5). The detailed extension can
be found in Section 5 of the supplementary materials.

3. Numerical Simulation

In this section, we conduct a simulation study to investigate
the finite sample performance of the proposed method. The
simulation design and discussion of the results are detailed
below. Overall, these simulations show that when the ratio-
based CATE is well-approximated by D(z) = exp(8'Z) and
the propensity score is correctly specified, the contrast regres-
sion and two regression approaches perform well. The contrast
regression outperforms the two regression approach when the
log-transformed CATE is well approximated by a linear function
of z, but the Poisson model for the baseline rate o (z) is mis-
specified. When the log-transformed CATE is highly nonlinear,
the increased flexibility of boosting and other machine learning
methods is advantageous; the ratio of the predictions from
boosting outperforms the proposed method.

In the simulations, the covariate Z € R!? is generated
from a multivariate Gaussian, where the first 5 components are
independent and the last 5 components are correlated with a
common correlation coeflicient of 0.5 but independent of the
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first 5 components. The marginal distributions of the entries of
Z are standard Gaussians. To ensure that the propensity score
is bounded away from 0 and 1, any Z; greater than 2 (or less
than —2) is replaced by 2 (or —2). The treatment assignment
R | Z = zis generated from a Bernoulli distribution with a
probability of 1 (z) = {1 + exp(z; + 0.5z, — 0.526)}_1 . With
a slight abuse of notation, z; stands for the ith component of
the covariate vector rather than the covariate vector of the ith
patient in this section.

We simulate a random follow up time F") | Z = z from
a uniform distribution UJ[0, 0.75] (discussion of incorporating
follow up times is provided in the supplementary materials), and
simulate the potential outcomes Y | F) = f,Z = z from
a Poisson distribution Pois{u,(z)f}, using the mean functions
Wr(z) described below, to illustrate a number of settings. The
four different settings are:

1. Well-specified contrast

D(z) =exp {—0.1 4 0.25(z; + 2¢)} ,
1t1(2) = exp { 0.85 + 0.25(z1 + 26) + 1.5(|z1] — |z6])}
10(2) =exp { 0.95 4 1.5(|z1] — |z6])};

2. Well-specified Poisson

D(z) =exp {0.375 + 0.125z; + 0.05z; — 0.252¢}
n1(z) =exp{0.925 + 0.125z; + 0.30z; + 0.25z6}
o(z) =exp {0.550 4+ 0.25z; + 0.50z¢} ;

3. Mild contrast misspecification
D(z) =exp{ 0.75+ 0.125z; + 0.05|z; + 0.5] — 0.25z6}
11 (2) = exp { 0.50 + 0.125z; + 0.30]z5 + 0.5] + 0.25z¢

+0.5(21] + ) |

Ho(z) =exp { —0.25 4 0.25|z3 + 0.5] 4+ 0.50z¢
+0.5(z1] + zs)) |

4. Large contrast misspecification
D(z) =exp {0.915 — 0.25|z1 + 26 + 1| — 0.6]2,

0.5 — 0.25z6}

11(2) =exp [1.235 —0.125|21 4+ 26 + 1] — 03]z
+ 0.5 — 0.12526 + 0.5(|z1| + |z6|)}

110(2) = exp [0.320 +0.125|21 + 26 + 1] + 0.3]z2 + 0.5]
+0.12526 + 0.5(|z1| + |26|)}.

The proposed contrast regression is the most valuable for the
well-specified contrast setting, where the Poisson regression is
misspecified, but the underlying log-transformed CATE is still
a linear combination of baseline covariates satisfying model
(5). We expect that the naive regression approach should work
especially well in the well-specified Poisson setting, but that
the propensity adjusted two regression and contrast regression

approaches should also perform reasonably well. In the remain-
ing two settings, neither the Poisson model for u,(z) nor the
semiparametric model (5) for the CATE is correctly specified.
While the linear approximation is reasonably good in the third
setting, the log-transformed CATE is highly nonlinear in the
fourth setting.

For each simulated dataset, we construct the CATE score
using the following six methods:

1. contrast regression targeting D(z) directly with the doubly
robust adjustment,

2. two regression with the proposed doubly robust adjustment
(the boosting-based estimation of u,(z) serves as the initial
predictor),

3. naive regression with a Poisson model in each arm,

4. boosting with a regression tree of depth 2 as the a base learner
to estimate j4,(z) in each arm separately and taking the ratio
of two estimators,

5. modified outcome (MO) boosting regression according to
Wendling et al. (2018),

6. Bayesian additive regression tree (BART) to estimate ji,(2)
and the CATE score taking the difference of two estimators
(Lu et al. 2018).

