





Table 2: LREC program clinic characteristics (n=15).

Area No.(%)
Urban 6
Rural 9
Clinic Type No.(%)
Referral hospital 3
(Sub) district hospital 7
Rural health center 5
Patients No.(%)
<500 4
501 — 1000 3
1001 — 1500 4
> 1500 4

(40.0)
(60.0)

(20.0)
(46.7)
(33.3)

(26.7)
(20.0)
(26.7)
(26.7)
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Figure 1: Histogram of time from eligibility to LREC program initiation.

Patients were followed from the baseline time point defined above until one

of four possible end points:

—_—

. Death

2. Loss to follow-up (LTFU), defined here to be 6.5 months with no clinical

visits
Database closure, occurring on 5 March 2009
4. Transfer to a clinic with no LREC program

bt
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For the present study, we were interested in the effect of LREC exposure and
enrollment on the probability of both death and remaining in clinical care. Patients
who do not return for continuing HIV care are subject to higher risk of complica-
tions and health decline (Kissinger, Cohen, Brandon, Rice, Morse, and Clark, 1995,
Samet, Freedberg, Savetsky, Sullivan, Padmanabhan, and Stein, 2003, Giordano,
Visnegarwala, White, Troisi, Frankowski, Hartman, and Grimes, 2005, Giordano,
Gifford, White, Almazor, Rabeneck, Hartman, Backus, Mole, and Morgan, 2007,
Horstmann, Brown, Islam, Buck, and Agins, 2010), placing them at unnecessarily
higher mortality rates. We therefore define our outcome of interest as a composite
of either the occurrence of death or LTFU. Patients were followed until this “fail-
ure” or until censoring due to either end of study or transfer. We aimed to evaluate
the impact of (a) implementation of the LREC program at the clinic, and (b) enroll-
ment into the LREC program after implementation on both retention “in-care” and
survival.

3.1 Observed data

For notational convenience, we defined variables after the occurrence of any of
these end points as equal to their last observed value. Following discretization of
the data, we have a longitudinal data set with time-varying covariates, where the
time points ¢ correspond to 90-day intervals (e.g. 0, 90, 180, ... days). Let W be
the observed baseline time-independent covariates observed at the date the patient
was first eligible for LREC (age at eligibility, CD4 count at start of ART, gender,
indicator that ART regimen is PI-based at eligibility, treated for tuberculosis at start
of ART, indicator at urban clinic at eligibility, and WHO immunologic stage at both
the start of ART and maximum stage prior to start). Let the time-varying variables
from the observed data for each time point ¢ be:

O(t) = (L1(2),Y(t),Al(r),A2(¢),C1(z),C2(t)) : t =0,1,...,K, (1)

where

e L1(¢) consists of the most recent measures of time-varying covariate values at
the start of interval ¢, inclusive of covariates measured at the clinic level (i.e.
calendar date, most recent, nadir, and zenith CD4 count, days since enrolling
into the AMPATH program, an indicator of remaining on ART, pregnancy
status, indicator in WHO stage III or IV, indicator of being treated for tuber-
culosis, clinic type (rural or urban), and an indicator of having at least one
clinic visit in the previous interval).
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e Y(r) is an indicator that the patient is either (a) no longer in care (not seen in
the clinic for 6.5-months) or (b) has died by the end of interval 7. It jumps to
and remains at 1 if either event occurs.

e Al(¢) is an indicator of the LREC program availability by the end of interval
t. It jumps to and remains at 1 once the program has started.

e A2(t) is an indicator of enrollment into the LREC program by the end of the
interval. It jumps to and remains at 1 at time of enrollment and remains at 0
if Al(r) = 0.

e CI(z) is an indicator that the patient transfers by the end of interval ¢ to a
clinic other than one of the 15 clinics that initiate the LREC program. It also
jumps to and remains at 1 once the patient transfers.

e C2(t) is an indicator of data base closure by the end of interval 7. It jumps
to and remains at 1 at the end of the study. Note that although database
closure occurs at a fixed calender date, censoring time due to database closure
remains a random variable due to variability in time of eligibility for LREC.

To simplify notation, we refer to the covariate and outcome nodes collec-
tively as L(¢) = (L1(¢),Y (¢)). Furthermore, we refer to the treatment and censoring
processes together as A(r) = (A1(r),A2(z),C1(z),C2(¢)). By additionally defining
L(0) to include our baseline variables W such that L(0) = (W,L1(0),Y(0)), our
observable data for each subject i can be expressed as

0; = (Li(0),A:(0),Li(1),A;(1),...,Li(K+1)) 2

where K + 1 is our final time point of interest, here equal to 4 (or equiv-
alently 450 days after LREC eligibility). We assume the observed data over all

. . . jid . . .
subjects consists of n copies of O; ~ Py € .4, where P, is the true underlying dis-
tribution (residing in a statistical model .#) from which the data are drawn.

4 Causal model

A causal model allows us to represent additional knowledge and assumptions as-
sociated with our scientific question that cannot be represented statistically. We
present our causal model . by making use of structural equation models to
formally present how we assume each variable to be generated. We use a causal
model that treats the 15 clinics as fixed, rather than sampled, and which describes
an experiment in which individual subjects become eligible for LREC at random
times. Specifically, we define the following non-parametric structural equation
model (NPSEM) (Pearl, 2009) to represent our knowledge about the causal pro-
cess that generated the observed data.
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L1(t) = fra(L(z7),A(t™),Upi(r))
Y(1) = fyo(L(t™),At™),Uyr)
forr=0,1,...,K,K+1

AL(t) = far (L(2), ( ), UA1()) 3
A2(t) = fao(r)(L(2),A(t™),AL(t), Unay))

C1(t) = fero(L(t), Y (17),A(t™),AL(1),A2(7), Uy (r))

C2(t) = feo()(L(0),Y (t7),C(t7),C1(t), Uca))

fort=0,1,...,K

where U = (Uri(1), Uy (1), Ua1 (1), Ua2(1), Uci (1), Uca(r)) are unmeasured ex-
ogenous variables from some underlying probability distribution Py and L(—1) =
A(—1) = @. For notational convenience, we define 1~ =17 — 1.

This causal model specifies how we believe each of the variables in our data
are deterministically generated, with randomness coming only from the unmea-
sured exogenous variables U. It tells us, for example, that individual enrollment
immediately following LREC eligibility A2(0) is generated as a deterministic func-
tion fyo(g) of L(0), program availability A1(0), and an error term U, 'A2(0) drawn from
some underlying population. Additionally, while not explicitly stated in Equation
(3), we note that the deterministic function for enrollment fy,,) sets A2(t) = 0 with
probability 1if A1(z) = 1, i.e. if the program is not yet available.

Note that censoring due to end of study C2(¢) is not a function of time
updated covariates L(¢) beyond baseline covariates L(0). This is because, while
the values of L(0) may vary due to the calender date at which a subject’s baseline
eligibility occurs, once this date is set for a given subject, the censoring process due
to database closure is deterministic.

Our outcome Y (¢) is assumed to be a function of treatment and censoring
A(t) only up to the previous time point, # — 1. This restriction is imposed in or-
der to avoid the possibility of reverse causality, i.e. that death/LTFU (Y (¢)) that
occurs in an interval ¢ affects availability/enrollment (A(¢)) in the same interval.
Consequently, the effects of availability and enrollment within an interval on the
composite outcome are only captured beginning in the following interval.

S Target parameter

The outcome at ¢+ = 0 is independent of any potential treatment assignments A(t).
As the purpose of this study is to analyze the impact of different levels of treatment
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on the outcome, we conditioned on survival past # = 0. Thus, we had that Y (0) =0
for all subjects included in the study. That is, all subjects in the study survived past
the first 90 days.

