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This online supplement provides some additions to the paper, namely other sources of bias
than confounding, and other popular approaches to causality besides those from the new
toolbox and Granger causality. It also elaborates on the example of the effect of childhood
trauma (factor X = CT) on depression (outcome Y = DE) using a DAG (directed acyclic
graph) model on common causes and subsequent study design and data analysis the model

gives rise to.

1. Other sources of bias that also affect randomized studies

Randomized experiments and RCTs are also prone to other data-generating mechanisms that
might distort causal analysis (Hernén et al., 2008). Such mechanisms, however, are not
specific for causal quests but also bias estimates of associations. They include selection,
measurement error in Y and non-compliance with the compared X conditions. Observational
studies may yield similar results especially if assignment to X is largely independent of Y
(Rosenbaum, 2010; Shadish et al., 2002), or if common causes are adjusted for (Anglemyer et
al., 2014). If this is not the case, total bias might be even larger in randomized studies; for

instance, if selection bias (in randomized clinical studies) dominates confounding bias (in


https://doi.org/10.32872/cpe.3873

non-randomized general population studies, Greenland, 2005, 2012; Lash et al., 2009;

Mansournia et al., 2017).

Consider selection bias in clinical studies. This occurs, for instance, if treatment seeking is
related with the treatment effect of interest. It generally happens if whatever X and Y are both
related with being selected into a study (through helpseeking). This mechanism became
famous as “Berkson’s bias” for the potential to create fully spurious comorbidity and is
nowadays (within the framework of the below described DAGS) referred to as “conditioning
on a collider” (Elwert & Winship, 2014; Hofler & Trautmann, 2019). For example, an
association between years of education and severity of depression is expected in a clinical
sample just because both higher education and disorder severity are associated with seeking

treatment (Magaard et al., 2017).

2. Other qualitative methods

Multi-method evidence

A good advice is not to draw causal conclusions from just a single study, especially if studies
with different methods (e.g. cell and animal studies, neuroimaging, self-reports) are available
(Greenland, 2017) with differently biased estimates, because the study designs open the door
for sources of bias to stream in differently (confounding, selection, measurement, non-
compliance, etc.; Greenland, 2012). Then convergent evidence for an effect can hardly be
explained by common bias (bias that equally occurs in all kind of studies; Campbell & Fiske,
1959). However, different biases could distort the estimates in the same direction. For
instance, placebo treatment effects have been argued to be upward biased both due to

selection into a clinical sample and reporting Y (Hrobjartsson et al., 2011). Thus, studies in



both clinical (biased through both) and general populations (biased only through reporting)

might be inflated, in which case the common bias argument fails.

On the other hand, the argument can be strengthened through adding some of the nine
Bradford Hill considerations that Hill had once formulated inspired by the historical
controversy on the effect of smoking on lung cancer (Hill, 1965). Such are: “strength of
association” (as above) and “plausibility”: there is a (biological) model that explains an effect.
The latter evaluates a (maybe quantitative) finding or putative conclusion through the ability
to link it to substantive knowledge. However, which finding and which knowledge weighs
how much is strongly context-dependent (Hofler, 2005), and different integrations of “ragged

evidence” might appear plausible but yield different conclusions (Greenland, 2012).

Mixed methods research

Recently, similar proposals have been made under the term of “mixed methods research”.
“Mixed methods* call for study type “pluralism* and urges researchers to reflect on different
levels (persons, populations, time, situations, factors and outcomes) where causal effects may

occur equally or differently (Johnson et al., 2019, and references therein).

Ruling out alternatives

Another popular instance of considering more background knowledge than addressed in an
analysis is ruling out alternatives to X causing Y (Greenhouse, 2009). Statistically, an X-Y
association may be explained, among others, by shared causes, shared measurement error,

selection bias, and inverse causation (Y causing X) (Maclure & Schneeweiss, 2001; Pearl,

2009).



