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IMPORTANCE While abundant work has examined patient-level differences in antidepressant
treatment outcomes, little is known about the extent of clinician-level differences.
Understanding these differences may be important in the development of risk models,
precision treatment strategies, and more efficient systems of care.

OBJECTIVE To characterize differences between outpatient clinicians in treatment selection
and outcomes for their patients diagnosed with major depressive disorder across academic
medical centers, community hospitals, and affiliated clinics.

DESIGN, SETTING, AND PARTICIPANTS This was a longitudinal cohort study using data derived
from electronic health records at 2 large academic medical centers and 6 community
hospitals, and their affiliated outpatient networks, in eastern Massachusetts. Participants
were deidentified clinicians who billed at least 10 International Classification of Diseases,
Ninth Revision (ICD-9) or Tenth Revision (ICD-10) diagnoses of major depressive disorder
per year between 2008 and 2022. Data analysis occurred between September 2023 and
January 2024.

MAIN OUTCOMES AND MEASURES Heterogeneity of prescribing, defined as the number
of distinct antidepressants accounting for 75% of prescriptions by a given clinician;
proportion of patients who did not return for follow-up after an index prescription; and
proportion of patients receiving stable, ongoing antidepressant treatment.

RESULTS Among 11 934 clinicians treating major depressive disorder, unsupervised learning
identified 10 distinct clusters on the basis of ICD codes, corresponding to outpatient
psychiatry as well as oncology, obstetrics, and primary care. Between these clusters,
substantial variability was identified in the proportion of selective serotonin reuptake
inhibitors, selective norepinephrine reuptake inhibitors, and tricyclic antidepressants
prescribed, as well as in the number of distinct antidepressants prescribed. Variability was
also detected between clinician clusters in loss to follow-up and achievement of stable
treatment, with the former ranging from 27% to 69% and the latter from 22% to 42%.
Clinician clusters were significantly associated with treatment outcomes.

CONCLUSIONS AND RELEVANCE Groups of clinicians treating individuals diagnosed with major
depressive disorder exhibit marked differences in prescribing patterns as well as longitudinal
patient outcomes defined by electronic health records. Incorporating these group identifiers
yielded similar prediction to more complex models incorporating individual codes, suggesting
the importance of considering treatment context in efforts at risk stratification.
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I n the United States, most prescriptions for antidepres-
sants for major depressive disorder (MDD) are written not
by psychiatrists or other psychiatric prescribers, but by

primary care clinicians or clinicians in other specialties.1,2

However, the impact of treatment setting has rarely been
studied. Individuals receiving treatment for MDD in primary
care settings, rather than general psychiatric care, may be
less open to treatment with antidepressant medications,3

less likely to receive guideline-congruent treatment,4 and
more likely to lack access to outpatient mental health
services.5 Those less connected to primary care may be
treated for MDD in specialty settings; for example, young
and low-income women with MDD are often treated through
obstetrics and gynecology (OB/GYN) practices.6-8 However,
there are barriers to screening, diagnosis, and treatment
of MDD within specialty practices, which may contribute
to poorer psychiatric and medical outcomes in those
settings.9

While prior research suggested variation in depression
treatment across nonpsychiatric clinicians,10 these studies were
limited to small and select cohorts of patients or comparisons
across 1 or 2 clinical settings. Real-world data drawn from elec-
tronic health records (EHRs) represent an opportunity to
understand variability in MDD treatment between clinicians
in the context of routine clinical care, as opposed to clinical
trials or survey studies (eg, a questionnaire assessing physi-
cian diagnosis and treatment practices10), and include patient-
clinician heterogeneity that is often intentionally removed from
prospective trials.11-18

Most prior efforts to model outcomes in psychiatric dis-
orders using EHR data have focused on patient-level charac-
teristics. To date, there has been little work leveraging EHR
data to examine how systemic factors, such as clinician-
level characteristics like specialty and location, impact
treatment outcomes. This study aimed to address this gap
by analyzing EHR data to identify and differentiate prescrib-
ers who treat MDD within the outpatient networks of a large
health system. Rather than relying on metadata such as
clinic location and specialty, which exhibit very high levels
of missingness and secular trends, lack robust ontologies,
and are difficult to translate between hospitals and health
systems,19,20 we identified clusters of clinicians based on
their predominant diagnostic codes. We then sought to
compare antidepressant prescribing patterns both between
and within clinician clusters and to determine the extent to
which different prescribing settings were associated with
differential treatment outcomes.