Conceptualizing an ideal hypothetical experiment can help in defining the
target counterfactual parameter of interest. In order to evaluate the effect of expo-
sure to and enrollment in the LREC program, we can conceive of an experiment in
which we compare survival over time under alternative interventions to set time to
program availability, time to enrollment following availability, and under an addi-
tional intervention to prevent censoring. As represented above in the causal model,
these counterfactual outcome distributions are defined in terms of an intervention
on the data-generating mechanism for A(¢) : ¢ = 0,1,...,K. In other words, we
intervene to set values of program availability, enrollment, and censoring to some
fixed values of interest at all time points.

Recall that our interest is evaluating both the total effect of exposure to the
LREC program, and the direct effect of this exposure not mediated by individual
level enrollment. Let ¥;(z*) denote the counterfactual outcome process over time
t* under an intervention to set both time of program availability (al) and time of
individual enrollment (a2). Our target parameter for a given intervention of interest
isEY;(¢*):t* =1,...,4, where EY;(¢*) is the cumulative counterfactual probability
of failure by time ¢#* under intervention a. As we have conditioned on surviving past
t = 0 (the first 90-days of follow-up), our range represents the cumulative probabil-
ity of failure from 180 to 450 days post-eligibility.

When contrasting counterfactual failure probabilities under distinct inter-
ventions, we focused on estimating the absolute risk difference (or average treat-
ment effect). Specifically, we contrasted these counterfactual survival probabili-
ties under the three following interventions: Our first intervention assigns all pa-
tients to have no program availability at all time points (set A1(t) = A2(t) =0:¢ =
1,2,...,K), and forces patients to remain uncensored (set C1(1) =C2(¢r) =0:t =
1,2,...,K). The corresponding 4 counterfactual survival probabilities EY;_qo(¢*) :
t* =1,...,4 give us an understanding of survival patterns without the LREC pro-
gram.

The second intervention of interest is to assign all patients to have imme-
diate program availability (set A1(r) =1:7=1,2,...,K), but not allow any sub-
jects to enroll into the program (set A2(¢) =0:¢=1,2,...,K). Patients would
again be forced to remain uncensored and the counterfactual survival probability
at each time point EY;—; o(t*) : t* = 1,...,4 would be calculated. By evaluating
W10(Py) = EYae10(t*) —EYa—0,0(t*) : t* = 1,...,4, we target the controlled direct
effect of exposure to the program if enrollment were prevented.

The third intervention is to assign all patients to have both immediate avail-
ability and enrollment (set A1(z) = A2(t) =1:¢t=1,2,...,K). Again, censoring
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would be prevented and the counterfactual survival probability at each time point
EYz—1,1(t*):t*=1,...,4 would be calculated. Evaluating ¥; | (Py) =EYz—1 1 (") —
EYz—10(t*) : t* =1,...,4 allows us to target the total effect of enrollment in a sce-
nario where all subjects experienced immediate availability.

5.1 Identifiability

5.1.1 Sequential randomization

To establish identifiability of our causal parameter, we first make the assumption of
sequential randomization. That is, we assume that

Ya(t*) LA®@)|L(r—1),A(t—1):1=0,..,3. 4)

This is equivalent to assuming that the measured covariates are sufficient to control
for confounding of our treatment effect. In this context, the major concern for
violation of this assumption is that among patients classified as clinically stable,
some patients are healthier or at lower risk of loss than others in ways not captured
by the measured covariates, and these patients are differentially enrolled into the
program.

5.1.2 Positivity

In addition, we assume that a subject had a positive probability of following each
regime of interest (no availability, immediate availability and no enrollment, and
immediate availability and enrollment) at each time point, regardless of their ob-
served past:

PA(t)=a(t)|[L(t—1)A(t—1)=a(t—1)) >0ae. fort=0,....,t" —1,a € {00,10,11}.
&)
Patients losing their eligibility for the LREC program posed a particular threat to
this assumption. Our study population is comprised of patients initially deemed eli-
gible for the LREC program due to their low risk. However, a noticeable proportion
of the study population (32%) lost their eligibility at some point during follow-up.
Once these patients were ineligible, they had a 0 probability of subsequent program
enrollment. To circumvent this potential positivity violation, we considered only
treatment interventions which avoided enrollment at these time points. For exam-
ple, consideration of patients who enroll immediately into the program would not
encounter this issue, as all patients are eligible at the start of follow-up. Consid-
eration of patients never enrolling into the program is also valid, as patients who
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are not eligible do not enroll. We further note that patients who lost their eligibility
after enrollment into the LREC program were still considered to be enrolled. Sim-
ilarly, patients who transferred to a new clinic without availability after receiving
care at a clinic where LREC was available were considered exposed to the LREC
program (in other words, we conducted an intent to treat type analysis of the effect
of both availability and enrollment).

Under the assumptions of positivity and sequential randomization, the g-
formula (Robins, 1986, 1987) identifies the distribution that the observed data would
have had under a counterfactual treatment, even when time-dependent confounders
are present and are affected by prior components of the specified treatment. For our
parameter, the standard g-computation representation for our target parameter is

ZE L= 1) =1(t"—1),At* - 1) =a(t*—1))-

r—1

HP DILG=1) =1(-1),A(-1)=a(j—1)
(©6)

where the right hand side is a parameter of the observed data distribution £.
The g-computation recursive algorithm for estimating the cumulative probability of
failure, introduced by Robins (2000b) and expanded in Bang and Robins (2005),
calls upon the tower rule of conditional expectations for this identity, suggesting
an iterative conditional expectation (ICE) approach to estimating our parameters.
Using their results, our parameter can therefore instead be expressed as

E[E[ - E[E[Y ()L = D]|L(" —2)] - |L*(0)] )

where L%(t) is the variable L(¢) from the post intervention distribution resulting
from setting A(#~) = a(t~) and the expectations are taken with respect to this dis-
tribution. Thus, given L%(t) is equivalent to conditioning on L(¢),A(t) = a(t).

6 Estimation

The ICE approach has a number of advantages to the more simple standard g-
computation procedure. The most noticeable among them is that we are only re-
quired to estimate the iteratively defined conditional expectations as opposed to the
entire conditional densities of the covariate process L(z). We therefore use the ICE
approach here. A small disadvantage is that these set of regressions must be run
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separately for each desired treatment rule, @, whereas in using the original formu-
lation one only has to estimate the conditional densities once. We note however
that this is a very small price to pay when compared against the substantial gain
achieved by not having to estimate the entire joint density, especially when dealing
with high dimensional data.

While the ICE approach already provides a considerable advantage towards
our estimation goals, using targeted minimum loss-based estimation (van der Laan
and Gruber, 2011) provides a further gain. This approach, which builds upon the
double robust ICE estimator of Bang and Robins (2005), solves the derived effi-
cient influence function D(P) for our estimand within a substitution based setting.
This removes the bias associated with the untargeted minimization of a global loss
function for the density of the data. It is also known to be double robust, in that
consistent estimation of the target parameter is obtained if either of the treatment
or outcome distributions are estimated consistently. This approach is guaranteed
to respect the parameter constraints implied by our statistical model. An R pack-
age titled 1tmle has been developed which implements this estimator (Schwab,
Lendle, Petersen, and van der Laan, 2014, Petersen, Schwab, Gruber, and Blaser,
2013). This package takes longitudinal data supplied in wide format and estimates
our target parameter for each specified treatment rule a.

A number of options are available to users of the 1tmle R package. For
example, the probabilities of treatment and censoring A(¢) at each time point (for
the specified treatment rule @) can be separately estimated and subsequently fed into
the estimation procedure, rather then being fit within. This allows the analyst the
option of pooling the observations over all time points and estimating probabilities
within this pooled sample, as opposed to fitting separate models for each time point.
Doing so provides a lower variance in estimates of the treatment mechanisms at the
cost of potentially higher bias.

