
Complex cases and comorbidity in eating disorders
Assessment and management

Riccardo Dalle Grave, MD
Department of Eating and Weight Disorders 

Villa Garda Hospital- Grada (VR). Italy



Eating disorders are almost always “complex cases”

• Most meet the diagnostic criteria for another mental disorder and are often recipients of 
a diagnosis of some personality disorder

• Marked interpersonal difficulties and severe psychosocial impairment are common

• Physical complications are almost always present, and, in a subgroup of patients, a 
general medical condition coexists and interacts with the eating disorder 
psychopathology.

However, comorbidity is a complex issue, both conceptually and clinically and its 
assessment and management has important clinical implications

Introduction



Lecture



Technical definition

• «When a distinct clinical entity develops during the course of a disorder"(Feinstein, 1970) 

E.g., When a patient with diabetes mellitus develops Parkinson's disease

Note:

• Distinct clinical entity

• Lifetime concept

Definition problems



Clinical definition

• “Coexistence of two or more distinct clinical entities”

• The prevalence of comorbidity depends on the definition of the disorders (i.e., the classification 
system and its diagnostic rules)

Note:

• It is questionable whether many psychiatric concepts are 'distinct clinical entities’

Definition problems



1. What is the relationship between eating disorders and coexisting disorders?

2. How much experience do I have in diagnosing and treating coexisting disorders?

3. Are the professionals treating the disorder aware of the eating disorder and/or its 
impact on the condition?

General principles



Epidemiological data

• More than 70% of people with eating disorders receive a diagnosis of at least one 
psychiatric comorbidity in Europe

• Anxiety disorders (>50%)

• Mood disorders (>40%)

• Self-harm (>20%)

• Substance use disorders (>10%)

Eating disorders and psychiatric comorbidity

Keski-Rahkonen A1, Mustelin L. Curr Opin Psychiatry. 2016 



Epidemiological data

Other comorbidities

• Lifetime occurrence of obsessions and compulsions present in about 70% of cases of anorexia
nervosa (Halmi et al., 2003)

• Aggregation between autism spectrum disorders in probands with anorexia nervosa and their
relatives (Koch et al., 2015).

• Association between attention-deficit hyperactivity disorder and eating disorders (Sala et al.,
2018).

Eating disorders and psychiatric comorbidity



Epidemiological data

• Problem: wide variability in the rate of psychiatric comorbidity in eating disorders

• A lifetime history of an anxiety disorder has been reported in as few as 25% to as
many as 75% of cases (Swinbourne & Touyz, 2007)

• This range casts significant doubts on the reliability of these observations

Eating disorders and psychiatric comorbidity



Personality disorders 

Problem: wide variability, 27-93% (Vitousek and Manke, 1994) 

• AN has been most frequently associated with an avoidant personality disorder—Cluster C (anxious 
or fearful disorders)

• Avoidant 53% (meta-analysis, Bornstein, 2001) 

• BN is more often seen in conjunction with Cluster B (dramatic, emotional, or erratic disorders)

• 9% - 25% of patients with BN meet the criteria for borderline personality disorder (Steiger et al, 
1994; Braun et al 1994). 

Eating disorders and psychiatric comorbidity



• Chronological onset

• Small sample size

• Clinical samples

• Sample composition

• Heterogeneous diagnostic tools

• Limited use of control groups

• No assessment of the secondary effects of the eating disorder psychopathology

• Diagnosis performed by researchers or clinicians

Methodological problems



• “The use of the term “comorbidity” to indicate the coexistence of two or more psychiatric 
diagnoses is hazardous because, in most cases, it is unclear whether concurrent 
diagnoses reflect the presence of distinct clinical entities or instead refer to multiple 
manifestations of a single clinical entity”

Comorbidity or Complex Cases?



• The diagnosis of multiple coexisting psychiatric diagnoses has become more frequent… 
This is partly the consequence of the current DSM-5 classification system for at least four 
main reasons: 

1. The use of the implicit rule that the same symptom should not appear in more than one disorder 

2. The proliferation of new psychiatric diagnostic categories

3. The limited use of hierarchical diagnostic categories

4. The use of operational criteria rather than criteria based on clinical descriptions to make the diagnosis

Comorbidity or Complex Cases?