Methods
Data and Inclusion Criteria
The study cohort was composed of all clinicians from outpa-
tient networks affiliated with a large health system in eastern
Massachusetts with 2 academic medical centers and 6 com-
munity hospitals. The data consisted of EHR data collected
between March 1, 2008 (when routine electronic prescribing
was standardized across the hospital systems), and April 27,

2022. Individual clinicians were identified with a unique ano-
nymized identifier. All diagnostic codes (International Classi-
fication of Diseases, Ninth Revision [ICD-9]21 and Tenth Revi-
sion [ICD-10]22), procedure codes, and prescriptions associated
with that clinician were collected for analysis. Data analysis
occurred between September 2023 and January 2024. The
study was approved by the Mass General Brigham institu-
tional review board and the Harvard University institutional
review board with a waiver of informed consent because
only deidentified data were used and no participant contact
was required. This article was prepared in accordance with
the Strengthening the Reporting of Observational Studies in
Epidemiology (STROBE) reporting guideline.

To limit the analysis to outpatient clinicians who regu-
larly treat MDD, we restricted the data a priori to those who
on average billed for at least 10 individuals with MDD per year
during the period in which the clinician appeared in the data-
set, where billing for MDD is defined by the ICD-9 or ICD-10
diagnosis codes in eTable 1 in Supplement 1. Analyses were lim-
ited to outpatient encounters. Patients with at least 1 MDD code
during the study period were included in analyses. To ensure
adequate data associated with each clinician, we restricted our
analysis to clinicians with at least 100 diagnostic codes in total.
(In general, a priori selection of broader thresholds and inclu-
sion criteria was intended to maximize generalizability across
health systems in which patterns of utilization and coding may
vary from this one.)

To reduce the dimensionality of the diagnostic codes, they
were aggregated into the 530 clinical categories defined by Clini-
cal Classifications Software Refined (CCSR), version 2022-1
(Agency for Healthcare Research and Quality).23 Each clini-
cian’s high-dimensional representation consisted of their
counts across diagnostic CCSR codes. The dimensionality was
then further reduced to 2 dimensions via uniform manifold
approximation and projection (UMAP)24,25 and then clus-
tered using a gaussian mixture model (GMM).26 Full details are
presented in the eMethods and eFigure 1 in Supplement 1. The
goal of this data-driven clustering approach was to identify
groups of clinicians who treat similar patients in their clinical
practice. This strategy allowed us to distinguish 10 clusters of
clinicians across traditional department boundaries (eg, de-
partment of psychiatry or department of internal medicine),
as we anticipated that there would be ample variability in the
types of patients seen within each department or clinic.

Key Points
Question To what extent do differences in clinician setting explain
variability in major depression treatments and outcomes?

Findings In this cohort study derived from electronic health
record data, antidepressant prescribing patterns and outcomes
varied significantly between prescriber groups. Clinician clusters
were significantly associated with clinical outcomes.

Meaning Studies of antidepressant prescribing in real-world
settings, and efforts at risk stratification or personalization of care,
should include information on treatment setting and other
clinician-level factors alongside individual patient characteristics.
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Statistical Analysis
The threshold for statistical significance was considered to be
P < .05. Testing was 2-tailed.

Outcomes Definition
Antidepressant Prescription Rate | We first examined how the rate
of antidepressant prescribing differs across clinician clusters. For
each clinician, we calculated the total number of antidepressant
prescriptions written as well as the total number of antidepres-
sant prescriptions divided by the clinician’s total number of
diagnostic codes. The latter serves as a proxy for volume, to cap-
ture the frequency of antidepressant prescriptions relative to
the services provided overall by that clinician. We also consid-
ered differences between clusters in the use of different antide-
pressant medications categorized by class: selective serotonin
reuptake inhibitor (SSRI), selective norepinephrine reuptake
inhibitor (SNRI), monoamine oxidase inhibitor, tricyclic antide-
pressant (TCA), or atypical or other category. After determining
the proportion of antidepressant prescriptions from each medi-
cation class within each cluster, we used analysis of variance
(ANOVA) for each class to determine whether there were statis-
tically significant differences between clusters. Post hoc com-
parisons between clusters were then performed using Tukey
honestly significant difference testing.