An additional advantage of pooling over all observations in estimating our
treatment and censoring mechanisms is that we can use additional data that is not
included in modeling the ICEs. That is, data observed beyond the final time point
t* can be used to aid in estimating the probabilities of treatment for A(t) : t =
0,1,...,#* — 1. This can be advantageous and promotes stability in the estimates by
borrowing information across all time points. Specifically, it helped in the present
study in estimating our censoring from transfer mechanism, due to the extremely
small number of transfers observed. For this study, we choose to pool across obser-
vations to fit the treatment mechanisms though note that the decision between the
two did not significantly affect the parameter estimates.

An additional package option is the ability to pool over all subjects when
estimating the ICEs irregardless of observed treatment, as opposed to stratifying
the data and using only subjects following the treatment rule specified. This choice
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implies an analogous bias-variance trade off. Pooling over subjects regardless of
treatment history potentially allows for more stable estimates of the ICEs due to the
smaller variance. This option is helpful when the number of time points is large and
the number of persons following a particular treatment regime over all time points
1s small.

Use of the 1tmle R package requires that the data be provided in a wide
format and with a time-ordering of the covariates. In doing so, two options are
available for the L(r) node at each time point 7, i.e. L1(¢),Y(¢) or Y(¢),L1(t). In
our causal model in Section 4, the L(¢) node is not affected by the specified order.
Therefore, use of either ordering will suffice in our study. We additionally note,
however, that even if the time-ordering did matter and our outcome of interest ¥ (¢*)
were, say, dependent upon the covariates L1(z*), there is still no need to condition
on L1(K + 1) for the sake of estimating our target parameter as the efficient influ-
ence function D(P) for our parameter based on the full data O is the same as the
efficient influence function based on reduced data O, = O/L1(K + 1). We provide
a short proof for this in the Appendix.

6.1 Super Learning the nuisance parameters

Consistent, asymptotically linear, and efficient estimation of our target parameter
requires that the treatment and censoring A(7) mechanisms as well as ICEs be es-
timated in a consistent manner and at a fast enough rate, i.e. 0,(1/1/n). Using
parametric models to do this requires correct specification of the functional form
for the conditional densities. Given that we do not know a priori the form of the
true probability distribution Py and the extreme unlikeliness that a simple paramet-
ric specification will result in a correctly specified model, use of these models will
most likely result in overly biased estimates which will approach statistical signifi-
cance with probability 1 as sample size increases regardless of whether a treatment
effect exists. In other words, the use of misspecified parametric models elevates the
risk of obtaining significant findings even if no true treatment effect is present.

An alternative approach is to use data-adaptive non-parametric methods
which reside in a much larger statistical model or set of distributions. Examples
include gradient boosting machines (Friedman, 2001, 2002), neural networks (Mc-
Culloch and Pitts, 1943), and k-nearest neighbors (Altman, 1992). In deciding
which method to use, we recommend using the ensemble machine learning ap-
proach Super Learner, which is based on V-fold cross validation and implemented
in the R package titled SuperLearner (Polley and van der Laan, 2014). This algo-
rithm takes a user-supplied loss function (chosen to measure performance) and a li-
brary of algorithms, which can include parametric models as well as non-parametric
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or machine learning algorithms such as those listed above. It uses V-fold cross val-
idation to chose the convex combination of these algorithms that performs best on
independent data (derived from internal data splits). If, as is likely, none of the
algorithms in the library achieves the rate of convergence one would have with a
correctly specified parametric model, the Super Learner will still perform asymp-
totically at least as well as the best algorithm in the library. Otherwise, it achieves an
(almost) parametric rate of convergence. Furthermore, the derived oracle inequal-
ity showing the asymptotic performance also shows that the number of candidate
algorithms considered in the cross-validation procedure can be polynomial in size
proportional to the number of observations (van der Laan and Dudoit, 2003, van der
Vaart, Dudoit, and van der Laan, 2006, van der Laan et al., 2007). Therefore, a large
number of algorithms can be considered, which can grow with the number of ob-
servations, without fear of hampering the Super Learner’s performance.

To use Super Learning, a loss function must be chosen and a user-specified
library provided. We chose the non-negative log loss function for its desired steeper
risk surface, as this function penalizes incorrect probabilities more severely than
the more commonly used squared error loss. A number of default candidates are in-
cluded in the SuperLearner package that were used here. These include the overall
mean, main terms logistic model, step-wise regression with AIC (Hoerl and Ken-
nard, 1970), generalized additive model (Hastie and Tibshirani, 1990), Bayesian
generalized linear model (Gelman, Jakulin, Pittau, and Su, 2008), k-nearest neigh-
bors (Altman, 1992), LASSO (Tibshirani, 1996), ridge regression (Hoerl and Ken-
nard, 1970), neural net (McCulloch and Pitts, 1943), multivariate adaptive poly-
nomial spline (Friedman, 1991), generalized boosted regression model (Friedman,
2001, 2002), and support vector machine (Boser, Guyon, and Vapnik, 1992, Cortes
and Vapnik, 1995). Additionally, most of the algorithms have tuning parameters
which can result in better candidate performance. To ensure that we were achieving
satisfactory performance, we used different tuning parameters as additional can-
didates in the ensemble for the generalized additive models, k-nearest neighbors,
neural nets, and generalized boosted regression models. We additionally used 4
user-specific parametric models as candidates in the library. The Super Learner fits
were constructed using all potential confounders, listed above in Section 3.1 as W
and L1(z) for each time point 7.

Of particular concern to the analyst when deciding on which candidates to
include in the Super Learner library is the explicit condition that the candidates
not be too data adaptive. This is because the empirical process conditions for the
asymptotic linearity of our estimator require that we work within a Donsker class of
estimators (van der Laan, Rose, and Gruber, 2009). Indeed, we have seen that algo-
rithms that tend to overfit the empirical data, such as the machine learning algorithm
random forest, will negatively impact our estimators. We therefore excluded these
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algorithms from our library, though note that such algorithms could still be used
in a cross-validated parameter estimation approach such as cross-validated targeted
minimum loss-based estimation (Zheng and van der Laan, 2010).

Regarding the pooling of observations across time for the treatment mech-
anism, one further possible option is to use a Super Learner library that is doubled
by including estimates from both the time stratified and pooled approach. Ensem-
ble weights could then be calculated based on the best performing candidate in
this larger library and subsequently fed into the 1tmle package. Consequently, we
continue benefiting from the borrowed information at different time points and si-
multaneously protect ourselves from the asymptotic bias of the previous approach.
We opted not to additionally use the stratified approach, due to the computational
intensity required of the approach.

6.1.1 Initial ICE fits

In using non-parametric estimators for the estimation of the ICEs, we may poten-
tially disregard the global constraints implied by our statistical model. While all the
estimators considered here are expected to work well at time ¢t = t* where the out-
come being modelled is binary, their use at 7 < t* where the outcome being modelled
is known to fall within the interval [0, 1] can present issues. For example, continu-
ing to treat the outcome being modelled as binary may result in programmatic errors
since many of the algorithms, such as Support Vector Machines or k-nearest neigh-
bors, require that the outcome be supplied in classes or as factors. Alternatively,
modelling the outcome continuously may result in extrapolations with estimates
greater than 1 or less than 0. As our expectation is known to fall within [0, 1], this
would result in violations of the constraints of the outcome being modelled.