The propensity score, when used, is always estimated by fit-
ting a standard logistic regression model. We calculated the true
AD{ﬁ_l(l — q)} and the validation curve, g AD{ﬁ_l(q)},
based on the constructed CATE scores. The steeper the slope
of the curve, the better the performance of the CATE score.
We have also directly calculated the correlation coefficients
between the estimated CATE score and the true CATE (after log-
transformation). After repeating this process 200 times, we sum-
marize the performance of each method based on the median of
the resulting validation curves (Figure 1), where the validation
curve of the true CATE serves as the benchmark. Figure 2 shows
the distribution of the correlation coefficients between the esti-
mated CATE score and the truth. As expected, the contrast
regression outperforms the two regression and other approaches
in ranking the magnitude of CATE in the well-specified con-
trast setting. In most other cases, the CATE estimated by the
two proposed methods have similar concordance with the true
CATE. In the simulation for the well-specified Poisson model,
the naive regression performs the best, however the boosting
and two proposed methods are only slightly inferior to the naive
regression. In the large contrast misspecification setting, where
the log-transformed CATE is highly nonlinear, the ratio of the
predictions from boosting outperforms the proposed methods,
suggesting that the increased flexibility of the boosting approach
(or other machine learning method) is advantageous.

In addition, for settings 1 and 2, model (5) is correctly speci-
fied and 8 from the contrast regression is a consistent estimator
of §p. We have also examined the empirical bias and the coverage
level of 95% confidence intervals in estimating 8y based on
400 replications. The results are summarized in Table 1. The
proposed contrast regression estimator is almost unbiased and
the empirical coverage level of the constructed 95% confidence
interval is close to the nominal level.

We also designed some simulations for survival outcomes,
which can be found in Section 7 of the supplementary materials.
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Figure 1. The ATE in subgroups of patients identified by different CATE scores in four simulation settings including: the true CATE, contrast regression, two regression, naive
regression, boosting, modified outcome boosting, and Bayesian additive regression trees (BART).

In general, the methods provided here adapt well to survival = As discussed in Section 1.1, one of the primary endpoints of

outcomes with censoring.

4. Treatments for Multiple Sclerosis

interest is the relapse rate of severe symptoms of MS. The NTD
registry records observational data of MS patients, including
their treatments, relapses, and covariates over time. Hypoth-
esized heterogeneity may be due to different drug treatment

We return to our motivating example-measuring treatment pathways, leading to different effectiveness across individuals.
effect heterogeneity between the TERI and DMF drugs for MS. ~ Here, we provide an in-depth description of the data, the results
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Figure 2. The distribution of correlation coefficients between the estimated and true CATE in four simulation settings; there are six methods considered from left to right:
contrast regression (dark gray), two regression (light gray), naive regression, boosting, modified outcome boosting, and Bayesian additive regression trees (BART).

of applying the proposed analyses on these observational data,
and some implications of using the proposed methods to mea-
sure the CATE. Additional analysis and results for the time
to relapse can be found in Section 8 of the supplementary

materials.

4.1. Experimental Design

The NTD registry captured 1050 MS patients receiving TERI
and 1741 patients receiving DMF between January 1, 2009 and
July 1, 2018. Covariates of interest include age, number of prior
treatments, MS duration, prior usage of glatiramer acetate (GA),



Table 1. Empirical bias and coverage level of the 95% confidence interval in esti-
mating 8g based on 400 replications under the well-specified contrast and well-
specified Poisson simulation settings.
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Table 2. Baseline characteristics of RRMS patients at the initiation of therapy with
DMF and TERI: mean (standard deviation) for continuous covariate and number
(proportion) for binary covariate.

Well-specified Poisson Well-specified contrast

Covariates  Coefficients Bias Coverage Coefficients Bias  Coverage
Intercept 0.375 0.005 93.0% —0.10 0.000 92.5%
Z; 0.125  —0.021 93.8% 0.25 —0.013 91.3%
Z 0.050  —0.009 95.0% 0 —0.007 92.0%
73 0 —0.003 94.5% 0 —0.007 95.0%
Zy 0 0.003 93.0% 0 0.003 94.5%
Zs 0 0.005 91.8% 0 0.003 93.5%
Zg —0.25 0.004 93.8% 0.25 —0.009 94.0%
Z7 0 0.005 92.5% 0 0.006 95.0%
Zg 0 0.000 93.5% 0 —0.001 92.8%
Zg 0 —0.001 94.0% 0 —0.002 95.3%
Z10 0 —0.004 93.0% 0 —0.003 93.5%

prior usage of interferon (IFN), number of relapses in one year
and in two years prior to the index therapy, baseline Expanded
Disability Status Scale (EDSS), and baseline pyramidal EDSS
score. The data contain few missing values, thanks to processes
to manage the definition of minimum datasets, mandatory
data entry fields, and positive missing data confirmation. More
details on the data source and management are available in
Section 9 of the supplementary materials.