Antidepressant Prescription Heterogeneity | We also considered the
heterogeneity of medications used by each clinician. This was
calculated by determining the number of antidepressants that
accounted for 75% of all prescriptions for each clinician, as a
means of estimating the breadth of a given prescriber’s “rep-
ertoire” of medications. This analysis was limited to clini-
cians with at least 10 prescriptions in the dataset. Prescrip-
tion heterogeneity is reported both by individual physician and
on average within each clinician cluster. We also sought to
determine whether antidepressant prescribing rates were
correlated with heterogeneity of prescribing using Pearson
correlation.

Stable Antidepressant Treatment and Treatment Dropout | We then
examined the following patient-level outcomes: (1) the rate at
which individual patients remained on a stable antidepressant
treatment regimen, and (2) the rate at which patients dropped
out of psychiatric treatment. Stability was defined, consistent
withourpriorwork,27 asthecontinuationofthesameantidepres-
sant treatment in the 180-day period following the initial anti-
depressant prescription, with at least 1 antidepressant prescrip-
tion in the first 90 days and at least 1 in the subsequent 90 days.
Similarly,dropoutwasdefinedasadiscontinuationofantidepres-
sant and nonpharmacologic psychiatric treatment. In line with
prior work,14,27 if a patient did not receive an antidepressant pre-
scription or other psychiatric treatment in the 90 days after their
initial prescription, that individual was characterized as having
dropped out of treatment. We excluded patients completely lost
to follow-up by excluding those with no facts in the EHR during
the subsequent 90-day period.

These outcomes were calculated from the initial docu-
mented antidepressant prescription, and thus we associated
the outcome with the clinician responsible for that

prescription. This conservative choice ensured that infor-
mation about the future—including future clinicians—could
not influence outcome predictions. Dropout and treatment
stability averaged by clinician were compared across clus-
ters using a χ2 test, with Bonferroni correction for pairwise
comparisons.

Classification Methods
In addition to analyzing the univariate association between
clinician clusters and patient stability and dropout, we also as-
sessed the utility of the clinician clusters as additional features
for predicting the patient outcomes of achieving stable anti-
depressant treatment and treatment dropout. (This effort did not
aim to derive clinically applicable prediction models per se, but
rather to understand the informativeness of the clusters more
generally.) We applied logistic regression and tuned L1 regular-
ization strength and learning rate, choosing the hyperparameter
combination that performed best on the area under the receiver
operating characteristic curve (AUROC) metric, to predict out-
comes based on all patient data as well as only based on the
clusters associated with the patient’s clinicians.

We compared the results of these regressions to a 2-phase
optimization designed to allow us to determine what patient-
specific demographic characteristics and codes were respon-
sible for the outperformance of the all-patient-data model com-
pared with the clinician cluster–only model. Phase 1 used the
clinician clusters as predictors, and phase 2 added the patient
demographic characteristics and codes. Additional details are
included in the eMethods in Supplement 1.

Results
The clinician cohort comprised 11 934 individuals associated
with 381 623 unique patients. Characteristics of the patient co-
hort as well as flow diagrams for patient and clinician cohorts
are summarized in eTable 2, eTable 3, eFigure 2, and eFig-
ure 3 in Supplement 1.