For each of the algorithms facing this potential issue, we implemented three
approaches aimed at ensuring that estimates remained within the constraints. All
three were used in the Super Learner library, allowing us to objectively compare
the performance of each approach. We define each of the conditional expectations
from Equation (7) to be Qy ;) such that, for example, Qg 1) = E[Y?(¢*)|L(r* —
D] and Qg 1(+—1) = E[Qq 1(+)|L?(t* —2)]. Let each estimator of the conditional
expectation within the Super Learner library at time ¢ be denoted as Q_é L) for
j€1,2,...,J where J is the total number of candidates in the Super Learner library.
We considered

1. Simply truncating Qi L) at both 0 and 1.

2. Taking the logit transformation of the outcome being modelled and truncat-
ing at a fixed threshold 7 (set here to be 0.0001). We then modelled the
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transformed outcome on a continuous scale and took the inverse logit trans-
formation on the fitted values.

3. Stratifying the observations by whether they were within the (0, 1) open in-
terval or within {0,1}, i.e. whether they were continuous within the (0, 1)
interval or dichotomous with only values of 0 or 1. The former were fit on
a continuous scale after taking the logit transformation, while the latter were
modelled as a binary outcome.

We emphasize that use of Super Learner for estimation of the treatment
mechanisms and ICEs provides two important primary benefits. Firstly, its use
helps ensure the conditions for the asymptotic linearity of our estimator and the
corresponding statistical inference are met by ensuring the consistent estimation
of both the intervention mechanism and the iteratively defined conditional expec-
tations. This allows us to establish robust confidence intervals for our estimator.
Secondly, we gain efficiency in that we get an asymptotically efficient estimator if
both the treatment mechanisms and ICEs are estimated consistently at fast enough
rate. Thus, as long as at least one of the library candidates for each of the nuisance
parameters achieve this optimal rate, our approach will have the lowest variance
among all regular asymptotically linear estimators. Further, even if we fall short
of this goal, the improved estimation of both nuisance parameters offered by Super
Learner will generally improve finite sample efficiency.

7 Results

Among the 15 clinics implementing the LREC program, a total of 16,513 subjects
(31 % male) were found to be eligible for the program, of which 16,479 survived
past t = 0. As we only modelled survival up to 450 days, we report figures with
follow-up truncated at that point. After discretizing the data, these patients con-
tributed a total of 17,668 person-years of follow-up to the analyses. From these
subjects 1,206 failure events were observed, of which 1,102 were losses to follow-
up and 104 were deaths. All failure events observed at # = 1 were deaths, since our
definition of loss to follow-up required at least 6.5 months to pass before a subject
could be lost to follow-up. A small number of subjects (n=128) were censored due
to transfers to non-LREC clinics, while 3,889 subjects reached the end of study
prior to t = 4 and prior to experiencing a failure event and were administratively
censored. Table 3 shows the characteristics of the patients conditioning on survival
pastt = 0.
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Table 3: Characteristics of 16,479 patients
survival past r = 0).

Count (%)

Age (years)

<30 2,793 (17%)

30-39 7,017 (43%)

>40 6,669 (40%)
Sex

Female 11,441 (69%)

Male 5,038 (31%)
CD4 cell count (cells/uL) at ART start

<200 9,754 (59%)

200-349 2,313 (14%)

350-499 543 (3%)

>500 387 (2%)

Unknown 3,482 (21%)
CD4 cell count (cells/uL) at baseline

<200 (0%)

200-349 (61%)

350-499 (24%)

>500 (14%)

Unknown (0%)
PI-based ARV regimen

No (95%)

Yes (5%)
Max WHO stage prior to ARV start

/11 (47%)

/v (51%)

Unknown (2%)

at LREC eligibility (conditioning on

A small proportion of subjects died (42), were lost to follow-up (286), or
were censored (60) before the LREC program became available. Of the 16,050 sub-
jects who were at some point exposed to the program, most (15,294) experienced it
by 1-year from baseline. Almost half of the study population began follow-up after
the LREC program had already initiated, as indicated by the large spike in the cu-
mulative incidence at time O (Figure 2). A noticeable spike was also seen at 1-year
after baseline, representing the patients who had their first eligibility truncated at

1-year as stated in Section 3.
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Patients who were not exposed to the LREC program could not enroll. Fur-
thermore, once the LREC program was available, decisions on whether to enroll
subjects rested upon the treating clinicians or clinical officers. Consequently, only
3,832 subjects were enrolled. As expected, subjects who were healthier were more
likely to enroll into the LREC program. For example, univariate analyses showed
that subjects who had higher CD4 counts, were receiving ARV, had a WHO stage [
or II, were seen in clinics less often, and were not being treated for tuberculosis had
higher probabilities of enrolling. Additionally, subjects from (sub) district hospitals
and rural health centers (compared to referral hospitals), with fewer missed clini-
cal visits, not on protease-inhibitor based regimen, and who were not pregnant also
had higher probabilities of enrolling. We note that despite listing non-pregnancy
as a criteria for being at low risk, a small number of subjects (18) enrolled while
pregnant. Figure 2 shows the cumulative incidence of LREC availability and en-
rollment. Cumulative incidence of enrollment by 90 and 360 days after baseline
was 7% (95% CI: 6.3%, 7.1%) and 19% (95% CI: 18.8%, 20.1%), respectively.
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()] 0.9 -« + LREC Enrollment
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Figure 2: Cumulative incidence of LREC availability and enrollment and 95% con-
fidence interval.

As stated in Section 3, all patients in our study started follow-up eligible for
the LREC program, leading to low or no variance in many of the confounders at
early time points with a skewness towards the healthier values. During follow-up,
however, many subjects who did not enroll subsequently became less healthy re-
sulting in decreased probabilities of subsequent enrollment. These covariates mea-
suring their health and enrollment probabilities therefore represent classical time-
dependent confounding and should be adjusted for appropriately (Robins et al.,
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2000a). Indeed, 3,920 subjects were found to have lost their eligibility prior to en-
rollment and prior to 1-year, precluding interventions to evaluate a range of different
enrollment times, as discussed in Section 5.1.2.

Unadjusted analyses using the Kaplan-meier estimator showed overall high
probabilities of in-care survival among all subjects (Figure 3). Those with immedi-
ate LREC availability who never enrolled had noticeably lower in-care survival than
subjects never experiencing LREC availability. For example, at ¢t = 4 the propor-
tion of subjects still alive and in care was 0.77 for those not enrolling into LREC,
compared to 0.93 for the group of subjects never experiencing LREC availability
and 0.94 for subjects enrolling into LREC immediately. Conversely, those with
immediate enrollment into the program had the highest survival probabilities. Dif-
ferences in survival probabilities between treatment groups increased with time,
with the largest differences seen between subjects with immediate enrollment and
those with LREC availability never enrolling.
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0.95

Proportion surviving
o
[{e}
o
|

o

%

a
1

—— Enroll in LREC immediately
---- LREC Never available
LREC available immediately; never enroll

0.80
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0 90 180 270 360 450

Time since eligibility (days)

Figure 3: Unadjusted Kaplan-Meier survival curves.

The cross-validated risks (using the non-negative log likelihood loss) for the
treatment and censoring mechanisms are shown in Figure 4 under various models
and algorithms. While observations at all time points were used in the mecha-
nism fits, our interest is only in treatment interventions at t < 3. We therefore
only calculated the risks using those time points. As expected, the Super Learner
fit outperformed all of the candidate estimators in the supplied library, as well as
the cross-validation selector (i.e. discrete Super Learner, which is equivalent to
choosing the single algorithm in the library with the lowest cross validated risk).
Compared to the mean model, which assumes no confounding and does not control
for any confounders, the Super Learner fits for the LREC availability and end of
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study mechanisms showed an immense decrease in cross-validated risk. This gain
was also noticeable when compared to the candidate model that only controls for
time. The Super Learner fit for the enrollment mechanism also outperformed the
mean model, though to a smaller degree. No noticeable gain was seen in the trans-
fer mechanism, presumably due to the extremely low number of transfers observed
(218). We did not present the cross-validated risks for the ICE fits as they are too
numerous to describe in detail, though note that they were similar to fits for the
treatment and censoring mechanisms.