We implemented the standard regression, and the two pro-
posed methods to construct the CATE scores approximating the
“individualized” relapse rate ratio. To implement the proposed
procedure, we estimated the baseline relapse rates u,(z) using
boosting with the Poisson likelihood. The base learners are
depth 2 regression trees, and the number of trees is selected
via 5-fold cross-validation. The propensity score is constructed
based on the standard logistic regression model. The proposed
CATE score is based on the average of three replicates of 7-fold
cross-fitting. One advantage of the contrast regression is that the
standard errors can be estimated using the formulas provided in
Section 2.2.1, and so we include these in our results.

We use repeated cross-validation to compare and evaluate the
performance of the CATE scores objectively using the validation
curves described in Section 2.3. To this end, we considered four
CATE scores: a score based on predicted relapse rates using
boosting method, a score based on naive Poisson regression, and
two scores based on our new proposal with the boosting-based
prediction as the initial prediction. In each iteration, the data
are split into a training set (67%) used to fit the CATE score
and a testing set (33%) used to construct the validation curve.
After repeating this process 50 times, we report the twice median
validation curve for each CATE score in the training (left) and
test (right) sets. We also use the estimated CATE score to split
the patients in the testing set into two group of equal sizes. Then,
we estimate the ratio of average relapse rates in two subgroups
separately.

4.2. Results

Table 2 summarizes the distribution of covariates by treatment
arm. The patients receiving TERI are different from patients
receiving DMF in several key ways. For example, the patients
receiving TERI tend to be older (45 vs. 40), have a longer disease

Variable TERI (n = 1050) DMF (n = 1741) p-value
Exposure time (year) 211(1.71) 2.17(1.72) 0.603
Age 44.86(10.20) 39.91(10.74) 0.0000
# prior treatments 0.97(0.93) 0.96(0.98) 0.4703
MS duration (year) 8.11(7.64) 6.57(6.60) 0.0000
GA 821(78.2%) 1327(76.2%) 0.246
IFN 502(47.8%) 886(50.9%) 0.118
# relapses (prior year) 0.42(0.60) 0.46(0.65) 0.2032
# relapses (prior 2 years) 0.64(0.84) 0.71(0.90) 0.095
EDSS 2.03(1.51) 1.84(1.50) 0.0006
Pyramidal EDSS 0.92(1.10) 0.77(1.04) 0.0000

Table 3. The estimated weights in constructed CATE scores (TERI vs. DMF).

Ratio of relapse rate

Naive reg. Two reg. Contrast reg.
Intercept 0.692 0.476 0.670(0.711)2
Age 0.013 0.013 0.017 (0.013)
# prior treatments —0.303 0.011 —0.088 (0.195)
MS duration (years) 0.022 0.045 0.028 (0.028)
GA —0.584 0.517 —0.700 (0.349)
IFN —0.304 —0.024 —0.185(0.318)
# relapses (prior year) —0.258 —0.661 —0.811(0.271)
# relapses (prior two years) 0.191 0.360 0.444 (0.201)
EDSS —0.046 —0.247 —0.233(0.114)
Pyramidal EDSS 0.006 0.027 —0.004 (0.160)

@The estimated standard error of the weight.

duration (8.1 years vs. 6.6 years) and have higher EDSS scores
(2.03 vs. 1.84) than those receiving DMF.

In the entire cohort, the estimated ratio of the relapse rates
(TERI vs. DMF) is 1.270 (95% confidence interval (CI): 1.121,
1.439; p < 0.001) using Poisson regression alone. After adjust-
ing for confounding using the doubly robust procedure, the
annual relapse rate is 0.308 for TERI and 0.237 for DMF; the
estimated relapse rate ratio is 1.299 (95% CI: 1.018, 1.658).