3. DAGs and the effect of childhood trauma (CD) on depression (DE)

A directed acyclic graph (also “causal diagram”) displays arrows that encode whether a
variable is assumed to affect another (arrow) or not (no arrow) (Pearl, 1995, 2009). An entire
graph expresses qualitative assumptions on common causes and causal dependencies among
them. After setting up a DAG, it is evaluated with regard to study design and quantitative
analysis it may suggest (see below). A DAG is non-parametric; that is, all mathematical
theorems apply independent of how the variables are scaled and distributed and according to
what mathematical function they affect one another. A diagram must be complete with regard
to the shared causes of X and Y. The arrows in the graph code assumptions on direct effects;
for instance, we suppose that “socio-economical family status” affects depression directly

(and indirectly via “risk environment”).

Different and much recommended introductory accounts for the field are provided by
Dablander (2020) and Rohrer (2018). Here, we illustrate how a DAG accounts for bias due to
confounding. Note that also the the bias sources of measurement (Hernan & Cole, 2009), non-
compliance (Morgan & Winship, 2014; ch. 9), selection (Bareinboim & Pearl, 2016; Elwert &
Winship, 2014) and missing data (Thoemmes & Mohan, 2015) can be addressed with DAGS,

while revealing whether and how an effect can be estimated without bias.

For the effect of CT on DE we suppose just four common causes to demonstrate the use of the
method rather than to provide an exhaustive account of all variables that are theoretically
plausible and in line with the evidence: parental psychopathology (PP; Hankin, 2015; Lizardi
& Kilein, 2000), socio-economical family status (SFS; Freeman et al., 2016; Freisthler et al.,

2006), risk environment (RE, e.g. living in a dangerous neighbourhood; Coulton et al., 2007)



and genetic factors (GF; Dunn et al, 2015; Peyrot et al., 2014). Figure 1 shows the model

including the supposed effects of these factors on one another:

PP

GF *CT ' » DE

TTRE

Legend to Figure 1:
DAG model of common causes of childhood trauma (CT) and depression (DE) and the causal
relations between them. Assumed common causes are parental psychopathology (PP), socio-

economical family status (SFS), risk environment (RE) and genetic factors (GF)

The factor of interest, CT is supposed to be influenced by parental psychopathology (PP),
socio-economical family status (SFS) and risk environment (RE). CT may be affected by
these variables through whatever function, fct, CT = fct(PP, SFS, RE, €cT). ecTis a summary
of all other variables that influence CT. These are not visualized in the graph for parsimony
since they have no effect on DE and, thus, on how adjustment should be done. Note that

genetic factors (GF) also influence CT, but only indirectly through the path GF — PP — CT.



DAGs encode direct effects in terms of the other variables that the graph contains. PP, for
example, may actually affect CT through other variables, but if these do not have causal

connections with DE, these can be omitted as well.

Now, the “backdoor criterion” (Pearl, 1995) provides an algorithm to identify paths in the
model that bring about non-causal associations between CT and DE and are to be eliminated.
These are called “backdoor paths®, a backward path must contain an arrow into CT and a

backward connection into DE.

In the given example, there are seven backdoor paths:
(1) CT — PP > DE

(2) CT «— PP « GF — DE

(3) CT «— SFS — DE

(4) CT — RE — DE

(5) CT «— SFS — RE — DE

(6) CT « PP — SFS — DE

(7) CT «— PP — SFS — RE — DE

Furthermore, a backdoor path must also be "collider-free™ to bring about non-causal
association. This is because a common consequence (“collider”) of two factors does not cause
an association between these factors — unless the common consequence is wrongly adjusted
for (Elwert & Winship, 2014). In the example, a variable outside the model, school grades
(SG), could be a common consequence of CT and SFS: CT — SG « DE. Adjusting for SG
would yield an otherwise not present CT-SFS association and, in turn, new backdoor paths

and additional bias.

Now, the backdoor-criterion states that we have to identify a subset of confounders, that, if

adjusted for, “blocks* paths 1-7 such that, given the subset, the association between CT and



DE is independent of the omitted confounders. This means that each backdoor path must lead
through at least one variable of the subset. Here, only the sets (PP, SFS, RE) and (PP, SFS,
RE, GF) fulfil this criterion. Thus, we don’t have to consider GF if we take PP, SFS and RE

into account.