Figure 1 depicts the 2-dimensional clinician representa-
tion, referred to as an embedding, after applying dimension-
ality reduction via UMAP and clustering via GMM. We first
sought to validate that the embedding represents coherent
groupings of clinicians by assessing the distribution of
selected CCSR codes across clusters. Figure 2 illustrates that
the fraction of total depressive disorder CCSR codes, uncom-
plicated pregnancy codes, and essential hypertension codes
cluster in specific regions of the embedding (see eTable 4 in
Supplement 1 for associated CCSR and ICD-10 codes). The
uneven distribution of such codes (as well as select others;
eFigure 4 in Supplement 1) within the embedding suggests
that regions of the clinician embedding are distinct from
other regions in terms of the codes billed by clinicians in that
region. The informativeness of the clusters was further con-
firmed by examining the predominant diagnostic codes
billed by the clinicians in each cluster. Psychiatric disorders
dominate the largest, most well-defined cluster (cluster 1),
OB/GYN diagnoses dominate in cluster 10, ophthalmic diag-
noses in cluster 7, and joint and connective tissue disorders
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in cluster 5. (Below, clusters will be referred to by both num-
ber and a descriptive label based on the predominant diag-
nostic codes.) The full list of top codes for each cluster is
shown in eTable 5 in Supplement 1.

Next, we described the differences between clusters in
terms of prescribing patterns. Prescribers with no prescrip-
tions during the study period were excluded from analysis.
The rate of nonprescribing clinicians and the overall rate of
AD prescribing (including nonprescribers) are depicted in
eFigure 5, eFigure 6, and eTable 6 in Supplement 1. Clusters
varied widely in overall rates of antidepressant prescription
(Table) as well as in ratios between prescriptions for differ-
ent classes of antidepressants (Figure 3). ANOVA indicated
statistically significant differences between clusters in rates
of prescribing for major antidepressant classes (SSRI:
F = 11.3, P < .001; SNRI: F = 11.8, P < .001; TCA: F = 2.4,
P = .01). Results for pairwise comparisons are presented in
eTables 7 through 10 in Supplement 1. SSRIs were prescribed
at the greatest rate in the OB/GYN cluster (cluster 10), with
pairwise differences being statistically significant for 5 of the
remaining 9 clusters.

We also examined the heterogeneity of prescribing by
each individual in the cluster (eFigure 7 in Supplement 1 is a
histogram illustrating the distribution of heterogeneity
scores, eFigure 8 in Supplement 1 is the clinician embedding
colored by heterogeneity score for each clinician, and
eTable 11 in Supplement 1 illustrates mean heterogeneity by
cluster). In general, these distributions reflect predominantly
small numbers of medication classes, with the psychiatric cli-
nicians (cluster 1) showing the most within-clinician pre-
scribing variation. We confirmed by ANOVA that the differ-
ences in heterogeneity between clusters were statistically
significant (F = 62.3, P < .001), with significant differences
between clusters in post hoc comparisons (eTable 12 in
Supplement 1). Clinician clusters with greater antidepressant
prescribing rates did not demonstrate significantly greater

heterogeneity in prescribing (r8 = 0.32, P = .37; eFigure 9 in
Supplement 1).

Finally, we considered the variation in outcomes across the
clusters. Figure 4A displays stability outcomes by clinician,
with the color corresponding to the mean outcome for all pa-
tients associated with that clinician. These are summarized by
cluster in eTable 13 in Supplement 1. Patient stability rates dif-
fered significantly across all clinician clusters (χ 2

9 = 245,
P < .001). Post hoc pairwise comparisons between clusters via
χ2 test with Bonferroni correction show that stability out-
comes for patients associated with clinicians in high-volume
primary care (cluster 4) are significantly more common than
those in all other clusters except musculoskeletal pain clini-
cians (cluster 5). See eTable 14 in Supplement 1 for all pair-
wise comparisons.

Similarly, Figure 4B and eTable 15 in Supplement 1 show
rates of patient dropout by cluster. As with stability, we con-
firmed that dropout rates differed significantly across all
clinician clusters (χ 2

9 = 1331, P < .001). Dropout was lowest
among psychiatric clinicians (cluster 1) (eTable 18 in Supple-
ment 1).

Last, eTables 16 and 17 in Supplement 1 examine the pre-
dictive validity of clinician clusters. The model using only the
10 clinician clusters as features was predictive of dropout
(AUROC = 0.61; 95% CI, 0.60-0.63), albeit with less discrimi-
nation than a model using all demographic characteristics and
code counts at index prescription (AUROC = 0.67; 95% CI, 0.66-
0.69). The clinician clusters were also modestly predictive of
achieving stability (AUROC = 0.59; 95% CI, 0.56-0.61), but less
so than individual clinical features (AUROC = 0.63; 95% CI,
0.61-0.65). For both dropout and stability, the features that were
significant after L1 regularization in the final model for each
prediction task are summarized in eTables 18 and 19 in Supple-
ment 1.