Table 3 summarizes the estimated weights in the log-
transformed CATE score for the naive regression, two regres-
sion, and contrast regression approaches, as well as the estimated
standard errors from the contrast regression. Based on contrast
regression, GA, the number of relapses in the year prior to
the therapy, the number of relapses in two years prior to the
therapy, and baseline EDSS have a statistically significant impact
on the treatment effectiveness at the 0.05 level. These weights
suggest, for example, that patients experiencing more relapses
in the previous two years and has a lower EDSS score tend to
benefit more from DME, even when looking at the relative ratio
of treatment benefit.

The composition of the CATE score based on the naive Pois-
son regression is different from that based on two new proposals.
For example, the weight of EDSS from the naive approach is
substantially smaller than those in new CATE scores. Figure 3
shows a scatterplot of these three CATE scores in the entire
cohort, demonstrating a positive correlation but also ample
differences between the naive and new CATE scores. On the
other hand, the two new CATE scores are highly concordant.
Comparing the cross-validation performance in Figure 4, the
two proposed CATE scores that adjust for imbalance in baseline
covariates appear to have a similarly superior performance to
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Figure 3. The log-transformed CATE scores based on the standard regression approach and the proposed doubly robust adjustment method: the CATE for the ratio of

relapse rates.

naive regression and boosting in the testing set, and both suggest
a moderate treatment effect heterogeneity due to the monotone
shape (with nonmonotone noise) of the validation curve.

Using the CATE score from contrast regression to split the
patients in the testing set into two equal groups, the median ratio
of the relapse rates (TERI vs. DMF) is 1.673 in 50% patients
that would benefit most from DMF and 1.113 in remaining
50% patients. Using the CATE score from the two regression
approach gives median ratios of 1.723 and 1.089, respectively.
The distribution of the estimated ratios across different cross-
validation replicates are summarized in Figure 5.

As a cautionary note, this observed difference in treatment
effect may not be adequately stable due to the limited sample size
in the testing set (on average, there are only 465 patients in each
of the two subgroups). However, the results still exhibit signals
for the presence of treatment effect heterogeneity captured by
two proposed approaches.

A important observation is that the estimated treatment
effect heterogeneity does not alter the recommendation of the
treatment, since DMF appears to be superior to TERI in most if
not all of the patients in terms of reducing relapse rate, although
the relative benefit may vary in different subgroups.

5. Discussion

We show that estimation and validation of the ratio-based CATE
benefits from many of the same approaches such as doubly
robust estimation and semiparametric modeling that work well
for the difference-based CATE. We also extend the regression
approach by Zhao et al. (2013) to develop a precision medicine

strategy from observational data. There are three important
messages learned in this practice. First, the metric for the treat-
ment effect has an important impact on the estimation and
validation of the CATE. The treatment effects measured by
the absolute difference and relative ratio both depend on the
outcomes distribution in the control arm in simple ways, such
that that the group of patients with large CATEs also have a large
ATE. This is not necessarily true for treatment effect measured
by odds or hazard ratio, where the ATE and CATE do not always
align. Second, by borrowing appropriate techniques developed
for estimating ATE in causal inference to adjust the standard
estimation procedure, we eliminate the spurious heterogeneity
caused by the imbalance in covariates in regression modeling
for treatment covariates interactions. Lastly, we proposed a set of
methods for estimating the ratio-based CATE, which may result
in very different conclusions in comparison with most current
methods, which target difference-based CATE.

We note that in this work, we have assumed that training and
validation sets follow the same distribution. If the distribution
of the validation set or the target population is different from
that of the training set, the proposed estimation procedures need
to be modified to adjust the distribution of covariates of the
patients in treatment arm r of the training set to match that
of the target population. Otherwise, the same CATE score may
define a different subgroup of patients in the target population,
that is, {z | D(z) > c} may be different from {z" | D(z") >
c}, so that the ATE observed in the high value subgroup {z |
B(Z) > ¢} may not be reproducible. Furthermore, the validity
of all of our results depends on making the unconfoundedness
assumption for causal effects. This is the most important for
CATE validation, which would benefit greatly from being an
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external randomized clinical trial, so that we can estimate the
ATE in the identified high value subgroup without systematic
biases from unmeasured confounding.

Qi et al. (2020) discussed the optimal treatment recommen-
dation in the presence of K > 2 treatments. The proposed
two regression approach can be used to approximate pi(z) =
E(Y" | Z =z),k =0,1,...,K, and select treatments accord-
ingly. The contrast regression can directly estimate D;j(z) =
wi(z)/ 1j(z) based on the limiting estimating equation:

E [w(z, 5)2{ [[=@1®R =iy
ki

~[[=@1r =j)Yexp(5T2)” =0
ki

if Djj(z) = exp(si]Tz , where 1 (z) = PR = k | Z = 2)
and w(z, §;) is a weight function. Appropriate doubly robust

augmentation based on {(I(R = r) — m,(Z),r = 1,...,K} may
further improve efficiency. However, the resulting estimators do
not necessarily have the property that Dji(z) = Dj(z)Dj(2),
which warrants further research.