Importantly, the results of effect quantification may yet vary strongly across different
specified DAGs. Different DAGs may appear similarly plausible, in which case researchers
are well advised to collect all variables that are necessary for the different adjustments that
the different DAGs call for. If one is lucky, however, sensitivity on this level is small because
the different DAGs address the same key features of bias, although each model may just be a

crude map of reality (VanderWeele, 2016).

4. Study design

The model tells us that we have to design a study that collects data not only on CT and DE
(while establishing temporal sequence, the prerequisite for causation, ideally in a prospective
study), but also on PP, SFS and RE. This is the essence of designing an observational study
for causal inference (Rosenbaum, 2010; Shadish et al., 2002). In the example, PP, SFS and
RE are summary variables. For adjustment to be sufficient, these constructs should be
completely covered through a collection of variables that addresses all of a construct’s
aspects, and these must share the same causal relations (Ramsahai, 2012). For example, RE
should include information on local crime rates, regional conflicts, air pollution and lack of
infrastructure. To address PP sufficiently, parents should be comprehensively diagnosed.
Moreover, to succeed completely in adjustment, the confounders have to be measured without

error. Otherwise “residual bias* is expected (Morgan & Winship, 2018). For example, PPP



assessment should use the best available instrument. Lastly, to keep bias due to selection
small, a sample should be drawn from a source population that resembles the target
population in the parameter of interest, here the magnitude of the effect of CT on DE (Elwert
& Winship, 2014). Again, this requires assumptions beyond the data, and these can be

expressed with a DAG (Bareinboim & Pearl, 2016).

5. Adjustment after data have been collected

For the present purpose, we provide a brief summary with principal guidance on the
adjustment methods because their details are vast and better explained with data. A
comprehensive account with rich citations of original work is provided by Morgan and

Winship (2014, chapters 5-7).

The simplest adjustment method to estimate the average treatment effect, ATE, is jointly
regressing Y on X and the chosen Z variables in order to remove the Z-Y relations when
comparing the X-groups. The method is very crude and may be pretty ineffective in
balancing, in the example, individuals with and without CT with regard to the distributions of
PP, SFS and RE. It performs increasingly poorly the more the effect of CT on depression
varies across individuals. Heterogeneity in effects appears at least plausible for many if not
most mental disorders and their aetiological factors. Regression may also work not well if the
model does not fit the data or makes wrong assumptions on the distribution of errors.
However, better fitting models (like generalized linear models) can be used. Besides, adding
interactions between CT and effect-modifyers (which may differ from PP, SFS and RE) could
capture at least some important features of effect-heterogeneity. Such a model also serves
estimating potential outcomes: Given whatever value of whatever Z, the regression equation
predicts the average outcome Y under X = 1 and X = 0 and, thus, the group difference in Y

given Z (i.e., in individuals with such a Z value). This works for every combination of Z



values, and averaging over these yields an estimate of ATE like the average effect of CT on
depression. Alternatively, the individuals may be differently weighted (using the propensity
score, see below), such that ATT or ATC, respectively, are estimated: the effect of CT

removal or CT experience, respectively.

Propensity-score methods instead focus on removing the X-Z relations. They firstly require a
model on group assignment; that is, on the probability that X equals 1 given Z. This
probability is called propensity score, ps. If ps is known and adequately adjusted for, ps is
sufficient for unbiased effect estimates, the distinct Z variables do not need to be taken into
account anymore (Rosenbaum & Rubin, 1983).

In the example, ps is the probability that an individual is traumatized in childhood, given her
values in PP, SFS and RE (irrespective of whether an individual has truly experienced CT or
not). ps is estimated for each individual with a model, often through logistic regression of P(X
= 1) on Z yielding model-predicted probabilities of X =1 given Z. Importantly, the model
must be true in describing the actual assignment process. For instance, if PP and SFS interact
in affecting the CT risk on the logistic scale, this interaction must be included in the
regression equation. Otherwise X is not fully disconnected from Z and, again, residual
confounding occurs. Uncertainty in model selection can be addressed by averaging an
individual’s ps across models that similarly fit the data. This is prevalent if the number of Z
variables is large and in small samples and can be handled with “random forests” if the
sample proportion of X = 1 ranges, say, between 30 and 70 percent. (A random forest is a
collection of possible models, each of having the shape of a “tree” that predicts the average Y
in each “terminal node” of the tree. Each such node results from a series of binary splits
according to values of Z variables that bring about the largest difference in Y (Strobl et al.,

2009)).