Discussion
In this study of 11 934 outpatient clinicians who treat MDD
across multiple outpatient networks, we identified signifi-
cant differences in antidepressant prescribing across clini-
cian clusters and differences in antidepressant treatment
outcomes in terms of the likelihood of achieving stable
treatment, or dropping out of treatment, between these
clusters.

While most investigations of antidepressant prescribing
focus on individual clinics or general psychiatry, clinicians in
the cancer and kidney disease clusters had the highest rate
of antidepressant prescribing, similar to that of outpatient
psychiatry after excluding nonprescribing clinicians. Rates
of MDD are known to be high in these populations, and
many patients in these settings may not receive adequate
mental health treatment.28,29 Furthermore, antidepressant
medications such as TCAs, SSRIs, or SNRIs may also be pre-
scribed to treat chronic pain comorbid with depressive
symptoms in this context.30

As anticipated, our analyses also demonstrate that clini-
cians in the general psychiatry cluster exhibited the greatest

Figure 1. Two-Dimensional Embedding of Clinical Classifications
Software Refined Counts by Clinician, Colored by Cluster

1

5
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8

10

6

2

7

9

4

Clusters have been named based on our review of the predominant diagnostic codes
for each cluster: 1 indicates general psychiatry; 2, primary care (low volume);
3, cancer (high volume); 4, primary care (high volume); 5, musculoskeletal pain;
6, cardiovascular disease; 7, ophthalmology; 8, kidney disease; 9, cancer (low volume);
and 10, obstetrics and gynecology.
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heterogeneity of prescribing across antidepressant medica-
tion classes, with other clusters showing more limited pre-
scribing patterns. This restriction likely reflects a tendency
among primary care and other nonpsychiatric clinicians to
provide standardized care in the treatment of depression
that begins with SSRIs or SNRIs as recommended first-line
treatment.31 Specialties like OB/GYN practices are also com-
mon treatment settings for MDD as they may be the only
touchpoint younger women have with the medic al
system.6-8 Consistent with prior literature, our analyses
demonstrate that SSRIs were prescribed at a higher rate in
the OB/GYN clinician cluster than for all other clinician
clusters.32

Our findings have implications for efforts to develop
precision medicine methods for the treatment of depression,
highlighting the importance of considering treatment setting
in such approaches in addition to patient-level features. In
aggregate, the heterogeneity we identified underscores the
need to consider aspects specific to the clinician alongside pa-
tient-level features in efforts to develop precision medicine
strategies in psychiatry. Naively considering all depression
treatment trials to be the same, as in our own prior work, risks
modeling system-level features (eg, where someone receives
treatment) rather than clinically relevant ones.13,14 Even if these
sets of patient features as proxies for clinician features im-
prove prediction, they are likely to generalize poorly across
health systems and, as our results suggest, even across clini-
cal settings in a single system—as such, empirical approaches
to deriving clinician features may be valuable.33,34 EHRs typi-
cally include minimal metadata for clinicians, such as prac-
tice location or specialty; often, these data change over time
as a health system grows, shrinks, or restructures. Further, we
would not expect all clinics within a single department to be
equivalent in both their practice patterns and patient popula-
tions. Finally, it may be difficult to harmonize information on
practice location across health systems, limiting the general-
izability of models that rely on specific locations. By choos-
ing to cluster clinicians based on CCSR codes, we can derive
more flexible and scalable means of categorizing clinician-
level factors.

In general, health systems may be reluctant to examine in-
dividual clinician variability because of the potential medico-
legal implications of identifying outliers. This concern is
sometimes framed as protecting clinicians’ privacy in the ab-
sence of providing informed consent—notably, a higher stan-
dard than is typically applied to large-scale EHR studies of
patient characteristics. On the other hand, characterizing
differences in practices and outcomes represents an opportu-
nity to investigate the reasons for those differences and, po-
tentially, to improve outcomes across a clinical population
by adopting the most effective practices. By identifying clini-
cians with similar practice settings, this work lays the ground-
work for efforts to understand, within a given setting, what
accounts for variability among clinicians in terms of practice
and outcomes.