Adjustment for potential confounders using the Super Learner fits resulted
in relatively small updates of the survival curves (Figure 5). Subjects enrolling
immediately into the LREC program at eligibility continued to have the highest
survival probabilities, while those with immediate availability not enrolling had the
lowest. Tables 4 and 5 show the calculated average treatment effects between the
different interventions. Confidence intervals and p-values were calculated based
on influence functions. As implied by the survival curves, immediate enrollment
into the LREC program at eligibility had a beneficial effect relative to never having
LREC available, while having LREC immediately available and never enrolling
was adverse. For example, at + = 4 the probability of survival for subjects with
immediate enrollment was 0.93 (95% CI: 0.91, 0.95) and 0.87 (95% CI: 0.86, 0.87)
for subjects with immediate availability never enrolling. For subjects without LREC
availability, it was 0.91 (95% CI: 0.90, 0.92). Similar to the unadjusted estimates,
the treatment effects increased with time. All estimates after # = 1 showed statistical
significance.

Table 4: Unadjusted time-specific average treatment effects. (a) compares the in-
tervention immediate LREC availability without enrollment to never having LREC
available; (b) compares the intervention immediate LREC availability and enroll-
ment to immediate LREC availability without enrollment.

| @ EYa—io(t*) —EYa—o(t*) | (0) EYau11 (t*) = EYa—io(r*) |
Time (1) \ Estimate  (95% CI) p-value \ Estimate  (95% CI)  p-value \
1 0.00 (0.00,0.00) 0.93 0.00 (0.00,0.00) 0.56
2 0.03 (0.02,0.03)  0.00 -0.04  (-0.05,-0.03)  0.00
3 0.04 (0.03,0.05) 0.00 -0.05 (-0.07,-0.04)  0.00
4 0.06 (0.05,0.08)  0.00 -0.07 (-0.09,-0.05)  0.00

It is possible that near positivity violations can have large effects on esti-
mates of our parameter. To test for this potential issue, we considered different
truncation bounds for our treatment probabilities. Specifically, we considered using
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Figure 4: Cross-valided risk estimates (using non-negative log-likelihood loss) and
95% confidence interval for the treatment and censoring mechanisms. A number
of candidates had cross-validated risks too high to plot in the specified window and
consequently are not shown. Mean: marginal probability, Time: logistic regres-
sion with time variable only, GLM: logistic regression with all confounders, AIC
step: stepwise regression using the Akaike information criterion, GAM: generalized
additive model, KNN: k-nearest neighbors, LASSO: least absolute shrinkage and
selection operator, MARS: multivariate adaptive regression splines, GBM: general-
ized boosted regression models, SVM: support vector machines, Parametric: user
specified logistic models using a subset of the confounders.

a bound of 0.001 and using untruncated probabilities. No differences were seen in
the resulting mean outcome estimates.
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Figure 5: Survival curves adjusting for potential confounders.

Table 5: Time-specific average treatment effects adjusted for measured potential
confounders. (a) compares the intervention immediate LREC availability without
enrollment to never having LREC available; (b) compares the intervention imme-
diate LREC availability and enrollment to immediate LREC availability without
enrollment.

| @ EYao10(t*) —EYa—oo(t*) | (b) EYaeq1 (1) —EYa—1o(r*) |
Time (+*) | Estimate  (95% CI)  p-value | Estimate  (95% CI)  p-value |
1 0.00  (0.00,0.00) 0.81 0.00  (0.00,001)  0.58
2 002  (0.02,0.03) 000 | -0.03 (-0.05-0.02) 0.00
3 0.04  (0.03,0.05) 0.00 | -0.05 (-0.07,-0.03) 0.00
4 0.04  (0.03,0.06) 0.00 | -0.07 (-0.08,-0.05)  0.00

8 Discussion

We have presented a comprehensive approach to applying longitudinal targeted
minimum loss-based estimation to evaluate the impact of the LREC program. Cor-
responding code for the analyses have been uploaded to an online public reposi-
tory as an R-package at www.github.com/tranlm/lrecImpact. The results support a
somewhat negligible impact of implementation and enrollment, with the lowest sur-
vival among patients with immediate LREC availability never enrolling and similar
survival among the other two interventions (Figure 5). Subjects enrolling immedi-
ately into the LREC program have almost identical survival to subjects never being
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exposed to the program. While the magnitude of difference in survival increased
with time, this difference is modest.

It is important to note that our target population is comprised only of sub-
jects at low risk of mortality. Consequently, the majority of our results are driven
primarily by subjects not remaining in care, as the number of deaths expected to be
observed will be low. In our study, only 104 of the total 1,206 failure events were
from deaths. A sensitivity analysis using only loss to follow-up as the outcome
resulted in similar estimates.

We chose 90-day intervals for our time points in the current study, due to the
understanding that patients would have visits approximately every 3-months. While
smaller intervals could have been chosen, doing so can reduce the probability of fol-
lowing a given regime of interest given observed covariates (i.e. increase the extent
of practical positivity violations), both by decreasing the probability of availability
and enrollment occurring in the first interval, and because the probability of never
enrolling given observed covariates involves taking a cumulative probability of not
enrolling given the observed past over many more time points. Furthermore, the
use of smaller intervals results in more time points, leading to higher computational
costs. On the other hand, the use of larger intervals leads to discarding information
in order to preserve time ordering, which can result in a less complete control for
confounding as well as failure to capture the full causal effect of the intervention.
In order to preserve time ordering, only covariate and outcome values measured at
the end of the prior interval are considered possible causes of enrollment and avail-
ability in an interval. Longer intervals result in more problems with the assumption.
We tested whether there was an effect in our study by re-running the analyses using
30-day intervals. The resulting survival estimates were similar to the ones reported
here.

As with all studies, there are limitations that need to be considered. Firstly,
it is possible that we did not sufficiently adjust for all the potential confounders.
For example, the majority of subjects who had immediate availability and never
enrolled had initial eligibility occur after the LREC program had already started.
These subjects experiencing incidental eligibility (as opposed to prevalent eligibil-
ity from those eligible prior to the LREC program initiation) may have had factors
placing them at higher risk. In addition, in defining our composite outcome ~dead
or lost to follow up” we implicitly assumed that not being seen in clinic for 6.5
months is an undesirable outcome reflecting out of care status. In practice, some of
these patients might represent unreported transfers to care in an alternative clinic. If
true, however, this would have to occur disproportionately among treatment groups
in order to affect the average treatment effect estimates presented here. Lastly, our
analysis considered subjects from the same clinics to be causally independent of
each other. In specifying our causal model we made a key decision to use an in-
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dividual level NPSEM despite our interest in both an individual and a clinic level
exposure variable. Such a formulation assumes that individuals within a given clinic
are causally independent, and in particular, that the exposure received by one patient
does not impact the outcome of another (the assumption of no causal interference)
(Kline, 2011, Tchetgen and VanderWeele, 2012). A different formulation is possi-
ble that uses a hierarchical or clinic level NPSEM and corresponding hierarchical
identification and analysis. We can think of the corresponding experiment as ran-
domizing entire clinics to start the LREC program and within clinics with LREC
available, randomizing patients to enroll. However, the sample size then becomes
driven by the number of clinics and identification would require adequate variabil-
ity in the introduction of LREC across clinics (Tchetgen and VanderWeele, 2012).
We therefore pursued an individual level formulation, while noting the limitations
of this approach. Future research into improved approaches to interference effects
in this setting should be undertaken.