Psychometric critiques of comorbidity

• The conceptualization of comorbidity has been called into question 
by the recent and well-studied model of complex networks

• Traditional theoretical model 

• The latent variables explains visible symptoms

• Network model

• Mental disorders are nothing more than closely connected 
networks of symptoms that have no real boundaries between one 
disorder and another (Cramer et al ., 2010).

Comorbidity or Complex Cases?



The notion that there is only a subset of “complex cases” cannot be applied to eating 
disorders (Fairburn, 2008) 

• Most meet the diagnostic criteria for one or more DSM-5 mental disorders

• Physical complications are common, and many patients have one or more coexisting and interacting 
medical diseases.

• Interpersonal difficulties are almost always present

• All these features indicate that complexity is the norm rather than the exception in 
patients with eating disorders

Eating disorders are always complex cases



Problems

• The assessment and management of patients with eating disorders often necessitate a 
multidisciplinary approach

• Most multidisciplinary teams have the tendency to adopt an “eclectic” approach, usually 
encompassing a wide range of medical, psychiatric, psychological and educational 
procedures derived from different, sometimes conflicting, theories.

Multidisciplinary management of complex cases



Problems (cont.)

• It is common that spurious comorbidities (i.e. those in reality produced by the effects of 
eating disorder psychopathology and/or malnutrition) frequently receive a diagnosis of 
psychiatric and/or medical comorbidity, and are treated accordingly, often with improper 
cocktails of drugs

N.B. Comorbidities are even more likely to be diagnosed if patients are assessed by 
psychiatrists or physicians unfamiliar with the effects of eating disorder psychopathology 
and/or malnutrition, who tend to attribute the signs and symptoms of the consequences of 
eating disorder to comorbidity.

Multidisciplinary management of complex cases



Risks

1. Defocus treatment from the key factors that maintain eating disorder psychopathology

2. Subjecting the patient to treatments that are in fact useless and potentially harmful

The uncritical management of comorbidity



Examples

Treating the physical and psychosocial consequences of malnutrition using a variety of 
drugs and psychological interventions, without obtaining any clinical benefit.

• Estrogen and progestins that are prescribed to treat secondary amenorrhea

• Anxiolytics, antidepressants, neuroleptics, and mood stabilizers to treat anxiety, irritability, mood 
deflection, and insomnia—symptoms that are the consequence of malnutrition and/or the eating disorder 
psychopathology.

• Psychological treatments that address the psychosocial consequences of the disorder but not the specific 
psychopathology of the eating disorder directly

The uncritical management of comorbidity



Comorbidities should be recognized but only assessed for treatment when significant 
and have clinical implications

• Comorbidity is pragmatically divided into three main groups

A. Disorders that do not interfere with the treatment of eating disorders and that probably 
respond to it

B. Disorders that do not interfere with the treatment of eating disorders but do not respond to it

C. Disorders that interfere with the treatment of eating disorders

CBT-E’s pragmatic approach to complex cases



A. Disorders that do not interfere with the treatment of eating disorders and that probably 
respond to it

These disorders should be recognized, monitored and re-assessed during treatment, but are not given 
special attention

• Secondary clinical depression (attributable to an eating disorder)

• Social anxiety (attributable to an eating disorder)

• Malnutrition

• Unstable type 1 diabetes

CBT-E and comorbidity



CBT-E and comorbidity

B. Disorders that do not interfere with the treatment of eating disorders but do not 
respond to it

These disorders must be recognized, and a decision made on when and how to address them

• Post-traumatic stress disorder, including reported sexual abuse

• Obsessive-compulsive disorder (which may be treated using SSRIs during CBT-E=

• Obesity

As a general rule, it is advisable to treat such disorders before or after CBT-E, if they need to be 
managed via psychological treatments



81 patients  (24.7%) reported 
experiencing childhood sexual 
abuse before the anorexia nervosa 
onset

Childhood sexual abuse does not 
appear to compromise outcomes 
in patients with anorexia nervosa 
treated via intensive CBT-E.