Appendix A: Proof of Theorem 1

Proof. To prove Theorem 1, it is sufficient to verify that the problem
and assumptions satisfy those of Theorem 3.3 in Chernozhukov et al.
(2018), which we repeat here for the reader’s convenience. Let co > 0,
¢ >0,a>1v>0,s > 0,and q > 2 be finite constants, and let
{8n}n>1,{An}n>1,and {t,}»>1 be some sequence of positive constants
converging to 0. Define the following assumptions (Chernozhukov et
al. 2018, Assumptions 3.3 and 3.4).

Assumption 3. Foralln > 3 and P € Py, (a) E{m(G; 8o, 0, 71)} = 0,
and Q contains a ball of radius ¢;n~1/2 logn centered at 8p; (b) the



14 (&) S.YADLOWSKY ET AL.

CONTRAST REG. TWO REG.
o | o |
© © —_
'
'
'
'
'
'
. '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
o ' 0 '
o ' o '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
' '
! '
'
'
m ™ L
= =
o o
17 [
> o > o
r o7 r o7
i w
e e
<] <}
g g
o o
= g
é <
o
w w
7] 7]
Q o
< <
i )
w w
o 4
w —_ w
- H -
' T
' '
! ' '
H i '
' '
H ' '
! ' '
! ' '
' H —_
' H '
' N '
' '
' '
' '
' '
'
'
'
'
'
'
'
o | — o |
T
' '
' '
' '
' '
' '
' '
' '
' '
' '
—_ '
'
'
—_
T T T T
HIGH Low HIGH Low

NAIVE REG. BOOSTING

3.0
|
3.0
|

25

25

20
20

RELAPSE RATE RATIO (TERI vs. DMF)
RELAPSE RATE RATIO (TERI vs. DMF)

1.5
5

T T T T
HIGH Low HIGH Low

Figure 5. The cross-validated ATE (relapse rate ratio of TERI vs. DMF) of subgroups of patients identified by different CATE scores (two proposed methods, naive regression

and boosting) in the NTD registry.

map (6, u, ) — E{m(G;d,u,m)} is twice continuously Gateaux-
differentiable on  x T3 (¢) for all § € , 2||E{m(G; 3, no,m1)}|| >
Jo(6 — 80)l A co, where Jo is the Jacobian matrix of § +>
E[m(G; 8, po, 1] at 8o; (d) the score m(g; 8, i, ) obeys the Neyman
orthogonality condition

d _ _
de [m(G, 80, mo + r(t — o), 1 + (T — 71))] =0,
r r=0

for any (i1, 7) € T.

Assumption 4. Let K be a fixed integer. For all n > 3 and P € Py, the
following conditions hold:

(a) Given a random subset I of {1,...,n} of size n/K, the nuisance
parameter estimators (2, k T k)l <k<k belong to the realization
set T, with probability 1 — Ay, where 7}, contains (g, 771) and is

constrained by the conditions below;

(b) ]-'1’(“),,) = {mj(g;é,u,n) lj=1,...,d+ 1,80 € Q} is suitably
measurable and its uniform covering entropy obeys

51(12P log N(€l|Fy, (1) lQ.2s F1(um)s | - lQ2) < viog(a/en)

for ey € (0,1], where Fi(un) is a measurable envelope for
F1,(u,n) that satisfies || Fy (0 7)llpg < €15

(C) n = Sup(u,n)en,aoeg ”E{m(G>8> M,ﬂ)} - E{m(G) 50’ M0,
7o) < 8ntus

(d r, logl/z(l/r;) < 8, where

r;, = sup (E{lIm(G;S,u,ﬂ)
() €T 18=80l| <n

1/2
— m(G; 80, o, 0) 12 }) ;



(€) Ap < 8,n~1/2 where

An = sup I182E[m{G; 80 + (8 — 80),

re(0,1), (1) € Toll3—30 | <t
1o + r(u — o), w1 + r(w — w}]Il.

(f) all eigenvalues of the matrix E[m(G;So,p.o,m)mT

(G; 80, 10> 711)] are bounded below by a positive constant.