Limitations
Our work has multiple limitations. First, given restrictions on
the available individual-level data for each clinician, we are lim-
ited in the types of clinician-level information that can be in-
cluded in our models. Second, while our cohort spans mul-
tiple academic medical centers and community hospitals, it is

Figure 2. Depressive Disorder, Uncomplicated Pregnancy, and Essential Hypertension Codes Clustered in Specific Regions of the Embedding

Depressive disordersA Uncomplicated pregnancyB Essential hypertensionC

Code rate by clinician
1.000.750.500.250

Clusters are shown for depressive disorders (A), uncomplicated pregnancy (B), and essential hypertension (C).

Table. Mean Antidepressant Prescription Rate for Clinicians
in Each Cluster, Excluding Nonprescribers

Cluster Cluster name

Antidepressant
prescription rate,
mean (SD)a

1 General psychiatry 0.05 (0.07)

2 Primary care (low volume) 0.03 (0.03)

3 Cancer (high volume) 0.02 (0.06)

4 Primary care (high volume) 0.002 (0.00)

5 Musculoskeletal pain 0.01 (0.02)

6 Cardiovascular disease 0.01 (0.02)

7 Ophthalmology 0.10 (0.10)

8 Kidney disease 0.04 (0.06)

9 Cancer (low volume) 0.08 (0.08)

10 Obstetrics and gynecology 0.02 (0.03)

a Antidepressant prescription rate was calculated as the number
of antidepressant prescriptions divided by total diagnosis codes.
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limited to a single geographic region in a single country. Repli-
cation in other health systems will be valuable in characteriz-
ing variability at national and international levels. This
replication will be especially important given the demon-
strated differences between regions and countries in treat-
ment practices as well as differences in the scope of practice for
some clinicians, such as nurse practitioners, included in this
analysis.

While our outcome measures are well suited to coded clini-
cal data, they lack the precision of clinical trials incorporat-
ing depression rating scales. This is a standard critique of all
work using large-scale clinical data, but correspondingly large-
scale datasets using structured interviews and longitudinal
clinical rating scales simply do not exist.13,15,16,18 Analyzing
coded clinical data allows us to assess questions relating to the
delivery of real-world clinical care, and future work should at-
tempt to incorporate more specific symptom measures to
supplement these coded data. Still, these data are particu-
larly vulnerable to misclassification (eg, stable treatment could
still reflect persistent depression) or missed diagnoses, as they

rely on artifacts of billing, not clinical assessment. Similarly,
discontinuation of treatment could represent either an ad-
equate treatment response leading to discontinuation of the
medication or a decision about treatment futility. Last, we note
that these data capture clinical care over a 14-year period and
may reflect secular trends contributing to variations in the
delivery of clinical care during the study period.

Conclusions
We found that patterns of antidepressant prescribing and treat-
ment outcomes were markedly different across clinical con-
texts, but also within these contexts, even when those clini-
cians treated similar patient populations. Our finding that
clinician-level features provided significant predictive power
exposes an important analytical gap in prior work. Consider-
ing such clinician-level differences in concert with patient-
level factors should facilitate the development of strategies for
precision medicine and more efficient systems of care.

Figure 3. Proportion of Prescriptions From Each Antidepressant Medication Class Stratified by Cluster
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Cluster 1 indicates general psychiatry; 2, primary care (low volume); 3, cancer
(high volume); 4, primary care (high volume); 5, musculoskeletal pain;
6, cardiovascular disease; 7, ophthalmology; 8, kidney disease; 9, cancer

(low volume); and 10, obstetrics and gynecology. MAOI indicates monoamine
oxidase inhibitor; SNRI, selective norepinephrine reuptake inhibitor;
SSRI, selective serotonin reuptake inhibitor; TCA, tricyclic antidepressant.

Figure 4. Clinician Embedding Colored by Mean Stability and Dropout Outcomes of Each Clinician

StabilityA DropoutB

Mean outcome
1.00.6 0.80.40.20

Mean stability (A) and dropout (B)
outcomes are shown.
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