CBT-E and comorbidity

C. Disorders that interfere with the treatment of eating disorders

These disorders need to be recognized and addressed before starting CBT-E.

• Continuous substance misuse

• Acute psychotic disorders

• Clinical depression (not attributable to the eating disorder)



Three general questions may help

1. Are the features of the coexisting disorder directly attributable to the eating disorder or 
its consequences?

2. Are the features of the coexisting disorder likely to interfere with the treatment of the 
eating disorder?

3. Are the features of the coexisting disorder likely to resolve if the eating disorder is
successfully treated?

CBT-E and comorbidity



Clinical depression

• The distinction between secondary depression and coexisting clinical depression is essential for an 
optimal therapeutic intervention

• Secondary depressive features should not be treated because they tend to resolve alongside an 
improvement in the eating-disorder psychopathology

• Coexisting clinical depression must be identified and treated because it hinders the treatment of the 
eating disorder itself

CBT-E and Coexisting Mental Disorders



Clinical depression

Substantial conceptual overlap

• «Do the coexistence of an eating disorder and clinical depression constitute comorbidities?»

Complex question because there is a substantial conceptual overlap 

CBT-E and Coexisting Mental Disorders



CBT-E and Coexisting Mental Disorders

Clinical depression

Substantial conceptual overlap

Anorexia nervosa

• Many features used for the diagnosis of clinical depression are the consequences of being 
underweight

• Low mood

• Social withdrawal

• Heightened obsessionality and indecision

• Disturbed sleep with early waking

• Decreased energy and drive

• Loss of sexual desire

• Impaired concentration

• Irritability



CBT-E and Coexisting Mental Disorders

Clinical depression

Substantial conceptual overlap

Bulimia nervosa

• Many features used for the diagnosis of clinical depression are known to be the consequence of 
recurrent binge-eating episodes

• Self-criticism

• Low mood

• Social withdrawal

• Shame

• Guilt

• Feelings of impotence



Coexisting clinical depression

• Suggestive features

1. A personal history of clinical depression before the onset of the eating disorder

2. Late eating disorder onset

3. Recent intensification of depressive features in the absence of any change in the eating-
disorder psychopathology (e.g., low mood, social withdrawal, or suicidal thoughts and plans)

4. Loss of interest, crying, recurrent thoughts on the pointlessness of life, and personal neglect

CBT-E and Coexisting Mental Disorders



Coexisting clinical depression

• Management

1. Identify cases

2. Educate the patients

3. Recommend treatment with antidepressants (e.g. fluoxetine 60 mg/day or sertraline 100-200 mg/day before 
starting CBT-E)

• Highly effective

• Quick, so the start of CBT-E is only slightly delayed

4. Address patient concerns

5. Maintain drug treatment even after remission of clinical depression to prevent relapse (9-12 months)

6. Consider an inpatient admission in an eating disorder unit

CBT-E and Coexisting Mental Disorders



Predicted mean EDE global score and body mass index at each time point in MDE and no-MDE groups.

63 consecutive underweight adult patients with severe eating disorder were treated with inpatient CBT. Major Depressive Episodes
(MDE) was present in 60.3% of participants. No significant differences were observed in the demographic and baseline clinical
variables between patients with and without MDE. 



CBT-E for «Severe/Extreme» and 
or «Enduring» Anorexia Nervosa

Riccardo Dalle Grave
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• A subgroup of patients with anorexia nervosa (AN) has a severe/extreme eating 
disorder

• About 20% of individuals with anorexia nervosa (AN) develop a persistent
condition often associated with severe physical and psychosocial impairment 

• Unfortunately, there is no consensus among clinicians and researchers on how 
to define and treat such cases

Introduction



Current severity definition of AN

• Mild: BMI ≥ 17

• Moderate: BMI 16-16.99

• Severe: BMI 15-15.99

• Extreme: BMI < 15

DSM-5



Clinicians and researchers 

Persistent course definition of AN

Broomfield et al., 2017 



• “Chronic” is still the most common definition, but no unmodifiable biomarkers 
for AN have been discovered, and some patients fully recover after several years 
of the illness

• Other terms, less focused on the chance of recovery, label 

• the severity (e.g., “severe”) 

• the duration (e.g., “enduring” or “longstanding” or “persisting”), 

• both the severity and duration (e.g., “severe and enduring”).