Theorem 3 (Chernozhukov et al. (2018, Theorem 3.3)). Suppose
that Assumptions 3 and 4 hold. In addition, suppose that §, >
n~1/2+1/q log(n) and that n~1/2 log(n) < t, < §pforaln > 1
and a constant g > 2. Then, the DML2 estimator $ concentrates in
a 1/4/n neighborhood of 89, and are approximately linear and centered
Gaussian:

1 G-
Vel (5-8) = NG > V(G + Op(on) 4 No.D,
i=1

uniformly over P € Py, where the size of the remainder term obeys
on = n~ V2 10g(n) + rh logl/z(l/r;) + 020, + nl/z)\;,

V() = —071]0_17”(-,80,#0,711) is the influence function, and the
approximate variance is

T=J;'B [m(G, 80, 10, 1) m(G, 80,Mo,n1)T] I

We proceed by verifying the assumptions of Theorem 3. Let P be a
set of measures satisfying Assumption 1 and 7 be a measurable subset
of the pairs of functions (77, #) such that for each Q € P, n € L2(Q),
7 € Loo(Q), and €7 < m(2) < 1 — €5 Q-almost everywhere.

We proved Assumption 3(a) in the main text; see equation (6), by
using the assumption in (5): u1(z) = po(z) exp((SOT'E), and thus

E[m(G; 80, 110)] = E[W(Z, 80) (111(Z) — 1o(Z) exp(8q Z))] = 0.

We will frequently use the fact that for § € @, Z € Z, and 7 (2)
satisfying 0 < €z <7 (2) <1 — €5,

sup {exp(STE)n(z) +1-m@)} ' <Cy
zeZ,0€Q

(A1)

for a constant Cy. Applying this with w = 71 by Assumption 1(c), along
with Assumption 1(e) ensures that dE[m(G; 3, o, 1) | Z = z]/36
and the second derivative have an integrable envelope function, and
therefore, E [m(G;$, o, 1)] is differentiable with respect to § with
Jacobian

5171 (Z)m0(2)1e% Ly (Z) + m0(2)}120(2)
sT7 2
[77m(@) + m02) |

Jo®) =E|ZZT %

which is continuous in § and positive definite with its smallest eigen-
value uniformly bounded away from zero for § € 2. We can choose a
small open ball centered at 8o, AV, such that for any § € N, [Jp(8) —
JoGo)ljj < € for all components 1 < i,j < d + 1, where € is a small
constant to be specified later. By the intermediate value theorem, for
any § € N, there exists § € A such that

IE{m(G; 8, to, D} = 1Jo(8)(8 — 80)ll = /o (80)(8 — So)l
— 1U0(8) = Jo(80)}(8 — 8ol
= Jo(80)(8 — do) Il — e(d + D18 — ol
= [IJo(80)(8 — 8ol |l — [1Jo(80)(8 — So)l/2,
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ife < Ao/2(d + 1), where Ag is the smallest eigenvalue of

o= JoGoo) = B [ 227 2% Z'rn(Z)no(Zmo(a)

[¢07m12) + 102 |

Therefore, 2| E{m(G; 8, o, 1)} = lJo(8 — 8o)||, for any § within the
ball. For § outside NV, let cg = infscqy_ A7 |E{m(G; 8, o, 71)}- co > 0
due to the uniform continuity of E{m(G;§, ;to, 1)} in the compact set
Q — N. This verifies Assumption 3(c).

To verify the Gateaux-differentiability of m, note that for § € €,
() eT,(w+rdy,m) e T,and (u, w +rdz) €T,

1
- [E{m(G; 8, u + rdy, )} — E{m(G; 8, , m)}]

. { M@ —72) - @)}

K 2},
S22y +1-n(2) 2 )}

and
Bm(G: 8,07 + 7)) — BOm(Gs, )]
[m(Z){m(Z) — w2 %)

+0(2) (1o (2) — M(Z)}]e’STz
dz (Z)¢.

(e‘stn(Z) +1- n(Z))
(¢"77@) + 1 @) +1 - 7(2) - 1z (D))

By dominated convergence theorem, we may exchange the lim,_, o with
the expectation, and the Gateuaux derivative with respect to 1 along the
direction of d;, exists. Similarly, the Gateuaux derivative with respect to
7 along the direction of dy also exists, and is

Nm@uu@ - w@é™ + 0@ i@ - 1))

- - d (D).
{E‘STZJT(Z) +1— n(Z)}

The smoothness of the numerator, and boundedness of the denomina-
tor similarly allow for second-order differentiability.