We end by stating that, while not conducted here, this framework can be
easily generalized to include dynamic interventions that are dependent upon other
covariates. For example, there could be interest in intervening to enforce enrollment
only on patients who retain eligibility during follow-up while exempting patients
who do not. Another option to consider is the use of marginal structural models to
smooth treatment effects across time points, as well as availability and enrollment
times (Robins et al., 1999, 2000a, Robins, 2000a, Petersen et al., 2013) though care
should be taken when implementing as the number of regimes with available data
would be limited. These models allow us to project the true underlying dose re-
sponse curve onto a working parametric model, allowing us to conduct inference
on a smaller set of parameters. The 1tmle package includes a TMLE for causal pa-
rameters defined as the projection of the survival or failure curve onto user-specified
parametric models.

In summary we applied the targeted learning roadmap to longitudinal data
with a multilevel longitudinal treatment of interest to analyze a nurse-based triage
system among HIV patients in East Africa. This included both definition and iden-
tification of our causal parameter. Issues with positivity were handled with careful
selection of our target causal parameter. Nuisance parameters were estimated us-
ing Super Learner, a cross-validation ensemble algorithm using both parametric
and machine learning algorithms. Observations for the estimation of the treatment
mechanisms were pooled across time points, which aided us in estimating the cen-
soring mechanism due to clinical transfers. Various approaches were implemented
aimed at ensuring the machine learning estimates of the ICEs would respect the
underlying statistical model. Estimates of survival at each time point were then
contrasted by their differences and inference derived using the empirical influence
functions. The results show a somewhat negligible impact of both availability and
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enrollment in the LREC program on in-care survival.

References

Altman, N. (1992): “An introduction to kernel and nearest-neighbor nonparametric
regression,” The American Statistician, 46, 175-185.

Attia, S., M. Egger, M. Miiller, M. Zwahlen, and N. Low (2009): “Sexual trans-
mission of HIV according to viral load and antiretroviral therapy: system-
atic review and meta-analysis.” AIDS (London, England), 23, 1397-404, URL
http://www.ncbi.nlm.nih.gov/pubmed/19381076.

Bang, H. and J. M. Robins (2005): “Doubly robust estimation in miss-
ing data and causal inference models.” Biometrics, 61, 962-73, URL
http://www.ncbi.nlm.nih.gov/pubmed/16401269.

Bodnar, L. M. (2004): “Marginal Structural Models for Analyzing Causal
Effects of Time-dependent Treatments: An Application in Perinatal Epi-
demiology,” American Journal of Epidemiology, 159, 926-934, URL
http://aje.oupjournals.org/cgi/doi/10.1093/aje/kwh131.

Boser, B. E., I. M. Guyon, and V. N. Vapnik (1992): “A Training Algo-
rithm for Optimal Margin Classifiers,” Proceedings of the 5th Annual
ACM Workshop on Computational Learning Theory, 144-152, URL
http://citeseerx.ist.psu.edu/viewdoc/summary?doi=10.1.1.21.3818.

Brooks, J. C., M. J. van der Laan, D. E. Singer, and A. S. Go (2013): “Tar-
geted Minimum Loss-Based Estimation of Causal Effects in Right-Censored
Survival Data with Time-Dependent Covariates: Warfarin, Stroke, and
Death in Atrial Fibrillation,” Journal of Causal Inference, 1, 235-254, URL
http://www.degruyter.com/view/j/jci.2013.1.issue-2/jci-2013-0001/jci-2013-0001.x

Bryan, J. (2004): “Analysis of longitudinal marginal
structural models,” Biostatistics, 5, 361-380, URL
http://biostatistics.oupjournals.org/cgi/doi/10.1093/biostatistics/kxg041.

Cohen, M., Y. Chen, M. McCauley, T. Gamble, M. C. Hosseinipour, N. Ku-
marasamy, J. G. Hakim, J. Kumwenda, B. Grinsztejn, J. H. Pilotto, S. V. God-
bole, M. Sanjay, S. Chariyalertsak, B. R. Santos, K. H. Mayer, 1. F. Hoffman,
S. H. Eshleman, E. Piwowar-Manning, L. Wang, J. Makhema, L. A. Mills,
G. de Bruyn, 1. Sanne, J. Eron, J. Gallant, D. Havlir, S. Swindells, H. Rib-
audo, V. Elharrar, D. Burns, T. E. Taha, K. Nielsen-Saines, D. Celentano, M. Es-
sex, and T. R. Fleming (2011): “Prevention of HIV-1 infection with early an-
tiretroviral therapy,” The New England journal of medicine, 365, 493-505, URL
http://www.nejm.org/doi/full/10.1056/nejmoal105243.

Hosted by The Berkeley Electronic Press



Cortes, C. and V. N. Vapnik (1995): “Support-Vector Networks,” Machine Learn-
ing, 20, 273-297.

Danel, C., R. Moh, D. Gabillard, A. Badje, J. Le Carrou, G. M. Kouame, J. B.
Ntakpe, H. Ménan, S. Eholie, and X. Anglaret (2015): “Conference on Retro-
viruses and Opportunistic Infections,” in Early ART and IPT in HIV-Infected
African Adults With High CD4 Count (Temprano Trial), volume 17, volume 17.

Das, M., P. L. Chu, G.-M. Santos, S. Scheer, E. Vittinghoff, W. McFarland, and
G. N. Colfax (2010): “Decreases in community viral load are accompanied by
reductions in new HIV infections in San Francisco.” PloS one, 5, e11068, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2883572&tool=pmcentrez

Decker, A. L., A. Hubbard, C. M. Crespi, E. Y. Seto, and M. C. Wang (2014):
“Semiparametric Estimation of the Impacts of Longitudinal Interventions on
Adolescent Obesity using Targeted Maximum-Likelihood: Accessible Estima-
tion with the ltmle Package,” Journal of Causal Inference, 2, 95-108, URL
http://www.degruyter.com/view/j/jci.2014.2.issue-1/jci-2013-0025/jci-2013-0025.x

Dieffenbach, C. and A. Fauci (2011): “Thirty years of HIV and AIDS: future
challenges and opportunities,” Annals of internal medicine, 154, 766771, URL
http://annals.org/article.aspx?articleid=746972.

Friedman, J. (2001): “Greedy Function Approximation: A Gradient Boosting Ma-
chine,” Annals of statistics, 29, 1189-1232.

Friedman, J. H. (1991): “Multivariate Adaptive Regression Splines,” 19, 1-67.

Friedman, J. H. (2002): “Stochastic Gradient Boosting,” Computational Statistics
and Data Analysis, 38, 367-378.

Gelman, A., A. Jakulin, M. G. Pittau, and Y.-S. Su (2008): “A weakly informative
default prior distribution for logistic and other regression models,” The Annals of
Applied Statistics, 2, 1360—1383.

Giordano, T. P, a. L. Gifford, a. C. White, M. E. S. Almazor, L. Rabe-
neck, C. Hartman, L. I. Backus, L. a. Mole, and R. O. Mor-
gan (2007): “Retention in Care: A Challenge to Survival with
HIV Infection,” Clinical Infectious Diseases, 44, 1493-1499, URL
http://cid.oxfordjournals.org/lookup/doi/10.1086/516778.

Giordano, T. P, F. Visnegarwala, a. C. White, C. L. Troisi, R. F. Frankowski, C. M.
Hartman, and R. M. Grimes (2005): “Patients referred to an urban HIV clinic
frequently fail to establish care: factors predicting failure.” AIDS care, 17, 773—
83, URL http://www.ncbi.nlm.nih.gov/pubmed/16036264.