Comments on the definitions of AN



Limitations

• BMI-based DSM-5 severity specifiers for AN seem to have limited clinical utility 
in predicting treatment outcomes.

• Some studies have reported duration of the illness as a negative treatment 
prognosticator, while others found no such effect

• Other proposed severity specifiers, such as previously failed treatment 
attempts, impaired life domains, persistent patterns of behaviors and/or 
cognition, and low motivation to recover, have also proven to be inconsistent

Current definitions



DSM-5 severity specifiers for anorexia nervosa and treatment 
outcomes in adult females
Dalle Grave et al, Eating Behaviors 31 (2018) 18–23 

128 patiens with AN (64 outpatients and 64 inpatients) treated with CBT-E 
No significant differences were found across the four severity groups for 
‘weight recovery’ (i.e., BMI ≥ 18.5) or ‘good outcome’ (i.e., BMI ≥ 18.5 and 
minimal accompanying eating disorder psychopathology).



To date we do not have an evidence-based definition with which to reliably inform 
clinical practice and research

• There is a large group of patients with severe and/or enduring condition for whom we 
have no adequate treatment. 

• Some of these patients are not even accepted for treatment, especially in countries that 
rely heavily on private health insurance (e.g., the United States)

• When these patients are treated they receive treatments using different and contrasting 
approaches, for example

• Strategies or procedures developed for young patients

• Coercive methods in intensive levels of care 

• Treatment which prioritizes enhanced quality of life and harm reduction rather than weight gain 
(Touyz, Le Grange, Lacey, & Hay, 2016)

The negative effects of poor definitions
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Abstract

There is currently no evidence-based definition of severe and enduring anorexia

nervosa (SE-AN) with which to reliably inform clinical practice and research. Indeed,

data on the effect of AN severity and duration on treatment outcome are inconsis-

tent. A large group of patients with SE-AN are repeatedly unsuccessfully managed

with the available eating disorders treatments and have no access to adequate treat-

ment for their illness. Cognitive behavioral therapy (CBT) adapted for SE-AN has

been designed to enhance quality of life and reduce harm rather than promoting

weight gain in such patients, and has had some success. However, a percentage of

patients with SE-AN achieves remission, or at least returns to a normal weight range,

with available evidence-based treatments for eating disorders, such as enhanced CBT

(CBT-E). It would therefore be worth conducting a large-scale randomized controlled

trial comparing CBT adapted for SE-AN with CBT-E to assess their relative accept-

ability; efficacy, including their effect on quality of life and medical stability; cost-

effectiveness; and the treatment response moderators that might allow better

matching of patients with SE-AN to a treatment oriented either to harm reduction or

to change.

K EY W O R D S

anorexia nervosa, cognitive behavior therapy, eating disorders, severe and enduring anorexia

nervosa, treatment

About 20% of individuals with anorexia nervosa (AN) do not improve

with any treatments available to date. They go on to develop a lifelong

condition often associated with severe physical and psychosocial

impairment (Steinhausen, 2002). Unfortunately, there is no consensus

among clinicians and researchers on how to define and treat such

cases.

A new paper by Wonderlich, Bulik, Schmidt, Steiger, and

Hoek (2020) addresses the topic of severe and enduring AN (SE-AN),

reviewing historical diagnostic issues, traditional and innovative treat-

ment strategies, and—the part I particularly appreciated—suggests

eight observations for international discussion on the management of

this patient subgroup. Many of the observations suggested by the

authors resonate with my 35 years of clinical and clinical research

experience with patients with AN, and I would like to seize this oppor-

tunity to discuss this further.