After a model has been fitted, the range and distribution of ps values in both X =0and X =1
must be inspected. It may turn out that the groups have different ps ranges, which may
indicate that, for example, some X = 1 individuals have no “twin” in X = 0 with regard to ps
(and, thus, one or more Z variables). Such a finding may suggest that, for these individuals, X
= 0 is not a meaningful counterfactual. This should, however, rarely happen if the model in
the underlying DAG is sound. Otherwise, individuals that lack twins in the other group should
be omitted from analysis and the analysis be restricted to the “region of common support”. In
consequence, the inferential population is limited to individuals with ps in this region. In the
example, the data might contain individuals with low RE, low PP and high SFS only in the
non-CT group. Omitting these would not allow including them in a causal conclusion.
Another practical issue is ensuring whether ps sufficiently summarizes the Z variables; that is,

whether X and each Z are independent given Z.

Once ps is computed and the points discussed above are addressed, there are several
approaches that use ps to balance X =0 and X = 1. Unlike parametric regression methods
statistical matching methods draw each individual from one group with its observed Y value,
calculate the difference with each observation in the other group that is similar in ps, then
average across these “twins” and finally average across individuals. These procedures are
non-parametric because they do not rely on assumptions on the distributions of Y in X =0
and X = 1.

Matching can be done in individuals with X = 0, e.g. adjusting individuals with CT to those
without CT (ATC estimation), or within X = 1 individuals, adjusting individuals with CT to
those without CT (ATT estimation). Averaging ATC and ATT (weighted by the number of

individuals with CT and without CT, resp.) yields ATE.

10



Specific matching algorithms differ in how they operationalize “similar” and weight the
observations according to the magnitude of similarity (e.g. “kernel matching”, “genetic
matching” and “optimal matching”). Unfortunately, the literature is inconsistent in what
method works best. Therefore, the recommendation is using a range of methods to ensure that
a particular conclusion is not due to the specific method used. Of course, all results then have

to be reported and the exact analytic plan should be registered beforehand to prevent p-

hacking.

Finally, doubly robust estimation methods (“inverse-probability-weighted regression
adjustment” and “augmented inverse-probability”) combine the approaches of eliminating the
Y-Z and X-Z relations. They do this by jointly a) regressing Y on X*Z (and the main effects
of X and Z) and b) weighting the individuals with functions of the propensity score. They are
called doubly-robust because their bias in estimating the X-Y effect is the product of the
biases in a) and b): If one bias is zero (small) the total bias is zero (small). Thus, one has two
attempts to succeed (and each attempt is robust against wrong assumptions in the other).
Today, various software packages including R, Python, Stata and SPSS include a range of
these methods. However, care in their use must be taken since their implementation might

differ what may cause unwarranted variation in results.

Finally note that DAGs give rise to two other quantitative methods to address bias due to
confounders: a) “Mechanism-based” unravels an X-Y effect into direct and indirect effects
that may be less confounded than the total effect (Morgan & Winship, 2014, chapter 10).

b) The “instrumental variables” approach is often used to model non-compliance in X in a
treatment or experimental study. An intended randomized treatment may serve as an
“instrument”, I, for estimating the effect of treatment according to the protocol (= X, what is

confounded) as if there was perfect compliance. Under certain assumptions, the X-Y effect

11



can be calculated from the I-X and I-Y associations (which may be less confounded), but
possibly only in a restricted population (Morgan & Winship, 2014, chapters 10 and 9., resp.).
Also note how a DAG relates to observation and thus be empirically tested: It predicts a set of
associations through pairs of variables that are causally or non-causally linked (e.g. due to
common causes). Each of these predicted associations might be found in the subsequent study

or not and, thus, invite model modification.
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