To examine the orthogonality condition, that is, Assumption 3(d),
let (1, ) € T, d;u(2) = i(2) — o(2), dr (2) = 7 (2) — m1(2), and

(1 = TZ)R(Y — p(2)ef @)
dOn2)+1-72)

T(Z)(1 = R)(Y — n(2))ef @ H
SOy +1-n2) I

m(u,,f) = E[Z{

Then,

go(r) = m(uo + rdy, 1 + rdz, fo)
_ g (0@ = rdx ZDROY — (10(2) + rdy (2))e0?)
B D (1 (Z) + 1dx (2)) + 1 — m1(Z) — 1dr (2)
(@ + @) — R = (10(2) + 1du () ?
D (1(Z) + rdr (2)) + 1 — 7(Z) — 1dr (Z)

2D d, (2)d,(Z)
= E Z >
O {(2) + 1d7 (2)} + 710(2) — 1d (2)

where fo(z) = 6(—)rz. Let ji(z) = po(2) + du(z) and 7(2) =
7m1(2) + dr (z). Using a similar argument as above, because (A.1) is
bounded for 7 = 71 by Assumption 1(c) and w1 (2) is integrable by
Assumption 1(e), the dominated convergence theorem yields
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dgo(r) hDd (2)d,(2)
=2rE|Z
dr D (11(Z) + rdy (2)) + 1 — 11(2) — 1dr (2)
_rE(z PO D) — 1)dy (2)d, (2)
{0 (m1(2) + 1dn (2)) + 1 — m1(2) — rdr (D)} )
Therefore,
dgo(r) _
dr r:O_ >

which verifies Assumption 3(d).
Assumption 2 implies that there exists sequences log(n)n_l/ 4 <
an = o(1), and A}, = o(1), such that

IFC) = w1 llpa + I7C) — poOlips < ann™ V4,

with probability 1 — A/, /2. Note that a,, can be chosen such that these
hold when 7 and /i are estimated using only (1 — K~1)n (as opposed
to n) samples. Let

Tn = {(n,u) | 7, u are measureable, 7 (+) € [€x,1 — €], w(-)

€ leps€ 'l and |l () — mllpa + I14() — o) lIp2

=< ann’l/‘*I,

Then, P{F R, 20R) e T,}K ) > 1- KA. Let Ay, = KA}, and
Assumption 4(a) is satisfied.
ForQ € P,and (u,m) € T,

lm(G; 8,7, u) — m(G; 8o, 7, Wl Q2
=H2 (7{(1 ~RYO 4+ pu(R - n))
exp(gTz) exp(SoTi) H
S Zrp1-—m) Hilpy 1=m/ Q2
<||Ztwmono + pnim — M} o
exp(8) Z) — exp(8 Z)
@ 2 + (1 =1 “n + (1 7))

=C |exp(37D — exp(6 D] _ = Cloaalld — S0l

1—-m)

Q2

where we suppressed Z in functions such as 7 (Z), 11 (Z), etc. to simplify
notation, L.,q is the Lipschitz constant of t +— exp(t) over [t| <
SUPscQ ze 2 |8 TZ|. Therefore, m(G; 8, u, ) is Lipschitz in 8. For all
(1, ) € T, (A.1) and the fact that i € L»(Q) imply that there exists
a squared-integrable envelope function Fy (, 7). This, the Lipschitz
constraint, and the bound log N(en, 2, - loo) < Vlog(@/en) on
the parameter space imply that supg log N(eN | F1, (0, 2) Q2> F 1,7 Il
llg.2) < vlog(a/en). Thus, Assumption 4(b) is verified.

rn = [|[E{m(G; 8, u, )} — E{m(G; 8, o, wD}

(m1 — ) exp(8 T Z)(m1 (1 — pexp(8 ' 2))
~ +(1 = 7)(no — 1))
(eSTzﬂ + (1 — 71)) (e‘stm + (1 — 711)>

< Cillr — m1llp2s

for a finite constant 61. Therefore, by Assumption 4(c), we can choose
Ty = (af,/gn’l/‘l) and 8§, = ./ay to satisfy r, < 61 lm —millpy <
8, Tn for adequately large n, using the definition of 7. Next,
51172
{E||m(G;8, w, 1) — m(G; 8o, o, 1) || }
51172
=V3 [EIm(Gid, 1) — m(Gsd o, )|

172
+ ﬁ{EHm(G;&MoJ) - m(G;5,M0,ﬂ1)||2}

1/2
+ /3 {Ellm(Gs8, o, 1) = m(Gs b0, o, w) I

1/2
~ 5 €X (Z(ST?) 71(1 = 7)% + mon?
3| | pzpee Ol O oy
<e5TZn + (1 — n))
r ~ ~\2
exp(281Z) {m (Y<1> — o exp(aTZ))
2
+0 (Y(O) - Mo) }
+V3|E|1Z)? — ——— 5
(e‘sTer + (1 — n)) (e‘STZm + 710>
B 1/2
(1 — m)?
2 2
”12”3 {771 (Y(l) - ,U«1> + 7o (Y(O) - MO)
N +(r1p1 +7T0Mo)2/7f1}
+3|E|1Z)?