First and foremost, several labels have been used to characterize

patients with this “type” of AN (Broomfield, Stedal, Touyz, &

Rhodes, 2017); “chronic” is still the most common definition, but no

unmodif iable biomarkers for AN have been discovered, and some

patients fully recover after several years of the illness. Other terms,

less focused on the chance of recovery, have made more recent

appearances, at least in eating disorder journals. Some of these label

the severity (e.g., “severe”) of AN, while others the duration

(e.g., “enduring” or “longstanding”), and others both the severity and

duration (e.g., “severe and enduring”).

Indeed, according to the diagnostic and statistical manual of

mental disorders (DSM-5), it is not the duration of AN that dictates

its severity, but rather the current body mass index (BMI) in adults, or

the corresponding BMI percentile in children. The duration of the dis-

order cannot be used as severity specifier for AN because some

patients develop extreme physical and psychosocial impairment in a

short period of time, while others suffer mild or moderate impairment

even though they have a very long history of the illness. Furthermore,

data on the effect of AN duration on treatment outcome are
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However, CBT-E has some success in a subgroup of patients 
with severe/extreme and or enduring AN



Enhanced cognitive behavior therapy for severe and extreme
anorexia nervosa: An outpatient case series
Calugi et al, Int J Eat Disord. 2020;1–8. 

30 adult patients with with severe or extreme AN
20 patients (66.7%) completed the treatment
About half of the patients who completed treatment had a BMI ≥18.5 at the end of treatment 
and 20- and 60-week follow-ups



Enhanced cognitive behaviour therapy (CBT-E) for severe and extreme anorexia nervosa 
in an outpatient eating disorder unit at a public hospital: a quality-assessment study
Frostat et al, Journal of Eating Disorders, 2021

Completers
(N=10) SD p

Non-completers
(N=11) SD p

Start of treatment 14.9 1.2 14.6 1.1

End of treatment 19.4 1.2 0.002 16.5 2.5 0.019

1 year follow-up 19.2 1.6 0.594 18.0 3.4 0.575



Intensive enhanced cognitive behavioural therapy for severe and enduring 
anorexia nervosa: A longitudinal outcome study 
Dalle Grave et al, Behaviour Research and Therapy 89 (2017) 41e48 

32 patients (48.5%) SE-AN (i.e., duration of illness >7 years), and 34 (51.5%) NSE-AN. 
NSE-AN and SE-AN groups showed similar rates of ‘good BMI outcome’ (44.0% and 40.7%, 
respectively) and ‘full response’ (32.0% and 33.3%, respectively) at 12-month follow-up. 



Potential reasons
1. The collaborative style of CBT-E, which is focused on “empowering” rather than coercing patients 

2. CBT-E is designed to help the patients to feel in control during all the phases of the treatment

3. The first phase of the treatment is dedicated to exploring the nature and outcome of prior treatments, 
engaging patients, understanding the main mechanisms maintaining their eating disorder, and discussing 
the pros and cons of change

4. The inclusion of specific procedures designed to prevent relapse

Why can CBT-E works in some patients with severe/extreme and or 
enduring AN?



• A subgroup of patients with anorexia nervosa (AN) has a severe/extreme and 
or enduring disorder

• To date we do not have an evidence-based definition with which to reliably 
inform clinical practice and research

• Some of these patients are not even accepted for treatment or receive 
treatments using different and contrasting approaches

• Outpatient and intensive CBT-E  can be options to consider, as they have some 
success in a large subgroup of these patients

Conclusions



Our clinical practice

• We suggest to start the Step One of the CBT-E

• for achieving a better understanding of the psychological mechanisms maintain the ED

• for being in a better position to address the change or improving their quality of life and 
achieving medical stabilization over weight regain and recovery

• We educate the patients that 

• it is very difficult to maintain stable medical conditions if malnutrition is severe

• the available data indicate that it is possible even after many years of illness to achieve a marked 
improvement, and in some cases remission

• If at the end of Step One they do not yet feel ready for change, we help them manage 
their illness as best we can

A pragmatic clinical approach with severe and enduring AN