Gulick, R., J. Mellors, D. Havlir, J. Eron, C. Gonzalez, D. McMahon, D. Rich-
man, F. Valentine, L. Jonas, A. Meibohm, E. Emini, and J. Chodake-
witz (1997): “Treatment with indinavir, zidovudine, and lamivudine in
adults with human immunodeficiency virus infection and prior antiretrovi-
ral therapy,” The New England journal of medicine, 337, 734-739, URL

http://biostats.bepress.com/ucbbiostat/paper34s



http://www.nejm.org/doi/full/10.1056/NEJM199709113371102.

Hastie, T. and R. Tibshirani (1990): Generalized Additive Models.

Hernan, M. a. and J. M. Robins (2006): “Estimating causal effects from epidemi-
ological data.” Journal of epidemiology and community health, 60, 578-86, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2652882&tool=pmcentrez

Hoerl, A. E. and R. W. Kennard (1970): “Ridge Regression: Biased Estimation for
Nonorthogonal Problems,” Technometrics, 12, 55-67.

Horstmann, E., J. Brown, F. Islam, J. Buck, and B. Agins (2010): “Retain-
ing HIVInfected Patients in Care: Where Are We? Where Do We Go
from Here?” Clinical Infectious Diseases, 50, 100201102709029-000, URL
http://cid.oxfordjournals.org/lookup/doi/10.1086/649933.

Horvitz, D. and D. Thompson (1952): “A Generalization of Sampling Without Re-
placement From a Finite Universe,” Journal of the American Statistical Associa-
tion, 47, 663—-685.

Kissinger, P, D. Cohen, W. Brandon, J. Rice, A. Morse, and
R. Clark (1995): “Compliance with public sector HIV medical
care.” Journal of the National Medical Association, 87, 19-24, URL
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2607741/.

Kline, R. B. (2011): Principles and Practice of Structural Equation Modeling, New
York, 3rd edition.

Koole, O. and R. Colebunders (2010): “ART in low-resource set-
tings: how to do more with less.” Lancet, 376, 396-8, URL
http://www.ncbi.nlm.nih.gov/pubmed/20638119.

Koul, H., V. Susarla, and J. V. Ryzin (1981): “Regression analysis with ran-
domly right-censored data,” The Annals of Statistics, 9, 1276-1288, URL
http://www.jstor.org/stable/2240417.

Lundgren, J., A. Babiker, F. Gordin, S. Emery, G. Fitkenheuer, J.-M. Molina,
R. Wood, and J. D. Neaton (2015): “Why START? Reflections that led to the
conduct of this large long-term strategic HIV trial.” HIV medicine, 16 Suppl 1,
1-9, URL http://www.ncbi.nlm.nih.gov/pubmed/25711317.

McCulloch, W. S. and W. Pitts (1943): “A logical calculus of the ideas immanent
in nervous activity,” The Bulletin of Mathematical Biophysics, 5, 115-133.

Palella, F. J., K. Delaney, A. C. Moorman, M. O. Loveless, F. Jack, G. A.
Satten, D. J. Aschman, and S. D. Holmberg (1998): “Declining morbid-
ity and mortality among patients with advanced human immunodeficiency
virus infection,” The New England journal of medicine, 338, 853-860, URL
http://www.nejm.org/doi/full/10.1056/NEJM199803263381301.

Pearl, J. (2009): Causality, New York: Cambridge University Press, 2 edition.

Petersen, M. and M. J. van der Laan (2014): “Causal Models and Learning from
Data: Integrating Causal Modeling and Statistical Estimation,” Epidemiology,

Hosted by The Berkeley Electronic Press



25, 418-426.

Petersen, M. L. (2014): “Commentary: Applying a causal road map in settings with
time-dependent confounding.” Epidemiology (Cambridge, Mass.), 25, 898-901,
URL http://www.ncbi.nlm.nih.gov/pubmed/25265135.

Petersen, M. L., K. E. Porter, S. Gruber, Y. Wang, and M. J. van der Laan
(2012):  “Diagnosing and responding to violations in the positivity as-
sumption.” Statistical methods in medical research, 21, 31-54, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4107929&tool=pmcentrez

Petersen, M. L., J. Schwab, S. Gruber, and N. Blaser (2013): “Targeted Maximum
Likelihood Estimation for Dynamic and Static Longitudinal Marginal Structural
Working Models Targeted Maximum Likelihood Estimation for Dynamic and
Static Longitudinal Marginal Structural Working Models,” The Berkeley Elec-
tronic Press.

Petersen, M. L., L. Tran, E. H. Geng, S. J. Reynolds, A. Kambugu, R. Wood, D. R.
Bangsberg, C. T. Yiannoutsos, S. G. Deeks, and J. N. Martin (2014): “Delayed
switch of antiretroviral therapy after virologic failure associated with elevated
mortality among HIV-infected adults in Africa,” AIDS, 28, 2097-2107.

Polley, E. and M. J. van der Laan (2014): “SuperLearner: Super Learner Predic-
tion,” URL https://github.com/ecpolley/SuperLearner.

Quinn, T. C., M. J. Wawer, N. Sewankambo, D. Serwadda, C. Li, F. Wabwire-
Mangen, M. O. Meehan, T. Lutalo, and R. H. Gray (2000): “Vi-
ral load and heterosexual transmission of human immunodeficiency virus
type 1,° The New England journal of medicine, 342, 921-929, URL
http://www.nejm.org/doi/full/10.1056/NEJM200003303421303.

Robins, J. (2000a): “Marginal  structural models versus struc-
tural nested models as tools for causal inference,’ Statisti-
cal models in epidemiology, the environment, ..., 1-30, URL

http://link.springer.com/chapter/10.1007/978-1-4612-1284-3_2.

Robins, J., S. Greenland, and F. Hu (1999): “Estimation of the causal ef-
fect of a time-varying exposure on the marginal mean of a repeated
binary outcome,” Journal of the American ..., 94, 687-700, URL
http://amstat.tandfonline.com/doi/abs/10.1080/01621459.1999.10474168.

Robins, J. M. (1986): “A New Approach to Causal Inference in Mortality Studies
with a Sustained Exposure Period - Application to Control of the Healthy Worker
Survivor Effect,” Mathematical Modelling, 7, 1393—1512.

Robins, J. M. (1987): “A graphical approach to the identification and estimation of
causal parameters in mortality studies with sustained exposure periods,” Journal
of Chronic Disease, 40, 139S-1618S.

Robins, J. M. (2000b): “Robust Estimation in Sequentially Ignorable Missing Data
and Causal Inference Models,” Proceedings of the American Statistical Associa-

http://biostats.bepress.com/ucbbiostat/paper34s



tion Section on Bayesian Statistical Science, 6—10.

Robins, J. M. and M. A. Herndn (2004): “Estimation of the causal effects of
time-varying exposures,” in G. M. Fitzmaurice, M. Davidian, G. Verbeke, and
G. Molenberghs, eds., Longitudinal Data Analysis, i, CRC Press, chapter 23,
550-566.

Robins, J. M., M. A. Hernan, and B. Brumback (2000a): “Marginal Structural Mod-
els and Causal Inference in Epidemiology,” Epidemiology, 11, 550-560, URL
http://content.wkhealth.com/linkback/openurl?sid=WKPTLP:landingpage&an=00001648-

Robins, J. M. and A. Rotnitzky (1992): “Recovery of Information and Adjustment
for Dependent Censoring Using Surrogate Markers,” in N. P. Jewell, K. Dietz,
and V. T. Farewell, eds., AIDS Epidemiology, Boston: Birkhiduser, chapter 3,
297-331.

Robins, J. M., A. Rotnitzky, and M. J. van der Laan (2000b): “Discussion of On
profile likelihood by Murphy and van der Vaart,” Journal of the American Statis-
tical Association, 95, 477-482.

Rotnitzky, A. and J. Robins (2005): “Inverse probability weighted estimation in
survival analysis .” .