2 ~ 2
<e5Ter + (1 — 71)) (e‘sTZm + 710)

1/2

T T
@' Z _ B Zy

<G (llr = m1lip2 + e — pollpz + 118 — Soll2) »

where (1, ) € Ty, 18 —80ll2 < Tns 62 is a finite constant that depends
on constants such as alzj, €x, €y in Assumption 1. Therefore,

/ 2 1/2
= sup Ellm(G; 8, u, ) — m(G; 8¢, o, 1) || }

() ETml18=80ll2<Tn
< 62 (ann71/4 + rn) .
Thus, 7}, logl/z(l/r;l) < azai/sn_l/‘l,/log(n) < &y and, thus,

Assumption 4(d) is satisfied. )
Let df(2) = f(2) — fo(z) = (5 — ) 'Z. Define



k(r) = m(uo + rdy, w1 + rdy, f + rdy)
[(ﬂo — rd7)R(Y1 — (o + rd,)0H7)

—(m1 + rdz)(1 — R)(Yo — (o + rdﬂ))efoﬂdf}

ef0+rdf(771 +rdy) + o — rdy

(1 — e momipo — r(1 — &)y wody + r2erdfdud,,]

Zeh [

gotrds (mry +rdy) + g — rdy;

Sy & r)}

=E
hy(Z,1)

where hi(z,r) = (1 YN my(m (Do) — r(l —
Y Nm (@Duo@dn @) + PV Pdy(2)dr (), and ha(zr) =
@+ @ ) (2) 4 rdy (2)} + mo(2) — rdy (2). Similar as above, by
the dominated convergence theorem, we have

2k(r) x (ZeW) |:32h1(Z,r)/8r2 LA (2,1 [drdha (2, 1) for

dr? hy(Z,7) h2(Z,1)
_ m(Zn8*ha(Z,1)/3r ,m@Z i, r)/ar}ZD
h(Z,1) B3 (Z, 1) ’
where
oh (z,
% =— erdfﬂoﬂmodf — (1 — &)1 podn + Ri1(r,z560)
;
82h1(z,
alf(zzr) =— erdfﬂoﬂmod]% + R2(r, z36)
oh
200 (o 1y + Y idy 4 Rot (1 750)
r
92h
% =€f°+rdfﬂ1df + Ry (1,25 ),
k = (dg,dy, df)T, and Rij(r, z; k) is a function of r, z satisfying that

w [Rij (1, 25 )|
(rorelonix 2 14z @du @] + ldf@)dr (2)]

563

for a constant C3. Therefore, after careful regrouping,

a2k(r)
dr?

An = sup
re(0,1),(/2,7) € T, |8 =80 <1

<Ca(ldsli3 + ldrlip2lidrllp2 + lldr lp2lldyllp2 + ldr [13),

<Cs(t2 + tnann V4 + a2n V%) < JagnV? = s,n71/2,

where 6,- are finite constants. Thus, Assumption 4(d) is verified.
Lastly, to verify Assumption 4(e), note that

E [m(G; 80, o, T)m " (Gs 8, Modﬂ)]

o (Z)var(YD | Z) + 71 (Z)var(Y© | Z)eza(,TZ
> 2
[¢7m @) + 7))

=E{ 77" ny(2)m1(2)

which is non-degenerate, because Assumption 1 ensures that var(Y(r) |
Z=2z)>or>0.

Note that our choice of §, and 7, satisfies log(n)//n <
af,/sn_l/4 =1y < an = Sp,and 8y, = Jay, > log(n)_l/2
n~1/2+1/910g(n) for any constant g > 2. Therefore, all assumptions of
Theorem 3 are verified. Applying this theorem completes the proof.

O

v
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Supplementary Materials

The supplementary materials provide additional results for showing opti-
mality of the weights for the contrast regression under Poisson distributed
outcomes, details regarding constructing symmetric contrast regression
estimating equations, and proofs of Theorem 2. They also provide exten-
sions for estimating and validating relative treatment effects for survival
outcomes, along with experimental results for these settings.
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