Samet, J. H.,, K. a. Freedberg, J. B. Savetsky, L. M. Sullivan, L. Pad-
manabhan, and M. D. Stein (2003): “Discontinuation From HIV
Medical Care: Squandering Treatment Opportunities,” Journal of
Health Care for the Poor and Underserved, 14, 244-255, URL
http://muse. jhu.edu/content/crossref/journals/journal of health care for_the_poor._

Satten, G. A. and S. Datta (2001): “The Kaplan-Meier Estimator as
an Weighted Average,” The American Statistician, 55, 207-210, URL
http://www.jstor.org/stable/2685801.

Satten, G. A. and S. Datta (2004): “Marginal analysis of multistage data,” in N. Bal-
akrishnan and C. Rao, eds., Handbook of Statistics: Advances in Survival Analy-
sis, Elsevier, chapter 32, 23 edition, 559-574.

Schnitzer, M. E., E. E. M. Moodie, M. J. van der Laan, R. W. Platt, and
M. B. Klein (2014): “Modeling the impact of hepatitis C viral clear-
ance on end-stage liver disease in an HIV co-infected cohort with tar-
geted maximum likelihood estimation.” Biometrics, 70, 144-52, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3954273&tool=pmcentrez

Schwab, J., S. Lendle, M. Petersen, and M. J. van der Laan (2014): “Itmle: Longi-
tudinal Targeted Maximum Likelihood Estimation,” .

Stringer, J., 1. Zulu, J. Levy, and E. Stringer (2006): “Rapid
scale-up of antiretroviral therapy at primary care sites in Zam-
bia: feasibility and early outcomes,” JAMA, 296, 782-793, URL
http://jama. jamanetwork.com/article.aspx?articleid=203173.

Hosted by The Berkeley Electronic Press



Taubman, S. L., J. M. Robins, M. a. Mittleman, and M. a. Hernan (2009): “In-
tervening on risk factors for coronary heart disease: an application of the para-
metric g-formula.” International journal of epidemiology, 38, 1599-611, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2786249&tool=pmcentrez
Tchetgen, E. J. T. and T. J. VanderWeele (2012): “On causal inference in the pres-
ence of interference.” Statistical methods in medical research, 21, 55-75, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4216807&tool=pmcentrez
Tibshirani, R. (1996): “Regression Shrinkage and Selection via the Lasso,” Journal
of the Royal Statistical Society, 58, 267-288.
Tsiatis, A. (2006): Semiparametric theory and missing data, New York: Springer.
UNAIDS (2013): “Global Report: UNAIDS report on the global AIDS epidemic
2013,” Technical report.
Van Damme, W., K. Kober, and M. Laga (2006): “The real challenges for scaling
up ART in sub-Saharan Africa,” AIDS, 20, 653-656.
van der Laan, M. J. and S. Dudoit (2003): “Unified Cross-Validation Methodol-
ogy For Selection Among Estimators and a General Cross-Validated Adaptive
Epsilon-Net Estimator : Finite Sample Oracle Inequalities and Examples,” The
Berkeley Electronic Press.
van der Laan, M. J. and S. Gruber (2011): “Targeted Minimum Loss Based Es-
timation of an Intervention Specific Mean Outcome,” The Berkeley Electronic
Press.
van der Laan, M. J., E. C. Polley, and A. E. Hubbard (2007): “Super Learner,” U.C.
Berkeley Division of Biostatistics Working Paper Series, 1-20.
van der Laan, M. J. and J. M. Robins (2003): Unified methods for censored longi-
tudinal data and causality, New York: Springer.
van der Laan, M. J. and S. Rose (2011): Targeted Learning, New York: Springer.
van der Laan, M. J., S. Rose, and S. Gruber (2009): “Readings on tar-
geted maximum likelihood estimation,” Technical report, Bepress, URL
http://www.bepress.com/ucbbiostat/paper254.
van der Vaart, A. W., S. Dudoit, and M. J. van der Laan (2006): “Oracle inequali-
ties for multi-fold cross validation,” Statistics & Decisions, 24, 351-371, URL
http://www.degruyter.com/view/j/stnd.2006.24.issue-3/stnd.2006.24.3.351/stnd.200
Westreich, D. and S. R. Cole (2010): “Invited commentary: positivity in prac-
tice.” American journal of epidemiology, 171, 674-7; discussion 678-81, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2877454&tool=pmcentrez
World Health Organization (2013a): Consolidated Guidelines on the Use of An-
tiretroviral Drugs for Treating and preventing HIV Infection, June, London, URL
http://apps.who.int/iris/bitstream/10665/85321/1/9789241505727 eng.pdf.
World Health Organization (2013b): “Global Update on HIV Treatment 2013: Re-
sults, Impact, and Opportunities,” Technical Report June, Geneva.

http://biostats.bepress.com/ucbbiostat/paper34s



Zheng, W. and M. van der Laan (2010):  “Asymptotic theory for
cross-validated  targeted  maximum  likelihood  estimation,” U.C.
Berkeley  Division of Biostatistics Working  Paper  Series, = URL
http://biostats.bepress.com/ucbbiostat/paper273/.

Zwahlen, M., R. Harris, M. May, R. Hogg, D. Costagliola, F. de Wolf, J. Gill,
G. Fitkenheuer, C. Lewden, M. Saag, S. Staszewski, A. d’Arminio Mon-
forte, J. Casabona, F. Lampe, A. Justice, V. von Wyl, and M. Egger
(2009):  “Mortality of HIV-infected patients starting potent antiretrovi-
ral therapy: comparison with the general population in nine industrial-
ized countries.” International journal of epidemiology, 38, 1624-33, URL
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3119390&tool=pmcentrez

Hosted by The Berkeley Electronic Press



Appendix
Proof that O and O, have equivalent influence functions.

We provide a proof here showing that the influence function for the full data O
is equivalent to the influence function we solve for in our analysis based on the
reduced data O, = O/L1(K +1).

Firstly, we know the efficient influence function D(P) for the reduced data
O,. Our goal is to compute the efficient influence function for the full data O for
this same parameter (but now as a function on a model on O instead of O,).

Recall that one can compute an efficient influence function D*(P) by first
deriving an influence function of any estimator, and then projecting this influence
function on the tangent space 7' (P) of the model. D(P) is one such influence func-
tion since it is the influence function of the TMLE ignoring L1(K + 1). Thus, the
desired efficient influence function is D*(P) = w(D(P)|T (P)) where 7 is the pro-
jection operator acting onto 7' (P).

Now, we note that the likelihood of O can be factorized as P(L1(K+1)|Y (K +
1))P(O;). Thus, the tangent space is the orthogonal sum of the tangent space 7 (P)
of the first factor P(L1(K + 1)|Y(K + 1)) and the tangent space T,(P) of P(O,).
Consequently, #(D(P)|T(P)) = n(D(P)|T;(P)) + n(D(P)|T,(P)). However, the
target parameter is only a function of P(O,), such that P(LI(K + 1)|Y(K + 1))
is actually a nuisance parameter. Because the efficient influence function is al-
ways orthogonal to a nuisance tangent space (i.e. the space of scores one gets
by varying the nuisance parameters), it is also orthogonal to the tangent space of
P(LI(K+1)|Y(K+1)). It follows that D*(P) = n(D(P)|T,(P)) (i.e. the component
in 71 (P) is zero).

However, D(P) is the efficient influence function of the target parameter
based on O, and is therefore an element of the tangent space of P(O,), so that D(P)
is in 7,-(P). This results in w(D(P)|T,(P)) = D(P), which completes the proof that
D*(P) = D(P). That is, the efficient influence function of our parameter based on
O, is the same as the efficient influence function of our parameter based on O.
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